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MEANKO-K/TMHUYHA OBJIACT 2021 .......ooiiiiiieeueniiiiiiiinineueeieieniieisnesessiiisieiemsmassssissseemsssssssssssersnassssas

Horosop [1-122/04.06.2021 KoMnneKCHa OLLEHKa Ha IIMKEMUYHUA KOHTPO NPU NaumeHTH
NPEMMUHA/IN HA TEPAMNMUA C UHCYSIMHOBA MOMII@ cceeeuieviiieeeeeeeeeiutatereeaeeseesasssessesaessssassssssseasssssanssssessesssessnnssnns

Horosop [1-123/2021 U3cneaBaHe BAUAHUETO Ha Pa3TBOPUMM GaKTOPW OT KOHAULMOHMPAHU Cpean
Ha ME3EeHXMMHU CTBOJIOBU KNETKU BBPXY B-TIUMPOLIUTU .. .eereiiiieeieeniienie e eieeieesieeseeesieeseeesseesseeseessanesnnesns



Horosop [1-126/04.06.2021 Pons Ha HLA knac | v Knac |l nonMmopdmrsmm npm opaneH
CMIMHOLENYNAPEH KAPLMHOM....uuiiiiieiiietiiaesseeetttrstaeseeeettassaaa e seeettesnaassaeeettsssaassseeeenesssnnsssseeerenesnnnsseseaenenes 140

Norosop [1-128/28.04.2021 U3cneasaHe Ha reHETUYHUA CNEKTbP Ha BPOAEHUTE MUOTOHUU B
o oY 1= 0] < N 140

Oorosop [-129//04.06.2021 l'eHeTU4YHa BepUDUKaLMA N OLLEHKA Ha 3acAraHe Ha TbHKK
HEMWENMHU3NPAHU U cnabomnenrHM3npaHm HepBHM BAakHa Npy HacneacteeHa MOTOPHA U
CETUBHA HEBPOMMATMA 1eiiiiiiiiiiiiiiieiitiiieeieeeeeeeeeeetteeeeeeeeeeeteeeeeeeseseeeeeeeeeeeeeeteseeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeereeeeerene 141

Oorosop [-132/04.06.2021 Ponata Ha 6uomapkepa SFRP4 3a oueHKa Ha NpoMeHuTe B
MeTabonuTHUA Npodua Npu naumeHTn c obesnteT npeamn u cneq bapmatpuiuHa/metabonntHa
b1 <1V 1 TSN 142

Oorosop [-133/04.06.2021 Ponata Ha HOBU aAUNOKUHWN B TIHOKO3HUA KOHTUHYYM ....eveeeveeeinreeereeereeeeenenns 143

Oorosop [-136/04.06.2021 r. XapaKTepucTUKa Ha 0cBO60XAaBaHeTo Ha GNYOPHU MOHM OT
PA3/IMYHN BUOAKTUBHM OOTYPALLUOHHU MATEPUAIIM .eveeeeeerreeeeiurreeeesrreeesssreeeesssseesesssseeeessssessesssseesssssensssnssenss 143

MEAUKO-COLIMAJTTHA OBJIACT 2021 .......coeeeuuiiiimneniiiieneniiiienssiniienesiisienssiisienssiisissssiistesssssstsssssssssnsssssssnsss 145

Oorosop [-137/04.06.2021 JIOHFUTYAMHAAHO NPOYYBaHE Ha KaYeCTBOTO Ha XMBOT M aHa/M3 Ha
pa3xoamTe 3a IeYeHMEe HA NALMEHTU C aKPOMETANINA B BBIITAPMA c..eveviiiiiieeeiiiee ettt 145

KOHKYPC ,,CTUMYJZIUPAHE HA HAYYHUTE U3CNEABAHUA B OBJZTIACTU C
NOCTUTHATU BUCOKU NOCTUKEHUA’ 2020-2021 ..........cccovereeeeennnnnnnccinninnnnnnnnnnee. 147

Oorosop [1-38/04.03.2021 PonsTa Ha HOBWM BMOMapKepn 3a CbpAEUHHO CbA0BUA PUCK U
MeTaboNUTHUTE NPOMEHM MPKM NaumneHTn c obesuTer npeam u cned bapuatpmuHa/metabonnTHa
b1 <)Y o1 1 RSOOSR 147

Oorosop [1-39/04.03.2021 OugeHKa Ha NPOrpecuBHOTO BaCKyNapHO pemoaeiMpaHe Ha MO3bYHUTE
APTEPMNO-BEHOZHUN MANTDOPMALIMM .eveeeeeeeeiereiieeeeeeeeeiitarreeeeaesesaansaseeeeeessaaasssessesssssssasssesssessssssasssssesseessesnnnsenes 148

Horosop [1-42/08.03.2021 BbBexKaaHe v ONTUMU3NPAHE Ha METOA 33 aHa/IM3 Ha AMHAMUYHA
eKkcnaHsua B reHa ATXN2 npu NauMeHTN ¢ amMOTPOPUYHA TATEPATHA CKACPO3BA c.uuvreeereurreeeernreeeeeinveeeeenarenns 149

Horosop [1-43/08.03.2021 MoneKynHO-reHeTUYHM BapuaHTh B reHa BTD, Koaupall, eH3uma
YR T =N oY =T o1 IR 150

Horosop [1-44/08.03.2021 MNprcbCTBME HA HUCKO, CPEAHO Y BUCOKOPMCKOBM TUMOBE YOBELLIKM
nanuaoOMHU BUPYCK B TbKAHHM MaTepuaam Ha NaumeHTn ¢ 4o6poKayecTBeHa NPocTaTHa
XMnepnaasua, NPeKaHUuepo3HU CbCTOAHMA U/UAN NPOCTATEH KAPLMHOM ....eevueeeereereereeseesseesseesssessesnsesssens 151

Horosop [1-45/08.03.2021 ENnaeMMONOrMYHO TUNM3NPAHE C MONEKYIAPHO-TEHETUUYHN MeToAM Ha
nsonatu Staphylococcus aureus OT PASAINUHU MHPEKLMM ..ecceuvrieeeiiieeeeiireeeesireeeesieveeeesnteeesssnseesssnsseeessnnsenas 151

Horosop [1-46/08.03.2021 OueHKa Ha UHKPETUHOB OTFOBOP MNP Pa3AINYHKN CTEMEHN HA OTKIOHEHUA
B T/THOKOBHMA TOTEPAHC 1uuuuueeeeeetrutnueeeeeeettttunussseeeseessssssseseesesssussmsseesseesssssseeteesentsssnesteeseessmsneseeeeennrssmnaneseees 152

Horosop [1-47/08.03.2021 3aBUCMMOCT MeK Ay NPUCHCTBME HA reHeH NoAMMOPGU3BM Ha IL- 23 1
LT To T R oo aToT i 17 - RN 153



Horosop [1-213/15.12.2021 PasnpocTpaHeHune Ha SARS-CoV-2 myTaHTeH BapuaHT (geneunna 8 ORF8

oT 382 H.AB.) B 6b/rapcka M3BagKa € NO3UTUBHM MaUMEHTU U BPb3KATa MY C XapaKTepPHa KANHUKA ............

Horosop [1-214/15.12.2021 W3cneapaHe Ha FHOKO30-3aBUCUM MHCYAMHOTpoNeH noaunetug, (GIP)

NP CbCTOAHUA Ha npe,u,ma6eT ........................................................................................................................

Oorosop [-216/15.12.2021 Pa3wwmMpsABaHe Ha MOMIEKYHaTa NaToOAOMMA NPU NaLMEHTU C KbCHa
MA/ZIKOMO3bYHA aTaKCUA, HEFrAaTUBHU 3@ EKCNAH3MM Ha AUHAMUYHW MOBTOPU, Ypes

HOBOTEHEPAUMOHHO CEKBEHMUPAHE ... ettt e et et et r s e s e e s seasaasateasensansseeasensnanns

KOHKYPC ,U3rPAXXAHE HA UHO®PACTPYKTYPA 3A HAYYHU U3CNEABAHUA

B MY — COPUA’ 2020 - 2021 .......ccceeeeeemennnnnnniiiiiiiieneesnnsnsiiiissieneessssssssssssssssssessssssssss 197

Jorosop [1-40/04.03.2021 [owusrpaskaaHe Ha nabopaTopua 3a U3cieaBaHe Ha CTolKaTta u

nokomoumsaTa Kbm Kategpata no kuHesutepanma b P03 npu MY-Codusa (ll-py etan) .....cccccvveeeecveeeenns

Oorosop [-41/08.03.2021 U3rpakaaHe Ha BbTpellHa MpexoBa MHbpPaCcTPYKTypa 3a ocurypsasaHe Ha

CbXpaHeHneTo, TpaHcdepa M 0bpaboTKaTa Ha BUONOTUYHM CUTHAAWN U MONYYEHWN EKCNIEPUMEHTAJTHU
Pe3ynTaTh OT KOMMIEKCHU U3CNeABaHNA Ha }KUBOTUHCKM MOAENN Ha COLMANHO 3HaYMMMU

L o Lo) 1L 1= 1 1 F: I

Horosop [1-212/13.12.2021 UHTerpauus Ha AurmtanHo-mHbopmaLmMoHeH Moayn Ha 6asaTa Ha
cad/cam TexHoNOrMK B 0BY4YEHUETO Ha CTYAEHTUTE OT CNeLManHocT “3bboTexHUK” Ha MeauLMHCKK

KONENK " NOPAAHKA DUMAPETOBA ...ttt st ettt stetees et s tetese et et st e st ssstess s ststese s st stesessssesesssssssesenanas
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MEJIUKO-BUOJIOT'NYIHA OBJIACT ~TPAHT’ 2020”

JAorosop 1-90/24.06.2020 BbBexxaaHe ¥ ONTUMU3MPaHe HA MeTOJ, 3a aHAJIU3
Ha AMHAMHUYHA eKClaH3uA B reHa C9orf72 npu nayyMeHTH C aMMOTPOPHUYHA
JlaTepaJiHa CKJiepo3a
N3caenoBarescku ekui: [Ipod. Andena [IspBanoBa Togoposa-I'eopruesa, 106H
e [I'nac. bunsna ['eopruesa ['eopruesa, 16
I'n.ac. CunBus Kanengaposa-Bsiikoa, 10
[Ipod. Npaiino Tepues, AMH
Mapus lronreposa
Suka Jlanryiosa
e Ac. Auu MureBa
Ba3zoBa opranmsamus: MY - Codwusa, Memununcku ¢axynrer, Karenpa mo MeaummHacka
XUMHUS 1 OMOXUMUS,

PE3VYJIITATU: Awmmorpoduunata natepanHa ckiepo3a (AJIC) e HeBpojereHepaTUBHO
3a00JIsIBaHe, XapaKTEpU3UPALI0 C€ C MPOrPEeCHBHA JIETeHEpalusi Ha TOPHUTE W JOJIHUTE
MOTOPHM HEBPOHM, BOJeIlla 10 3aryba Ha (YHKUHMSA, IMOCIEelBaHA OT MYCKyJHa cialocrT,
XurnoTpoduu, THATaTENHU W auxarenHu HapymeHus. AJIC ce pasmens Ha aBe ¢opmu:
ciopaanuna (cAJIC) u damunna (GAJIC). Haii-uecto cpemanara e cnopaauunara (90-95%),
karo (amumauaT AJIC ce cpema mpu 5-10% oOT ciaydawrte, acOUUUPAaHU C JOMHUHAHTHO
yHacinensaBaHe. [IpuunnaTa 3a HacTbnBaHeTO Ha AJIC He e HaII'bJIHO U35ACHEHA, HO Ca OTKPUTH
Haja 20 aconmupanu rera. Haii-uecto cpemanute ot tx ca C9orf72, SOD1, TARDBP, u FUS,
KOMTO ce ycraHOoBsBaT mpu okosno 10% ot mammentute. Bapumantute B C90rf72 rena ca
OCHOBHATa MpH4MHA 3a Bb3HHKBaHe Ha PAJIC - 16-40% ot cmyyante (M MaTbK MPOIEHT OT
cAJIC). Llenta Ha HayuHaTa pa3paboTka Oelle Ja ce U3SCHAT MOJIEKYJIHUTE XapaKTEePUCTHKH,
JIeKaIld B OCHOBAaTa Ha 3a00JIIBAaHETO INMPH MAMEHTH C aMHOTpO(HYHA JIaTepalHa CKIIepo3a
(ALS), upe3 MonekynsipHO T€HETHYEH aHalW3 Ha JUHAMU4YHA ekcmaH3us B rena C9orf72.
AHaM3BT OCBHIIECTBUXME, Upe3 ONpeAessHe Ha YyBCTBHTEIHOCTTA M CHENM(PHUYHOCTTa HA
pa3nuuHUTE MeToau 3a reHotunu3upane Ha C90rf72. bsxa moxOpanu 171 nmpobu OT manueHTH
¢ winHn4yHa auarHo3a AJIC, mpu 7 oT kouto ycraHoBuxMe ekcrnan3uu (4,1%) c¢ nan 145
GGGGCC nosropa. He 0sixa OTKpUTH KbCH €KCIIAaH3UU W TPaHMYHM CTOMHOCTH OT 24 1o 30
noBropa. JlureparypHUTEe [aHHM TIOKAa3BaT BapUaOWIHM TIPOLUEHTHH CHOTHONICHHS 3a
reHeTuuHo Bepuduuupanute ciydau (4 g0 40%), KoeTo ce ABIKM Haii-Bede Ha MaJIKUTe
m3Bagku U choTHomeHuero cAJIC-pAJIC. Hamara rpyna cemo ceabpxka cAJIC u hpAJIC
cllyya, KOETO OOSCHSBAa HHUCKHS MPOLEHT T'€HEeTHYHO Bepuduuupanu ciydau. Ilomydenute
pe3ynTatu oOoraTsBaT CBETOBHHTE 0a3W JaHHU M XBBPISAT CBETIMHA BHPXY TE€HETHIHO
oxapakrepusupanure Obirapcku AJIC manmeHTH. 3acerHaTuTe MALMEHTH M TEXHUTE
CeMeHCTBa Morar Jia MmoJiydaT aJieKBaTHA MEJIWKO-TEHETHYHA KOHCYNTAIHs, MPO(UIaKTHKA H
IpeHaTalHa TUarHOCTUKA.

Hayynu ny0uKanum U NposiBU:

e Ormandzhiev S, Todorov T, Angelov T, Chamova T, Mitev V, Todorova A, Tournev I.
Targeted screening of the C9orf72 gene in Bulgarian amyotrophic lateral sclerosis
patients. Acta Medica Bulgarica 2022;49.

Hayunusr oruer e npuer ¢ OQTVIHYHA onenka no ckanara Ha CMH.

15



Jorosop /1-91/24.06.2020 TpuHYK/I€OTHUAHU EKCIIAH3UH — MOJIEKYJISIPHO-
reHeTU4YHa NPUYUHA 33 Pa3BUTHETO HA HAKOU HeBpO/JereHepaTUBHU
3a60/19BaHMA (ATAKCUHU) NIPH O'bJATrapCKU NAaLUEHTH

H3cnenoBarencku exun: ['n.ac. bunsina I'eopruesa ['eopruesa, 10

e [IIpod. Anbena Tomoposa-I'eopruesa, 16, 1OH

e ['n. ac. CunBus Kanenneposa-Bnbikosa, 10

e Mapus /[ronrepoa

e JSlnka J[anrynoBa

e [ ac. Auu MureBa

e CrosH buues

e Tuxomup Tomopos, 16
Ba3zoBa opranusanus: MY - Codust, Menunuacku dakynret, Katenpa mo MeauunHcka
XUMHUS 1 OUOXUMUS

PE3YJITATMU: Llen: Llen na npoekra Oe na wuscineaBame 200 OBATapCKH MAlUEHTH C
TreHeTUYHO HeyTouHeHa (opma Ha artakcus (atakcuss Ha Dpuuapaiix, crnuHouepedenapHa
aTakCHs WM APYT TUN aTtakcus) 3a TpuHykieotunaute excransuu CGG B rena FMR1 u GGC
B reHa NOTCH2NCL. Te3u exkcnaH3uu ca MOJEKYJTHO-TEHETHUYHUTE MPUYUHU 32
3abonsBanusTa Fragile X—associated tremor/ataxia syndrome (FXTAS, OMIM # 300623) u
pecriektuBao Neuronal intranuclear inclusion disease (NIID, OMIM # 603472).Meroau:
N3omupane Ha BucoxkomousekysnHa JIHK, moimumepasHa BepukHA peakuus € J1Ba U C TpPH
npaiimepa (three-primer CGG Repeat Primed PCR), araposna ren-enekrpodopesa, KanuiasipHa
enexkTpodope3a Ha aBTOMAaTHYEH cekBeHaTop. Pesynraru: Ilpu eanWH mMamyeHT yCTaHOBEHXME
npemytanusi B rena FMR1 (95 mbtu nmoBropenue Ha Tpunykieotuna CGG), ¢ koero craHa
BB3MOKHO TIOCTAaBSIHETO HAa TOYHATa MOJEKyJIHO-TeHeTnyHa auarnoza FXTAS. OtkpuBanero
Ha HOCHUTEJICTBO Ha ChIlaTa MPEeMyTalUsl y HEropaTa AbIIEps MMO3BOJU UICHTU(UIIMPAHETO HA
MpUYMHATA 33 JTUATHOCTUIIMpPaHATa TPU Hesl MPEeKICBPEMEHHA OBapHalHa HEJOCTaThYHOCT-1
(Premature ovarian failure 1, OMIM # 311360). YcranoBuxme 58 MalMeHTH CYCIIEKTHH 3a
3a0onaBanero NIID, nmopanu Hanmuuue camMo Ha €IWH aynena (XOMO3WUIOTH) C HOpMalleH Opoii
noBTopeHus Ha GGC-motuBa B rena NOTCH2ZNCL. Bb3MokHO € Te3u MalleHT! Ja UMat eauH
u cbiy Opoit Ha GGC-MOTHBA 1 B JIBaTa CH ajelia WM BTOPHUAT aJiel Ja € C eKCITaH3Ms, KOSTO
HE MOXe Ja Ob/ie AETEeKTUpaHa C MPHJIOKEHHs MEeTOJ| 3a aHaiau3. Ta3u rpyna HalueHTH
M3HCKBAT MO-HATATBHIHA 3a/IBJI00OYEHA padoTa 3a MOTBBPKIaBaHE/OTXBHPIISTHE HA JHAarHO3aTa
NIID. 3akmiouenue: BbBeneHHTe METONMKM TO3BOJSBAT NPOBEKIAHETO HA MOJIEKYJIHO-
TreHeTUYHA TUATHOCTHKA B bhiarapus Ha ole 1Be HeBpoaereHepaTUBHU 3a0oisBanus- FXTAS
u NIID. ToBa pa3mupsiBa Bb3MOXHOCTHTE 3a TIOCTaBsIHE Ha TOYHA T€HETHYHA AMAarH03a, KOeTo
€ OT TOJISIMO 3HAa4YeHHE 3a MPOTHO3UPAHE X012 Ha 3a00JISIBAHETO, 3a MPOBEXKAaHE HA a/IEKBATHO
TeHETUYHO KOHCYJITHpaHe U e(eKTUBHA MPO(UIaKTHKA B 3acerHaTHTE cemelicTBa. Paborara mo
MpoeKTa 1no3Boiu obocobsiBaneto Ha JIHK Ganka oT 100pe cenekTupaHa rpymna naueHTy, pu
KOUTO Ca OTXBBPJCHM peaulla Bb3MOXKHH MOJIEKYJIHO-TEHETHMYHHM JuarHo3d. Tasu rpymna
MalMeHTH € J100pa OCHOBa 3a MPOJBJDKABaHE HA HAYYHHUTE pa3padOTKM B o0iacTra Ha
HEBpPOIeTeHepaTUBHUTE 3200 s1BaHus B brirapus.

Hayunust otuer e npuer ¢ JOBPA ouenka no ckaiatra Ha CMH.
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JdoroBop [1-92/24.06.2020 B3aumoageiCcTBUE MEXAY €HJ0reHHaTa
KaHAaOMHOMAHA U a30THO-OKHMCHATa CUCTEMHM B MaTOreHe3aTa Ha CTyJ0BUs
cTpec
H3caenoBarencku exun: Jlou. n-p Xpucruna Xpucrosa Houyesa-/lumurposa, 1M
o IIpod. n-p Anekcanawsp CTOlHEB, TH
Hou. n1-p Poman Tames, nim
Hou. n-p Pymen Hukonos
I'n. ac. n-p I'eopru bornanos, 1M
Becennna Muxaiinosa
e Teomop Anrenos
Ba3zoBa opranuszanus: MY - Codust, M®, Katenpa no naropuznonorus

PE3YJITATHU: llenta Ha mnpoekra Oe mga ce wH3CIeABa CHBMECTHOTO YydYacTHE Ha
KaHaOMHOMJIHATa U a30THO-OKMCHAaTa CUCTEMHM B IaTOreHe3aTa Ha CTYAOBHUs CTpec, KaTro 3a
MHIUPEKTEH II0Ka3aTel € IpUeMa CTPec-MHAYLHMPAHOTO HaMaJeHHe Ha OoJKoBaTa
qyBCTBUTEIHOCT, M3BECTHO Karo cTpec-unHayuupana aHanresus (CHA). IlpoyuBanusra ca
MOKa3aJI TMOOTACITHO YYacTUETO Ha CH/IOTEHHATa KaHAOMHOMIHA M a30THO-OKHCHATa CUCTEMH
B pazsutuero Ha CHA. Ilpu Hammre onmuTH 0siXa BBBEKAAHU PA3IMUYHU KOMOMHALUMU OT
aroOHMCT/aHTaroHUCT Ha KaHaOuHomgHute CBl-penentopu W mpexypcop Ha a30THHSA OKCHI,
IPUIIOKEHU NPEAM U3JIaraHe Ha >KUBOTHUTE Ha enHouacoB cTyaoB crpec (1u CC). bonkoBaTa
nepuenuus 0e onpeaesnsHa NOCPEICTBOM METOAM C MPUJIaraHe Ha MEXaHUYHO WJIM TEPMHUYHO
npasHeHe. [Ipu aHanm3a Ha MOJIy4eHHUTE PE3yJITaTH HANPABU BIIEYATIEHUE Pa3HOIIOCOYHOTO
MOBJIMSIBaHE Ha OOJIKOBaTa mepuenuus, oryereHa upe3 mexanuueH (PP-rect) u repmuuen (HP-
TECT) CTUMYIL:

e AEA, BBBEJEH CaMOCTOSTEIIHO IIPEAM H3JIaraHe Ha >KMBOTHUTE Ha CTpeEC,
MOBMIIM OOJIKOBUS Mpar npe3 mbpute 20 MUH OT U3CIEBAHETO, KaTo 3a ChIINS EPUOJ CKbCH
HP-narentnocrra. ObpaTHO — L-arg noumxku PP-nipara, Ho yabmxu HP-natentHocTTA;

e CbBMECTHOTO BbBeXaaHe Ha AEA wu L-arg nonwxu PP-mpara copsimo
xuBoTHUTE ¢ 14 CC, HO TOW OCTaHa MO-BUCOK OT CTOWHOCTUTE HAa KOHTPOJIUTE, T.€. HaJIHIE O
CTpec-uHAyIMpaHa aHanresus (Makap M mo-cimaba ot Tasu ciuen lu CC); nmpu HP-tecta
CTOMHOCTHUTE OCTaHaxa CbU3MEPUMHU C T€3H Ha KOHTPOJIUTE — T.€. He ce otyere CHA.

IIpu o6sicHeHHETO Ha MOJIyYEHUTE pe3yITaTH Cie/lBa Jja ce UMaT MPEeaBUA:

e pa3IMYHUTE MbHTHIIA Ha I[pelaBaHe Ha HHPoOpMAIUATa OT MEXaHO- U
TEPMOPELIEITOPUTE;
® yyacTHeTO Ha KaHAOMHOWJHATa CHCTEMa KAaKTO B MEXaHU3MHUTE Ha CTpec-
MHIyLMpaHaTa aHaJIre3us, Taka U B aHTU-CTPEC CUCTEMAaTa Ha OPraHu3Ma;
e JBYNOCOYHOTO y4acTHE€ HA a30THUS OKCHJ B LEHTPAJIHUTE U B mepudepHuUTe
MEXAaHU3MH Ha HOLIULIECTILIHATA.
[TonydyeHuTe pe3ynTatd MOJAKPENSAT y4acTHETO Ha KaHAOMHOMIUTE B CTpec-CUCTeMara Ha
opraHMsmMa — caMocToATenHoTOo mpwiokeHne Ha AEA norenuupa CHA, noxato
antaronusupanero Ha CBl peuentopute s moHmwxku. Bp3moxno e edekrbT Ha AEA mo
otHomenne Ha PP-mpara m HP-natenTHOCTTa 1@ ce 00ycnaBs OT4YacTH OT IOHM)KaBaHE
OTJIEJISIHETO Ha a30T€H OKCHJI, C KOETO Ce MOBJIMABAT KAKTO LEHTpajIHaTa CEHCUOUIU3alus OT
a30THUS OKCHUJI, TaKa M BTOpUYHA (TepudepHa) Xunepanre3us.
Hayynu ny0uKanum U NposiBU:
e Hristina HN, Encheva-Stoykova EN, Grigorov EE. Interaction between
endocannabinoids and the adrenergic system before and after stress-exposure.
Pharmacia. 69(1):249-254.
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e Khan AA, Doubovina E, Oliveira N, et al. Cannabinoids and nitric oxide-ergic system
in pathogenesis of cold stress-induced analgesia. International Congress of Medical
Sciences. Sofia, Bulgaria. 13-16 May 2021, p 70.

e lakovoglou D, Petrov K, Shah N, Nocheva H. The endogenous cannabinoid system and
nitric oxide interact in modulation of cold stress-induced analgesia. International
Congress of Medical Sciences. Sofia, Bulgaria. 13-16 May 2021, p 77.

Hayunust otuer e npuer ¢ QT/IHYHA ouenka no ckanara Ha CMH.

Jorosop [1-93/24.06.2020 r. PasmypsiBaHe Ha 06XBaTa Ha reHEeTUYHUTE
U3CJeABaHUS NPHU Jela CbC CTEPOU/-Pe3UCTEHTEH HePPOTHUYEH CUHAPOM C
BKJ/IIOYBaHE HAa CEKBEHUPaHe OT HOBO MOKOJIEeHUEe

HN3caenoBartesncku ekun: ['1. ac. Onra XXuanosa benuesa, JoKTop
¢ Kynka Kamenaposa, 16
Honu. 1-p Mapus ["aitnapoBa, 1M
J-p Aumutsp Pycunos, 1M
Kamuna Muxosa
Ac. I'antg 3naranoBa-Pamkosa
Hou. Ilonuna Muresa-Illymuanuesa, 1m
o  @eymuusa [lakosa, 16
BbazoBa opranmszanus: MY - Codus, Meguuuncku dakynrer, Kateapa ,,MeaunuHcka XUMU
u ouoxumus‘, LIeHTbp 10 MOJIEKyTHA MEIUIIHA

PE3VYJITATHU: HedbpoTUyHUAT CUHIPOM € YECTO CpeIlaHo 3a0ojsiBaHe MpU Jela, KOEeTO B
MIOBEYETO CIIy4au MOJUIeKU Ha JiedeHU ce Koptukoctepouau. [lpu 10-20% ot 6onHMUTE MUNCBa
OTrOBOP Ha CTaHAAPTHOTO JIEYEHHE - TOBOPHM 3a CTEPOMJI-PE3UCTEHTEH HEPPOTUUYEH CHHIPOM,
CPHC, koiiTo ce xapakTepuzupa C TEXKO IMpPOTHMYAHE M BHCOK pPHCK OT ObOpedHa
HEI0CTaThUHOCT. Y cTaHOBeHU ca Haja 50 rena cbp3anu cbe CPHC, kato Hali-yecTo 3acerHatu
ca NPHS1, NPHS2 u WT1. Ilenra Ha HacTOSAMIMS MPOEKT O€ J1a ce M3IMOI3Ba CEKBEHUPAHE OT
HoBO nokojieHne, NGS, 3a pa3mupsiBaHe 00XBaTa Ha TeHETHUHUTE M3CJIECABAHUS MIPH €L ChC
CPHC. B mpoekra BkmouuxMe 9 manuenta. Bcuuku, ¢ M3KIIOUEHHE HA €IMH, NMPH KOT'OTO
3a00JIIBaHETO TpOTHYa OCOOEHO TEXKO, ChC 3aryba Ha ObOpeuHa QYHKIUS Tpeau
HaBbplIBaHeTO Ha 10 TOAMHM M MHOXKECTBO MO3bYHHM HMH(ApKTH, OsfiXa MpeaBapUTEIIHO
W3CIEBaHN 332 MYTAallMd B TPUTE TOPEMOCOYEHU TeHa. V3BBpIIMXME NPHUIETHO E€K30MHO
cekBeHupaHe ¢ reHeH manen TruSight One (Illumina) wa mmatpopmara MiSeq. 3a
MOTBBP)KACHNE Ha HAXOAKUTE U ONpEACIsIHE TNPOM3X0Ja Ha MYTAIMHUTE H3I0JI3BaXMe
cekBeHHpaHe no Sanger. Knacuduuupane Ha HOBOOTKPUTUTE BapUaHTH HaPaBUXME ChITIACHO
kputepunte Ha ACMG. BonecToTBOpHM WM MOTEHIIMAIHO OOJIECTOTBOPHHM BapHaHTH Osixa
OTKpPHUTH Tpu 6 OT n3cienBaHuTe jaena. Jlokazaxme, ye 3a00J1BaHETO HA €IUH OT MAI[MEHTUTE
ce npoku Ha mo3Hata mytarus B reHa NOS1AP, umsito ponst 3a ernonorusita Ha CPHC 6e
paskpHTa cbBceM Hackopo. JlombiaHureneH psaabk BapuanT B MYH11 npu chiioro gere Moxe
Ou jompuHacs 3a ChIOBaTa MaTONOTHSA. 3a00JsSBAHETO TPH JPYro JAere ce OOsSCHsIBa ¢
HOCUTEJICTBOTO Ha TMo3HaTa OonectorBopHa MyTauus B reHa TRPCG6. Ilpu uerupu ot
MAIUEHTUTE 0s1Xa OTKPUTH MOTCHIHATHO OonectoTBopHU BapuanTH B reante CFHRS, ITGB3,
ACTN4 u LAMB2. Jloka3zBaHeTO Ha poJisiTa Ha Te3M MyTauuu 3a naroreHezata Ha CPHC e
W3KWCKBA JONBIHUTETHN u3cienBanus. Pesynrature or NGS npu mamuentn c¢be CPHC
NOTBBPJMXAa OYAaKBAaHHMATA HHM 3a TOJSIMO pa3HooOpa3ne Ha MOJIEKYJHUTE OCHOBH Ha
3a0onaBaHero. M3mon3BaHeTo Ha TO3W METOJ HHM TMO3BOJM Jla WAEHTU(ULUpaMme
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6OHCCTOTBOpHI/I MyTallui IIpH ABE OT U3CJICABAHUTE ACIA U MMIOTCHIUAIIHO ITaTOICHHU BapHaHTH
IIpH OLIC UCTHUPHU.
Hayuynu ny0iMKanum 4 NposiBu:

e R.Bozhilova, O. Beltcheva, G. Zlatanova, K. Kamenarova, K. Mihova, F. Shakola, D.
Roussinov, M. Gaydarova, V. Mitev, R. Kaneva. Application of NGS sequencing for
improved diagnosis in the pediatric nephrology setting. European Human Genetics
Conference, Virtual Conference, AUGUST 28-31, 2021

Hayunust otuer e npuer ¢ JOBPA ouenka no ckaiara Ha CMH.

Jorosop [1-96/24.06.2020 KsioHa/IHa ¥ CepOTUIIOBA JUHAMUKA HA
HEeVWHBa3WBHU LIaMOBe S. pneumoniae U30JIMPaHU OT AeLa 10 BpeMe Ha
MacoBaTa UMyHM3aLUs C THEBMOKOKOBA KOHIOTMpaHa BAaKCUHA

N3caenoarescku ekui: [Ipod. n-p Jlena [lerpora Ceyanosa, im

e [ ac. Anekcanapa AJeKcaHIpoBa, M

e [IIpod. n-p Jlena Ceuanona, 1M

e Jlers CrankoBa, 1M

e Jlanuena Ilenuera, 1M
BazoBa opranmszauus: MVY-Codus, Memuumucku ®akynrer, Karenpa mo MeaunmHCKa
MHUKPOOHOJIOTHS.

PE3YJITATU: HeunBazupuure nHeBMokokoBu uH(ekuuu (NIPD) ca uecro cpemanu B
JeTckata Bb3pacT. Hue mMaxme 3a 1en Ja ONpeesiuM KIOHAJTHOTO pPa3lpOoCTpaHEHHE,
CepoTHIIa ¥ aHTUMHKPOOHATA YyBCTBUTEIIHOCT Ha S.pneumoniae mamMoBe U30JUPaHH OT Jelia C
NIPD mo Bpeme na PCV10-(2016-2020) mepuoma B bbarapus. Marepuann u METOAH
CeporpynupaHeTo/cepOTHITHPAHETO M3BBPIINXME C JATEKC-arTyTHHALMS U KBETYHT-PEaKIIHs.
[IlamoBete oT ceporpyna 6 Osixa nmomnoxeHun Ha PCR-ceporunupane. AHTHOMOTHYHATA
qyBCTBHUTEITHOCT O€Ille orpejiesieHa upe3 MUKpopa3pexkaane Ha 0ynpsora. MLST ce n3bpim 3a
oIpeJiesIIHE Ha KJIOHAJIHAaTa CTPYKTypa Ha u3onaturte. Pesyntatn Ananusupaxme 202 nercku
HEHMHBAa3MBHM S. pneumoniae wusomatu. J[lemara, Bakcuaupanum ¢ PCV10, 6Gsxa 94,1%.
YcranoBuxme 88.0% neakcuHanmuu cepotrunoBe (NVT) u 12.0% PCV10 - ceportumose.
Benuku yecto cpemanu ceporunose 0sxa NVT: 19A (13.0%), 6C (12.3%), 3 (11%), 15A
(7.8%) u 23A (5.2%). Haii-Brcoku HUBa Ha aHTUMHKPOOHA HEUYBCTBUTEITHOCT Oellle OTYeTeHA
cupsimo eputpomuniua (50,0%), mepopaiien neHumumH (49,4%), xmmHIamuuH (45,4%),
TpuMeTonpuM-cyiadpamerokcazon (43,5%), terpanuknun (42,2%) u uedrpuakcon (14,3%).
Mynrupesucrentaute mamoe (MDR) 6sixa 51,3%. MDR-cepotunose 0sixa 6C (20,2%), 19A
(17,7%), 15A (11,4%), 19F (10,1%) u 23A (8,9%). MLST npencraBu 16 KiIoHATHH KOMILICKCA
(CCs), karo npeobmamaBaxa CC320, CC386, CC505, CC8029 u CC2613 obxBarmamm 83.0%
MDR wuzonaru. 3axmouenne Benukn nomunupamum NIPD ceportunoBe B Hamms reorpadcku
paiion mo Bpeme Ha m3caensanus PCV10-epuon 6sixa NVT (19A, 6C, 3, 15A u 23A). Iletre
mmpoko pasnpoctpanenn CC: CC320, CC386, CC505, CC8029 u CC2613 obxBanaxa 83%
MDR wu3zonatu. HeoOxoaumu ca cucTeMHH OBICIIN NMPOYYBAaHUS BHPXY HHIYIHPAHUTE OT
BaKCMHATa TPOMEHU Kacaellyd KIOHATHOCTTa W aHTUMHKpOOHATa pE3UCTEeHTHOCT Ha
ITHEBMOKOKOBATA MOITYJIAITHS.

Hayuynu ny0JMKanuu u NposiBu:

e Alexandrova A, Pencheva D, Mitov I, Setchanova L. Clonal distribution, antimicrobial
resistance, and pilus islets in S. pneumoniae isolates recovered from PCV10-vaccinated
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children with suppurative AOM in Bulgaria (2015-2020). Jpn J Infect Dis.
2022;75(1):92-95. (IF2019 - 1.240)

e Ceuanosa JI, M. Kanues, T. Croesa, M. Cpenxkoga, I'. JIazaposa, A. Anekcanaposa u .
Murtos. [ITHeBMOKOKOBaTa HHBa3WBHA UH(EKIIMS U CEPOTHIIOBATA 3aMsIHA CIIE]]
MacoBaTta uMyHH3anus ¢ 10 BaenTHa koHtorupana Bakcuna (PCV10). X1/
Hayuonanen Konepec no Knunuuna Muxpoouonoeus u Ungpexyuu na BAM. Codust
30.09-02.10. 2020, CoopHuk pe3romera, ctp. 44, loknazn ot [Iporpamara.

Hayunust otuer e npuer ¢ OT/IHYHA ouenka no ckanara Ha CMH.

Jorosop 1-97/24.06.2020 U3caeaBaHe HA IpeoOpa3yBaHUATA HA
MeMOpaHHM OpraHeJ/id B X0/a Ha MEMOTUYHOTO 3peeHe U CTapeeHeTo Ha
MUILIHY OBOLMTH Ype3 BU3ya/IM3vMpaHe C JUunopuieH Gpayopoxpom
H3cnenoBartencku exkun: J{om. Maiis JlssnkoBa MapkoBa, 10

e IIpod. Credxa lenumurpena, 16
Jom. Panuma J)Kuskosa, 10
I'nn. ac. Benepa Hukonosa, 16
I'n. ac. Upuna Yaxbposa, 10
Ac. Auton Konapos

e Jlou. Munena MypxkeBa-AHIOHOBA, 10
ba3zoBa opranmsauusa: MY - Codus, MY - Codus, Menuuuncku ¢pakynrer, karenpa
buonorus

PE3VYJITATH: beuie uzcnensano pa3npeaesieHHeTo Ha MEMOPaHHUTE OpraHesld Ha pa3uyHU
TUIIOBE KJICTKHU 4pe3 omBeTsaBane ¢ tunoduaaus dayopoxpom DIOC6, chuerano ¢ orBeTsBaHe
na JIHK ¢ Hoechst u na wmukpoduaamentute ¢ ¢amouaun-TRITC. VcranoBu ce, ue
KOMOMHHMPAHOTO OLBETSIBAHE OCUTYpsBa sICHA BHU3yalu3alus U € Obp3 U JIECEH HAYMH Jia ce
noyiyuu MHGopMaIus 3a pazmepure, Gpopmara U odmaTa CTpyKTypa Ha KIETKara B HOpMa H
npu anonto3a. MeToapT Oelle MpUIoKeH KbM MHIIM OBOLIUTH, MOJUIOKEHHM Ha 3pEEHE WM
crapeeHe IN Vitr0 B HOpPMadHM YCIOBHS WM B TPHCHCTBUE HAa BB3MAIUTEIHHS arcHT
npocrarasauH F20, xaro ycrmopemaHo Oemie BU3yadHM3UpaHO MEWOTHYHOTO BpeTeHo. [lpum
HOpMaJIHU OBOLMTH MEMOpaHHMTE CTPYKTypH mnpe3 MeTadaza I Osixa cbCpedoOTOYEHH B
LIEHTpaJIHaTa 4acT, a npe3 Metadasa Il mokasBaxa no-mmpoxo pasnpeaeaeHue, Koero odaye He
obxBamiamre nepudepusita Ha kierkata. OBomUTUTE, 3penu IN Vitr0 B OpUCHCTBUE Ha
npocrarianauH F20, mMaxa oIBeTsBaHE 3a MEMOpaHM B CPaBHHTEIHO TSACHA IEHTpallHA
o0y1acT, KakTo U no-ciaba audys3Ha peakius. MeloTUYHUTE BpeTeHa Osxa ¢ HamalleH Opoii
HUIIKA U CTECHEHH TIOJIFOCH, a KOPTUKAJIHATA PeakKIus 3a akTHH Oerie oTcinadbena. OBynupanu
OBOLIMTH, MHKYOUpaHu 3a 3 yaca ¢ mpocTtarnaHauH F2o, ce oTnuyaBaxa ¢ HaMajsBaHE U
M34Ye3BaHe Ha TPAJMEHTUTE Ha pa3lpe/ieieHne Ha BbTPEKIEThYHUTE MEMOpaHH U JiereHepalus
Ha [MUTOCKEJETa, KOETO T[0Ka3Ba, Y€ BB3NAIMTEIHMAT AareHT CHJIHO  YyCKOpsBa
MOCTOBYJIAIIMOHHOTO IN VItro crapeeHe Ha OBOIMTHUTE.
Hayuynu ny0JMKanuu u NposiBu:
e Kolarov A, Mladenov N, Chakarova I, et al. Fast, Easy Staining Method to Visualize
Cell Morphology and Apoptosis. Acta Morphol Anthropol. 2020;27(3-4):3-7.
e Kolarov Al, Hadzhinesheva VP, Chakarova IV, et al. Prostaglandin F2 alpha causes fast

degenerative changes in ovulated mouse oocytes. Folia Biol (Praha). 2021;67(5-6):208-

212.
Hayunusr oruer e npuer ¢ OTVIHYHA onenka no ckanara Ha CMH.
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Jorosop [1-98/24.06.2020 Vi3cieaBaHe aKTUBHOCTTA HA eH3UMa
Dihydropyrimidine dehydrogenase (DPD) u ukcugaTuBHMA CTaTyC B
IJIa3MaTa OT NAaLMEeHTH C KOJIOpeKTa/IeH KapIiuHOM, JIeKyBaHHU C 5-
dayopoypanui KanneyMTa6MH, OKCA/IMIJIATUH: 3HAaYeHMe 3a TepaneBTUYHATa
e(peKTUBHOCT U HeXKeJIaHUTE JIEKAPCTBEHU peaKIiuu

HN3caenoBaresicku exkun: Jloi. 1-p Pymen [1aBnos Hukomnos, am
e IIpod. CnaBuna CypueBa, mm
Ac. Kanuna Kamenosa, 1x
Ac. Hans XpucroBa-ABakyMoBa, 10¢
Ac. Jlumus AtanacoBa, nd
J1-p Benko Munues
e J[-p Mapun AHrenos
Bba3oBa opranusanus: Karenpa no ¢papmakoiaorus 1 TOKCUKOIOTHS, MeTUIIMHCKHU (aKyJITeT,
MY - Codus

PE3YJITATHU: KoiopekTadHUAT KapUMHOM € TpeTus OT Hail-uecTo AMarHOCTULUPAHUTE
MaJIMTHEHU 3a00JsBaHUs Clie]] KaplMHOMa Ha MJIEYHATa >Kjie3a MpU KEHUTE M BTOpUS CIIE]
KapIMHOMAa Ha MpOoCTaTHaTa >kjie3a mpu MbxkeTe. Kiacuueckara Tepamus Ha KOJIOPEKTATHUS
KapIIMHOM BKJII0YBA MUPUMHUAMHOBHUTE aHANo3u S-(iayopoypaumn (5-FU) u xanenmrabun u
KoMOuHaIus ot uyopoypauunin u okcanuriatul. [ToBeue ot 80% oT mpunoxeHara 103a Ha 5-
FU ce w™erabonm3upa OT eH3uMa AuxujponupumuanH jaexuzaporenasza (DPD), xaro
HaMaJieHaTa aKTUBHOCT HA €H3MMa MpeAN3BHUKBA HATPyMNBaHE Ha JIEKAPCTBOTO U IMOCIEABAIIA
TokcuyHoCT. [1o nurepatypHu ganuu npu okono 30% ot marueHTure, Kouto noiaydyasar S-FU
ce HaOmoAaBa (pIyoponupUMHANHOBA TOKCUYHOCT, KaTO OT Ta3W momyJjamus npu okoio 50%
oT nauuenTute uma nepuuut Ha DPD. Llen Ha u3cneaBaneTo Oemie Ja ce NpOy4Yd aKTUBHOCTTA
Ha eH3uma DPD u okcupenyKIMOHHMS cTaTyC Ha IUla3MaTa OT HAaIMEHTH C KOJIOpEeKTalleH
KaplUMHOM TIpenu M cied xumuoTepanust ¢ 5-FU, kaneuwtabun, 5-FU u okcanmumiatun. B
MIPOYYBAHETO H3IOJ3BAXME KIMHUYHM, TUArHOCTUYHHU, OMOXMMHUYHH, XEMOJYMHHHCLEHTHHU,
CHEKTPO(YOTOMETPUYHU M CTATUCTHUUECKU METOJM. 3a ONpEeeNsiHE Ha aKTUBHOCTTA HAa €H3KMMa
DPD 6emie mposenen ELISA meroa. YcranoBuxme, 4e HIMa CTAaTHCTUYECKU 3HAUMMA pa3iinKa
B cpenHuTe ctoiiHocTh Ha DPD B kpbBHaTa mia3ma Ha nauuentute. Msmepennre DPD HuBa ca
0.38 £ 0.35 ng/mL npu mebxere u 0.35 + 0.26 ng/mL npu xenute. Pesynrature ot usciensate
Ha OKCHU-PEIYKIIMOHHHUSI CTaTyC IIOKa3axa, 4e cleJ LHUKBJI Ha xumuorepanus c 5-FU
croiiHocTuTe Ha CL-SI mMHAEKca ca NMOHMKEHH, T. €. HaMallsBa C€ KalmaluuTeTa HAa KpbBHATa
wiasMa Ja eJIMMUHUpa AakTUBHUTE (opMu Ha Kuciaopoja. Ilpy XUMHOTEpanus C
¢ryoponupumuuan reHepupanute MJIA - amanosu, pagukamu (O?®) u CL-SI umjekc
HapacTBaT. ToBa € J0OKa3aTeJCTBO 3a HaMaJeH KalaluTe Ha 3allMTHUTE CUCTEMU B KpbBHATa
a3Ma Jla eIMMUHUpAT oOpa3yBaHUTE B OpraHu3Ma paguKald W/WIM YacTHMYHO Jia
BB3CTAHOBSIBAT IMpeIU3BUKAaHUTE OT TAX YyBpexkaanus. Ilpunoxenust ELISA Ttect 3a
orpenensHe Ha KoHueHTpauusita Ha DPD B kppBHa miazma mma 1o0pu J1abOpaToOpHH H
MKOHOMMYECKH TIOKa3aTelld KaTo JIECHO M Obp30 H3MBJIHEHUE, MPUEMIIMBU CXEMU 3a
JIOTUCTUYHA OpPTraHU3allisl U HUCKA lleHa. XUMHUOTEpanusaTa ¢ (IyopOlupUMHUINHU TOHMKaBa
penoKc-KananuTeTa B KpbBHATA IJ1a3Ma, KaTo TOBA MOHMKaBaHe € M0-caabo W3pa3eHo mpHu Mo-
BHUCOKH TU1a3MeHH HuBa Ha DPD.

Hayunu ny0Jukaumum u nposiBu:

e Velko Minchev. Toxic and adverse effects of chemotherapy with 5-Fluoropyrimidine
drugs. Could dihydropyrimifine dehydrogenase enzyme screening serve as prerequsite
to successful chemotherapy? J. Biomed. Clin. Res. 2020; 13: 87-99.
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e Minchev V, Kamenova K, Hristova-Avakumova N, Surcheva S, Nikolov R. DPD
screening in blood plasma of cancer patients indicated to Fluoropyrimidine
chemotherapy by ELISA method. Comp. Rend. Bulg. Acad. Sci. 2021;74(5):767-75 IF
0,343

e Velko Minchev, Nadya Hristova-Avakumova, Kalina Kamenova, Liliya Atanasova,
Marin Angelov, Lozan Todorov, Slavina Surcheva, Rumen Nikolov. Does
dihydropyrimidine dehydrogenase level modify plasma antioxidant capacity in
colorectal cancer patients treated with fluoropyrimidines? Folia Med (Plovdiv) . 2021
Oct 31;63(5):760-767.

Hayunust otuer e npuetr ¢ QTJIHYHA ouenka no ckasiata Ha CMH.

Jorosop [1-99/24.06.2020 Helicobacter pylori npu aena c KOMOPpOUAUTET

HN3caenoartencku ekun: ['1. ac. 1-p Jlannen BaienTnHoB ﬁopnaHOB, M
e [ ac. n-p Iletbo Xamkuiicku, 1M
[Tpod. a-p Jlrommuna I'eopruesa, TMH
Jou. n-p [lonuna Mutesa-lllymHanuesa, am
Hou. Panka Xpucrosa
[Ipod. Pymsna MapkoBcka-JlaBuakoBa, 1M
e Ac. Ilers CrankoBa, 1M
ba3zoBa opranmsaums:, Menuuuncku ¢akynter Ha MY-Codus; Karenpa meaunmncka
MUKPOOHOIOTHS

PE3VYJITATH: llenta Ha HACTOALIUS MPOEKT Oelle MpOoydyBaHE Ha CEPOINPEBAIMPAHETO HA
Helicobacter pylori undeknusTa U ceponpeBalupaHUTO Ha BUPYJICHTHUTE WH(EKIUH 4Ype3
CH3MMHO-CBbp3aH uMyHocopOenTeHn tect (ELISA) 3a antu-H. pylori 1IgG u CagA 1gG cpen
Jena ¢ HHCyJIMHO-3aBUcuM 3axapeH auaber (M33/) tunm | m xponHumuna ObOpeuHa
HenocrarbuHoCcT (XBH), xocnuranusupanu B CBAJIJID |, ITpod. MBan Mutes* EAJl. Kakto H.
pylori IgG taka u CagA IgG 06sixa OTKpUTH CUTHH(DUKAHTHO MO-YECTO CpeJ Jelara ¢ auader
(cpoTB. B 28.3% 1 23.4% OT ciyyanTe) OTKOJIKOTO B KOHTpOJIHATa rpymna 0e3 quadert (14.8% 3a
H. pylori IgG u 9.2% 3a CagA IgG; p <0.001 u B aBara cityuas). OT apyra cTpaHa, Cpej aerara
¢ XBH uyecrorure na H. pylori 1gG u CagA 1gG 6sxa cvotB. 17.2% u 10.3%, 6e3 3Haunmu
pa3nuuusi CIpsSMO KOHTpOJIHAaTa Tpyma. B 3akiroueHwe, HaMmepeHa Oelle CTaTHCTHYECKa
3aBHCUMOCT MEX]y HaJIM4yMeTo Ha auader Tun | B gercka Bb3pacT M yecroTraTa Kakto Ha H.
pylori ungekuusra, Taka u Ha BupysentauTe CagA™ mamose y Hac. Pesynrature ca mpuHOC 32
pazbupaHeTo He caMo Ha Bpb3kara Mexay H. pylori nadekiusra u quadera npu aenara, HO U
Ha BpB3KaTa MEXIy WHPEKIUHUTE OT MO-BUPYJETHHUTE mamMoBe M Auabera ot 1Bu Tum. [lpn
Aenara ¢ auabeT MoXKe Ja ChIIeCTBYBa MO-TOJSIM PHCK OT 3apassBane ¢ H. pylori, mopaau
KOETO JMAarHOCTHKaTa Ha WH(QEKIHATa € 0coOEHO IMoJie3eHa MPH MPOCITEIIBAHETO HAa TE3H
nareHTd. Ome mnoBeye, 4YecTHTEe MHGEKUMU HW3UCKBAIIM AaHTUOMOTHYHA Tepamnus Mpu
nrabeTHO OOJHHTE ca MPEOIOCTaBKa 3a BH3HUKBAHE WM YBEIIMYaBaHE HA MHOXKECTBEHO
pesucTeHTHUTE amMoBe Ha H. pylori, konto cuinHO orpaHMyYaBaT BE3MOKHOCTUTE 3 yCIIEIIHA
epagukanus Ha uWHQeknusTa. [IpemoppuBa aa ce ONTUMHU3UpAT OIIe IOBEYE COIHATHO-
OUTOBHTE YCIIOBHS Ha *KMBOT B JIETCTBOTO, 3a JIa C€ HaMaJIM pUCKa OT 3apa3siBaHe NpH Jeliata,
KOETO MOXX€ JIa TH TIPEAINa3d KaKTO OT IBJITOTPaHHUTE PUCKOBE HAa MHPEKIUATA, TaKa U OT
pa3Butue Ha auaber. Epagukanusta Ha H. pylori uadekuusra npu aenara Moxe 1a HaMau
pHICKa OT pa3BUTHE Ha TUa0eT B IETCTBOTO H B MO-KbCHA BH3PAacT.

Hayunusr oruer e npuer ¢ ZJOBbPA ouenka no ckanata Ha CMH.
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Jorosop 1-100/24.06.2020 UIMyHOXMCTOXMMHYHO U3CJeABaHe Ha
eH/J0Te/JTHU PaKTOpHU cjiej ceJJeKTUBHO MHXUOMPaHe HA eHA0TeITUHOBU
peLenTopy y CIOHTAaHHO-XUNIEPTEeH3UBHHU II'bXOBE

H3caenoBartencku exun: [Ipod. a-p Jlazap XKenes CnaBos, am
e Jlou. n1-p Mupocnasa BapagunoBa, 1M
e [lers MapkoBa
e 1-p XKens Credanona
e Ac. 1-p Anbept I'panen
e Huxonera Bynosa

ba3oBa opranm3anusi: Kareapa mo aHaToMusi, XMCTOJIOTHS M eMOpHOJIOTUs, MeTUIMHCKH
dakynrer, MY - Codus,

PE3VYJITATH: llenra Ha u3cienBanero Oerie nMpoyyBaHe HAa MPOMEHUTE B JIOKAJIH3AIUATA U
IUTBTHOCTTA Ha pasmnpezenenue Ha eHpotennara (eNOS) u Ha HeBpoHanmHa (nNOS) azoTeH
okcua cuHTaza U Ha Enporenun A wim Ennortenun B peuenrtopute B chpaeuHa, 0b0pedHa
ThKaH U B ThKaH OT a0OPTa, KAaKTO M MPOMEHHUTE B Obp3UTE KOeOaHUs Ha ChPACYHO-CHIOBHUTE
BapuaOUITHU, ClIe]] CEJIeKTUBHO MHXUWOMpaHEe HAa C€HJIOTEIMHOBUTE DPELENTOPU Y CIIOHTaHHO-
xurnepreH3uBHU mrbxoBe SHR. ExcnepumentuTe 0sixa MpoBEICHN HA MBXKH HOPMOTEH3UBHU
wibxoBe Wistar u SHR na BB3pact 12-14 ceamuiy, pasmnpeneiicHH B 6 eKCIIEpUMEHTATHH
rpyId, BCSIKAa OT KOUTO Chabpka mo 7 skuBotHH (N=7): Wistar u SHR ¢ wuHTakTHH
enporeannoBu penenropu; Wistar u SHR c¢wc cenektuBno OGinokupanu ETA penentopu
(BQ123, 16.4 nmol/kg/min); Wistar 1 SHR cbc cenektuBHO Onokupanu ETB penentopu
(BQ788, 1mg/kg/min). Upes criekTpajieH aHAIU3 BbB BhIIHATA HA apTEPUATHOTO HajIsAraHe 0sxa
u3cienBaHN OBp3UTE KoOJeOaHWS Ha apTEPUATHOTO HAJsTaHe W ChpACYHATa YECTOTa, B
XapaKkTepHU CHEKTpallHU 30HHU, CIIOHTaHHATa OapopediiekcHa YyBCTBUTEIHOCT U CUMIIATHKO-
BarycoBusi Oamanc. Jlokammsanusara u pasnpenenenuero Ha eNOS, nNOS u Ha ETA, ETB
pelenTopuTe, B HU3CIEIBAHUTE TbKAaHH, OsfXa ONpeAelIeHH HMYHOXHUCTOXMMUYHO. Hue
YCTaHOBHXME IOHIDKEHHAa MOIIMHOCT Ha XyMOPallHO MEIUUpPAaHUTE W HAa CHMITATUKOBO
o0yci0BeHUTe, KoJebaHusi Ha ChpJeuHO-ChJoBUTe Bapuabuinnu y SHR. Hammre pesynratu
MoKa3axa IMPOMEHEH CHMIATHKO-BarycoB OajaHC, KaKTO W Pa3jMyusl B pa3npelesieHHEeTO Ha
uzcnensanure nzopopmu Ha NOS, ETA, ETB y SHR. Hue ycranoBuxme, 4e eHAOTETUHUTE,
ype3 ETA u ETB penentopure monynupar 0bp3ute KoseOaHUsl Ha apTEpUATHOTO HAJISITaHE Y
SHR. Ilony4yeHuTe B HameTo H3CJIEIBaHE pe3yJTaTH IOKa3zaxa 3Hauumara pons Ha ETA
perieniropute B perynanusara Ha ekcrnpecusta Ha nNOS u eNOS y HopMOTEeH3UBHHTE TUTHXOBE,
KaKTO U ONpezensiaTa posis Ha akTUBHOCTTA Ha €HJIOTEIMHOBUTE PELENTOPH 3a peryjanusara
Ha excrpecusita M W SHR. TlomydenuTe pesynraTa HU JaBaT OCHOBAHHE Jia JIOIyCHEM, 4e 3a
cneunpukara Ha eHAoTeNuHoBaTa cucteMa y SHR 3HaueHne umMaT MEeXaHW3MU OTTOBOPHH 3a
perynanusTa Ha eKCIIpecusTa Ha €HIOTEITMHOBUTE PEIeNTOPH, JOKATO SHIOTEIHHUS TrucOananc
y SHR 6u Moren na ce IBJDKM Ha HapyIIEHO B3aUMOICHWCTBUE MEXIY €HAOTEIMHOBUTE
PElenTOpH U a30TE€H OKCHJ] CHHTA3HTE.

Hayuynu ny0JMKanuu u NposiBu:

e Jelev L, Pupaki D, Ankova D, Markova P: ENOS expression in the wistar rat kidney
after selective blockade of endothelin-B receptors, XXV National congress of the
bulgarian anatomical society with international participation, PLEVEN, 28-30 MAY
2021, published in: Journal of Biomedical and Clinical Research, Vol. 14, No1l, Suppl.,
1, 2021, p. 30-31

Hayunust otuer e npuer ¢ JOBPA ouenka no ckaiatra Ha CMH.



JAorosop -101/24.06.2020 E¢peKT Ha GapuaTpU4YHaATa/MeTA00JIMTHA
XHUPYPprus BbpXy aAUINOKUHOBUS NPOPUI U aAUNOKUH-UHAYLIUPAHOTO
Bb3la/IeHHe

H3caenoBartesicku exun: Jloi. n1-p Teogopa CeerociaBoBa XaHmkueBa-bpieHcka, im
e JI-p Koncrautun I'po3nes, im
e Mapusa Kanunkosa
e lpana Kanmukopa

Bba3oBa opranmsanusi: MY — Codus, M®, Karenpa no papMakosiorusi # TOKCHKOJIOTHS

PE3YJIITATM.: BoBenenue: BucokocreneHHOTO 3aTIIbCTSIBAHE e 3a00J1BaHe,
XapaKTepU3Upalo ce C MPEeKOMEPHO HATPylBaHE Ha MacTHAa THbKaH M HHCKO-CTEIEHHO
BB3MalicHue. bapuatpuyHara/ MeTabONWTHA XHPYpPrUs € 3JIaTeH CTaHIapT B JICYCHHETO Ha
BHCOKOCTEIICHHOTO 3aTibcTsaBaHe. Llen: [IbpBUYHUTE 1€ Ha HAIIETO M3CJIe/IBaHE OsSXa Ja ce
W3CIIeIBAT M OICHAT MPOMEHHUTE B CEPYMHHTE HHMBA Ha NMPOUH(IAMATOPHUTE ATUNOKHHH -
amneNvH, PE3UCTHH W aIOJIMIONPOTEHMH M NIpH MAallMeHTH ¢ BHUCOKOCTEIICHHO 3aTIbCTIBAHE
npenu u ciea OapuarpuvHa/ MeTa0OIuTHA XUPYyprus. BropudHuTe 1ienn 0sxa 1a ce yCTaHOBST
MIPOMEHUTE B aHTPOITIOMETPUYHHUTE IMOKA3aTEIM KaTo TEJeCHA Maca B KI' U MHACKC Ha TEJIeCHA
Maca M Ka4eCTBCHHSI aHAIM3 Ha ThKAaHUTE Ha MacTHA ThKaH B % W MOKa3aTels 32 BUCIEPATHO
HATpylBaHE Ha Ma3HUHHU TpPEIu U Clej IIeCT Mecela ciel MHTepBeHIusATa. Matepuanu u
METOMU: 3a OCBHIIECTBSIBAHE Ha [EIWTE U3IMOJ3BAXME WM3MEPBAHETO HA PA3INYHH
AQHTPOIIOMETPUYHM M TapaMeTPH Ha KA4YeCTBEHHUs aHajdu3 Ha ThKaHuTe, kKakto u ELISA
METOJIMKA 3a OIpeJeisHe Ha CEpyMHHTE HHBA HAa TOPENOCOYCHHTE MPOUH(IAMATOPHH
MapKepu Mpelu M LIecT Mecera cien OapuaTpuyHaTa/mMerabonuTHATa omepanus. Pesynratu:
Hammre pe3ynraTuTe Moka3BaT 3HAYMTETHA PEAYKIHMS Ha TEJIECHOTO TErJio, HA MHJCKCA Ha
TeJecHa Maca, Ha MacTHaTa mMaca B %, KaKTO U Ha TOKa3aTels 3a HaTpyMBaHe Ha BUCIIEPATHU
Ma3HHHHA Ha INECTHSI MeCEI CIlie]] Omnepainusara. Pe3yiraTuTe JEeMOHCTPHpAT IOBHINABAHE B
CEepyMHHUTE KOHIICHTPAIMH Ha M3CJeIBaHUTE MPOUH(IaMaTOPHU aJAUIIOKUHU Ha IIECTHS Mecell
CJIe]] U3BBPIICHATA OTCPATUBHA WHTEPBCHIMS. 3aKIIOYCHHE: YCTAHOBEHOTO YBEIIMYCHHE HA
npouH(MIaMaTOPHUTE MapKepH Ha-BEPOSITHO C€ ABKM Ha HEAOCTaThbuHATa PEAyKIHMsS Ha
TeJeCHa Maca, OCOOCHO TIpM BHCOKOCTEIICHHO 3aTIBCTSABAHE, H IPOJIBIDKABAIIOTO
HUCKOCTETICHHO BB3MaliecHWe Ha IWIeCTUs Mecell clied omnepanusta. [[pyra npuumHa 3a
HEOYaKBaHATa MPOMSHA B MapKEpUTE HA BB3MAICHHETO € MAJIKHUAT OpOol Ha BKIIFOUCHUTE
YYacCTHUIH, TOPaIy HACTHIIWJIATa TaHAEeMUYHA OOCTAaHOBKA B X0J1a HA M3JICEIBAHUSATA.
Hayunust otuer e npuert cve 34/JOBOJIHTE/THA onenka o ckanata Ha CMH.

Jorosop [1-102/24.06.2020 PasmupsaBaHe Ha Bb3MOXKHOCTUTE 3a
AUATHOCTUIMPaHe, CTagMpaHe, NporHocTudunupaHe U npocjaesaBaHe HA
NalueHTH C HeBPO06JIaCTOM Ype3 MOJIEKYJISIPHO-TeHeTUYHM U3CJ1eABaHUA
H3cnenoBartencku exkun: [Ipod. n1-p Panka I[lerposa Kvnera, 10

e [Ipod. n-p Hobpun KoHncTranTHHOB, 1M
n-p Usan lIbpp6anos, 1M
Hou. n1-p Mas ﬁopnaHOBa, IM
n-p YBan boponcy30B, 1M
I'eprana CranyeBa, 10
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e Kammna Muxosa, MSc

e Jlom. n-p Mapraputa Kamenosa, 1M
Bba3zoBa opranmsaumusa: MY - Codusi, MO, Karenpa mo MenuIMHCKa XUMUS U OMOXUMUS,
MM

PE3YJITATH: AktyanHocTra Ha mpoOiieMaTHKaTa ce Ompeneis OT BHUCOKAaTa 4YecToTa Ha
conuaHuTe Tymopu B Aercka Bb3pacT ([ACT), roneMusT UM MalurHeH MOTEHIMA C BHCOKa
CMBPTHOCT U BB3MOXKHOCTTA Ja C€ TMOBJHIBAT OT CHbBPEMEHHOTO JICYCHUE TPU HAaBPEMEHHA U
TOYHAa JuarHoza. B HacTosmoTo mpoyuBaHe Oelie aHalu3upaHa ekcrpecusta Ha TH u
PHOX2B uPHK mnpu 22 namuentu u 7 3apaBu xopa upe3 konmmyectBeH PCR. IlotBbpaeno
oemre Haymureto Ha TH excripecust npu 10 oT 13 mpoOu OT KOCTeH MO3BK, pu 7 oT 12 mpobu
ot nepudepHa kpbB U npu 4 ot odbmo 9 FFPE Tymopnu marepuana. YcraHoBeHo Oemie
HamuureTo Ha PHOX2B ekcnpecust ipu 12 ot 13 nmpobu oT KOCTEH MO3BK, ITpH 6 0T 12 mpodu
or mepudepHa kpbB W mpu 3 or obmo 9 FFPE tymopm wmatepuana. Ilomyuenure
EKCIIPECUOHHUTE pEe3yJNTaTH B MaTepual OT KOCTEH MO3bK C€ MOTBBPXKAAaBaT C TE3U
YCTaHOBEHHU € (DIIyOIIMTOMETpHS, M3IOJI3BAH 32 PyTHHHATAa JUArHocTuka. VHTepecHO e aa ce
oTOeNeXu, uYe TNpU MAUEHTH C METAacTUYHO 3a00yiiBaHEe Cc€ OTKPHUBAT W3CIEABAHUTE
eKCIPECHOHHN MapKepu U B nepudepHara KpbB, KOETO IMOKa3Ba MOTEHIMAIa Ha METO/a KaTo
HEWHBA3HMBEH U HIAJIAI.

Hayuynu ny0JuKkanuu u NposiBU:

e (Gergana Stancheva, Kalina Mihova, Veronika Petkova, Vanio Mitev, Radka Kaneva.
Establishment of biobank of patients with pediatric solid tumors. Oral presentation. 8-
10.November 2021; EBW2021 -Virtual congress

Hayunust oruer e npuer ¢ /JOBbPA ouenka no ckaiara Ha CMH.

Jorosop 1-103/24.06.2020 ®apMaK0JIOTUYHO MOBJIUSBAHE HA
HeBpOINaTU4YHa 00JIKa, NpeJUu3BUKAHA OT IPOTUBOTYMOPHHU
XUMHUOTEepaneBTULH NPHU ITbX0BE

HN3caenoBaresncku ekun: ['1. ac. ['eopru AcenoB bornanos, M
e Ac. Kamuna Komnera, 1M

Ac. Xpuctuan CraiikoB

Jou. Xpuctuna Houesa-lumutposa

Anexc LloneB

Ac. Kanuna KameHnoBa

e Jlou. Pymen Hukonos

Ba3oBa opranusanus: Karenpa no ¢papmakosiorus u tokcukoiorus, MY - Codus, yn. 3npase
Ne 2, Codus 1431

PE3YJITATMU: llenta Ha U3CIEIBAaHETO € J1a C€ Ch3/aJie MOJEN Ha HEBpOIMaTUYHa O0JIKa TIPHU
IUTBXOBE B pe3yJITaT Ha MPHIOKEHNE HA XUMUOTEPANIeBTHUIIN U JIa C€ U3CJIe[Ba TePAleBTUUHUAT
epeKT Ha HIKOW aHTHJEIPECAaHTH BBPXYy XHMHOTEPANeBTHIIM-WHAYIMpaHAa HEBpomaTws. B
JON'BJIHEHUE, Jla C€ CpPaBHU TEPANEBTHUYHHUAT €(PEeKT Ha aHTUAENpEecaHTa C KOMIUIEKCEH
MEXaHU3bM Ha JIeCcTBHE — vortioxetine crpsamMo edeKTa Ha APyTru aHTHACTIPECAHTH OT rpynara
Ha CEJIEKTUBHUTE CEPOTOHMHOBU PEBIITEHKOBH MHXMOUTOPH (paroxetine) U Beue yTBBPACHUTE
C TaKoBa MOKa3aHWE TPULMKIMYHM aHTHAenpecaHTu (amitriptyline). bsxa wm3monsBanu nBa
MoJiella Ha  HeBpONaTH4yHa OoNKa uYpe3  HWHTpPANEepUTOHEATHO  HMHXKEKTHpaHe  Ha
XMMHOTEPANEeBTULIM — MOZIeN cbe cisplatin u Mmozen ¢ paclitaxel. I1pu equnus mozen cisplatin
(2 mg/kg, i.p.) Oeme mpuiaraH BEAHBX CEIMHYHO B NMPOIBIKCHHUE HA YETHPU CEIMHUIM C
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KymyjatuBHa go3a ot 8 mg/kg. Ilpu npyrus moaen paclitaxel (1 mg/kg, i.p.) Gemre npunaran
Ha HYyJEB JI€H, Ha BTOpU, YETBBPTH M INECTH JeH C KyMmyrnaTuBHa no3a ot 4 mg/kg.
ExcniepumenTuTe 0sixa MpOBEACHU C MBXKKHU IUTbXOBE OT mopoja Wistar (n = 5) ¢ Termo 200-
220 g. AHanreTMYHOTO JCWCTBME Ha JIeKapcTBaTa ce HM3CieBaiie 4pe3 Merona ,hot plate.
bernre nzcnenBan epekThT Ha cieanuTe BemecTra: amitryptiline (20 mg/kg i.p.), paroxetine (10
mg/kg i.p.) u vortioxetine (10 mg/kg i.p.). [Ipu Moxen Ha HeBponaTHuHa 0OJIKA MPEAU3BHKAH
ot cisplatin, yrbkaBaHe Ha peaklIIMOHHOTO BpeMe, KOeTo ¢ Oelier 3a aHaireTuueH eekT, oere
HaOJr01aBaHo MpH 4 OT 5 )KUBOTHU clie]| priioxkeHuero Ha amitriptyline, mpu 3 ot 5 sxuBoTHH
clie]T TIPUIIOKCHUETO Ha Paroxetine u mpu 2 oT 5 )KUBOTHH CJIe/ IPUIIOKEHUETO Ha VOortioxetine,
[Tpu monena c paclitaxel, yapmkaBane Ha peakIIMOHHOTO BpeMe Oelie HaOJI0AaBaHo MpH 3 OT
5 ’KMBOTHH CJIeJ IPUIOKEHHETO Ha amitriptyline, mpu 4 oT 5 )KMBOTHHM i€/ IPUIIOKEHHUETO Ha
paroxetine u mpu 3 OT 5 JKMBOTHM CleJ TNPUIOKEHHUETO Ha Vortioxetine. Paroxetine
JEMOHCTpHpa CX0/IHa e(PEeKTUBHOCT ¢ Ta3M Ha amitriptyline 1 B ABaTa Mojiesia Ha HEBpOIaTHs, a
vortioxetine He JEMOHCTpHUpa MPEIUMCTBO crpsiMO amitryptiline u paroxetine. Ilo-cmabo
u3pazeHuaT eekT Ha paroxetine M vortioxetine cmpsiMO To3u Ha amitryptiline Moxe aa ce
OOSICHH C JIEHCTBHETO WM TPEAMMHO BBPXY PEBITEHKa Ha CEpOTOHMH. Makap M omnmcaHa B
JUTEeparypata, pojsiTa Ha CEpOTOHUH B MOBJIMSBAHETO HA HEBpONATHYHATa OOJIKA BEPOSTHO €
criomaraTelHa.

Hayunu ny6JuKanuu u NposiBu:

e bornanos, I'., Konesa, K., CraiikoB, X. u np. [loBnusiBaHe Ha HEBpomaTuiHa 0OJIKa,
MPEeIM3BUKAHA OT TPOTUBOTYMOPHU XUMUOTECPATIEBTUITN. METUITUHCKHU TIPETIIe]
2021;5;12-21.

Hayunust otuer e npuer ¢ BUCOKA onenka no ckanata Ha CMH.

Jorosop 1-104/24.06.2020 BavssHU e HA COLMA/IHUSA CTPeC BbPXY NapaMeTpHU
Ha NOBeJEeHUETO y MJIalU CHOHTAHHO XUINIePTEeH3UBHHU ILUTbX0Be: epeKTH Ha
Me3eMOpPUHOBHU aJIKAaJIOUAH

N3caenoBartenckn exun: [Ipod. n-p Anexcannsp 'eoprues CroiiHes, AMH
e Jlou. /lanuena IlexnuBaHoBa, 1M
e Jlou. a-p Paaka Tadpamxuiicka-Xamkuonosa, 1M
e Ac. n1-p 3adep Cabur
e Ac. n1-p Aumutsp bakanos
Bba3oBa opranusanms: Kareapa ITarodusuonorus, Menuumncku ¢akynrer, MY - Codus,

PE3VYJIITATU: XpoHUYHMSIT COLMAJIEH CTpPEC Mpe3 IMepuoja Ha HOHOUIECTBOTO BOAM [0
neUIUT B oOlepaTHMBHATa MaMmeT, KOWTO 3acsra TJaBHO KPaTKOCPOUHUTE acleKTH Ha
3alaMeTsIBAaHeTO0 W XWUIOKaMII-3aBUCHUMaTa  mpocTpaHcTBeHa  mameT.  CroHTaHHO
xurepTeH3uBHUTE WIbXxoBe (SHRS) ce xapakTepu3upaTr ¢ OTKJIOHEHHS B OCHOBHHU HapamMeTpH
Ha TIOBEJICHUETO MPEI HACTHIIBAaHE Ha TOJI0BA 3psutocT. [Ipeauniam HalM JaHHW MOKa3BaT 4e
alkajgouaHarta (Qpakius OT HazeMHHWTEe uacTh Ha Narcissus cv. “Hawera” ¢ BHCOKO
chabpkaHue Ha Me3emOpeHoH (MZM) wma aHTHIETIPpECHBEH M aHKCHONMUTHYCH e(ekT u
nomo0psiBa XaOWTyanusaTa KbM Hemmo3HaTa cpeia y 3apaBu Wistar murbxoBe 0e3 a mpoMeHs
oOmarta aBurarenHa akTUBHOCT. OCHOBHATA II€JT HAa HACTOSIIHS MPOEKT Oele 1a ce yCTaHOBH
CTENEHTa Ha BB3JICUCTBUE, KOETO XPOHUUHHUST COLUATIEH CTPEC YIPaXKHSBA BbPXY OCHOBHUTE
(dbopMH ¥ IMapaMeTpyu Ha COIMATHO M KOTHUTHBHO MoBecHue Yy Miaaan SHR, kakTo u edexrure
Ha Me3eMOpHHOBH ankamouau ot Narcissus cv. Hawera Bepxy Te3u mapamerpu. 3a MOCTUTaHE
Ha MocTaBeHara 1ej Os1xa U3MOJI3BaHM METO/IU 3a OlleHKa Ha KOTHUTHUBHOTO moBeaenue (Open
field, Novel object recognition, T-maze), noBenenueTo Ha Ge3nokolicTBo U aenpecus (Elevated
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plus maze, Forced swimming), kakTo ¥ OHOXHMHYHK METO/IU 3a OIPE/C/ITHE Ha CEPYMHH HHUBA
na BDNF. Bcuuku nannu Osixa oOpaborenu cratuctuydecku ¢ nBy-pakropeH ANOVA 3a
OIIpENIeNITHE CTENEeHTa Ha JIOCTOBEpHOCT. HammTte pesynraTd TmOKa3BaT, 4€ OCHOBHUTE
HeOIaronpusaTHA e(EKTH Ha COLMAIIHUS CTPEC Ca 3aCHJIBAaHE HA MOBEJCHUETO Ha OE3MOKOICTBO
Y yBpeXJaHe Ha JTUCKpUMHMHATHBHATa paObOTHA mameT y mojpactBanm SHRS, 6e3 nposiBa Ha
JICTIPECUBEH THUI TIOBEICHHWE U YBPEXKIAHE B TNPOCTPAHCTBEHATa IMaMeT. XPOHUYHOTO
Tpetupane ¢ MZM He mnokaza HeXelaHH CTpaHWUYHU €(PEeKTH W TO0J00pH 3HAYMTEITHO
paboTHaTa MaMeT Ha CTPECHPAHUTE MIIAJH CIIOHTAHHO XUIIEPTCH3UBHU IbX0Be SHR.

Hayuynu ny0iMKanuy 4 NposiBu:

e Dimitar Bakalov, Daniela Pechlivanova, Zafer Sabit, Radka Tafradjiiska, Alexander
Stoynev, Deleterious effects of chronic social stress on the cognitive behavior in
spontaneously hypertensive rats, XXXI MexayHapoana online nayuna kondepeHius
ectnecer rogunu Chio3 Ha yuenute— Crapa 3aropa, 03-04 ronu 2021 roa, CoopaHK
aoctpakTu — Ceknus ,,Menuuunaa“, ctp. 27-28.

Hayunust otuer e npuer ¢ JOBPA ouenka no ckayara Ha CMH.

Jorosop 1-105/24.06.2020 XapakTepuCcTHUKA HA CUCTEMHOTO
HUCKOCTENEeHHO Bb3NaJieHHe MPU eCeHIUA/THA U CUMIITOMAaTU4YHHM (0 bOpeYHH
NapeHXUMHHU XMIIePTOHUH 6e3 OPeMEeHHOCT U NMpPeeK/JIaMIICUU) XUIIePTOHUHU
Yype3 XeMOpeoJIOTUYHM NapaMeTpu U PyHKIIMOHA/IHU IapaMeTpH Ha
NO0JIMMOP(POHYK/IeapHUTE JIEBKOLUTHU
H3caenoartencku ekun: 1. ac. 1-p Cruiusa Bacuner Croes, 16¢

e Ac. bnarosect beues, 16¢
I'1. ac. Cerocnas Mopues, n16b
Ac. CBoOoman Anekcanapos, n1hx
I'n. ac. Cetrna MuteBa-Huxkonosa, ndx,
Ac. SIn4uo MBanoB
1n-p Mnusina bereBa-Xpucrosa, oM,
n-p Mapust Bperenapcka-I'eopruesa

e Acucrent Marnanena Ilenuesa-Jlemupena
BbazoBa opranusanus: MV - Codust, MO, Karenpa no Meaununcka ¢pusruka u 6uopusmka

PE3VYJITATH: I'ecraimonnara xunepronus (I'X) e Obp3oTedna ¢popma, XxapakTepusupaiia ce
camo C MOBUIIEHO apTepUaIHO HAJSATaHE MPU MbPBOHAYAIHO HOPMOTEH3UBHU OpPEMEHHU KEHU
(3b). Hopu npu 3b wuma nosumena epurpouutHa arperauus (EA) u aktuBamus Ha
JIEBKOIIUTUTE, KOWUTO C€ BB3MPUEMAT KATO CHCTeMeH Bb3naautesieH otroop (CBO).
B3aumopneiictBusita Ha noiauMmopdonykineapuure jaeskouutd (IIMHJI) mpu CBO B
LUpPKyJlaTOpHaTa MpeXa, C MOJEKYJId OT MaTOJOTUYHUTE Y4YacTbIM, KPBBHUTE KIETKH,
KOMIUIEMEHTHaTa M KOaryJallMOHHAaTa CHUCTEMA M BB3CTAHOBUTEIHUTE MPOLECH, MOpaKkaaT
[IMHJI ¢ paznuuno ¢pynkuuonanHo cectosaue (OC). Uscnensa ce ganu npu I'X uma npomsina
B xeMopeosorusaTra u ®C na [IMHJI, otunranm CBO. Memoou. KoHTUHTEHT Ha U3cieBaHe ca
I'X, 3b u 3apaBu HeOpemennu >xenu (3HX). Peructpupa ce xemunymunecenuusta (XJI) or
3UMO3aH ctuMyiupanu nenokpsBHU [IMHJI. Ilpunara ce BeposATHOCTEH KOMIOHEHTEH MOJEIN
3a aHanu3 Ha XJI, omucamy IIMHIJI ¢ paznuuno ®C. UsmepBar ce EA u ckopoct Ha
EPUTPOIIMTHA CEIMMEHTanus, BHCKo3uTeT Ha mbiaHa KpbB (BIIK). W3mepmar ce
kinuHuKonabopatopun nokazarenn (KJI) 3a CBO (anOymuH, ¢uOpuHOTeH, IMIMpPHHA Ha
€pUTPOLIUTHATA MOIYJIalUs, HEYyTPOPMI/TUMPOIUTHO OTHOLIEHHE, TPOMOOLIUTH, TPOMOOLIUT/
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TUM(OIMTHO OTHOIIEHHE M CpEeleH TpoMOomuTeH o0em). Peszyimamu. Pa3paboreno u
BHEJPEHO € TEPMOPEryIUpalI0 YCTPOUCTBO 3a XeMuiaymuHoMeTbpa LB953. Ontumusupan e
MeToza 3a u3cieaBaHe GpyHkmoHaAIHOTO cheTostHMe HAa [IMHJL. Peructpupar ce mpomeHeHU
I[IMHJI napametpu ¢ xapaktepuctuka Ha npaiiMupano @C. Cropes KOMIOHEHTHUS aHAIMU3 Ha
XJI ot IIMHJI Ha 6pemennu >xeran [IMHJI ce xapakTepu3upaT ¢ TOTOBHOCT 3a Obp3a peakius
Ha CTUMYJHM, KaTO CBIJIACHO O0O0OOLIEHUTE mapaMmeTrpu ,,ePEeKTHBHOCT, ,,CKOPOCT™ U
nHkamamuret ce ¢popmupa O®C ,;roroBrHoct. IIpu 3b u I'X ce perucrpupa npaiimupano @C
(,,;oTOBHOCT") Ha HeyTpodunute cupsamo ,,crnokoitno ®C na 3HX. EA mokasBa u3paBHeHa
noBumieHa crorHocT 3a 3b u I'X copsamo 3HXK u uma ennaxs BIIK. KJI 3a CBO npu
OpeMeHHOCT ca B ch3Byuue ¢ npaimupanoro @C nomyueno npu XJI MeToauKka U ca yKa3aHue
3a koaryjauuoHeH puck npu ['X. 3axmouenue. XJI aHanu3 U XeMOPEOJOTHMYHATa HAXOJKA,
noakpert npencrasata 3a CBO ¢ npaiimupano @C na IIMHJI o Bpeme Ha 6pemenHoct. [Tpu
OpemenHoct ¢ u 0e3 ['X ce pasrpplia HUCKOCTETIEHHO CHUCTEMHO Bb3NAJICHUE C
nporpoMboTuueH puck mpu ['X.

Hayynu ny0auKanum U NposiBU:

e Bechev B, Buteva I, Magrisso M, Stoeff S, Jovtchev Sv, Miteva S et al. Neutrophils
state and inflammation in pregnant women with hypertension. Series on Biomechanics
2022;36(2):162-7

Hayunust otuer e npuer cwe 34/JOBOJIHUTE/THA onenka no ckanata Ha CMH.

Jorosop -114/24.06.2020 HanpaB/jisiBaHa eMailJi0OBa peMHUHepa/In3anus
[IpU NpWIaraHeTo Ha GUOMMMETUYHU CUCTEMHU - in vVitro uscjae BaHe

H3caenosarencku exkun: [Ipod. a1-p Pagocsera liBanoBa BacuieBa, 1M

e Ac. 1-p Anekcanabp bonuen
BbazoBa opranmsaumsa: MY - Codus, daxynrer mo JaeHTanHa MenuuuHa, Kareapa mo
KOHCEPBATUBHO 3h00JIeUeHUE

PE3YJIITATU: Illenta Ha HacTOAmOTO IN VItr0 wu3ciemBaHe € Ja ce MPOYYH
pemuHepanu3anuonnus noteHman Ha [IJIMAEMA/CaP u camoopranusupair ce nentua P11-
4 BBbpXY €KCIIEpUMEHTAJICH MOJIeJl Ha U3KYCTBEH eMailyioB kapuec. M3cienBaHeTo ce mpoBese
BbpXy 40 ekcTpaxupaHu TpeTH MoiapHu. Bbpxy BecTnOynapaHTa MOJOBHHA OT BCEKH 3B0O ce
Ch3/a/le U3KYyCTBEHa KapHO3HA JIe3Us KaTo Ce M3I0JI3Ba pa3TBOp, chabpskaml 0.1% miedHa
kucenuHa. OOpa3nure ce pasnpeseNar Ha CllydyaeH MPUHIMI B YETUPH TPYIH, KaTo JIE3UUTE Ce
TpeTupaT ¢ JBa BUJa PEMUHEPAIH3UPAIIN CUCTEMU — camoopranusupan ce nentun P11-4 u
[MTAMAEMA/CaP, cbmo u u3KycTBeHa ciroHKa U ¢uypeH jak. Cien ToBa 3bp0uTe ce
ChXpaHsBaT B Pa3TBOP Ha M3KYCTBEHA CIIIOHKA 3a nepuoau ot 1, 4 u 8 cenmuuu. Pesynrature
ca OLEHEHM upe3 KoMMmIoThpHa Mukporomorpadus (KMT), uadpauepBeHa crekTpockonus u
CEM. Ilonyyenure pe3yaTaTtu AoKa3axa, ue pa3TBOpbT Ha mieyHa kucenuHa (0.1M, pH=4.5),
MIPUIIOKEH 3a 6 THU BhPXY €MaillIoBH 00pa3liy Ch34aBa U3KYCTBEHH KapUO3HM JIE3UH, KOUTO ca
CXOJHHM 10 XMMHUYEH ChCTaB, MOBBbPXHOCTHA Mopdosiorus u abadounHa (~94 um). [locouenara
IbI00YMHA OTroBapsi Ha ONpEIENCHHETO 3a HayalHa eMailioBa Kapuo3Ha Je3us. Taka
Ch3/a/ICHUTE €MalJIOBH JIE3UU MPEACTaBIABAT Y00€H OOEKT 3a MpuiiaraHe U aHaJM3UpaHe Ha
epexTa Ha EKCIePHUMEHTAIIHUTE pEeMUHEpaIu3upallyd cucreMu. Jlesuure, TpeTHpaHH C
¢nyopen nak, P11-4 u IIJIMAEMA/CaP noka3Bar nocrerneHHO HaMaJIsiBaHe B MHTEH3UTETa Ha
crnabarta csiHka npu uzcneaBaHeto ¢ KMT ¢ HanpenBaneTo Ha npectosi Ha oOpa3sena B pa3TBopa
Ha M3KyCcTBeHa cimoHka. [Ipu Quryopusupanus obpaser; ce 3ama3Ba ciabara cSHKa B I10-
IBJIOOKUTE CJIOEBE Ha JIe3MsiTa, JIOKaTO B Ipylnara Ha CaMOOTPAHM3UpALIUS c€ MEeNnTHA U
IIIMAEMA ce ycraHOBsiBAa IO-PaBHOMEPHO IIPOCBETISIBAHE BBB BCHUYKM YYacThLU Ha
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eMailioBus neeKT, KOeTo € J0Ka3aTeJICTBO 3a MPOHUKBAHETO HA OMOMUMETHYHUTE CUCTEMH B
MO-IBJIOOKU HUBAa Ha emaitna. TpermpaHeTo Ha W3KYCTBEHHUTE emaiioBu je3uu ¢ P11-4 u
I[TJIMAEMA/CaP Boau 10 Bb3HUKBAHETO HA pEMUHEpAIU3alNsI KAaKTO HAa TTIOBBPXHOCTTA, TaKa
U B TSUIOTO HA JIE3UATA KaTo e(heKThT UM Ha BB3ACHUCTBUE € MPABOIOPIIMOHAIIEH HAa BPEMETO Ha
ChXpaHEeHHE Ha 00PA3IUTE B Pa3TBOP HA U3KYCTBEHA CIIOHKA.
Hayynu ny0uKanum 4 NposiBU:
e Bonchev A, Vasileva R, Dyulgerova E et al. Self-assembling Peptide P11-4: A
Biomimetic Agent for Enamel Remineralization. Int J Pept Res Ther 2021; 27:899-907.
e Bonchev A, Vasileva R, Dyulgerova E. Guided enamel regeneration with self-
assembling peptide P11-4. Jubilee Annual Assembly of IMAB, 18-21 October 2020,
Varna, Bulgaria, p.52.
e bonueB A, Bacunesa P, [lronreposa E. Bnusinue Ha Tepanusita ChC caMOOpPTraHU3Upalll
ce nentuj P11-4 BppXy MUKPOTBBPIOCTTA HA U3KYCTBEHH €MaiJIOBH KapUO3HU JIE3UH
(in vitro uzcnensane). IV Hayden konrpec ,,Hayka u npakTuka — pbKa 3a ppka‘, 23-24
anpun 2021, ITnosaus, bwarapus, ctp. 26.
Hayunust otuer e npuer ¢ QTJIHYHA ouenka no ckainara Ha CMH.

JorosBop A-117/24.06.2020 Mo1ieKy/JIApHO-T€eHETUYHO NPOy4YBaHe BbPXY
MukpoPHKoOB ekcnnpecnoHeH npo¢ui npy NanMeHTH C arpeCuBHU

XOPMOHOHecCeKpeTHUpaIyu XUIoPU3HHU aJeHOMHU
H3cnenoBartencku exkun: [71. ac. CuiBus ['eopruea Kanenneposa-Bbeikosa, 16
e IIpod. Anbena Tomoposa-I'eopruesa, 10, 10H
e Jlon. Atanacka EnenkoBa, oM
e 7. ac. bunsna ['eopruesa, 10
e Emwmausa HukonoBa

Ba3oBa opranusanus: MO, Karenpa mo Menunmacka Xumus u buoxumust, yi. 3apase Ne 2,
rp. Codus, 1431

PE3YJIITATU: Boeeaenue: Xunopuszuure ageHomu (XA) ca cpex Haili-uectute
MHTpPAKpaHUAIHU HEOIIa3MH, KaTo eHa TpeTa oT TixX ca HepyHkiuoHupamuTte XA (HOXA).
BB3MokHOCTTA J1a ce TpenBUAM TOsBaTa Ha PEIHUIUB W MHBA3HWs B OIIE CIIEJ IIbpBaTa
orepanus, 3HAUYUTENHO 1€ HaMaiu 3a00JIeBa€MOCTTa U CMBbpPTHOCTTAa. Jlo MOMeHTa HsIMa
Mapkepu 3a MOHMTOpUHI Ha H®XA, HO € yCTaHOBEHO, Y€ NPOMEHH B EKCIPECHOHHMTE
npodpmin Ha MukpoPHKu ca cneunduynn npu pa3nudau 3a00ssBaHMs, BKIOYUTEIHO U MPH
XA. B Hacrosius MpoeKT ca aHaiau3upanu oHko-cnenupuuau MUukpoPHKu npu HOXA u e
CeNleKTUpaH crennduyeH npodui ¢ IMarHoCTUYEH U MPOrHOCTUYEH MOoTeHIual. Marepuanu u
Meromu: Toranmnara PHK Geme wu3omupana ¢ MiRNeasy Mini Kit u 3a ananu3 Ha
excnpeconnute npodmin oOeme u3nomBan kura MIRCURY LNA miRNA PCR (Qiagen).
[Tnarpopmara GeneGlobe u mporpamata SPSS 0sixa M3MON3BaHM 3a aHAIW3 Ha JaHHHTE.
JiByctpanen Student’s t-test (un-paired) Gemie u3mos3BaH, KbJETO € HEOOXOAMMO, KOpEIaIHusITa
Ha MUKpoPHKu ¢ KIMHHMKO-ITaTOIOTMYHUTE XapaKTEPUCTHKHU Oellle HampaBeHa ¢ KOePUIIUEHT
Ha Pearson. [Inarnoctuunusat noteHnuan Ha MukpoPHKure Gemie ornenen ¢ ananusa na ROC
kpusute. P<0.05 ce mpuema 3a cratucTHYeckd 3HauuM pesyarar. Pesymratu: IIpodunst ot
yetupu MukpoPHKu (miR-106a, miR-17, miR-20, miR-210) noka3a BHCOKa THArHOCTUYHA U
MIPOrHOCTUYHA TOYHOCT 3a oTaudepeHupane Ha nuBasus npu HOXA, ¢ miom nojx KkpuBaTa-
AUR>0.9 (95% CI = 0.839-1). Cpuio Taka, miR-20a, miR-16, miR-106a u miR-17 ca ¢
noBuiiieHa ekcrpecus npu peruarsu Ha HOXA (p<0.05). MiR-106a, miR-17, miR-20 u miR-
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186 mokazaxa MOTEHIMAI 3a pa3rpaHUYaBaHe Ha MAaKpOAJCHOMH OT THTAaHTCKH XA W Morart Jia
ce M3IO0JI3BaT KaTo Mapkepu 3a pasmep Ha XA (AUC > 0.9, 95% CI = 0.873-1). 3axmoueHue:
ToBa e mbppBOTO 32 bbarapus uscneasane Ha nanueHTu ¢ HOXA, npu kouto Oerire cenekTupan
yHukaneH mnpodun or MukpoPHKM ¢ mnoreHHIManHO JUarHOCTHYHO M TPOTHOCTHYHO
npuioxenue. Pannoro onpenensHe Ha aaneH HOXA kato arpecuBeH € OT Ba)XHO 3HAYEHUE U
cenextupanusaT MUKpoPHKoB npodun me nmonoOpu otaudepeHunpaneTo Ha Te3u NAIMEHTH,
MOHHUTOPHHTA Ha 3a00JISIBAHETO U MPOIABIKUTEITHOCTTA Ha )KUBOT.

Hayunust otuer e npuer ¢ JOBbPA ouenka no ckaiara Ha CMH.

JAorosop -118/24.06.2020 BupTya/ieH CKPUHUHT Ha 6a34 JaHHU NIPUPOSHU
NPOAYKTH C aQUHUTET KbM alleTUJIXOJIMHEeCTepa3aTa - eTal 2

N3caenoBaresicku exun: [11. ac. Mapusina /lumutpoBa Aranacosa, AX
e IIpod. Upunu JloitunHoBa, 1XH
e Jlou. MBan JIlumMuTpos, Ax
Bba3zoBa opranusamus: MV - Codus, @D, Karenpa Xumus
Anpec 3a koutakTu: yi. lynas Ne 2, Cous 1000, ten. +359 2 92 36 599

PE3YJITATU: BoBenenune: AMWIOHIHUTE INIAKKM Ca KIIOYOB OTIMYUTENEH Oejler Ha
HEBpOJIETeHEpaTHBHATE 3a00JsiBaHMs KaTo OoyecT Ha Auxaiimep u Oornect Ha [lapKkuHCOH.
AmuiionioreHesara € CJI0XeH JBIToTpaeH MHOrogaseH MpoLec, 3ano4Bal] ¢ 00pa3yBaHETO Ha
sJlpa Ha aMUJIOWJHU MENTUAM: MPOLEC, ONPEENIEH Karo MbpBUYHA HykIeanus. KypkyMHUHBT
(KKH) e no6Gpe u3BecTeH MHXUOUTOP Ha arperupanero Ha amuioun-6era (AP) nmentuau. Ormie
noeue, KKH e B chcrosHHME nma Ae3uHTErpupa MpeaBapuTenHo moiaydeHn AP ¢ubumm u
amuionHu miaku. Llenra Ha u3cieABaHETO € Ja ce CUMYJHMpa Ype3 MOJEKyJHa JWHAMHKa
mpolieca Ha MbpBUYHA Hykiieanus Ha 12 AP nentunu u na ce m3cneasar edexrure Ha KKH
BBpPXY Ipolieca. B M3cnenBaHETO € M3MO0I3BaH METOABT Ha CTPYKTYpPHUS JIEKAPCTBEH AM3ailH
MoJiekyaHa auHaMmuka. Otkpuxme, ye Monekynute Ha KKH ce unHTepkanmupar mexay AP
BEPUTHUTE U C€ CBHP3BAT IUIBTHO C TAX UPE3 BOAOPOIHH BPBH3KU, XUJAPOPOOHH, T — T U KATHOH —
n B3aumozeicteus. B npucwctBuero Ha KKH, AP nentuaure o6pasyBar mbpBUYHO ]P0 C IO~
royisiM pasmep. llenTuaHnuTe BEpUru B AIpOTO CTaBaT MO-MAJIKO I'bBKaBU M NO-HETOAPENECHU U
OpOSIT HAa MEXAYMOJIEKYJTHUTE B3aUMOACHCTBUS U BOAOPOAHUTE BPB3KU MEKIY TSIX HamalisiBa.
3a cpaBHeHHE M3clieiBaxMe U epeKTHTe Ha mo-cnabus AP uHxuOUTOp (hepyaoBa KHUCEIHHA
(®K) Bbpxy mporeca Ha IbpBUYHA Hykieauus. Hamero mpoyuBaHe € B CHOTBETCTBUE C
HaOmofeHueTo, ye npu penoed npuem, KKH e B chcTosiHME na mpenoTBpatu MM MOHE Ja
3a0aBu MosIBaTa Ha HEBPOJIET€HEPATUBHU HAPYIIEHHUS.

Hayuynu ny6aukanmu u NposiBu:

e Doytchinova I, Atanasova M, Salamanova E, et al. Curcumin Inhibits the Primary
Nucleation of Amyloid-Beta Peptide: A Molecular Dynamics Study Biomolecules
2020;10(9):1323-37.

Hayunusr otuer e npuer ¢ QTVIHYHA onenka no ckainara Ha CMH.
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JAorosop Ne 1-119/24.06.2020 r. UHTerpupaHa cTpaTerus 3a
uJeHTUGUIMpaHe HAa BTOPUYHU METAa60/IMTH OCHOBAaHA Ha yJITpa-
BHCOKOe(peKTUBHA TeYHa XpoMaTorpagusa ¢ BUCOKOpa3e/IMTe/IHA MacC-
cnekTpomeTpus. [IpunoxkeHure npu Rhaponticoides iconiensis (Hub.-Mor.)
M.V.Agab. & Greuter (cem. Asteraceae)

N3caenoBarenckn exkun: on. Jumurpraa XXuskosa XKenesa-/{umutposa, ad
e [ ac. Becena bamabanosa-bosymika, 16
e Jlon. Penera ['eBpenoBa, nd
e Jlou. FOnuan Boitaukos, n¢
e Anekcanapa Credanosa
Ba3oBa opranmsanusi: MY - Codust, DD, Karenpa no papmakornosust

PE3YJITATH: Rhaponticoides iconiensis (Hub.-Mor.) M.V.Agab. & Greuter. (Asteraceae) e
€HJIeMUYEH BHUJ, PA3IPOCTPaHEH B HIKOJIKO MaJKH momynanuu B npoBuHIusS Kons (Typrms).
Toit € KpUTHYHO 3acTpallieH ¢ U3KITIOYUTEITHO BUCOK PUCK OT M34e3BaHe. R. iCONiensis mo-paxno
e Oun kinacupuuupan B pox Centaurea. Hackopo, BB3 OCHOBa Ha MOJIEKYJISPHH
¢unoreHeTnyHn W exoreorpadcku mpoyuBaHus BBpxy Cardueae-Centaureinae, pombT
Rhaponticoides Vaill. e otnenen ot Centaurea L. OnpesiesieHn ca aHTHOKCHAAHTHUTE ¥ CH3UM
WHXUOUTOPHUTE CBOICTBA, KAKTO M ()EHOIHOTO U (HIIABOHOMAHOTO CHIBPKAHUE HA METAHOIHH
(Cokcner ekcTpakius M Malepanus) 1 BOAHU (MH(PY3UMOHHM) €KCTPAKTH OT JIMCTA, KOPEHU U
nBeTHH KomrHMYkd oT R. iconiensis. UPLC-HRMS crpateruss mpuiara KOMOWHAIUS OT
HSKOJKO TEXHHKH 3a 00paboTKa Ha JaHHU, BKIIOYUTENHO (UITpUpaHE MO MacoB Je(eKT
(MDF), ¢untpupane Ha puarHoctuyau Qparmentan nonu (DFIF) u ¢unrpupane na
Heytpanuu 3aryou (NLF), 3a 1a ce mocTurue 1esieHacoueHo OTKpUBaHe U UACHTU(DULIpaHe Ha
MIOTEHLIMAJIHN OMOJIOTMYHO aKTUBHU ChEIMHEHUSA. MeTaHONHMTE eKCTpakTu OT Jiucra Ha R.
iconiensis ceabpkaT Ha-rosIMO KommuecTBO (eHonmHu cheauHenus (52.37 u 54.37 mg
€KBUBAJICHT rajoBa kucenuHa /g) u dhaaBononau (74.13 u 80.75 mg pyTHUH €KBUBAJICHT /g).
CpOTBETHO METAHOJIHUTE EKCTPAaKTH OT JINCTaTa IOKa3BaT M Hal-BUCOK AHTHOKCHIAHTEH
noteHuuan. MHTepecHoTo €, 4e MeTaHOJHUTE EKCTPAKTH OT KOPEHH ca Hail-CHJIHU UHXUOUTOPH
Ha aleTuixoinuHectepasa (4.75 mg eKBUBAIEHT Ha TaJlaHTaMHH/Z) U OyTHPWIXOJIMHECTepas3a
(5.26 u 5.14 mg ekBUBAJIECHT Ha raJaHTaMUH/g). MeTaHOJIHUTE EKCTPAKTUTE OT JIUCTA U KOPEHU
MOKa3BaT CHJIHO HWHXMOMpaHe Ha o-Tmoko3uaasa (2.48 + 3.08 mmol exkBHMBajeHT Ha
akap6o3a/g) u o-amunaza (0.17-0.70 mmol exBuBaseHT Ha akap6o3a/g). Haii-cumno
MHXUOMpaHe Ha TMPO3MHA3aTa € OTYETEHO IPU METAHOJHU eKCcTpakTH oT jucrata (138.79 u
140.34 mg exBuUBaJeHT Ha KoiieBa KucenuHa /g). B Hacrosimus npoekT 87 BTOPUYHU
METa0O0JUTa, BKIIOYUTETHO XHUAPOKCHOEH30€Ha, XUAPOKCUKAHEICHW KHCEIMHM M TEeXHH
TVIMKO3UJIM, 3aXapHU €CTEepH, Aal[WUIXUHHU KHUCEIWHM, (IIaBOHOMIM M AaHTOLMAHWHM, ca
uneHtuduuupanu B R. iconiensis. KiroyoBuTe MOMEHTH 3a JEpeIUTUKALUAITAa HAa Pa3iHuHU
KJIaCOBE BTOPUYHHM METaOOIMTH ca MoApoOHO oxapaktepusupanu. [lomyuenarta crparerus 3a
JeperUIMKalusl Ha CHeNUAM3UpaHd TMPHPOAHU TPOAYKTH B eKcTpakTu oT Rhaponticoides
iconiensis ompenenss UHPLC-HRMS karo edexkTHBEH WHCTPYMEHT B HM3CIIEIBAHETO Ha MO-
MaJIKO U3BECTHH JIe4eOHU pacTeHUsI.

Hayynu ny0uKanum U NposiBU:

e Zheleva-Dimitrova D, Zengin G, Sinan K, et al. Identification of bioactive compounds
from Rhaponticoides iconiensis extracts and their bioactivities: An endemic plant to
Turkey flora. J Pharm Biomed Anal. 2020;190: 113537.

e Zheleva-Dimitrova D, Gevrenova R, Balabanova V, et al. UHPLC-HRMS as an
effective tool for the dereplication of specialized natural products in less known plants:
two Asteraceae species (Rhaponticoides iconiensis and Synedrella nodiflora) as a case
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study. International conference on plant systems biology and biotechnology (ICPSBB),
Golden Sands Black Sea Resort, Bulgaria, Hotel International, 14-17 June, 2021. Oral
presentation, 014, Book of abstracts, p35.

Hayunusr oruer e npuer ¢ OTVIHYHA onenka no ckanara Ha CMH.

Jorosop /1-120/24.06.2020 OnTUMU3UPAHU KJIETBYHHU CUCTEMH 3a
noJiyyaBaHe Ha ¢papManeBTUYHO 3HAYMMMU HUCKOTOKCUYHU CheJUHEHUA
Yype3 CTPYKTypHA MoAMPUKAL M HA IPUPOSAHU MOJIEKYJIU

H3caenoBatencku ekun: [Ipod. Mnnana Mnuesa Monkosa nbu
e [ Ac. Snyo 3apes, n1¢d
e [laBnuuka [lonora

Bba3zoBa opranuszanus: MV - Codus, @apmanesruyer daxynret, Karenpa hapmakornosus,
yi. [lynas 2, 1000 Codus

PE3YJITATH: IlpoBencna e OuorpanchopMaiiuss Ha €K30T€HHU MPWIOKECHH (IaBOHOUIH -
KBEpLETHH, KeMI(epoa U alureHUuH 4pe3 CyCleH3MOHHM Kyarypu Ha Astragalus vesicarius
ssp. carniolicus m0 TeXHUTEe MOHOIJMKO3WJIMPAaHH MPOM3BOAHU. MaKCUMaTHHAT CH3UMCH
MOTEHIIMAJ Ha KJIETKUTEe Ha A. vesicarius ssp. carniolicus ce olLieHsiBa 4pe3 Mpujiara€e Ha
pa3nuYHu KOHLEHTpanuu Ha ¢aBoHouauTe. Criopes KOJIWYecTBEHATa OLIEHKA, M3IMOJ3BAUKH
CBPBXBUCOKOIPOU3BOAUTEIHA T€YHA XpoMaTorpadusi ¢ BUCOKA pasJieUTeIHa CIIOCOOHOCT Ha
enekrpocnpeit Honmzanuonna maccnekrpomerpusi (UHPLC-HR-ESI-MS), 6e ycranoBeHo, e
Hal-BUCOKaTa KOHIeHTpanus Ha kemidepon-O-rauko3us (14,88 nmol/g cyxo termo, DW),
armureanH O-riuko3ua (10,55 nmol/g DW) u kBepuernn O-riuko3un (150,83 nmol/g DW) ca
MMOCTUTHATH, KOTAaTO CYCHEH3MOHHUTE KYJITYpH ce TpeTupar ¢ 4 mg/ml kemndepon, 4 mg/ml
anmureHUH W 3 mg/ml KBepUETHH, CBOTBETHO. [JMKO3WAMpPAHWUTE TIPOAYKTH HA
ouoTpancopmanmsITa HE ca OTKPUTH B HETPETUpAaHATAa KOHTPOJA. YCTAHOBEH € BHCOKHST
CH3UMHHMSAT MOTEHI[MA Ha KJIIETHYHH CHCTEMH OT KOHBEHI[MOHAJIEH THIT Ha A. vesicarius subsp.
carniolicus u ce mpeaiara ONTUMH3MpaHa MOJETHA KJIEThYHA CHUCTEMa 3a MPOIYKIHSA Ha
(hapMaKoJIOTUIHO aKTUBHU MOJICKYITH.

Hayuynu ny0JuMkauuu u NposiBu:

e Pavlinka Popova, Yancho Zarev, lliana lonkova, Biotransformation of quercetin,
kaempferol and apigenin to monoglycosylated derivatives by in vitro suspension
cultures of Astragalus vesicarius ssp. carniolicus, Pharmacia, 2021, 68(2): 307-311

Hayunust otuer e npuer ¢ QTJIHYHA ouenka no ckanara Ha CMH.

Jorosop 1-121/24.06.2020 OtroBop Ha TepanusaTa ¢ Tafamidis npu
HacJleACTBeHATa TPAaHCTUPETUHOBA aMHUJIOM/03a AbJIXKALLA Ce Ha
naToreHHusi reHeTu4yeH BapuaHT Glu89GIn xapakTepeH 3a 6’brapckara
KOX0pTa NalMeHTH CbC cMeceH peHoTUun
N3caenoBaresicku exun: [lou. Bana Hukonosa Macnapcka, nd

e [Ipod. n-p Usaiino TvpHes, AMH
Hou. n1-p Mapuana I'ocnogunoBa-MunaHoBa, M

Hou. I{Betanka Jlonuea, nd
I'n. ac. Bepa JlamsanoBa, 1M
I'nn. ac. Iparomupa Huxoiosa, am
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e ['nac. Cranncaas bosxkaHoB, 1X
e Ac. Murnena CMepukapoBa
Ba3oBa opranusanusa: MY - Codust, @D, Katenpa no Xumus

PE3YJITATH: Ilpe3 nocienHuTe roJuHA BCE MO-YECTO YCUJIMATA HA YYEHUTE Ca HACOUCHH
KBbM H3CIJICJIBAHE U Ch3/IaBaHE HA TEPANEBTUYHM CXEMH 32 JICUCHUE HA PEIKUTE 3a00JIsIBaHusl.
Enun TaksB nmpuMep € TpaHCTHUPETHHOBATa aMUJIOU03a, YUATO €TUOJIOTHS U MaTOTeHe3a Beye
ca yCTaHOBEHM, HO HHCKATa YeCTOTa Ha pa3lpOCTPaHEHUE 3HAUUTEIHO 3aTPy/IHABA aHAIM3a Ha
MOAXOIALINTE TeparneBTUYHN cxeMu. Cnado MmpoydeH € MaTOreHHHs] FeHETUYEH BapHaHT ChC
cmecer ¢enotun Glu89GIn, xapakrepen npeaumuo 3a bankaHckus pernoH. BB Bpb3ka ¢ euH
OT Hail-Ba)XKHUTE €Talld Ha TEPANEeBTUYHUS JIEKAPCTBEH MOHUTOPHUHT, a UMEHHO IPOCIE/IsSBaHe
Ha MJIa3MEHHUTE KOHIEHTpAUK Ha MpUJIaraHuTe JIEKapCTBEHH BellecTBa, € paspadoren BETX
METO/]I 32 KOJIMYECTBEHO OIpE/AesHE Ha MbPBUS U HAW-IIUPOKO MPHIIOKUM TPAHCTHPETUHOB
KuHEeTH4eH cradbuimsarop - Tafamidis. Meronbt e BamuaupaH ceriacHo nzuckBanusata Ha |ICH
3a aHanmM3 B OWOJOTMYHU CpeAM M C€ OTIMYaBa C MPEHHU3HOCT, TOYHOCT U BHCOKA
YyBCTBUTEITHOCT. Pa3paboTEeHUAT METO/] € IPUIIOKEH 33 aHAJIU3 Ha IJIa3MEHUTE KOHILIEHTpaluU
npu ObJIrapckaTta KOXOpTa MAllUeHTH ¢ TPAHCTHUPETUHOBAa aMuionao3a | ctaauii, HocuTenu Ha
mytarusata Glu89GIn. Ha 6a3a momyuenuTe pesyiaTaTd 3a IUIa3MEHUTE KOHIICEHTpAIlMM Ha
Tafamidis u pe3ynratute OT PYTHHHUTE HEBPOJOTMYHHU U KapAUOJIOTHYHU TMperieAu Ha
MAUMEHTUTE € MPOCIeeHa Bpb3KaTa MKy HUBOTO Ha IJIA3MEHATa KOHIEHTPALUs U CTEIEHTa
Ha Iporpecus Ha 3a00JIsIBAaHETO 3a IEPHUOA HA U3CIIEIBAHETO.

Hayuynu ny0JMKkauuu u NposiBu:

e Smerikarova M, Bozhanov S, Maslarska V. Analytical Methods for the Determination
of the Transthyretin Kinetic Stabilizer Tafamidis in Biological Fluids: A Review. 10th
International Conference on Biotechnology and Bioengineering (10th ICBB). 16
December 2020 Virtual event (TR). Basic & Clinical Pharmacology & Toxicology,
2021, Vol. 128, Suppl. 2, p.14.

e Smerikarova M, Bozhanov S, Maslarska V, et al. Determination of Tafamidis Plasma
Concentrations in Amyloidosis Patients with Glu89GIn Mutation by HPLC — UV
Detection. Journal of Chromatographic Science, 2021, 1-8.

Hayunusr oruer e npuer ¢ OTVIHYHA onenka no ckanara Ha CMH.

Jorosop A-122/20.11.2020 ®uTOXMMHUYHO NIPOy4YBaHe Ha Astragalus
corniculatus u Astragalus hamosus

H3cnenoBartencku exkun: [Ipod. Ununa Hukonaesa Manosa, adu
e Jlou. [lerpanka 3npaBeBa, A
e [ ac. Anekcanabp llIkonapos, g
e lBana [lankoBa
e Upan CrambonoB

ba3oBa opranmsanusi: MY - Codust, @D, Karenpa no papmakornosus, yiu. ynas 2, Codust
1000

PE3YJITATH: Astragalus hamosus u Astragalus corniculatus ca uscieasanu 3a ChIbpKaHue
Ha (raBoankamouau, AIMIMPAHU U BUCOKO INIMKO3WIMpaHU QuaBoHonau. HempeuncreHu
eKCTPAKTH OT HAJ3EMHUTE YacTH Ha BUIOBETE Ca aHAIM3HMPAHU Ype3 YITPABHCOKO €PEKTHBHA
TeYHa Xpomarorpadus — eJIeKTPOCIpel BHCOKopasznenuTenana mMac crekrpomerpus (UHPLC-
HRESIMS). JlannuTe ca noTBbpAeHH ¢ pedepeHTHU BeUlecTBa. 3a MbPBU BT B €KCTPAKT OT A.
hamosus ce noka3zBa rimMko3wiMpaH (uaBoankanong Ha kKemmndepona. B excrpaktu ot A.
hamosus wu A. corniculatus 3a mepBH 0BT ca WACHTHOUIMPAHW AlMIMPAHU C
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XUAPOKCUMETHIITIIYTapOBa KHUCETWHA TPHUTIUKO3WAM Ha KBEPIETHH M KeMI(epos, KaKTO H
ane3eoIu3u/I.
Hayuynu ny0iMKanum 4 NposiBu:

e Shkondrov A, Krasteva I. Liquid chromatography — high resolution mass spectrometry
screening of Astragalus hamosus and Astragalus corniculatus. Pharmacia.
2021;68(1):135-9.

Hayunust otuer e npuetr ¢ QTJIHYHA ouenka no ckasiata Ha CMH.

Jorosop A-123/24.06.2020 UPLC-HRMS aHa/iM34 Ha BTOPUYHU MeTAO0/IUTH
BbB BOJAHO AJIKOXOJIHU €KCTPAKTH OT HaZA3€MHM YaCTH HA paCTeHUEeTOo
Portulaca oleracea L.

H3cnenosartencku exkun: Jlom. FOnuan Tenuer Boitnukos, n¢
e Jlom. Penera I'eBpenoBa, nd
Jou. Tumutpuna Xenesa-/lumutposa, ad
I'nn. ac. Becena banabanoBa-bo3symika, 10
Homu. Iapackes Hensikos, nd
Hou. Ban IumMutpoB, ax
Hensnka FOcesa
e Aunekcanapa [lerpoBa
Bba3zoBa opranuszanus: MY - Codust, @D, karenpa Xumus, yi. /lynas 2
Anpec 3a kKoHTaKTH: yi1. [lynas 2, @D-MY-Codus

PE3YJITATMU: IlonydyeHu ca XUAPOMETAHOJIHHM €KCTAaKTU OT HAJA3€MHHU YacTH HA PACTEHUETO
Portulaca oleracea L. (tyuenuma). Te ca aHanu3upaHu C YJITPAaBUCOKOC(EKTHBHA TeUHA
xpomarorpaguss ¢ Maccrektpomerpuss ¢ Bucoka pesomouus (UHPLC-HRMS) 3a
UJEHTU(DUIIMPAHETO HA MPECTABUTENN HA JBE TPYIU MIPUPOIHHU ChEeIUHECHUS .

e 1uki0-aomna amuan (CDA) wiun ojiepalienHu u

e xuapokcukanenaenu amuan (HCAA)
Pazpaboren e edexkrtuBeH cTBHNKOB moaxon 3a (uirpupane Ha MS2 cmektpure mo 1)
HaIW4MeTo Ha AuarHocTuyHU ¥Wonu (DFF) u 2) Hanmuumero Ha AMAarHOCTUYHHM HEYTpPaIHH
3aryon (NLF) upe3 mporpamen ckpunt Hamucan Ha Python. To3u cKpunT OCBeH TOBa
obeauHsaBa cxoqHu MS2 ciekTpu 1o 333 ieHu OT moTpedutens kputepuu. M3mon3saiiku 1031
MOJIXOJl ca MIACHTHU(QHUIMPAHU M MACCHEKTPATHO OXapakKTepuU3UpaHU 56 LHKIO-A0Na aMUIU
(CDA), or xouto 35 ca HOBH, HEONHCaHa B JHMTEpaTypaTa CTPYKTYpH, KakTo u 26
xuapockukanenenn amuau (HCAA). Taka pa3paboTeHHsT pabOTeH Mpoliec MO3BOIIsIBA OBbP30 U
e(deKTUBHO OTKPUBAHE HA CHhEIWHEHUS Bb3 OCHOBA Ha TeXHM MS XapaKTepUCTHKU M MOXE Aa
ObJie IPUIIOKEH KbM OTKPHUBAHETO U Ha JAPYTH TPYNH ChEIUHEHUS B CIIOKHHU CMECH.
Hayunu ny6JMKanuu u NposiBu:

e Voynikov Y, Gevrenova R, Zheleva-Dimitrova D, et al. UPLC-HRMS identification of
cyclo-dopa amides in hydromethanolic extracts of Portulaca Oleraceae L. International
Conference on Plant Systems Biology and Biotechnology (ICPSBB). Golden Sands,
Sofia, Bulgaria. 14-17 June, 2021. 36p.

e Voynikov, Y., Nedialkov, P., Gevrenova, R., Zheleva-Dimitrova, D., Balabanova, V.,
& Dimitrov, I. UHPLC-Orbitrap-MS Tentative Identification of 51 Oleraceins (Cyclo-
Dopa Amides) in Portulaca oleracea L. Cluster Analysis and MS2 Filtering by Mass
Difference. Plants. 2021; 10(9), 1921. IF = 3.935

Hayunaust otuer e npuer ¢ QTJIHYHA ouenka no ckainara Ha CMH.

34



Jorosop -124/24.06.2020 PazpaboTBaHe U OLleHKa HA TepOopaJIHU
HOCHUTEJIH 3a NeAUaTPUIHATA NPAKTHUKA

H3cnenoBarencku ekun: [Ipod. Munen Bennucnaos JJumutpos, 1

e [ ac. {unsna ['eopruesa
Ba3oBa opranuszauus: MV - Codust, @apmaneBTudeH GpakyaTeT, KaTeapa ,, | eXHOJIorus Ha
JIEKapCTBEHHUTE cpeacTBa ¢ onodapmanusa®, yi. Jlynas 2, Copus 1000

PE3YJITATH: JlekapcTBeHUTE MPOAYKTH M3MOI3BAHH B MEAUATPUATA, TPsIOBA 4ecTo fa ObIaT
aZlanTHpPaHU KbM HYXKIUTE Ha JIeLaTa, KaTo pyTUHHA [IPAKTUKA B allTEKUTE € Jja Ce U3I0JI3BaT
THPrOBCKO HAJMYHU NPOAYKTH, KaTO M3XOJHU CYPOBHHM 3a €KCTEMIIOPAJHO IPUTOTBSHE HA
TeyHn Qopmynanuu. Cnen aHanu3 Ha  (papMako-TEpaneBTHUYHUTE ChOOpaKeHHs 3a
NEeNATPUYHO TPUIIOKEHUE, OfXa NPUTOTBEHH IEPOPATHH CYCIICH3MH C LEJIEKOKCHO C
koHIeHTpauuss 10 mg/ml or nenekokcu6-cyOCTaHLMA W OT HAJMYHU Ha Ia3apa ThPrOBCKU
MPOAYKTH IpH H3MOJI3BAHE KAaTO HOCUTENIM Ha IPEYHcTeHa Boja C J100aBEH KOHCEPBAHT
(Metmi-napabeH), 3axapeH WM (pykTo3eH cupor, wid 1% BoaeH pa3TBOp Ha HaTpueBa
KapOOKCUMETHIILIEINYJI03a U 3axapeH cupon B choTHOouieHue (1:1). [Ipoydyeno e BnusHueTro Ha
OCHOBHM (DaKTOpM KaTo BBHIIEH BHJ, NMpoMsHa B pH, ceaumeHTannoHeH o0eM, OIleHKa Ha
[OTEHLIMaja 3@  pEeCyCleHJUpPaHe, KOJIWYECTBEHO  ChJIbp)KaHWE Ha  LIEJIEKOKCHUO,
MHUKPOOHOJIOTHYHO KAayecTBO W CTAaOMJIHOCT Clle[l IIbPBO OTBapsHE Ha OMNAaKOBKaTa BBPXY
CTa0MIIHOCTTAa HAa NPUTOTBEHHTE CBHCTAaBU. M3clnenBaHUTE MOJIETHH CYCIHEH3UH OCTaBaT
HENPOMEHEHH, 110 OTHOIIEHHE Ha MOKa3aTess BbHILEH BUJ U IOKa3BaT XMMHUYHA CTAOUIHOCT
IIpU TeMIlepaTypH Ha cbxpanenue - 25°Ct 5°C (craitna) u 5°t 2° C (B XJIaAMITHUK) TIO BpeMe
Ha 1enus nepuoj Ha npocnensBaHe. C Hall-BUCOKM CTOMHOCTH Ha CEIMMEHTALMOHHUS 00eM
(F) u ontumanna ¢u3nyHa cTaOMIHOCT, C€ OTIMYABAT MOJEIHUTE CYCIEH3UH, PUTOTBEHU C
HOCHUTEJI 3aXapeH CUpON U ¢ KoMOMHanusATa 3axapeH cupon + 1% Bozaen paztsop Ha KMI[ Na
(1:1). OnTumannus 6poit pa3KiallaHus 3a pecycleHAupaHe € B rpaHuuIuTe Ha 311 peBepcuBHU
pasKJallanus, KaTo bI'bjla Ha poTalus He cienBa Ja 0bae no-manbsk oT 90°. KonudecTtBeHOTO
ChIbPKAHUETO Ha LEIEKOKCHO BBB BCHUYKM NMPUTOTBEHUM CHCTaBU OocTaBa Haj 95% T/00, B
pamMKuTe Ha Au3aiiHa Ha u3cienBaHero, B ob6xmaTta 98,7+ 0,41 % mo 101,8+ 0,82 %, karo
MIPUTOTBEHUTE CYCIIEH3MM 3ama3BaT CBOsATAa MHUKpoOHojormyHa crabunHocT. I[lomyuenure
pe3yaTaTu OT IPOYYBAHETO Ha CTAaOMIIHOCTTA CJIE] I'bPBO OTBApsHE Ha ONAKOBKATa Pa3KpHUBaT
MOTEHIIMaJIHA BB3MOXKHOCT 3a YCIEIIHO EKCTEMIOPAJIHO TMPUTOTBSHE Ha TMEpOpaTHU
(dopMynanuu ¢ LENEeKOKCUO U MOTBbPIKJIABaT, Ye U3CIEBAHUTE ChCTaBH 3aIra3Bar (U3NYHATA
CHM XMMHMYHA U MHUKpPOOMOJIOTUYHA CTAOMIHOCT, B PaMKUTE Ha MPOBEACHUTE CUMYJALUM Ha
peasHM yCIOBHS Ha MeJuaTpuyHa ynorpeoa.

Hayunust otuer e npuer ¢ JOBPA ouenka no ckaiara Ha CMH.

Jorosop -131/24.06.2020 YcTaHOBsIBaHEe HAa rTeHETUYHU MyTalluH, BOA e
A0 CHHAPOMHA U HECUHAPOMHA (popMa Ha NMTMEeHTHaA JereHepanus Ha
peTHHAaTa NpU O'bJArapCKy NALUEeHTH Ype3 CbBpeMEeHHHU TEXHOJIOTUH 3a
reHOMeH aHaJ/Iu3

H3caenoBarenckn exun: [1pod. n1-p Cunsus 3npaskoBa Yepnunkosa-I onuna, AMH
e Kynka Kamenaposa, 16



e QOumra benmuesa, 160 - M@

o demunus llakona, 06

e Beponuka IleTkoBa
bazoBa opranmzamusa: MY — Codusa, M®P, Karenpa mno neBpoiorus, YMBAJI
»Anekcanaposcka” EAJl, Knunuka mo HepBHU OoJiecTr

PE3YJITATMU: HacnenctBenure nerenepauuu Ha peruHara (H/IP) ca xereporenna rpyna
3a00iABaHMsI, KOWUTO 3acsAraT IJaBHO peTuHata; moBede oT 300 reHuW ca CBBP3aHU CbC
3a0ossiBaHeTO M ca onucanu Haj 20 pa3iIuyHM KIMHUYHU (eHotuna. Ta3w KIMHUYHA U
TFeHeTUYHA XETEPOreHHOCT 3HAYMTEITHO YCJIOXKHSIBA HICHTU(UIMPAHETO HA TAaTOT€HHUTE
MyTtauuu. CrenoBaTelHO, IIOCTaBSIHETO HAa TOYHA TIEHETMYHA JMarHo3a € BaXXHO 3a
FeHEeTUYHOTO KOHCYJTHpaHE W OmpelerisHe Ha JyedeHuero. [lurmeHtHata nereHepauus Ha
perunata, RP, e naii-uecrata ¢opma ma HJIP, npu kosito mamueHTuTe ry0sST W JABaTa THUIA
¢doropeuentopu. llenta Ha HameTo u3cienBaHe Oeie HUASHTU(UIMPAHE HA TMATOTCHHUTE
MyTallii ¥ XapakTepu3upaHe Ha (peHoTHIa MpH mecT OBITapCKU MAUeHTH ¢ HECHHAPOMHA
¢dopma Ha RP u oboratsiBane Ha uH(pOpManusITa 32 Te3W peTUHONATHs B HaiTa nomynamnus. C
IIOMOLITa Ha CEKBEHUPaHE OT HOBO MOKOJIEHHE Oellle U3CieIBaH KIMHUYHUAT €K30M IPU BCEKU
MAUEHT U OTKPUTUTE MATOI€HHU BApUAHTH Cca MPUOPUTUUPAHH Upe3 MPHIaraHe Ha KPUTEPHUH
3a puntpupane. OOmO 5 MaTOreHHW MyTalKy, €Ha OT KOMTO € ONKCaHa 3a MIbPBH BT B TOBA
npoyuBaHe, 0s1xa oTKpUTU npu 67% oT mauuentute ¢ RP. YcranoBenu 0sixa MmyTtauuu B 4 OT
Haii-uectute RP-reun, RHO, RPGR, NRL u PRPF3. Ha 6a3za Ha TOoBa Oellle mocraBeHa
reHeTUYHaTa JUarHo3a Ha pPeTUHOMATHUATAa NpU Te3u mnanueHTH. [IpoydyeHu Osixa reHOTHN-
(EHOTUITHUTE KOpENaliK, KOETO IIe MO3BOJHM Jla CE ONpEeAeTH IMOTCHIUAIHUS PUCK OT
pa3BUTHE HA AUCTPOPUATA HA PETHHATA 32 TEXHUTE POJICTBEHUIU. M3ACHIBaHETO Ha YecToTara
Ha HOCHTEJICTBO HAa OTKPUTUTE MYTAI[MH B KOHKPETHATA MOMYyJalus, KAKTO ¥ OTKPUBAHETO Ha
JIpyTU CeMENCTBa ¢ HACJIEICTBEHA JIeTeHepalusl Ha peTUHATa € OT M3KIIIOUMTEIHA BaXXHOCT 32
W3ACHSABAaHE Ha TEHETWYHATa CNUIEMUOJIOTUS Ha 3a0onsiBaHeto B bowarapus. Ot
METOA0JIOIMYHA TJIe/IHa TOYKa YCIEHIHO Oellle MPUI0KEeHO HOBOT€HEPAMOHHO CEBEHUPAHEe Ha
KJIMHUYEH €K30M M TOBa II03BOJIM €IHOBPEMEHEH CKPUHUHI Ha Hal-4ecTUTE TIeHH 3a
JereHepanys Ha peTuHara. llpunoxeH Oemie cucteMeH Xoi 3a (uATpUpaHe Ha MATOT€HHU
3aMEeHU, KOUTO MOXeE JIa C€ U3MOJI3Ba 32 OBACIIN HAYYHH MPOEKTH U JUATHOCTHKA.

Hayunusr oruer e npuer ¢ /JOBbPA ouenka no ckanata Ha CMH.

Jorosop /1-134/24.06.2020 U3cneaBaHe HA noiuMmopdpusmurte rs2278329 u
rs2292016 B reHa 3a penentopa Ha OHkocratuH M (OSMR) kaTo ¢pakTop 3a
pa3BUTHETO HA AEPMATOMUHO3UT Y Bb3PaCTHHU
N3caenoBaresicku exun: [ou. a-p Jlrobomup Acenos [lypmuiies, M

e [Ipod. n-p Pagxa KwvHeBa, 16

e J[-p Mapus Xpucrosa, iMm

e Panocsera boxunosa

o JI-p Moana [Moxaparmka
ba3oBa opranuszanms:
MV - Codus, MY - Codus, Meguuuncku @akynrer, Kareapa mno nepmaronorus u
BEHEPOJIOT U,
YMBAIJI ,,AnekcanapoBcka’ EAJI, KnuHnka o Ko>kHH U BEHEpUUECKH 00JIECTH

PE3YJITATH: Ilonumopduszmure 152278329 u rs2292016 B rena 3a peuenrtopa Ha
Onkocratia M (OSMR) 6sxa u3cnensanu npu 64 (23 mbxke u 41 jkeHH) MalMeHTa ¢
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nepmatoMuo3uT U 95 (24 mwxe u 71 keHn) 37apaBu KOHTpOH mocpeactBom PCR B peanHo
Bpeme. OT 1s1aTa M3cienBaHa KOXOopTa caMo JBama namueHTd ¢ JIM ca Hocutenn Ha
XETEPO3UTroTHUSI reHOoTHNn IS2278329GA u enHa KOHTpoja € HOCHTEN Ha XETePO3UTOTHHS
redotun 1s2292016GT. [Iata monumopdusMa JEMOHCTPUPAT CXOAHO aJeTHO W T€HOTHITHO
pasmpeneneHe cpe/] MalueHTH U KOHTPOoJu. PankocpenianuTe ajieian B HallaTa MomyJamus ca
¢ MHOro Hucka dectoTa (mox 1%) v He MO3BOJISABAT M3CJCABAaHE HA ACOUHUAIMS C KIMHHUYHH
napaMmeTpu Ha 3abonsiBaHeTo. 3akioueHue: HeoOxonumo e u3cieBaHusTa 1a c€ IOBTOPST B
Mo-TroJIsiMa KoxopTa oT 6oiHu ¢ JIM, 3a 1a MOKe /1a Ce OIICHN 3HAYEHUETO HM.

Hayunust otuer e npuet ¢ /[ObPA ouenka no ckainata Ha CMH.

Jorosop 1-144/24.06.2020 HoBoreHepauuoHHO cekBeHHpaHe (NGS) 3a
yCTaHOBAABaHe HAa MyTallM1 B reHa 3a YpOMOAYJIUH WJIH IPH APYTr¥ reHy,
CB'bP3aHU C PA3/JIMYHO MO CTeNeH XPOHUYHO 6'bOPEYHO 3a60/1sIBaHe U
XvInepypuKeMusi/nojarpa npH Jena v Mjiasu xopa
H3scaenoarescku exun: [lou. Mapusa Cumeonosa ["aiinaposa, am
e ['n. ac. Onra benuesa, 10
Hanuena Ilenuena, 16
Ac. I'ang 3naranoa-PamikoBa
Ac. Credxka [{oueBa
Ac. Bennucinas lypnues, am
e Panocsera boxxmiosa

Ba3oBa opranmsauus: MY - Codus, M®, Karenpa mo neguarpusi, CBAJIb ,IIpod. NUBan
Murtes* - EAJl, Knuauka 1o Hedposiorus 1 XxeMoauann3a

PE3YJITATMU: llenta Ha HaCTOAIIMSA MPOEKT O0€ TEHETUYHO M3CJIC/IBAHE HA MJIAJIU TTAIIUEHTH C
XpPOHUYHO OBOpeyHO 3a0o0JiiBaHE W XUIEPYpPUKEMHs/TIOAArpa 4ype3 CEKBEHHpaHE OT HOBO
nokosienne (NGS). B pamkure Ha TpoekTa H3CIEBAXME IE€T TAIMEeHTa OT OBJITapCKH
MPOU3XOA, TPU KEHU U JIBaMa MBbXKE, 32 KOETO MOJYyYHMXME H3PUYHO MHCMEHO ChIJIacue.
N3nom3Baxme rennus nanen TSO, KOWTO MOKpuUBa KOAUpAIUTe CeKBEHIMU Ha 4 813 reHa u
mwiardgopmara MiSeq (Illumina). 3a moTBbpkaaBane Ha HaxogkuTe oT NGS u cerperannoHeH
aHaJM3 M3II0JI3BaxXMe ceKBeHHpaHe 1mo Sanger. Knacudukanusara Ha OTKPUTHATE BapUAHTHTE T10
OTHOILICHUE HA TSXHATA MaTOreHHOCT HampaBuxMe crpsiMo kpurepunte Ha ACMG (Richards S.
u ceaBTopu, 2015). AHaIM3BT Ha pE3yNTATUTE pPA3KpU IMATOTCHHU WM IOTEHIIMAIHO
NATOr€HHU BapUaHTH MPU YETUPHUMA OT M3CJIEABAHNUTE OOJNHU B CEKBEHLIMUTE HA HAKOJIKO reHa
CBBpP3aHM C HOpMaJIHAaTa CTpykTypa W (pyHkmms Ha O0nOpeka - COL4A3, COL4A4, UMOD,
GATM u SLC14A2, xonupamnix CbOTBETHO 0.3 M 04 BEpUTUTE Ha KoJlareH THI 4, YpOMOIYJIHH,
€H3UMbT MUTOXOHJpHUIHA L-aprUHUH-TIMLIMH aMuAMHOTpaHcdepasa M MenylapHus ypeeH
tparcoprep UT2. Ycnsxme nma oTkpueM OOJIECTOTBOpPHATA MyTalMsl B CEMEHCTBO C TpH
3aCerHaTH MOKOJIEHUS, Cpell KOUTO HSAKOJIKO MHAMBHUIA C XpOHUYHA OBbOpeuHa HeJOCTaThYHOCT
— 3amsHaTa p.Arg222Ser (rs1313544461) B rera UMOD. Jlo T03M MOMEHT B 0a3uTe JaHHU
nurcBamie HHGOpManuUs 3a KIMHUYHUS eQEeKT Ha TO3M BapHaHT, HO C IIOMOIITa Ha
CerperanroHeH aHallu3, KOWTO oOXBaHa TpuMa OOJHH OT CEMEHCTBOTO, TOKa3aXMe HETOBHS
nmatoreHeH xapakTtep. Mytanuure B konareHoBute renn COL4A3/4, ennata OT KOUTO
HEM3BECTHA JI0 TO3M MOMEHT, 3acsiraT CTPYKTYpPOOTPEACTSAIA aMHHOKUCETMHHA OCTATHIN U
OYyaKBaMe TAXHaTa MaTOreHHOCT Aa ObJie J0Ka3aHa cjell aHaJU3 33 HOCUTEJICTBO MPH OJIM3KH
POJCTBEHHUITN HAa WH/ICKCHUS MMAlMEHT. 3a M3SCHSIBAaHE HA KIMHUYHUS €PEeKT HAa BapHaHTHTE B
reaute GATM u SLC14A2 me Obaar U3BBPIICHU TOMBJIHUTENHHU NpoyuyBaHusd. Hacrosiero
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MpoyuBaHe O€ MbpPBU ONUT 3a U3SICHSABAHE HAa MOJEKYJHUTE OCHOBH Ha XHUIEPYypUKEMHUSTA
CBIIPOBOJICHA ¢ HapyuieHa ObOpeuna ¢yHkuus B bbarapus. Pesynratute oT Hero uie
CIIOMOTHAT 3a ONTHUMH3UpPAHE Ha TepamusiTa Ha MalMeHTUTE U LI JOMpUHEcaT 3a U3ACHSABAaHE
Ha OMOJIOTMYHUTE TPOIIECH, YMETO HAPYIIEHUE BOJM J0 MOJOOHM HapyIIEHUS B HOpMallHATa
dbynknus Ha ObOpeKa.

Hayunust otuer e npuer ¢ JOBPA ouenka no ckaiara Ha CMH.
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MEJIUKO-BUOJIOT'NYIHA OBJIACT ~[PAHT’ 2021”

Jorosop /1-76/04.06.2021 MoJieKy/IHU OCHOBM Ha CbeJUHUTETHO-
TbKaHHUTE NATOJIOTHM, CBbP3aHU CbC 3a00/1siBaHeTO Ehlers-Danlos, npu
O'bJIrapCKUTE MallMeHTH

H3caenoBarencku exkun: [Ipod. Andena [IspBanoBa Togoposa-I'eopruesa, n10H

e Axan. npod. n-p Banbo Mutes, 1M, 10H
I'n.ac. bunsna I'eopruesa, 10,
Sluka Jlanryiosa,
I'n.ac. CunBus Kanenaeposa-Bbikosa, 10
Mapus /{ronreposa
Tuxomup Tomopos, 16

e (CnaBko OpmaHKUEB
bazoBa opranmsaunus: MY - Codusa, Memuuuncku ¢axynrter, Karenpa mo Meaunmncka
xumus 1 ouoxumus, Cexuus buoxumus, yn. 3apase 2, 1431, rp. Codus
PE3VYJITATHU: Cunapomst Ha Ehlers-Danlos (EDS) e xereporenna rpymna ot 3a0ojsiBaHus,
3acAralM  ChCIWHUTEIHATA THKAH, KOXaTa, CYXOXKWIHATA, KPHBOHOCHHUTE CBHIOBE W
BBTpeIIHUTE opranu. LlenTa Ha HayyHaTa pa3paboTka Oelle BbBeASKIaHe U ONTUMU3KPAHE Ha
METO/T 32 aHAJIM3 HAa TCHETUYHU BapHUAHTH MPH narueHTH ¢ EDS, 3a u3sicHsIBaHE MOJICKYITHUTE
OCHOBU U CBBP3aHUTE ChC 3a00JIIBAHETO T€HU MPHU OBIATApCKU MAlMEHTH. berie mpuioxeH
METOABT CCKBEHHpaAHe OT HOBO mokojicHue (Next generation sequencing, NGS), 3a ananu3 Ha
nanen ot reHd. NGS 0GasupaHusT METON 32 MBJIHO €K30MHO CEKBEHUpaHe Oelle yCHelHo
npuiIoXkeH, 3a oTkpuBaneTo Ha BapuaHtu B COL3A1, ADAMTS u CRTAP renute. Ha 6a3aTa Ha
MPOBEJICHUTE MOJEKYJISIPHO-TEHETHUHU W3cleABaHus, npu 1 oT mpobure (6,67%) reHOMHHST
aHaIM3 J0BeAe 10 OTKpuBaHe Ha MosekysneH gedexkt B rena COL3ALl (c.2122G>C,
p.Gly708Arg), ¢ koeTo ce 00sCHsBa KIMHUYHATA CHMIITOMATHKA TIPU M3CleABaHaTa mpoba oT
detyc, ¥ ToBee 10 MOCTaBSHE HA TOYHA MOJICKYJISIPHO TeHETHYHA JIMarHo3a. Y TOUHSBAHETO Ha
JIuarHo3ata JaZe BB3MOXKHOCT 3a M3BBPIIBAHETO HAa aJeKBaTHA NpoPUIAKTHKA Ha
3a00JIIBaHETO B CEMEWCTBOTO, KOSTO TOKa3a, Y€ BAapHAHTHT € BB3HUKHAI de novo — HE e
yHacleAeH oT poautenute. [Ipm ABama OT NalMeHTHETe TEHOMHUSAT aHallu3 JIOBEAE [0
OTKpHBaHE Ha BapHaHTH C HescHO 3HayeHue B reaute ADAMTS u CRTAP (c.562G>C,
p.Glul88GIn u ¢.583G>A, p.Glul95Lys). Ilpu 12 oT npoduTe TECHOMHMT aHAJIU3 HE JOBEIE
JI0 OTKPUBAHE Ha MATOJOTHYHU BApUAHTH, MOPAIX KOETO MAIMEHTUTE OCTaBaT C HEYTOYHEHA
TeHeTHYHA JIMarHo3a. Pe3ysiraTuTe OT HACTOSIIOTO MPOydYBaHE ca OT TOJSIMO 3HAYCHHUE 3a
CEMEMCTBOTO Ha HW3CIeABaHHs a0OPTHBEH MaTepual, Thil KaTo JOBeJOXa IO MOCTaBsHE Ha
TOYHA JMarHo3a Ha MOJCKYJIIpHO-TeHeTHYHO HuBO. CamMo TMpW HAIWYMEe Ha TOYHA
MOJIEKYJISIPHO-TEHETUYHA JHMarHo3a B CEMEHCTBOTO MOXE Ja Ce€ TMPEeANIoKU aJeKBaTHA
KOHCYJITAIUs, peHaTallHA TMarHOCTHKA U IPO(UITaKTHKA Ha 3200/ ISIBAHETO.
Hayunusr oruer e npuer ¢ ZJOBbPA ouenka no ckanata Ha CMH.
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Jdorosop [-77/04.06.2021 U3caeaBaHe ekcnpecusaTa Ha HIF-1alpha u HIF-
2alpha npoanruoresHara MukpoPHK-a miR-1246 npu kapuuHoMa Ha
JIApUHKCA - B ThPCEHe Ha TYMOPHA XeTepOreHHOCT
N3caenoarencku ekui: [Ipod. n1-p Juana [erposa Ilomosa, nMu

e Jlou. n-p Toxop Ilonos, 1M
[Ipod. a-p Jlazap CnaBos, mm
I'eprana CranyeBa, 10
Ac. n1-p Tuxomup Jlukos
Jou. n-p LiBetomup MapuHos

e JI-p Xromuune Kacabormy
Ba3oBa opranmsanus: MY - Codus, MO, Karenpa no YHI" 6onecru, yn. bsuto mope 8,
Codus 1000
PE3YJITATH: B nipobu ot rpymna ot 62 nmaigenTa ¢ HanpeaHail KapiuHOM Ha JIapuHKca Oerne
u3cieaBana ekcrpecusra Ha MiR-1246 upe3 RT-PCR. Ot Bceku manueHT 0s1Xxa U3CIeBaHH 110
4 mpobu — KOHTpOJIa, HOPMaJIHA NEPUTYMOpPHA THKAH U TYMOpP B JIbJIOOYMHA U MOBBPXHOCT.
Otkpu ce, ue MiR-1246 ¢ 3HaYUTEIIHO AUCPETyJIMpaHa MTPU HAMPEIHAT KapIIMHOM Ha JapHHKCA
(B 78% ot caygaute), CBpbXekcrnpecusTa Ha miR-1246 ¢ 3HaunTeIHO MO-BUCOKA B cTaauii T4
B CpaBHEHHUE Che cTaauii T3 u Kopenupa ¢ pa3mepa Ha Tymopa. HuBaTa Ha excripecust Ha MiR-
1246 ca 3HaYUTENIHO MO-BUCOKHU B JIBJIOOYMHATA HA TYMOpPAa, OTKOJIKOTO HAa MOBBPXHOCTTA Ha
TyMOpa, T.€. UMa 3Ha4YUMa XETEPOre€HHOCT 10 OTHOWEeHue Ha Ta3u MUKpoPHK. Baxken nssox or
JaHHWUTE € U (PaKThT, Ue HUBATa Ha ekcripecus Ha MiR-1246 ca monoXuTenHo CBbP3aHH C IO-
BHCOK PHUCK OT JIOKOPETHOHAIHM METAcTa3| IMpH Te3W MauueHTdu. B rpyna ot 25 manuenTa 6e
HanpaBeHa umyHoxuctoxumus 3a HIF-1-alpha u HIF-2-alpha. Ot HanpaBenusaT aHanu3 Ha
excpecusita Ha HIF-2-alpha B TymopHa ThkaH ce yCTaHOBHM IETHHUCTO pasmpe/ciicHHe Ha
eKCIIpecusiTa Ha Ta3u Mosekyina 6e3 nudy3Ho TakoBa. OCHOBHMST M3TOYHUK Ha EKCIIPECHs ca
TYMOpHHTE KJIETKH U B MHOTO TO-cjiaba crerneH TymopHara crpoma. HIF-1 alpha antursioro
He J1a/ie OLIBETSIBaHE MOPAJN BEPOSATEH MPOOJIEM ¢ Ka4eCTBOTO.
Hayunu ny0JuKanuu u NposiBu:

e G. Stancheva, “Higher Expression Levels of miR-1246 in Advanced Laryngeal

Carcinoma Are Associated with Elevated Risk of Locoregional Metastasis”, C. R. Acad.
Bulg. Sci., vol. 76, no. 3, pp. 464-472, Mar. 2023.

Hayunust otuer e npuer ¢ OT/IHYHA ouenka no ckanara Ha CMH.

Aorosop /1-78/04.06.2021 U3csieaBaHe Ha naHes oT miRNA kaTo
HEWHBAa3MBHU JUArHOCTUYHU OMOMapKepH NPH paKa Ha MpocraTaTa
N3caenoBaresnckn exkun: akaj. npod. a1-p Banso liBanoB Mures, 1M, 16H
e [IIpod. Panka Kvuesa, 16
Ac. Jlapuna Kauaxosa-Hopganosa, 16
Beponuka IletkoBa
Hou. n1-p Mapunuo ['eoprues, 1M
Hou. n-p Kpacumup Anes, am
J-p Bacun Bacunes, nm
I['1. ac. n-p Banentun Motoscku,
Ac. n-p I'eopru lIBanoB
Ac n-p Anekcanapuna Bnaxosa
Ac. 1-p Mapycs I'enamuesa-Hopnanosa
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ba3oBa opranmsanusi: MY - Codust, M®, karenpa no MeauinHcka XuMusi 1 OUOXUMHUS, YII.
3npage, 2, Codus 1431

PE3YJITATH: Haii-yecTo cpellaHUsT COJIMACH TYMOp CPel MBKETE € paka Ha mpocrarara
(PIT). ChiiecTByBa roisiMa Hy/1a OT BbBEXKJIaHE HA HEMHBA3MBHHU OMOMapKepy B KIIMHUYHATA
MPaKTUKa, KOUTO Ja MOJNOMOIHAT WMHAMBUAyaIU3UpaHaTa MeIWlMHA. TakuBa HEWHBAa3UBHU
ouomapkepu ca MIRNAS. Tekymoro npoy4Bane 1enu jaa Baiuaupa let-7¢ u miR-375 karo
HEMHBA3MBHHU JAMATHOCTUYHHU W/WIM NPOTHOCTHMYHU Ouomapkepu B miazma npu PII. Tesu
MukpoPHK nokazaxa xopenanus ¢ PII B npeaxoneH Haml Hay4yHO-U3CIEN0BATEIICKU NIPOEKT. B
TEKYyIIOTO MPOyuYBaHE OsiXa M3CIEABAHM IUIa3MEHHUTE HHBa Ha momopanute MIRNAS mpu 51
nauuentu ¢ PII m 48 xouTponu c npoOpokauectBeHa mnpoctatHa xuneprutazus (HAI1X).
ExcnpecrnonnusT ananu3 6e ocbiiectBeH ¢ momoinra Ha SybrGreen LNA texnonorusta. Ipu
npoBeenus ananmu3 Ha ROC kpuBuTe ce ycTaHOBH, Y€ MOOTAETHO u3ciaenBanute MIRNAS He
MOrar Jla pa3rpaHryar HaJeXKIHO MAHEHTHTE OT KOHTposute. [lna3mennTe HuBa Ha MIR-375
nokaszaxa kopenauus ¢ Gleason score. Komounupanero Ha MIRNAS ¢ PSA pasrpanuuaBa
MAMEHTUTE OT KOHTPOJHUTE C Hail-moOpa CHenu(pUYHOCT B CPaBHEHHE C W3IMOJI3BAHETO UM
MOOT/ICITHO, @ TaKa ChIIO MMa MOTeHIMAN jaa otaudepeHimpar nanueHTuTe ¢ Bucok Gleason
score. Haii-noOpa xomOuHanus OT aBa OMOMapkepa 3a pa3rpaHHYaBaHe Ha MAIMEHTUTE OT
KOHTposuTe ¢ Mexay let-7c u PSA, npu xoero ce moctura 76.5% dyBcTBUTETHOCT U 62.5%
cnenuduyHOCT Karo miomira moa kpusara, AUC e 0.689, p=0.0012. Kombunupanero na let-
7¢, miR-375 u PSA noctura miom noj kpuBara AUC ot 0.709, p=0.00036, ¢ 4yBCTBUTEITHOCT
or 70% wu cneunduynoct ot 60.4%. Te3u pesydratu mHoka3Bar, ye KOMOWHUPAHETO Ha
Ouomapkepu HMa TOTEHOHMaT JAa ObJe W3MNOJA3BaHO B KIWHUYHATA NPAKTUKA TIPU
auarnoctuipaneTo Ha PII. B gombiHeHHe ycTaHOBHXME, Y€ IMJIa3MEHUTE HUBa Ha MIR-375
CTaTUCTHYECKH 3HAYMMO KOpPEIHpaT C HAIMYUETO Ha TUA0eT W pasrpaHuvaBaT aHAIM3UPAHUTE
UHAUBUAM C Auaber oT Te3u Oe3 nuaber He3aBucuMo Hanmuuumetro Ha PII ¢ Bucoka
YyBCTBUTEITHOCT M cneruduyuHocT. Heo0xoanmMo e mpoBexaHe Ha MO-MamabHo U3CIie/IBaHe, B
KOETO Jla ce BKJII0YAT IMO-ToJisiMa KOXOpTa OT manueHTu ¢ PIl ¢ mbIHM KIMHUKOMATOIOTUYHH
JTaHHU U JI00pe KIMHUYHO OXapaKTepU3UpPaHU KOHTPOJIH, 3a Ja MOTaT Jla Cce B3eMaT MPEIBU]
BCHYKH (haKTOpH, Bisielnn Ha HuBata Ha MIRNAS.

Hayunust otuer e npuer ¢ JOBPA ouenka no ckaiara Ha CMH.

Jorosop A-79/04.06.2021 CTpyKTYpPHU ¥ HEBPOXMMHUYHHU 0COGEHOCTH HA
HeBpOeNnUuTEe/IHUTE TeJIlja B CIOHTAHHO XUIIePTeH3UBHU ILTbX0BE

H3cnenoBartencku exkun: [Ipod. Hukonait Enenkos Jlazapos, 1MH

e Ilpod. Jlazap CnaBos, M
Jou. Tumutpunka Atanacosa-/{lumutpoBa, 1M
Hou. Anren Jlanmos, Am
I'n. ac. Anexcanasp Unues, im
Ac. n-p Huxona CtameHoB

e ['anuna MapunoBa
bazoBa opranmszanmsa: Kartenpa mo aHaTtoMmusi, XMCTOJIOTUS U eMOpuosiorus, MeaunuHcku
¢bakynrer, Menuimnacku yausepcuteT — Cous, yi. 'eopru Coduiicku 1, Codust 1431
PE3YJITATH: llenra Ha mpoekTa € Ja ce mpoydaTr CTPYKTYPHUTE M HEBPOXUMUYHUTE
ocobenoctu Ha HeBpoenuTennuTe Tenma (HET) B cmantanHo xunepren3uBHu mibxose (SHR).
HET ca rpynu ot HEBpOCHIOKPUHHHU KJIETKH, Pa3lpPbhCHATH B €MUTENIa HA MHTPATYJIMOHATHHUTE
BB3JIyXOHOCHU MbTHINA. Te ekcrpecupar roisiM Opoil OMOAKTUBHU MENTUAM, KOETO T MPaBH
MHTEpeceH OOEKT Ha M3CJIe[]BaHE C OIJIe]l Ha MAaTOJOTWUYHH NpPOMEHH B Oenus Ipod u
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pereHepaTuBHUTE My BB3MOKHOCTH. 3a LIEIUTE Ha MPOEKTa OsiXa U3MOJI3BAHU JBE Bb3PAaCTOBU
rpymu  SHR mipxoBe, Ha e€OMH- M TpPUMECEYHA BB3PACT. 3a KOHTPOJIM H3MOI3BAXMeE
OTrOBapsIy 10 Bb3pacT HOPMOTEH3UBHU ILUTbXOBE OT mopoxaa Wistar. M3mon3sanute MeToau
BKJIIOYBAT [JBJIOOKAa aHECTe3Wsi Ha >KUBOTHUTE, IIOCIE/ABaja TpaHCKapAuaidHa mnepdysus,
oTnpenapupane Ha Oenure ApoOOBE U TAXHOTO 00€3Bb3AylIaBaHe upe3 Bakyym. Cien ToBa OT
Oemute apoOoBe Osxa W3roTBeHW TNapadUHOBU OJIOKYETa, OT KOWTO OsXa Haps3aHd
XHUCTOJIOTMYHU cpe3oBe. Ha cienpany eram Te Osxa OLBETEHU 4pe3 PYTUHHU XHUCTOJIOTUYHH
texHuku (XE 1 HeyTpasHO 4epBEHO) U UMYHOXHUCTOXMMHUYHU METOIM C IMbPBHYHHM aHTUTEINA
cpely KaanuToHHH reHHo-cBbp3aH nentua (CGRP), rama-amunomaciena kucenuna (GABA),
cyocraniust P (SP) u nepomentua Y (NPY). Upes pyrunnure onsersisanuss HET Osixa
BU3YaJIM3UPAHU U JIOKAJIU3UPAHU B TEPMUHAIHU U pecriuparopau oponxuonu u aiaseonu. HET
0sixa HaOJNIOIaBaHU KaTO KIICTHPH OT KJIETKU, IPOMUHUPALIA B JTyMEHAa HAa BB3yXOHOCHHUTE
IbTUINA. BBIOpeku TOBa M3MOI3BAHETO HA TE3W METOJIU € JIMMUTHUPAHO MOpaJH JUIcaTa Ha
cnerupuIHr MOPQPOIOTHIHH Oele3n 3a ACHTH(GHUKAIMSA Ha CTPYKTypHTe. Upes U3IMoI3BaHETO
Ha UMYHOXMCTOXUMHUYHUTE METOAU Oellie Ompe/esieHa eKCIPecusaTa Ha peIulia HeBPOIIECTITUIH
B HET. WMsnomsBaiiku mbepBuyHO aHTUTUIO cpeury CGRP Geme Busyammsupana HET-
MUKpoOcpeZa, KosATO BkmouBa U Kiapa-momoOHHMTE KJIETKH, pa3MOJIOKEHH  OKOJIIO
HEBPOCHJIOKPUHHUTE KIIETKU. beme aemoncrtpupana um ekcrpecusata Ha SP u GABA B
HEBPOCHIOKPUHHUTE KIIETKH, KaTO PEaKIusaTa 3a TIX Oerie 0coO0eHO CHIIHA NPU TPUMECEUHUTE
SHR mpxoBe. Karo 3akmrouenne HET excnpecupat 6orat HabOp OT HEBPONENTUIM, KOSTO TH
MpaBU Ba)KEH €JIEMEHT OT OeloIpOoOHUS MapeHXHM, KOWTO MHTErpUpa XMMUYHH CTUMYJH B
6emust 1po6 u [THC. JlombHUTETHE H3CIeIBaHUS ca HEOOXOIUMH 3a TO-SICHOTO pa3dupaHe Ha
y4acTHETO Ha TEe3UM HEBPOAKTMBHU BEIIECTBA B IMATOJOTMYHU TMPOMEHH U PEreHEpaTUBHUS
KanauTeT Ha Oenus 1poo.

Hayuynu ny0JMKkauuu u NposiBu:

e Stamenov, N., L. Jelev, D. Atanasova, A. Dandov, N. Lazarov. Microscopic Anatomy
of the Pulmonary Neuroepithelial Bodies in Spontaneously Hypertensive Rats. — Acta
Morphol. Anthropol., 29, 2022, 18-21.

e Stamenov N, Atanasova D, Jelev L, Dandov A, Lazarov N. Localization of CGRP-
immunoreactive structures in the pulmonary neuroepithelial bodies of spontaneously
hypertensive rats. VIII National Conference with international participation
“Morphological Days”, Sofia, Bulgaria, June 10 — 12, 2022.

Hayunusr oruer e npuer ¢ BHCOKA oueska no ckanara Ha CMH.

Jorosop /1-80/04.06.2021 Cepo/IOTUYHO NPOYYBaHe 3a YCTAHOBSABAaHe Ha
acMMIITOMAaTUYHO pasnpocTtpaHeHue Ha SARS-CoV-2 B reorpadcku u
KJIMMAaTUYHO 000C00eH paiioH B bbirapusa
H3cnenoBarencku exun: [Ipod. n1-p Paiina [{eranosa I'eprosa, mm
e Unen xop, npod. iBan Muros, 11
I'nn. ac. IBo Cupakos, im
I'n. ac. Huxonaii KenBaues, qM
IIpod. Tans Crparesa, 1M
Ac. Ilers CrankoBa
I'eprana ITapackoBa
e Jl-p Jlronmuna beprapcka
BbazoBa opranusanus: MY - Codust, Meauuuncku gaxynrer, MeauuHcka MUKpOOHOJIOTHS,
yi. 3apase 2, Codus 1431
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PE3YJITATHU: [lannute 3a acuMmnroMatndyHu uH@pekuun npuduHeHu ot SARS-CoV-2 npu
YOBEKa ca Pa3HOMOCOYHU U HE JIaBaT sicHa MHQopMarus 1 Morar na apupar ot 0.3 mo 78.6%.
bpp30T0O pasnpocTpaHeHue Ha BUpyca c€ ABKU HA aCUMIOTOMAaTUYHHUTE WH(GEKIHUH, KOUTO ca
rojsiMa ONAcHOCT, ThH KAaTO MOJKONAaBaT KOHTPOJIHUTE MepKu. CbhIIoO Taka, OT 3HAUYEHUE 3a
Pa3MpoOCTPaHEHUETO Ha PECIMPATOPHUTE BUPYCH ca reorpaCKuTe U KIMMaTUYHU OCOOCHOCTH.
BbB BpB3Ka € TOBa, CH MOCTaBUXME 3a ILI€JI, TIOCPEACTBOM PETPOCHEKTUBHO IPOYy4YBaHE, Aa
MPOYYUM CKpHUTOTO pasmpoctpaHeHnero Ha SARS-CoV-2 npu yoBeka B TpW mepuoja - IO
Bpeme Ha um3onanusara 13.03.-13.04, cnex west 14.04-07.08 u ecenra 26.10-08.12.2020 rog,
KaKTO U JIa OMpEeesIUM 3HAaYCHHETO Ha HAKOU KIMMATHYHU U reorpadcku dakrtopu. 3a uenra
uzcnenBaxme 418 cepymHuM mpobu, oT roroszamagHa bbearapus, o0muHa CaHZaHCKWH,
mocpeicTBOM J1BoMHO pekomOuHaHTHa IgM, IgA u IgG ELISA. 369 ot npobute u3ciaeaBaxme ¢
Obp3 AaHTUTENEH TECT M TMOJlyueHHTe pe3yaratu cbrnocraBuxme ¢ ELISA wmerona.
AcuMNTOMAaTUYHUTE CIy4ail 3a TpuTe erarna B mpoyuBaHeTo 0sxa 3.84%, 9.18% u 51.31%, unu
obmio 3a memust nepuoa 16.51%, kaTo HE yCTAaHOBHUXME CTATHCTUYECKU 3HAYMMa pa3jifKka B
craryca Ha aHTtuTenara cpemy SARS-CoV-2 mexny mbxkere u sxeHuTe. ChIOCTaBSMKH
MOJyYCHUTE pe3yJTaTH, KIAMAaTHYHUTE (HAKTOPH W XapaKTePUCTUKUTE Ha BHpYyca
aHaJM3MpaxMe Bb3MOKHMSI HAUMH 32 BHOC Ha BUpyCa B rpaja. YCTaHOBUXME, Y€ BUPYCHT €
LUpPKyJMpall B OOIIMHATA MPear IIBbPBUSAT PETUCTPUpPAH Cllydyail BHECEH OT BenmkoOputaHus.
BeposTHO BUpPYCHT € HaBIsA3bI B TIpaja C MacoBOTO NpuOUpaHe Npeau H3oJalusITa
IIOCPEACTBOM aCMUIITOMAaTUYEH HOCUTEN, HO HE U ITOCPEJCTBOM BB31yIIHUTE TIOTOLH.

[Ipn HampaBeHOTO cpaBHEHHE MeXAy Obp3 aHtutTeneH tecT U ELISA meron, Obp3usT Tect
nokaza 100% cneuuduunoct U 74% 4YyBCTBUTEIHOCT CIHpPSIMO JBOMHO pPEKOMOMHAHTHaTa
ELISA texnuka. Te3u u Apyru pe3yiratd, B CBETOBEH Mallad, MOCTaBAT BBIIPOCA 3a CTENEHTa
Ha U3IOJI3BaHE Ha Obp3uTe TecToBe B opuuuamHus KoHTpoid. Ilopamu ToBa, ue HsMa
opunmanuu naHHu 3a crpaHata npeau 06.06.20 rom., Te3um pe3ydATaTH AOMBJIBAT
nHpopmanusaTa 3a paznpocrpanenunero Ha SARS-CoV-2 B ctpanaTa, mpeay TO3U MEPHO.
Hayuynu ny6JMkauuu u NposiBU:

e Sirakov I, Stankova P, Bakalov D, Bardarska L, Paraskova G, Mitov I, Gergova R.
Asymptomatic spread of SARS-CoV-2 during the first wave in Bulgaria: A
retrospective study in a region with distinct geography and climate. Was the virus
source from the UK? Acta Microb. Bulg. 2022; 38(4):358-360.

e Sirakov I, Rusenova N, Rusenov A, Gergova R, Strateva T. Human ELISA Detects
anti-SARS-CoV-2 Antibodies in Cats: Seroprevalence and Risk Factors for Virus
Spread in Domestic and Stray Cats in Bulgaria. Veterinary Sciences. 2023; 10(1):42.

Hayunusr oruer e npuer ¢ OTVIHYHA onenka no ckanara Ha CMH.

Jdorosop /1-81/04.06.2021 [IpoyyBaHe nOTeHLMa/ia HA KOTKUTE KaTO
pe3epBoap M U3TOYHUK Ha MHPeKIuu cbC SARS-CoV-2 npu yoBeKa B
boarapus
Nscaenoarescku exun: ['11. ac. MBo Hukonaes Cupakos, 10KTOp
e ['n. ac. Hukomnait KniaBaues, 1M
IIpod. Tans Crparesa, 1M
[Ipo¢. Paitna I'eprosa, mm
Un.xop. [Ipod. MBan Muros, 11
JoOpunka MBanoBa, 1M
e I'nm ac. Pammma Ilomosa, oM

ba3zoBa opranmszamusi: MY - Codus, Memununcku ¢akynrer, Karempa ,MeaurmHcka
Mukpoouoorus®, yi. 3apase 2, rp.Codus 1431
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PE3YJITATHU: Nndeknuure ¢ KOpPOHABUPYCH Ca 300HO3U M Pa30MPAHETO HA 300HO3HUS UM
NpOU3X0A € KI4oB ¢aktop 3a Oopbara c¢ 1ax. KoponaBupycure H3MOI3BAT pa3IHYHH
CTpaTeruu 3a aJanTalys U CBbpP3BaHE C KJIETKaTa rOCTONPHUEMHHUK, MTOPAJU TOBA € Bb3MOXKHO
SARS-CoV-2 na ocraBu cien cebe cu TPHUPOJHU pe3epBoapu. YCTAaHOBEHA € BHCOKa
YyBCTBUTEIHOCT HAa MaiiMyHH, rmopoBe U KOTku KbM SARS-CoV-2, u no-ciaba npu Kyuera.
Kotkure B bbarapusi ca mmpoko pa3mpocTpaHEHH KAaTO JOMAITHU JTIOOMMIM U O€3IOMHH, H
BpB3Ka C TOBA, CH MIOCTAaBUXME 3a 1]l Ja U3cieBaMe KIMHUYHU U CEPOJIOTHYHU TPOOH OT THX,
3a JjoKa3BaHe pasnpoctpaHeHneTro Ha SARS-CoV-2 u BB3MOXKHOCTTa 32 (OPMHpAHETO Ha
pe3epBoap Ha Bupyca. V3mon3BaxMe MpelHa3HayeHa 3a 4YOBEKa JBOMHO peKOMOWHAHTHA
ELISA, RT- Real Time PCR, LAMP, cekBenupane wu pazpaboruxme nested(n)PCR.
ITposenoxme mudepennmnna auarHoza ¢ FHV, FCV, Mycoplasma u Chlamydia felis. Or
knuangaATe podu 30.31% Osixa momoxkurenau 3a SARS-CoV-2, 17.17% 3a FHV, 6.06% -
FCV, 45,45% Mycoplasma u 16.16% 3a Chlamydia felis. Ananu3a Ha pe3yaTatute mokKasa
BB3MOXHa 3aBucuMocT Mexay SARS-CoV-2 u FHV. Hanuune Ha anturena cperry SARS-
CoV-2 noxkazaxa 11.11% ot npobure, a 2.8% 0sxa rpannunu. Pazpadorenusat nPCR mnoxkaza
100% cnenuduunoct u yyBctButenHoct a0 0,015 ng/uL Bupycna PHK. IlpouenTa
MOJIOKUTETHH KIUHUYHU Tpodu 3a SARS-COV-2 nokasBa akTUBHA IIUPKYJIAlKs U MpeaBaHe
Ha BUpYyca cpeJl KOTKUTE. BBB Bpb3Ka ¢ TOBa, MOXKE JIa CE CIIEKYJIUpPa, Ye MyTaIMUTE Ha BUPYCa
MpU KOTKUTEU APYTHM TOCTONPHEMHMIIM, MOXE Jla JoBeAaTr 10 (OpMHUpaHETO Ha BapUAHTH
CHECM(PUIHA U IUPKYITUPAIIH CaMO CPel TSAX WIH JIa C€ TIPEeBbPHAT B MIOCTOSTHEH M3TOYHUK HA
BHUpyca 3a yoBeka. Hamuumero Ha antutena B 11.11% ot u3cnenBaHuTe KOTKM MOKa3aBa
dbopMupaHeTo Ha UMYHEH OTroBOp. CepoJIOTMYHUTE JAaHHH CHIIOCTABCHH C IOJIOKHTCITHUTE
KIIMHUYHU TPOoOU, BEPOSITHO MOKa3Ba 'BhJIHA' OT pa3lPOCTPAHEHHUTE HA BUPYCa Cpell KOTKUTE U
HavyaJoTo Ha (hopMHpaHe HA TOMyJIAlMOHEH MMYHHUTET. KOTKHTE WMMar MOTEeHIHa a Ja ce
MPEeBbpPHAT B PE3E€pPBOP Ha BHpYyca , HO TOBA 3aBHCH U OT BB3MOXKHOCTTA 3a (hopMupaHe Ha
MOMYJIAIIMOHEH UMYHHUTE TIPU THX.

Hayuynu ny6JMkauuu u NposiBU:

e Sirakov I, Popova R, Ivanova D, Rusenova N, Mladenov H, Mihova K, Mitov I.
Development of nested PCR for SARS-CoV-2 detection and its application for
diagnosis of active infection in cats. Vet. Sci. 2022, 9, 272.

Hayunust otuer e npuer ¢ QTJIHYHA ouenka no ckanara Ha CMH.

Aorosop /1-82/04.06.2021 U3csieaBaHe Ha NaHeJs OT PU3MOHHM I'eHH IIPHU
AETCKH COJINJHU TYMOPH Ype3 HOBOreHepallHOHHO CEKBEeHHpaHe
H3caenoBarenckn exun: [Ipod. Pagka Ilerposa KbpHesa, 16
e [Ipod. n-p Xpucro IlluBaues, 1M
I'n.ac. n-p Hagexna Tonekosa, 1M
J-p Hus Cbp6siHOBa, 1M
ITpod. a-p Hobpun KoncrantuHos, 1M
n-p UBan boponcy30s, 1M
I'eprana CranueBa, 10
Kannaa MuxoBa, MSc
e Beponuka [leTkoBa

Ba3oBa opranmsanus: MY - Codus, MO, Karenpa mo MeguiimHcKa XUMHS 1 OMOXUMUS,
MM, yu. 3apase 2, Codus 1431
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PE3YJITATHU: AxtyamHocTTa Ha MpoOJieMaTHKaTa CE€ OINpeAesss OT BHUCOKAaTa 4YeCcToTa Ha
coluaHuTe Tymopu B aetcka Bb3pact (HACT), roieMusT UM MaJIUTHEH MOTEHIIMAN C BUCOKA
CMBPTHOCT U BB3MOKHOCTTA Jla CE€ MOBIUSABAT OT ChbBPEMEHHOTO JICUeHHE MPU HAaBPEMEHHA U
TOYHA JUarHo3a. B HacTosIOTO nMpoy4BaHe Osxa U3CICABAHHU PEAKU TYMOPH B JETCKA BH3pacT
3a HanMuue Ha (y3uoHHU OenTbuu upe3 KUT FusionPlex® Sarcoma um HOBOreHeparroHHO
cexkBenupane. [Ipu 6 or 8 mamumentu (75%) Oemie OTKPUT (Gy3UOHEH OENTHK, KaTO Momara
npenusupane Ha AuarHos3ara. Equn ot Te3u 6 nanuenTa e ciayyail Ha FOuHT capkoma J1oKasaH ¢
JpyT METOJ] U M3MOJ3BaH KaTo MO3UTHBHA KOHTpouia. [Ipu equH ot mamueHTure 01arogapeHue
Ha TOBa u3cje/aBaHe Oelle OTKPUT BapUaHT XapaKTepeH 3a APYr XUCTOJIIOTUYEH BUJ TYMOPH.
CaMo mipu eIMH OT MAIIMEHTUTE HEe OeIllle OTKPUT HUTO EAWH BApPHAHT, a TIPU €IMH MMAlUCHT HE
Oelie BB3MOXKHO M3BBPIIBAHETO Ha aHaIM3a, MOpPagd HHUCKOTO KAadyeCTBO Ha H3XOAHUA
MaTepua.

Hayunust otuer e npuet ¢ /[OBPA ouenka no ckainata Ha CMH.

JAorosop /1-83/04.06.2021 I'bJIHO €K30MHO CEKBEHHPaHe MPHU NaLlUEHTH C
KOMIJIEKCHU ¢GOpMHU Ha enUJIeNCUsA, CBbP3aHU C APYry HaApylLlIeHUs B
pa3sBUTHUETO HA HEPBHATA CUCTEMA U BpoJdeHHU MajipopMaLu

W3caenosatenckn ekun: [Ipod. AnGena Kupunosa Mopranosa, 10kTop

e Ac. HeBsina MBanoBa, 1OKTOp
Banentuna IleitueBa, 1okTop
Panocsera boxxniosa
Hou. n-p lanuena ABmxueBa-T3aBemia, 1M
[Ipod. n-p MBan JIuTBUHEHKO, M
I'n. ac. n-p I'enoseBa Tauesa, nm
Ac. n-p Mapus Ilerposa
Ac. 1p-p Iumutsp Munkos CramaToB
[Ipod. n-p Benera boxunosa-YamoBa am
I'n. ac. n-p Mnusina Anexcanaposa — JlazapoBa, M

e JI-p Januena /leneBa —Tonoposa
Ba3zoBa opranuszanusa: MV - Codust, Menununacku dakynrer / Kareapa no Meaununcka
xumus 1 onoxumust / LleHTbp 1o MonekyaHa meauiuHa, Yir.3apase 2, Codus 1431
PE3YJITATHU: KowmmekcHute (OpMH Ha €NUIIENCUs, CBbP3aHU C JAPYrd HapyIICHUs B
pa3BUTHETO Ha HEpBHATAa CHCTEMa ca KJIMHUYHO XETepOreHHa TIpyna oT 3a0o0JiiBaHUS, C
NPUIIOKPUBAIM c€ (DEHOTUIH, BKJIIOYBALIM ayTH3bM, HM30CTaBaHE B MOTOPHOTO U HEBPO-
MICUXUYHOTO pa3BUTHE, YMCTBEHO M30CTaBaHE€ M BpoJeHH Mandopmaruu. Haii-uecto ce
IbIKAT Ha XPOMO3OMHHU alepaluyd WM KONMUWHU BapuaHTH. B ocrtaHanmuTe ciydau ce
OTKpUBAT TOYKOBU MYTAaIlM{, KOUTO YCIEIIHO C€ JETEKTUPAT C M3MOJ3BaHMsI OT HAC METOJ Ha
nbJIHO ek30MHO cekBeHupane (WES). B wuscnensanero Osixa Bkimtouenu 10 manumeHta c
KOMIUIEKCHU ()OPMH Ha €MUJIETCUsl, TPU KOUTO ca OMIIM OTXBBPJEHU HAW-4YECTUTE T€HETUYHU
MPUYKHU 32 3a00msiBaHeTo. [laTOreHHU/MOTEHIIMATHO MAaTOTeHHU BapuaHTH Osxa HaMepeHU B
50% ot caydante (5 ot 10 mammenTta). To3u TUarHOCTUTEH NTOOWB € CPAaBHUM C IIUTUPAHUTE
JaHHU B TMOAOOHM TPOyuYBaHUS H JOKa3Ba omie BeaHbX edekruBHoctta Ha WES B
MOJIEKyJIHaTa JMarHOCTHMKa Ha KOMIUIEKCHUTEe (Qopmu Ha emwierncus. Wnentuduuupan Oe
ObpBUs CiTydall B BbiIrapus Ha HACKOpO OmMMcaH psabk reHerndeH cuHapom Ha O’Donnel-
Luria-Rodan, koero nompuHacs 3a MO-HAJEXKIHA WHTEPIpETAlMATa HAa Bpb3Kara TeHOTHII-
¢denotun. JlokasBanero Ha maroreneH BapuaHT B reH KCNC3, npu mammeHT ¢ enwierncus u
M30CTaBaHE B Pa3BUTUETO JIOBEJAE /10 Pa3IIMpsBaHE HA KIMHUYHUS (EHOTHUII, CBBP3aH C TO3H
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TeH W TOKa3a, 4e TOW TpsOBa da OblIe BKIIOUYEH B TCHHUTE TaHEIM 3a JMAarHOCTHKAa Ha
enmiencus. Karo 10, PAa3KPUBAHCTO Ha I'CHCTHYHATA IMPUYMHA 3a 3a00JISIBAHETO HE CaMoO
AOBEAC A0 IOCTAaBAHCTO Ha CUI'yYpHa I'€CHCTHYHa JUarHo3a, HO UMall€ OrpOMHO 3HAYCHHUC 3a
TCHETUYHOTO KOHCYJTHpPAaHE B M3CIEIBAHUTE CEMEWCTBA, OCOOCHO B cCiydauTe Ha ciabo
,Z[e(i)I/IHI/IpaH U HCIIBJIHO pas3rbpHaT KIWMHHUYCH (bCHOTI/Il'I CBBbpP3aHO C IIPpOrHo3ara Ha
3a00JIIBaHETO, TEPANEBTUYHUS TOJXOMA, PUCKa OT paxkJaHe HAa OOJHO JeTe MpH CieaBamia
6peMeHHOCT U BB3MOXKHOCTTA 3a IpCIAjlaraHe Ha JOpoaoBa JHAIHOCTHUKA. UzsacusBa"eTo Ha
MOJICKYJIHUTC XapaKTCPUCTUKHU HA TC3U 3a00JIsIBaHUsA IMMoKa3a, 4€ BBIIPCKU CJIOKHATA KIIMHHUYHA
KapTuHa, IIpU IIO-rojisiMa 4aCT OT MalUCHTUTE C€ ABJDKHM Ha CAWMHUYHU de novo MyTalluu B
I'C¢HH, CBbp3aHU C PA3BUTHCTO HA HCPBHATA CHUCTCMA, PAHHOTO eM6pI/IOHaJIHO Pa3sBUTHUC WA
crenuUIHO eKCIpecHupaHu B HEpBHATa ThKaH, YMATO (YHKIMS € KPUTHYHA 3a paborara Ha
HCPBHUTC KIICTKH.

Hayuynu ny0aMKanuy 4 NposiBu:

e H. HMBaHoBa. .]ICKI_II/IHZ ,,H’LJ’IHO CK30MHO CCKBCHHUPAHC B AWAIHOCTHUKATA Ha PCIAKH
3a6OJI$IBaHI/I$I, CBbp3aHM C HAPYUICHHWA B Pa3BUTHCTO HAa HEpBHATA CUCTCMa U BpPOJACHU
Mandopmarnuu — Jla nmoapeaum mw3enal!”. Bropa nayuyna xoHdepeHuus ,l'eHeTuka B
KJIIMHMYHATa Tpaktuka“, 2-5 oHu 2022 r., B x-n1 bensuin, k.k. Hronun. Hayuyna cecus
,,] €HETHKA U HEBPOJIOTHS .

¢ N.lvanova, K.Mihova, D.Avdjieva-Tzavella, V.Peycheva, l.Litvinenko, G.Tacheva,
I.Aleksandrova, V.Guergelcheva, V.Bojinova-Tchamova, V.Mitev, [|.Dimova,
AJordanova, R.Kaneva. P10.045.D: “Whole exome sequencing followed by reverse
phenotyping in patients with neurodevelopmental disorders identifies rare genetic
syndromes and reveals novel clinical and genetic variants”. European Human Genetics
Conference, Vienna, Austria, June 11-14, 2022. Hybrid Poster.

Hayunust otuer e npuer ¢ JOBbPA ouenka no ckaara Ha CMH.

Jorosop /1-84/04.06.21 [IpucbCcTBUE U POJIsd HA BUPYCHU OT CEM.
Herpesviridae B naTo/iorusiTa npocTaTeH KapiuHOM

N3caenoBarenckn exun: ['n. ac. bunsna ['eopruesa ['eopruesa, 16

e IIpod. Anbena Tonoposa-I'eopruena, 10H

e JSluka Jlanrynosa

e Anwuta KaBpbkoBa, 10

e Kpemena MeceukoBa
BbazoBa opranmsamusa: MY - Codusa, Menuuuncku ¢akynter, Karenpa mo MeauuuHcka
xumus u omoxumusi, Cexuust ,,buoxumus®, yi. 3npase 2, 1431 Codus
PE3VYJITATH: Llenta Ha HacTosIIaTa Hay4dHa pa3paboTka Oele ja MpoydyuM MOTEHLMAIHATa
acommaiys Ha BupycH oT cem. Herpesviridae (HHVS) ¢ mosiBa u mporpecuss Ha MpOCTaTeH
kapuuHoM (I1K), BcinencTBue nmepcuctupania akTUBHa MHPEKIMS U TYMOPOr€HHA OMOJIOTHYHA
aKTUBHOCT Npu Obarapcku nauueHTH ¢ 11K, gompokauectBena npoctarna xunepmiasus (AI1X)
u ITK/AITX. NU3cneasaxme mo eaHa uria ot “tru-cut” omoncuu ot 78 maiuenrta - 58 ¢ qokaszan
IMK u 20 ¢ AITX. Ipunoxuxme excrpakius Ha JITHK or omomornunute npoodu, PCR, Real-
Time PCR. Ilpu 11,5% ot Bcuuku mamueHtd (9 ot 78) neTekTHpaxme akTHBHA BHPYCHA
uHbekusa cue creanute 4 Bupyca ot cem. Herpesviridae - CMV, EBV, HHV-6 u HHV-7.
BoymMHCTBOTO OT HAaXxOAKHTE Ha aKTMBHA BUPYCHA MH(EKUHMs ca B KIMHUYHATA Tpyna Ha
nanuenture ¢ JIIX (25%) u easa mpu 6,9% ot namuenture ¢ auarnosa IIK. Otkpuxme
MacoBU MOP(O-XUCTOJIOTMYHHM HAXOJKHU Ha BB3MAIUTENEH IMPOLEC: aTUMUYHU, aTPOGUUHU U
MPEKAHIIEPO3HU TPOMEHH, XPOHHYHA BB3NAIMTETHA WHQUITPAIS, aMHUJIOWIHH TeJa |
UTONATUYEeH eEeKT, XapaKTepeH 3a MOBEYETO OT JIeTeKTHpaHUTe BUpYcH, rnaBHo EBV, CMV,
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HHV-6, xonnieaTpupanu B rpymnara narueatu ¢ JAI1X. [TomydaBaneTo Ha TakuBa pe3yJTaTH 3a
cX0JiHa MOP(O-XUCTOJOrMYHA KapTUHA U HAJIWYHMETO Ha BUpycH oT ceM. Herpesviridae B Hax
25% ot nanuenture ¢ JAIIX m JIIX/TIK, B komOunamus ¢ [ICA cToHOCTH B CHBa 30Ha,
XapakTepu3upa omnpejaencHa kputuyHa ¢asza oT passutuero Ha [IK m HOCH TONSIM pHCK OT
OTKJIIOUBAaHE HAa MAJIUTHU3AIMS Ype3 BUPYC-aCOLMUpPAH TYMOpOTeHeH npouec. Habmrogenusta
HU TOAKpenAT Teopusta 3a “hit and run” moaen Ha mMpocTaTHUS KAPIMHOM, T.€. BUPYCHUTE ca
MHOTO MO-aKTUBHU B HAYAJIHWUTE U MPEJIOMHHU €Talu, KaTo OTKIKYBAT 3a00JIsIBAaHETO, a IO-
PSAIKO ce NETeKTUpAT B aBaHcupasa ¢aza Ha 3a0oisiBaHeTo. HammTe pe3ynTratd MOAKpEIsT
XHUIOTEe3aTa, Y€ AbJIroBpeMeHHaTa akTuBHa uHdpekuus ¢ HHVS nonpunacs 3a unpanpoctatHo
BB3IMAJICHUE, TpeKaHuepo3Hu Jiesun u 11X, U mo-KbCHO 3a 03JI0KaUeCTBYBAHE HA IMOCTATHUS
enuten. [IpeBeHmusaTa u JedeHneTo Ha UHGEKIUU C BUPYCHA €THUOJIOTHS B IIpOCTaTHATA HKJie3a
Orxa MMallv TOJIOKUTENCH e(heKT BbpXy KOHTpoJia U npeBeHIusaTa Ha [1K.

Hayunust otuer e npuet ¢ /[OBPA ouenka no ckainata Ha CMH.
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Jorosop /1-85/04.06.2021 B3aumogeucTBUE MEXAY €HJOreHHaTa
KaHAaOMHOMAHA U CepOTOHEepPruYHaTa CUCTEMHU B MaTOreHe3aTa Ha CTyA0BUS
cTpec
H3caenoBarencku exun: lou. n-p Xpucruna Xpucrosa Houyesa-/lumurposa, 1M

o IIpod. n-p Anekcanawsp CTOlHEB, TH
Hou. n1-p Poman Tames, nim
Hou. a1-p Panka Tadpamxkuiicka, 1M
Hou. n-p Pymen Hukonos
I'n. ac. n-p I'eopru bornanos, 1M
Ac. n-p Huxoumnaii CtoiineB, 1M
Ac. n-p Bnaiiko Bonennuapos, 1M

e Hukxun Onueeiipa, cTyACHT

e Hucapr Illax, cryaeHr
Ba3zoBa opranmsamus: MY - Codus, MO, Karenpa ,,Ou3uonorust ¥ maroQpu3noIOrHs, Y.
»3apase 2, Codust 1431
PE3YJIITATU: O®OyHKIMOHAIHUTE U CTPYKTYpHU NPOMEHM B OpraHM3Ma, HACTBHIBAIIU B
YCIJIOBUS Ha CTPEC B PE3YJITAT Ha CIIOKHOTO B3aUMOJECHCTBUE MEXy €HIOKPUHHATA, UMyHHaTa
Y LEHTPaJIHATa HEPBHA CUCTEMH, MOraT J1a OTKJIKYaT pa3JIM4HH, T.HAp. ,,CTPEC-MHIAYLUPAHU
CbCTOSIHUS M 3200JsIBaHUA”, HAKOU OT KOMTO COLIMAIHO 3HAYMMHM. M3yuyaBaHETO MEXaHU3MUTE
Ha pa3BUTHE HA CTpeca OM JNano MPaKTHYECKH HACOKM 32 HaMaJsiBaHE OTPHUIATEITHOTO MY
Bb3/IeiicTBUE BbpXY opranusma. llenara Ha npoekTa O6e u3yuyaBaHe poJisiTa Ha KaHAOMHOWHATA
U CEpOTOHEPruYHaTa HEBPOTPAHCMUTEPHU CUCTEMHU B IATOIEHE3aTa Ha CTYAOBHS CTpEC IpPH
IUTBXOBE. EKCIEpUMEHTaJHUTE IIOCTAHOBKM BKIIIOUBAaXa IPUJIOKEHUETO HA AaroHUCTH MU
aHTaroHUCTH Ha KaHaOumHomaHuTe peuentopu CB1 u ceporonunoBute peuentopu SHTIA B
pa3nuyHM KOMOMHALIMM Mpeau U3JaraHeTo Ha J>KMBOTHUTE Ha 1-4acoB CTYyAOB CTpec.
OmnpenensiHero Ha 0OJIKOBaTa MEPLENIUS CE OCHIIECTBABAILE YpPE3 MEXAHWYHU M TEPMUYHU
HOLMIENTUBHU MeTOAN. OTUUTAHUAT e(DEeKT BbpXY CTpec-UHAyLMpaHaTa aHaJIre3us ce mprueMa
KaTO HHJWPEKTEH II0Ka3aTel 3a CTPEec-OTroBOpa Ha OpraHu3Ma kKarto msuio. Ilomydenure
pe3yJITaTi IoKas3axa, 4e:

e JIBETE CHCTEMH B3aMMOJCICTBAT B [TaTOT€HE3aTa Ha CTYIOBUS CTPEC;

e KaHaOMHOMJHATa cHUCTEMa MpHUTEKaBa MOAYJIUpAl] epeKT B MaToreHe3ara Ha CTYIOBHUs
CTpec, KaTo ImbpBOHauaaHO noaabpka CHUA B ompeneiseHu CTOMHOCTH, @ MO-KbCHO S
MOTHUCKA; aHTaroHusupanero Ha CB1-penentopute mpekpatsiBa MOayIupaus epexT u
C€ OTYHTAT IT0-BHCOKU cTorHOCTH HAa CUA;

® CepoTOHEpruyHaTa cucTtemMa uMma mo-ciad camoctosteneH edekT Bbpxy CHUA, kato
MIOBUIIIaBa CTOMHOCTUTE 1 MpeIUMHO Ha 30-Ta MMH OT €KCIIEPUMEHTA;

® IIPETPETUPAHETO ¢ JBaTa aroHucra noHmwxkasa CUA ot 20-Ta MMH Ha €KCIIEPUMEHTA;

e anTtaroHusupasHero Ha CBIl-penentopure ¢ enHoBpeMeHHO mnperperupane ¢ SHTIA-
aronuct obycnas CUA ot 20-Ta MUH Ha eKCIIEpUMEHTA, KaTO CTOMHOCTUTE W OCTaBar
MOCTOSIHHU 0 Kpasi Ha OTYETEHHUs NMEPHOJ U MPOsBABAT TEHACHIIMSA KbM MpPEBUIIABAHE
Ha TE3U IpU KUBOTHUTE, TPETUPAHU C JIBATA arOHUCTA,

e anrtaroHuszupanero Ha SHT1A-peuentopure ¢ egHoBpemeHHO mperpetupaHe ¢ CBI-
aroHuct noka3pa PPT-cToiiHOCTH, ChbU3MEPUMU C TE€3U HA KOHTPOJIUTE;

® ONUOWJHUTE PELENTOPH Ca aHTAKUPAHU B OMHCAHUTE €(EKTH;

® B IIOCOYEHUTE €(DEKTH BEPOSITHO yUacTBaT U Apyru MeauaTopHu cuctemu (Hamp. TAMK-
WIN TIIyTaMaT-epruaHuTe).
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[lomyuenure pe3ynTaTd NOTBBPAMXA XUIOTE3aTa HAa HAy4yHUs €KUII: EHJOreHHara
KaHaOMHOMJIHA M CEPOTOHEPrMYHaTa HEBPOTPAHCMHUTEPHU CHCTEMU CH B3aUMOJICHCTBAT B
IaToreHe3ara Ha CTY/I0BUS CTpec.

Hayunusr oruer e npuer ¢ Z[OBbPA ouenka no ckanata Ha CMH.
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Jorosop /1-86/04.06.2021 Kpoc-kKope/jiaTUBEH aHA/IM3 HAa JUHAMUKATA B
HEeBPOJIOTHYHOTO NMOBEeJeHHe U MapaMeTpuTe Ha MO3bYHHUA IPOTEOM y
IrbXxoBe ¢ UHAyuupaH STZ-ICV ekcnepyuMeHTaJ/IeH MoJeJ 1 Ha 60J1eCT Ha
Anxaumep.
N3caenoBaresicku exui: [ou. a1-p Panka Kpunosa Tadpamxkuiicka-XamKkrnonosa

e Jlou. n-p Hanuena [lexnuBanoBa, 1M
Hou. n-p Jlro6omup Tpaiikos, 10¢
I'n.ac. n-p Tonop bornanos, ad
Ac. n1-p Jumutsp bakanos, am
Ac. 1-p 3adep Cabur, 1m
Amnacracuoc [lanmareopruy- cTyaeHT

e ®pakucku-loanna Teonopoc- CTyIeHT
BazoBa opranmzammsa: MY-Codus, Menummacku ¢Qakynrer, karenpa Pusmonorus u
[Matoduszuonorus, yn. 3apase 2, Codus 1431
PE3YJITATH: XunornukeMusita 1 XUNoMeTa0OJUTHUTE HAPYLIEHUS B MO3bKa, IPUUUHEHU
OT HAMaJIeHO YCBOSIBaHE Ha IJIIOK03a, C€ HaOyonaBarT B cHelupUYHM O0JIACTH Ha MO3BKA,
3acerHar ot bonectra Ha Anuxaitmep (AD). CnenoBarenHo riitOKO3HUSAT XUIIOMETA00IU3bM U
SHepruiiHUAT AePUIHUT ca OTINYuTenHH Oene3n Ha AD. VMma HSKONKO XHIIOTE€3U, KOUTO
OOSICHSIBAT POJISTa HAa TIIOKO3aTa B XMIIOMETA0OIMTHUTE M3MEHEHUsS npu AD, HO HaTMYHUTE
JAHHH 10 TO3M BBIPOC ca crnabu. HamaneHus TpaHCHOPT Ha TIIOKO3a B TIIMAITHUTE KIIETKH
MOJKE J]a € CBBP3aH C HamMaJieHa eKCIpecHs Ha rimoko3Hu Tpancnoprepu GLUT-1u GLUT-2 B
HEBpOHAJHaTa W TrmuanHa ThkaHu. OT JIpyra cTpaHa, mpeHocuTenute Ha rioko3a (GLUT-1u
GLUT-2 ) morar nma urpast poJisi KaTo MOTEHIMAIHW MHUIICHU 3a Tepamus Ha OojecTra Ha
Annxaitmep. CbenuHeHUs: KaTo aHTUaMa0eTHU JekapeTBa, aroHuct Ha SGLT1, uncynun, ce
npeajgaraT KaTo TEpalneBTUYHO cpeAcTBo. He3aBucuMo OT TOBa, NPEUIOKEHUTE ILIEJIM Ha
TepanusaTa ce Hy)XIasAT OT AONBJIHUTEIHHU U3CleBaHUsA. B HacTOSALIMS MPOEKT € MpeaCTaBeH
€IMH CHUCTEMEH IOJXOJ Ha aHajdu3 Ha >XMBOTHHCKA MOJENHA CHCTeMa Ha OojecTra Ha
AnuxaiiMep ¢ uHTpanepeOpo-BeHTpUKYyJapHaTa HH(Y3Us Ha CTpenTo30TOUH (MJIM HaKPaTKO
CTpenTo30TOMHOB MOJIEN) Bojema 10 celekTuBHO wHxuOMpane Ha GLUT-1m GLUT-2
TpaHCHOpPTepUTEe B oOJacTTa Ha 3-TW BEHTPHUKYJ (MSICTOTO € ONpEeleNeHO ¢ TOMOINTa Ha
CTepEeOTaKCHUYHA TEXHHUKA), C MapajeHO MPOBEACHH MOBEIEHYECKH U TaMeToBU TecToBe. Cren
nposeneHuss Kpoc-kopenaTuBeH aHalin3 Ha TPyNUTE OT JAaHHM CBBP3aHM C NPOTECOMHUTE
M3CJIeIBAaHUS HA MO3BYHH XOMOTeHaTH, rnepedpocrnunaina TedHocT (CSF) u kpbBHA TU1a3Ma
(BP), mnocpenctBom SDS-PAGE © XHCTONOTMYHHUTE UW3MEHEHHUsI B CTPYKTypaTa Ha
XumnokamnanaHara 00JIacT, CIPSIMO MIPOMEHUTE B MOBEJECHUYECKUTE M NaMETOBU Bb3MOKHOCTU
P  EKCIEPUMEHTAJIHUTE JKMBOTHU. KpOC-KOpDENaTUBHUTE W3MEHEHUS CBBP3aHU C
MTOBE/ICHUETO Ha EKCIIEPUMEHTAIHUTE )KMBOTHHU U MO-CIIELMATIHO HAOJI0JaBaHETO HA TaMETOBU
HapyeHus, nokassar 0.85-0.93 kopenanuoneH koeguuueHT Ha Pearson, koeto o3HayaBa ue
METOJIMKaTa ¢ KOMOMHUPAHETO Ha JBa HarJje] pa3InyHU CUCTEMAaTUYHH MOJX0/a J0BEXAAT JI0
MO-TIBJIHO  OXapakTepusupaHe. I[IporeoMHus aHanm3, NapaleNHO C JereHepanusaTa Ha
XHUIOKaMIIajiHaTa o0yiacT, ce JOKa3BaT M JIeTeHepaTUBHU IIPOMEHU B IIOBEJACHHUETO Ha
eKCIIepUMEHTAIHUTE >KUBOTHU. OCOOEHHO CHMJIHA KpOC-KOpejamus ce HaOogaBa MEeXIy
pe3ysTaTUTe MO OTHOIIEHHWE Ha pa3l03HABaHETO Ha HOB OOEKT OT EeKCIIEPUMEHTATHUTE
KUBOTHM W JIeET€HEpaTUBHUTE H3MEHEHHUS B IMpOTeOMa Ha IepeOpocHHHaiHaTa TEYHOCT U
CyllepHaTaHTaTa OT MO3bUEH XOMOT€HAT U30JIMPaH OT XUIIOKaMIIajJHaTa 00JIacT.
Hayunu ny0JuKanuu u NposiBu:

e Paraskevas Pakataridis, Daniela Peclivanova, Zafer Sabit, Radka Tafradjiska. Long-

term impairment of cognitive behavior and memory after intracerebroventricular
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injection of streptozotocin in rats. Scientific conference “Kliment’s days”, MB&BT-87,
5th November 2021 Sofia, Faculty of Biology

e Filippos-Savvas Chelmis, Daniela Pechlivanova, Zafer Sabit, Radka Tafradjiiska.
Impaired anxiety- like behavior in an experimental model of Alzheimer's disease.
SCIENTIFIC CONFERENCE “KLIMENT’S DAYS”, MB&BT-81, 5th November
2021 Sofia, Faculty of Biology

e Dimitrova M., Traikov L., Gateva P., Sabit Z., Bakalov D., Tafradjiiska-Hadjiolova R. -
Protective Effect of Alpha-Lipoic Acid in 6-Hydroxydopamine Unilateral Intrastriatal
Induced leasions in Rats-10-11 May 2022- ICMS-2022, Sofia, Bulgaria.

Hayunust otuer e npuet ¢ /[ObPA ouenka no ckainata Ha CMH.

Jorosop 1-87/04.06.2021 KorHUTUBHO-NIOBeJeHYEeCKU NPOMEHU NpPHU
XUIOTUPEOUJU3BM — BEepOATHA Bpb3Ka C HaAMaJ/IeHa CEPOTOHUHEPTrUuYHa
Meauanusa
HN3caenoBartesncku exun: Jloi. a1-p Xopxkera CrossHoBa boueBa

e Jlou. a-p Pagka Tadpamxuiicka-XamKnonosa, M

e J[-p JIumursp bakanos, nM,

e JI-p 3adep Cabur, nm,
Bba3zoBa opranuszanus: MV - Codus, MO, Karenpa no ¢papMakoiaorus 1 TOKCUKOIOTHS, YII.
3npase 2, Codust 1431
PE3VYJITATHU: llen Ha HacTOsAMIOTO MpoydBaHe Oelie Ja ce H3CleqBaT IMPOMEHUTE B
MOBEJICHUETO, TO3HAHMUETO U MMAMETTa MPH TUTbXOBE C KIMHUYHO MPOSBEH XUMOTHPEOUIUIBM B
CpaBHEHHUE C €yTUPEOUTHU >KMBOTHHU, KAKTO M Jia CE OLEHAT e(eKTUTE OT MPUIOKEHUETO Ha
TpunTo(aH MPU XHUIIOTHPECOMTHO CHCTOSHUE. 3a IMOCTHUTaHEe Ha MenTa Osxa W3MOJI3BAaHU
JI0Ka3aHW B JUTEpaTypaTta iN VIVO TecToBe, KaToO TECT 3a CIIOHTAHHO peayBaHe B T-oOpaseH
naOUpHUHT, TECT 3a pasno3HaBaHe Ha HOB o0Oekt, open-field tect (OFT). Mopenbr Ha
MEIMKAaMEHTO3HO MPEIU3BUKAH XHUIIOTUPEOUAM3bM Oelle OCHIIECTBEH upe3 IMOCTaBsHE Ha
0,01% 6-n-propyl-2-thiouracil (PTU) BsB Bomata 3a mmeHe Ha IuTbXx4yera, mopoxa Wistar-
Albino, 3a neprox ot 5 cenmuny. XHUIOTHPEOUTHOTO CHCTOSHHE Oe€llle MOTBBPACHO Upe3
u3MepBaHe Ha cepyMHuTe HuBa Ha fT4. [oBnusABaHETO HA CEPOTOHWHEPIHMYHATA MEAUAIUS B
MO3bKa Oellle HalpaBeHO upe3 MPHIOKEHHE Ha MPEeKypcopa Ha CEPOTOHHH, S-XHAPOKCH-L-
tpuntodan (5-OH-TRP), unrpaneputoneanto ¢ 50 mg/kg B 1% PBS 3a nepuox ot 10 nuu,
WIH CTepeoTakcu4yHo B xumokammychT ¢ 3 WML (17 mg/mL). [laHHUTE OT MOBEACHYESCKUTE
eKCIIepUMEHTH Osixa cTatuctudecku obOpaboreHu. IloBeneHueckuTe TECTOBE IMOKa3axa, 4e
PTU-uHaynMpaHUST XUNOTUPEOUTU3BM 3HAUMTEITHO HaMmaisBa oOOIIaTa XOPWU30HTAIHA
JIOKOMOTOPHA aKTUBHOCT Y MOEMAHETO Ha PUCK, IEMOHCTPUPAHO Ype3 HaMajsiBaHe Ha Opos Ha
MMOBTOPHUTE BIM3aHM B IIeHTpaiHata aBepcuBHa 30Ha HA OFT amapara. HaGmronaBaxme cbiio
3HAYUTEIIHO HAMaJIeH Opo M3MpaBsSHUS HA 3aJHM Kpaka MPH XUIIOTUPEOUTHUTE TUTHXOBE,
KOETO OTpa3siBa TSIXHATA HUCKA MOTHUBAIIUS 3a U3CIIEJIBAHE HA cpe/laTa. 3JHAYUTEIHO MOTUCHATO
Oemie M TAXHOTO Mpoy4uBaTenHo noseneHue. [Ipumaranero Ha 5-OH-TRP uHTpanepuronearno
WU CTEPEOTaKCMYHO TMOYTH HAMBIHO MpPEeMaxHa HWHIyIUpaHaTa OT XHUIIOTUPEOUIU3Ma
XUTIOAKTUBHOCT M HAMaJICHO PUCKOBO TOBEJACHHUE MPH EKCIEPUMEHTATHUTE XKUBOTHH, C JIeKa
HE3HAUYMTEeNIHA Pa3/iiKa, B CPABHEHUE C €YTUPEOUTHUTE )KUBOTHHU, KOETO JEMOHCTpPUpPA U3Pa3eH
ankcuomTHideH edekt Ha npmwioxkeHus 5-OH-TRP. Hacrosmmure pesynratd morat aa
MOCITy’KaT KaTo OCHOBa 3a TO-HATaThYHO H3CIeABaHEe Ha (DYHKIMOHAIHUTE W CTPYKTYPHH
MMPOMEHHU Ha XHUIIOKaMITyca MPHU XUIIOTHPEOUIHO ChCTosiHUE. [lomydeHnuTe pe3ynratn uMmaT He
caMO TEOpeTMYHAa, HO U MPAKTUYECKAa 3HAUYMMOCT B U3MOJI3BAaHETO HAa HE3aMEHUMU
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AMHWHOKHCCJIIMHHU, U ITO-CIICHUAJIHO C TpI/IHTO(l)aH IIpH XUIIOTUPECOUIHU MMaIUCHTH C ACTIPECHUBO-
MoA0OHN CUMIITOMH M TaMETOBU Pa3CTPONUCTBA.
Hayuynu ny0iMKanuy 4 NposiBu:

e |vanov S, Bakalov D, Bocheva G. Pathophysiology and management possibilities of
thyroid-associated depression. Acta Med Bul. 2022;49(3): 68-72

e Bakalov D, lliev P, Sabit Z, Tafradjiiska-Hadjiolova R, Bocheva G. Attenuation of
Hypothyroidism-Induced Cognitive Impairment by Modulating Serotonin Mediation.
Veterinary Sciences 2023; 10(2):122 (IF: 2,518).

e lliev P, Bakalov D, Sabit Z, Tafradjiiska-Hadjiolova R, Bocheva G. Effects of serotonin
mediation on the cognitive function in an animal model of hypothyroidism. 8"
CONGRESS of PHARMACY with International Participation, April 27-30, 2023,
Borovets, Bulgaria

Hayunust otuer e npuetr ¢ QTJITHYHA ouenka no ckasatra Ha CMH.

Jorosop /1-88/04.06.2021 EdexTr HAa MHXUOUTOPHU Ha A30TEH OKCHUJ,
CUHTA3aTa M [UCTAaTUOHUH rama-jiva3saTa BbpXy JIeNTHH-UHAYLUPaHaTa
XUNEepTepMUYHA peaKus B ILIbX0BeE

H3caenosaresncku ekun: ['n. ac. 1-p Munen Xpucrtos Xpucros, AmMm
e [ ac. n-p JIronmun Jlazapos, im

bazoBa opranmsanus: MY - Codusa, Meauuuncku ¢axynrer, Kateapa no ¢apmakonorus u
TOKCHKOJoTHs, yi. 3apase 2, Codpus 1431

PE3YJITATHU: JlenTuHbT € aJWIOKUH, Y4YacTBalll B PETyJIUMPAHETO Ha EHEepruiiHara
XOMeOCTa3a U UMyHHaTa QyHKIUs. YCTAaHOBEHO €, Y€ Mepru(epHOTO WHKEKTUPAHE Ha JICTITHH
IPEeIU3BUKBA IpocTariaHguH Ep-3aBucuMa Tpecka npu IurbxoBe. [IpeauniHu npoyuBaHUs
ChOOIIIaBaT, Y€ HEBPOHAJIHATA a30TE€H OKCHUJ CUHTa3a, MHAyLUpyeMaTa a30T€H OKCHJ CHUHTa3a U
LUCTAaTUOHUH TaMma-ha3aTa M3MBJIHABAT Ba)KHA POJIsl B JIMIOINOJM3aXapHl-UHAyLMpaHaTa
Tpecka. 3a Ja u3cieABaMe poJiATa Ha Te3M €H3UMHU B e(deKTa Ha JIENTUH BBPXY TellecHaTa
TeMmIepaTypa, Hue U3IM0J3BaxMe HECEJICKTUBHUS MHXMOUTOP Ha a30TeH OKCHJ CHHTa3zaTa No-
Nitro-L-arginine methyl ester (I-NAME), ceinekTHBHUS MHXHOMTOpP Ha HEBPOHAJIHATA a30TE€H
OKCHJ CHHTa3a 7-nitroindazole, celekTHMBHMS MHXMOUTOP Ha MHAyLHMpYyeMaTa a30TeH OKCHUJ
CHMHTa3a aminoguanidine ¥ CelIeKTUBHUS MHXUOUTOp Ha IUCTAaTHOHMH Trama-nuazara dl-
propargylglycine. Pesyntature oOT mbpBaTa Cepusi OT EKCHEPUMEHTH II0Ka3zaxa, ue
WHTpANEepUTOHEATHOTO BhBeXkAaHe Ha JienTuH (0,5 mg/kg) naaynupa 3HaUMMO yBEJIUYEHUE HA
TellecHaTa TeMmIlepaTypa, JI0KaTo MHTpaneputoHeanHoTo mpunarane Ha I-NAME (50 mg/kg),
aminoguanidine (50 mg/kg), 7-nitroindazole (10 mg/kg) umu dl-propargylglycine (50 mg/kg)
HE MPEeIU3BUKBA 3HAUMMH IIPOMEHHU B TelleCHAaTa TeMIlepaTypa y Imibxose. BB BTopara cepus
OT EKCIIEpUMEHTH YCTaHOBHXME, Y€ HHTpanepuToHealHoTo BbBexaAaHe Ha |-NAME,
aminoguanidine, 7-nitroindazole wmu dl-propargylglycine necer MUHYTH Tpeau JENTHH
noTtucka (peOpuIHUs OTTOBOD, MPEAU3BUKAH OT JIENTUH. Te3U JaHHU JIEMOHCTPUPAT Y4acTHETO
Ha LMCTAaTHOHMH TaMma-liMa3aTa, HEBpOHAJHATa a30Te€H OKCHJ CHHTa3a M HHIyLUpyemara
a30TeH OKCHUJ CHMHTa3a B JIENTHH-WHIyLMpaHaTa Tpecka B IUTbXOBE. B TOBa u3cienBaHe HUE
CHIIO YCTAaHOBUXME B3aMMOJICHICTBHETO MEXIY JENTHH U BCEKH OT HHXMOUTOPUTE upe3
u3cieBaHe Ha TeXHHUs e(QEeKT BbpPXY XPaHUTETHHUsS MPHEM U HaJJIaBaHETO Ha TeJleCHa Maca
cien KOMOMHHUpPAHOTO WM TpmiokeHue. Pesynrarure mnokaszaxa, uve jentuH, |-NAME,
aminoguanidine, 7-nitroindazole u dl-propargylglycine, mpuiI0KeHH CaMOCTOSITEIHO, TOTUCKAT
IpreMa Ha XpaHa M HaJJaBaHETO Ha TellecHa Maca Ha 24 4yac cien uHXekTupaHeto. He Oe
HaOJII01aBaH CUHEPTU3bM B T€3U €PeKTH NMPU KOMOMHUPAHETO Ha JIENTHH ¢ aminoguanidine, 7-
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nitroindazole wnu dl-propargylglycine. E¢exTsT Ha KOMOMHHPAHOTO MPHUIIOKEHHUE HA JICTITHH U
I-NAME 6erie no-rojsiM oT €peKTUTE Ha BEIIECTBATA, IPUIIATraH! CAMOCTOSTEITHO.
Hayuynu ny0iMKanum 4 NposiBu:
e Hristov M, Lazarov L. Inhibition of nitric oxide synthase or cystathionine gamma-lyase
abolishes leptin-induced fever in male rats. J Therm Biol. 2023;112:103443. IF: 3.189
e Petrov K, Georgieva M, Lazarov L, et al. Effect of dl-propargylglycine on leptin-
induced changes in body temperature, food intake and body weight in rats. XX
International Congress of Medical Sciences, Sofia, 12-15 May, 2022. 26
Hayunust otuer e npuer ¢ QT/IHYHA ouenka no ckanara Ha CMH.
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Jorosop /1-89/04.06.2021 E¢peKTUBHOCT Ha NOYMCTBAHE HA OBAJIHU
KOpPEHOBHU KaHaJIM cjie[, eHJ0A0HTCKO MpesieKyBaHe C pa3/IM4YHU TEXHUKU

H3caenosarencku exun: Jou. 1-p Emwms ['omosa Kaposa, nokrop
e [ ac. n-p Buonera [loranmxuiicka, 1M
e [ ac. n-p Mpuna LlenoBa-Mnuea, 1M
e J[-p Mupsina PaiikoBcka
ba3zoBa opranmzamus: MY - Codusa, dakynrer mo neHramHa menunuHa, Karempa 1o
KOHCepBaTHBHO 3b00neuenue, yi. Cs. ['eopru Coduticku 1, Codus 1431
PE3YJITATH: [IlpoBexnaHeTo Ha MOBTOPHO EHIOJAOHTCKO JICUCHHE LIE€JIM OTKPUBAHETO,
00paboTBaHETO M JAE3MH(EKIMPAHETO Ha KOPEHOBHTE KaHAIM, IBIHOTO IpPEMaxBaHE Ha
OCTaTBIUTE OT MpEeUIlIHATA KaHaJlHA 3alUIbHKAa U CH3JaBAaHETO Ha YCJOBHS 3a XEpMETHYHA
00Typaluus Ha CIOXKHOTO €HJOJJOHTCKO MPOCTPAHCTBO U Ha 3b0a. OBaIIHUTE KOPEHOBU KaHAJIH
M3HMCKBAT CIEUMATHO BHUMaHHE B XOJa Ha pEJICYEHUETO, TbMl KAaTO pOTALUOHHUTE
WHCTPYMEHTH He Morar Jia opopMsiT paBHOMEPHO CTEHHTE Ha KaHaja 10 [syIaTa My IbJDKHHA.
B ronsiM mpoueHT oT ciy4yauTe ocTaBaT HEOOPaOOTEHU yUYacCTbhIIM, IIBJIHUA C KaHATIOMBIHEKHO
CpencTBo, nedpuc U Mukpoopranusmu. OCHOBHA L€ Ha HACTOALIOTO M3JeBaHE Oe Ja ce
yCTaHOBU €(EeKTUBHOCTTa Ha OTCTpaHsIBAaHE Ha KaHallHATa 3alUTbHKA OT CTEHHUTE Ha OBaJIHU
KOPEHOBHU KAaHAJIM CJIeJ] €HJJ0JIOHTCKO MIPeJIEKyBaHe C pa3Iu4yHU TEXHUKH, KaTo Ce:
1. U3scnenBa cremeHTa Ha TMOYUCTBAHE HAa OBAJHM KOPEHOBU KaHAIM OT KAHAJIOMBIHEKHO
cpencto cien penedenne ¢ M two-R, D-Race u Bucokoenepruen Er:Y AG nazep.
2. UscnenBa edexruBroctra Ha XP-Endo Finisher-R, usmon3Ban 3a gombaHUTEIHA 00paboTKa
Ha KOPEHOBH KaHAJIM, IPU KOUTO KAHAJIOIIBJIHEKHOTO CPEJCTBO MPEIBAPUTEIHO € OTCTPAHEHO
¢ pa3nuuHu Metoau (T1.1.).
EdexTnBHOCTTa Ha OTCTpaHsBaHE HA KAHAJOMBJIHEKHOTO CPEJICTBO OT CTEHATa HAa KOPEHOBHS
KaHan ce oueHsaBa upe3 micro-CT uscneaBane Ha 00pa3UTe OT TPUTE FPyHH. AHATU3UPAHH ca
JAHHUTE IOJIy4EeHU IpHU cpe3 Ha 5 U 10 mm OT KOpEeHOBUS amleKc, KaKTO M IpU 3aCHEMaHE B
neieH obem. 20  PesynratuTe OT Hamusg EKCIEPUMEHT IOKa3axa, Y€ C HHUTO €JHa OT
U3MOI3BaHUTE CHCTEMU 3a peJIedeHHEe HE C€ TIOCTUra IIbJIHO OTCTpaHsBaHE Ha
KaHAJIOMBIHE)KHOTO cpencTBo. Hail-cmabo edekTHBHO € MOYMCTBAaHETO C BHCOKOCHEPTHEH
Er:YAG nazep u npu TpuTe H3CIEABaHH cpe3a. JJOMbIHUTEIHOTO mpuioxenne Ha XP-Endo
Finisher R mpemaxBa 3HauMTENHO KOMUYECTBO KaHallHA 3aIUIbHKA, KaTO Pa3NUKUTE MEXKIY
TPUTE HU3CIEABaHM TPyNH HE ca CTaTHUCTUYECKH 3HauuMM. Hail-epexTuBHaTa TexHHKa 3a
MOYKMCTBAHE HA KAHAJOMBIHEKHO CPEICTBO B cpe3 mbiicH obem ¢ D Race u XP-Endo Finisher-
R. Mpunoxennero va M Two-R u XP-Endo Finisher-R moxa3sa Haii-no0pu pe3yiaraTa mpu
pa3mbiIBaHe B allMKaJIHATA U CPeHATa 30Ha Ha KOPEHOBUS KaHai (cpe3 5-10 mm).
Hayuynu nmy0JuKanu u NposiBU:
e Karova E, Dogandzhiyska V, Tsenova-llieva I, Raykovska M, Zongova-Adem S.
Nickel- Titanium rotary instruments in retreatment cases. MedInform. 2021; 1: 1306-
1307.
e Karova E, Dogandzhiyska V, Tsenova-llieva I, Raykovska M, Zongova-Adem S.
Supplementary approaches in endodontic retreatment. MedInform. 2021; 1: 1312- 1313.
e Karova E, Dogandzhiyska V, Tsenova-llieva I, Raykovska M. Endodontic Retreatment
with D-Race NiTi Instruments Supplemented with XP-Endo Finisher R. EAS Journal of
Dentistry and Oral Medicine. 2022; 4(3): 80-85.
e Tsenova-llieva I, Dogandzhiyska V, Karova E. Analysis of the effectiveness of XP-
Endo Fin- isher R in orthograde endodontic retreatment. J of IMAB. 2022; 28(2):4371-
4375.
Hayunust otuet e npuer ¢ BUCOKA onenka o ckanata Ha CMH.
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Jorosop /1-90/04.06.2021 U3csiegBaHe HA AaHTUO- U OCTEOTEeHHUA
NMOTEeHLHaJ/I Ha IMMOHEHAaTa KMCeJMHa BbPXY CTBOJIOBUTE KJIETKHU OT
anvKaJIHa namnuja

N3caenoBarencku exun: [Ipod. n-p Haranus Xpucrosa ['ppHUapoBa, JOKTOp

e [ ac. n-p Hukomnaii Mikutues, JOKTOP

e Jlou. n-p Kpacumup Xpucros, 1OKTOp

e Munxko IleHeB
Bba3oBa opranmzanusi: MY - Codust, Dakynrer 1o JeHTaaIHa MEAUIMHA, KaTeapa ,,JleTcka
nenrtanna menununaa®, yin. Cs I'eopru Codwuiicku 1, Codus, 1431
PE3YJITATHU: IlbpBuTe €IUHUYHU KIETKH, aAXE3UpPad KbM JBHOTO Ha IIACTMACOBUTE
MEeTPUTA, CE€ MOSBSBAT CJEJ] €IMH JO TPU JIHA OT HAYaJIOTO Ha eKCrepuMmeHTa. Te ca Maliku
KJICTKH C BPETEHOBUHA M 3Be3/0BUIHA dopma. [IbpBUTE KOOHMM ce OPOpPMAT B paMKUTE Ha
LIECT IO OCEM JHHU U ca pe3yJiTaT OT MHTEH3WBHOTO JCJICHE Ha aJXe3upaliuTe Mo JIBHOTO Ha
KyJATypenHusi cbl KieTku. [lonmydeHure MMyHOQIyOPECIICHTHH HM300paXXeHHs MOTBbPKIAABAT
HaJUYMETO Ha CTBOJOBH KJIETKM B alMKaJlHATAa TManuia, MOpaad EKCIPEeCHpPaHETO Ha
KJICThYHUTE MapKEpH, TUIUYHU 3a HeAUuPEpeHIUpaHH KiICTKH. CTBOJOBUTE KIETKH OT
anMKa Ha Taruiia IPUTeXaBaT MOTSHIIMAT 32 OCTEOTeHHA/0J0HTOreHHa Audepeniuanus. Tosa
0e JoKa3aHoO Ype3 BU3yalH3UpaHe HAa MUHEPAHU OTJIaraHUs CJIE/ OLBETSBaHE C allu3apUHOBO
gepBeHO. bsxa HaOmoIaBaHW PA3IMYHU MOJCIM HAa MHHEpAIHM3AIHs, KaTo KYJITYpUTE ChC
CTaHJIapTHA OCTEOrE€HHA Cpe/ia Ce XapaKTepU3upar ¢ MO-TUITbTHU U JIOKAJIM3UPAHU MUHEPATHU
OTJIaraHusi, a MPH TE3HW ¢ J00aBEeHa pa3jIMYHA KOHILIEHTpAIMs JIMMOHEHA KHCEJIMHA Te ca TOo-
nudy3HU U O-Majiko TIbTHH. OTIaraHusaTa ca HEXOMOTEHHH, a TOJIEMUHATA U IUTBTHOCTTAa UM
HaMaJsiBaT C yBEJIMYaBaHE Ha KOHIICHTpAlMATa Ha JIMMOHEHaTa KuceiluHa. JloOaBsHETO Ha
JMMOHEHA KHUCEJIMHA KbM XpaHUTEIHaTa Cpella 3HAYMTEJHO yBeJIn4yaBa KOHIIEHTpalMsTa Ha
VEGF ciien 28-must 1eH Ha KyJITUBUPAHE.
Hayynu ny0auKanum U NposiBU:

e XpucroB K, Umkutues H, MureBa M, I'pbruapoBa H. CTBOIOBU KJIETKH OT anmuKajiHa

nanuiia — MOphOJIOTHYHN 0COOCHOCTU U XapakTepu3anus.— cnucanue Ha b3C.

Hayunusr oruer e npuer ¢ BHCOKA oueska no ckanara Ha CMH.

Jorosop /1-95/04.06.2021 U3cieaBaHe 3apaBrMHaTa Ha aZiXxe3MBHATa BPpb3Ka
Ha NyJ/INONMOKPUBHU CPe/JCTBAa U HAHOKOMIMO3UT NPH Pa3/IMYHU BpeMeBHU
yCJI0BHS

HscaenoBarenckn exun: JJou. MBanka Becenunosa JluMuTpoBa, JOKTOP
e Ac. n1-p Jecucnasa [{lanosa-Tomesa

bazoBa opranmzammsa: MY - Codus, Pakynrer mno naeHtanHa wenunuHa, Karempa
KOHCEpBaTHBHO 3b00neuenue, 6ym. ,,l'eopru. Coduiicku* 1, Codus 1431

PE3VYJITATMU: llen Ha HACTOSAIIOTO W3CJIEABAaHE € Ja CE€ CPABHU M AHAIM3HPA SIKOCTTA Ha
Cpsi3BaHE MeXJy OOTYpOBBYEH MaTepual M JABa BUjaa KainiueBo-cuiumkaTHH uMeHTH (KCL)
npu enHakBu Apyru yciaous. U3cnensanure KCI ca: konBeHnmonanuust matepuan Biodentine
(Septodont, France) u HOBOBBBe/ICHHSI B KJIMHUYHATA MpakTHKa XuOpuaeH marepuan BioCal-
Cap (Harvard, Germany). B nmpoyuBaHeTo € W3MOJI3BAaHO CaMO €IMH BUJ aJXC3MBHA CHCTEMa
(Scotchbond 3MESPE, St. Paul, MN,US) u merakpuiaten komno3unnoneHn marepuan (Filtek
Ultimate, 3M, USA). 3a nenra ca moarorsenn 60 oOpas3i ¢ OTBOPH C JUAMETHP OT 5 MM U
BHUCOYMHA OT 2MM U pasleneHu B 4 rpynu mno 15 oOpaszena BbB Bcska. OtBopute npu 30
obOpasera 0sixa 3anbiaHeHu ¢ Biodentine, a nmpu ocraHanmute Oe MocTaBeH XUOPHICH MaTepUal
BioCal-Cap. W3scnenBana u cpaBHSBaHa € SKOCTTa Ha CpsI3BaHE CII€J HEMOCPEICTEHO
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BThpasBane Ha KCI[ u cnen otyioxkeHo 3a cpok OT 14 AHM MOCTaBsHE HA KOMITO3UIIMOHHMS
marepuan (KM) 3a Bceku maTtepuai MooTAETHO. 32 CTATUCTUYECKHU aHAJIU3 Ha PE3YJITATUTE €
usnon3Ban Mann-Whitney test u Wilcoxon Signed Ranks Test. Ananu3ute moka3BaT Hald4He
Ha CTaTHUCTMYECKHU 3HA4YMMa Pa3jivKa B SAKOCTTAa Ha CpsizBaHe MexXIy aABaTa uznoizBaHu KCI]
npu HemocpenacTBeHo moctaBsHe Ha KM (p<0,05). Ilpu cpaBHsBaHe Ha pe3yJNTaTUTE OT
SIKOCTHUTE M3CIICJIBAHUS MKy JIBaTa MaTepuala Mnpu OTIoxkeHo nocraBsine Ha KM chiio nma
YCTaHOBEHA CTAaTUCTHYeCKH 3HaunMma pasznuka (P<0,05). Hsama, obaue, ycraHoBeHa
CTaTUCTUYECKU 3HauumMa pasziuka (P>0,05). Ha CTOMHOCTUTE SIKOCT MPU HEMOCPEJACTBEHO U
otioxkeHo noctaBsiHe Ha KM 3a Bceku oTaeneH BUI MaTepall CaMOCTOSITENHO. JJaHHUTE SICHO
MOKa3Bar, 4e He ce HaOIro/aBa BIUSHUE HAa BpeMeBHsl (DaKTOp HAa HAHACSHE Ha OOTYPOBBHYHHS
Matepuai 3a Bceku eauH oT uzciensanute KCL BbpXy sikocTTa Ha cpsi3BaHe.

Hayynu ny0uKanum 4 nNposiBU:

e U. MumurpoBa, [I. IlanoBa-TomeBa. M3cienBaHne Ha SIKOCT Ha CpsS3BaHE MEXAY
MyJIMONOKPUBHU CPEJCTBA M METAaKpWJIATEH HAHOKOMIIO3UT, JleHTanHa MeauinHa
2022;104(2):85.

Hayunust otuer e npuer ¢ BUCOKA ouenka no ckanata Ha CMH.

JAorosop /1-96/04.06.2021 AHaiv3 Ha IPpeBAHTUBHATA AEWUHOCT NP1 padoTa
C PUCKOBH OMOJIOTUYHHU U XMMHUYHH (l)aKTopn B J€HTA/JIHATA MEeAUIIMHA
HN3caenoBartesncku ekun: Jloi. 1-p boiiko Kocros bones, noktop

e Jlou. n-p Toxop Y3yHOB, IM

o JI-p n-p Paimua PagenkoBa
bazoBa opranmsammsa: MY - Codusa, Pakynrer no jgeHtanHa wMeaunuHa; Kateapa
»IIpoTeTnuHa neHranHa meaunuHa‘“, yi. C. ['eopru Coduiicku 1.
PE3YJITATH: PaGoTHUAT MpOIEC MPH OCHIIECTBSIBAHE HA MPOTETHYHO JCHTAIHO JICUYCHHUE €
TACHO OOBBpP3aH ¢ MPEeHOC Ha MH(pOpMAIMs OT yCTHaTa KyXMHA Ha MalMeHTa Ipe3 WIEHOBETe
Ha JICHTaJIHUS eKUI J0 3b00TeXHHuYecKara jadopaTopus noja (hopmMara Ha aHAJIOTOB OTIIEYATHK,
KONTO MpeacTaBisBa MbT 3a KpbcTocaHa MHGeKIHs. OT ChIIECTBEHO 3HaYEHUE 3a 3paBETO Ha
BCUYKH YYaCTHMIIM B TO3U IPOLEC € OIMpeAEessiHE Ha 3HAYMMOCTTa Ha TO3U I'bT 32 KPbCTOCAHA
uHOeKIus U pa3paboTBaHe Ha ehUKACHU METOIU 3a KOHTPOJI U npeBeHuus. [Ipoydenu ca o0rmio
63 oTmeyarbka CHETU C II€JIM CTaHAAPTHU METAJIHHU JIBKHUIM OT TOpPHAa U JOJHA YEIIOCT Ha
MAIMEHTH, HA KOWTO C€ IPOBEXAAa MPOTETUYHO JiedeHue. M3mons3Banum ca Tpu BuIa
OTIEYAThYHU MATSPUAIIH: MMOJUKOHACH3AIMOHHN CHJIMKOHOBU Martepuainu (Si-C); aauinnoHHH
cunukoHu (Si-A) u HeobpaTuM xuapokoiaoua (A). [punokeH € MUKPOOHOIOTHYEH METOM C
MOCSIBKa BbpPXY XpaHuTenHu cpenu. Ha 24-tusg yac mocsBKUTE ca OTYETEHU U MHUKPOOHMS
pacrexa ce uaeHtuduuupa Ha anapatr MALDI-TOF. MukpoOnosoru4HoTo u3cieBaHe Ha
OTIIEYAThLIUTE € MPOBEACHO ClIe] Ie3UH(PEKIUS 0 TPU METO/1a;
- HanpwckBane cbe cripeii - Zeta 7 u Bossklein;
- HakucBane B pastBop - Zhermack Zeta 7
- [loTansHe B ynTpa3BykoBa BaHa C IeCTHIIMpaHa BOJa.
[Ipu u3cnenBaHuTe OTHEYATHIM, HE3aBUCHMO OT BUJA Ha MarepHajia ce M30JUpaT pa3nyHU
MHUKPOOPIaHU3MHU C yMEpeH 1o obuieH pactex. Cien MUKpOOHMOIOTHYHOTO H3CIIEABAHE Ce
YCTaHOBH, Y€ HAMa MUKpPOOEH pacTex BbpPXY OTIEUaThIUTE HE3aBUCUMO OT KaKbB MaTepHall ca
TE€ M ¢ KaKbB METOJ Ha jAe3uH(pekuus ca oOpaboTBaHH. MHUKPOOHOIOTUYHUTE M3CIEABAHUS
JI0Ka3BaT, Y€ Hal-4ecTO HM3II0JI3BAaHUTE METOAM Ha Je3UH(EKIus, B €XKeJHEeBHATa JCHTaJIHa
MpaKTUKa ca eQeKTUBHM M MoraT Ja ObJaT HM3MOJ3BaHM 3a KOHTPOJN Ha KpBCTOCaHATa
nHpekuus. Couure otnedarbuHu Matepuand (OM) u chIIMTE METOIM Ha JIe3MH(EKIus ca
uscnensanu ¢ 3-D mpunTep 3a na ce mpocienu MpoMeHs JIM Ce OCTpoTaTa Ha OTIEYaThIHTE.
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Jluneiinata ycroumBocT Ha Bcuuku OM cien mbpBO TpPETHUpaAHE C HAKOW OT HM30paHHUTE
METOAM 3a JAe3MH(EKIHs He OKa3Ba BIMAHUE BBPXY HAAEKAHOCTTA HA IPEeHECeHaTa
uHpopmanus. JluHeilHata yCTOWYMBOCT Ha A ce NPOMEHS 3HAUUTENIHO HaJ JOMyCTUMUTE
HOpPMH cJIeJl BTOPOTO JEe3MH(EKIMOHHO TpeTupane, aokato 3a Si-A u Si-C ce 3abens3Ba
HE3HAUMTEJIHA BJIOLIABaHE IpHU aHajloruyHure neicreus. Ilo orHomeHue Ha peneduara
ycroiunBocT Si-A u Si-C UMaT aHaJIOrMYHO MMOBEJICHUE C TOBA Ha JIMHEWHATa UM YCTOHYUBOCT.
3a menusl Auamna3oH OT METOIM M TpeTupaHus Si-A moka3Ba Hal-MaJlka CKJIOHHOCT KbM
npomenu. Si-C e ¢ 7 1o 12% mno-nmom nokasaren crpsmMo Si-A, 3a pa3nuka oT A, KOHTO npu
CBIIMTE CPABHEHMS MMa BJIOLIABAHE HA TOBA CH KauyeCcTBO B MHTepBaia ot 32 1o 50%.
Hayynu ny0JuKanuu U NposiBu:
e Vaskova.R., T. Uzunov, N. Apostolov, P. Bojinov, B. Bonev. Analyses of disinfection
methods of impression materials used in prosthetic dental medicine for reduction of
cross- infection transmission. Helt and science magazine, issue 1-2/ 2022. ISSN 1314-
3360
Hayunust otuet e npuer ¢ BUCOKA onenka no ckanata Ha CMH.

Jorosop /1-97/04.06.2021 BiiusiHUe Ha TeMIlepaTypHUTE IPOMEHHU NIPU
CUHTEepOBaHe Ha KepaMUKa BbpPXy MeXaHUYHUTE KayeCTBa Ha MeTa/IHA

CyOCTPYKTYpH, npousBegeHu ype3 CAD/CAM TexXHOJIOTHH

H3scaenosarencku exkun: lou. Toxop LlonkoB Y3yHOB, 10OKTOP
e J[-p Xpuctuna ['aneBa
e oan CroeB, CTyneHT

bazoBa opranmsammsa: MY - Codusa, dakynarer mno aeHTanHa MeaunuHa, Karteapa
[Iporetnyna nenranna meaununa, Oyi. ['eopru Coduiicku 1, Codus

PE3YJITATH: llenta Ha NpoBEIEHUTE H3CIEIBAHUA € Ja CE YCTAaHOBHM BIIMSIHHETO Ha
MHOTOKPAaTHHTE TEMIIEpaTypHH TPOMEHH TIIPH CHHTEPOBAHETO HAa KepaMHKa BBPXY
MEXaHUYHUTE KauecTBa Ha HebOmaroponHata Co — Cr meranHa cruiaB, HW3IO0J3BaHA NpU
n3paboTKaTa Ha METAJIOKEpaMUYHU MPOTE3HUM KOHCTPYKUMHU. M3cienBaHo € BIMSHHUETO Ha
CBUIUTE TEMIEpaTypHU MNPOMEHM IpPH METAIHU CTPYKTYpPH, HU3pabOTeHHW C MOMOILNTa Ha
CAD/CAM Ttexuonorun. M3pabotenu ca odmo 54 Op. merannu omutHu Tema ot Co — Cr
criaB. 3a u3paboTKaTa MM ca M3MOJ3BaHM 3 MeToja — (pe3oBaHe, JIa3epHO NMPUHTHPAHE U
MeTanHo JieeHe. Ha 0a3zaTa Ha W3moi3BaHus MeToj ca 00ocobenu 3 rosnemu rpynu — Milling
(M), Lazer Printing (LP), Lost Wax (LW). Besika oT TsX chabpxa mo 18 Op. onuTHH Tea.
Bcesika OT TpuTe TPYIU ChIBbpKA 110 TPU MOATPYIIH, CHIOPE Oposi MPEMUHATH TEPMUYHU TUKITH
Ha oOpaboTka. [IbpBUTE MOATPYNHU c€ CHCTOAT OT M3LSAIO METATHH 00pas3ly, BTopaTa — OT
METaJIHU 00pa3lii C HAHECEHW W TEepMUYHO 00paboTeHH 3 ci0s KepaMHUYHM MacHu, a
nocjenHaTa rpyna — OT MeTalHM oOpas3lM ¢ HaHECeHM M TEePMUYHO 00paboTeHH 4 ciod
KEepaMHUYHHK Macu. BCHYKH TpynH U MOATPYIH Ca M3CICIBAHU 32 MHUKPOTBBPAOCT 1o Vickers,
[Tpunoxena e Texxect oT 1kr. B mpoabikeHre Ha 20cek. SIKOCTHUTE KayecTBa Ha 0OpasiuTe ca
m3nutanu ¢ amapat MultiTest 2.5-1 u e mpunoxena cuna or 1N. Hayynara xwumortesa e
4acTUYHO MOTBbpJeHA. [10 OTHOIIEHNE Ha N3MOI3BaHUs METO/I 3a N3paboTKa Ha OMUTHUTE Tela
TS € MOoTBbpAeHa. Haif — BHCOKM MeXaHMYHHM KayecTBa IMOKa3BaT JIa3€pHO NPUHTHPAHUTE
ONMUTHU Tena (cpenHa TBbpAocT 509, cpeana skocT Ha ombH — 690, cpellHa SIKOCT HA HATUCK -
646) , cnenBanu oT ¢pe3oBanuTe (cpemHa TBBpaocT — 509, cTpeHa skocT Ha ombH — 690,
cpenHa SKOCT Ha HaTHCK — 630), a ¢ Half — HUCKM TaKWBa Ca JICTHUTE METaJHU ONUTHU Teja
(cpemna TBBpHOCT — 401, cpemHa sIKOCT Ha OMbH — 645, cpenHa SKOCT Ha HATUCK — 625).
HyneBara xumnore3a He € MOTBBbpJEHA IO OTHOIICHHE BIMSHUETO Ha Oposi NpeMUHATH
TEPMUYHHU LUKIM BbPXY MEXaHUUHUTE KauecTBa Ha MeTalHaTa criaB. TepmuuHaTa 0OpaboTKa
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ci1abo MOBNHUSIBAa MEXaHUYHUTE UM KAa4yeCTBa, KaTO T€ ca Hail — BUCOKH MPH BTOpaTa MOArpyMa,
KOSTO € MOJJIOKEeHA Ha 3 Oposi TepMUYHU LUKIM (CpellHa TBBPIOCT — 462, cpeaHa SKOCT Ha
ombH — 717, cTpenHa sKoCT Ha HAaTUCK — 687). Criopen HyjeBaTa XMIIOoTe3a T TpsIOBa J1a ca Hal
— BUCOKH IPH U310 METATHUTE 00pa3Iy.
Hayuynu ny0aMKanuy 4 NposiBu:
e Galeva H, Uzunov T, Sofronov Y, Todorov G, Accuracy comparison of intraoral versus
laboratory scanners used in the contemporary dental practice, VEIT 2021, Co3omou, 20
— 24 Centemspu 2021
Hayunust otuer e npuet ¢ /[ObPA ouenka no ckainata Ha CMH.

Jorosop /1-98/04.06.2021 ®s1aBOHOUAU B in vitro Kyarypu ot Astragalus
hamosus

N3caenoarencku ekui: [Ipod. Mnmna Hukonaesa Manoga, ndH

e IIpod. Mmana Moukosa, ndu

e [ ac. Anekcannsp llkonapos, nd

e [laBnunka Ilonosa

Bba3zoBa opranuszanus: MV - Codust, @D, Katenpa no ¢papmakornosus, yi. ynas 2, Codpust
1000

PE3VYJITATHU: Astragalus hamosus cbabpka IICHHHM OHOJOIMYHO AaKTUBHH BEIECTBA.
W3cnensana e Bb3MOXKHOCTTA 3a iN Vitr0 KynTHBUpaHe Ha BHIA KaTO MOTCHIUAJICH M3TOYHUK
Ha BaXHU (PIIABOHOMIM. Y CTAaHOBEHHU Ca HAJA3E€MHH YaCTH M KAITyCHH KyITypu. Te ca ycremnHo
KyJITUBUPAHU BBPXY pAa3jIMYHU 10 CbCTaB XPAHUTEIHU CPEIH, JOMBIHEHU HIM HE C
perymatopu Ha pactexa. Upe3 ynrpa-BucOKoe(deKTHBHA Te4Ha Xpomarorpadus — Mac-
CIIEKTPOMETpHUS C eJeKTpocnpeil HoHu3auus ¢ BUCOKa pazjenutenHa crnocodbHoct (UHPLC-
HRESIMS) e mpoBeeH KaueCTBEH M KOJMYECTBEH aHAIM3 HAa HENPEYHUCTEHH METaHOJOBU
eKCTPaKTH OT MoJyueHuTe iN Vitro kynrypu. OnpeseneHo e, 4e KyJITypUTe HaTpynBaT pyTHH B
CPaBHMMO KOJHMYECTBO. VIHTEpECHO €, 4e KaKTO Ha/JI3eMHHUTE YacCTH, TaKa M KaTyCHUTE KyJITypu
OPOAYLHMpAT pEeIKUTe TPUTIMKO3UIM ammecedonusus M MayputuaHuH. KomumdecTBoTO
MaypUTHAHUH, CUHTE3UPAHO OT HAJ3€MHUTE YacTH, € 3HAUYUTEIHO MO-BUCOKO OT TOBa B
KaJyCHUTE KynTypHu. Amnunecedonns3uj € B MO-HUCKO KOJIMYECTBO U B [JBETE€ KYJITYpH, B
CpaBHEHHE C MaypuUTHaHHUH. B nonbiHeHUe, KAIyCHUTE KYJATYPH MPOU3BEXKAAT anlie3edoInu3nl
KaTo M3JIbHKH, OCBEH TAXHOTO MO-HUCKO HUBO Ha AudepeHuuanus. Te3n oTKpUTHS MoraT ja
MOCITY’KaT KaTo MbPBOHAYAIHO M3CJCBAHE 3a YCTAHOBSIBaHE HAa CTOMHOCTTA Ha IN Vitro
KyaTypu oT A. hamosus kaTo anTepHAaTUBHO CPEICTBO 3a MPOHM3BOJACTBO Ha (hapMaleBTUUHO
BaXXHU ()JIABOHOJIOBHU TIIMKO3HIH.

Hayunu ny0JuKanuu 4 NposiBu:

e Shkondrov A, Popova P, lonkova I, Krasteva | Flavonoids in in vitro cultures of
Astragalus hamosus. Pharmacia. 2021,68(4): 927-31.
https://doi.org/10.3897/pharmacia.68.e76460

Hayunaust otuer e npuer ¢ QTJIHYHA ouenka no ckaiara Ha CMH.

Jdorosop /1-99/04.06.2021 LC-MS u GC-MS aHa/1M34 Ha MUPOJIM3UAUHOBH
AJIKAJIOUAM B CJIOKHU MaTpPpULH

H3cnenoBartencku exkun: JJom. FOnuan Tenuer Boitnukos, nd
e Jlou. Penera I'eBpenoBa, ad



o Jlou. lumutpuna Xenesa-lumurposa, ad

e [ ac. Becena bamabanosa-bo3ymika, 16

e Jlom. ITapackeB Hensnkos, nd

e Jlomn. Huko benbacar, nd

e bopuc CTosiHOB, CTYJIEHT
Ba3zoBa opranuzanus: MV - Codust, @D, Katenpa Xumus, yn. ynas 2p @D-MVY-Codus
PE3YJITATHU: Pa3paborenn ca mOAXOAM 3a aBTOMAaTH3UPAHO XpOMaTtorpacko w
MACCIIEKTPAJIHO OXapakTepu3upaHe Ha nuponu3uauHoBu ankanougu (PAs) u texnute N-
okcuau (PANOs) B cioxuu matpunm. Upes oOCTOHHO H3cienBaHe Ha Xpomarorpadcko u
MacCCIEKTPAJIHO MOBEJECHUE HAa KOMEPCUAIHM CTaHJAPTU U INperiie]] Ha HayyHaTa JMTeparypa
ca moa0paHU MACCHEKTPadHU XapaKTEepPUCTUKU 3a QWITpUpaHEe HA TOJYyYEHU CIEKTpPH,
MOTEHIMATTHO MpHUHAuIekamy Ha Hikos noarpyna PAs/PANOs. Ha nporpamuusT esuk R e
pa3paboTeH CKpUIIT KONTO aBTOMAaTU3MpaHO na (GuiaTpupa U 0OeIUHSIBA MACCIEKTPU IO
3a1aZIcHM KPUTEpUHU, KAaKTO U Ja CeJeKTUpa Hail-BeposiTHaTa €JIEMEHTHAa KOMIIO3UIUS.
Cw3nazeH e moaxo 3a MOJyKOJIWYECTBEHO OIpe/esiHE Ha TOTalHAa KOHIEHTpallus Ha JajieHa
nonrpyna PAs/PANOs ¢ kanuOpanMOHHM TpaBH Ha HAIWYHM KOMEPCHUAIHU CTaHIAPTH.
YcTaHOBEHa € 3aBUCUMOCT MEXKIY HM3IMOJ3BAHUTE €KCTPAreHTH M METOAM 3a MPEUYUCTBAHE Ha
npoOuTe C MOTYYCHUTE KAaUeCTBEHN U KOJIMYECTBEHHU pe3ynTaTH. Taka pa3paboTeHusT paboTeH
MpoLIeC TMO3BOJISIBA aBTOMATHU3HPAHOTO OTKPUBAHE M IMOJYKOJIMYECTBEHO OIpeAesiHe Ha
PAs/PANOSs B pa3nu4HU CIIOKHU MAaTPHULIH.
Hayunust oruer e npuer ¢ /JOBbPA ouenka no ckaiara Ha CMH.

Jorosop /1-100/04.06.2021 MoJieKyJIHO MOo/ie/IMpaHe, CHHTE3 U U3cJjeBaHe
Ha MAO uHxu6upauy epeKT Ha HOBU N-HUPOJIHJI KAPOOKCAMUAH

N3caenoBaresicku ekui: [Ipod. Anekcannwsp bopucos 3natkos, adH

e [ ac. MBa BreikoBa

e Ac. Emmino BukropoB Marees

e bopucnaB AHTenoB, TOKTOPAHT
Ba3oBa opranuszanms: MV - Codus, @apmanetuder ¢akynrer, @apmaneBTHUHa XUMUS, YII.
Hynas 2, Codus 1000
PE3YJITATH: OcHoBHa Liel Ha HACTOSIIUS MPOEKT O MoiydaBaHeTO Ha HOBU N-TIHpOIMII
kapOokcamuu, nopnusBamy [{HC u Bb3MOXKHOCTTA 3a M3IOJI3BAHETO MM KaTO MaTpula 3a
Ch3/[aBaHE HA CTPYKTYpH C Jpyra OMOJOTMYHA aKTUBHOCT. B JombiHeHHe O¢ M3BBpIICHA IN
silico omenka Ha mposiBsiBanata MAO B muxuOutopHa akTuBHOCT. be m3cneasana in vitro
MOTEHIMaJTHaTa aHTUOKCHUIAHTHA W MHXHOMUTOpHa MAO B akTHMBHOCT Ha HOBOMNOIYyYEHUTE
cbhenuHeHus. bsaxa pa3paboTeHn U BaTuAMPAHU MOAXOIAIIN METOIU 32 MOJIEKYJIEH JTOKHUHI Ha
nuposi-1-kapOokcaMuHM JepuBaTH B akTHBHUSA ILeHTbp Ha MAO-B. 3a menta 0sxa
MPWIOKEHN Pe-JOKUMHT U CHUMYJIalluu 4pe3 KpbhCTOCAHO J0KBaHe Ha 21 kpucranorpadcku
MAO-B ctpykrypu npunodbutu ot nporenHoBa 6anka. MAO-B kogosere 1S3B, 3PO7 u 6FVZ
JIEMOHCTpHpaxa Hail-BUCOK MOTEHLMaN CleJ IMpuiaraHe Ha ropecroMeHature tecrtoBe. B
HSIKOM ciiyyad O€ MOCTUTHATO MO-BUCOKO JIMTaHHO o0oraTsBaHe Cliel] pUrHIHO JokBaHe. Haii-
BHCOK pe3ynraT mocTurHa kpucranorpadckara MAO-B crpykrypa ¢ xom 1S3B. Crmex 200
000+ nOKMHT cuMyJnauu 6e OTKPUTO, Y€ EHCEeMOBI CUMYJIAIIMUTE TIOKAa3BaT HUCKA CIIOCOOHOCT
3a UJIeHTUUIMPaHE HA aKTUBHU MOJIEKYJIM OT HEAKTUBHU TaKuBa. BhIpeku ToBa, KOMIUIEKCHT
ot 1S3B-10JA-10JC kpucranorpapcku MAO-B crpykrypu ycnsg na mocturse ¢akrop Ha
oborarsiBane paBeH Ha 9. Cien BauaupaHe Ha JOKHHT MPOTOKOJIA MOCIeBa CUHTE3 U IN Vitro
oXapakTepu3MpaHe Ha MUpoi-0azupaHu MoJeKynu. bsxa cunrezupanu nse HOBH N-muposiami
KapOOKCWJIHM KHCEIMHM W & aMHJHM JepuBaTd Ha mnocieqHute. HoBocuHTesupaHute
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CTPYKTYpH Osixa HambJIHO oxapaktepusupanu upe3 AMP, U4, MAC. Texuurte Temneparypu Ha
toiene U TCX XapakTepuUCTUKU ChII0 Osixa ompeseseHd. Bcuuku HOBH CheIUHEHUS Osixa
OIICHEHH 3a TeXHUTE paaukai-ynaBsmy crocooHoctu (DPPH u ABTS TtecroBe), kakTo U 3a
texuusi MAO-B unxubupam kanamurer. [Ipennonaraemara akTuBHa KOH(oOpMarus Ha Hai-
aKTUBHUS aMHJICH npeactaButen B eH3umMa MAO-B 6e Bu3yanusupaHa upe3 OChIIECTBIBAHETO
Ha MOJICKYJICH JOKHHI. AHamu3bT HAa BB3HUKHAJIUTE MEXKIYMOJEKYJIHU CTAOWIM3UpAIld U
OTOTbCKBAIIM BPB3KH MOKa3a HAMYMETO HA HSIKOJIKO CTEPUYHH MPEYCHUS MEXKIY aKTHUBHHUTE
aMHHOKHMCENIMHH 1 Hai-niepcrieKTuBHUAT amul 4AS. C ornen Ha ToBa, mocieBamara padbora B
Ta3u HAcoOKa O CJIEIBAJIO J]a OTYETE Te3H OCOOEHOCTH C I1e nojydyaBade Ha ontuMaiHa MAO-
B unxuOupamia akTHBHOCT.

Hayuynu ny0aMKanuy 4 NposiBu:

e Mateev E, Angelov B, Kondeva-Burdina M, et al. Design, synthesis, biological
evaluation and molecular docking of pyrrole-based compounds as antioxidant and
MAO-B inhibitory agents, FARMACIA (ISSN: 0014-8237; elSSN: 2065-0019),
2022;70(2):344-54. (IF = 1.433 (2020))

e Mateev E, Valkova I, Angelov B et al. Validation through re-docking, cross-docking
and ligand enrichment in various well-resoluted MAO-b receptors, Int. J. Pharm. Sci.,
2022;13(3):1099-1107.

Hayunust otuer e npuer ¢ QTJIHYHA ouenka no ckainara Ha CMH.

JAorosop /1-101/04.06.2021 Pa3zpao6oTBaHe Ha RP-HPLC meToz 3a papmako-
AaHAJIMTUYHO OXapaKTepU3upaHe Ha aHa60/1HuA ctepoup Methenolone

acetate B XxpaHMTEJIHU J00aBKU
N3caenoBarencku ekun: [om. Jlumu [namenosa [leiikosa, n¢

e IIpod. Bupmxunus Lankosa, a¢

e Jlou. Mas I'eopruesa, n¢

e [ ac. SIBop Murkos, ad

e [ ac. [lenuna Anyanu, n¢

e [ ac. lluana llankoBa, A
ba3oBa opranmsamus: MV - Codus, MY - Codus, @apmanesruuen daxynrer, Karenpa mo
¢dapmanesTuyHa xumus, yi. ynas 2, Cogpus 1000
PE3YJITATU: HeobxomuMmocTTa OT HaMHUpPAaHETO Ha TMOAXOISAI] METOJ 3a aHalu3 Ha
aHa0OJIHYU CTEPOUIM B XpaHUTEIHU JOOABKU C€ OCHOBaBa Ha 3aHIKEHUAT KOHTPOJ B o01acTTa
Ha XpaHUTETHUTE J00aBKM M BB3MOXKHOCTTA 3a IIOBJIMSBAHE 3/paBeTO Ha MalUEHTH,
HENoJ03Mpaly ynoTpedara Ha TaKbB TUI cyOcTaHIMU. ToBa HaJOXKHU pa3pabOTBAHETO HA HOB
RP-HPLC wmeron 3a aHaIUTUYHO OXapakTepu3upaHe Ha aHaOoOJHUS cTepou] MeTeHOJIOH
aleraT B XpaHuTellHa Jjo0aBka. M300pbT Ha aHATM3UPAHUAT NMPOJYKT CE€ OCHOBABA HA BPEIHUTE
1 4eCTO TOKCUYHU €(PEeKTH IpU HeperjaMeHTHpaHa ynorpeda, KakTo Ha MeTeHOJIOH, Taka 1 Ha
NPOAYKTH OT Tpymnata Ha aHaOomHuTe crepouau. ChHIIECTBEH €JIEeMEHT OT aHajiu3a €
HAMUPAHETO Ha METOJ, JaBalll BB3MOXKHOCT 3a €IHOBPEMEHHO WACHTU(DUIMpaHE U
KOJIMYECTBEHO ONPEEINIIHE KAaKTO Ha caMMIT METEHOJOH, Taka U Ha Haill-ueCcTO U3IOJI3BAaHUAT
HeroB ectep — MeTeHouoH arerat. OnTUMaIHUTE XpoMaTorpadCKy yCIIOBHUS 3a aHAJINU3 Ha Taka
noJI0paHUTe MPOAYKTH OsXa MOCTUTHATH C TIOMOIITa Ha aHaTUTHYHa KojioHa Kintex Sum EVO
C18 (100 x 4,6 mm); moaBmwkHA ¢aza aleTOHUTPWI:BoJia B choTHomeHue 60:40, v/v; ckopoct
Ha motoka, 1.0 mL/min; UV-gerekuus npu 240 nm u Temmeparypa Ha kojonaTa 25 °C.
Pa3zpaborenust RP-HPLC meton e Banuaupan mo OTHOIIEHHWE HAa MapaMeTpPUTE 3aJI0KEHU B
ICH npotokona: chnemuguyHOCT, JWHEHHOCT, TOYHOCT, Hpenu3HocT. OmnpeneneHuTe
BAJMIALIMOHHN XapaKTEPUCTUKU YIOCTOBEPSABAT BAJIMIHOCTTA HA MPEUIOKEHUST METO.
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HOJ’IyLIeHI/ITC pE3YITAaTU BOJAAT OO 3AKIHOYCHHUCTO, Y€ IMMOCOUCHUAT B €CTUKCTA HA aHaJIM3WpaHa
Hp06a MeTtenomon anerart C¢€¢ HaMHpa IHO-CKOPO KaTo IMPUMEC, OTKOJKOTO KaToO OCHOBHa
CbCTaBKa, KOCTO € IIOJABCKAalla IMallMHTa I/IH(bOpMaI_II/IH, 3acTpalaaBallia IIpaBHJIHATa yHOTpe6a
Ha TBPIrOBCKHUAT HPOILYKT.
Hayuynu ny0aMKanuy 4 NposiBu:
e Tzankova D, Mateeva A, Mitkov J, et.al. Development and validation of RP-HPLC
method for analytical characterization of the anabolic steroid Methenolone acetate in
food supplements. Pharmacia. 2022;69(1): 151-155.
Hayunust otuer e npuetr ¢ QTJIHYHA ouenka no ckasiatra Ha CMH.

Jdorosop /1-102/04.06.2021 XemodeHeTUYHHU acneKkTH B TPUO Senecioneae
(ceM. Asteraceae): KOMOMHHMpaHe HA MOPPOMETPUYHHU U PUTOXUMUYHU

aHaJ/IM3M B ThpCeHe Ha celMa/JIu3upaHy NIPUPOAHU NPOAYKTH

H3cnenoBartencku exkun: Jlom. Jlumurpra )Kuskosa XKenesa-/lumurtpoBa, ad

e [ ac. Becena banabanoBa-bosymika, 10

e Jlou. FOnuan Boiinukos, nd

e Jlon. Penera ['eBpenoBa, nd

e JlecucnaBa CTaHUMUPOBA, CTYACHT
Bba3zoBa opranuszanus: MV - Codus, @D, Karenpa no papmakoruosus, yi. Jynas 2, Codus
1000
PE3YJTATH: Pox Senecio, Tpub Senecioneae, € Haii-roJeMusT U CI0KEH poa B Asteraceae u
BKItouBa noeedye oT 1500 Buma. XemodeHETHYHUTE acleKTH B HSAKOJIKO BHIa Senecio (S.
hercynicus, S. ovatus u S. rupestris) u Jacobaea (J. pancicii u J. maritima) or Tpu6
Senecioneae (cem. Asteraceae) ca uscieBaHu, KaTo 3a [elTa ¢e KOMOMHUPAT MOP(POMETPHUYHU
U (QUTOXMMHYHU MeToau 3a aHanu3. MopdomeTpuyHuTe AaHHU OT 12 HaOmrogaBaHH
nmapaMeTpu ca o0paboTeHH dYpe3 JMHEeH auUCKpuMHMHaHTeH ananmu3 (Linear discriminant
analysis, LDA) u ananu3 Ha riaBaure kommonentu (Principal component analysis, PCA).
AHanu3bT Ha JNAaHHUTE € M3BbpuieH Ha R mporpamen e3uk (R version 4.0.2 (2020-06-22).
MeTabonmuTHOTO MpOPHUINPaHE HA PACTUTEIHUTE EKCTPAKTH € MPOBEIEHO C YITpa BHCOKO-
epexkTHBHAa Te4yHa Xpomartorpadusi, komOuHupana ¢ OpOHUTpanm BHCOKOpa3JEIMTEIHA Mac
ciektpomerpusi (UHPLC-HRMS). Jlepemnukanusita € OCBIIECTBEHA B OTpHUIATENEH U
TIOJIOKUTEIICH PEKUM Ha CKaHupaHe. MnenTudunmpaneTo wim npeaBapuTenHara CTpyKTypa Ha
BTOPUYHHUTE META0ONUTH ¢ Ha 0a3ara Ha TOYHHUTE Macd, MS/MS crekTpuTe, OTHOCHTEITHHS
WHTCH3UTET Ha (parMeHTHHTE WOHH, EJIEMEHTHHUS CBhCTaB M CpPaBHEHHE C pedepeHTHH
cranfapT 1 nutepatypau n1aHHu. LDA u PCA Ha mopdonornunute 0ene3u Ha U3CIeIBaHUTE
TAaKCOHHM YCIISIBAT JIa MPEICKaXaT MPaBUIIHO MPUHAIKHOCTTa KbM BHIOBETE Ha BCHUKUTE 12
HaOJTI0TaBaHu TapaMeTPpH, KaTo Ce OTKPHBA MPHUIIOKpHUBaHe MexXAy S. hercynicus u S. ovatus mo
nscnensanure  Oenesw/mapamerpu.  Metabomutaure UHPLC-HRMS  npodumu  Ha
W3CIEBAaHUTE EKCTPAKTH C€ XapaKTepu3upaTr CbhC CIEAHUTE TPYyNH CheAUHEHHs: 34
XHJIPOKCUOCH30€HH U XUIPOKCUKAHEJICH! KICEJIHMHNA U TEXHU POU3BOIHH, 5 MOHOAIMIIXHHHH,
8 mu- u 2 TpPHANMIXWHHU KHUCETWHH, 7 (IIaBOHOUIHU arivkoHa W 14 rauko3uaa, u 6
ceckBuTepricHOBU JakToHa. PCA 10 OTHOIIIEHWE ChCTaBa HA CIICIUATM3UPAHUTE METAOOTUTH
MOKa3Ba 3HAYMTENHU DPa3iIMKH MEXIy JaBata u3cienBaHu pona (Jacobaea m Senecio). B
nonbiHeHue, J. pancicii m J. maritima. moka3BaT CXOJICTBO BbB (UTOXMMHUYHHS CHCTaB. S.
hercynicus u S. ovatus, kouto ca OoT rpymara Ha S. NEMOrensiS UMar CXOIHU METaOOIUTHH
npoduian, pasIYaBaikd ce 3HAYMTENHO OT S. rupestris. IlpemtoxkeHusT xemoeHeTHUSH
MOAX0JT € €PEeKTUBEH MHCTPYMEHT MPH XeMOTAaKCOHOMHYHOTO KaTeTOpU3UpaHe Ha PACTUTEITHH
BUJIOBE M B PAIIHOHATHOTO THPCEHE Ha CIEIHATN3UPAHHU PUPOIHU MPOTYKTH.
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Hayuynu ny0iMKkanuy v NposiBu:

e Balabanova V, Gevrenova R, Voynikov Y, Zengin G, Zheleva-Dimitrova D. Another
view on Senecio hercynicus Herborg. (Asteraceae). International Conference on plant
systems biology and biotechnology. Golden sands resort, Bulgaria. 14-17 June 2021.
Book of abstracts, p. 37 - nokna.

e Voynikov Y, Balabanova V, Gevrenova R, Zheleva-Dimitrova D. Chemophenetic
approach to selected Senecioneae species, combining morphometric and UHPLC-
HRMS analyses. Plants 2023; 12(2): 390; https://doi.org/10.3390/plants12020390.
IF(2021) 4.658

e Zheleva-Dimitrova D, Voynikov Y, Balabanova V, Gevrenova R. The reliability and
limitation of UHPLC-HRMS in the sesquiterpene lactones dereplication: a case study of
two Asteraceae species. Macedonian pharmaceutical bulletin, 2022; 68(2) 29-30),
Online ISSN 1857 — 8969. DOI: 10.33320/maced.pharm.bull.2022.68.04.009. Short
communication

Hayunust otuer e npuer ¢ QTJIMYHA ouenka no ckainara Ha CMH.

Jorosop /1-103/04.06.2021 In vitro npoyyBaHe Ha epeKTHUTE HA
HaHOpa3MepHM JIEKapCTBO-A0CTABSAIM CUCTEMH C KOMOUMHUPAHO
HaTOBapBaHe HAa AOKCOPYOUIMH U aHTUOKCUAAHTH

W3caenosatenckn ekun: [Ipod. Bupmxunus Hopnanosa [{ankosa, ad

e IIpod. Kpacumupa Monuesa, npu
Hou. bopucnag lankos, nd
I'n. ac. leanma Credanosa, ad
I'n. ac. Mopnan Mopnanos, 1
Hou. Xpuctuna Boituesa, nd
I'n. ac. liBeromup MapunoB, 1M
I'n. ac. Mapra CnaBkoBa-Bacuiesa, n¢
I'n. ac. Jluana [{ankoBa, ad

e Anekcanapa TomeBa, TOKTOpaHT
ba3zoBa opranmsamus: MY - Codus, MY - Codusi, ®apmanetuuen daxynrer, Karemnpa
,»Dapmakonorus, papmakorepanus U Tokcukosorus “p yia.”Aynas” 2, Cogpus 1000
PE3YJITATHU: llenta Ha mnpoydyBaHETO € pa3paboTBaHe Ha HAHOPA3MEPHH JIEKApCTBO-
JOCTaBSIM CUCTEMU C JIBOMHO HaToBapBaHe Ha aokcopyOuiuH (DoXx) um aHTHOKCHIAHTH
(xBepuetnn (QR) m CAPE) u ycTaHOBsiBaHE Ha TAXHATA UH 6UMPO TUTOTOKCHYHOCT B
TuMGOMHH KIEThUHU JIMHUHU, KAaKTO U Mpoduia HM 3a OE30MaCHOCT B KAPAHMOMHUOIIHTH.
W3mom3BaHn ca  Me30mMopecTd  cuiMkatHu —HaHodactmnm MCM-41  (3a  DOXI/QR,
CaMOCTOSITETHO M B KOMOHHAIMS) M CHIOJMMEPHH MHIEIH, U3rPaJCHH OT TpU OJOKOBU
CHITOJIMMEPU Ha TOJMETHUIIEHOB OKCH C TONH(e-KampoJakKTOH U MOJH(aKpHIIOBaKUCeanHa)(3a
DOX/CAPE, camoctosiTenHo u B KoMmOuHanwus). HampaBeHa e cpaBHHTENIHa OIICHKA Ha
IUTOTOKCUYHUSA TOTEHUHAJI Ha JIBOMHO HaTroBapeHUTe cucteMu Bbpxy L5SI78Y wu
mynTtupesucteHTHH L5178 MDRI numdpomun kierku. OLeHKa Ha LIMTOTOKCHYHOCTTA €
M3BBPIICHA KOMIUIEKCHO, H3MON3Baiiku Oatepusi or TectoBe (Alamar blue, MTT-tecr,
GSSH/GSH ratio) cnen uHKyOuMpaHe Ha KIETKHUTE C JBOWHO HATOBAapEHUTE HAHOYACTHUIIH,
cBOOO/IHU JIEKapCTBa U KOMOMHHpAH pa3TBOP Ha JIBETE aKTUBHU CheJUHEHMs 3a repuoj 24, 48
u 72 wyaca. Pesynratute mokas3BaT, 4e pa3pabOTBaHETO Ha JieKapcTBEHH GopMH 3a
€IHOBPEMEHHO JIOCTaBsIHE Ha JOKCOPYOUIMH U aHTHoKcuaanTu (kBepuetuH u CAPE), nBoitHo
HaTOBAapeHW B HOCHTEIM OT pa3JIM4eH Npou3xoja (TMOJIMMEpHU MHIEIH, HEOpraHuYHH
cunukatHu HaHomatepuain MCM-41) e mnepcnekTHBeH TMOAXO0J 3a Moao0psBaHe Ha
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IIUTOTOKCUYHUTE e(PeKTH Ha JOKCOpYyOUIMH B pe3ucTeHTHH JuMmbomuu L5178 MDRI1 knerkwu.
WNurtepec 3a xnmHMYHOTO mnpwioxkernne Ha DOX mpencraBnsiBaT W JaHHUTE, 4Ye
UTOTOKCHYHNUTE e(eKTH Ha JBOMHO HatoBapeHute cucteMd (DOX W aHTHOKCHIAHTUTE
kBepuetud / CAPE) ca mocTurHatu mpy mo-HMCKY KOHIEHTPAIMKA Ha aKTUBHOTO BEIIECTBO, B
CpaBHEHHE CBC CBOOOJHOTO JIEKApPCTBO, KOETO € MEepCIeKTUBHO OT TJieAHA TOYKa Ha
nmonoOpsiBaHe Ha mpoduiIa Ha 0E30MaCHOCT Ha aHTPAIMKIMHOBUS aHTUOUOTUK JOKCOPYOUITHH.
ITpoBenenuTe in Vitro TecroBe B KapanobiacTHa KiaeTbuHa auHus H9C2 moka3Bar MO3UTHBUTE
oT naBoiHOTO HaroBapBane Ha DOX m QR, xoero ce u3pa3siBa B MO-HUCKA TOKCHYHOCT
cpaBHeHHE ¢ e(deKTUTe Ha HeHaToBapeHHs JIokcopyounuH. IIperncraBeHuTe HaHOpa3MEpHU
cUCTeMH OWXa WMalld TOTEHIMaJ 3a pa3padOTBaHe, KaTO CpPEIACTBA 3a IOBJIUSABAaHE Ha
OKCH/IATUBHUTE JIE3UM B KapIUOMHOLUTHUTE, CJe] MPWIOKEHHETO Ha JokcopyOuumH. Te
mpencTaBisBaT oOemaBanl MoaXo  3a MOJA0OpsBaHE HAa aHTUINPOIU(EpPATUBHUTE e(DEeKTH Ha
JOKCOPYOUIIMH U MOBUIIIABAHE HA HEroBaTa €UKACHOCT P PE3UCTEHTHH TyMOPH.

Hayynu ny0uKanum 4 NposiBU:

e Stefanova, D., Tzankov B., Voycheva C., Slavkova M., Popova T., Yordanov Y,
Yoncheva K, Tzankova V, Doxorubicin and quercetin double loading in mesoporous
silica nanoparticles (MCM-41) enhances antiproliferative effects in vitro, 5-th Annual
Conference ,New Diagnostic and Therapeutic Tools Against Mulidrug Resistant
Tumours”, Coimbra, Portugal, 29 June- 1 July 2022.

Hayunust oruer e npuer ¢ JOBbPA ouenka no ckaiara Ha CMH.

Jdorosop /1-104/04.06.2021 Pa3zpa6orBaHe HAa HPLC meTo/ 3a onpeaesisiHe
Ha NUPOJI-CbAbPKALM XUAPa3oHU ¢ MAO-B akTUBHOCT B GM0JIOTMYHA cCpeJa

H3caenoarescku exun: [Jou. Mas bostHosa ['eopruesa, nd

e [Ipod. Marganena Konnesa-bypauna, nd

e Jlom. JIunu IleiikoBa, nd

e Ac. AnekcangpuHa MareeBa
BazoBa opranmsanus: MY - Codus, @apmaneBTuyeH gaxkynreT, kateapa no dapmaieBTuyHa
xumusip yi. ynas 2, Codus, 1000
PE3YJITATU: Hamupanero Ha mnoaxonsdn] Obp3, TOYEH U BB3NPOU3BOJMM METOH 3a
YCTQHOBSIBAHE HAJIMYUETO HA BEPOSATHU META0OJIMTH, MPOAYKTH Ha OMOTpaHChOpMalusaTa Ha
HOBOTIOJTYYeHH OMOJIOTUYHO aKTHBHH CHEIUHEHHUS € OT CHIIECTBEHA BXKHOCT TPHU JWU3alHA H
Ipe/UlaraHeT0 Ha TaKWBa MPOAYKTH KaTo ObJemu Jjuaepud. ToBa HacouBa HMHTEpeca Ha
W3CIIEIOBETENICKAS €KUM KBM pPa3padOTBAaHETO Ha MOIXOMSAI] TOYECH, OBbp3, CEIEKTHBEH U
BB3mpon3BoauM RP-HPLC wmeronx 3a wuaeHtuduiupane M ompenensHe Ha BEpPOSTHU
METa0OJIUTH Ha NHPOI-ChABPXKAIIM XUApPa3oHM C ycraHoBeHa MAO-B unxuburopna
akTuBHOCT. CIie]1 HarpaBeHaTa JINTEpaTypHa ClpaBKa U HEOOXOJAUMHUTE EKCIIEPIMEHTH 3a Haii-
MOAXOIANIN ycloBUs Osixa m30panu mobunHa (dasza cbe cnegnus cbetaB: CH3CN/ docdaren
oydep pH 3.5/ CH3OH: 57/38/5 (v/v/v), ckopoct Ha moToka ot 1 mL/min u Tepmocatupane Ha
obpatHodazosa kojoHa npu 25°C. Jlerektupaneto 6e ochiiectBeHo upe3 DAD metekTop Karo
npeaBapuTesiHo O0e¢ cHeT UV- CHekThp Ha IeNeBOTO ChEIWHEHHE TOKa3Ball aOCOpOIMOHEH
MakCUMyM 1pHu 272 nm. Pa3paboTeHuar meron Oe BamuaupaH cupsMo m3uckBaHusaTa Ha ICH.
YcnenHo Oe MPHIIOKEH 3a TpPOCIEAsBaHE HAa METa0OJIMTHUTE MPOMEHH B H3CIICABAHUTE
MUPOJIOBH JiepuBaTH. [lomydeHuTe pe3ynTatd JEeMOHCTpHpaxa, 4e MpOTHYaT METaOOIUTHHU
MPOIECH, KOUTO BOJAT JIO MOJyYaBAaHETO HAa M3XOJHUTE XUIpa3u] U canuipuianiexus. OcBeH
TOBa 0€ yCTAaHOBEHO HAJHMYUETO Ha HOBOIIOJYYEHO BEIIECTBO C Pa3IMYHO BpeMe Ha 3abpiKaHe
OT TOpe CIIOMEHATHTe CheAuHEeHUs. OT IMOoJlyueHUTe pe3ysTaTH 0e 3aKI0YeHO, Y€ IeJIEBOTO
MTUPOJIOBO TIPOU3BOJIHO TOJICKHA Ha UYEPHOAPOOHA TpaHchopMaiusl MPOTHYAWKHA IO J(Ba
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MexaHu3ma. [IbpBUAT BKJIIOYBA XHUIPOJUTHUYHO pPa3KbCBaHE HA XMJpPA30HOBATa TIpyma, a
BTOPHUAT BOJAU OO IMOJTy4aBaHCTO Ha HeI/II[eHTI/I(l)I/IL[I/IpaH MeTa6OJII/IT.
Hay4ynu ny0aMKanuy 4 NposiBu:

e Mateeva A, Peikova L, Kondeva-Burdina M, et.al. Development of new HPLC method
for identification of metabolic degradation of N-pyrrolylhydrazide hydrazones with
determined MAO- B activity in cellular cultures. Pharmacia. 2022; 69(1): 15-20.

Hayunust otuer e npuetr ¢ QTJIHYHA ouenka no ckasiata Ha CMH.

Jorosop /1-105/04.06.2021 CtumysiMpaHe NpoAyKuUsATa Ha ¢1aBOHOUAU B
HUH BUTPO KyJTypu Ha Gypsophila glomerata, (Caryophyllaceae)

H3caenoBareiacku exun: Ipod. Winana Mnnesa Moukosa, nbn

e ['n.ac. fAnyo 3apes, nd

e [laBnunka Ilonosa
BbazoBa opranmszanus: MY - Codus, @O, Karenpa no gpapmakoruosus, Jynas 2, Codust 1000
PE3VYJITATH: llen Ha HaCTOAIMIOTO TpOydYBaHE O€ Ch3llaBaHE HA WH BUTPO KYJITYypU OT
Gypsophila glomerata upes mnpuiaraHe Ha OHOTEXHOJOTHYHHM TOAXOAW W CTHMYJIHpaHE
MPOAYKIMATAa Ha (QUIaBOHOWIW (CallOHApWH) B KYJITHBHPAHU PACTUTEIHU KICTKH dYpe3
ONTUMH3UpPAHE ChCTaBa Ha XpaHWTENHATa cpena. M3cienBanm ca eQexTHTE OT MOBHIICHATA
KOHIIEHTpAallMs Ha KalIHMEB XJIOPHUI BBPXY pacTeka U MPOM3BOACTBOTO Ha (hJIaBOHOUAM B
HOBOCB3/IaJICHA HAJ3¢€MHU W KaJyCHH MH BUTpPO Kyintypu ot Gypsophila glomerata. Haii-
3Hauumo BiusHHe CaCly, BbpXy MHAEKCAa Ha PacTeX € OIpeleieHO MPU KAITyCHH KyITypH
(GI=0,92), nmoxaro B HaJA3€MHU KYJTYpPH TPETUPAHETO C KAJIIHUM HaMasiBa KOJIUYECTBOTO
6uomaca (GI=0,38). O6muTe dh1aBoHONAM B HAJ3EMHU KYJITYpH, OTIIIeKIaHU BpXYy MS cpena
u MS cpena, nombiaHeHa ¢ qBoiiHo konmdectBo CaCl2, ca 0,36 mg/g d. w. U B nBeTe KamycHH
KyATypu oOmmTte (raBoHOMIM Osxa KOJIMYECTBEHO ompeneieHu - 2 mg/g d. w. Haa3eMHH
KyJATYpH U Kallyc, OTIVIeJlaHu BbpXYy HeMonaupuuupana cpena, HarpynasaT 0,02 mg/g d. w.
MIPOM3BOJIHU HAa KBEPIETHH. 3a pa3jiHKa OT TsIX, KaKTO HAJ3€MHH, TaKa U KalyChT, OTIIICKIAHH
BbpXy oborareHa c¢ kamui cpena, HarpynBar 0,03 u 0,05 mg/g d. w. mpou3BogHU Ha
M30paMHETHH. In vitro HaA3eMHU KyNTypH, OTTIenanu Bepxy MS cpena, oborateHa ¢ JBOIHO
konuyecTBO CaCly, HarpynmBar Hal-ToisiMOTO KosimuecTBO camoHapud (0,138 mg/mg cyxo
terno). KamycHute KynTypu mnpoaynupar oOmu (JIaBOHOUAM, W3pa3eHU KaTo pPYTHH B
KOJIMYECTBA, TPU ITBTH TIOBEUYE OT HAJI3eMHHUTE Kynrypu. Hammure pesynraru mokassar, 4e G.
glomerata Moke 1a CIy>)kM KaTo alTepHAaTHMBEH HAYWH 3a MPOU3BOJCTBO Ha (hIaBOHOUH,
ocobeHo Ha C-rauko3un (JIaBOHM, KOWTO C€ CpelaT Jocrta psAako B mpupojata. B
JOMBIHEHNUE, PA3UKUTE B CHABPKAHUETO Ha (PIAaBOHOUIU B YCTAHOBEHUTE KYITYpH IIe
MOCTy»aT HE caMO KaTo OCHOBA 3a ONTHMHU3MPAaHE HA KYJTHUBAI[MOHHHUTE CPEIH, HO M KaTO
BOJICIIa TOYKA 32 in Vitro KyJITHUBHpaHE Ha PEAKU KaMIU(QUIHU TAKCOHU.
Hayuynu ny0JuKanuy u NposiBU:

e Pavlinka Popova, Yancho Zarev, Aleksandar Shkondrov, Ilina Krasteva, Iliana lonkova,

In vitro production of flavonoids in cultures of Gypsophila glomerata, Pharmacia,
2022;69(1): 107-111.

Hayunusr oruer e npuer ¢ OTVIHYHA onenka no ckanara Ha CMH.

Jorosop /1-106/04.06.2021 ®apmMaKoJIOTUYHU U3CJIeABaHUS HA
OpPUIrUHA/IHU HOBOCUHTE3HPAHM NPOM3BOJHM HAa KpeaTUHA

H3cnenoBartencku exun: [71. acucrent MBanka MBanosa KoctaguHona, nd
e [Ipod. Hukonait /lanues, 1M
e [Ipod. boityo JlanmxoB, M
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e [ ac. Jlrobomup Mapusos, 1¢p

e [ ac. lo6puna L{BeTkoBa, ad

e lpBanuna MBaHoBa, CTyJEHT

e IIpod. Jlro6omup Bezenkon, nxH

Bba3zoBa opranmsamus: MY - Codus, Papmanesruuen daxynrer, Karenpa ,,dapmakonorus,
(dhapmakoTrepanus 1 Tokcukoyorus‘, yi. ynas 2, Codus 1000

PE3YJITATHU: OpurvHaiHO CUHTE3UPAHUSIT KPEAaTHH JIM3MHAT € MPaKTUYECKH HETOKCUYEH
npu u3cienBaHe Ha octpa TokcuyHocT (LDso nag 4000 mg/kg TenecHa maca) cies mepopaiHo
W UHTpanepuToHeaHo npuiarane. Kpearnn musunat (B 1o3a 3,0 g u 6,0 g) u pedepeHTHara
cyOcTaHIMsl KpeaTuH MoHoxujapaT (B mo3a 1,5 g u 3,0 g) moHm>kaBaT HUMBaTa Ha KpbBHATa
TJII0KO32a Cliel] 3-CeAMUYHO MPUIIOKEHHE, KOETO TOBOPH 3a XUnoriukemuueH edekr. Kpeatun
nusuHat (B 1o3a 3,0 g u 6,0 g) u pedepeHTHATA CYyOCTaHIUS KpeaTH MOHOXuUapat (B mo3a 1,5
g u 3,0 g) noHWwxkaBaT HMBAaTa Ha €H3MMa KpEaTMHKMHA3a, KOETO FOBOPHU 3a HaMaJlsIBaHE Ha
YBPEXKIAHETO HA MYCKYJTHUTE KJIETKH MpH (PU3MUECKO HaToBapBaHe. J[BeTe CheIUHEHUS —
KpeaTuH MOHOXHJpAT B /1032 3 g M KpeaTHH JIM3MHAT B /1032 3 g MOBHUIIABAT (HU3MYEcKaTa
U3JIPHKIIMBOCT MPU MUMIKHU (TECT IUTyBaHE ¢ HATOBapBaHe), 0COOEHO MpPU KPEeaTHH JIM3MHAT Ha
1-Ba, 2-pa u 3-Ta ceamuIia. Y CcTaHOBEHA € aHTUJICTIPECUBHA aKTUBHOCT TIpH TecTa Ha Porsolt Ha
KpeatuH su3uHaT B fo3a 6 mg/kg T.m. Creatine lysinate (ICso = 73.75 mM) e no-akTuBeH
cupsimo DPPH B cpaBuenue ¢ Creatine monohydrate (ICso = 102.48 mM), HO ca mo—ciabo
akTuBHU OT ctaHgapt Trolox. Creatine lysinate (ICso = 64.63 u 14.71) e mo-akTHBEH CHPSMO
ABTS ot Creatine monohydrate (ICso = 100 mM u 26.64) 3a METaHOJHH M ETAHOJIHH
pa3TBopu, HO ca Mo-cinabo akTHUBHU OT craHgapra Trolox. B 3akiroueHue Moxe na ce
oTOeNe)Xn, Y€ HOBOCHHTE3WPAHUAT KPEAaTHH JHM3UHAT MO MAaTEHTOBAH METOJ IPEBB3XOXKIA
KpeaTHH MOHOXHJIpAT MO peauna GU3MKOXUMHYHU U (PapMakoJIOru4Hu napamerpu. Kpeatun
JU3MHAT HaMajlsiBa KpbBHATA IIIOKO3a M OKCUJATHBHHS CTPEC, KAKTO W HUBAaTa Ha KpeaTHH
kuHa3aTa. ToBa, 3aeAHO ¢ (akTa, ye € MPaKTUUYEeCKH HETOKCHYEH MpHU OlEHKaTa Ha ocTpa U
XpPOHUYHA TOKCUYHOCT, 'O MPaBU OCOOEHO MOAXOJAI 3a MO-HATATHIIHU (PapMaKOJIOTHYHU U
TOKCHUKOJIOTHYHU W3CIEABAHMS C OIJIe] Ch3JaBaHe Ha epeKTHBHA M Oe3omacHa XpaHHUTEITHa
no0aBka.

Hayuynu ny6JMkauuu u NposiBU:

o Tsvetkova D, Kostadinova I, Landzhov B, Vezenkov L, Marinov L, Ivanova .
Application of ABTS method for assessment of radical-binding effect of Creatine
monohydrate. J Adv Pharm Educ Res. 2023;13(2):92-8.

« Tsvetkova D, Kostadinova I, Landzhov B, Vezenkov L, Marinov L, Ivanova .
Application of DPPH assay for the evaluation of the antiradical activity of Creatine
Lysinate. J Adv Pharm Educ Res. 2023;13(1):162-169.

Hayunust otuer e npuer coc OTJTHYHA ouenka no ckayiatra Ha CMH.

Jorosop /1-118/04.06.2021 OnpejesisiHe MHOXKeCTBEHHATA Pe3UCTEHTHOCT
Ha mwamMmoBe Helicobacter pylori npu 6'bJrapckuTe gena
Hscaenosarencku exun: ['. ac. n-p Ilerso I'eoprues Xamkuiicku, JOKTOp, AM

e [I'm. ac. Iletbo Xamxuiicku, M

e Ilpod. Jlrommuna bosiHoBa, IMH

e [Ipod. Pymsna Mapkoscka-/laBuakoBa, M

e TI'nm ac. [lanmen ﬁopnaHOB, M
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ba3zoBa opranmszamus: MY - Codus, CBAJIIb ,IIpod. Usan Mutes* EOJI, Oyiu. ,,Axan.
WNean T'emos*“ 11, 1606 Codusi, Memumunacku ¢axynrer Ha MVY-Codus; Karempa mo
neauaTrpus
PE3YJITATU: AntubuornuHata pesucreHTHOCT Ha Helicobacter pylori usomaru or 106
CUMIITOMATUYHH Jiena Oerie mpoydeHa criopen rpannynute croitHoctr mo EUCAST u Gemre
aHaJM3UpPaH MPOLEHTHT Ha MHOXECTBEHA JiekapcTBeHa pesucteHTHocT (MDR). Obuure HIBa
Ha pe3ucTeHTHOCT Osixa 3a amoxicillin 7.5%, metronidazole 25.5%, clarithromycin 34.0% u
ciprofloxacin 14.1%. He 0sixa HamepeHH 3HaYMMHU PA3JIMKH B YETOTUTE Ha PE3HUCTEHTHOCTTA B
3aBUCHMOCT OT I0JIa M Bb3pacTTa Ha nmanueHtuTte (2-6-rogumnu u 7-18-rogumiaum). OOmmsaT
MPOIEHT Ha pe3ucTeHTHOoCcT Oeme 19.8%, BKI. ABOIHA, TPOWHA M YETBOPHA PE3UCTEHTHOCTH
cboTBeTHO npu 13.2% (14 uzonara), 5.7% (6) u 0.9% (1) uzonara. MDR 6emie otkputa npu
5.9% (5/84) ot nemnara ¢ raCTpUTH U IPU ABE OT YETUPHUTE Jiena ¢ mpoiauakus. MDR nokazaxme
NPy TPH Jema Ha BB3pacT 4-6 roAuHU W 4YeTHUpH jaena Ha Bb3pacT 10-17 rogmunu. OOmiata
gectota Ha MDR (6.6%) cpen Owarapckute nena mpe3 2012-2021 1. Oemie mo-BHCOKA,
OTKOJIKOTO B JIPYT'M MpOYYBaHHS, OCHOBaBallu ce Ha rpaHuyHu croitHoctu no EUCAST,
HampuMmep cpen neauaTpuyHu nanueHtu B Cinosenus B nepuoga 2011-2014 r.(3.8%), Jlutsa
mpe3 2013-2015 r. (0%) u Ucnanus npe3 2014-2019 r. (0%), HO O-HUCKA OT MPOYYBHAHUS B
Kwurait ipe3 2019 r. (20.7% cpen nenexkyBanu u 47.0% mnpu nexkyBanu jaena). B o6o6menue,
tToBa y¢ MDR Moe cepro3HO J1a orpannyu u3bopa Ha Tepanus cpeury H. pylori npu exto ot
BCcekH 15 gemna y Hac, € moBoJ 3a O€3MOKOMCTBO, KAKTO U TOBA, 4€ 00IIaTa pe3UCTEHTHOCT KbM
metronidazole wu clarithromycin Moxxe pga Bw3mpenmstcTBa JedeHuero Ha 15.1% or
neJnaTpuYHUTe mnanueHTd. Hacouenata cmopen in VItr0 4yBCTBHUTENIHOCTTA Ha H30J1ara
epanukaionHa tepanus 3a H. pylori cienBa mo-yecto na ce mpuiiara npu CUMITOMATHYHUTE
Jera 3a Ja ce u30erHe pUCKBT KAaKTO OT camara MH(EKIUs, Taka W OT NpUJIaraHeTo Ha
MHOKECTBO KypCOBE C aHTUOMOTHUIIH.
Hayuynu ny0JuKanuu u NposiBU:

e Boyanova L, Hadzhiyski P, Markovska R, Gergova R. Investigation of multidrug-

resistant Helicobacter pylori in pediatric patients: A Bulgarian study and literature data.
Acta Microbiol Immunol Hung. 2022 Feb 2.

Hayunusr oruer e npuer ¢ OTVIHYHA onenka no ckanara Ha CMH.
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MEJAUKO-K/IMHUYHA OBJIACT L,[PAHT 2020”

JAorosop 1-94/24.06.2020 [IpoyuyBaHusA BbpPXY exorpa¢dcKurte
eKCTpaxelnaTa/IHU IPOMEHH M JIaGopaTOpHaTa JUAarHOCTHKA B X0/4a HA

BHUPYCEH XeIlaTUuT A B 1eTcka B'b3pPacCT

N3scaenoBarescku exun: ['11. Ac. Banepu Panrenos Benes, 1M

e Ac. 1-p Meroau I[Tonos

e Ac. 1-p Pamuua Moppanosa

e [ ac. Mapus [laBnoBa, 10,

e Mapus /lukHoBa
Ba3zoBa opranusanus: MY - Codust, Menunuackn dakynret, Karenpa nmo napexkunosnu
6onectu, napasuronorus u Tponudecka meauiuna, CbAJINUIIB , IIpod. MB. Kupos®, Jlercka
KIIMHUKA

PE3YJITATHU: Bupycsr Ha xenatut A (HAV) e enHa oT Hal-ueCTUTE NPUYMHHU 33 OCTHP
BHUPYCEH XEMaTHUT B cBeTa. bbirapus, 3a pa3iauka OT OCTaHAIUTE CTpaHu B EBpomeiickus chio3
(EC), e cbc cpaBHHTETHO BHCOKA 3a0oisieMocT. [Ipoydenu BBB Bph3Ka ¢ mpoekTa Osxa 91 mema
10 14 ronuHu, ot Kouto 75 ¢ J0Ka3aH BUpyceH xenatuT A. bsxa pasrienanu u 22 neua Kato
KOHTpOJHM Tpynu. IlpunoxkeHu nabopaTopHM HU3C€IBAaHUA: I'bJIHA KpbBHAa KapTuHa, AST,
ALT, GGT, 06w u nqupekten OunnpyOuH, anOymuH, oom 0enTbk, GUOPHHOIeH, XEMOCTa3HH
¢dakropu, anti-HAV-IgM upe3 meromure CLIA wmm ELISA u abmommuanna exorpadus;
n3cneaBane Ha ¢ekaneH antured Ha HAV upes 6sp3 Tect. OT no3utuBHUTE 32 anti-HAV-1gM
Jiera ce B3eMarie cepym, kato 15 mpoOu Osxa MmoasioKeHU Ha MUJIOTHO u3oiaupaHe Ha HAV-
RNA upe3 RT-PCR. bbp3ust tect Gemie no3utuseH npu 76.5% ot Oomnure ¢ XA u 3aroBa
nmpruemMaMe, 4e TOM MOKe Ja ce M3I0J3Ba KaTo aJITepHATUBEH AMArHOCTUYEH METOJ] B
ompezenaeHu ciydan. Ycranosuxme upemusi (HAV-RNA) B cepyma Ha OosmHu oT XA 3a
CPaBHUTEIHO MPOABIDKUTEIEH MEpPHOJ] OT HAayaJloTO Ha CUMIITOMATHKAaTa, BKJI. MpH OOJHU C
KbCHa CepokoHBepcHsa. ToBa IMoka3Ba, 4ye METOABT MOXKE Ja Ce HM3I0J3Ba KaTo HaJeXJeH
nuarHoctuueH TecT. [IpoydyBaHe Ha JAela CbC CEpOJNIOTMYHO J0Ka3aH XA ¢ abaoMHuHaimHa
exorpadus B HayajoTO Ha 3a00JIIBAHETO U CHIIOCTABSHETO MM C Jiella OT KOHTpPOJIHA rpymna
YCTAaHOBU Hali-yecTo 3ajebeneHa >KIbYHAa cTeHa. YecTo wMMalle W pas3ciosBaHe WU
NEePUXOIEHUCTHYEH OTOK. KOHTpaxupaHMAT >XIbYEH MeXyp Oellle MHOrO 4ecTa Haxoaka y
HamuTe 00HU. XermaToMerajiusTa ChIo Oelle Cepruo3HO 3acThlIeHa B Tpyrara Ha OOJIHUTE OT
XA nena; CTaTUCTMYECKH 3HauMMa Oelle M 4YecToTaTra ¢ KOSTO JIOKAIU3MpaxMe YBEIHMYEHH
auMHU BB3IM OKoJio porta hepatis. KomOuHanusta OoT 1Be WM NoBeue OT Te3u Oenesw,
0c00€HO C KJIMHUYHU WO OMOXUMHYHHM IPOSBU HAa OCTHP YEpHOAPOOEH Mpolec MOrar c
rojsiMa BEpPOATHOCT Ja HHM Haco4yaT KbM JHarHo3ara oIle IMpead CEepPOJOTUYHOTO My
MOTBBPKICHHUE.
Hayunu ny0JuKanuu u NposiBu:
e Benes B, [lonos M, Benuesa /I, [laBnosa M, 'onkoueBa-Mapkosa E. [Ipoy4yBanus
BBPXY BUPEMHUS TIPH JIela ¢ BUPYCeH XxenaTuT A. Meauuuncku nperiuen, 2021, 57 (3),
42-45.
e Tonkouera-Mapkosa E, ITonos M, Mopnanosa P, Benuesa /I, Benes B. Bupemus npu
neua c BupyceH xenatuT A. XI HarronaneH BupTyaineH KOHrpec Mo HHPEKIIMO3HU
6omnectu, 08-10.10.2020 r., Codus
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e Benes B, Ilonos M, Tomog JI, ﬁopﬂaHOBa P, [TaBnoBa M, I onkoueBa-Mapxkosa E.
VYyactue Ha )XITbUHUSA MEXYpP B X0Jla Ha BUPYCEH XenaTuT A B 1eTcka Bb3pacT. X VIII
Hanmonanen koHrpec mo KJIMHuYHA MUKpoOuonorus u nadexknuu Ha BAM, 30.09-
02.10.2020 1, Cous.

Hayunust otuer e npuetr ¢ BUCOKA ounenka no ckainata Ha CMH.

JAorosop 1-95/24.06.2020 [IpoyyBaHe CbCTaBa HA OAKTepUAJIHUA OMOPUIM
NpH pa3/IMYHU BpeMEeHHHU UMILUIAaHTAaTHU NPOTEe3HU KOHCTPYKIIUH C
MOJIEKYJ/JIAPHO-TeHTUYEeH MeTOo],
H3caenoBartencku exkun: [Ipod. n1-p Paiina [{etanosa I'eprosa, M
e Ac. n1-p Bupna-Mapus Luty, im
Ac. g-p dumutpuoc Pamnuc
I'n.ac. n-p Mapuana SlukoBa, 1M
Hou. 1-p Togop Y3yHoB, am
Ipod. n-p Boxunap Hopaanos, am
e Jlou. n-p Kamen Konunkos
bazoBa opranuszanusi: MY - Codus, Menuuuncku ¢akynrer, MY - Codus, Meauimacku
¢axynrer, Katenpa mo MeaunnHcKa MEKPOOUOIIOTHSI

PE3VYJITATH: llen Ha HACTOSAILIETO IMPOYyYBaHE € Ja c€ U3cieaABa MUKpPOOHHS OuobuiM
IpU W3MOJ3BAaHE HAa BPEMEHHHU MPOTE3HH KOHCTPYKIMU C IMOMOIITa Ha MOJIEKYJISIPHO-
reHeTudyHu Metonu. [Ipobute ca pa3neneHu B ABe rpynu A. B3eTH OT JUTaBHUIIATa OKOJIO
KOHCTpYKIHMHTE B. B3eTH OT BCAKa KOHCTPYKIUSA. JJOMBIHUTEIHO c€ MOApa3aeisaT Ha a.) B
MOMEHTAa Ha TMpOTe3upaHeTo b.) 1aBa Mecema ciea MNpPOTE3MpaHeTo. BpeMeHHHTE
HaJUMIUJIAHTHU TIPOTETUYHM KOHCTPYKIIMHM Ca JBa THIIA, CHOpPEN BHUIA IUacTMaca |
oOpaboTtkata. [lepuogonTtonaroreHHuTe O6akTepun B Ouodunama ca onpeaensuu ¢ PCR B
pearHo BpeMme, ¢ ThPrOBCKH KHT 3a Joka3BaHe Ha Aggregatibacter actinomycetemcomitans,
Porphyromonas gingivalis, Treponema denticola, Tannerella forsythia, Fusobacterium
nucleatum, Porphyromonas endodontalis wu Prevotella intermedia. 10% or
ObpBOHAYAIHUTE OMOGWIMU OT TMHUTHBA Chabpxkaxa F. nucleatum. J[Ba mecena cien
MPOTE3UPAHETO OTHOBO (py3o0akTepumure Osixa Hall-ueCTH, HO MPEIUMHO B aCOLMAIHS C
apyru anaepoou B 10% c P. endodontalis, B 6,67% c T. forsythia, P. intermedia uau ¢ P.
ginigivalis, 3,33% c T. forsythia. Cemure BumOBe ce qoka3Baxa M B OuoduiaMa OT
mpore3ute, 06e3 craructuyecka pasnuka (P=1,0000). B 10,00% ot moBTOpHUTE MpoOH
umainie noppupoMmonacu u/unu npesorenu. 16,67% ot mpodbure 0e3 yCcTaHOBEHU PUCKOBU
MAaTOTeHHU areHTM B MOMEHTa Ha HWHTEpPBEHLMsATa, JBa Mecela clell MpPOTe3UpPaHEeTo
nokazaxa crarucruuecku mno-dyecto (P=0,0237) amaepoOu, mpeaumMHO OT OpaHKEBHUS
komiuieke (P. intermedia, P. endodontalis, F. nucleatum), kakTo B ruHruBaTta, Taka H
BBPXY NMpoTe3uTe. B M3cienBannTe Marepruany He 0sXxa YCTAHOBEHU BHCOKO-PHCKOBUTE A.
actinomycetemcomitans u T. denticola. [TonoBuHaTa mpoOu B MOMEHTa Ha MPOTE3UpPaHE U
NpU TPOCIEIBAHETO HE TOKa3axa HalW4yue Ha IMaTOreHHW Oakrtepun. B 3axmrodeHwue,
16,67% oT mnanueHTUTEe OsXa KOJOHMU3UPAHHM C PUCKOBH NPUUYMHHUTENH  CIEJ
npore3upaHeTo. I[IbpBHAT THI KOHCTPYKIHUS C€ KOJOHH3Wpa TO-CHIIHO OT BTOPHUS
(P=0,0237). Jluncata Ha BUCOKO- WJIM CPEIHO-PUCKOBU NMPHUYMHUTENH B IOJOBHHATA OT
IBOMHUTE TPOOM MOKa3Ba, Y€ Ta3W Tpyna KHHUYHO 3IpaBU MAIMEHTH HE MPOMEHS CBOS
JIOKaJeH CTaTyC clie]] MOCTaBIHEe Ha KOHCTPYKLUUUTE U MOJbpPKAa OTJIMYHA yCTHA XUTHEHA,
KOETO € TIPEANOCTaBKa 32 YCICIIHU Pe3yITaTH.
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Hayuynu ny0iMKkanuy v NposiBu:

e ['eprosa PII, Payumuc 11, Y3ynos T u cbaBT. [IpoyuBane Ha OakTepuannus Onohuam
[IPH pa3IMYHU BPEMEHHH UMIUIAHTATHU MIPOTE3HU KOHCTPYKIIUHU C MOJIEKYJISIPHO-
reHetuueH meroa. Mex. nipernen. 2022; 2:28-34.

Hayunust otuer e npuetr ¢ BUCOKA ounenka no ckainata Ha CMH.

Jorosop /1-106/24.06.2020 HuBa Ha ceKpeTOPHUS UMYHOTJIO0YJIUH A U
JaKTodepuHa B CJINHKATA NPHU NalMEeHTH C NOANPOTe3eH KaHAUA03€eH
CTOMATHUT

H3cnenoBarencku ekun: [Ipod. a1-p boxunap NBanos ﬁopnaHOB, M

e J[-p Mapuana SukoBa, 1M

e [Ipod. n-p Mapuana J/lumoBa-I"abpoBcka

e Jlou. n-p BanenTtun Jlozanos

e Ac. Becena JlozanoBa

e Ac. Agenus Bacunena
bazoBa opranmsamus: MY - Codus, ®Pakynrer mo Jlenranna wmenunuHa, Karteapa
,l[poTeTHYHa JeHTaTHA MEIUIINHA;

PE3VYJITATHU: beme uzcnensana o01ma HECTUMYJIMpaHa CIIOHKA Ha 36 M3LsII0 00e33b0eHn
narrenta Ha Bb3pacT oT 48-90 romumuu (cpemna Bb3pact 68.06 = 9.39). Ileara Ha TOBa
u3cienBaHe Oelle Ja ce ONpeAeid pojsaTa Ha 3allUTHUTE MEXaHW3MH Ha CIIIOHKara 3a
Pa3BUTHETO HA TOANPOTE3CH CTOMATUT MPU TMAIMECHTH, JIKYBaHH C KOHBEHIIMOHAIHU LEJH
MPOTE3U M LU MPOTE3H, MOJIIUIATEHH C CIACTHYHU CUJIMKOHOBH MAaTEpUANIU. 3a ONpPENeIsiHEe
Ha Buja M KonmdecTBoTo Ha Candida spp. B o0mia HecTUMyJMpaHa CIFOHKA OsiXa M3I0JI3BaHH
CIICJIHUTE METOJU — KyJITHBHpAHE HA KIMHUYEH MaTepual Ha TBBPIU M TCUHU XPAHUTCITHH
cpeau 3a A0Ka3BaHe HAa MUKOTHYEH MPUYMHUTEN; (EPMEHTAIIMOHHN U aCHMUJIAIIMOHHN TECTOBE
U criektpooToMeTpHUYeH aHau3 3a HAcHTH(UKAuUs Ha pasnuuHu BugoBe Candida spp. 3a
ompenensHe HuBara Ha LF u SIQA Osixa m3non3sanu ELISA kutoBe. Ha mectus mecern cien
npore3npaHe Osxa yCTaHOBEHHM MOBHINeHH KommdyectBa Ha C. tropicalis mpu mamueHtun or
rpynu B-1 u B-2. /luarHocTUIMpaHUAT MOANPOTE3€H CTOMATUT Oelle ¢ M30JIalusl MPEeIUMHO
na C. tropicalis 8 xonmuectsa man 108 CFU/mI. YcranoBerno Gemre CTaTHCTHYECKH 3HAYMMO
noka4yBaHe Ha cToiiHocTuTe Ha Jsaktodepuna (LF) crmex mporesupaHe W mpu  TpUTe
eKCIEpUMEHTAIHU TpPyNd U CHJIHO HaMalsiBaHE Ha CTOMHOCTUTE Ha CEKPETOPHHS
umyHorinooyimua A (S 1gA). 3aBucumoctra Ha LF crnpsmo konmuectBoto Ha Candida spp.
cltoHKara Oeme mnoTBbpAeHA. IloTBbpaeHa Oeme W HeroBara MMYHOMOJyJaTOpHaTa
aKTHUBHOCT, (YHTHIHMIHA W TPOTHBOBB3ManuTenHa (yHkmusa. [lo kateropuueH HauyWH €
OTXBbpJIEHA XUIIOTE3aTa, 4e MOANPOTE3HNS CTOMATUT 3aBUCH OT HUBaTa Ha LF u SIgA.
Hayunust otuer e npuer ¢ JOBPA ouenka no ckaiatra Ha CMH.

Jorosop 1-107/24.06.2020 CpaBHUTE/IHO U3C/IeBaHe aJXe3MBHATA BPp'b3Ka
Ha JiBa BU/a HMPKOHUEBAa KepaMHKa B 3aBUCUMOCT OT BU/JA HA
LUMEHTHPALOTO CpeACcTBO (in vitro uscieapaHe)

HN3caenoBarencku ekun: Jlou. 1-p Enka Hukonaesa Pagesa
e Jlou. n-p Tonop Y3yHoB



e [ ac. n-p MBan I'epaxukoB
Bba3oBa opranmmsanusii MVY-Codus, Pakynrer mo J[lenranna wmenununa, Karegpa mo
KoHcepBaTuBHO 3b0051€4eHUE

PE3YJITATHU: llenta € na ce wu3cieaBa aJXe3MOHHATa Bpb3Ka Ha pPaA3JIMYHU BHJIOBE
MUMEHTUPALIN CpEeACTBa KbM JBa BUAA NHMPKOHMEBA KepamMHMKa. Marepuanu M METOIU:
W3non3eanu ca 70 excrpaxupaHu 3b0a, OT KOMTO ca HU3PaOOTEHU JIEHTUHOBH CpPE30BE C
neoenuna 2,2 + 0,4 mm. C nomorura va CAD codryep ExoCad e ch3naneH quruTaieH au3aiH
Ha OMNHWTHO TSAJO OT IIMPKOHHMEBAa KepaMUKa — LWJIUHABD C pa3Mepu auamersp — 9 mm,
BrUcourHa — 8Mm. M3paboTeH e AUruTaiIeH Mo/iel Ha HWINHABDP, KOWTO € IPUHTHPAH OT TeUeH
¢dotononumep upe3 crepeonutorpagcko 3D mpuntupane. B To3u Momen ce ochlecTBsiBa
MUMEHTUPAHETO (IIMPKOHMEBA KEPAMUKA-IIUMEHTUPALIO CPEJCTBO—IECHTHHOB CpPe3) MO HATUCK
ot 500 rp. B 3aBucuMOCT OT BHJla Ha KepaMHUKaTa, ONUTHUTE oOpa3lu ca pa3/iejcHH B JBE
rpynu: 1rp. - IPS e.max ZirCAD Multi (n=48). 2 rp. - IPS e.max ZirCAD Prime. BbB Bcsika
rpymna uma 6 moArpymnu B 3aBucuMoct ot usnonsBanus nument (Fuji Plus, RelyX Luting Plus,
Variolink Esthetic, TheraCem, Panavia V5, Speed Cem Plus). 3a Bcska moarpyma ca
MOATOTBEHH IO oceM oOpasena (mo N=8) ¢ oOpaboTka Ha IUPKOHHWEBATa IMOBBPXHOCT C
BB3ayIIHA abpa3us ¢ anymuHueB okcua AloO3 50 UM 1 KoHTpoJTHA Tpymia 3a BCEKH IUMEHT (110
n=4) — 6e3 006paboTKa Ha IUPKOHHEBATAa MOBBPXHOCT. AJIXE3MOHHATA BPH3KA HA PA3TUUYHHTE
BUJIOBE IIMMEHTH € M3CJICBaHa Ype3 MeToja sSKocT Ha onbH (MTBS). JlanHuTe ca BbBEACHU U
obOpaboTenu cve craructuyeckus naketr IBM SPSS Statistics 25.0, auBo Ha 3Hagnmoct p<0.05.
Pesynratu: 3a 06paboTeHNTE HUPKOHUEBH MOBBPXHOCTH CTATUCTHUYECKU 3HAUYMMA pa3jivKa ce
YCTaHOBH MpH 4 OT u3cieaBanuTe BuaoBe nument - Fuji Plus (1,05 MPa 3a Multi 1,60 MPa 3a
Prime), RelyX Luting Plus (2,35 MPa 3a Multi u 1,86 MPa 3a Prime), Panavia V5 (1,72 MPa
3a Multi u 2,80 MPa 3a Prime) u Speed Cem Plus (2,25 MPa 3a Multi u 3,25 MPa 3a Prime).
3HaYMMO MO-BUCOKH CPEJHU CTOMHOCTH Ha oOpaboreHara kepamuka IPS e.max ZirCAD Multi
uma npu RelyX Luting Plus, nokato npu ocranaiaure Tpu Buga — npu IPS e.max ZirCAD
Prime. HeoOpaboTeHHUTE MOBBPXHOCTH MOCTHraT IMO-HUCKA aJXe3MOHHA SKOCT, KOATO € B
unrepsaia 0,2 - 0,7 MPa 3a xomOunaruute Ha Multi u 0,5 - 1,2 MPa 3a koMOuHanuuTe Ha
Prime. YcraHoBH ce, 4e aIxe3MOHHATA SKOCT IPH HATOBapBaHE Ha OIbH, HE3aBUCHMO OT BHIA
Ha MPUJIOKEHOTO IIMMEHTHPAIIO CPE/CTBO, € B mHTepBana 1,1 — 2,4 MPa 3a IPS e.max ZirCAD
Multi u 1,6 — 3,3 MPa 3a IPS e.max ZirCAD Prime. Wsomu: IIpeasaputenHoTo
MSICBKOCTPYIHO 00paboTBaHe Ha IUpKOHMEBaTa MOBBPXHOCT ¢ Al2O3 ocurypsiBa mo-BHCOKa
SKOCT Ha OIThH, KOSITO B 3aBUCHIMOCT OT BHJIa Ha K€paMuKaTa € B TpaHunute ot 1,7 10 4,5 mpTH.
Cunata Ha Bpb3KaTa ce yBelndaBa MPH U3MOI3BAHETO HA KOMITO3UTHU LIMMEHTH C Mpaiimepu,
KaTo ONTHUMAJHU PE3yJITaTh ce ToiydaBar mpu Te3u chabpxkamm MDP (Panavia V5). IPS
e.max ZirCAD Prime ¢ manku u3kmouenust (Rely X Luting Plus) mokasa mo-mo6pa aaxesus ¢
W3IIOJI3BAHUTE IMMEHTH.
Hayuynu ny0JuMkauuu u NposiBu:
e Gerdzhikov I., E. Radeva, T. Uzunov. Possibilities of Improving the Shear Strength
between Different Type of Cements and Zirconia Ceramics: Literature Review. J of
IMAB, 2021, 27(1):3557-3563
e Gerdzhikov I., T. Uzunov, E. Radeva.  Evaluation of Microtensile Bond Strength of
Luting Cements to Zirconia Ceramics.Wulfenia Journal, 2021, 28(12):2-11
e V3yHoB T. be3ameranuu Bb3cTaHOBSIBAaHUSA-HOBUST MPOTETHUYEH cTaHAapT. |X
Hanmonanen ¢opym no nenranna meaununa, 01-03. 10. 2021, rp. bancko, bearapus
Hayunaust otuer e npuer ¢ QTJIHYHA ouenka no ckaiara Ha CMH.
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JAorosop 1-109/24.06.2020 bpykcu3bM U 33bOHO U3TPUBAHE B AE€TCKA
Bb3PacT - eNUAEeMHUO0JIOTUS, pUCKOBU PAKTOPHU, KIMHUYHU XapaKTEPUCTUKH,
IPpeBeHLUs U JIeYeHue

N3caenoBarencku exkun: [Ipod. n-p Mas Pamesa Pamkosa, v
e Jlou. n-p Hanexna MutoBa, am
e Ac. 1-p Mapuanna /lumutpoBa
e Ac. 1-p Jumutsp Koctypkos, 1m
ba3oBa opranmsanusi: MY - Codus, ®/IM, Kareapa o gercka AeHTaIHA MEIAIIMHA

PE3YJITATHU: llenra Ha HACTOSIIOTO H3CIEABAHE € MPOYYBAHE pPa3MpPOCTPaAHEHUETO,
puckoBuTe (HaKTOpHU, KIMHUYHUTE XaPAKTEPUCTUKU, IMPEBEHIMATA U JICYCHHETO IpH
OpyKCH3BM H 30HO M3TPUBAaHE B JIeTCKa BB3pacT. OOEKT Ha EMUACMHOJIOTHYHO H3CIICABAHE
Osixa 222 nena Ha BB3pacT OT 3 — 7 TOJWHU, HA KOUTO OEIIe MPUIOKEH aHKETeH M KIMHUYCH
MeTOJI. 3a pOoy4YBaHE Ha 0COOEHOCTUTE Ha HOIIHMS OpyKcU3bM Osixa u3cienBaHu 27 neua c
OpykcusbM, Ha Bb3pacT oT 4-10 roaunu ype3 pazpaboTeHa OT €KUIa METOAMKA 3a OLIEHKa Ha
chHS. KMHUYHUTE XapaKTepUCTUKU Ha 3bOHOTO M3TpUBaHE Osixa mpoydeHu Bbpxy 10 mema c
OpykcusbM upe3 aururainna ¢ororpadeka u GoToMeTpUyHA METOAMKA C LI yCTaHOBSIBaHE Ha
pa3snpOCTPAHEHUETO TEXKECTTa W AudepeHnrpaHe Ha TATOJIOTUYHO M3TPUBAaHE OT
¢usnonornuno. Bepxy 10 mema ¢ OpyKcH3bM MPUIOKUXME MHO(DYHKIMOHAIHU arapari,
KOWTO MOBJIMSBA OpodalMaTIHUTE CTPYKTYPH, KaKTO MU IPENOTBpaTsBa IOCIEIBAII0 3bOHO
u3TpuBaHe. Pesynrarure mokaszaxa, ye HOIIEH OpyKCU3bBM ce cpemia npu 29% ot nenara Ha
BB3pacT OT 3 — 7 TOAWMHHU, MO-4ecTO mpu MomdyeTa. [lemara ¢ OpykcH3bM IO-4€CTO HMAaT
MPEKbCBAaHUSI HA CBHSA U CYTPELIHU Hepas3mojiokeHus cnen cbOyxnane. Ilpu pmemara c
OpYKCH3BM C€ yCTAaHOBSBA IO-YECTO XUIEPTPOPUS Ha MACETEPHUTE MYCKYJIH, OTKOJIKOTO IPH
Tte3n Oe3. BpykcusMbT ce oKaza KaTo pPHUCKOB (akTop 3a Hajauuue Ha 3ary0a Ha 350HH
CTPYKTYypH. 3B0HO M3TpPHBAaHE CE YCTAHOBSBA MPH 2/3 OT U3CIEIBAHHUTE JIEla, KATO Hail-uecTo
3aCerHaTH ca Ky4yelIKUTe 3bOM, clel TAX — pe3uuTe U Hail-psako — Mmomiapute. Upes
(dboToMeTpUUeH aHaJIW3 Ha 3bOUTE C W3TPUBAHE MOXKEM Ja YCTAaHOBUM Jalld Ce€ Kacae 3a
¢bu3MoNOrMYHa WM TAaTOJNIOTHYHA 3aryda Ha 3bOHU CTPYKTYypH, KakTo M Ja MpOCIeIuM
nporpecusita n. Pezynrature ot olleHKaTa Ha ChHs Ha JlenaTta ¢ OpyKcU3bM IOKa3zaxa, ye Haii-
4ecTO TE€ CHAT B CTasiTa HAa POJUTENINTE CHU W IIPU TIX CE€ YCTAHOBSBA YMEpPEHa CTENEH Ha
MYCKyJIHA AaKTUBHOCT Ha MAaceTepHUTE MYCKyJIH. MyoQyHKIIMOHATHUTE amnapaTd ca
MOJXOMASIIM 3a JIEYeHHE Ha HOULIEH OpPYKCH3bM M OrpaHMYaBaHE Ha 3bOHOTO W3TPHUBAHE B
JIeTCKa Bb3pacT.
Hayuynu ny0JMKauuu u NposiBu:
e Dimitrova M, Georgieva M, Sleep bruxism in children - symptoms, sleep features, risk
factors and treatment, Problems of dental medicine, 2020, 46(1), p.13-18.
e Dimitrova M, Contemporary diagnosis of bruxism and tooth wear in children,
e Dental medicine, 2020, 1(1), p.51-56.
e Dimitrova M, Rashkova M, Mitova N. Tooth wear in children - prevalence, clinical
features and risk factors. J of IMAB. 2021 Oct- Dec;27(4):4020-4024.
¢ Dimitrova M, Rashkova M, Mitova N, Tooth wear in children - prevalence, clinical
characteristics and risk factors. 30th Jubilee Assembly of IMAB. Online forum.18-21
October 2020.p.44.
Hayunusr oruer e npuer c BUCOKA ouenka no ckanara Ha CMH.
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Jorosop 1-110/24.06.2020 CpaBHUTEJIHO pa3rjexjaHe HA UMIJIAHTaTHUTE
CynpacTpyKTypPH B 3aBUCUMOCT OT OMOMEeXaHUYHHUTE XapaKTepPUCTUKHU Ha
HU3I0JI3BAHUTE AEHTAa/IHU MaTepHuaaIu
N3caepoaresicku exun: [lou. a-p Jumutsp Angonos ®unues, 1M

e [I'mac. n-p I'eopru Unues, 1m

e Ac. 1-p Auton Tymbanos

e JI-p Henmu Hukomosa-1lBerancka, im

e Ac. 1-p Januena Croesa

ba3zoBa opranmzamus: MY - Codusa, Pakynrer mno JleHranHa MemuuuHa, Kareapa
[IporeTnuna neHTanHa MEAUIIMHA

PE3YJTATH:

mo 3ajaya 1:

Len: Jla ce u3cnenBarT SKOCT Ha yMOpa W yJIap Ha HaJUMIUIAHTATHU CYIpPacTPYKTYpH,
KOMOWHAIMsI OT CTaHAApTHH © WHIWBHIYAJIU3UpPAHU HAJACTPOWKH H  MOHOJIUTHH
BB3CTAHOBSIBAHUSA OT pa3IMYHM Marepuaiu B JaboparopHa cpena. Matepuan u meroau: 30
Opos MpoOHM Tena, Ch3AAASHH 110 U3ISUIO JUTHTAICH MPOTOKOI Ha padoTa, 0s1Xxa pa3/ieleHu Ha
TP TPYNU CHOpE] U3IMOJI3BAaHUTE MaTepHalid, KakTo cjenBa: [pyma A- MOHONMUTHU
MMIUIAHTATHA KOPOHKHU OT IUPKOHHEB TUOKCHJ BBPXY TUTaHHeBa 0a3a; ['pyma B- MoHOIMTHU
MMIUIAHTaTHU KOPOHKU OT JIMTHEB AUCHIMKAT C WHAWBUAyaJHa HAJICTPOHKAa OT THTAaHHEBA
cas; ['pyna C- MIIIaHTaTHH KOPOHKU OT LUPKOHUEB TUOKCH]I C MHIMBUIyallHA HAJICTPOUKa
OT TUTaHHWeBa cIUIaB. Bcska OCHOBHa rpyma € pasjeieHa B JIBe MOArpymnu: (poHTamHa
(ropHouentocTeH 1eOTpa’geH pe3el) HW  AUCTAIHA (TOPHOYENIOCTEH ITbPBH  MOJIAp).
Cynpactpykrypure 0sxa MOAJIOKEHU Ha AMHAMUYHO HATOBAapBaHE B JBBKATENIEH CUMYJATOP
CS-4 (SD-Mechatronik, Westerham, Germany). I'pynure Ha ¢ponTanHute 3b0M Osxa
noioxkeHu Ha HatoBapBaHe SON, a mucramaute-150N ¢ yecrota 2Hz. Benuku npoGHU Tena
0sixa momnmoskeHn Ha 250 000 mukbiIa, OTrOBapsIIM Ha | KIMHWYHA TOJMHA EKCILIOATAIHS.
Cnen TecTBaHeTo mpoOHUTE Tena Osfxa MperjielaHd OT €IUH ONMUTEH CHEIHAIUCT IO
MHUKPOCKOTI W OLEHEHH II0 CIEJAHUTE KpUTepuu: nedopmanms Ha CBBP3BAIIUS BHHT,
nedopmarusi Ha HaJCTpoiikarta, (hpakTypHa JTUHHS WIM MYKHATHHA Ha MOHOJIMTHATa KOPOHA,
BUJIIMO pa3pyllIaBaHEe HA a/IXe3WBHATA BPb3Ka MEXIy MOHOJIHMTHATa KOPOHA W HAJCTpOWKara,
paspylaBaHe Ha MOHOJIMTHAaTa KOpOHa WJIM TUTaHHeBaTa HajacTpoiika. Cien ToBa mpoOHHUTE
Tena 0s1Xa MOJUTOKEHH Ha TECT 3a AKOCT Ha y/Jap B YHUBepcallHa u3nuTarenHa MamuHa (Instron
ElectroPuls; Instron Corp., Norwood, MA). Pesyntaru: Bcuuku mnpobu mpemMuHaxa
W3CIIeIBAHETO B AbBKarenHusi cumynarop Ha 100%. OO6cienBaHeTo moj yBEIHYECHHE TMOKas3a
JUIICa Ha OTKIIOHEHHE OT HopMaTa MpH BCEKH €UH IMOKaszaTes 3a BCAKa M3Cle[BaHa rpyma.
TecTpT 3a sikOocT Ha ymap mpu rpynute Ha pesuute Al/d, Bl/dp u Cl/d mokaza Omusku
pe3yaTaTu 3a TpUTE TPyIH, HO Hai-HUCHK Oemte mpu rpymna Bl/¢p — 1000,3 N, mocnenBan ot
rpyma Al/¢- 10953 u rpyna Cl/dp- 1225,5. TectsT 3a sSIKOCT Ha yAap NpU TPyHUTE Ha
monapute A2/n, B2/a, C2/n mnokaza mo-rojasmMa yCTOWYMBOCT TIPH MOHOJUTHHUTE
BB3CTAHOBSBAaHUS OT IIMPKOHWEB JHOKCHJ CHPSMO TE€3W OT JIMTHEB MUcHINKaT. CpemHuTte
CTOMHOCTH Ha (pakTypHa ycToiuuBocT npu rpynu A2/nq u C2/n ca muoro 6musku : 3130,2 3a
A2/m u cvotBetHO 3819,5 3a C2/n. Ilpu rpyma B2/m ca oTyeTeHH MO-HUCKU CTOHHOCTH —
2156,5. 3akmroueHne: MOHONMUTHUTE HAJUMIUIAHTATHH BBH3CTAHOBSBAHUS OT IIMPKOHUEB
JUOKCHJI BBPXY WHIUBUIAyAIH3UpaHA TUTAHWUEBA HAJCTPOWKa BBHB (DPOHTAJICH W JAHCTAJICH
y4acThK, TMpPOSIBIBAT HAM-BHCOKAa (pakTypHa YCTOWYMBOCT OT WU3CJIECIBAHUTE TPYIH, a
CYNPacCTPyKTypUTE OT JINTUEB TUCHIMKAT B KOMOWHAIIAS C WHIUBHIyaJIM3UpaHa HaJCTPOUKa —
Hai-HUCKU. CynmpacTpyKTypuTe, KOMOUHAIMS OT HUPKOHUEB NUOKCUI M WHIUBUIYyaTU3UpaHa
HA/ICTpOiika OMXa MOIJIM J1a C€ HW3IMOJI3BAT KaTO ONTHMAIHO CpPEICTBO 3a HM300p, KOraro
BHCOKHUTE MEXaHMYHU KadecTBa ca OT 0coOeHO 3HaueHue. M3crmeaBaHuT mpoOHU Tena Osxa
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MIOJJIOKEH! Ha IBBKATEJIEH TECT, KOWTO CHMYJIMpa €IHA TOAMHA KIMHUYEH >KUBOT, KOECTO €
OrpaHUYEHHUETO Ha TOBa M3cieaBane. HeoOXoauMu ca JOMBIHUTEIHH U3CICABAHUSA, KOUTO Ja
BKJIFOYBAT IIO-BJIBI IEPUOJ HA EKCILIOATALINS.

o 3apaua 2:

Ien: N3paborBane Ha 27 BUHTOBO (PMKCUPAHU MOCTOSHHU KOPOHKU IO JUTUTAJIEH MPOTOKOI
Ha pa0oTa M MpoCensIBaHeTO Ha OMOMEXaHWYHUTE UM XapaKTEPUCTHKHU 3a MEPUOJ OT IIECT
Mecena. Marepuan u Meroau: 27 mnanueHra Osixa pasfeleHd B TpU TPYyIH, CIOpeA
M3IIOJI3BAHUTE JICHTAJIHU MaTepHai 3a U3padOTBaHEe HA CYNPACTPYKTYPHUTE, a BCAKa rpyna - Ha
nBe noAarpynu ( ¢ppoHTanHa M AMcTanHa). ['pyna A - MOHOJMTHM MUMIUIAHTaTHU KOPOHKH OT
UPKOHUEB AUOKCHUJ BbpPXY THTaHUeBa 0a3a; ['pyna b - MOHONMUTHY UMIIAHTaTHU KOPOHKH OT
JUTUEB JUCWINKAT C UHAMBHUyaJIHA HAJCTPOMKa OT TUTaHUEBA CIulaB; ['pyna B ummiantaTHu
KOpPOHKHU OT LIUPKOHUEB JUOKCUJ C MHAVBUIYAJIHA HAJACTPOWKA OT TUTAHHEBA CIUIAB. Becuuku
CYIIPACTPYKTypH Osixa M3pabOTeHM 1O JUTUTalleH MpOoToKosa Ha pabora. Ilanmenture Osxa
npociieAsiBaHu 2 ceMHIM U 6 Mecena ciiea 1e(UHUTUBHOTO MpoTe3npane. bsixa micnensaHu
CIIEZIHUTE IOKa3aTenu- GyHKIMOHAJIeH, OMOJIorUeH, ecreTuueH. Pesynraru: Y Tpute TectoBu
IpyIy UMaT CXOAHO MEXAaHUYHO MTOBEACHUE 3a Iepuo oT 6Mecela U JIUIca Ha KOCTHA 3aryoa.
Hail-no6pu OHONOrMYHM XapaKTEepUCTHKH MpHUTeXaBa rpyna b, HO 1o oTHouleHHE Ha
€CTETUYHHUS BU3yaJIeH KpUTepul — Hal-HUCKU. W3cnenBanute cymnpactpykrypu ot ['pyma A
uMaT MO-HUCHK IUIaK MHAEKC OT Te3u B I'pyma B, HO mo oTHouieHue Ha (akTop KbpBEHE MPH
COHJIMPAHE pe3ydTAaTUTE MTOKa3BaT MO-HUCKU CTOMHOCTH IpH rpyna B cnpsimo rpyna A. I'pyna
B uma no-gobpu uuaekcu mo Jempt chnpsmo rpyma A, Koero ompeaens no-godpute #
€CTEeTUYHU XapaKTepUCTHKU. 3akiatodeHue: I[Ipu HaauMMIUIAaHTaTHO MpOTE3UpPAaHE BbB
(GpOoHTATHMS yYacThK 3a ONTUMAaJIEeH U300p 3a Bb3CTAHOBUTEIECH MaTepHall MOXKE Ja Ce CUMTa
[IUPKOHUEB JTMOKCH]] - CYNPACTPyKTypa OT CTaHAAPTHA THUTaHHEBa 0a3a M MOHOJIHMTHA KOPOHA
OT LUPKOHHUEB JMOKCHJ WIM HWHAMBHIyalIM3HpaHa TUTAHMEBA HAJACTpPOHKa B KOMOMHAIMS C
MOHOJIUTHA KOPOHA OT IUPKOHUEB THOKCH]I B CIIy4auTe, KOraTo aHryjanusaTa Ha UMIUIaHTaTa u
KIMHUYHUAT CiIydyail He TI03BOJIABaT paboTa CbC CTaHJapTHa IpaBa HajicTpoika. Ilpum
BB3CTAHOBSIBAHE Ha €JUHNYEH 00€33b0€H yUacThK B JUCTAJHATa 30HA- ONTUMAJIEH BapUaHT IO
OTHOLIEHME Ha OMOMEXaHWYHaTa MOHOCHMMOCT MOXE Jla C€ CYMTAaT MOHOJIUTHH
BB3CTAHOBSIBAHUSA OT JUTHEB IUCWIMKAT B KOMOMHAIMS C WHIUBUAYaJU3MpaHa TUTaHUEBA
HAJCTPOMKA B CIydaWTe, KOIraro €CTETHMKaTa HE € OT IIbPBOCTENCHHO 3HAYEHUE WIH
MIPOTE3UPAHE CBC CYIPACTPyKTypa OT WHIMBHIyaJIM3UpaHa THUTAHMEBA HAJACTPOMKA B
MOHOJIUTHA KOPOHA OT LIUPKOHUEB TUOKCHUI.

Hayunust otuer e npuer ¢ JOBPA ouenka no ckayiatra Ha CMH.

Jorosop -111/24.06.2020 INogo6psiBaHe HA AETCKOTO OPAJIHO 3/paBe 4ype3

MOOUJIHA UTrpa

N3caenoBartencku exun: [Ipod. n-p Haranus Xpuctosa I'ppHuapoBa, 1M
e Ac. n1-p 3apaBka SIHeBa
Ba3osa opranmzanusi: MY - Codus, ®/IM, Kareapa mo gercka AeHTaIHA METUIIMHA

PE3YJITATH: Llenra Ha HAcTOSIIOTO M3CIEIBaHE € Ja ce U3padoTH M MPUIIOKH MOOHIIHA
Wrpa 3a Jena oT MpeIyqrIMIIHA ¥ paHHA YUYWUIMIIHA BB3PACT 3a MOJ00OpsIBaHE HAa OPATHOTO
3npaBe. OOEKT Ha enmuIeMUOIOTUYHOTO U3cienBane Osxa 152 mena Ha Bb3pacT 6-8 roauHU, HA
KouTO Oelie MpWIOKeH aHKeTeH W KimHuueH meton. 100 oT nemara Osixa BKIIOYEHH B
eKCIIepUMEHTaIHa TPyIa, KOATO TMOMy4Yd pa3paboTeHaTa MOOWIIHA WTrpa 3a MoJoOpsBaHe Ha
OpaJTHO-XMTHEHHH W XpaHuTeqHH HaBuim T100th Stars 3a mepuoja ot 1 mecen. Konrponnara
rpyna ce cbhcToeme OT 52 nena, KOUTO MNOJyYMXa €IMHCTBEHO M0 KIACHYECKUs HauMuH
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WHCTPYKIIMM 33 TMOIIbpKaHE HAa OpPAITHOTO CH 3ApaBe. Pe3yiratuTe OT MbPBOHAYAITHOTO
AaHKETHO TPOYYBAHE IOKa3axa, Y€ W B JBETC IPYld UMa TPEIIKH B OpajHAaTa XWUTHCHA U
XpaHeHero Ha Jnenara. Cien Kpas eKCIiepuMeHTa Oellle JI0Ka3aHO TOJO00peHHEe B OpalTHUs
CTaTycC Ha Jierara ot aBere rpynu mno otHomenue Ha DMF (T+t), OHI, oOpatumuTe (aKTUBHN)
Kapro3Hu Jie3ud. [logoOpeHrero npu renara oT eKCIepuMEHTa IHaTa rpyna € 3HAYUTEIHO T10-
TOJISIMO | NIPH CTATHCTHYECKOTO CPaBHEHHE Ha JaHHUTE Oelle JoKa3aHa JOCTOBEpHA pasiMKa
MEXIy nBere Tpynu. JlOoCTOBEpHO TO-TOJIsIMA YacT OT pOAUTENUTE U Jenara oT
eKCIIEpUMEHTAIHATAa Tpyna oleHsBar urpara 100th Stars karo mosesna, crojensr, 4e ca
NpUIOOMIIM HOBH 3HAHHS OT Hesl W OuXxa s M3MOJ3BAIM 33 IMO-TPOIBIDKUTEICH MEPHOJ OT
BpeMe. Criopes; MHEHUSTa Ha JenaTa ¥ POJUTENINTE, ChOpaHu upe3 GuHAIHK aHKeTH, 100th
Stars e sjecHa 3a BB3MpUEMaHe, NMPHUATHA, HHTEPECHA M € JIOBENa JIO IMO3UTHBHA MPOMSHA B
OTHOILIEHUETO Ha JIETETO KbM OpaliHOTO My 311paBe. Hax 90% oT neuara ca 3anmouHanu camu aa
ce cemar, 4ye TpsgOBa ga MUST 3b0uUTe cU. TO3M IS € JOCTOBEPHO IMO-TOJISIM OT OCTaHAIUTE
nena. Bcuuku poauTeny Ha Jena OT eKCIIepUMEHTaIHATa TPYIia CIIOJENAT, Y€ JBIKEHUSATa Ha
YeTKaHe ca ce MOJOOpWIN Clie]] eKCrepuMeHTa. B Kpas Ha HM3CIIeBAHETO CE € TOBHIIMIA
WHUIMATUBHOCTTa Ha Jerara OT eKCIepUMEHTajJHaTa Tpyna 3a H3BBPIIBAHE Ha OpajHa
XHTUCHA U CE € YBEJIMYMIIA MPOIBIDKUTEIIHOCTTA Ha TIPOIIeypara.
Hayuynu ny0JuKkanuu u NposiBU:
e Yaneva Z. Making a Mobile Game for Children’s Oral Health Improvement 31%
Annual Assembly of IMAB. Online forum; 28-31 October 2021
e Sluesa 3., [TomoOpsiBaHe Ha IETCKOTO OPAIHO 3/IpaBe Ype3 KOMITIOTbPHH UTPH
(o630pHa
e crarus) — ,JleHtanHa meaununa“ 2022;2(2):114-122
Suesa 3., [logoOpsiBaHe Ha AETCKOTO OPaJHO 37paBe ¢ MoOMIHaTa urpa Tooth Stars.
Henrtanna meaumun 2022;2(2):79-84
Hayunust otuer e npuer ¢ BUCOKA onenka no ckanata Ha CMH.

Jorosop A-112/24.06.2020 'eoMmeTpru4YHa TOYHOCT HA NPOTE3HUTE
KOHCTPYKLMH, U3PAOGOTEHH Ype3 aHA/IOTOBU U JUTMTAJIHU METOAM 3a
CHeMaHe Ha OTne4aThbK U NIPOU3BO/ACTBO

HN3caenoBaresncku exkun: JloueHt a-p Tomop LlonkoB Y3yHoB, 1M

e Ac.1-p Xpuctuna ['aneBa

e [Iac. n-p MBan I'epmxukoB, 1m

e oan Croes
ba3zoBa opranmsaumus: MY — Codus, @Pakynrer mo JeHTanHa MeaunuHa, Karenpa mno
[IporeTnuHa neHTanHa MEAUIIMHA

PE3VYJITATHU: llenra Ha mpoekTa € Aa C€ ONpEeAedad W CpPaBHU TOYHOCTTA Ha MPOTE3HU
KOHCTPYKIIMM, CB3JaJCHU 4YpEe3 AaHaJOorOBM W JUTUTATHM METOAM 3a OTIeYaTBaHE W
MIPOU3BOJICTBO. BBpXy IracTMacoB MoJen € mpenapupaH 360 3a MeTaJloKepaMHYHa KOPOHA U
ca CHETH AaHAJIOTOBH OTMHedYaThIM. [IBpBHUAT OTMEYaThK € U3MOJI3BAH 3a HampaBaTa Ha
CTaHJIAPTEH TUIICOB MOJIEJ, KOWTO € CKaHHPaH C TPH Pa3IUIHU J1abopaTOpHU CKeHepa. Bropusr
OTIIEYaThK € CKaHHpaH ChC CHIIUTE CKeHepH. [IpoTe3HOTO mMoje € CKaHWpaH C 2 pa3indHu
WHTPAOPATHU CKeHepa, KaKTO M ¢ KOHTaKTeH CKeHep. JIuruTasHuAT o0pa3, MOIydeH OT
KOHTaKTHHUSI CKEHEp € M3IOJ3BaH KaTO IUTHUTAJCH €TaJOH, C KOWTO ca CPaBHEHH BCHUKH
ocraHani (80p.) MUTHUTAIHM KOMHUS HAa TpoTe3HoTo mosie. C moMomra Ha KOMITIOThPHA
mporpamMa € Ch37aJIeH IUTUTANIeH TU3aifiH Ha ObJelara MeTalHa CyOCTPYKTypa 3a BCEKH eINH
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OT OCEeMTEe TUTHTAIHH 0Opa3a Ha mpore3HoTo moie. [IpousBenenu ca o6mo 500p. MeTaiHu
CyOCTpYKTYpH, 110 4 pa3inuyHH MPOU3BOJCTBEHU METOM: KJIacHYecKa TEXHOJIOIHS Ha METAIHO
JeeHe, XUOpHIHA TEXHOJIOTWs, (pe3oBaHe | Ja3epHO UpuHTHpaHe. I3mon3BaHa e
HeOmaropogaa Co-Cr cruiaB. BerpeniHara CTpykTypa Ha BCsIKa KOHCTPYKIUS € M3CIIeABaHA C
KOHTAKTEeH CKCHEp M € MOJYYeH JUTHTaleH oOpa3. Toll € cpaBHEH C JUTHTAIHHS €TAJIOH Ha
poTe3HOTO Toje. Pezynrarure ca mpeacraBeHu moj ¢opmara Ha BETHH KapTH, OTPa3sBALIH
OTKJIOHEHUSTA OT peepeHTHUS MOJIEN. 32 ONTUMAITHU PE3YJITATH Ca ONPEIEIICHU OTKIOHCHH
ot pedepertaust moaen B pamkute Ha +0.02 10 -0.02MM. Ipu CPaBHEHHUETO HA OTIICYATHYHUTE
Metoau ¥ 0.05MM mpH CpaBHEHHMETO Ha TPOM3BOJCTBEHUTE METOAM. [Ipu CpaBHEHUETO Ha
BUJIOBETE CKaHMpaHE Hail-1oOpu pe3yiTaTH ca MOJyuYeHHU 3a MHTpaopanHute ckeHepu (38.6%
3a 10s u 50.9% Zhf), cnenBanu oT ckaHUpaHETO HA OTIHEYAThK ¢ Jaboparopen ckenep (18.6%
3a Ceramill map 400, 16% 3a Ceramill map 600 u 15.9% 3a Zhf). Haii-uucku pesynratu
MOKa3Ba CKAaHUPAHETO Ha TUIICOB MOJIEN, KaTO TaM pa3linKaTa MEXKIYy BUIOBETE CKCHEPH ¢
masika (Ceramill map 400- 14.5%, Ceramill map 600- 14.2%, Zhf- 12.6%). [1o oTHOmIEeHHE Ha
MIPOU3BOJICTBEHUTE METO/IU, HAl-BUCOKH PE3YJITATH IMOKA3BaT KOHCTPYKIIUHUTE, HAITPABEHHU Ype3
¢dpe3oBaHe, crnenBaHU OT JlazepHO NMpuHTHpaHuTe. C Haii-ManKa TOYHOCT ca KOHCTPYKIHHTE,
HaIpaBeHH M0 XUOPHIHA TEXHOJIOTHUSI.
Hayuynu ny0JuKkanuu u NposiBU:
e Galeva H, Uzunov T, Sofronov Y, et al. Investigation of the deviation during the
information transfer from the prosthetic field to the laboratory scanners. 2021 10P Conf.
Ser.: Mater. Sci. Eng. 1056 012010
e Galeva H, Uzunov t, Sofronov Y, et al. “Accuracy evaluation of fixed prosthetic
constructions made by milling and printing technologies and the influence of
temperature changes. Journal of Physics Conference Series 2021; 1859(1):012064

Hayunust otuer e npuer ¢ OT/IHYHA ouenka no ckanara Ha CMH.

Jorosop A-113/24.06.2020 EnugemMuo/I10rvs, JUAarHOCTHKA, JieYeHHe U
npoduIaKTHKA HA IJIaK-UHAYLMPAHU TMHTMBUTHU B AETCKO IOHOLIECKA

Bb3pPacCT

HscaenoBarenckn exun: Jlou. n-p Hagexna I'eopruesa Murosa, 1M

e IIpod. n-p Mas Pamkosa, 1M

e Ac. 1-p Xpuctuna TankoBa-3naTeBa

e Ac. 1-p Jumutsp Koctypkos, 1M
bazoBa opranmsaunus: MY - Codus, ®@akynrer no neHranHa meaunuHa, Kartenpa Jlercka
JICHTAJIHA MEIULIMHA

PE3YJITATHU: llenta Ha u3cimeaBaHeTro Oelmie MpoydBaHE pPa3MpPOCTPAHEHUETO Ha TUIAK-
WHIYUMpaHu TUHTUBHTU Tipu nerna oT 10-14 r., KoHTpon Ha cyOrmHTHBalHATa MHUKpOdIopa
MIPH JICUEHUE C JOMBIHUTETHA (POTOJMHAMHUYHA TEPAMKS Ha JIella C IJIaK MHAYIUpaH THHTUBHT,
KaKTO U Ch3JaBaHe M ampoOupaHe Ha MpoQuIaKTUYHA Mporpama 3a MapOJOHTAIHO 31paBe.
O6ektT Ha wu3cnenaBaHeTo Osixa 457 nmema 3a eNMUAEMUOJIOTHYHO TpoydyBaHe, 34 ndema 3a
MpociesBaHe Ha CYOTHHTHMBAIHM IapOJIOHTONATOTeHH B Xoja Ha JyeudeHue (16 mema c
JOmbJIHUTETHA (OTOIMHAMUYHA Tepanus U 18 nema koHTposHa rpyna) u 21 jgema 3a rpymnoBa
npodunaktuyHa  mporpama. Upe3  emHAEMHOJIOTMYEH  METOA  Oelle  yCTaHOBEHO
Pa3MpOCTPAHECHUETO U PUCKOBUTE (PAKTOPH 3a TUTAK MHAYIIMPAHUTE THHTHUBUTH TIpH nena oT 10-
14r.. [IpoBeae ce MpOCMEKTUBHO KIMHUYHO M3CJE€IBaHE Ha Jela ¢ MUIaK UHAYLUHUPAH THHTUBUT
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B XOJla Ha JieueHHe (peructpupane Ha ciennurte runruBainnu uuaaekcu: SBI, Gl, BOP). Upes
PCR Real time 0sixa u3cieaBanu 9 KOHTPOJHHM IfaMa OT cOOpHa mpoba 3a KOHTPOJI Ha
cyOruHruBagHaTa MUKpodIiopa Ha ChIIUTE JAena. Pe3ynrarure mokasaxa pasnpocTpaHCHUE HA
TMHTUBATHO Bh3majgeHue oOxBamamo 65% ot nenara Ha BB3pact 10-14r. Jlemara umar
OTHOCHUTCIIHO HHUCKO INNIAKOHATPYIIBaAHC CbCPEAOTOYCHO BHB (prHTaJ'IHI/ITC y4acTblld HA ABECTE
YCJIKCTU U ,I[O6pI/I OpaJIHO-XUT'MCHHHU HaBUIIU. WN3nom3sanara CJICKPOHHA IMapoaOHTaJIHA COHa
C IIOAXOISIL] CO(l)Tyep € IpcamnocraBka 3a IIO-TOYHa W IPEHM3HA I'MHTHBaJlHA JUWArHOCTHKA.
KymynatuBHUAT e(ekT OT BIMSHUETO Ha IpoBeneHaTa (GoToAMHAMUYHA Tepamus BOAU JI0 TO-
H3pa3CH TCPAINICBTHUYCH e(l)eKT BbPXY 'MHTUBAJIHUTC ThKAaHU HA MU3CJICABAHUTE ACIA. HpI/I Jaena
ChC CpPEOHO TEXbBK IJIAK MHIYIHpPAH THHTUBUT BOJENIaTa CyOrMHTHMBaiHa MHUKpodiopa e
KOM6I/IH8.I.II/IH OT NPEACTAaBUTCIIN HAa OpPaHXKCBUA U HAa YCPBCHHA KOMILIEKC I10 COKpaHCKI/I, KaTo
P. gingivalis ce u301mMpa OTHOCHUTEIHO IMO-PSIIKO, HO B Hail-BUCOKM KoJM4ecTBa. B xoma Ha
JICHCHHUEC Ha (I)OHa Ha OTHOCHUTCIHO HCIIPOMCHCHUA MI/IKp06eH TOBap, MapoaAOHTOIIATOICHUTE
HaMaJIsIBaT 10 BUJI M KOJIMYECTBO OIIe Ha BTOpAaTa CEAMHUIIA, KOETO € BaUuAHO U 3a Opost MO B
MI/IKpO6HI/ITC aconuanmm, KOWTO HaMaJIsiBaT YYBCTBUTCIIHO. HpezmoxceHaTa rpymnosa nporpama
3a mpo(UIaKTHKa Ha MAPOJOHTATHUTE 3a00JIBaHMS JEMOHCTpHUpA €(EKTUBHOCT 33 Ch3/IaBaHEe
" YTBBPKAABAHC HA IIPABUIIHO ITOBCACHUC 3a ITOAABPIKAHE HA MMAPpAOHTAIHO 3ApaBe IIpH ACLA.
Hayuynm ny0Jukanum u nNposiBu:

e Tankova H, Mitova N., Rashkova M., Popova H.- Risk factors and gingival
inflammation in children aged 10 to 14 years - an epidemiological study. Jounal of
IMAB 2021;27:4092-7.

e Tankova H., Lazarova Z., Rashkova M. Evaluation of an electronic periodontal probe
versus a manual probe in periodontal diagnosis of children aged 12-14 years. Journal of
IMAB2021;27:4087-91.

e Tankova H, Mitova N., Rashkova M., Popova H.- Risk factors and gingival
inflammation in children aged 10 to 14 years - an epidemiological study — Yuactue B
30-ta FO0uneiina Acambnes na IMAB, natu Ha xourpeca 18-21 October 2020,ctp.38

e Tankova H., Lazarova Z., Rashkova M. Evaluation of an electronic periodontal probe
versus a manual probe in periodontal diagnosis of children aged 12-14 years — Yuactue
B 30-ta FOOuneiina Acambuiest Ha IMAB, natu Ha xonrpeca 18-21 October 2020,ctp.39

Hayunust otuet e npuer ¢ BUCOKA onenka no ckanata Ha CMH.

Jorosop /1-115/24.06.2020 CbBpeMeHHM aClIeKTHU B [IPEeBEHLUATA U
PaHHOTO JIeYeHHe HAa OKJIy3a/IHM KapMO3HHU JIe3UU HA IOCTOSIHHU MOJIapH

H3caenosarencku exkun: ['n.ac. 1-p Kpacumup Mutko Xpucros, M
e Ilpod. n-p Pocunia Kabaxunera, nm
e [lIpod. n-p Hatanus ['ppHUapoBa,qm
e Ac. n1-p Henana ['eopruena
Bba3oBa opranmszanus: MY - Codust, ®IM, Kareapa no neTcka AeHTaTHA MEIUITHA

PE3VYJITATH: Llenta Ha HACTOALIOTO M3CIEABAHE € Ja MPUIIOKUM U OLEHUM €(pEeKTUBHOCTTA
Ha ChbBPEMEHHU METOJM 3a JWAarHOCTHKA — JUPEKTHO BU3YaJHO HaON0/IeHHe, HAaOIoAeHne ¢
JeHTaneH onepaTuBeH Mukpockor (JIOM) u untpaopaina kamepa SoproLife (B nBa pexxuma Ha
pabora — “day light” u “blue light”) Ha HayamHu OKJy3amHM eMailIOBH KapHUO3HH JIC3HUH U
TAXHOTO MPOCJENsBaHe clie]] MPOBEJCHO HEMHBA3UBHO JIEYEHHE C TPU TEPANIeBTUUYHU CPEICTBA
— KOHBeHIMOHaTeH cunant, [ ML 1 HICKOBHCKO3HA IIacTMaca 3a IepHoj oT 12 Mecema mpu
IBPBU TOCTOSSHHU Moyiapu. OOEKT Ha enmuIEeMHUOJIOTMYHO wu3cienBaHe Osxa 250 nema Ha
BB3pacT oT 6 — 9 rogunu u 1000 nepBU nocTosiHEM Monapa. B n3cnenBanero B3exa yuyactue 50
Jera Ha BB3pacT oT 6 — 9 TOAWMHM W Ha Cily4aeH NpuHIUN Osixa m3bpanu 150 3n0a — 60
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JIMarHOCTULIMPAHU KaTo 3ApaBu, 90 — ¢ HayajgHa OKIy3ajHa Kapuo3Ha Je3us. KIMHUYHOTO
H3CJICABAHC YCTAHOBHU IPUITIOKPHUBAHC HAa KPUTCPHUUTC HA HAYaJIHA OKJIy3aJiHa KapHUO3Ha JIC3Us.
VYcTaHOBUXME BHCOKAa CTEIEH Ha Kopeilanusda MEXAY AUPCKTHATa BH3yallHa OLCHKa U
HU3II0JI3BAHETO Ha CBCTIIMHHA (I)JIyOpeCI_ICHI_II/ISI. Cbc cbIocTaBKaTa JOKa3axMe€, 4€ BBBCIACHUTC
kputepun Ha MexayHapoaHata cucrema ICDAS Il ce ompenensat kaTo ,,371aT€H CTaHAApT B
ANAarHoCTUuKaTra Ha KapuoO3HU JIC3UU. C’bH_IO TaKa C€ yCTaHOBUXA WU NPCAUMCTBATA OT IMOMOIIIHA
AWarioCcTuka CbC CBBPEMCHHU CPCACTBA, KOHUTO Ja YJIOBAT U Haﬁ-paHHHTe IMPpOMCHHU B
IOBBPXHOCTTA. B HACTOAIECTO HU3CICABAHC Oerre AOKa3daHa BAXXHOCTTA Ha MPCBCHLUATA Ha
3paBy OKIIY3aJIHH IMOBBPXHOCTH, KOATO C€ OCBIICCTBABA YPE3 NPECBAHTUBHOTO UM ITOKPHUTHUC.
WMznomn3sanure CpCACTBa — KOHBCHUHWOHAJIICH CHJIAHT U FFH.[, IIOKa3axa OTJIIMYHU MCEXaHUYHU
KayeCTBa - BUCOKa H3HOCOYCTOI>1‘H/IBOCT M 3alla3dBaH€ Ha MapruHajiHaTra CH LAJI0CT, KOCTO Oa
OCUT'YpH ONTUMAJIHOTO 3allCUYaTBAHC HA INOBBPXHOCTTA U IMPCAIIA3BAHC I1OsABATA HAa KAapHWO3HA
JIC3HUSI. TepaHeBTI/I‘lHI/IHT moaxoa 3a JICUHCHHETO Ha HaydaJlHM OKIY3aJlHHW KapHuO3HH JIC3UU CC
HU3MCETBA OT OIICPATHUBCH KbM HCOIICPATHBCH. C noMolInTra paHHata JUarHoCTukKa nu 1/1360pa Ha
OIITUMAJIHU CPCACTBA 3a U3CJICABAHUA IICPUO HE CC Ha6n}0z[aBa nporpecust Ha YCTaHOBCHUTC U
o0paboTeHn kapuo3Hu je3nn. ChbBpeMeHHaTa nHpMITpaunonHa texuuka — lcon DMG moxkasa
OTJIMYHU PE3YJITATHU IPHU U3IIOJI3BAHCTO 7| BBPXY OKIIY3aJIHUTC ITIOBBPXHOCTH.

Hayuynm ny0Jukanum u nNposiBu:

e Nedana Georgieva, Krasimir Hristov, Nataliya Grancharova; Evaluation of the
effectiveness of conventional sealant and glass-ionomer cement as a preventive sealing
material for first permanent molars. Medinform 2021;8:1355-63.

e Nedana Georgieva, Nataliya Grancharova, Comparative assessment of the effectiveness
of different methods for diagnosis of initial occlusal carious lesions of the first
permanent molars — poster - Joint Forum: 11 th South-East European Conference of
Chemotherapy, Infections and Cancer and 31-st Annual Assembly of International
Medical Association Bulgaria 28-31 October 2021, Plovdiv, Bulgaria.

Hayunusr oruer e npuer ¢ BHCOKA oueska no ckanara Ha CMH.

Jdorosop /1-116/24.06.2020 EH0J0HTCKO U XUPYPrUYHO JieYyeHHue Ha
XPOHUYHHU I'PaHY/IOMAaTO3HHU NEPUOAOHTUTH-PAHAOMHU3NPAHO KIMHUYHO
Hnu3cJieaBaHe
H3caenosarenckn exun: Jon. n-p XKaner Kupunosa Hukonosa, im

e Jlou. n-p Enuna [lenuBepcka-AneKkcanpoBa, IM

e Jlou. a-p Aumutsp Kupos, im

o Jlon. a-p Jumutsp Mosues, mm

e [Ipod. n-p Cuexanka Tomnanosa-Ilupuncka, 1M
BbazoBa opranmsaumsa: MY - Codus, daxkynrer mo JaeHTanHa MenuuuHa, Kareapa mo
KOHCEpPBAaTHBHO 3b00JIeUeHUE

PE3VJIITATU: BeoBexxgaHero Ha [iazMorepanusta ¢ TpadTHUTE MaTepuaid B
pereHepaTHBHATa €H/IOIOHTCKA Teparus 0TOeNA3Ba BaKEH HANpPEAbK B JICHTAIHATa MEIUIIMHA,
TBU KaTo MPEACTABISIBA NPWIOKEHUE Ha TBKAHHOTO MHXKEHEPCTBO 32 JICUEHUE HA XPOHUYHUTE
[epUanuKalHyu Jie3ud. Llenra Ha NpPOBENEHOTO H3CIIEABAHE € A CE€ CPAaBHAT KIMHUYHO U
PEHTTEHOJIOTUYHO pPE3yJNTaTUTe OT KOMOWHUPAHO €HAOJOHTCKO-XUPYPIHMYHO JICYEHHE Ha
MMAUEHTH C XPOHUYEH IEPUOJOHTUT 4Ype3 TPU Pa3/IMYHU XUPYPrUYHU IPOTOKOJIA KATO CE
IIPOCIENAT 3aIIbIBAHETO HA IIEPUANIMKAIIHATA JIE3Us ¢ KOCTHA THKAH 3a IIEpUOJ OT IIECT Mecena
U CTENeHTa Ha 00JIKa HEMOCPEJACTBEHO CIIe]] MPOBEACHOTO XUPYPrHUUHO JedeHne. MaTtepuan u
Metonu: M3crnensaneTo ce u3BbpuiBa Ha 23 manueHTH BbpXy 30 3b0a ¢ IMarHo3a XpoHUYEH
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rpaHyJIOMaTO3€H MEePHOMOHTHUT (Au(y3eH WM JIOKATU3UpaH), MOAOpaHH U pas3NpeeicHd B 3
rpynu mo gecer 3b0a: I'p.1 mamumentu. Knacudecka amukamHa octeoTomMusi. ['p.2 mammeHTy.
Krnacuuecka anumkanHa ocreotomus. KocTHara paHa ce 3ambiiBa C MapueHla OT MeMOpaHa
nsrorseHa ot A-PRF+ kpbBeH KOHIIEHTpaT OoraTr Ha pacTekHU (aKTOpU M ChIlata MeMOpaHa
BBpXY panara. ['p.3 manuentu Knacuuecka anukanna octeoromusi. KoctHaTta pana ce 3ambiBa
c,,sticky bone“ u amorpadpren marepuan u MemOpanHa wusrorBeHa ot A-PRF+ kpbBen
KOHIIEHTpaT Oorar Ha pacTexHH (akTOpH BHPXYy paHara. Pedynratute ce mpocieasBaT 4pes3
CBCT mecr wmecema cren omepaTHBHaTa WHTEpBEeHIUsA. Pesynrature ce o0OpaboTBar
craructuyecku. Pesynratu: Kracuueckata amukaaHa OCTEOTOMHUs 0€3 JIONMBJIHUTEIIHA
CTUMYJIAIMS Ha 03[[PaBUTEIHUS MPOIIEC, KAKTO € B Tpyna 1, Ha mIeCTHs Mecell OT U3CJICIBAHETO
otunta enBa okosio 39.0677 cTeneH Ha 3ambJBaHe HAa 0OeMa, JOKaTo B I'p.2 U I'p.3 CTENEHTa Ha
3ambsiBaHe Ha oOema goctura 90.801 -95.23. IlocromepaTHBHHAT MEPHOA € CHBBP3aH C
He3HauuTenHa Oosika 3a mamuenture(rp.2 u rp.3), mokato B rp.l cremeHTra Ha OoyKa €
CTATUCTUYCCKU 3HAYUMO IIO-CHJIHA. I/ISBOIII/IZ I[OKEBBa C€ KIIMHHUYHO, Y€ IIOCTaBAHCTO Ha A-
PRF+ xpbBeH KOHIIEHTpaT OOrar Ha pacTeXHU (AKTOPH CAMOCTOSTEITHO WM B KOMOWHAIIHS C
aJIOTUTACTHYCH TpadT Cjel MPOBEACHA MO KJIACHYSCKa METOJMKA allMKaJlHa OCTEOTOMHS Ha
350U C MepHANMKATHA XPOHUYHH IPAaHyJIOMAaTO3HN EPHOAOHTUTH (IU(DY3HU U JIOKATH3HPAHH )
BOAU OO0 3HAYUTCIIHA CTCIICH Ha 3aIllbJIBAHEC HA KOCTHHUA I[e(l)eKT Ha INIECTHUA Mecel U €
CBIIPOBE/ICHO ChC ci1aba OoJKa Mpu U3CIeIBAHUTE MAIIUEHTH.
Hayuynu nmy0JuKkanuu u NposiBU:
¢ Kirilova J, Deliverska E, Kirov D, Yovchev D, Topalova-Pirinska Sn. Regenerative
endodontic therapy -plasmotherapy. Review Part I. Medinform.2021; 8(1):1328-1332.
¢ Kirilova J, Deliverska E, Kirov D, Yovchev D, Topalova-Pirinska Sn. Regenerative
endodontic therapy - bone materials and techniques. Review Part I1l. Medinform.2021,
8(1):1333-1338.
e Kirilova J, Kirov D, Yovchev D, Topalova-Pirinska Sn, Deliverska E (2022)
Endodontic and surgical treatment of chronic apical periodontitis: a randomized clinical
study, Biotechnology & Biotechnological Equipment, 36:1, 737-44.
Hayunusr oruer e npuer ¢ OT/IHYHA onenka no ckanara Ha CMH.

Jdorosop /1-128/24.06.2020 KonenTuH KaTo 6MOMapKep 3a JUATHOCTUKA HA
ocTpa ek3auepoanus Ha XObBb niu usocrpena XCH nipu naeHTH € JUCIIHeEs
HN3caenoBaresncku exkun: Jlou. 1-p Benuucnasa [lenueBa [lenueBa-I'enoBa, 1M

e IIpod. n-p Orusu ['eoprues, am

e [ ac. n-p Bukrop Maunonos, 1m

e Ac. n1-p Jusn I'enoB
ba3oBa opranmsauus: MY - Codus, Menuuuncku ¢akynret, Karenpa no Ilponenesrruka Ha
Bwrpemmnure 6onectu, YMBAIJI ,,AnekcanpoBcka’

PE3VYJITATHU: llenta Ha OpoydyBaHETO € Ja C€ AaHalW3upa poJsATa Ha KOMNENTHHA 3a
mudepeHnMaiHa JMarHo3a MexJIy ocTpa ek3auepOanuss Ha XpOHHYHA OOCTPYKTHMBHA
6enonpobHa 6onectu (OEXOBB) u cbpaeuna HepocrarbunocT (CH) mpu mamueHTH ¢ oCTpo
HacTbuia gucnHes. 50 mamueHTH ¢ octpa aucnHes B pesynraT Ha OEXOBb mmu CH ca
BKJIFOYEHHU B MPOCHEKTHBHO NpoyuBaHe. CpenHaTa Bb3pacT Ha ydacTHULHTE € 68.32 + 8.321
TOJUHH, KaTO CHOTHOIICHHETO Mbxke/keHu € 32/18 (64% wmbxe u 36% xenu). CrOpanu ca
aHAMHECTUYHU M OCHOBHHU jaeMorpadcku naHHMU. [Ipu BCHYKM y4yacTHHMIIM ca MpPOBEACHU
XeMaToJOTMYHU M OuoxumuuHu TtectoBe. Komentus, N-TepMHHaNeH Npo-TpelChpACH
HarpuyperudeH nentu (NT-proBNP) u mpokanutonuH ca u3MepeHu ¢ momoinra Ha ELISA
Metonu. Ilpu BCcHUKM DalMEHTH ca HaNpaBeHW €JIEKTpOKapauorpama, CIHpPOMETpHS,
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pEeHTreHOBa CHUMKa Ha TpbAHUS Kol U exokapauorpadus. Ilpm Heobxomumoct ca
W3BBPIIBAHU a0JOMUHATHA exorpadusi U KPbBHO-TA30B aHAIW3. B 3aBUCMMOCT OT IpHYMHATA
3a IUCITHEsTa, MAIMEHTHUTE ca pasjeicHu B ABe rpynu — takuBa ¢ OEXOBD (27 nanuenrta) u
takuBa ¢ wuszoctpena CH (23 mnaunmenra).Cpennata KOHIEHTpAlMsi Ha KOIENTHH €
CTaTUCTHYCCKH 3HAYMTEIHO Mo-HUCcKa npu maruentd ¢ OEXOBB (160.574 + 112.768 pg / ml)
B cpaBHenue ¢ nanuentute ¢ CH (402.0187 + 54.4pg / ml); p = 0,001. Hanurie ¢ monoxutesiHa
KOoperaiusl MeX/Iy HUBaTa Ha CEpyMEH KOICNITUH M HuUBaTa Ha npokaauTonud (I = 0,231; p =
0,025), kakTo U MEX/1y CepyMHUTE HUBA Ha KorenTuH u HUBata Ha NT-proBNP (r = 0,396; p =
0,004). HuBara Ha KonenTuH KopeaupaT goope u ¢ C- peakruBuus nporenn (CRP) (r = 0,258,
p = 0,022). CroitHoctu Ha komentuH > 317,875 pg / ml mpu nocremBaHeTro ca ¢
yyBcTBUTENHOCT 71,3% 1 cneunduyunoct 82,4% npu nporuozupane Ha CH kaTo mpuuuHa 3a
octpo Hacteiuia auctHes (AUC: 0,884, 95% CI: 0,814-0,955, p <0,001). KonenTuHbT € HOB
oOemraBaill oKa3aTell 3a IUarHOCTUKA Ha MallMeHTH ¢ ocTpa JucriHes. M3mon3BaHeTo Ha TO3U
Mapkep B pyTHHHATa MpaKkTUKa MOXKe Ja OBbJEe MHOTO IMOJE3HO 3a JecHa IudepeHIrnaTIHa
nuartosa mexay OEXOBb u CH.

Hayuynu ny0JuKkanuu u NposiBU:

e IlenueBa B, Manosios B, Manos E, ['eoprues O, I'enos [I. Konentun — buomapkep 3a
nudepeHIraita Juarno3a Ha ocTpa auciaes. MemunuHcku npernen. 2021;5:36-42.

Hayunust otuer e npuer ¢ BUCOKA ouenka no ckanata Ha CMH.

Jorosop /1-129/24.06.2020 [Ipoy4yBaHe U OlleHKA HA AMarHOCTUYHATA U
MPOrHOCTHYHATA PoJis HA ocTpodaszoBute npoterHu IL-6, TNF-a, MMP-9 u
NPOKAJLUTOHUH KAaTO NPEeAUKTOPU 3a paHHA UHCyULIMeH U Ha

aHacToMo3aTa cjej npejHa pe3eKIHs Ha peKTyMa - NpoAb/DKeHUe

N3caenoBarenckn exun: [Ipod. n1-p Jumutep VBanos bynanos, 1M
e TIIpod. a-p Aranac Monkos, 1M
Hou. n-p Camo bones, M
I'n. ac. n-p dparomup dapaanos, oim
I'n. ac. n-p EBrenu )KuBkos, am
I'n. ac. n-p IBanka CranueBa, 1M
I'n. ac. n-p Enena ApabamxueBa, 1M
I'n. ac. n-p Emunusa Tomesa, im
H-p Jlunmust CumoHOBa, AM
I'n. ac. g-p Kynuera Xpucrosa-lumurposa, 1M
Ac. a-p I1namen IletkoB
Ac. n1-p Bacui ConyHkuH
e Ac. n1-p Kugko IllaBanos
ba3zoBa opranmzamus: MY - Codusa, Memunmnacku @akynrter, Karenmpa mo obOma u
onepartuBHa xupyprusi, YMBAJI , Anexkcanaposcka®, EAJl, Knunuka no oOma Xupyprus
,IIpod. INapackeB CrostHoB* (I xupyprus)

PE3YJITATH: MncypuuueHusaTa Ha aTacToM03ara, MpH MpeaHa pe3eKIusl Ha peKTyma, €
aKTyaseH npobyieM B kopemHata xupyprusi. Llem: [la ce npoyun npeauktuBHaTa pons Ha |L-6,
TNF-a, MMP-9 u [IpokaniuToHuH, 3a MHCY(UIIMEHITUS Ha aHACTOMO3aTa CJe/ Pe3eKIus Ha
pextyma. M3nomsBanu metoau: Kimmanano-naboparopro uscneasane Ha I1L-6, TNF-a, MMP-9
u Ipokanuutonun, npu 20 namuentu Ha 2 U 5 CO/l, OT BeHO3HA KPBB U OT CEKPET Ha JAPEHaK,
Kakro 1 oOeqUHSIBAHETO UM C pe3yiTarure Ha mpenxojeH rpant (2017) m cratuctuuecka
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obpabotka. Pesynratu u um3Bomu: Ot wum3cneaBanute mnporewHu IL-6, TNF-o, MMP-9 u
[Mpokanuuronun, npu o0mo 40 NaMeHTH, YCTAHOBUXME, Y€ CTATUCTUYECKH 3HAYNMH
pe3yaTaTH 3a MOTCHIIMAIHA MPEAMKTUBHA POJA 3a WHCY(DUIMCHIIMS Ha aHAacTOMO3aTa MMaT
[Mpokanuuronun, TNF-a, IL-6.

Hayunust oruer e npuet ¢ /[ObPA ouenka no ckainata Ha CMH.

Jorosop /1-130/24.06.2020 Mapkepu 3a oBapHa/JIHa AUCPYHKIUSA IPHU
CUH/JPOM HA NOJIMKUCTO3HU ANYHULU
N3caenoBarenckn exkun: Jlon. n1-p Aaroanera Tpudonosa ['ateBa, 1M

e IIpod. n-p 3npako KameHnos, nmMu

e [ ac. n-p Anenuna [{akoa, M

e JI-p [Inamena KabGakunena-I'eopruesa
BazoBa opranmzamus: MY - Codus, M®, Karengpa mo BerpemHm Oonectu, YMBAJI
»Anekcanapocka” EAJl, KiimHuka no eHI0KpUHOJIOTUs

PE3VYJITATHU: ®onukynorenesara B SHYHULUTE W3UCKBa (UH OajaHc MEXAYy €KCTpa- U
uHTpa-oBapuanau (¢akropu. EHmoxaHaOMHOMAHMTE WrpasT BakKHA pPOJII B HOPMAITHUS
donukynapeH pacTek W oBynauus. J(ucOalaHChT B CEeKpelusTa UM JIOKAa3aHO € CBBbp3aH C
HapymieHa (OJIUKYJIOTeHe3a, y3psBaHe Ha OBOIMTAa M ChOTBeTHO MH(pepTmiauter. Llenta Ha
MIPOYYBAHETO € Jla aHAIM3UPa HUBATa Ha 2- apaxugoHomwiriunepol (2-AG) cpea malmueHTy che
CUHAPOM Ha mnonukucro3Hu sauHuim (CII]) m Bpb3kara UM C XOPMOHAJIHHUTE U
MeTabOIUTHUTE MPOMEHU, KAaKTO M Hall-ueCTUTE XapaKTEPHUCTUKH, CBBbP3aHU ChC CHHIpOMA
KaTo OBYJaTOpHa MUCPYHKLIMS M IOMMKHCTO3Ha Mopdonorus Ha sitanumure (IIKMS).
[IpoyuBaneTo BKIJIIOUBAIE O0IIO OcemieceT yyacTHULM - 54 mauuentu cbe CIIS u 26 3apaBu
KOHTpoiu. Kputepuure 3a BKIIOUYBAHE 3a BCHUUKHM ydacTHUIM ca Bb3pacT (18-38 ronuun);
noctmenapxe (> 3 roqunn) 1 UTM (18-40 kr/m?). [Marmentute cbe CITS ca quarHocTHIMpaHy
cropen PorepnamckuTe KpUTEpUM U JONBJIHUTENIHO Ca KAaTErOPU3UpaHU BbBB (DEHOTUITHU
rpynu. [lpaHa MeOuIMHCKAa MCTOpHs, KIMHUYHM H3CIEABaHMUS, AaHTPOIIOMETPUYHU
W3MEpBaHus, JAa0OpPaTOpHM TECTOBE M YITPa3ByKOBO U3CJIEABAHE ca IIPOBEJIEHU BbHB
¢omukynapHa ¢aza. CepymHure HuBa Ha 2-AG ca HU3MEepeHM Ype3 EH3UMHO-CBbp3aH
umyHocopbenten aHanu3 (ELISA). ITauuentkure cbe CIIS u 3apaBUTE KOHTPOJM MOKa3BaT
CXOJIHM META0OJUTHU TMapaMeTpu U aHTPONOMETPUYHHU XapaKTepUCTHKH. [lalmeHTKHTE ChC
CII4A ca ¢ u3pazen xup3yTu3bM crapsamo 3apasute xxenu (p = 0,001). CrotHomenunero LH/FSH
1 BCUYKU aHJPOTEHU Ca 3HAUMTEIHO MO-BUCOKM B MAllMEHTKaTa rpyma, OTKOJIKOTO B Ta3W Ha
koHTponuTe. CepymHHTe HuBa Ha 2-AG ca 3HAUUTENHO IMO-BUCOKM TNpu ¢eHoTHN B
MalMEHTUTE U 3/paBUTE KOHTPOJIM B CpaBHEHHUE C Ipymnara Ha (GeHoTun A, I0KaTO MEXIY
¢enorun B u koHTpoauTe HUBaTa octanaxa cxoanu. [Mamuentkure cve CITA u [IKMS umar
3HAYUTEIIHO TMIO-HUCKM HHBAa Ha €HJoKaHaOWHOMJa B CpaBHEHHE C THalueHTure 0e3
MOJIMKUCTO3HU AWYHULIM U KOHTponuTe. B 00001enue cepymaure HuBa Ha 2-AG He mMorar Ja
ObaaT auarHoctuyeH mapkep 3a CIIA, HO Hali-BepOSITHO MPOMEHEHaTa UM CEKpeIHs MOBIHsIBa
HOpMaJTHUTE (HOJIUKYJIAPHU MPOLIECH.
Hayynu ny0uKanum U NposiBU:

o Kabaxunena I1, 'ateBa A, Bemukosa 11, ['eoprues L], Kamenos 3. 19-ti MmexxyHapoieH

KOHTpec 1o eHi0KpuHoorusi, Bupryanen, 24-28 ¢espyapu 2021 r. 262-263.
e Kabakchieva P, Gateva A, Hristova J, Georgiev T, Kamenov Z. Analysis of 2-
Arachidonoylglycerol Levels in Polycystic Ovary Syndrome in the Context of
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Hormonal and Metabolic Alterations and Across the Classical Phenotypes. Cannabis
Cannabinoid Res. 2023 Aug;8(4):634-641.

e Kabakchieva P, Gateva A, Velikova T, Georgiev T, Yamanishi K, Okamura H,
Kamenov Z. Elevated levels of interleukin-18 are associated with several indices of
general and visceral adiposity and insulin resistance in women with polycystic ovary
syndrome. Arch Endocrinol Metab. 2022 Mar 8;66(1):3-11.

Hayunust otuer e npuetr ¢ QTJIHYHA ouenka no ckasiata Ha CMH.

JoroBop /1-132/24.06.2020 CkpuHUHT 3a puoépomMycKyHa aucnaasua (FMD)
B bb/iIrapus ¥ reHeTUYHHU aClleKTH
N3caenoBarencku exun: Jlon. n-p Pas Credanosa MBaHnosa, 1M

e J[-p Teonopa SAneBa-CupakoBa, 1M

e IIpod. n-p obpuu Bacunes, mm

e J[-p [TaBen HukonoB, 1okTOpaHT

e Pymsna Jlogosa, im0
Ba3oBa opranuzanus: MY - Codust, M®, Katenpa Bprpemnu 6omnecta, Y MBAJI
»Anekcanaposcka® EA/l, Kinnnuka no kapauosnorus

PE3YJIITATU: ®@ubpomyckynnata gucmiazus (FMD) npencrasnsiBa  MAauONaTUYHO,
CETMEHTHO, HEaTepPOCKJIEPOTUYHO M HEMH(EKIHMO3HO 3a00isIBaHE HAa MYCKYJIHMS CIIOM Ha
apTepuHuTe, KOETO BOAM [0 CTEHO3UPAHE HA MAJIKUTE U CPEJHH 10 pa3Mep apTepHH.
I'eHeTHMUHUTE aclEKTH ca B MPOLIEC HAa U3SICHABAHE, KaTo 3a bbarapus Juncear TakuBa JaHHU.
Enun oT renurte, 3a KOUTO B JIUTEpaTypara ChIIECTBYBAT JJaHHU, Y€ € CBHP3aH C [IOBUIIIABAHE
Ha pucka ot FMD, ¢ to3u 3a PHACTR1 (phosphatase and actin regulator). Meroau: bsxa
nscnensanu 11 mamuweHtd ¢ nokasana anruorpadpecku FMD, 108 manmenTtn ¢ aprepuanHa
xuneproHus, 89 ¢ nokazaHa anruorpapcku MBC, 112 37aBM MOMyNalMOHHU KOHTPOJIU.
CxkpuHHHTBT Ha oaOpanus noaumopdussm B rena PHACTR1, koiiTo 1o nmTepaTypHH TaHHH
ce cBBbp3Ba C npenpasnoioxenneTo kbM FMD, ce u3bpin Ha anapat 3a PCR B peasiHo Bpeme
¢ momotira Ha TagMan™ rtexuosorus (Applied Biosystems). Cratuctuuecku aHamu3 — SPSS
19, auBo Ha 3HaumMocT 0.05, nmoBeputenen uHtepBan 95%. Pesynratu: UYectorutre Ha
BapuaHTuTe Ha 59349379 B Obirapckata mnomyiamus ca 0e3 3HauuMa pasjiuka C
EBporneiickara. [Tokasa ce (6e3 ga ce mocTHra CTaTUCTHYECKAa 3HAUMMOCT IO-BHCOKA YECTOTa
Ha anen A npu FMD, koeTo chOTBETCTBA C MEXIyHAPOJHUTE JIUTEPATYPHU JaHHHU. Y CTAHOBU
ce (0e3 ma ce mocThTa CTAaTHCTUYECKA 3HAYMMOCT) TSHICHIUS 3a acormarus Ha anen G ¢ UBC.
3axmrouenue: [IppBoHauanHute gaHHW 3a acouumanus Ha rs9349379 B rema PHACTRI ca
HEraTWBHM 3a ObBJIrapckara moOMyJiaunus, HO T.K. rpymnara mnanueHtu ¢ FMD e wmanka, e
HE00X0/IMMO TOTBBPXK/AaBaHE B MO-TojisiMa Ipyrna ManueHT. V3sCHABaHETO Ha FeHETUYHUTE
acnexkt Ha FMD moske 1a moMorHe 3a u3siCHABaHE Ha MaToreHe3ara, OTKIYBamTe (hakTopu
U peryJjaTopy Ha MaTOJIOTMYHUSA npolec. ToBa e nogo0pyu CKpUHUHTA, PAHHOTO OTKPUBAHE U
npodunakTukaTa Ha TOBa 3a00JsBaHe.

Hayunusr oruer e npuer ¢ ZJOBbPA ouenka no ckanata Ha CMH.

Jorosop /1-133/24.06.2020 Posi1 Ha 6MOXMMHUYHU OMOMApPKepH 3a
HEeBPOHAaJ/IHA AKTUBHOCT U K/IMHUYHU HEBPOIICUXOJIOTUYHHU TECTOBE NPH
NanMeHTH C KAPpOTUAHO CTEHTHpPaHe

HN3caenoBartesncku ekun: ['1. ac. 1-p Teonopa MBanosa fAneBa-Cupakona
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e IIpod. n-p Hobpun Bacunes, im

e Axan. npod. n-p JIvuezap TpaiikoB, 1M, AMH

e Jlou. a-p Kupun Kapamdpunon, am

e Ac. n1-p Angenuna [{akoBa

e [ ac. n-p Kynuera Xpucrosa-/[umurpoa, im

e Ac. 1-p Husa Munea-IlerpoBa

e Ac. 1-p Monuka lllymkoBa, 1m

e Amnacrac JlumoB
ba3oBa opranmzanus: MY - Codusa, Menunmacku ¢akynrer, Kareapa BpTpemHn 00JeCTH,
YMBAIJI ,,AnekcanapoBcka“ EAJI, Kiinnuka no kapauosiaorus

PE3YJITATHU: KapotumHOTO CTEHTHpaHE CTaBa BCe IO-akTyaiHo. HeoOxomumu ca
MOKa3aTey, M0 KOUTO Ja Ce OLEHSBAa HEroBaTa €(QEeKTHMBHOCT IO OTHOIICHHE Ha MO3bYCH
KPbBOTOK M KOTHUTMBHM (yHKuuM. [loTeHnuanHa BB3MOXHOCT ca OuOMapkepure 3a
HeBpoHayiHa aktuBHOCT Brain Derived Neurotrophic Factor (BDNF) u Neural Growth Factor
(NGF), unsiTO cepyMHa KOHIICHTpALUs € CBbP3aHa C MO3bYHATA XEMOJUHAMHKA U (yHKIuUs. B
u3cieABaHeTo Osxa BKIOYeHH 78 mauumeHTu: 39 cbC 3HAYMMM CTEHO3M Ha KAapOTHUIHUTE
aprepun U 39 koHTponu — 6e3. IIpu Bcuuku Oelie MpoBeAeHA YIATPa3ByKOBa TUarHOCTHKA,
Osixa mscnensanu cepyman HuBa Ha BDNF u NGF upe3 ELISA meron. [lpu nmammenture c
XEMOJIMHAMHYHO 3HAYUMH CTEHO3M MAapKEpUTE 32 HEBPOHAJIHA aKTUBHOCT OsXa U3JICE/IBAaHU Ha
Tpu erama: npenu (N34), 24 4. ciex kKapoTuaHo cTeHTHpaHe (N22) m moHe | Mmecen crien
toBa(n18). Koruutuaure ¢ynkuuu onennxme ¢ MMSE u MOCA, Ha 6a3a Ha KOHUTO
MalUeHTUTe Osixa pa3JelieHd B Ipynd ¢ Wiad 0Oe3 HacouBalla JMarHo3a JIEKO KOTHUTUBHO
napymenue (JIKH). 3a crarucruuecku ananus usnonssaxme SPSS 19(IBM), p<0.05, Cl 95%.
[Tonyunme: 3Haunma pasznuka mexxy BDNF npenu u cien kaporuano crentupane (p<0.0001);
B BDNF [p=0.001, CI (-5.11- -1.44)] u NGF [p=0.049, CI (0.64-347.75)] Mmexay maiueHTUTe
CbC 3HAUMMH CTEHO3W/KapOTHUIHO CTEHTHpaHe U KoHTposute Oe3. [lepumpouenypHara
XUNOTOHMS, NpexuBsiH uHCyNT win JIKH He ce oTpa3uxa Ha cToiiHOCTUTE Ha OMOMAapKepHTe.
KopenanmoHHUAT aHAJIM3 TOKa3a yMEpeHa IO Chjla MOJIOKHUTEIHA 3aBUCHMOCT 3@ CHUCTOJIHO,
JIMACTOJIHO, IYJICOBO HajAraHe M OMOMapKepuTe B OIpPENETeHH MEepUuoIu Ha B3uMaHe. Taszu
Bpb3Ka CE€ IOTBBPAM 3a CUCTOJHAOTO HAJSATaHE M B PETrpecMOHHUs aHanu3. CpenHute
croitHoctn Ha BDNF mpu kapomno creHtmpane ce moka3Baxa, a Ha NGF nHamansBaxa.
Heo6xonumu ca mo-roistM Opoit manuMeHTH, KOUTO J1a HOTBBPIAT MOJyY€HUTE IbPBOHAYAIHU
pesynTaTH, ue: 1. ApTepralHOTO HallAraHe € BaxkeH (akTop 3a KoHueHtpanusara Ha BDNF u
NGF B cepym; 2. 3aBUcHMMOCTTa Ha KOHIEHTpalusTa Ha Te3d OuoMapkepu OT
WHTEPBEHIIMOHATHOTO JICYEHUE € BB3MOXKHO /1a He € juHeiHa; 3. CepyMHUTE CTOWHOCTH Ha
OuomMapKkepuTe 32 HEBpOHAIHA aKTUBHOCT MPH MAIUEHTUT ¢ XEMOJIMHAMUYHO 3HaYUMHU CTEHO3H
1 0e3 ce pa3zauyaBaT 3HAYUMO.

Hayunusr oruer e npuer ¢ ZJOBbPA ouenka no ckanata Ha CMH.

Jorosop /1-135/24.06.2020 MuHMMHBA3MBHA IVIAYKOMHA XUPYPrUs-
rOHUOTOMHUS C ABOMHOTO ocTpuve Ha Kahook npu oTKpUTOBI'b/IHA IVIayKOMaA
HN3caenoBaresncku exun: Jloi. 1-p bopucnas Muxaiinos Krouykos, 1M

e Ac. 1-p Hopa Benukosa-IlaBnosa

e Ac. 1-p Haraimmsa bouescka

e Ac. 1-p Mupena IlerpoBa
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ba3oBa opranuzauus: MY - Codus, MO, Karenpa ’Crnemna menunuaa”, YMBAJI “Tlapuma
Hoanna-UCVYJI”, Ouna KiIuHHKA

PE3YJITATH: Len: [IpocriekTHBHO IIpOoyYBaHe C MeJl aHaIM3 Ha mpoduia Ha eUKACHOCT U
0e30MmacHOCT Ha eKCIM3MOHHATa ToHuMoToMusi, u3BbpiieHa ¢ Kahook Dual Blade, npwu
MAlUEHTH ¢ OTKPUTOBI'BIHA IJIAyKOMa KaTO CaMOCTOSTENIHA MPOLeaypa WIM B KOMOUHAIMS C
bakoemyncudpukanus 3a 12-meceyeH neproy. MeTon u MaTepuanu: YYacTHHUIIU: Bb3pacTHH
MAlUEHTH C OTKPUTOBIbJIHA TJayKOMa M HEOOXOJMMOCT OT HaMajeHHEe OT BbTPEOYHOTO
HaJISITaHEe TOPaJX HENOCTAaTh4YeH KOHTPOJI M/WIIM MPOTpecHsl Ha TIIAYKOMHHUS MPOLEC W/HIIH
Hy)XJaTa OT HaMmalleHWe Ha XUIOTCH3UBHUTE JIOKAIHU MeAuKaMeHTH. [IbpBuYHM Lenu:
Onenka edeKTUBHOCTTa Ha TpoIeaypara MO OTHomieHHWe HamaneHue ©Ha BOH wu
XUIMOTEH3UBHUTE JIOKAIHW MEIMKAMEHTHU INpH LsjiaTa MOMYJILIKs MalUueHTH U B JBETE TPYyIH.
Bropuunun nenu: wus3cnenBaHe Ha mnpodumia Ha 0E30MacHOCT - 4YeCcTOoTa M Halu4yhe Ha
YCIIO)KHEHHUSI, OLIEHKA Ha HyXJaTa OT JOMbIHUTEIHN aHTUTJIAyKOMHHU MPOLETypH; CTAOMIHOCT
Ha jeuyeOHus edexr(Bapuanymu Ha BOH mpu Bcska BU3WTA); MPOMOPLUS HA MAIMEHTUTE C
MOCTUTHAT YycremeH JjededeH eQeKT; pa3liuKu MeXIy JABeTe Trpynu. Pesyararu: 15
yuactHuIM(16 oum) ca BKIIOYCHH, 1O 8 O4YM BBB BCsAKa rpymna. [lpu 1psuiata momysnaius
ManueHTH 3a 12-MeceueH mepuoJ] ce ycTaHoBsiBa cpenHa peaykuus Ha BOH ot -12.81 mmHg,
c — 44.59%(otr 27,5 +£6.26mmHg mupenonepatuBao g0 14.62 +1.99mmHg). [Ipu oOGmara
nomyJjanusl MaiuueHTd, npu nogabpkane Ha BOH mon 18 mmHQg, Opoar meaukameHTH
HamaisiBa cpeano ¢ 1,75(-39.68%) ot mpemoneparuBuus (oT 3.93+0.92 na 2.25+ 0.93). Haii-
4ecTOTO HaOJI0aBaHO HMHTPAOIEPATUBHO ycloKHEeHUEe e pedurykca Ha kpbB oT LllnmemoBus
kaHan - npu 100% oT manueHTUTE; Hail-ueCTOTO PaHHO IOCTONEPATUBHO YCIOXKHEHHE -
O0bp3onpexonHa xudema (B pamkute Ha 7 aHU) - npu 43%, a KbCHO MOCTONEPATUBHO
YCIO)KHEHHE — 3aJHO OTJIENIBAHE HA CTBKIOBUAHO TsAJI0 - npu 6,25% OT mnanueHTure.
3axmouenue: EdexktbT Ha HamansiBaHe Ha BOH u Opost XUMIOTEH3MBHU JIOKATHH MEAUKAMEHTH
na rounoromusta ¢ Kahook Dual Blade, u3BbpiiBana kakTo KaTo CaMOCTOSITEIIHA MTPOIEAYPa,
Taka U B KOMOMHauus ¢ QaxoeMyJcHU(pHKAIMs, MOKPHUBAa KPUTEPHUHUTE 3a €PEKTHUBHOCT Ha
European Glaucoma Society u na American Academy of Ophthalmology’s Preferred Practice
Pattern (PPP) 3a jeka W cpeaHa TeXeCT Ha Tiaykoma. 3a 12-mecedeH Mepuoja He ce
Ha0Jto/laBaxa 3acTpalllaBallll 3pEHHETO YCIOKHEHHUS M HE C€ HaJIOKHUXa JOMBIHUTEIHU
aHTUTJIAYKOMHH NPOLEAYPH.

Hayunu ny0JuKanuu u NposiBu:

e Benukosa H., Ananu3 Ha pe3yararute cien rounoromust ¢ Kahook Dual Blade mpu
BB3PACTHU MALMEHTH C OTKPUTOBI'bJIHA ITIaykoma 3a 12-meceuen nepuon, XIV-tu
Konrpec na bwarapcko JlpyxectBo no Odranmonorusi, ckBMecTHO ¢ KoHbepenius
“HoBoctu B Odranmonoruara” u XV-tu Butpeopernnanen Cumnosuym, boposer,
bwnrapus, 14-17/10/2021

Hayunusr oruer e npuer ¢ BHCOKA oueska no ckanara Ha CMH.

Jorosop /1-136/24.06.2020 Posis Ha H. pylori ungeknusaTa u cromamHaTa
aTpodusa B pa3BUTUETO HAa METAOOJIMTHHUS CHHAPOM U JUCPery/anuara Ha
CBbp3aHHUTE C alleTUTAa XOPMOHHU

N3caenoBarencku exun: [Ipod. n-p bopucnas ['eoprues Bnagumupos, am

pod. Mopnau I'enos, 1M

Ac. n1-p Muna KosaueBa-CnaBoBa, 1M

Ac. n-p Kinumentuna I'epmxukoBa, 1M

J-p Teonopa KomutoBa, 1m
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e Ac. 1-p Xpucrto Brikos
ba3zoBa oprammsamusa: MY - Codus, Memununcku dakynrer, Kareapa 1m0
ractpoentTeposiorus, Y MBAJI “Ilapuna Noanna-MUCVYJI“, KnuHuka 1o racTpoeHTEpOJIOTrust

PE3YJITATH: Ponsra uva H.pylori (HP) undekuusara 1 aTpopUIHHUAT FaCTPUT B Pa3BUTUETO U
nporpecusra Ha METa0OJMTHHUS CHHAPOM, HEaJKOXOJHA CTeaTO3Ha YepHOoIpoOHa Ooject
(NAFLD) u gucperynamusTa Ha CBbP3aHHTE C alleTHTa XOPMOHH BCe olle ce n3y4asa. Ilenra
Ha HACTOALIETO M3CIIE/BAaHE € MPOBEXJaHe HAa CKpUHUHT 3a HP-mH(exkuus uuscnensane Ha
cBbp3aHUTE C amerutra xopmonu cpen mnamueHtdu ¢ NAFLD c omenka Ha cromamrHaTa
CTpYKTypa U (yHKIUS U Bpb3KaTa moMexay uM. CkpuHuHTbT Ha HP-uHbeknus u onenkara Ha
cromarmHa aTpodus ce ocwinectBuxa upe3 GastroPanel, sxmrousany mnencunoren-l1(PGI),
nericudoreH-11(PGIl), ractpun-17(G-17), H.pylori 1gG; kakTo u XOpPMOHHUTE JENTHH |
aIUNOHEKTHH, n3noi3Baiiku ELISA meton. M3cnenpanero BxitouBa 72 nuna (33Mbxe, cpenHa
BB3pact 48,51+17.461): 50 ¢ NAFLD u 22 3apaBu koutponu. HP-undexnus nmar 32% or
MAlMEHTUTE, KOETO € 3HAYuMO I[OBeYe CcHpsAMo KoHTponuTe. CTomaliHara JWraBulia €
CUTHU(HUKAHTHO MO-yBpeAeHa cpen maunueHturte. [Ipu mpxere ce HabnromaBa mo-uecta H.
pylori uadexuuns (p=0.035) u TeHICHIUSA KBM IO-BHCOKOCTEIICHHH CTPYKTYPHU MPOMEHH B
cromamnara myko3a (p=0,063). ITauuentute ¢ NAFLD ca u3nokeHu Ha MO-BUCOK BHCOK OT
pazBuTHe Ha aTpodUUYeH TacCTPUT U METa0OJUTEH CHUHAPOM B TO-MJajJa Bb3pacT.
YcTraHoBsIBAME CTAaTUCTHYECKH 3HAYMMO I10-BHCOKM HMBAa Ha JIENTHH M TIO-HUCKM Ha
aUNOHCKTUH TPU TAIMEHTUTE cupsaMo 3apaBuTe KoHTpoiau (p=0,015). HuBara nHa PG,
PGI/PGII, HP u agunoHEeKTHH ce BIUSAT 3HAYMMO OT BB3MAIUTCITHUTE M aTPOPUUHH TPOMECHU
B cromaiiHara nurasuia. C namansBane Hupara Ha PG-l u PG-Il BbB Bpb3Ka u ¢ pa3BuTHe Ha
cTomMamrHata aTpodus ce yBelIW4YaBaT HHBAaTa Ha JIENTHH W CE€ HaMajsIBaT Te3W Ha
agunoHexktuH. HabGmionmaBame mo-Bucok MTM wu TeHaeHuus 3a TMOBUIICHHM HUBAa Ha
4epHOAPOOHHU eH3uMH Tpu naruentutTe ¢ H. pylori uadexus. [Ipu narueHTuTe ¢ HHCYJIMHOBA
PE3UCTEHTHOCT HAbII0JaBaMe 3HAYMMO MO-HUCKHU HHUBA Ha agunoHekTuH (p=0.04). CnazBanero
Ha JUArHOCTHYHHUSA anroputhMm 3a H.pylori u arpoduuen racTput mo3BosisiBa PaHHOTO WM
OTKpHUBaHE U JIEYCHHE C TMOcCieBala MNPOPMIAKTHKA HAa aCOLHUHUPAHUTE MAJIUTHUTET U
MaaOCOpOIIMOHHHN YCIOKHEHUSI.
Hayuynu ny6JMKauuu u NposiBU:
e Management of series of complications after a laparoscopic Nissen fundoplication. G.
Yankov, E. Mekov, B. Vladimirov, M. Kovacheva-Slavova - Chirurgia 2023;36:52-5.
e Hanumonanna koHpepeHuus no ractpoerreposorus, 15 — 16 Oxromspu 2021, Codus -
Helicobacter pylori ungexuus u ekcrparactpainu 3adonsBanusi, 1-p Muna Koauesa
e Hanumonanna koHpepeHuus no ractpoerreposorus, 15 — 16 Oxromspu 2021, Codus -
ABTOMMYHEH TacTpuT - pod. a-p b. Bnagumupos
Hayunust otuer e npuer ¢ QTJIHYHA ouenka no ckanara Ha CMH.

Jorosop /1-137/24.06.2020 PoJsiss Ha cepyMHHUTe MapKepu 3a ¢uoposa - anda
2-makporsiooyauH (Alpha 2-Macroglobulin - A2M) 1 Xxua/1ypoHOBa KMceJIMHa
(Hyaluronic acid - HA) kaTo npe JUKTOPH 32 HaJIMYUETO U OIIpeJesiAHe HA
CTelleHTa Ha e30¢darea/lHY BapUIM IPU NALUEHTH C XPOHUYHO YepPHOAPOOHO
3a060/i1ABaHe

N3caenoBarenckn exun: Jlon. bpanumup Credanos ['onemanos, am
e IIpod. n-p bopucnas Bnagumupos, am
e JI-p Tonop Anrenos
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e JI-p Cranucnas Uypues

e Jlom. I'eopru SukoB, 1M
ba3zoBa opranmsamus: Memununcku @akynrer, Kareapa mo racrpoenteponorusi, Y MBAJI
“Hapuna Woanna - UCYJI“ EAJl, Meanuusckn Yuusepcuret - Codus

PE3YJITATH: llen: M3cnenBane Ha cepyMHU HUBA Ha HEMHBA3WBHU Mapkepu 3a ¢uodposa -
Alpha 2-Macroglobulin (A2M) wu Hyaluronic acid (HA) npu maneHTH ¢ XPOHHYHO
4epHOApoOHO 3a0ojsiBaHe C Ied MpeIBMKIAHE Ha CTENEeHTa Ha e30(arcalHUTE BapuIU.
Matepuan u meroau: OceémieceT MalueHTH C YepHOApoOHA IUpO3a C pa3linyHa E€THUOJIOTUS
(mpeobitaiaBaiiia aTKOX0JIHA U BUPYCHA TaKaBa) pa3/iesieHd B TPU IPYIU CHOPE] HATUYUETO U
creneHTa Ha e3odarcasinn Bapui  oT npoBeneHa EIJIC  (TeXKOCTEMHHUM —BapHIIH,
JIEKOCTETICHHN BapuIly, JHIca Ha Bapuuu). [Ipy BCHUKM manueHTy Osixa M3CJeBaHU HUBA Ha
Alpha 2-Macroglobulin (A2M) u Hyaluronic acid (HA) upe3 ELISA meron. Pesynrature 6s1xa
obpaborenu Ha IBM SPSS 19. Pesynratu: B mpoyuBaHeTo HE ce yCTaHOBSIBA CTaTUCTHUYECKH
3HaYMMa pasiinka MeXxay TpynuTe o oTHouleHne HuBarta Ha A2M, HA, kakTo u nipu HUBaTa Ha
a0yMuHa, TPOMOOLMTUTE M HAIMYMETO HA acuuT Ipu nanueHTture. [lo romsiMa creneH
KOJIeKTHBa OOSCHSBA TOBa CBC CIIOKHATAa MATOreHe3a Ha MOpTajHaTa XUNEPTOHUS H
BB3MOXXHOCTUTE 32 00pa3yBaHETO Ha PA3IMYHU [TOPTO-CUCTEMHU KOJAaTepaJIy MpHU MalUEHTUTE
¢ uepHoIpoOHa 1upo3a. Ha To3u eTam He MOXe /1a ce Mpenopbyua M3MepBaHe Ha CEPyMHU HUBA
Ha A2M u HA c nien npeasmxaaHe Ha HAIMYMETO U CTETICHTA HAa BApUIIM HAa XPAHOIIPOBO/IA.
Hayuynu ny0JuKanuu u NposiBU:

e T. Anrenos, C. Uypues, X. Beakos, b. AcenoBa, M. Uerupcka, P. BaueBa-JloOpeBcka,
b. Bnagumupos, b. 'onemanos. Post Ha cepymauTe Mapkepu 3a ¢pudpo3sa anda 2-
MakKporjao0yJIuH U XUAITypPOHOBA KUCEIMHA KaTo MPEAUKTOPH 32 HATMYHETO Ha
ractpoe3odareannu Bapumn. O6ma meaununa 2021 23 (5): 54-56.

e T. Anrenos, C. Uypues, b. Acenosa, M. Uerupcka, P. Bauesa-/lo6peBcka, b.
Brnagumupos, b. 'onemanos. Asda 2-MakporioOyanH U XHalypOHOBa KHCETHHA KaTo
MIPEIMKTOPH 3a HAJIMYKUETO U pa3Mepa Ha e30¢areaaHu Bapully — peABapUTEITHH
pesyntaru. VII Harmonanna cpema no xenatonorus. HJIK 26-27 Hoemspu 2021

Hayunust otuet e npuer ¢ BUCOKA onenka no ckanata Ha CMH.

Jorosop /1-138/24.06.2020 Posissita Ha microRNA-21 u microRNA-31 kaTo
MapKepH 3a JUArHOCTHKA Ha CIOPAJAUYHHUA U KOJIUT-aCOIMMPAHUSI

KOJIOpeKTaJ/IeH KapIiMHOM
N3caenoBarenckn exun: [Ipod. n-p Ilnamen MBanos [lenues, 1M
e Ac. 1-p Xpucrto BbIKoB - TOKTOpaHT
Ac. 1-p Muna KoaueBa-CnaBoBa, M
Ac. n-p Usan JlroTakos, am
Ac. 1-p Cnassina YuieBa, 1M
[Ipod. a-p Panka KpnueBa, mm
Beponuka IletkoBa, 1m
e ['eprana CraHueBa
Bba3zoBa opranmszauusa: MY - Codus, Meguuuncku ®akynrer, Kareapa ractpoenteposorus,
YMBAIJI , lapuna-HMoanna-UCYJI, EAJI, KiuHuKa O racTpOEHTEPOIOT s

PE3YJITATHU: Muxkpo-PHKure (MIRNAS) ca manku, Hekomupamm PHKu ¢ HeBeposiTHa
CTaOMIIHOCT, KOETO TM NpaBH OOEIMIaBaIly MOTEHIMAIHN OnoMapkepu. Upes m3cienBaHe Ha
azmMenara ekcrpecuss Ha MIRNA-21-5p u miRNA-31-5p na ce mnpoyum TsxHaTa



JMarHOCTHYHA U €TUOMATOT€HETUYHA POJIs MPU MALUEHTH C XPOHUYHU BB3MAIUTEIHU YPEBHU
3abonsBanus (XBUY3), B mporpecusita KbM KOJHUT-aconmupan kosopekraneH kapuuHoMm (KPK)
u nipu nanuenTy cbe cnopanuyeH KPK. Brmounxme 100 Bp3pactau manuerTu (60 ¢ XBU3; 30
¢ KPK u 10 3apaBu kontponu [3K]). MU3onupa ce toranna PHK, a ekcripecusita Ha 1Bere
miRNAs ce mokaza upe3 RT-gPCR. 3a mocturane menure Ha MpOEKTa Osxa HW3MOJI3BaHU
HopManm3upanute 24t croitHoctn Ha nBete miRNAs. Upes ekcrnipecust Ha miRNA-31 morar
na ce pasrpannyar no oraenHo nauuentu ¢ XBU3 u KPK ot 3K. ToBa He ce nemoHcTpHpa 32
miRNA-21. Cut-off croiinoct 0,160 Ha miRNA-31 pazkpusa 100,0% aysctBuTenroct u 80,0%
cnenupuynoct 3a pasnuyaBane Ha KPK or 3K. Cut-off croiinoct 0,251 na miRNA-31
JEMOHCTpHpa ChIaTa YyBCTBUTEIHOCT W crienuPuvHOCT 3a pasznuyaBaHe Ha XBU3 or 3K.
Croitnoctute Ha MIRNA-31 no3BonsiBa u orrpannyaBaHero Ha XBU3 or KPK. miRNA-21
MOXe J1a pa3nuuu nanueHTd ¢ XBU3 m akTUBHOCT OT Te3u B pemucus. Ype3 CTOMHOCTUTE HA
nBere MIRNAS He morar na ce pasrpanudar tunoBere XBU3 karo te3u nBe miRNAs He
KOpenupar HUTO ChC CKOPOBETE€ 3a AaKTUBHOCT HUTO C NapakIMHUHUYHTE MapKepu 3a
Bp3nanenue npu BY3. JIBere miRNAs He morat na pasrpanmyar manueHture ¢ XBU3 wu
mucriazusgs wim KPK ot Gomamre ¢ XBU3 06e3 TakaBa mpuapyskaBalia IaTOJIOTHS.
Croiinoctute Ha aBere mMiRNAs He kopenupatr ¢ TNM cramus na cnopaanunus KPK u c
TYMOPHHUTE MapKepH IpH MarueHTuTe ¢ tasu Heomtasus. MIRNA-31 usriexna mo-obemasari
mapkep ot MIRNA-21. HeoO6xoaumu ca olie JaHHH [0 TeMaTa.

Hayuynu ny0JMKkauuu u NposiBu:

e Briakos X. MicroRNA-21 u MicroRNA-31 kaTo 6Momapkepu 3a Bb3IMAIUTEIHU YPEBHU
3a00JIsIBaHHS C KOJIOHHA JIOKAJIM3AIUS M CIIOPAINYEH KOJOPEKTAICH KapIITHOM.
Hanmonanen xonrpec mo ractpoertepoinorus, I'pana xoren Munenuym Codus. 13-15
okToMBpu 2022.

Hayunust oruer e npuer ¢ /JOBbPA ouenka no ckaiara Ha CMH.

JloroBop /1-139/24.06.2020 U3cieaBaHe HAa METUJIMAJIOHOBA KHMCeJIMHA 3a
OLleHKA Ha BUTaMUH B12 cTaTyc npu naijueHTH CbC 3aXapeH AuadeT Tvl 2
HscaenoBarenckn exun: ['1. ac. 1-p Hesena SIukoBa YakbspoBa, 1M

e IIpod. n-p Liseranuna TankoBa, TMH

e [IIpod. n-p 'eopru I'eoprues, M

e [ acucr. n-p Pymsana JIlumosa-/Iparanosa, nim

e Ac. Becena Jlozanosa, 10

e [laynuna CyrapeBa

Ba3zoBa opranmsanus: MV - Codpus, Meauuuncku ®axynrer, Kareapa no Engoxkpunosnorus,
YCBAIJIE ,,Axan.UBan Ilenues* EAJI, Bropa Knunuka no Jlnabetonorus

PE3YJITATH: llenara Ha HACTOSAUIOTO H3CIEIBaHE € Ja C€ HamlpaBU OIEHKAa Ha
JMarHOCTHYHATA CTOWHOCT Ha MeTHiIManoHoBata kucennHa (MMA) B ompenensHeTo Ha
BuTamMuH B12 cratyca npu mammeHTH cbhe 3axapeH amader tun 2 (3/] tum 2). Marepuan u
Meroau: M3cnenanu ca 303 nanuentu cbe 3J[ Tvn 2 Ha cpenna Bb3pacT 60.32 + 10.46, cpenen
UTM 32.04 + 599 kr/mM2 u cpeaHa JaBHOCT Ha 3aboisBanero 2.87+ 8.34 roauHu.
N3cnenBanero Ha MMA B cepyM € OCBHILECTBEHO IO METOJla Ha TeuyHaTa Xpomatorpadus
(Liquid chromatography/tandem mass spectrometry (LC/MS-MS). 3a cut-off, nedunupar
nepuut Ha B12, ca mpuern Huea Ha MMA > 260 nmol/l. Pe3ynratu: Cpeanure cTOMHOCTH Ha
MMA B rpynute ¢ aeuIUT, TpaHUYHO ¥ HOpMaTHO HUBO Ha B12 ca crotBeTHO 109.1 nmol/I,
65.3 nmol/l u 64. 6 nmol/l. Husoro Ha MMA ¢ 3Ha4uMO MMO-BUCOKO B rpymara ¢ AeGUIUT Ha
B12 cnpsimo rpynuTe ¢ HHCKO-HOpMalTHO UM HOpMmanHO HUBO Ha B12 (p = 0.016, p = 0.034).
Huso Ha MMA > 260 nmol/l ce ycranossiBa ipu 1.6% oT 1isi1ata u3cieIBaHa momyJamnus, npu
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4.8% ot rpynara ¢ gedunut Ha B12 u npu 0% ot rpynure ¢ rpaHUYHO ¥ HOPMAJTHO HUBO Ha
B12. YcraHoBsiBa ce 3HauMMa HEraTMBHA KOpENalus MEXy cepyMHUTEe HUBa Ha B12 u MMA
(r = -0.220, p < 0.0001). 1zBoau: Mscneapanero Ha MMA B mM3clieiBaHaTa MOIMYyJIalUs HIMa
JOMBJIHATENHA JUArHOCTUYHA CTOMHOCT M Ha MpaKTHKa HE pa3lIMpsBa OLICHKAaTa HAa BUTAMHH
B12 craryca B cpaBHEHHE ChC CAMOCTOATEIIHOTO M3cieaBane Ha B12.

Hayunust otuer e npuer ¢ JOBPA ouenka no ckaiara Ha CMH.

Jorosop /1-140/24.06.2020 KoMmniekCHa oleHKa Ha JIMIUAHUA IpoPpU1 B
pPaHHUTE eTaly HA HApYLIEeHUA B IVIIOKO3HUA TOJIEPAHC

H3caenoBaresicku exkun: ['11. ac. 1-p Pymsina boiikoBa Jlumosa-/[paranosa, 1M
e IIpod. n-p LiBerasimna TankoBa, IMH

[Ipod. n-p 'eopru I'eoprues, 1M

Jlon. BanenTun Jlo3aHos, 10

I'n. ac. n-p I'pera I'po3eBa-lamsinoBa, 1M

I'n. ac. n-p Heeena YakbpoBa, am

J-p Auu Tonoposa

J-p Muna CepnapoBa

J-p ITonmuna Lapkosa
e [laynuna CyrapeBa

ba3oBa opranmszamusa: MY - Codusi, MO, Karenpa no Engokpunonorus, YCBAJIE ,,Axan.

Ugan I[lenue* EAJl, Bropa Knunuka

PE3VYJITATMU: llen: llenra Ha wW3CleABAHETO € Jla C€ HAaIpaBU KOMIUIEKCHA OIlEHKa Ha
JTUTMHATHAS TPOQHIT TIPH JIUIA B PAHHUTE €Tall HA HApYIICHUS B TIIOKO3HUS TOJIEPAHC U JIa Ce
OLIEHM BpB3KaTa Ha TE3M IOKa3aTesd ¢ KapIuo-MeTaOOJUTHHUS PUCK. MaTepual U METOAM:
Oo6mo 90 yuactHuka (21mbxe/69xenn) Ha cpeaHa Bb3pacT 46.7+10.5romuuu, cbe cpeneH
UTM 32.0+6.3kg/m? ca BKIIIOUEHH B HACTOSNIOTO M3cienBaHe. Te ca pas/eneHu B TPU TPYIH
CIope/ TIFOKO3HUS TojiepaHc - 19 ¢ HopmanieH rimoko3en tosepanc (HMI'T), 22 ¢ HMI'T u
riaroko3a Ha 60 muHyTa > 8.6MMon/1, U 49 ¢ HapyieH riutoko3eH Toiepanc (HI'T). [lpu Beuuku
YYaCTHUIM Ca W3MEPEHU AHTPOIIOMETPUYHM IOKazaTeiau. ['JIIOKO3HUSAT TOJEpPAaHC € OLEHEH
nocpeacrsoM cranpapreH OI'TT cnopen xpurtepuute Ha C30 ot 2006r. U3cneaBanu ca:
nMyHopeakTuBeH wuHCynuH u C-nentun B xoma Ha OI'TT. M3uncnenu ca uHAEKCH 3a
MHCYJIMHOBA YYBCTBUTENIHOCT M Oera-kieTpbuHa ¢pyHkuus. Ha rmanno ca uscneasanu: HeAlc,
hsCRP, kpearunun (u3uucnena e GFR-EPI), tpancamunasu, ACR, munuau u nunonporennn:
o611 xonectepon, HDL-xonecrepon, LDL-xonectepon, Tpurnunepuan, Lp(a), ApoAl, ApoB.
W3BbpiieH e TunuaoMeH aHajlu3 MOCPEICTBOM TeUHa Xpomarorpagusi B ChY€TaHUE C BUCOKO
pasfeNuTeaHa Mac-CIEKTPOMETPHsl 3a M3MEpPBAaHE Ha LepaMUAM U MAacCTHM KHCEJIMHHU.
Pa3snpenenennero Ha MacTHaTa ThKaH B TSUIOTO € OLEHEHO IMOCPEICTBOM OMOMMIIETaHCEH
anamu3atop (Inbody720, Biospace). TekannuTe KpaifHu npoaykTH Ha riaukupanero (AGEs) ca
oneHeHn HewHBa3uBHO ¢ anapat AGE-Reader (DiagnOptics TM, NL). Pe3ynararu: HuBata Ha
nepamua C24:1 mokasBaT TeHIeHIMs KbM mnokauBaHe B rpymara ¢ HI'T copamo HMI'T c
rpannyHa 3HaunMocT (p=0.053). KnacuueckusaT nunuaeH Opoduil Kopeiaupa C Bb3pacTTa,
MTOKa3aTeINTe 3a MAaCTHO HATpyIBaHe U riukemMusi, 0b0peuna pynkuus, hsCRP, tpancamunasmy,
MoKa3aTeay 3a HMHCYJIWHOBAa YYBCTBUTEIHOCT M OeTa-kieThbyHa (yHKuusA. OTHOILIEHHATA
AnoB100/AnoA1l, LDL/AnoB100 u tpurnuuepunu/HDL ca cBbp3anu ¢ BucuiepaiHaTa MacTHa
ThbKaH, ruKeMusita, nucyanHeMusita 1 hsCRP. Kanpunosa xucenuna (C10:0), apaxunoHoBata
kucennna (C20:4), apaxugoBa kucenuna (C20:0) u moxko3zanoBa kucenuHa (C22:0) ca cBbp3aHu
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¢ ACR, karo noko3anoBa kucenuHa (C22:0) xopenupa ¢ hsCRP, nncynmuaemusita. U3Boau:
W3cnensaHeTo Ha paslIMpeH JUMHJEH NMpodui JaBa AONBIHUTEIHA HUH(OpMAIHS 32 KapHo-
MeTabOIUTHHS PUCK IIPHU JIMIIA B PAHHUTE €Taly Ha HApyIIeH INIIOKO3€H TOJEepPaHC.

Hayunusr oruer e npuer ¢ Z[OBbPA ouenka no ckanata Ha CMH.

Jorosop /1-141/24.06.2020 AHTUHYK/IeAPHU AHTUTeJa - 4YeCTOTa,
UMYHO(JIyOpEeCLLeHTHO CBeTeHe U cneMPpUYHU CYOTUIIOBE Y POACTBEHULIU
II'bpPBA CTelleH Ha 60JIHU CbC CUCTEMEH JIYINYC — K/IMHUYHY, JIA00PATOPHH,
CEepoJIOTMYHU U UMYHOJIOTHYHHU KOpeJlaluu
N3caenoBarencku exun: [Ipod. n-p Jodpocnas Cranumupos Kropkuues, IMH

e Jlou. a-p Cumeon MoHOB, 1M
Hou. n-p Exarepuna MBanosa-TogopoBa, 1M
Ac. Kanmuna Tymanrenosa-lO3eup, am
H-p I'eopru Bacunes, am
bornan Ilenes

e J[-p Pocuna Jlauera
BazoBa opranmsamus: MY - Codusa, Memununcku ¢akynrer, Karenpa mo Kinmamuna
umynonorusi, YMBAIJI ,,Ceetu MBan Puiicku” EAJL, Jlaboparopus no KinHu4yHa ©UMyHOJIOTHS

PE3YJITATHU: llenta Ha mpoydBaHETO € Ja HU3CieABa HAJIMYMETO HAa paHHU Oene3n Ha
ChEJMHUTEIHOTBKAHHO 3a00JIiBaHEe, PHUCKOBH (AKTOpPHU (TIOTIOHOIYIIEHE M MpUEM Ha
€CTPOTCHOBH IIpenaparv), HuBa Ha aHTuHykineapHu antutena (AHA), BLyS, IFN-o, TGF-f,
anti-EBV viral capsid antigen (VCA) cpen poauunu mepa ctenet (PIIC) Ha 6omaau cbe CJIE,
3npaBu KoHTpou U 60mHM cbe CJIE. Meromu: M3cnensanu O6sixa 43 PIIC, kakTo U KOHTpOJTHA
rpyna ot 15 3apaBu muma u 15 OGomuu cwbe CJIE. PIIC u 3mpaBuTe nuIla NOMBIHMXA
CKpUHUHTOB BBIPOCHUK 3a panHu Oene3n Ha C3CT, mymeHe um ynorpeba Ha eCTpOreHOBHU
npenapatd U 6sxa uscnensaHu 3a AHA upes MN® u 3a xapakTepHu cyOTHUIOBE upe3
umyHoO1ot), BLYS, IFN-a, TGF-B, anti-EBV VCA. Pesynraru: [1pu Han nonosunara ot PIIC
ce ycranou AHA 1:160 mnu noseue, mpeaumHo AC-4 cBereHe mo MexnyHapoaHUs
koHceHcyc 3a AHA cBerenuss (ICAP) B cpaBuenne c¢ AC-0 wimm AC-1, Haii-uecto
Ha0JII01aBaHO CHOTBETHO MpPHU 37paBu KOoHTpoau u nanueHtu. Y PIIC cbiio Taka ce HaMmepu u
kopenarust Mmexay AHA-TuTbp u Opoii omuiakBaHus, 0COOEHO BaiuaHa 3a TUTpU Hax 1:320,
IIPU KOUTO MO-4YECTO ce HabIIoJaBaxa KOXKHHU OIUIAKBaHMSA, KOCONAa U OpaHU adTono100HH!
orakBanus. Hueara Ha TGF-B y PIIC 6sixa MeXIUHHH 110 OTHOIIIEHHE HA CHIIUTE y OOIHUTE
U 3/lpaBUTe KOHTpoJU. IIo OTHOLIEHNE HA MTYIIEHETO U €CTPOTEHOBHS IIPUEM HE CE YCTaHOBUXA
CUTHU(DMKAHTHU PaA3IMKU MEXAYy TPUTE I'pyHH. YCTAaHOBU CE€ Kopenalus MeXIy TUThpa Ha
AHA u HuBara Ha antutena cpeuty EBV npu 3apaBute nuna (koutponu u PIIC). 3akmouenue:
[Tonyuenure pesynraru nokassar PIIC karo MexauHHaA rpyna o OTHOLICHHWE HA 3/IPaBH H
6omnnn ot CJIE B umyHonoruuHo oTHoweHnue. Habmonasa ce u kopenauus Mmexay AHA TUTBD
U OIUTAKBaHUS, HAKOU OT KOMTO MOTaT Jia C€ MHTEPIpPEeTHUpaT KaTO MHOIO PaHHU MPOSIBU HA
cucTeMHa 0oJecT.

Hayynu ny0uKanum U NposiBU:

e Bogdan Penev, Georgi Vasilev, Dobroslav Kyurkchiev, Simeon Monov. First degree
relatives of patients with systemic lupus erythematosus - clinical, serological and
immunological correlations. EULAR Congress. Paris. 2-5 June 2021. 1432.

Hayunusr oruer e npuer ¢ ZJOBbPA ouenka no ckanata Ha CMH.
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Jorosop /1-142/24.06.2020 AIMA - 6uoMmapKep 3a 6’bOpevYHa yBpeJa B
yC/JIOBUSATA HAa KOMIIEHCUPaHa U AeKOMIIeHCUpPaHa LUpo3a
HN3caenoBartesncku ekun: Jloi. 1-p Atanac MBanoB KyHnypmkues, iMm

e IIpod. n-p Kpacumup AHTOHOB, AIMH

e [ ac. 1-p Mapus XpucroBa, imMm

e J[-p Upena NBanosa, 1M
ba3oBa opranuszanms:
MY - Codus, MD, Karenpa mo BeTpemHu O6onectu, YMBAIJL ,,.CB. MBan Puncku” EAJ,
Kimanka o Hedpoaorus

PE3YJITATH: B npoyuBaneTo 0sixa BKItodeHH 00110 40 mamueHTta ¢ 4epHoApoOHa yBpeaa -
20 c BiomeHa OwBOpeuHa (YHKUMS C KPEaTHHHHOB KiIMpbHC <90Mi/mun/ 1.73m2 6Ges
exorpad)CKu TaHHU 3a CTPYKTypHU npoMeHu U 20 cbe 3ama3eHa Ob0peuHa QYHKIUS, CITyKEIH
KaTo KOHTpoiHa rpymna. [lanuenture ¢ yepHoapoOHa yBpena Osxa pasfeneHu B 3 MOATPYIH -
TakMBa ¢ Hajguuue Ha (uOpo3a, KOMIICHCHpaHa M JIEKOMEHCHpaHa YepHOJIPOOHA NHPO3a.
[TonydeHnuTe pe3ynTaTu Mokasaxa TEHACHIIMS KbM MOBUIIaBaHe HAa cepyMHUTE HUBA HA AJ[MA
C IporpecupaHe Ha 4YepHOAPOOHOTO 3aboisiBaHe, KOSATO 0Oaye HE JOCTHUTHA CTATUCTHYECKa
3HaYMMOCT, BEPOSITHO MOPAZN MAJKHs Opoil M3cienBaHu MmanueHTd. B monkpena Ha Bpb3KaTta
Mexay uepHoapoOHara auchynkuus u AJIMA e ycraHoBeHaTa B HACTOSIIOTO IPOYYBAaHE
kopenanus Mmexay AJIMA u AJIAT, kosTo 10 TO3U MOMEHT 110 JINTEPATYPHU JAHHU € OIMcaHa
camMoO B JKMBOTHMHCKM MojeiH. JlumcaTa Ha CTaTUCTHUYECKH 3HAYMMU pa3jvyds B HHUBATa Ha
AJIMA nipu mainueHTH ¢ [Upo3a ChC 3arma3eHa Wwid HapylieHa 0b0peuHa (QyHKIus mokas3Ba, ue
OCHOBHa pois 3a Merabonmmama Ha AJIMA wuma uepHusatr apo6 u poisara AJIMA kato
NpeJuKTOp Ha OBOpedyHa yBpega B XoJa Ha YEpHOAPOOHO 3abosisiBaHe € JMMHUTHpPAHA.
TeopeTnuHuTe U3BOAM, KOMUTO MOXE Jla CE HANPABIT OT OTCHCTBHETO Ha KOpPETAIUs MEXKIY
PE3UCTUBHUS UHICKC Ha OLOpPEUHNUTE CETMEHTHH ChJI0BE M HUBaTa Ha AJIMA ca, ue B xoza Ha
4epHOApoOHOTO 3aboisiBaHe ocBeH AJIMA, BiaMsHHME BBPXY €HJOTENHATa TUCPYHKLUSA U
CHJIOBUSI TOHYC OKa3BaT U JAPYTW CUCTEMHM W/WIM JoKaiHu Mmenuatopu. Ilo nureparyphHu
NaHHU Hal-BakHU cpel Tax ca NO, engorenuH-1, cumMeTpryueH JUMETUIapTUHUH, Ba30IPECUH
U € He0OX0AMMO €JHOBPEMEHHOTO M3CJIEBAHE HA MaHe] OT OMOJIOrMYHU Mapkepu. Jlumncarta Ha
10/100Ha Bb3MOXKHOCT Oellle OCHOBEH JIMMUTHpAIL (aKTOp Ha MPOYUYBAHETO U HE IMO3BOJIU A CE
paslIMpy aHaiau3a B MpaKTHYECKa HACOKa. Y CTaHOBEHATa CTATUCTUYECKH 3HAYMMa HEraTHBHA
Kopenaiusi Mexxay HuBaTa Ha A/IMA u ¢pakiusaTa Ha U3TIACKBaHE TOTBBPKIABAT POJISATA HA
AJIMA kato Mapkep 3a TOBMILIEH CbpPACUYHO-CHAOB pHUCK. 3akmoueHue: I[lomyuenure
pe3ysTaTd IoKazaxa TEHAEHLUs KbM IIOBHIIABaHE Ha cepymHuTe HuBa Ha AJ[MA ¢
Mporpecupane Ha 4epHOAPOOHOTO 3abonsiBane. OCHOBHA posist 3a MeTabonu3Ma Ha AJIMA nma
YepHUAT ApoO M posATa My KaTro MpeIuKkTop Ha ObOpeuHa yBpela B X0/4a Ha 4epHOApoOHa
LMpO3a € IUMUTHpaHAa.

Hayunu ny6JMKanuu u NposiBu:

e XpuctoBa M, [lenues X, Bacunes u ap. AcumMeTpryueH TMMETUIAPIMHUH - OMOMapKep
3a peHaJiHa yBpeZa B yCJIOBUATA HA KOMIIEHCHpaHa U JeKOMIIEHCHpaHa [IMpo3a
brirapcka xenaroractpoenreposnorus 6p.1/2023

Hayunust otuet e npuer ¢ BUCOKA onenka no ckanata Ha CMH.
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Jorosop /1-143/24.06.2020 ®yHKUMOHAJIHM ABTOAHTUTEJIA, AllONITO3a U
daxTopu 3a onesiaBaHe HA B iuMonuTHTE IPU NAaLUEHTH C paHHA popma
Ha nNporpecvuBHa CUCTEMHA CKJIepo3a
N3caenoBarescku ekui: [Ipod. n-p Pamo Kones Pamkos, aMu
e IIpod. n-p Hobpocnas Kropkumes, 10
Hou. n-p Exarepuna MBanosa-TonopoBa, 1M
[-p Exarepuna Kypresa, 1M
Ac. Kanuna Tymanrenosa-lO3zeup, am
Hon. n-p Jlro6omup Mapunues, 1M
I'n. ac. I-p Banentuna Pemkosa, 1MH
I'n. ac. -p HdecucnaBa Kanunona, im
H-p LiBerenuna JlumutpoBa Nonesa
H-p Pana I'anueBa, 1M
J-p fIna 3apaBkoBa
H-p IIepBonera MeTonuena
e J[-p Munena lMBanosa
BbazoBa opranmszanus: MY - Codust, Meauuuncku daxynret, Karenpa no PeBmatomnorus,
YMBAIJIL ,,Cs. UBan Puiicku* EAJl, Knunuka no Pesmaronorus, yiu. Ypsud, yi. ,,YpBuu® 13,
1612 Xunoapyma, Codust

PE3VYJITATHU: Llen: [la ce u3cienBar B cepyMa Ha MalueHTH ¢ paHHa gopma Ha SSC, B
CpaBHEHHE C TMAIMEHTH C pa3rbpHaTa (Gopma Ha 3a00JIBAHETO M CHC 3[PaBU JIUIA, HIKOH
(bYHKIMOHATHA aBTOAHTUTENA: aHTH-CHIOTEHOKICThYHU aBToanTutena (anti-endothelial cell
antibodies, AECA) u antu-engorenun-1 tun A penentop (anti-ETAR antibodies), kakro u
BBbBIICUCHUS BB B ki1eTpuHOTO pasButHe U aktuBanus nurann BAFF (B cell activating factor,
BLys), B cepyma Ha manueHTH ¢ paHHa ¢opma Ha SSC. [la ce u3BbpmH U (HIOYyIUTOMETPUIHO
ompeseNisiHe Ha TMPOLEHT B KJIeTku W uM3MepBaHe Ha MPOLEHT B kieTbuHaTa amomnTosa, B
neprudepHa KpbB Ha M3CIEABAHUTE TPYIU MAIMEHTH W 3ApaBuTe Juma. Jla 0baaT moThpceHH
acolMaIliy MeXAy U3CleBAHUTE TIOKA3aTeNN C TUIAa KOKHO M OPTaHHO 3acsraHe, KaKTo U ChC
CTaaus M aKTHBHOCTTA Ha SSC. Marepuanu u Metou: be n3BbpIeH mpocrneKTHBeH noa00p Ha
40 marenTa cbe SSc, Ha cpenHa Bb3pact 51+13 romgunn, ¢ Med [Min;Max] 53[21;75] roaunu,
ot xouto 33 xenu u 7 mbxe. Cpen uscnenasanute 40 manuenta cbe SSc, 25 manuenTa ca de
NOVO MarHOCTUIMPAaHU C paHHA (opMa Ha MpOrpecuBHa CUCTeMHa ckiepo3a (SSc) cropen
VEODSS Kpurepun nHa EUSTAR, 2011 w/unu cnopen KnacudukanmoHHUTE KpUTEpUM Ha
ACR/EULAR mpu SSc, 2013. N3cnenBanu 6sixa 15 manumenta ¢ pasrbpHara ¢opma Ha SSc.
Habpana 6e u xoHTpoaHa rpymna ot 10 3apaBu nuna (5 Mbxke U 5 *KEHH), Ha CpeIHa Bb3pacT
3612 roaumuu, Med [Min;Max] 40[21;53] roaunu. Be wu3BbpIIeHO (IOYIIUTOMETPUIHO
OTIpeJieNIsTHE Ha TPOLEHT B nmMmdonnTi, MapKupaHu ¢ MOHOKJIOHAJHO MHIIE aHTH-YOBEIIKO
CD19 antuTso, B mbJiHa nepudepHa BeHO3Ha KPbB Ha MAIIMEHTUTE ChC SSC U HA 3[IpaBHU JIMLA.
OIOoyIUTOMETPUYHO OMpEeIeTUXMe U MPOIEHT B KieTpbyHa amomrTo3a, B MbJIHA NepudepHa
BEHO3HA KPBHB Ha M3CIIEJIBAHUTE MAIMEHTU U 3ApaBuTe auima. M3nomssaxme ELISA meron 3a
OTKpHBaHE Ha aHTH-CHIOTEIHOKICThYHU aBToaHTHTena (anti-endothelial cell antibodies,
AECA) u antu-ennorenu-1 tun A penenirop (anti-ETaR antibodies), kakto u Ha BbBIICUCHUS
BbB B knerpunoTo paszsutue m aktuBanusa aurana BAFF (B cell activating factor, BLys) B
CepyMHUTE Ha H3CJICBAHUTE MAlMEHTH U Ha 3ApaBuTe nuna. Pesynraru: He Hamepuxme
CTaTUCTHUYECKH 3HAYMMa Pa3JInKa MeXIy oOmms npoeHT B mumdornutu B nepudepHaTa KpbB
Ha 3[paBUTE JHUIAa U Ha MaIMeHTUTe chc SSc. 3a cMeTKa Ha TOBA, OTKPUXME CUTHHU(PUKAHTHO
nmo-Hucko HUBO Ha ekcnpecus Ha CD19 (MFI) mpu mauuentute cbe SSc cnpsiMo 31paBaTa
koHTponHa rpyna, P < 0,001. Ilo orHomenne Ha B-kierhuHara amomnTo3a, ce HaOIIOAaBa
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3HAYUMO YBEJIMYEH MpOLEHT B-kieTbuHa anonro3a B nepudepHara KpbB Ha MAIlUEHTUTE ChC
SSc B cpaBHEHHE ChC 3ApaBuTe Juia. [Ipu manuenTuTe che SSC Hamepuxme CUTHU(PUKAHTHO
MO-BUCOK MpOleHT B muMdonuTtr B panHa amonTo3a crnpsmo 3apaBute jguna p = 0.006, 6e3
curHuuKaHTHA pa3nuka no oTHomenue Ha MFI. Hamepuxme curangukanTao no-sucox MFI
Ha B-xierbuHara amonTo3a npu manueHTtute ¢ dcSS cnpsamo manuentute ¢ 1cSSc, p = 0,036.
He namepuxme 3Haunma pasnuka 1o otHomeHue HuBata Ha BAFF npu maumentute cbe SSc
CHIPSIMO 37jpaBaTa KOHTPOJIHA TIPyIa, HUTO BBTPErPYNOBO MEXIy MalMeHTUTE Chc ICSSC u
dcSSc. 3a cmerka Ha TOBa, IIPU MalMEHTHTE ¢ paHHa SSC, HuBoTo Ha BAFF B nepudepna kpsB
0e HamMepeHO MO-BHUCOKO OT TOBAa MpPH MAIIMEHTUTE C KIMHUYHO pa3rbpHata SSc, ¢ rpaHUYHA
curnudukantaoct, P = 0.05. Ilo orHomenue Ha ¢yHkunonamaure aBToaHTHTena AECA,
KouTto Osxa ompeaeneHu KadecTBeHO upe3 ELISA, Bcuuku 3apaBH KOHTPOJIM ITOKa3axa
orpuuareneH pesynrar 3a Hannune Ha AECA B mepudepHa BeHO3HA KPBB, @ OT MAIlUCHTUTE
cbc SSC, enBa 4 mamueHTa Jazoxa MojoxuTeneH pesynrar. [lo oTHomieHuMe Ha aHTH-
egporenmH-1 tum A penentop aBtoantutenata (anti-ETAR antibodies), Bcuuku 40
W3CIeBaHM TMalueHTa ¢be SSc Aanoxa moioxkuteneH pesyntar (>17 U/ml), qokato BCHUKH
W3CJIeIBaHM 3/[paBy JIMIIA ITOKa3axa oTpuiareseH pesynraT B nepudepna kpbB (<10 U/ml). He
Osixa HaMmepeHH Kopenaruu Mexay Huata Ha anti-ETAR aBroanTurtenarta, 0enoapoOHOTO
3acaraHe, MPOTEMHYpHUATAa WM CTENEHTAa Ha KOXHO 3aciraHe IpH MalUeHTHTE CbC SSc.
N3Boau: Heo6xoauMo € mo-HaTaThIIHO U3CIEABAaHE HA pa3lIMpaHe KOXOPTa OT MAI[UeHTH ChC
SSc 3a 1a ce MOTBBPAM MOBUIICHUS POLIEHT NepudepHa B-kiaeTpuHa paHHa anmonTo3a KakTo |
YTOYHSBAHE, MO BB3MOXKHOCT, 32 CMETKa Ha KOs/W cyOmnomynanud B kieTku ce ycTaHOBSBa.
N3cnenBanero Ha AECA npu manueHTH ¢ MOBUILEH PUCK OT Pa3BUTUE HA TEKBK BACKYJIUT B
KOHTeKcTa Ha SSc OMxa MOIUIM J1a CIy’KaT KaTo MPOTHOCTHYEH MapKep, aKko Pe3yJTaTHTE ce
MOTBBPJAT IIPU U3CIIE/IBaHE HA M1O-TOJIsIMa KOXOpTa.

Hayunust oruer e npuer ¢ JOBbPA ouenka no ckaiara Ha CMH.

Jorosop /1-145/24.06.2020 IL-6 - eaAuH NPOTrHOCTHYEH PAKTOP 3a KbCHU
HEBPOJIOTUYHM YBpPEXAaHUsA IPU HEJOHOCEHU HOBOpPOoAeHHU /26-32r.c./
N3caenoBarenckn exun: [Ipod. n-p bopsna [lerpoBa CirbHuUeBa, 1M

e Ac. 1-p Buonera /lumutposa

e [ ac. n-p JIunus Bakpuiiosa

e [ ac. n-p Tauns IIpamaraposa

e I ac. n-p Ilers Pagynosa

e ['n. ac. n-p Cranucnasa Xurposa-Hukosnosa
Ba3oBa opranmsanusi: MeauuuHcku VYHuepcurer - Codusi, MenunuHcku ¢axymTer,
Karenpa Axymepcto u I'mnekomnorus, CBAJIAI ,,Maitunn nom*, Knunuka mo Heonatomorus
Anpec 3a KOHTaKTH: yi. ,,30paBe” Ne 2, Cous 1431

PE3YJITATH: HenoHoceHuTe HOBOPOAEHHU 1O 32 I.C. ca pPUCKOBA Ipyla 3a pa3BUTHETO Ha
TEXKU HEBPOJOTMYHU YBPEXKAAHMS, IOBJDKAIM CE€ HAa WHTPABEHTPUKYJApPHU KPbBOM3JIMBU
(UBK) w mnepuBentpukyaapHa jeBkomanaiusi (I1BJI). HapacTtBamr e WHTEpeChT KbM
U3IIOJI3BaHETO Ha OmomMapkepu, kouto Aa HacouaT kbM VIBK u IIBJI mpenn knuHuuyHaTa um
n3siBa. MHOXECTBO MpOy4BaHUsS H3CIEABAT pPOJIATa Ha MPOUH(IAMATOPHUTE IUTOKUHHU, B
4acTHOCT MHTepieBKuH-6 (IL-6), xaTto Mapkepu Ha HEBpOHAJIHA yBpena NMPH HEJOHOCCHHMTE.
[ToBumenara miazmeHa ctoiHocT Ha IL-6 Hax 11 pg/ml e ocHOBEH He3aBUCUM PUCKOB (haKTOp
3a MOCIIEABAIIOTO Pa3BUTHE HAa HEOHATalHa 3a00JIEBa€MOCT, ClieJl KOPEKIMU 3a IrecTalliOHHA
Bb3pacT U Apyru ¢akrtopu. B Hacrosimero mpoyuBaHe Osixa oOxBaHaTH 47 HEJOHOCEHHU
HOBOPOJIEHM C TecTallMOHHA Bb3pacT Mexay 26 r.c. m 32 r.c. Ilpu mnocrenBaHeTo B
HeonaTamHOTO MHTEH3WBHO OTAEJICHHE CE B3emaile KpbB 3a miciensane Ha IL-6, HO He mo-
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KbCHO OT IIECTH 4Yac cieja paxnaHeTto. [IpoBene ce ynTpa3BykoBa OIEHKA 3a HaJlWuue WIH
JMIICa Ha MO3BYHH MPOMEHH 110 MPOTOKOI. HOoBOpoieHuTe ce pa3aenuxa B 1B€ TPYIIH:

1. ¢ noBumenu HuBa Ha IL-6 (> 11,0 pg/ml) cnex paxmanero (11 HoBOpoaeHN)

2. c HopmaniHu HuBa Ha |L-6 (36 HOBOpOIEH!)
bsixa ananusupanu 64 nokasarens. B rpynara ¢ noBumien |L-6 ce oTueToxa 3HaYMTENHO MO-
BHUCOKHU cToiiHOCTH Ha CRP, MO3UTHBHU XEMOKYATYpH U MepudEpHA CEKPETH TIPU PAXKITAHETO,
M0-BHCOKA YeCTOTa Ha PaHEeH HeOHaTaJieH cercuc. B cbiarta rpyna ce HaOa0qaBaT J1Ba IbTH
M0-4eCTO TeXKUTe MO3b4HU KpbBou3nuBH - UBK Il u IV crenen Ha ¢ona Ha 00610 no-Hucka
4YecTOoTa yJITPa3ByKOBU OTKIIOHEHHMsI CIIPSIMO Tpyrara ¢ HopMaiaHu croitHoctu Ha |L-6. TakaBa
3aBUCUMOCT HE ce OTKpuBa 1o otHomeHue Ha [IBJI B HacTosimiero npoyusane. [lo-Bucoka e
YecToTaTa Ha PETUHOINATUATA HA HEJAOHOCEHOTO U OTKJIOHEHHS B CIyXOBUS CKPUHHUHT B
rpynara ¢ mosuieH |L-6. Hacrosimero mpydBaHe MOTBBpKIaBa BUCOKHST JAHATHOCTUYCH
notenuuan Ha |L-6 3a paHHO onpezensiHe TapreTHaTa rpymna HeJOHOCEHH HOBOpoAeHH (26r.c. —
32r.c.), pUCKOBH 32 pPa3BUTHE HA paHEH HEOHATAJICH CEIICUC, TEKKH HEBPJIOTUYHU YCIOXKHEHUS
(8 ToBa mpoyuBane BK I11-1V ctenen), peruHonarus Ha HEAOHOCEHOTO, CIIyXOBU HapyIICHHUS.
Hayunust otuer e npuer ¢ JOBbPA ouenka no ckayiatra Ha CMH.

MEJUKO-K/IMHUYHA OBJIACT ~[PAHT 2021"

Jorosop /1-91/04.06.2021 3HaYUMOCT Ha FeHeH NO0JIMMOP(PHU3IBM HA
HHTep ieBKUH -13 Ha nmo3uuuA (-1112) npu napoJOHTHUT

HN3scaenopartencku ekun: ['1. ac. Benuuka Teomocuesa Jlocera-I1lanoBa

e Ac. 3ppaska [lamosa-TaceBa, TOKTOpaHT

e Jlon. Antoanera MmpukoBa

e [IIpod. Anexceit CaBoB
ba3zoBa opranmszammsa: MY - Codusa, dakynarer mo aeHTanHa MeaunuHa, Karteapa
,IlapomonTonorus™, byi. ,,Cs. I'eopru Coduiicku™ 1, Codpus 1431
PE3YJITATHU: B Hacrosmus HaydyeH npoekT Osxa BkmodeHn 100 muma, ot kouto 70
MAlUEeHTH ¢ AMarHo3a napoJoHTUT U 30 KOHTPOJIHU MHIAUBUAA, KOUTO Ca TUATHOCTHIIMPAHU C
MapOJOHTATHO 3ApaBe. Ha BCHUKM yYacTHMLM € HalpaBeHa JeTaliHa MapoJOHTalIHa
JMarHOCTHKA — KIIMHUYHHU W3MEpBaHus U peHTreHorpadcku aHanu3. OT BCUUKH U3CIEABaHU
muna e uzonupana reHomHa JIHK ¢ men m3yyaBaHe Ha eMHMYEH I'€HEH MOJIMMOJ(PU3IBM Ha
Wutepneskun — 13 — 1112. M3nomsBan e kommuiekT 3a u3onupane Nucleo Spin MACHEREY -
NAGEL, a remotunusupanero e HamnpaBeHo ype3 RFLP-PCR meron. Ilonyuyenure nanuu ca
oOpabotenu cbc cratuctuyeckus naker PCA — IBM SPSS Statistics Version 22. Pe3ynratute
nokasaxa npomuHupane Ha CC-renorurn, nocneasad or CT-renotun u TT-renorun, nzonupan
camo TpU €IMH NAIUEeHT ¢ MapoJoHTUT. [IoTBBpAM ce mocTaBeHaTa XUIOTe3a 3a MOAATIMBOCT
KbM TEXbK MapOJOHTUT IO OTHOLIEHWE HAa €IWH OT TE€HOTHUNOBeTe- AoMuHupamusar CC-
reHoTun. OTroBOpbT Ha MalMEHTUTE C TO3W M€HOTUIN KbM 3bOHATa IJIaKka € CBBbp3aH C TEXKKa
3ary0a Ha knuHH4YeH atammad CAL >5mwm, npu paBauie Ha 3Haunmoct P< 0.05. Cpiro Taka e
YCTaHOBEHA U KOpeJalus MpH ChIIUTE MalUeHTH MEXIy MPOLEHTa Ha 3aeTU ¢ OakTepuaiHa
IUTaKa MeCTa U KbPBEHETO MPHU COHJIUPAHE OT ABHOTO HA MapOAOHTAIHHS JKOO MPH paBHUIIE
Ha 3HaunMocT p<0,1. Te3nm JaHHM [HaBaT OCHOBaHWE Ja C€ MPEJIONOXKH, Y€ IIpH
XOMO3UroTHuTe 1o C-ajen MHAUBUAM MPOTHYAHETO Ha MApPOJOHTAIHOTO 3a00JiBaHE € IO-

92



TEXKO, 0a3MpaHO Ha MapaMeThpa 3aryda Ha KIMHUYEH aTalllMaH ¥ OeJIerbT 3a aKTUBHOCT HA
3a00JIsIBaHETO, perucTpupan ¢ BoP.
Hayuynu ny0iMKanum 4 NposiBu:
e Zdravka Pashova-Tasseva, Velitchka Dosseva-Panova, Ekaterina Tosheva, Alexey
Savov, Antoaneta Mlachkova. Influence of gene polymorphism of I1L-13 and smoking
on periodontitis. Medinform.2022; 2: 1473-1483.
Hayunust otuer e npuer ¢ BUCOKA ounenka no ckainata Ha CMH.

JoroBop /1-92/04.06.2021 Bb3M0>KHOCTH 3a AMAarHOCTHKA HA OpaJieH
KapIMHOM U OPa/IHU MPEeHEeOoN/Ia3uH Ype3 KOJTUIECTBEHO olpeAessiHe Ha
IMTOKHHU M APYTH HMYHO-PEaKTUBHU U PeryJIaTOPHU MOJIEKYJIH B CJIIOHKA

N3caenoBarencku ekui: [Ipod. INTasen Kupunos CTaHUMHPOB, TOKTOP

e Jlou. Teonopa bonsipoBa-Konosa

e Jlon. 3opuuua MuxaiinoBa

e Jlon. Cuexuna Kangunaposa

e JI-p Anren AnamoB

o J[-p Ilets SAukoBa
BazoBa opranmzamus: MY - Codus, Paxynrer mo aeHTamHa menuiunHa, Kareapa mo
JlentanHa, opanHa M JUIEBO-uemtocTHa xupyprusi, rp. Codusa, 1431, yn. Cs. T'eopru
Codwuiicku 1
PE3YJITATHU: HactoAmoTo KU3cielBaHe € KOHLIEHTPUPAHO BbPXY NMPOYUYBAHE HA IPOMEHUTE
B koHenTpanuure Ha BDNF, IL-6, IL-8, IL-10, IL-15, IL-1RA, LIF u TNF-a B catonkara npu
MAalUEeHTH C OpaJIeH KapLUHMHOM, OpPAJHU MPEHEOIUIa3ud W NapOJOHTHUT CIPSAMO 3/paBU
KoHTpoiu. HayuHaTta uzaes € upe3 NpOMEHMTE B CIIOHYCHUTE HUBAa Ha IIUTOKMHUTE Jla CE
M3clieiBa OTTOBOpA Ha OpraHu3Ma Mpy U30POCHHUTE MATOJOTHYHU CHCTOSIHUSI M 3HAUEHUETO Ha
T€3M IMTOKMHU KaTo OMOMapKepH 3a CBhOTBETHATa IMarojiorud. ToBa OM MOJNOMOIHANO
JMArHOCTHKAaTa Ha OpalHHUTE 3a00NsBaHUS U O Jao SICHOTA 3a 3HAYEHHETO Ha MapoJIOHTHUTA
BbPXY HUBaTa Ha HIUTOKMHUTE KAaTO C€ CPABHST C TE3U MPH OpaJieH KaplMHOM U IIPEHEOIUIa3HH.
N3cnenBaxa ce mMOCOYEHUTE LUTOKUHU B IsUIa HECTUMYJMpaHa citoHKa npu 107 manueHTtw,
pasziesieHd B YETHUPHU TPYNH — OpPaJIeH KapluMHOM (43 MmainueHTH), opajHu mnpeneoriazuu (21
MalUeHTH), MapoJOHTUT (21 malMeHTH) W KIMHUYHO 3/paBU KOHTpoiH (22 TMalueHTH).
Cmonuenute npodbu ce crabunmsupaxa ¢ eH3uMeH uHxuourop SigmaFast Protease inhibitor,
Sigma-Aldrich Co u u3cnensaneTo ce mposeje ¢ GIyopoMeTpHYeH MYJITHIUIEKCEH METO KaTo
ce m3nomsBa ProcartaPlex™ Multiplex Immunoassay. Cratuctuueckara oOpabOTKa BKITIOUH
JIECKPUIITHBHA CTATUCTHKA, KOPEJAlMOHEH aHAIW3 W aucrepcuoneH ananmu3 /ANOVA-test/.
IIpu yetupu ot uzcneaanute urokuHu — IL6, IL8, ILIRA u LIF, ce oTkpuBa pas3nuka B
KOHIIEHTPALUATA B CIIOHKATa MPU MAalKUEHTU C OPAJIEH KaplLIMHOM B CPaBHEHHUE C MALMEHTHU C
MIPEHEOIUIa3u, NapOJAOHTUT W 3ApaBU C MHOrO TOlsIMa CTaTHCTUYECKa 3HAuYMMOCT
(cvoTtBeTHHTE p-value ca: p = 0.000105; p = 0,006215; p = 0,00212; p = 0,033518). ['pynara Ha
MIPEHEOIUIA3UUTE TTOKa3Ba 3HAYMMO IOBMIIEHH HHMBa cupsmo 3apasute 3a IL6, IL8, IL10 n
TNFa. EnunctBeno mnpu IL8 ce nHabmrogaBa 3HauMMa pas3idka MEXIy TpyNUTe Ha
MIPEHEOIUIA3UN U MapOJOHTHUT. 3HaYuMO noBuieHue nokaspar IL6 n TNFo npu maponoHTUT n
MIPEHEOIIa3uu COpsIMO 3ApaBUTe KOHTpoiau. CunHo noBuiieHute HuBa Ha IL6, ILS, ILIRA u
LIF B ciroHkaTa Ha TANMEHTH C OPAJICH KapUWHOM II03BOJSBAT J1a JONMYCHEM, Y€ TE3U
[IUTOKUHHU MOTAaT J]a UMaT 3HaYeHNe Ha OMOMapKepH MPHU OpalieH KapIHHOM.
Hayunust otuer e npuer ¢ JOBPA ouenka no ckaiatra Ha CMH.
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Jorosop /1-93/04.06.2021 CpaBHUTE/IHO U3C/Ie/BaHe HA pereHepaTuBHUS
IOTeHLMaJI Ha 6oraTus Ha Tpomo6ouuTy GuopuH (PRF) u Emdogain® npu
XHPYPru4HoOTO jeyeHUe Ha F; pypkanuoHHu aedpeKTH HA AOTHU MOJIapH

H3cnenoBartencku ekun: [Ipod. 1-p AuToanera MuteBa MirbpukoBa, 1M

e Jlou. n-p Kamen Konunkos, 1M

e Ac. 1-p XpuctuHa MaitHaioBcka

e Ac. n1-p Jdenucna Emunon
Bba3oBa opranm3anusi: MY - Codust, @akynrer o neHranHa meauimHa, Kareapa mo
napogonrosiorus, yi. Cs. I'eopru Coduiicku 1, Codus 1431
PE3YJITATH: B wuscnensaneTo B3exa ywyacthe 21 marmueHTa ¢ JaMarHo3a BTOpPU KJac
BecTHOynapeH (ypkaruoHeH AeQeKT Ha JoJeH Monap. YcraHoBeHute 30 nesum Osixa
pasmpenesnenu B ase rpymnu no 15. [Ipu mbpBata rpymna Gerie u3BbpIUICHO XUPYPrUUHO JICYCHHE
¢ mpuioxeHue Ha Oorar Ha TpomOouutn ¢(ubpun (PRF), a mpu BrOopara — ¢ eMaiyioBH
marpukcHu gepuBatd  (Emdogain®). Ilenta Ha mnpoyuBaHeTo Oelle 1ga Ce  OLCHH
pereHepaTHBHHS NOTEHIMAT HA OoraTus Ha TPOMOOIMTH (GUOPHH KAaTO Ce CPaBHU C JOKA3aHU
OMOaKTUBHM areHTH, KaKBUTO Ca EMailJIoOBUTE MaTpUKCHU jaepuBaTu. [Ipu cpaBHUTENHUS
aHaJM3 Ha J[BaTa MMOAX0/a 32 €eMaiIIOBUTE MaTPUKCHU JEPUBATH Oele T0Ka3aHo, Y€ Ce MOCTUTa
CTaTUCTUYECKHU 3HAYMMa M0-TOJIIMA PeIyKIUs HA AbJI00YHHATA HA COHIUpPaHE CIpAMO Ooratus
Ha TpomOoiutu (GuOpuH. B momsa ma Emdogain Oeme u mpomsiHata B peHTreHOrpad)CKu
aHalM3MpaHaTa XOPHU3OHTalIHAa KocTHa 3aryba. [lo oTHomeHue Ha 3ary0ata Ha KIWHUYHU
MPUKpENBaHe, XOPU30HTAIHA IBIIOOYMHA Ha COHAMPAHE, BEPTHKAIHA KOCTHA 3ary0a, MOo3uIHs
Ha MapruHajgHus pPbO, KAKTO M B MpoIlleca Ha PAHHO O3/]paBsiBaHe HE O0sXa JOKa3aHU
CTaTHCTUYSCKH 3HauMMmu paznmuku Mexay PRF u Emdogain. Knunuuno, mpu rpymarta,
tpetpana ¢ Emdogain, Tpu or nedekrtuTe OsfiXa H3MAIO paspelicCHH — MIECT Mecela
[IOCTONIEPATUBHO HE C€ YCTAHOBU XOPU3OHTANHA ABJIOOYMHA HAa COHJUpPAHE B MSCTOTO Ha
¢bypkanronnus Bxoa. Ocrananure aedexTH 0sxa KOHBEPTUPAHHU OT BTOPHU B IbpBHU Kiac. [Ipu
rpynara, jnekyBaHa ¢ PRF, camo 3a 30% ot ne3uute Oemie MOCTUTHAT MO-HUCBHK KJlac
YBpEXKIaHE, a OCTAaHAINUTE, HE3aBHUCHUMO OT PEAyKIMATAa HA XOPU3OHTAlTHATa ABIOOYMHA Ha
COHJMpaHe, OCTaHaxa BTOpH kjac. KbM JHemnHa gara iedeHneTo Ha QpypKaluoHHUTE eeKTH
€ BCE OIlle HeNMpeIBUIUMO M HMJICHTU(DUIMPAHETO HAa KIMHUYHHU MOAXOIN C BIUSHHUE BBPXY
pe3yiTaTuTe My ca KpUTHUYHHU 3a ONTHMHU3MpaHe Ha e(peKTa OT XUpyprudyHara MnapoJOoHTaIHa
tepanus. boratusat Ha TpoMOonMTH QUOPHH € JieceH 3a MaHUITyJIMpaHe OMOAKTUBEH areHT, C
aBTOJIOXKEH MPOU3XOJ M C HHCKa IeHa. M3cnenBaHero HHM mokasza, 4ye edekTure My B
pereHeparuBHata Tepanus Ha (QypkanuoHHUTE nedeKkTH ce Ao0nMkaBaT [0 Te3u Ha
€MalJIOBUTE MAaTPUKCHU JEpUBATH, HO BBIIPEKH TOBA HE YCIsABA J1a MOCTUTHE HJICHTUYHU
KJIMHUYHU PE3yJITATH 110 OTHOILIEHNE Ha ETMMUHUPAHETO HAa QypKALIMOHHUS 1e(DEKT.
Hayuynu ny0JMKkauuu u NposiBu:

e Maynalovska H, Mlachkova A, Kotsilkov K. Bioactive molecules in the treatment of

furcation defects — online ciincanne va b3C, 1/2022

Hayunusr otuer e npuer c BHCOKA ouenka no ckanara Ha CMH.

Jorosop /1-94/04.06.2021 CpaBHsABaHe HA MeXaHUYHUTE KayecTBaA HA
pa3/IMYHU MaTepHuaJiy 32 UHJIEH, OHJIEU U OBBbPJIEH - TAGOPATOPHO
U3cjaeJBaHe

N3caenoBatescku exun: npod. n1-p Panocsera MBanosa Bacunesa
e Jlou. a-p XKauner Hukonona, 1M




e Jlou. a-p Aumutsp Kupos, mm

e JI-p Kpuctusin boxkoBcku

e [ ac. n-p 'eopru Unues, nm

Ba3oBa opranmsanusa: MY —®JIM, Codus, M®D, Karenpa nmo koHCEpBaTUBHO 3H00JICUCHUE,
yn. CB. I'eopru Coduiicku 1, Codpus 1431

PE3YJITATH: Ilocneguure J1Be AECETUIETHS KOMIIIOTHPHO-aCUCTUPAHUTE TEXHOJOTUHU
(Computer Aided Design -CAD) ce yTBBbpaaBaT B JEHTaJHaTa NpakTHKa. Upe3 TAX ce
13paboTBa TUTHTATICH MOJISN M IU3aifiH Ha ObJemara KOHCTPYKIHS. BbpXy TUTHTATHUS MOJIENT
ce o4epTaBaT I'PAHUIIMTE HA MPOTE3HOTO IOJIE U CE€ MOJIEIUpa MPOTETUYHOTO Bb3CTaHOBSIBAHE.
N3cnenBaneTo Ha MEXaHWYHU MMOKA3aTeIN KaTo yMOpPa M SIKOCT Ha yJap Ha HHIUPEKTHU 3H0HH
BB3CTAHOBSIBAHUS OT PA3IMUYHU MaTepUAIM B TUCTAIHUTE Y4YacThLM Ha 3bOHATa peAuiia Lie
JIOBEJIE J0 Ch3/1aBaHE Ha MPENOPBHKHU 3a TSIXHOTO ONTUMAIHO IIPUIOKEHNE CIPSIMO CTEIIEHTA Ha
HAaTOBapBaHE B 30HATa Ha BB3CTAaHOBsIBAaHE U kenaHaTa (QyHKUus U ecreTuka. Llem Ha
HACTOAIOTO M3CJIEIBAHE € YCTAaHOBSIBAHE HA SKOCT HAa YMOpa U yJap Ha MOJEIM Ha OHJIEH,
U3pa0OTEHU OT Pa3IMYHU MaTepHaIr(KOMITO3UTHH OJIOKYETa ¢ KePAMUYHU YaCTHUIIH, JIUTHEBO
JTUCUIMKATHA OJoKYeTa, (DOTOKOMIIO3UT 3a MNPHUHTHPAHE M LUPKOHHWEBA KepaMuKa) B
IbBKaTeNeH cuMynatop. Marepuan U MeToau. B ToBa mpoyyBaHe ca M3rOTBEHU 3HOHU
IbHYETA, @ BBPXY TAX OHJEH OT PA3JIMYHMU BHUIOBE MaTepHaIM (JIUTUEB JAUCHIIMKAT-TP.A,
KOMITO3UTHU OJIOKYeTa ¢ KepaMH4YHU 4acTUI- Ip.B, mpuntupanu ot dortokomnosut-rp.C,
LIUPKOHUEBA KepamuKa-Tp./]) M momsiokeHH Ha JUHAMUYHO HATOBapBaHE B IHBKATEJICH
cumynatop (CS-4, SD Mechatronik, Westerham, ['epmanusi) 3a TecTBaHe Ha SIKOCT Ha yMmopa.
Pesynratu. WsmonmsBan e moctxok Tect Ha Tykm HDS (Tukey), koiito mokasa, ue
CpeIHOAPUTMETHYHATA CTOMHOCT 3a rpyna A € CTaTHCTUYECKHM 3Ha4lMMO pas3jinyHa oOT
CpeAHOAPUTMETUYHHUTE CTOWHOCTH 3a rpymaite C u JI. ['pyna A He € CTaTHCTUYECKH 3HAYUMO
paznuuHa oT rpyna B. 3akmrouenue. B pamkure Ha TOBa 11a0OpaTOpHO H3CIEABAHE €
YCTaHOBEHO, Y€ C J00pU TIoKa3aTeau ca HU3pabOTEHHWTE OT LMPKOHUEB AMOKCHU]l OHJIEH,
CIIeIBAaHU OT JUTHEBO-AUCUIUKATHUTE, W H3PA0OTEHUTE OT KOMIIO3UIIMOHEH MaTepuan ¢
kepamuunn yactunu (Cerasmart). A ¢doTonoauMepHHs KOMITO3UTEH MaTepHall, KOUTO €
MPUHTHUPAH ca C Hali-yCTOWYUB Ha (PpakTypHa pe3ucTeHTHOCT. HeoOXoaumu ca AOMbIHUTETHHA
W3CIIE/IBAHMS BbPXY MEXAaHHUYHHUTE KauyecTBa Ha ()OTOMOIMMEPHUTE KOMIIO3UTH 3a IPUHTHUPAHE
3a UHJAUPEKTHU Bb3CTAHOBABAHUS 32 JOMBJIBAHE HA MMOTYUYEHUTE PE3YNITATH.

Hayynu ny0uKanum 4 NposiBU:

e lliev G, Vasileva R, Petrova V, Bozhkovski C, Kirov D, Kirilova J.3D printed, and
CAD/CAM milled indirect restorations from hybrid polymers. Mechanical properties. A
Literature Review. Medinform 2022;9(3);1535-1543.

Hayunusr oruer e npuer ¢ ZJOBbPA ouenka no ckanata Ha CMH.

Jorosop /1-110/04.06.2021 IIpoy4yBaHe BbpPXYy NPUIOKEHUETO HA
Indocyanine Green 3a oneHKa Ha YepHOAPOOGHaTa GYHKIUA C el

IIPOTHO3UPAHE HA PUCKA 3d PA3BUTHUE HA CJI€eJ0IIE€PpATUBHA qepHO,apo6Ha
HEeAJOCTBYHOCT
N3caenoBaresicku exui: [Ipod. Atanac CtedaHos NoukoB, M

o [Ipod. n-p Aumutsp bynanos, M

e Jlou. a-p Camo bones, am

e [ ac. n-p Enena ApaGamxueBa, amM

e [ ac. n-p EBrenu XKuBkoB, 1M

95



e [ ac. n-p Jlunus CumoHoBa, AM

e 1-p I'eopru Kopykos

e Ac. 1-p Kusko [llaBanoB

e npod. Jobpun CBuHApOB, TMH

e jo1. Munena Benuzaposa, im

e [ ac. 1-p MBanka CtaHueBa, M

Ba3oBa opranuszanus: MY - Codust, M®, Kateapa no ob1ia 1 onepaTuBHa XUPYPrus,
oyn.”Cs.I'eopru Coduiicku” N 1, Codus 1431

PE3YJITATH: IlocronepatuBHata yepHoapoOHa HenocrarbyaocT (IIOYH) e eqHo ot Haii-
TEXKUTE YCIOXKHEHHsS B KOpEMHAaTa XUPYprus, Thi KaTo MOsBaTa My 4YECTO € CBbp3aHa C
HEeOIaronpusATeH U3X0J BIIPEKH MPUIAraHUTe JUarHOCTHYHO-1e4eOHu Meporpustus. Llen: Jla
ce nmpoyuu poisita Ha Indocyanine Green (ICG) u Indocyanine Green Retention rate (ICG-R15)
3a OlleHKa Ha yepHoApoOHaTa (GyHKIHUS ¢ 1en nmporHo3upane Ha pucka ot [IOUH. Mamepuan
u Memoou: Ilpe3 06.2021r. — 11.2022 r. ce mpoBejie MPOCIEKTUBHO MPOYUYBaHE, BKIIOYBAIIO
20 nanuentu, xocnuranuzupanu B YMBAIJL , AnekcanipoBcka® mopaau 3J10KaYECTBEHU
4epHOApOoOHU HOBOOOpa3zyBaHus. YepHoapoOHata ¢yHKIUsS Oe OIICHEHAa 4Ype3 CTAaTUYHU
OmoxuMuYHM ToKazarenwn W npmwiarane Ha |CG  waTpaBeHo3Ho (0.5Mr/kr), TENAIIO
HM3MEPBAHETO Ha OCTaThbYHATA KOHICHTpamus B KpbBTa Ha 15-tara mumu. (ICG-R15).
Pesynrarure m BeposTHaTa KOpenamus ¢ KIMHUKO-MOP(OIOTHYHUTE XapaKTEPUCTHKU Osxa
oOpaboTenu cratuctuyecku. Pezyrimamu u Juckycusa: IlpoyuBaneto o0xBaHa 13 mbxe (65%)
u 7 xenn (35%) ¢ mepBuunH (5) U Metactuunu (15) wepHoapoOHU Tymopu. V3BbpiieHn Osixa
13 manku (mox 3 cermenta) u 7 rojgemu yepHoapoonu pesekiuu. |ICG-R15 papupame 2-40%.
Cpennute croitnoctn Ha T-Bil mpu abnopmen ICG-R15 ca mo-BHCOKHM CHpSIMO TE3U MpH
HopMmaiet |CG-R15. Hama craTucTuuecky 3HauMMa 3aBUCHMOCT MEXKY OCTaHAJIUTE CTATUYHH
naboparopan mnokazarenu u |CG-R15. Pammara crnegoneparuBHa cmbpTHOCT Oe  0%.
Tpansuropua [TIOYH (15%) e nabmtogaBana camo mpu manueHtuTe cbe 3asuiieH 1CG-R15
(p=0,001) CratucTHueckn 3HaYMMa 3aBUCHMOCT mMa Mexny 3aBuineHus ICG-R15 u oOmms
opoii ycinoxuenus. [Ipu ICG-R15 >15% ronemu yepHOIpOOHM HaMecu HeE ca MpelnpueMaHu
(p=0.001). B rpymara ICG-R15 <15%, He3aBucumo OT npoBeneHata roisma peseknus, [IOUH
He € HaOmionaBaHa. Jlumcata Ha CBHINECTBEHU OTKJIOHEHHUS B CTAaTUYHUTE UYEPHOIPOOHH
nmokaszarenu npu u3paseHu pasmuums B ICG-R15 scHO mokasBa HEOOXOIMMOCTTa OT
KOMOMHHpaHe Ha METOJUTE Ha H3CJeIBaHE 3a IMO-TIpellM3Ha OIleHKa Ha 4YepHOoJIpoOHaTa
¢ynkuus. Ycranosenara IIOYH Obp3o e oBnansgHa mopaau cbhoOpas3siBaHe Ha oOema Ha
peseknusta ¢ ICG-R15.

3axnrouenue: ICGR15 TecThT € NeCHO M3MIBIHIM, 0€30MaCeH M IIEHEeH HHCTPYMEHT 3a OLlEHKA
Ha yepHoApoOHaTa (DyHKIIMS U UACHTU(UIIMPAHE HA MAIIMEHTH B pUCK OT pa3Butue Ha [IOYUH.
HeoOxoaumu ca AOIMBIHATETHH MPOYYBAHUS, ThI KaToO 32 bbIrapus HACTOSIIIOTO MPOYYBAHE €
MUJIOTHO.

Hayuynu ny0JuKkanuy u NposiBU:

e [I. KopykxoB, E. ApaGamxueBa, C. boneB, ChbBpeMEHHH METOJIM 3a OILIEHKa Ha
yepHoApoOHaTa (YHKIMS C IeT TPEeBEHIMs Ha cleaonepaTUBHATa YepHOApoOHa
HegocTaThuHOCT, Xupyprus, 2022, vol. 86, 1: 5-12.

e Elena Arabadzhieva, Sasho Bonev, Dimitar Bulanov, Liliya Simonova, Evgeni
Zhivkov, Georgi Korukov, Zhivko Shavalov, Milena Velizarova, Dobrin Svinarov,
Atanas Yonkov, Indocyanine green fluorescence liver assessment and imaging-guided
resection for colorectal liver metastases, Acta Medica Bulgarica 2023;30(1):54-58.

o E. Apabamxuesa, C. bones, JI. bynanos, JI. Hapnanos, I'. Kopykos, XK. IllaBanos, JI.
Cumonoga, E. XKuskos, /[. CBunapos, M. Benuzaposa, A. NoukoB, [Ipunoxenue Ha
Indocyanine Green 3a oueHka Ha uepHOApoOHaTa QYHKUMS M poysiTa My B



MIPOrHO3MPAHETO HA PUCKA 3a CleAO0NEepaTuBHA YEPHOAPOOHA HENOCTHYHOCT, XUPYPrus
(o meyar)
Hayunust otuer e npuetr ¢ QTJIHYHA ouenka no ckasiatra Ha CMH.

Jorosop /1-111/04.06.2021 UaeHTHPULMPAHE HA TeHHU MyTalluy, BOA eI
A0 HacJeACTBEeHA AeTCKa KaTapaKTa NPy O'bJIrapCKy NauyeHTH ype3
HOBOTeHepalMOHHO CeEKBEeHHpaHe
H3caenoBartesicku exkun: Jloi. 1-p Hepsina BanentunoBa BeneBa—KpbcereBa, am

e Ilpod. n-p Anexcanawsp Ockap, 1M

e Jlomu. a-p 'anuna Jlumutposa, 1M
I'n. ac. n-p OrasiH MnajgeHoB, 1M
Ac. n1-p IlaBnun KemuieB
I'n. ac. n-p Bacun Xaiikun, am
H-p 'aGpuen JuMHUTPOB —TOKTOPAHT
J1-p Hena Cepreesa - 10KTOpaHT
Kynka Kamenaposa, 10
Kanuna Muxosa

e IIpod. Pagxa Knpuesa, 10
Ba3zoBa opranusauus: MV - Codust, Memununacku @axynrer, Karenpa no Odranmonorus.
yi. ,,CB. I'eopru Coduiicku™ 1, rp. Codusi, nomencku ko 1431
PE3VYJITATHU: 3a nemure Ha TpoekTa Oemie OCHIIECTBEH PETPOCIICKTUBEH aHAIU3 Ha
MEIULMHCKATa JOKYMEHTAIUsl HA BCUUYKH JIella C KaTapakTa, MIPpEMUHAIMN U JieKyBaHU B OuHa
kimHnka, YMBAJIL |, AnekcanapoBcka“ B mepuoaa stHyapu 2013 — wmait 2021 r., kakTto u
IIPOCIIEKTUBHO HA BCUYKHU CIIydyau Ha JI€TCKa Karapakrta B nepuona roHu 2021 r. — romm 2022 r.
bemie ochiiecTBeH KIMHUKO-EMUIAEMHUOJIOTHUEH aHAIN3 Ha CIIydauTe Ha JETCKa KaTapakTa B
bearapus. [Ipu 6 manueHTH ¢ Hacle[CTBeHa KarapakTa (CHHAPOMHA W HECHHJPOMHA) Oele
MPOBEACH MIBJIEH O(DTATIMOJIOTHYEH MPETJIe]] U TeHETUYHO U3CIeBaHe Ype3 HOBOTCHEPAIIMOHHO
CEeKBEHHpaHe — C TaHeN 3a MPUIIETHO CEKBEHHpaHe Ha KIMHWYeH ek3oM Trusight One 3a
eHOBpeMeHeH aHanu3 Ha 4 813 rena Ha tepuropusita Ha Cekrop ,,I' eHomuka“ kpM LleHTHp 1O
MoOJIeKyJIHa MmenunuHa, Kareapa ,Menunuacka xumusi U Omoxumus. bsxa ycraHoBeHu 5
cilyyasi Ha CHUHJIpPOMHA KaTapakTa M 1 cily4ail Ha HeCHHJpPOMHa, W30JupaHa KaTtapakta. [lpu
CIIy4auTe, pU KOUTO 0siXa YCTAaHOBEHW BAPUAHTHU C HESCHO KJIMHUYHO 3HAUEHHUE, Ce TUTaHUpa
aHaJlu3 32 HOCUTEJICTBO, KOWTO 1€ J1a/ie Bb3MOXKHOCT Jla ObJie TpoMeHeHa Kiacu(uKaluara Ha
TE€3U IPOMEHU Ha ,,BEPOSITHO MATOT€HHA™ WK, naToreHHa’. ToBa 111e MO3BOJIM MOCTABIHETO Ha
TOYHA F€HETUYHa JUarHo3a Ha MalMeHTa U 1€ JajJe Bb3MOXKHOCT Jla CE€ OMNpEeNed pucKa OT
npeABaHe Ha TeHETHYHUS 1e(PEKT KbM MOTOMCTBOTO. [Ipu meTrMa OT marueHTUTe TeHETHIHHST
pe3ynrar Aajie OCHOBaHME Te Ja ObJaT HACOYECHH 3a KOHCYITAlUU C JAPYTH MEAUIIMHCKH
CHEIUATTUCTH C OTJIe]] TUArHOCTUIIMPAHETO Ha HEYCTAaHOBEHA JI0 MOMEHTA IMAaTOJIOTHS, KOETO
e moaoopu NedeOHUs MpoIleC U 1€ MPeAOTBHPTH ObJCHIM YCIOKHEHUS - XeMaTOJOTHYHH,
ObOpeyHa maToJOTHs, pPaHHU apTPONATHU MW CKEJIeTHU aedopManmu, 3arydba Ha clyxa,
oTienBaHe Ha peTuHara. l[lomyueHuTe pe3ynTaTH MOTBBPKIABAT HEOOXOAMMOCTTa OT
MYJITHAUCIUIUIMHAPEH TOX0/] MPH BCUYKH MAIIMEHTH C HACIEACTBEHA KaTapakTa U 0COOEHO B
ClIyyauTe, KOraTo KaTapakTa € MposiBeHa BbB Bb3pacTTa mnpeau 10-roauimiHa Bb3pacT. Beska
JIETCKa JBYyOYHA KarapakTa TpsiOBa JIe ce pasriexaa Karo ,,CHHAPOMHA® 0 JOKa3BaHE Ha
MPOTUBHOTO. OOCTOWHOTO U MPOIBIKUTEIIHO U3CTIEIBAHE HA TE€3H Jela € KIFYOBO C OTJie/l Ha
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¢akTa, ye KaTaparaTa 4ecTO € I'bpBa MpOsSBa HAa CUHIPOMHHU 3a00JIIBaHUSA, YACT OT KOUTO ca
’KHBOTO3aCTpalIaBaly 3a00JIIBaHuUsI.
Hayuynu ny0iMKanum 4 NposiBu:

e 1. Kbuesa, H. Benea, A. Ockap u kon. JleTcka KarapakTa — eIHACMHOIOTHYHA U
kiuHuyHa xapaktepuctuka. XIV  Konrpec na boarapckoro J[lpyxkectBo 10
Odranmonorus. Xoren Puna boposen. 14 —17.10.2021 r. Enextponen noctep

Hayunust otuer e npuet ¢ /[ObPA ouenka no ckainata Ha CMH.

Jorosop /1-112/04.06.2021 BbBexkgaHe Ha HOB paguodapmaneBTUK (68 Ga
PSMA) 3a 103UTPOHHO EMUCHMOHHA TOMOrpadus/KOMIOTbLPHA TOMOrpadusn
(PET/CT) npv naueHTH C OMOXUMHUYEH Pel 1B c/ie] pajuKajaHa
MPOCTAaTEKTOMUS

HN3caenoBartesncku exun: Jloi.a-p Banepus Xpucrosa Xamkuiicka-Ilonosa, M

e Jlom.a-p Kpacumup Snes, nm

e [n.ac n-p Anexkcanasp Tumes, M

e Jlom. Ceerna ['eopruena
Bba3zoBa opranmsamusi: M® Codusa, Karenpa mo HykieapHa MEIWIIMHA, JbYCTICUCHUE H
MeauIHCcKa oHKosorus, Katenpa nmo yponorus, yi. ,,Cs. I'eopru Coduiicku® 1, rp. Codust
1606
PE3YJITATHU: Uzcnenanu 6sixa 200 manueHtn ¢ omoxumudeH pernuauB U PSA>0.2, mpu
KOUTO OCTaHAJIMTE OOpa3HU METOJIW HE ca OTKPWIM MPUYHHATA 32 MOKAYBAHETO HA TYMOPHHUS
Mmapkep. Ilatonmornuno BkimtouBane Ha 68Ga-PSMA ce otkpu npu 140 (70%) ot 200 nanueHTH
C HaJIMYME Ha IIOHE €IHa IIOJOXHTeNHa Je3us. Ilaromornunoro BiIrOYBaHe B 68Ga PSMA
PET/CT 0Oeme ycranoBeHno npu 24 (42%) ot 56 manmentu ¢ HuBa Ha PSA mexay 0,2 u 0,5
ng/mL, 15 (53%) ot 28 mamuentn ¢ HuBa Ha PSA mexay 0,51 u 1 ng/mL, 20 (71%) ot 28
nanueHTd ¢ HuBa Ha PSA mexay 1,01 u 2 ng/mL, 22 (81%) ot 27 nauuentu ¢ HuBa Ha PSA
mexay 2,01 u 5,0 ng/mL, 59 (97%) ot 61 mnarmmentu ¢ HuBa Ha PSA mHamg 5,01 ng/mL.
Hlecnecer u cenem (33%) ot manueHTuTe 04Xa AMArHOCTULIUPAHU C JIoKaneH peunaus.[Ipu 60
nanueHTd ce otkpuxa PSMA-nonoxwurenan nmumbHE BB3IH, npu 52-ma (26%) - KOCTHH
ne3uu, a npu 6 (3%) - mameyHu MeTacTasu C JApyra JIOKIW3auus. 3HAUUTENIHO MO-BUCOK
nporieHT Ha PSMA-monoxurenen cked (p<0,001) ce oTkpu mpu manueHTH, KOUTO ca UMAa|
npeauniHa wik cebrerBama ADT (n=111) - 80 % ot 1sx, nokato PET/CT e monoxwureneH
npu 57% ot nmanuentute, kouto He ca jgekyBanu ¢ ADT (n=89) . OTkpu ce CTaTUCTHUECKU
3HaYMMa pa3juKa B cTeneHTa Ha otkpuBane Ha PET/CT mpu naumentu ¢ ckop no Gleason 7 -
75 % (113 ot 151) u nmarrentu ¢ ckop mo Gleason < 7 - 55 % (27 ot 49). (p<0,03). U3Boau:
[Mposexnanero va PSMA PET/CT nmoBene nmo mpomsiHa B TEpalneBTUYHUS TOAXOJ CIIPSIMO
II'bPBOHAYANIHUSL TepaneBTUyYeH IulaH npu Omu3zo 40 % ot mauumentute. B pesynrar Ha
IpUJIAraHeTo Ha KOMIUIEKCHUS XMOpHAeH oOpa3eH METO]l 3HAYMTEIHO C€ CKBCH BPEMETO 3a
OTKpHBaHe M JIOKa3BaHE Ha MPHYMHATA 3a TMOKaYBaHeTOo Ha TymopHus Mapkep (PSA) cien
pajvKaHa TPOCTaTeKTOMUS (OMOXMMHYEH PELUINB) U B3€MaHe Ha HAl-TIPaBUITHO pEIISHUE 3a
TEpareBTUYHUS TOAXO0J] NMPH BCEKHM OTACICH MAIMEeHT Ype3 MpOBEXKIaHe Ha ETHOKPATHO
KOMILJIEKCHO M3CJIE/IBaHE.
Hayuynu nmyGJuKkanuy  NposiBU:

e B. Xamxwiicka, [auxoBa M., Haymes b., TumeB A., MnanenoB B., Mnaaenos b.,

Amnakuescku [[. 68Ga-PSMA PET/CT npu Ilauuentu ¢ buoxumuuen Penuaus cien
HNepunutuBHa Tepanus Ha Ilpoctaten kapuuHoM. Pesynrtatu ot IIspBo bbarapcko
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[IpocniektuBHO, 2-IlenTpoBo IIpoyuBane, HanmonasieH cuMmmo3mym mo YpoJsiorus u
Ennoyposnorus, Cangancku, 10-12 ronu, 2021, 13 ctp.

e B. Xamxuiicka. [IuarHoctuka ¢ Ga-PSMA Ha nokajgHu peuuIuBH CJ€I MPOBEACHO
Ne(UHUTUBHO W CJIEJONEPATUBHO JIbUEICUCHUE MpPU TYMOPH Ha MpoCTaraTa.
[Tanartopuie, Tpera HaMOHAIHA Cpellla Mo paguoxupyprus. 1-3 anpun 2022,

Hayunust otuer e npuer ¢ JOBbPA ouenka no ckaiara Ha CMH.

Jorosop /1-113/04.06.2021 PoJisa Ha BUCLlepa/IHATA MAaCTHA ThbKaH U
CKeJIETHATA MYCKYyJIaTypa B [IATOIr€éHe3daTa Ha CHHAPOMA HAd INOJIMKHUCTO3HHU
ANYHUIH
N3caenoBarencku exkun: Jlon. a-p Antoanera Tpucdonosa ['ateBa, nm

e IIpod. n-p 3npasko KameHnos, nmMa

e [ ac. n-p SABop AcbOB, IM

e J[-p [Imamena KabGakuuea-I'eopruena
Ba3zoBa opranmzauus: MY - Codus, MO, Kareapa no Berpeman 6onectu, yia. Cs. ['eopru
Coduiicku 1, rp. Codus 1431
PE3YJTATH: NucynunoBara pesucteHTHOCT (MP) e cpen Hali-noka3aHUTe NaTOr€HETUYHU
MEXaHHU3MH NP CUHApPOMA Ha moiauKucTo3Hu siununu (CILS), B kouTo BucHepanHaTa MacTHA
ThKAaH M CKeJIeTHaTa MYyCKyJlaTypa urpasT BaxkHa pois. Llenta Ha mpoyuBaHeTo € na ce
aHanusupar aaunokuaute - zonulin m meteorin-like (Metrnl) u muoxkuamuanTe - 1L-15,
muoHekTHH U brain-derived neurotrophic factor (BDNF) B koHTeKcTa Ha XOPMOHAIHHTE M
MeTtabonutaute Hapyuienus npu CIIA. Bxirouenu ca o6mo 88 sxenu - 58 sxenu cbe CITA u 30
3npaBu KoHTposu. [luarnozata CIIf e mocraBena Ha 6a3ata Ha PoTepaamckuTe KpUTEpUU Ha
ESHRE/ASRM. IIbnHa MeIUIMHCKA UCTOPUS, KIMHAYHU, aHTPOIIOMETPUYHU, OMOXUMUYHU U
XOpPMOHAJTHU MU3MEPBaHUsA ca MPOBeJeHN BB ¢onnKynapHa ¢daza. CepyMHUTE HUBA HA aUTIO-
u MHOKMHUTe ca usMepeHu upe3 ELISA. IlanueHTUTe M KOHTPOJIUTE c€ pas3jinyaBar
curauukanTHo 1o cbotHomenne LH/FSH, Bcuuku anaporenn u xup3yrtusma. CepyMHUTE
HuBa Ha 30uyauH, Metrnl, muonektrn 1 BDNF ca cxonnu mexay Tsax. XKenure cbe CITA umat
CUTHU(HUKAHTHO TMO-HUCKKM HUBa Ha IL-15 cmpsimo 3apaBute kouTponu (P=0,027). HuBara Ha
Metrnl ca curHH(HKaHTHO MO-BHCOKM Cpell JKCHUTE C HAJHOPMEHO TErJo/3aTIbCTABAHE
crpsimo Te3u ¢ HopmainHo Terio (P<0,001). MHOXXeCTBEH JIMHEEH PErpEeCHOHEH aHAIN3 MOKa3a,
ye Bp3pactTa, U'TM nu HOMA-IR npenckasear nusara Ha Metrnl cpen CITS, F (3; 54) = 8,75,
p<0,001, R2 = 0,327, or kouto camo HOMA-IR noGaBs craTUCTHYECKa 3HAYUMOCT KBM
mojena, p = 0,001. IL-15 kopenupa nHeratusHo ¢ WHR, HuBaTa Ha riMkeMusaTa U WHCYJIHMHA.
ROC ananmu3 mokassa, ye AUC 3a IL-15 mudepenmupany CITA ot 3apasu e 0,644 u onpenenu
23,5 pg/mL xato rpaHM4yHM HHMBa C 4YyBCcTBUTENHOCT 63,3% u cneunpuynoct 62,1%.
[ToBummenure cepymMHu HUBa Ha Metrnl ce acouuupar ¢ HIKOJIKO UHJEKCa 32 TeHEPAIU3UPaAHO U
BUCIIepaIHO 3aTabeTsiBane, P u mpoundguamatopuus mapkep — IL-18 mpu CITS. 3a paznuka
Hero |L-15 moxa3za HeraTMBHa Bpb3Ka C XHUIEPIIIMKEMHsTa, XunepuHcyiauHemusirta, UP u
BUCIICpAJIHUSL TUI 3aTibcTsABaHe. HuBara My ca 3HaYUMO MO-HMCKHM Cpel NallMEeHTUTE B
CpaBHEHHUE ChC 3PaBUTE U OM MOT'BJI J1a Oblie AuarHoctuyeH mapkep 3a CITA.
Hayunusr oruer e npuer ¢ ZJOBbPA ouenka no ckanata Ha CMH.
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Jorosop /1-114/04.06.2021 IMauaemuaTa or COVID-19 u ncuxoconyaJiHUTe
MoC/JeAUIY OT Hesl KaTO PUCKOBHU (pAKTOPH 3a BJIOIIABaHE HA MAallMEHTH C

ACIIPECUBHU U TPEBOXKHHU paBCTpOﬁCTBa, CPpABHE€HH CBHC 3ipaBHU KOHTPOJIA

H3cnenoBarencku exun: Jlou. 1-p Becena CrosinoBa CtosiHOBa, 1M

e [ ac. n-p Pocuna Bnagumuposa, im

e JI-p Umaiina NnueBa - OKTOpaHT
Bba3zoBa opranmsamusi: MY — Codus, Memununcku ®Paxynrer, Karenpa no Ilcuxuatpus u
Menununcka [lcuxonorus, yn. I'eopru Codmiicku 1, rp. Codus, 1431
PE3YJITATH: Len: /la ce ananuzupa Biusauero Ha COVID-19 BppXy manuieHTH ¢ aenpecus
U TPEBOXKHOCT, CPaBHEHHM CBHC 3JpaBH KOHTpOIM c/0e3 ¢amMuiHa aHaMHE3a 3a MCHUXUYHO
3abonsaBane. Jla ce uaeHTHUUIUpAT PUCKOBU (PAKTOPU, KOUTO BOJAT JO BUCOKM HHMBA Ha
MaHJEMUYEH CTpPeC W Jia CE ONpeNieiH 10 KaKBa CTENEH ICUXMYHO 3a00JsiBaHE € PUCKOB
¢dakrop. Meroa: IlpoyuBaHeTo € Cpe30BO, HEUTEPBEHIIMOHAIHO, BKIIOYBAIIO MAIlMEHTU C
JIETIPECUBHO M TPEBOXKHO Pa3CTPOUCTBO, aMOyJIaTOPHO BIIOIICHU M B PEMHUCHS 32 IIEPHO/Ia F0JIH-
oktomMBpH 2020r. AHAIM3UPAHU ca COLUO-AeMOTpadCKH M KIMHUKO-TICUXOJIOTHYHH (PaKTOPH U
caMOOlIeHbYHH cKaimu 3a jaenpecus U TpeBokHoct (HADS-D/A), camora (UCLA-LS3),
BB3npuet crpec (PSS-10), 6asucHa (STAI-T) u curyatusua TpeBoxuocT (STAI-S). Pesynaratu:
Bxmrouenu ca 185 nuua pasnpenenenu B 6 rpynu: BIOIIEHO AENPECUBHO pascTpoiictso (BP);
JenpecuBHO pasctpoiictBo/pemucust (JIPP); Biomeno TpeBokHO pascrpoiictBo (BTP);
TPEBOKHO pascTpoiicTBo/pemucust; 3apaBu koHTpoiu (3K); kontpomu/poacreenuin (KP).
Bcekn BTOpM manMeHT C JempecHss MMa 3HAUYMMO HapylleHHe Ha MPOPECHOHATHOTO
¢dbyHkuronupane mo Bpeme Ha nangemusta (p=0,036). [lauuenture ¢ BAP u KP nmaT 3Haunmo
moBeue comaTuvyHa KomopOuaHocT (p=0,046) u wmemunuHcku mnpurtecHenus (p=0,002),
cebppzanu ¢ COVID-19. KP ce sBsiBar Haif-ysI3BUMH 110 OTHOIICHHWE Ha HApacCTBAaHETO Ha
CHTyaTHBHaTa TPEBOXHOCT, cBbp3aHa ¢ COVID-19 copsimo 6asucuara (p=0,011). Jlunara B
peMmcusi HEe ce pa3lu4aBaT OT KoHTponuTe mo HuBara Ha PSS-10. ROC curve anamms
ycTaHoBsiBa nparoBu Benuunan 3a HADS-D(>2,50), STAI-T(>38,5), STAI-S(>39,5) (p<0,001)
u UCLA-LS3(>3,50) (p=0,007), kouTO Ompeienar MokauBaHe HA PHCKa 3a YMEPCH/BHUCOK
cTpec, cboTBETHO 2,5; 3,4; 6,5 u 2,4 nbTu. KeHCKHT 1mon u paboTara OT BKBIIM MOBUIIIABAT
pucka cboTBeTHO 2,6 U 4 mbTu. 3Bonau: [lanmenture B peMucus ca CbIIOCTABUMH ChC 37PaBU
KOHTPOJIM 10 HUBOTO Ha BB3MpHeT cTpec B ycioBuara Ha COVID-19, koeto momuepraBa
BaXHOCTTA Ha cTaOmiHaTa KIMHUYHA pemucus. KP ce sBsIBaT Hali-ysI3BUMH 1O OTHOIICHUE HA
HapacTBaHETO Ha CUTyaTHUBHATa TPEBOKHOCT, cBbp3aHa ¢ COVID-19. Husara Ha aenpecus,
TPEBOKHOCT, CaMOTa C MPEAUKTUBHA CTOWHOCT 32 BH3HMKBAaHE HA YMEPEH/BUCOK CTPEC CIajaaT
3HAYUTEIHO B CPAaBHEHHE C YCTAHOBEHUTE B MOIyJAIMATa MPU HENaHJIEMHYHHU YCIOBUS U ca
3HAYUMU pUCKOBHU (pakTopu. ChUIOTO BaXKU U 3a )KEHCKUS 10J] U paboTara OT BKBIIIH.
Hayunusr oruer e npuer ¢ ZJOBbPA ouenka no ckanata Ha CMH.

Jorosop /1-115/04.06.2021 U3c/iegBaHe HAa NIAaHKpPeacHaTa eK30KPUHHA
JYHKIMS NPU NALUEeHTHU C NTAaHKPeacHU 3a60/IABaHMs

H3caenoBarenckn exun: npod. bopucnas ['eoprues Brnagumupos, im

e ['n.ac. n-p Muna KoBaueBa-CnaBoBa, AMm

e Ac. n1-p Xpucro Beikos, im
Ba3zoBa opranuszauus: MV - Codust, Menununcku ¢akynret, Katenpa mo
racTpOEHTEpOJIOT S,
yi. ,,bstno mope” 8, Codust 1527
PE3VYJITATHU: Ilporpecusita Ha xpoHuuyeH mnankpeatutr (XII) Boxu n0 pasButue Ha
MaHKpeacHa €K30KpMHHa M eHJokpuHHa HenoctarbuHocT (IIEH) m cBbp3anuTe C TAX
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ycnoxHenus. Onpeneny ce naHkpeacHaTa eK30KpUHHA (QYHKIMS ¢ MHIUPEKTHH METOJIU C e
muarnoctunupane Ha [TEH u mpocnensBane Ha edekra Ha mpueMaHaTa MaHKpPEacHa €H3MMHA
3amectutenHa Ttepanus (IIE3T). IlankpeacHuTe MopdojgornyHu TPOMEHH C€ cTaaupaxa
ciupsimo Cambridge xnacudukanusara. Onpenenu ce cbhpacuHo-chbpoBusT puck (CCP) upes
ckopoBu cucremu SCORE, FRS, nmunuaen npodwn u anmomumonporenHu (amo). BrimrodeHu
0sxa 20 marmuenta ¢ XII - 14 mbxe, cpeana Bp3pacT 65+14.32r. 7 oT mauueHTUTE MpUeMaxa
IIE3T. 53,85% ot ckpunupanute nauuenrta ca ¢ [IEH, ot xouto 71,43% ca cbc cTpyKTypHH
npoMeHu creneH 4. CTeneHTa Ha CTPYKTYpHUTE IIPOMEHHU Kopenupa ¢ pa3Butuero Ha IIEH.
Cy6ontumanna [1E3T npuemat 42,86%. Tun 3c 3axapen nuabet ce ycraHosiBa npu 13,33%.
Cratuctndeckn 3Haunmu kKopenamuu uma mexay CCP (SCORE) u mon, BB3pact, 3axapeH
muaber, non-HDL,VLDL,rpuriunepuau, TC/HDL; crenenta Ha texect Ha XII. 3a pasiuka ot
SCORE, npu nauuenture ¢ sucok CCP (FRS) nabmogaBame cUrHu(UKaHTHO MTO-BUCOKH HUBA
anoB, mo-aucku HUBa anoA u noswuieH puck or OMMU copsimo croTHOIIEHHETO ATTIOB/ATIOA.
JIuricBa 3HaUYMMa B3aMMOBpB3Ka Che 3axapeH auadet, [IEH u mopdonornuynute npoMeHu mnpu
XII. HabGmromaBa ce craTUCTHYECKH 3Ha4yuMoO 1o-BUcoK 'TM mpu narmuentute ¢ Bucok CCP.
JucounuaemMus ¢ TpaHMYHO BHCOKM M BHCOKM HUBA Ha ateporeHHute TC/Tpurmmuepuan/LDL
uma 1ipu 45% ot nmaumenture. Jluncea kopenauus mexay HuBara Ha junuaute u [1IEH, 3/ u
BpeIHOCTH (QJIKOXOJ, TIOTIOHOMyIIeHe). Bucokn HuBa Ha TC/HDL choTHOmICHHETO Ce
Habmonasar npu 40% ot mnanuentute. JlumcBa 3HaYMMa pas3iMKa B UYecToTara Ha
mucnunuaemuss u texecrra Ha XII u cTpykrtypHuTe npomenu. Hucku HuBa Ha amoA
HaomonaBame rpu 30%. Bucoku HuBa Ha AnoB umar 40%. Puckbtr or OMU e Bucok B 50% ot
mbxeTe U 40% ot xenure. Jluncea kopemanus mMexay 3/ U anoaunonpoTeuHu U JTUMHUIM.
CoeBpemennoro Bepudunupane Ha [IEH nmpu XII ¢ men 3amouBaHe Ha WHAMBHAyallHA
cyOcTuTyHpalia Tepanus MOXe J1a HaMalli YCIO)KHEHUATA, CBbP3aHU C OCHOBHOTO 3a00JIsIBaHE.
Hayynu ny0uKanum U NposiBU:

e Yankov, G.S., Keltchev, A.S., Neutov, A.S., Kovacheva-Slavova M.D. Radical Open
Resection of Incidentally Discovered Stage 1B Synovial Sarcoma of the Diaphragm in a
64-Year-Old Man. Indian J Surg (2023). https://doi.org/10.1007/s12262-023-03794-0 -
(Impact factor)

e M. KosaueBa-CnaBoBa.  HyTpuTuBHM  nepuuuTH  0OpU  MHALUEHTH  CJel
TracCTPOMHTECTUHAIHU Pe3eKIuu. Tpera HayuyHa KOH(epeHIuss XpOHUYHU 3200 sIBaHUS
- MaToreHe3a, JUarHoCTUKa, KIMHUKA U ripeBennud. 11-14 mait 2023, rp. Heceosp

Hayunusr oruer e npuer ¢ OTVIHYHA onenka no ckanara Ha CMH.

Jorosop /1-116/04.06.2021 Onpeae/isiHe HA AUATHOCTUYHATA TOYHOCT Ha
KOHTPACTHO-YCHUJIEHATA €HAO0CKOIICKa exorpa(l)nﬂ B CpaBHECHHE CBbC
CTAaHAAPTHUTE OOPAa3HU METOAU MPH NALUEHTH C KUCTUYHHU U COTUAHU
HEOIVTACTUYHH JIC3UH Ha IIaHKpeaca
H3cnenoBarencku exun: jnoi. a-p bpanumup Credanos ['onemanos, M

e IIpod. n-p bopucnas Bnagumupos, nm

e J[-p Cranucnas Uypuen

e J[-p Tomop Anrenos
Bba3zoBa opranmzamus: MY—-Codus, MO, Karenpa no racrpoenteposorusi, YMBAIJI ,,llapuna
Noanna - UCYJI, Codus, ym. ,,bsmo mope” 8, 1527 Codus

PE3YJITATH: llen: OnpenensHe Ha AMarHOCTUYHATa TOYHOCT HA KOHTPACTHO-yCHJIEHATa
€H/IOCKOIICKa exorpadusi B CpaBHEHUE ChC CTaHIAPTHUTE OOpa3HU METOAM IpH MALUEHTH C
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KHUCTUYHU W COJIMJHU HEOIUIaCTMYHM JIe3UM Ha TMaHkKpeaca. Martepual U METOMHU:
[IpocniekTHBHOTO MpoydBaHe BKIOYBA 33 MaI[MEHTU C OTHUIIHU MaHKpEacHW Jie3uu. Bcuuku
NMaueHT ca Xxocnurtanu3upann B KiumHuka 1o racrpoentepoiorusi, Karempa 1o
racrpoenTeponorus npu YMBAJI “Iapuua Hoanna - UICYJI“, Copus. Ha Bcuuky manueHTH
ca npoBeaeHu EUS u CE-EUS, npu 20/33 CE-CT u npu 22/33 MR/MRCP. [lanuenture ca
pasziesieHu B IPYNH COPSIMO IMArHO3aTa OT pa3auyHUTE 00pa3HU U3CIEABAHUSA, KATO CE CPAaBHU
JUArHOCTMYHATa TOYHOCT Ha METOJUTE CIPSIMO OKOHYAaTeJIHaTa [WarHo3a, IpHeTa OT
XMCTOJIOTHYEH PE3yNITaT WU MPH KIMHUYHOTO MpocieasBane. Pesynararure ca o6paboreHu Ha
IBM SPSS 20. Pesynratu: B Hamero mnpoyuBane ce ycraHoBsiBa 70% cbBHajeHue c
OKOHYaTesHaTa nuartnosa npu nposexnaane Ha CE-CT, 77.3% npu npoBexxnane Ha MR/MRCP,
79% 3a xonBenmmoHaieH EUS u 87.9% npu CE-EUS. CraemoBaremno MR/MRCP wu
koHBeHIMOHAIHUAT EUS umar cbrnocraBuma IUarHOCTUYHA TOYHOCT, MO-BUcoKa crpsimo CE-
CT, a ipu ocpmectBsiBane Ha CE-EUS ce momoOpsiBa AuarHocTHYHATa TOYHOCT HA METO/A C
okosio 8%. IIwpBOHauamuuTe pe3ynratd NoTBbpxkaaBar, yue EUS e MeroabT ¢ Haii-BHCOKa
YYBCTBUTEITHOCT 32 OTKPUBAaHE Ha MAHKPEACHU OTHUIIHU Jie3uH u nposexaanero Ha CE-EUS
MOTEHIIMATHO JOMBJIIHUTEITHO 1MO00psiBa TMarHOCTUYHATA TOYHOCT.
Hayunu ny0JMkauuu u NposiBu:
e C. Yypues, T. Aurenos, f. Banepuesa, H. Kones, /I. Ileitunnos, I'. XKenes, I1. I'enos,
H. Ilenkos, b. Kopykos, b. Bnagumupos, b. ['oiemanos. [IpunoxeHne Ha eHIOCKOIICKA
exorpadus 3a MpenonepaTuBHA JUArHOCTUKA HA CyOCMHUTENTHU TyMOPH Ha CTOMaxa.
XVII nanumonanen konrpec mo xupyprus. Ilapapaiic bmy Xoten k.x AnGena, 30
CenremBpu — 02 Oxtomepu 2021:119-120(9.3)
e C. Yypues, T. Aurenos, f. Banepuesa, H. Kones, /I. Ileitunnos, I'. XKenes, I1. I'enos,
H. Ilenkos, b. Kopykos, b. Bnagumupos, b. I'onemanos. [Ipunoxxenue Ha eHIOCKOIICKA
exorpadusi 3a mpeaornepaTuBHa JUArHOCTHKA Ha CyOENMHUTENHW TYMOPH Ha CTOMaxa.
COopnuk ¢ goknaau ot XVII Hannonanen kourpec no xupyprus. 2021;2:167-172
e Churchev S, Angelov T Vladimirov B, Golemanov. B. Duodenal metastatic malignant
melanoma: case report. Br J Hosp Med — ahead of print
Hayunusr oruer e npuer ¢ ZJOBbPA ouenka no ckanata Ha CMH.

Jorosop /1-117/04.06.2021 CrienupuyHM peHATHU MAPKePHU, OT/INYaABALLHU
Havya/IHATa AuabeTHa HedpomnaTus OT 40OpoKayeCcTBEHa TPAaH3UTOPHA
MUKPOAJIOYMUHYPHUSI NPHU IOHOIUHU € TUI 1 3axapeH AuabdeT

Mscaenosaresckn exun: [Jou. a1-p Mapus Cumeonosa I"alinaposa, 1M

e Jlou. n-p Panka Xpucrosa, 1M

e Ac. n-p Uckpa Mozesa

e [ ac. a-p Anenuna llakosa, am
bazoBa opranuszamus: MY - Codus, M®, Karenpa nenuatpus, CBAJIIAb ,Ilpod. Msan
MuteB®, KnuHuka 1o eHJOKpHUHOJIOTHS, nuaber u reHeTwka, Oyn. Ak. MBan ['emos, 11,
Codus, 1612,
PE3YJITATH: Kato 31maTeH cTaHIapT 3a paHHA JUArHOCTHKAa Ha auabeTHaTa Hedpomatus e
HaJIOXKEHO H3ClIe[IBaHeTO 3a Mukpoanoymunypus (MAY). Knuauunata mnpaxTuka, oOadye
MOKa3Ba, peaulla HEChBBPIICHCTBA B CHEHM(PUUHOCTTa W IpeJCcKa3Bamiata i CTOHHOCT.
Bb3HNKBa HEOOXOIUMOCTTAa OT M3CJE/IBaHE HAa HOBU MO-paHHU M crenuduuHu Mapkepu. B
HACTOSIIOTO IPOYYBAHE CE€ H3CJIEABAT 3a NIBbPBU BT €JHOBPEMEHHO YETUPUTE YPUHAPHU
nokasareis HegpuH, Tpancpepur, THD-anda u xonaren tum IV npu ronomu ¢ tun 1 3axapex
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nuadeT, ¢ el OleHKa Ha MPHJIOKUMOCTTa UM KaTO PaHHU MapKepu 3a auabeTHa HedpomaTus.
B npoyuBaneto ce BKiIrounxa 85 oHOWmM. YpHUHAPHUTE Mapkepu HedpuH, Tpanchepun, THD-
anpa m komaren tun IV ce wuscneaBaxa B mbpBa CyTpemiHa ypuHa. M3uucnmxa ce
CHOTHOIICHUSATA MEX/Iy TOCOUCHUTE MAapKepu U KPeaTHHUH OT chlata npoda. MAY ce oreHu
ype3 wu3cCleqBaHEe Ha 24-yacoBa YpUHHA CEKpelUHs Ha MHUKPOAIOYMUH U OTHOUICHHE
MAY/kpeaTHHUH B TbpBa CyTpeliHa ypuHa. HUBOTO Ha MeTaboIMTeH KOHTPOJI CE OLICHU Upe3
uscienBane Ha raukupad xemoriaooun (HbALC) u nunuaen npodun. brdpeunara GpyHkius ce
OLIEHH upe3 M3cienBaHe Ha ObOpeyHH mokaszaTtenu u u3uuciasBane Ha GFR mo ¢opmynara Ha
IBapi. Pesynratute ce oOpaboTuxa cTaTUCTHYECKH upe3 HemapameTrpudeH aHanu3 Kruskal-
Wallis tect u Wilcoxon signed-rank Ttect. Ilanuenture ce pazaenuxa B 3 Ipymnu CHOPE.
[IMKeMAYHUS KOHTpou: Tpyna 1- HDAL1c<7%; rpyma 2- HbAlc 7-9%, rpyna 3- HbA1c>9%. B
3aBHCUMOCT OT HIMYMETO HAa MHUKPOAIOYMHUHYpHS TMAalMEHTHTE CE€ pa3feluxa Ha 2 TpyMH:
rpyna ¢c MAY u 6e3 MAY. CbrniocTaBkara Ha CPETHUTE CTOMHOCTH MEXIY I'PYIIUTE C pa3IndcH
IJIMKEMUYEH KOHTPOJ OTKPU CTaTHCTHYECKH 3HAYMMa pasjihKka MEXIy TpyHuTe IpH
choTHOMEeHUsATa Hehpun/kpeatnnun (p=0.013), THd-anda/kpeatunun (p=0.006), xonarex
tun  [V/kpeatunnn (p=0.024). CroifHocTHTE Ha KOC(DUIIMEHTUTE Ca B IOJIOKUTEIIHA
3aBucuMoct oT HbALc. ChriocTaBkara Ha CpEIHUTE CTOMHOCTH MEX/y JBETE OCHOBHH I'PYIH C
i 6e3 MAY OTKpH CTaTHCTUYECKH 3HAYMMa Pas3iiMKa MEXAY TPYNMUTE MPH ChOTHOIICHUATA
tpanchepun/kpeatnaud  (p=0.002), komaren Ttmn IV/kpeatrunun (p=0.002), TH®-
anda/kpearnana  (p=0.019). Ilpm mnmanueHTUTE C MHUKPOATOYMUHYpPHUS CTOWHOCTTa HAa
CHOTHOILICHUSATA HA ITOCOYCHUTE MapKEPH € MO - BUCOKa. Pe3ynratute couar, ye U3ClieIBAaHUTE
MOKa3aTeJH IMOKa3BaT 3HAUNTEIICH MOTSHIIMAI 32 PAHHU U CIICU(PUIHI MapKepy Ipu AuadbeTHa
Hedpomnartus npu aena ¢ Tul 1 3axapeH auader.
Hayuynu ny0JuKkanuu u NposiBU:

e U. Monuesa, P. CaBoBa, M. laitnaposa /lnabetna Hepomarus, TMarHOCTHYHU MapKepH

n HoBu niepcrektuBu. GP News 6p 11/2022

Hayunust otuer e npuer ¢ JOBPA ouenka no ckaiara Ha CMH.

Jdorosop /1-119/04.06.2021 [IpuI0XMMOCT HAa CUMYJIATOP 32 MUHUMAJIHO
MHBAa3MBHA PUHT-aHYJIOIUIACTHMKA HA MUTPAJIHA KJIana

NscaenoBarescku exun: ['11. ac. 1-p JJumursp MBanos Krouykos, 1im

e [ ac. g-p Cserocnas JJumMutpos, aim

e Ac. n1-p Cranucnasa Croiiuesa,
ba3zoBa opranmsauus: MY - Codust, Menununckun ®daxynrer, Kareapa “CopaedHo-chaoBa
xupyprust 1 uHBazusHa kapauosorua, YMBAJI “Cs. Exarepuna®, byxn. II. CnaseiikoB 52A,
rp.Codus 1431
PE3YJITATH: Boeenenune: CnenonepaTuBHUTE pe3yiTaTH INpH IUIACTHKA HAa MHUTpaIHATa
KJIama ca MpsiKo CBbP3aHU C KAYECTBOTO HAa XMPYpruyHaTa TEXHHUKA U TPEHUPOBBYHATA KPUBA.
Bb3 ocHOBa Ha ToBa 3akmoueHue Karenpara mo cbpAe4HO-CHIOBA XUPYpPrusi U HMHBA3MBHA
Kapauosjoruss u3Opa, u OnarogapeHue Ha MeaunuHcku yHuepcuteT Codusi ce npuaodu
CHUMYJIATOp 3a MHUHHMMAJIHO MHBa3MBHAa XHUpPYprHs Ha MUTpalHaTa Kiama, pa3paboTeH B
YuuBepcurera B Maactpuxt, Xonanaus. Llen: Ilenta Ha TO3W MpOEKT € Ja ce Ompeaesn
CIOCOOHOCTa Ha CHUMyJaTopa Ja TeHepupa BB3NPOU3BOAUMU YMEHHS TMO3BOJISABALIH
M3BbpIIBAaHE Ha MHUHMMHBAa3WBHA PUHI-aHYJIOIUIACTMKA HAa MUTpaJiHaTa Kiara. Marepuanu u
metoau: OOekT Ha uzcneaBaneTo 0sxa 20 xupyp3u. Crnopen KBaaudukanusaTa CH y4acTHHIIUTE
Osixa pasnmeneHu Ha nBe rpymu. ['pyma 1 — 10 xwmpyp3u, cbe crenuanHoct. I'pyma 2 —
cnenuanu3antu. CTaTUCTUUECKUTE CPAaBHEHMsI Ha pE3yJITaTUTE MEXKIY [BETE TIpYyNHu ce
mBbpmmxa ¢ TectbT Man-Whitney U. 3a na ce orneHu HampeIbKbT BBB BCAKA OT TPYIHTE,
Oelle HampaBeHO JOMBIHUTEIHO CpPaBHEHHE, KAaTO €€ M3MOJI3Ba aHAIMW3 Ha JUCIEepCHsTa
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(ANOVA). CraTtucTuyecKuTe HM3YUCICHHUS Osxa W3BBPIICHW C TOMOINTAa Ha codTyepa Ha
nporpamata SPSS Statistics 28.0.1. CroitHoctra Ha p <0,05 ce cumTa 3a CTaTUCTUYCCKH
3HauuMma. Pesynrtatu: IIbpBOoHauanHuUTE pe3ydATaTH MOKa3axa 3HAUMTENHA pPa3ivKa MEXKIY
n3xonHutTe HUBa Ha rpynure (Cpeaen pesynrat + SD; 3,2 + 0,91 B rpyna 1 cpemty 2,0 + 0,81 B
rpymna 2; p = 0,015). Cnen cecusita 3a 3ali03HaBaHE W JABYYacOBO OOy4YEHHE ChC CHMYJIATOPA,
CTaTUCTHUYECKUAT aHAIM3 HE IMOKa3a 3HAauMMa pasiiMKa MEXAy ABe Tpylnd BBB BTOpara H
Tpetata BpemeBu TOUKH: (4.3 £ 0.82 cpemry 4.0 + 0.66; p = 0.624 u 4.1 + 0.56 cpemry 4.0 = 0.47
p = 0,764). 3axmouenue: V3mon3BaHETO HA CUMYJIATOp 3a MPUAOOMBAHE HA YMEHHS 3a
BbBEXJAHE HAa HOBH METOAMKUM U TEXHUKU B KApAHOXUpPYprusita € ompasaaHo. [IpoexTsbT
JOKYMEHTHpa MpeJIo’KeHaTa METOJWKa Ha OOydeHHe Karo MpHUTekaBalla HEOOXOAUMHUTE
KauecTBa 3a BbBEK/IaHE B CCTEMaTa Ha ClielnaIn3amusl.

Hayuynu ny0JuKanuu u NposiBU:

e Kyuchukov D, Dimitrov Sv, Stoycheva St, et al. Commissioning of simulation learning
for minimally invasive ring-annuloplasty of the mitral valve. Bulgarian Thoracic,
Cardiac and Vascular Surgey. 2022:1(5):64-5.

e KirouykoB /I, lumutpoB CB, CroitueBa Ct, BpBexxnane Ha CumysiaiiioHO 00ydeHue 3a
MUHHMAaJHO WHBAa3WBHA PUHT-aHYJOIJIACTHKA HA MUTpalHaTa Kiama. J[eBeTu KoHrpec
Ha bbirapckara acoumanus no ['ppana, Cepmeuna u CwpaoBa Xupyprus. Bapha,
bearapus. 13-15.05.2022.

Hayunust otuer e npuer ¢ BUCOKA ouenka no ckanata Ha CMH.

Jdorosop /1-120/04.06.2021 BiussH¥e HAa CUMIIATUKYCOBAaTa HepBHA CUCTEMa,
KaTex0JIaMHUHHUTE, U TEXHUS pery/jiaTop peHasia3a 3a pa3BUTHETO Ha
IOJIMKMCTO3€H OBapHaJieH CHHAPOM M HeroBUTe KJIMHUYHU NPOABU

H3cnenoBartencku exkun: Jlom. 1-p Panuma Hukomaesa PoGeBa, mokTop

e Jlou. n-p Atanacka Enenkoa

e J[-p MBaiina Y3yHosa

e JI-p Huxonuna ApHaynosa
Bba3oa opranmsanus: MY - Codusa, M®, Karenpa no ennoxkpunosnorus, YCBAJIE “Axan.
Ug. Ilenues®, yn. 3apase 2, Codpus 1431
PE3YJITATH: BnusHuero Ha CHMIIATUKyCOBaTa HEPBHA CHUCTEMA U KaTEXOJIAMUHUTE IPU
MalUeHTKH ChC cuHIpoM Ha mnonukucro3nute siunnnm (IIKOC) e e mpoydeno. 3aToBa
HACTOAIIMAT IPOEKT CH IIOCTaBU 3a WeJd Ja H3CIeABa poJiATa Ha KaTeXOJAMUHOBUTE
Metabonutu - Meraneppud (MH) u Hopmeraneppun (HMH), Texnus perynatop peHanasa,
KaKTo W HeBpasHus pactexeH ¢aktop 1 (HPD1) 3a pasBurtuero M KIMHMYHATA M35iBa Ha
[IKOC. bsaxa uzcnensanu 51 6omau ¢ [IKOC u 30 3apaBu moOpoBoiku. bsixa crOupanu
aHTPOIIOMETPUYHHM, OHMOXMMHUYHM M XOPMOHAQJIHHU JaHHU OT BCHYKM YYacTHHUYKU. bsxa
CpaBHEHUW HMBaTa Ha ma3Menu U ypuan MH 1 HMH, cepymuauTe HuBa Ha peHanaza u HP®1
MEXJly JBETE I'pyNH U3CJIEIBAHU KE€HU. Pe3ynTaTure mokasaxa 3Ha4MMO IO-BHCOKHM HHMBA Ha
mnazmeante HMH npu nanumentkn ¢ IIKOC B cpaBHeHHE CbC 3paBUTE€ KOHTPOJIM, Karo
10JI00HM pa3jIMKH B YpUHHUTE METa0OIUTH He Osaxa ycranoBeHu. HuBara Ha HP®1 chimo Osxa
3HauMMO To-Bucoku Tipu marueHtkure ¢ [IKOC B cpaBHeHme cbhc 31paBuUTE JOOPOBOJIKH.
[ToBumenure HUBa Ha tazMenuTe HMH ce okazaxa 3HaunM puckoB (pakTop 3a pa3BUTHETO Ha
[IKOC, meHnctpyanHu HapymieHuss U Xup3yTusbM. [lo-Huckure HuBa Ha ypunHu MH 0Osxa
3HaYMM pPHUCKOB (akTOpU 3a XPOHMYHA AHOBYJNALUS NpU MiaauTe >keHH. HwuBara Ha
mwiasmenute HMH 0Osxa mnpasonponopuuonaniu Ha HP®1, anTtu-MrionepoBust XOpMOH,
JyTEMHU3HUPAIINsI XOPMOH, ITPOJaKTUHA U 17-XuaApoKcunporecteposa. B rpynara Ha skxeHUTE
[IKOC, Te3m c mMO-BUCOKO apTepuUaHO HaJATaHe IOKa3axa 3HAYMMO IO-HUCKH HHBA Ha
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peHasna3a B CpaBHEHHE C JKCHHTE C IMO-HHUCKO apTepuaiiHo HajsraHe. B o0oOmieHue, HamuTe
pe3yiiTatu BOAAT 40 CIICAHUTC OCHOBHU M3BOAU:

-ITKOC e CUHAPOM, CBbp3aH C U3pa3€Ha CUMIIATUKOTOHHUSA W IMOBUIIICHHW HHWBA Ha IIa3MCHUTC
HMH u HP®1 He3aBucuMo OT GeHOTHUIIA;

-noBuilieHuTe HUBA Ha asMenn HMH u HP®1 ca cBbp3anu ¢ noBuieHa cexkpeuus Ha JIX u
IMPOJIAKTUH, KOCTO MOXKE J1a MOAYyJIMpa CTCPOUIOTCHEC3aTa,

-HMBaTa Ha peHajaaza MOAYJUpaT apTeprualHoTo HasArane npu nanueHtkute ¢ [IKOC;

-T€3H Pe3yJITaTu MOKE Ja NOBIUAAT TepaneBTuyHuTe noaxoau npu [IKOC u xunepronus.
Hayuynu ny0iMKanuy 4 NposiBu:

e Robeva R, Arnaudova N, Kirilov G, Elenkova A, Zacharieva S. Metanephrine and
Normetanephrine Urine Excretion in Patients with PCOS. Acta Medica Bulgarica 2022;
49(2):5-10.

e Robeva R, Elenkova A, Kirilov G, Zacharieva S. Plasma-free metanephrines, nerve
growth factor, and renalase significance in patients with PCOS. Endocrine, 2023,
https://doi.org/10.1007/s12020-023-03404-9

Hayunust otuer e npuer ¢ QT/IMYHA ouenka no ckainara Ha CMH.

Jdorosop /1-121/04.06.2021 [IpoMeHM B KOCTHATa MUHEPaJ/IHA IUTBTHOCT NPU
I'bpBUYEH XHIlepNapaTUPEONIU3bM U aBTOMMYHEH TUPEOUJUT Ha

XamumoTo

N3caenoBareisicku exun: [Ipod. 1-p Pycanka JlumutpoBa KoBauesa-I'eopruesa, am

e Jlom. a-p Anekcanabp llIuHkoB, 1M

e J[-p lHHa SIHKOBA, JOKTOPAHT
ba3zoBa opranmzamus: MY—Codus, M®, Karenpa nmo enmoxkpunonorusi, YCBAJIE ,,Akan.
Wgan [lenues EAJl, yn. 3npase 2, Codus 1431
PE3VYJITATHU: llen: Jla ce cpaBHu KkocTHata MuHepanHa IurbTHocT (KMII) mpu numa c
nbpBuueH xunepnapatupeonn3bm (IIXIIT) ¢ u 6e3 aBroumynen tupeouaut (AT), KakTo u
takuBa camo ¢ AT; na ce onpenenyu BIMSHUETO Ha JABETe 3a00JIABaHUs, 3a€THO U MOOTAEIHO,
BbpPXY KOCTHHUSI MeTabonu3bM. Matepuan u meroau: Ot Bcuuku 251 manmeHTta c J0Ka3aH
IIXTIIT, npemunanu npe3 YCBAJIE 3a nepuona Ha npoekra, 0sxa BximroueHu 70 manuenra - 35
camo ¢ [IXIIT u 35 ¢ I[IXIIT u AT. Onpenenuxa ce aBe KoHTpoauu rpymnu: 20 numa camo ¢ AT
u 21 3npasu nauua, 6e3 [TXIIT u 6e3 AT. ITpu Bcuuku yyacTHULM OsiXxa W3CIeIBAaHU MTOKa3aTen
Ha KanuueBo-pocdopHa oOMsHa u ce usmepu KMII na nymOanuu npeunutenn (BMD L1-L4) u
nuctanHa Tpera Ha paauyc (BMD DR). Pesynratu: Yectotara Ha AT cnpea manueHTHTe C
[IXIIT Geme 38.2% (95% CI 33-43%) u He ce oTiMuaBalle 3HAYUMO OT Ta3u B oOuiara
nonynamus, 32.5% (95% CI 30-35%), p=NS. He ce ycTaHOBM CTaTHCTUYECKM 3HAuMMa
pasnuka BbB Bb3pactTa, UTM, pyTHHHUTE MOKa3aTeau Ha KailueBo-(ochopHaTa oOMsHA U
KMIT npu nauuenture ¢ [IXIIT ¢ u 6e3 AT. Hamaie pa3nuka B U3ciaeIBaHUTE TOKA3aTENN U
Mexay 3apaBute nuna u te3u ¢ AT (p>0.05). BMD L1-L4 u BMD DR 6sxa 3HauumMo 1o-
Hucku npu nanuenture ¢ [IXIIT B cpaBHenue c¢ koutposnute rpynu (0.97+0.14 cpemnry
1.06+0.16, p=0.002 3a BMD L1-L4 u 0.55, 0.44 — 0.61, cpemy 0.59+0.07, p=0.003 3a BMD
DR). YcraHoBu ce cratucTHuecKH 3HauMMa oTpuuarenHa kopenauus Ha KMII ¢ HuBara Ha
kamuit u [1TX (p<0.001). He ce ycranoBu 3aBucumoct mexay KMII u nanmuumero na AT.
W3Boan: Benuku yuactaunu ¢ [IXTIT 6sxa ¢ mo-aucka KMII. CeopreTBanmusat AT He oka3Ba
iusHue Bpxy KMII npu maunentu c IIXIIT. JIunceaxa nokasarencTsa 3a aCOLMALNAS MEKIY
IIXIIT u AT. OcraBa HEOOXOAMMOCTTA OT II0-HATATBHIIHW H3CIEIBAHMUA 33 W3SACHSIBAaHE Ha
npobiema.
Hayunusr otuer e npuer ¢ ZJOBbPA ouenka no ckanata Ha CMH.
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MEJIUKO-COLIMAJTHA OBJIACT ~TPAHT’ 2020”

Jorosop /1-108/24.06.2020 bapuepu 3a A0CTbI A0 A€HTAJHO 3JpaBe OT
CTpaHa Ha NalyeHTa U BJIMAHUETO UM BbpPXY AE€HTA/IHOTO 3/ipaBe
H3caenoarencku exkun: Jlou. boiiko KoctoB bones, nm

e Ac. Cranucnas Henos

e [ ac. Ilersp boxunos

e Jlou. Hukonan Xpucros
ba3zoBa opranmzamus: MY - Codusa, PakynareT mo [geHTaaHa MeaunuHa, Karempa
,,OOIIIECTBEHO JECHTAITHO 3/IpaBe’

PE3VYJITATMU: IlpoBeneHO € HalMOHAJIHO €MHAEMHUOJIOTUYHO H3CJIEJBAHE Ha Xopara Ha
Bb3pacT 18-65 romunu. Ilpernmemanu ca 416 gymm B mect obmactHu rpazga. Llenra Ha
MPOYYBAHETO € Jla Ce YCTAaHOBSAT OCHOBHHTE Oapuepu 3a JOCTHI 10 JIEHTaJHa MOMOMI,
JEHTATHUSAT U MApOJAOHTATHUAT CTATyC Ha MallUEHTUTE, KAKTO U 3aBUCUMOCTUTE MEXYy TAxX. B
pe3yiTaT OT M3CJIEBAHETO CE YCTAHOBH, Y€ pa3lpOCTpaHCHUETO Ha JeHTanHus kapuec (Et)
cpen nomynanusta € 52.7%, a unren3utetsT (DMF) e 16. 3acernaru ot kapuec (D) ca 11.13%
OT u3cJelBaHHUTE 3H0M, KaTo ce HabmogaBaT cpeAHo mo 3.4 Kapuo3HU 360U HA €IHO JIMIIC.
[TpoueHThT Ha excTpaxupanute 3601 (M) e 9.24%, npu cpenno 2.4 u3BaaeHu 3p0a. JIekyBanu
(F) ca cpemno mo 9.95 3v6a Ha mamueHT, kato 32.3% OT BCHYKM H3CIEABAHU 3HO0M ca
MPEeTHPIICNN JIeHTaTHO JiedeHue. [Ipu nuiara, mocemaBan peoBHO JIEHTaleH KaOMHET ce
HaOIo/1aBaT Mmo-mMainbK Opoiil kapuecu u excrpaxupanu 356u. [lpu 83.65% ot namuenture e
YCTAaHOBEHA IMAapOJIOHTAIHA TMATOJIOTHS KAaTO IMO-TEKKUTE (POPMH 3acsAraT MPEAUMHO JTOTHHS
(GpoHTaNeH y4yacTbK, JOKATO IMO-4eCTO 3[paB MapoJOHT CE€ PETHUCTpUpa B TOPHA YEIIOCT C
npeBec BB (PpoHTaIHUS ydyacThk. OCHOBHUTE OapuepH 3a JOCTHIT JO JEHTAITHO 3/IpaBe ca OT
cTpana Ha mnamueHTture (67.09%) karo Bojema € auncara Ha CyOGKTHBHH OIJIaKBaHUS
(31.21%), cnenBana OT McuUxo-colManHuTe (pakTopH Karo jaunca Ha Bpeme (17.8%) u cTpaxsr
oT naeHtanHu mManumyiamuu (16.67%), kakto u 1eHaTa Ha jedeHueto (15.54%), karo 46.15%
OT MAIMEHTUTE MTOCOYBAT HAJTMYMETO HA MOBeue OT efaHa Oapuepa. [lo-ronsim Opoit kapuo3HU
30U ce HaOJI0/1aBaT MpH MalMeHTUTE, MOCOYBAIIM KaTo MpeyKa I[eHaTa Ha JICYEHHETO, KaKTO U
MUHAJIMA JIOII OMUT OT JCHTAIHO JiedeHue. OT Te3u pe3yaTaTH MOKEM J]a HAlPaBUM CJICTHUTE
3aKkmoueHus: He3amoBOMUTENHOTO CHCTOSHHME Ha JIEHTATHOTO 3/IpaBe Ha OBJIrapCcKOTO
HaceJeHUEe TOKa3Ba HEOOXOAMMOCTTa OT pa3padOTBaHE HA HAIMOHATHA 37[paBHA CTPATETHUs 3a
HEroBOTO MoJ00psiBaHe ¢ QOKYC BBHPXY MpoQUIAKTUKATa HA JCHTATHUTE U MapOJOHTATHHUTE
3a001sBaHMsl. 32 HamMaJsiBAaHE BIMSHUETO HAa OapuepuTe 3a JOCTHI JO JCHTAJHA TOMOII, €
Heo0X0UMO MOBUIIIABAaHE HA 3jpaBHATA KyJITypa Ha HACEICHUETO U aKTUBHOTO YTBBPIKIaBaHE
Ha MPUHITMIIATE HA TIPOMOITHS Ha 3/IPaBETO.
Hayunu ny6JuKkanuu u NposiBu:
e Nenov St, Bonev B, Bozhinov P, et al. Barriers for access to dental services related to
patients and their impact on dental health - pilot study. Problems of dental medicine.
2020; 46(2):52
e Nenov St, Bonev B, Bozhinov P, et al. Dental Status of Active Age Population in the

Republic of Bulgaria. C. R. Acad. Bulg. Sci. 2022;75:612-9.

Hayunusr oruer e npuer ¢ OTVIHYHA onenka no ckanara Ha CMH.
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Jorosop /1-125/24.06.2020 Fi3mepBaHe Ha 3/jpaBHATAa rPaMOTHOCT Ha
HaceJiIeHHMeTO U opraHusanuute B P. bbarapus

W3caenosatenckn ekun: [Ipod. Auronus Mopranosa Snakuesa, 1M
e IIpod. n-p Kaponuna JlroGomupoBa, mm
[Tpod. n-p LiBeromup JumMutpos, am
Hou. Anekcannpuna Bogenuuaposa, im
I'n.ac. Enucagsera [letpoBa-/lxxeperTo, 1M
Ac. Kpemena lBanoBa
e Jlou. Tonop Kynnypxues, im
Ba3zoBa opranuszanus: MV - Codus, @O3 ,,IIpod. 1-p LI. Bonennuapos, nmu*, Katenpa
OueHka Ha 37paBHATE TEXHOJIOTUH

PE3YJITATH: Pe3ynratutre oT BTOPOTO €BPONEHCKO MPOYyYBAHE Ha 3/ipaBHATa I'PaMOTHOCT B
17 eBpomeiicku AbpKaBH II0Ka3a, Y€ MHOIO €BpONEWIM ce€ 3aTpyAHsABaT Ja IpELeHST
pa3IMYHUTE BB3MOXKHOCTH 3a JIEYEHHE, Ja U3MON3BaT MeauidHa HHpopMalus 3a
IIPEeIOTBpATsABaHE Ha 3a00JsBaHE M Jla HaAMepAT MH(pOpMalKs 3a TOBa Kak Ja Ce CIpPaBsT C
MICUXUYHUTE Mpodiemu. JleceT roauHu clie]] MbPBOTO €BPOIMEHCKO MpOoyuBaHE Ha 3JIpaBHATa
rpamotHocT (HLS-EU) B ocem nppxaBu or EC, pesynratute OT BTOPOTO E€BPOIEHCKO
npoyuBaHe Ha 3zapaBHata rpamotHoct (HLS19) ca BB3 ocHoBa Ha omura Ha 42 445
pecrionaeHTd B 17 crpanu or eBpormeiickus pernoH Ha C30. BxiroueHuTe abpkaBu ca
ABctpus, benrusi, bwvarapus, Yexusa, Hanus, Opannusa, ['epmanus, Yurapus, Wprnanaus,
Wzpaen, Wramus, Hopserus, Ilopryramms, Pyckara d¢enepamms, CioBakusi, CroBeHHS |
IBetinapus. HoBopaspaboTeHuTe U BamuAupaHUd MHCTPYMEHTH 3a U3MepBaHe ce (hoKycupaxa
BBpPXY 00I1aTa 1 criequ(prIHU BHIOBE 3/[paBHA TPAaMOTHOCT, HaI[pUMEp 3/IpaBHA TPAaMOTHOCT 3a
HaBUTAIlMs, KOMYHHKaTHBHA 3JpaBHa TPaMOTHOCT C JeKapu, HudpoBa U CBBp3aHa C
BakcuHanmsaTa. OCBeH TOBa 3/[paBHATa IPAMOTHOCT U Ka4eCTBOTO HA JKMUBOT 05iXa aHAIM3UPAHU
BBB BPb3Ka C Pa3XOAUTE 3a 3/ipaBeonas3BaHe. OCHOBHM pE3yJITaTH OT U3CIIEIBAHETO:

e Mexay 25%-72% 0T peclnoHIEHTHTE ca UACHTUGUIMPAHM KaToO HMallx
Mpen3BUKaTEICTBA B 00JlacTTa Ha 3/paBHaTa IPaMOTHOCT, Karo MO TO3W HAa4yuH, B
3aBUCUMOCT OT JbpKaBaTa, MEXAY €IMH OT YETHPH 10 TPU OT BCEKHU UETHUPHU KUTEIH
MMaT OrpaHUYeHa 3/]paBHa TPAMOTHOCT.

e [lo oTHOIIEHHE Ha HaBUTALMOHHATA 37paBHA IPaMOTHOCT, YYaCTHUIUTE Hamepuxa 3a
Hal-Tpy/HO pa3dupaHeTo Ha uH(popMauuara 3a pedopMUTE B 3ApaBEONa3BAHETO,
MpeleHKaTa 3a MPUTOJHOCTTa Ha 3[paBHUTE YCIyrd, HayyaBaHETO 3a IpaBaTa Ha
MAlMEHTUTE U IPELieHKaTa Ha CTENEHTa Ha 3/IpaBHOOCUTYPUTEITHO TOKPUTHE.

e [lo oTHoOmIEHHWE Ha KOMYyHHKaTHBHAaTa 3/paBHAa IPaMOTHOCT HaW-TPyAHO € Jla uMaT
JIOCTAaThYHO BpPEME C JIEKaps W Ja U3pa3sT JIMYHU Bb3TJIeau U npeanoyutanus. OcBeH
TOBa € YCTaHOBEHO, Y€ yYaCTHHUIUTE C IO-HHMCKa 37paBHAa I'PaMOTHOCT MMaT IOBEYE
KOHTAaKTHU C OOIIONPAKTUKYBAIIY JIEKapU U CTEIIHATa TTOMOIII.

Hayynu ny0uKanum U NposiBU:

e Jiirgen M. Pelikan (International PI), Christa StraBmayr (Coordination), Thomas Link,
Dominika Miksova, Peter Nowak; Austria: Robert Griebler, Christina Dietscher;
Belgium: Stephan Van den Broucke, Rana Cheraffedine; Antoniya Yanakieva, et al:
International Report on the Methodology, Results, and Recommendations of the
European Health Literacy Population Survey 2019-2021 (HLS19) of M-POHL, Dec
2021

Hayunust otuer e npuer ¢ JOBPA ouenka no ckaiatra Ha CMH.
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Jorosop /1-126/24.06.2020 [IpoyyBaHe epeKTUBHOCTTA HAa UHOBAaTHBEH
MO/YJI 32 IOBULIABAaHE KOMIIETEHTHOCTTA I10 OKa3BaHe Ha MOMOLL, [P

CIIeLIHU CbCTOSIHUA CpeJ, CTYAEHTHU OT Me AUIIUMHCKHU KOJIeX . dunaperoBa“
N3caenoBaresicku ekui: [Ipod. Mas Jlro6omuposa Buzesa, mm
e Jlou. n-p Mas Jlanuna, oM
n-p Huxonait Xy6aHos, 1M
Enena I'eopruesa, am
Hou. n-p Jonvo Eryros, am
I'n. ac. Kamenus bormaHnosa, im
Mapus-Marnanena Ilerposa
e [lersp UBanoB
Ba3zoBa opranmsanus: MY - Codus, Meaununcku xonex ,,Mopnanka ®unaperopa”

PE3VYJITATHU: HenpecraHHOTO akTyanu3upaHe Ha y4yeOHHTE MPOrpaMu, pa3pabOTBaHETO U
BBBEKJIAHETO Ha MHOBATHBHH MOJXYJIM M CXEMH Ha OOy4YeHHE BHB BpPB3Ka C TOTOBHOCTTA HA
CHELUAJUCTUTE IO 3JpaBHU TPUKHU 32 OKa3BaHE HA CIICIIHA I[OMONI, MOHACTOALIEM € OT
CBIIIECTBEHA BAXXHOCT, Ha (POHA HAa BB3MOKHHUTE WU3BBHPEIAHH CHUTYyallMd 3a OOIIECTBEHOTO
3apaBe. llenta Ha MpoBEAEHOTO M3CJEABaHE BKIKOYBAIIE JBAa OCHOBHHU acCIleKTa: OLIEHKAa Ha
TEOPETUYHHUTE TO3HAHUSA U MPAKTUYCCKH YMEHHUS 32 OKa3BaHE HA MEAMIIMHCKA TMOMOIL MPH
CIEIIHU ChCTOSIHUS B HAYAJIOTO Ha MPOYYBAHETO; pa3padOTBaHe U MPHUIIOKEHNE HA HHOBATUBEH
MOJyJl B OOY4YEHHETO M OIleHKa Ha e()eKTUBHOCTTa My. 3a HayajlHaTa OLIEHKAa Ha HUBOTO Ha
TEOPETUYHH TMO3HAHUS U MPAKTHUECKU YMEHHS Ha CTYJIEHTHUTE, Oelle MpOBEIeHO aHKETHOTO
npoyuyBaHe cpen 84 CTYJACHTH OT TPETH KypC OT CHEIHAIHOCTUTE MEIUIIMHCKH JTA0OpaHT,
PEHTTeHOB JTa0OpaHT U pexabuiuTarop. 3a pa3paOOTBAaHETO M IMOCIEBAIIOTO MpHIAaraHe Ha
WHOBAaTHBHHUS METOJ B OOYYCHHETO 3a YCBOSBAaHEC HA HOBH IIPAKTUYECCKH YMCHHS W
MaHUMYJATUBHU OsiXa 3aKyNeHH TMOAXOMIAIM MYJIaXH ¢ MEIULIUHCKA KOHCYMAaTHBH.
EdexTuBHOCTTa OT BHBEXKAAHETO HA MOJIyJIa OLIECHUXME Ype3 aHaJIu3 Ha 0000IIEeHNTE JaHHHU OT
aHOHMMHA aHKeTa 3a YAOBJIETBOPEHOCTTAa HAa yYaCTHUIUTE OT OOY4YEHHETO. AHKETHpPAHUTE
CTYJICHTHU €AMHOJIYIIHO MOCOYNXa, Y€ TOW € OMJI MHOTO moJie3eH, Kato 94,3% ot Tsax u3pazuxa
IIBJIHA CH YJIOBJIETBOPEHOCT OT HEro, JEMOHCTpHUpaxa TOJIsIM UHTEPEC KbM MOIYJIa U U3SIBUXA
KENaHUsATa CH TaKbB TUI OOydeHHe Ja ObJe MPOBEKAAHO MO-YECTO MO BpeMe Ha Kypca Ha
oOydyeHneTo UM B Kosieska. CTyJIEeHTHUTE OTHpaBUXa U HIAKOM MPAKTUYECKH MPENOPHKHU IO
OTHOIIICHHE aKTyallu3upaHe W JOMbJIBAHE HA y4eOHHTE MPOrpaMu MO JOJEKapcKa MOMOI U
TPWKH 3a OOJIHUS, KATO OCHOBEH AaKIEHT T€ MOCTAaBUXa BBPXY HEOOXOIWMOCTTA OT TOBEYE
4acoBe 3a MPAKTUYECKH 3aHATHSA, 0COOEHO BBHB BpPh3Ka C YCBOSIBAHETO HAa HHXKEKIIMOHHUTE
TeXHUKH. W3BBpIICHUTE NEHHOCTH TO pa3pabOTBAaHETO, BHEIPSBAHETO W TMPOBEKIAHE Ha
00y4eHHEeTO TO0 MHOBATMBHUA MOJIYyN oOoraTuxa CIEKThpa Ha MPUIATAHUTE NPAKTHUUECKU
MOAXOAM U MAHUITYJIATMBHU TEXHUKH M TIOBUIIMXAa €(EKTUBHOCTTA HA TOAXOJHWTE 3a
HaMaJIsiBaHe HAa PUCKa MPHU CIIELIHYU CIIy4yau, HaJlaraiy >KMBOTOCIIACABAIN MEPOIPUSITHSI.
Hayynu ny0uKanum 4 NposiBu:
e Busesa M, Casosga 3, JIsnuna M, u ap. O0ydeHue Ha CTyZAeHTUTE OT PO(eCHOHATHO
HaIpaBJIeHUE 3JpaBHU IPUXKU C KOJIEKAHCKO 00pa30BaHUE 3a Y4acCTUETO UM B OKa3BaHe
Ha CIIelIHa oMo, 31pase u Hayka, 2020;1-2:9 -12.
e Jlsnuna M, CaBosa 3, 'eopruesa E, u ap. [IpoyuBane edekTUBHOCTTA Ha

MIPUIIOKEHNETO Ha MHOBAaTHBEH MOJIYJI 3a TTOBUIIIaBaHE KOMIIETEHTHOCTTA IO OKa3BaHE

HA TTOMOIII IIPH CTICITHN ChCTOSHUS CPEJ] CTYASHTH 0T MeTuIMHCKH Konex ,, 1.

®dunaperosa”. 3npase u Hayka, 2021, 1-2, ¢. 51-55
Hayunusr oruer e npuer ¢ BHUCOKA oueska no ckanara Ha CMH.
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JoroBop /1-127/24.06.2020 CpaBHUTE/IHA OLleHKA Ha ChAbP>KaHUETO HA
AHTUOKCUJAHTHM NOTUPEHO/IHN ChbeAUHEHUS B MEAULUHCKHU PAaCTEHUS],

TEXHU MJIOA0BE€ U XPAHUTEC/IHU AOGaBKI/I

HN3caenoBartesncku exun: Jlon. CunBus [lapamkeBosa [lanoBa-CaBoBa, 1M
e Jlomn. Credan Benukos, 1m
e [lena Hukomgona
e (Cnaseiika IlaneBa, 1M
e Ilera Konesa
e Jlou. Hukosos Etyros, am
ba3oBa opranmsanusi: MY — Codust, MeTUIIMHCKH KOJIEK ,,ﬁopﬂaHKa ®unaperona‘

PE3YJITATHU: llenra Ha HaCTOSIIETO HW3CJIEIBAaHE € CpPAaBHHUTEIIHA OIEHKA Ha
AHTUOKCUJIAHTHUS NOJU(EHOJIEH ChCTaB B OBIrapcKu Jie4eOHH pAacTeHHsI, TEXHHU IUIOJ0BE U
CBHIBPKAIIM TH XPAaHUTEIHH J00AaBKH, Ype3 OMpeeNsHe Ha CTeneHTta Ha mnojxodue. B
HACTOSILETO NpOyYBaHE ca u3cieqBaHu 18 paszauuHu ObIArapcku jedyeOHU pacTeHUs (CTPBK,
UBAT, JIMCT WIK IJION) U S5 BuAa XpaHuTeaHu no0aBku. OOmure dpenonu u piaaBoHouau Osxa
OIpEeJICJIEHU IOCPEICTBOM CIEKTPO(YOMETPUYHH METOJU, ChOTBETHO C peakTuB Ha DonuH-
Yokanto W C aIyMHHHEB TPHUXJOpUI. 3a ompeaeisHe Ha (IIaBOHOMAWTE — KaTeXWH,
enUKaTeXuH U pyTuH Oe paspadoren u Banuaupad BETX meron ¢ VB ¢goroanoana aerekuus.
W3pbpiieHa € CpaBHUTENTHA XapaKTEPUCTHKAa HAa M30paHMTE Je4yeOHW pacTeHHs, IUIOJIOBE H
XpaHUTEIHU JO0aBKH, ype3 IpujaraHe Ha W3YMCIMTEIHM METOAM M KIbCTEPEH aHau3.
Pesynrarure ot u3ciieIBaHUTE BOJHUTE U3BJIECLM Ha IIJIOJJOBE U JIPOTH IOKA3BaT UY€ Hall-BUCOKO
ChIbpKaHuEe Ha 001K (EeHONM ChEeIMHEHUS Ce YCTaHOBsIBa B MH(Y3Hs Ha rior, 1BaT- 191.35
mg GAE/100 ml, nexokt ot mumnka, mwiof - 166.5 GAE/100 ml u undy3us OT )KBIAT KAHTAPHOH,
crpek -103.61 GAE/100 ml. CeabpxanueTo Ha o0uM (HIIABOHOUIN € HAi-BHCOKO TPH TIIOT,
At (178.31 mg RE/100 ml), cieasano ot mmmnka, mion (85.45 mg RE/100 ml) u puran,
ctpbk (78.16 mg RE/100 ml). Ananu3bT Ha JaHHHUTE MOKa3Ba, Y€ IIBETOBETE U IJIOJOBETE Ha
yepeH Ob3 ca Hal-OoraTWsT M3TOYHHK Ha PYTHH B M30paHuTe H3cienBaHu pacreHus. Cpen
XpaHUTEIHUTE J100ABKH, CUPONBT OT uYepeH Ob3, ChABPIKAIl CTaHIAPTH3UPAH EKCTPAKT Ha
Sambicus nigra e Haif-0oraTHAT W3TOYHMK Ha OOmM (QeHomun u oOum (IaBoHOUIH, a
XpaHHUTEIHATa J00aBKa, ChIbpKallla MEHTa, IJIOT M BaJIEPUHA € C Hali-BUCOKO ChIbp)KaHUE HA
pyTuH. Pesynrarure nokassat, ye MHQY3HH OT LIBETOBETE Ha IVIOI UMAT HAal-BUCOKU CTOMHOCTHU
Ha noaudeHonu, oopazyBaiiki OTAENIeH KIIbCTep MpHU HepapXuuHUs KibcTepeH aHanu3. Cpen
IJIOJIOBETE HSAMA €IUHCTBEH JUAEP M0 OTHOILIEHHE Ha ChABPKAHUETO Ha oOuuTe (PEeHONIU U
obmute paBoHouau. OlleHKaTa Ha CTENEHTa Ha M0JJ001e Ha MOJU(PEHOIHOTO ChIbpKaHUE Ha
Je4eOHUTE PACTeHUS U TEXHUTE IJIOJIOBE MPEAOCTaBAT KOJUYECTBEHH JaHHM, KOUTO MOraT Ja
ObJaT M3MON3BaHM 3a pa3paboTBaHe Ha €QEKTUBHM AHTHOKCHUAAHTHH PACTUTEIHH
KOMOWHAIINH.

Hay4nu ny0JuKanuu U NposiBu:

e Huxkomnuoga I1, Konesa I, [JanoBa-CasoBa C, [1aneBa Cn, Benukos C, ETyros /I,
[Tonudenonu B 6baTapcku MEAUIIMHCKY pacTeHus, MHpopmanrioneH matepuail,
Codus, 2021 .

e Kouesa Il, [TaneBa Cn. [{anoBa-CaBoBa C. ChabpikaHue Ha ()EHOIHU ChEeMHEHUS B
MH(QY31U U IeKOKTH Ha OBJIrapcku MeIULMHCKU pacTeHus. JleBeTHaeceTa HallMOHallHa
Hay4Ha cecHs 3a CTYACHTH U IpernoiaBaTenu. MeauunHCKu yHuBepcuTeT — [1neBeH,
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Menunuucku konex, [1nesen, 28-29 okromBpu 2021. 3ganue B €IEKTPOHEH BU,
Wznarencku uentsp Ha MY -ITnesen, ISBN 978-954-756-266-0, 123-130.

e IlanoBa-CaBoBa C, Konesa I1, ITaneBa Cin, Hukonuosa I, AHTHOKCUAQHTHT PYTHH B
OBArapcku MeIUIMHCKH pacteHus, [Ipesenranuonen Gpopym Ha MeIUIIMHCKN KOJIEK
,JMopnanka ®unaperosa” — Codusi, MexayHaponHo usioxenue byamenka,
Bynnenran, Uarep Excrio Lentsp — Codus, 2-4.06.2021 r.

e IlanoBa-CaBoBa C, Hukomyosa I, [TaneBa Ci, Konesa I1, AnTHOKCHIaHTeH ePEeKT HA
neueOHuTe pactenus. 3apase u Hayka. 2020, roguna X, 6poii 3-4 (039-040): 25-31.

e Paneva S, Tsanova-Savova S, Velikov S, Total Phenolic and Total Flavonoids Content
of Bulgarian Medical plants, Abstacts Book, 4th International Conference on Innovative
Studies of Cotemporary Science. July 29-31, 2021.

e Koleva P, Tsanova-Savova S, Paneva S, Velikov S, Savova Z, Polyphenols content of
selected medical plants and food supplements present at Bulgarian market. Pharmacia,
2021, 88(4):819-826.

Hayunust otuer e npuer ¢ QT/IHYHA ouenka no ckanara Ha CMH.
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MEJIUKO-COLIMAJTHA OBJIACT ~[PAHT’ 2021"

Jorosop /1-107/04.06.2021 W3csieaBaHe Ha AUILIAHETO NMPHU >KEHU B
TPYA0CNOCOOHA Bb3pacT (18-64 roauHu) ot cpepaTa Ha 34paBHUTE I'PUKHU

H3cnenoBartencku exkun: [Ipod. N'anmaa Cramosa YaneBa, 1M

e Jlou. Ilema bukopa—MBaHoBa, 1M
Hou. Henstna Xampxuaenena, 1M
Hou. n-p Januena ["'aBpaniioBa, 1M
Hou. Anekcannpuna Bogennuaposa, am
Hor. Munena fnueBa-CroiiueBa, 1M
I'n. ac. n-p Cuexxuna JlazoBa, am
Jou. Henu I'pagunaposa, M
I'nn. ac. XKynuera ['epenoBa, am
Jou. Anymka /{lumutpoBa, 1M
I'n. ac. Kamenus bornanosa, 1M
I'n. ac. Tans Anrenona, 1M
I'n. ac. bopsstna CumeoHoBa, 1M
AnToanera JlumMuTpoBa, 1M
I"ans 3askoBa, TOKTOPaHT
Mapun MapuHOB, TOKTOpPaHT
Ac. lumutprHa MWINKUHA, TOKTOPaHT
Ac. nuana CoxoiioBa, TOKTOPaHT
Maprapura CranoeBa
Kpscrnna Tep3ueBa, cTyaeHT
Maprapura CTOn4KOBa, CTYI€HT
Karpun JIngeBa, cTyieHT
Menanu Bonesa, cryieHT
Junsna HukoBa—IleliueBa, CTyieHT
bopucnas Iletpos, cryaeHT

e Enyapna MBaHOBa, CTyI€eHT
Ba3zoBa opranuszanus: MY - Codus, @akynrer no ObuiectBeHo 3apase ,,[Ipod. n1-p Lekomup
Bonenunuapos, amu‘, Karenpa no 3apaBuu rpuxi, yi. ,,bano mope* 8, rp. Codus 1527
PE3YJITATH: llenta Ha mpoydyBaHETO € Ja C€ NPOBEAE H3CIEABAHE HA IUIIAHETO YpE3
CIUPOMETPUS U J1a CE aHAJIM3UpaT HAKOU (AKTOpU, KOUTO UMAT BIUSHUE BbPXY ChCTOSTHUETO
Ha JAMXaTellHaTa cUCTeMa. B mpoyuBaHeTo ca BKIIOYEHM CTyAeHTH oT Pakynrera Io
Ob6mectBeno 3apase ,Ilpod. n-p 1. Bogenuwapos, amH*; MpodeCHOHAIUCTH IO 3APABHU
IpykH OT JieueOHuTe 3aBefieHus Ha Tp. Codust u oT cTpykTypu Ha CTOIMYHO OOIIMHCKO
3/paBeorna3BaHe. 3mon3BaHuTe METOOM ca CIIUPOMETPUsI, aHTPOIIOMETPUYHHU H3CIIEABaHMUS,
AQHKETHO MPOYYBAaHE U CTATUCTHUYECKH aHANM3U. M3BBbpIIeHO € (YyHKIIMOHATHO M3ClIeABaHE Ha
JMIIAHETO — 4pe3 cnupomeTbp — MINISpir, kaTo ca aHaIM3MpPaHU HSAKOW OT TOKa3aTeauTe Ha
aumianeTo - gopcupan ButaneH kanamurer FVC_Pred%, dopcupanus excnimparopeH ooeM 3a
mbpBata cekyHaa ot ekcnupuyma FEV1 Pred % wu koedunmenta na Tiffneau FEV1/
FEV_Pred% mnpencraBeHu KaTo MpPOIEHT. AHAIM3UPaHH Ca COMATHYHHUTE ITOKa3aTeld Ha
U3ClIeIBaHUTE Jnla (TEerio, PhCT, UHICKC Ha TeJeCHa Maca) M HAKOM OT PUCKOBHTE (PaKTOPH
KaTo TIOTIOHOMYIIEHe, npedoneayBamu o Covid-19 u ycnokHeHHs OT CTpaHa Ha JUXaTeTHaTa
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cucrema. [Ipu aHanu3upane Ha KpUBaTa OT CIIUPOMETPHSTA C€ YCTAaHOBH, Y€ B 3ejieHaTa 30Ha
ca 72,20%, B xbnatata 30oHa — 26,20%, B uepBeHara 3oHa ca 1,6% CbcrnoBuero Ha
MEIUIIMHCKUTE CECTPH, aKyIIEPKUTE U OCTaHAIUTE MPO(ECHOHATUCTH MO 3[PaBHU TPHXKU ca
MOJJIOKEHU Ha peaulla PUCKOBU (DAKTOPH, KOUTO BOIAT 1O HETaTUBHO BIUSHUE BBPXY
CbCTOSSHUETO Ha JUXarejlHaTa CUCTeMa, a OT TaM M Ha TAXHATa TPYIOCHOCOOHOCT.
HagHopMmeHOTO Terino mpu KeHute OT cdepara Ha 3ApaBHUTE TPUKHU CE YBEIUYaBa, C
YBEJIMYaBAaHETO HA Bb3pacTTa. TIOTIOHOMYLIEHETO € CEPUO3HO PA3MPOCTPAHEHO B CpEeaUTe Ha
MEJIUIHUHCKUTE CHEIUAIMCTH, KOETO Hajlara BBBEKIAHETO Ha MporpaMud HACOUYEHU KbM
OrpaHMYaBaHe Ha TO3W PHUCKOB (HaKTOp 3a JuXarejHara cucTeMa. 3HAYUTENHAa YacT OT
npodecroHanMcTUTE MO 3ApaBHU Tprxu ca npedonenyBamu or COVID-19, xato ronsma gact
OT TAX UMAT YCJIOXHEHHsI OT CTpaHa Ha JUXaTeJIHaTa CUCTeMa. 3a J1a ce MPEeIOTBPATAT OILle IO-
CEpUO3HU yBpEXIAaHUS Ha Oemust Ipod € HEOOXOAUMO pa3padOTBaHETO U OBP30TO BHBEKIAHE
Ha MpOrpamMu 3a MPEBAHTHUBHU I'PUKHU U pexaOWIHUTalUs 32 BCHUKU MPOGECHOHATUCTH, KOUTO
ca OoJieryBalii OT KOPOHABUPYCHATA HH(EKITUS, HE3aBUCUMO OT TE€KECTTA Ha IPOTHIAHETO K.
Hayunu ny0JMKkauuu u NposiBu:

e UYanesa I'., K. bornanosa, /[. Munukuna, Biausiaue Ha HIKOU (paKkTOpU BBPXY
JMXaTeJHaTa CUCTeMa MPH MpOoQeCHOHATMCTUTE 10 3ApaBHU rpwxu. International
Journal MEDIS, Voll, Ne 2, 2022.

e Xamxkunenena /., C. JlazoBa, M. fnueBa-CroiiueBa, JI. I'aBpaunona, K. bormanosa.
OyYHKIMOHAIHO M3CJIEeBaHE HAa JUIIAHETO MPH MPOPECHOHATUCTH O 3/IPaBHU T'PUXKHU,
KaTo rapaHiys 3a 3ama3BaHe Ha TIXHATa TPyAOCnocoOHOoCT u 3apaBe. Cr. 3apaBHH
rpwxu, 6p. 2, 2022 r. (1ox reyar)

e UYanena, I'., II. bukoBa-MBanoBa, Munena-fIaueBa CroitueBa, 1. Coxkonora, XK.
I'epenoBa. IloTpeOHOCT OT TNPOMOTUBHM W  MPEBAHTHBHU  MPOTpaMH 32
npodecruoHaNIuCTUTe MO 3APaBHU TPUXKM OTHOCHO CHhXpaHsIBaHE M MOAOOpsSBaHE Ha
mumaneto. Cn. 3apaBHu rpuxu, Op. 2, 2022 r. (moa neyar).

e bukoBa-MBanoga, Il., JI. I'aBpaunosa, K. bormanosa, 1. Cokonoa, M. Cronukosa.
KoMmnerennum Ha CTyA€HTHUTE OT CHEHUATHOCT MEAMIIMHCKA CEeCTpa OTHOCHO
(GbyHKIMOHATHOTO HU3cienBane Ha numanero. Cr. CectpuHcko neno, op. 3, 2022 r. (ox
reyvar).

e Yanena ['., [I. Xamxunenesa, A. lumutposa, C. JlazoBa, K. bornanosa. Biusiaue Ha
Covid-19 — wuHbeknmsaTa BbpXy JAWMXaTelHATA CHUCTEMa IMPH JKEHH OT cdepara Ha
3npaBHuTe rpwku. Cr. CectpuHCKo neno, op. 3, 2022 r. (mox meyar).

Hayunust otuet e npuer ¢ BUCOKA onenka no ckanata Ha CMH.

Jorosop /1-109/04.06.2021 BuageoairopuTMuTe, KaTO CPEeACTBO 3a
MOBHUIIABAHE KAYEeCTBOTO HA 0O0y4Y€eHHUe N0 3PaBHU 'PUKM B €JIEKTPOHHA

cpeaa
N3caenoBaresicku exun: [Ipod. [TaBnunka [letkosa JoOpuiioa

e Jlom. ['ansa SAukoBa

e Jlomn. Kanuna Credanona

e [ ac. [IBeranka J[)xurancka

e Ac. Jlrobomup MapurOB

e Cunsus [lerposa, cTyieHT
Bba3oBa opranmzanus: MY - Codus, Gunuan ,,[Ipod. a1-p UBan Mures®, rp. Bpama, Karenpa
,»3JpaBHU TPIXKU‘, Oy. ,,Bropu ronu* 179, rp. Bpaua
PE3YJITATHU: Hayunoto u3cienBaHe yCTaHOBH, Y€ MIPUJIAraHETO Ha BUICOAITOPUTMHTE B
o0pa3oBaTeNHU MPOLIEC BOAM J0 TOBUIIIABAHE KAUECTBOTO HA O0YYEHHUE MO 3PaBHU TPHKU U
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CIIoco0CTBa 32 U3TPaXKIaHe Ha ICUXOMOTOPHH YMEHHS U ITPpOodecHOHAIHA KOMIIETEHTHOCT Ha
CTyA€HTUTE 00ydaBaHH B €JIEKTPOHHA cpena. BupeoanroputMute nmocpemnar HOBUTE
00pa3oBaTeTHN HYX/IM, Bb3HUKBAIH B YCIOBHUATA HA XUOPHIHO 00y4eHHE ¥ UMAT KITF0YOBO
3HAa4YEeHHUE 32 Ka4eCTBOTO Ha y4eOHHs rporec. M3mon3BaneTo Ha BUACOAITOPUTMHU IPU
MPOBEXIAHETO Ha MTPAKTUYCCKH YIPAKHEHUS 3a IPEBbP30YHA TEXHUKA BOJH 10 TIOBHUILIABAHE
HUBaTa HA YCBOSIBaHE HA 3HAHUSA U (popMUpaHe HA MAHUITYJIATUBHH YMEHUS, KAKTO U
MI03BOJISIBA HA CTYJICHTUTE J1a paOOTAT CaMOCTOSTEITHO, KOETO € OCOOCHO MOXOIAIIO0 IPU
IpOBEXk/1aHe Ha 00yUYEHUETO B €JIEKTPOHHA cpefa. Jloka3aHo Oe, ue BbBEX/JAaHETO Ha
BUICOITOPUTMH B 00pa30BaTEIHUS MTPOIIEC BOAM JI0 YChBBPIICHCTBAHE YMEHHATA HA
CTYZICHTUTE U TMOBHUIIIABA TSAXHATA yJAOBJIECTBOPEHOCT OT MPAKTHUECKOTO 00ydeHHUE, KOETO €
IpEeANocTaBKa 3a Mo-100pe MOArOTBeHU U J00pe 00y4yeHn Npo(hEeCHOHATUCTH MO 3[PaBHU
IpYKM B cepaTa Ha 3ApaBeora3zBaHeTo. Pa3paboTeHnTe BUIC0AITOPUTMH 3a IPEBBP30YHA
TEXHHKa Ca BHEJAPECHU B MTPENOJABAHETO 110 YUCOHUTE AUCIUIUINHHY ,,CECTPUHCKHU TPYOKU TIPH
OO0JIHU C XUpYprUyHH 3a00ssBaHus ", ,,CTIIeIaIHN TPIKU 32 OPEeMEHHU U POJIUIIKH C
XUPYPrHYHH 3200JIBaHuA " U ,,JlecMyprus™ Ha CTyIEeHTUTE OT CIIEHATHOCTUTE ,,MEIUIINHCKA
cectpa’, ,,aKylIepKa‘““ u ,,JieKapcku acucTeHt" BpB @wiman ,,I1pod. a1-p ViB. Mures®, rp. Bpama
kbM MYV - Codus.

Hayynu ny0JuKanuu 4 NposiBu:

Pavlinka P. Dobrilova, Galya T. Yankova, Analysis of the need to introduce video
didactic materials in health care education, International Scientific Publications:
Education, Research and Development, 2021, Volume 19, ISSN 1314-7277,
www.sciencebg.net, 108-114

Galya T. Yankova, Pavlinka P. Dobrilova, Role and place of video algorithms in
teaching bandaging techniques, International Scientific Publications: Education,
Research and Development , 2021, Volume 19, ISSN 1314-7277, www.sciencebg.net,
403-410

Ho6punona, I1. SIukoBa, I'., BuaeoanropuTmMuTte Kato CpeAcTBO 3a MOBUIIABaHE Ha
MPAKTUYECKUTE YMEHHUS Ha CTYJEHTUTE OT MPO(EeCHOHAIHO HAMpaBlIEHUE ,,3PaBHU
rpmwku’, ci. CectpuHcko aeno, 2022, 54(2): 3-8

SnkoBa, I'., [oOpumnoBa, II., YdueOHUTE BHAECOANTOPUTMHU — HOBa MapagurmMa B
MPENOJIaBaHETO Ha TPEBBP30YHM TEXHUKH HA CTYACHTUTE MO 3JIPaBHU TPHUXKH, CII.
CectpuHcko aeno, 2022, 54(2): 31-38

Jlxurancka, 1B, Credanona, K., [IpoyuBane Harnacute Ha CTyJJEHTUTE 32 0O0yUeHUE TIO
necmyprusi  upe3 Bugeodpunamu, Ilera roOwneitHa HaydyHa KOH(pEpEHIUS C
MEXIYyHApOAHO ydacTue ,,CbBpPEMEHHM MPEAU3BUKATEICTBA MPE] 3APABHUTE TPUKH‘,
Co6opuuk noknanau, Bpamna, ISBN 978-619-7491-49-4, I[IMb, MV - Codus, 2021, 131-
134

SnkoBa, I'., Jlobpunosa, II., EnekTpoHHOTO oOyueHHE — TMPETU3BHKATEICTBO 3a
CTYJIGHTUTE TO 3paBHU TPWKU MO BpeMme Ha manjemus, llera roOwieitHa HaydHa
KoH(MepeHIHsI ¢ MeXAyHapoaHo ydactue ,,ChbBPEMEHHU MPEAN3BUKATEIICTBA MPE.
3npaBHUTE Tprku‘‘, CoopHUK nokianu, Bpama, ISBN 978-619-7491-49-4, [IMbB, MY -
Codums, 2021, 135-140

Hayunust otuet e npuer ¢ BUCOKA onenka no ckanata Ha CMH.
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KOHKYPC ,MJIA4 U3CJIEAOBATEJI’ 2020,

MEJIUKO-BUOJIO'MYHA OBJIACT 2020

Jorosop /1-74//24.06.2020 'eHeTH4YHU PAKTOPH, NOB/IMABALIH Bb3PacTTa
Ha Ha4aJI0 Ha 3a60/IABAaHETO NMPH NMAIMEHTH C TPAHCTUPETUHOBA

dMMUJIouao03a B 6'bJII‘apCKaTa nomnyJjianud

JoxropanTt: 3opHuna Huxonosa IlaBioBa
HayueH pbKBOAUTE:
e Axan. npod. n1-p Banbo Mutes, 1M, 10H
e IIpod. Anbena Tomoposa, nOH
BbazoBa opranmszauusi: MY - Codus, MO, Karenpa ,,Meauuuncka xumusi 1 OMoXumus™, yi.
3npase Ne 2, Codust

PE3YJIITATHU: HacnenctBenara TtpaHctupeTuHoBa ammiougo3a (ATTP) e aBTo3omHoO-
JOMUHAHTHO T€HETUYHO 3a00JIsBaHe, MPUYMHABAILIO CE€ OT MAaTOTeHHU BapHaHTU B | R rena.
Te BomAT 1m0 HaTpynBaHe Ha aMWJIOWAHM (GUOPHIM B PA3IMYHUA THKAHHU, MOPAAU KOETO
3a00JIIBaHETO € C MYJITHCHCTEMHO 3acsirane. HeBpolornyHo, KapAHOJIOTHYHO WJIM CMECEHO
3acaraHe MO)XXe Ja ce HaOiaojaBa INpU pa3IuyHUTE NaToreHHW [TR Bapuantu, HO ce
HaOlt0/1aBaT pa3liMKU B KIMHUYHATA HM35Ba JOPH B PAMKUTE Ha €IHA M ChIIa MOMyJalus
HOCHUTENIM Ha eaunH natoreHed T IR BapuanT. C HacTosmara pa3paboTka 0sixa ananusupanu 124
JIHK npo6bu Ha HocuTenu Ha enaemuuHus 3a boarapus Glu89GIn TTR Bapuant. LlenTa Gerre
u3cle/BaHe Ha IMPEABAPUTENHO MMOAOpaHM 8§ €IWHUYHM HYKJICOTHJHU HOIUMOpdu3Ma C
JI0Ka3aH eQeKT BbpXYy Bb3pacTTa Ha Hayajo Ha 3a00JIBAaHETO MPH €BpoOIeiicka Momyianus oT
Val30Met ATTP nanuentu. M30panute nonumopdusmu Osxa M3CIEIBAHU UYpE3 JUPEKTHO
CEKBEHHpAHE IO Sanger M pe3yJITaTUTE IMOCIYy’KHXa 3a MOCJeABall] CTaTUCTUYECKH aHalu3.
I'enoTun-genorunHa kopenanus Oerie M3cielIBaHa B KOHTEKCTAa HAa Bb3pacTTa Ha Hadalao Ha
3a00J5IBAHETO M NPBHBOHAYATHOTO CHCTEMHO 3acAraHe. bsxa u3Moa3BaHUM MeETOAM 3a
olpesieNisiHE Ha CTAaTUCTUYECKa 3HAYMMOCT Ha XWIIOTe3aTa 4pe3 IpujlaraHe Ha Xu-KBaJpar
MeTO/a, UMIUIEMeHTHpaH B codryepa 3a ananu3 SPSS. IIpu anda HuBo Ha 3HaunMmoct 0.05 He
Oelle ycTaHOBEHA KOpejalus B HUTO €AMH OT TECTBAHUTE MOJENN: KOpelalus Mpu paHHO
Havayo nox 40 roa. u nox 50 rox., KaKTO U KOpeJanus ¢ IbPBOHAYAIHOTO CUCTEMHO 3aCATaHe.
TeopernueH XamjaoTWI Ha M3CJIEJBAHUTE NAIMEHTH Oelle PEeKOHCTPYUpaH Bb3 OCHOBAa Ha
u3cieBaHUTe MoMMOpGU3MHU Ype3 U3Io3BaHe Ha nporpamara Arlequin v.3.01. Pe3ynratute
rokasaxa, 4ye 75 % OT XOpOMO30MMTE €a C €IUH U ChII TEOPETUYEH XAIUIOTHUI, KOETO MOAKPENH
NPbBOHAYAIHUTE JAaHHU 3a e(peKT Ha pojoHayanHuKa. [lomyuyeHure pe3ynTaTtu mokaspar, ye
M3SICHSABAHETO Ha MPUYMHATA 3a XETEPOreHHOCTTa B KiIMHW4YHaTa u3sBa Ha ATTP mauuenture,
HOCUTENIN Ha Haii-uecTus 3a benrapus Bapuant Glu89GIn Bce ormie He Moxe 1a Ob/ie JOKa3aHa.
VYcTaHOBSIBAaHETO Ha MPUYMHUTE 3a pa3iMuusATa B KIMHUYHATA H35Ba OCTaBa KIIOYOBAa 3a
MIPOrHO3UPAHETO ¥ TEHETUYHOTO KOHCYJIaTHpaHe Ha ceMeiicTBara ¢ nokazaHa ATTP maronmorus
1 OM JOTIPUHECIIO 32 Pa3BUTHETO HA MPaBUIJIHA U HABPEMEHHA AMAarHOCTHKA U Teparius.

Ouenku no ckanara Ha CMH

JAOBPA - 3a uzsvpuienama Hay4HoU3Cie008amencka 0euHocnm,

BHUHCOKA - 3a npunoca 3a oghopmane Ha oucepmayuonHus mpyo,

BHCOKA - 3a npunoca 8vpxy npoyeca Ha h0020moeKama Ha 0OKMopaHma.

115



Jdorosop A-77//24.06.2020 EkciepyuMeHTa/IHO HYTPUTUBHO MOJAY/IMPaHe Ha
eKCIpecHusTa Ha FeHU OT UHCYJIMHOBMSA CUTHAJIEH I'BT

HoxTopanTt: 1-p UBenuna lumutpoBa Muxanesa
Hay4eHn pbKkBOAMTEII:
e Jlou. [TaBnuna I'ateBa, 1M,
e IIpod. NBanka JlumoBa, 1M
ba3oBa opranuzauusi: MY - Codust, Karenpa no ®apmakonorus u Tokcukomnorus, MO, MY
— Codus, yn. 3apase Ne 2, rp. Codus 1431

PE3YJTATHU: Kerorennara guera (KJI) mnpencraBnsiBa  HUCKOBBIVIEXHIpATHA
BHCOKOMAa3HHWHHA JHETa, KOATO C€ Mpujara mpu pa3iiiyHu 3ApaBOCIOBHU ChCTOSAHUSA. Mma
MOJIOKUTETTHH €(PEeKTH BBPXY ChPACYHO-CHIAOBHUTE MapaMeTpH, MacTHAaTa THhKaH, a ChIIO U
moAoOpsiBa KOMIOHEHTH OT METaOOJIUTHUS CUHIPOM. BbIpeku ue OposiT Ha MPOy4YBaHUSITA
BBpXYy edukacHocTTa 1 MetabonuTHuTe edektn Ha KJ| ce yBenuuaBaTt ¢ ronuHute, eexTure
Ha MaKpOHYTPHUEHT-KOHTPOJUPAHUTE IUETH OcCTaBa MpoTuBOopeuuB. OT Apyra cTpaHa ce
HaOHWpaT Bce MOBEYE JaHHU 3a MOJOKUTEpHUTE e(eKTH Ha BUTAMHH J| BbpXYy HMHCYJIHHOBaTa
YyBCTBUTEIHOCT. llenTa Ha HameTo mpoydBaHEe € Ja aHadu3hpa EKCIPECHMOHHUTE HHUBA HA
TeHH, CBHP3aHU C MHCYJIMHOBaTa CEKpelHs, B MaHKpeac Ha MHILKH. MaTepuanud U METOAH:
mumkuTe Osixa pasgenenu Ha 4 rpynu (n=10): xpanenu ¢ KJI, mpuemamu Butamun JI, Ha
cymiementauuss ¢ K/ u Buramun /[, u xoutpomu. Cnen 1 mecen ce umszonupa PHK or
naHkKpeacuTe U cieq odparHa TpaHkpunims upes real time PCR ce ananu3upaxa ciemaHuTe
renu: INS (koaupani uncynun), GCK(koauparn riokokunasa), ABCC8 u KCNJ11(koauparu
nsere cyoemuuunm SURL u Kir6.2 na AT®-uyBcTBUTEIHUS KaaueB KaHai). M3ciaenBaxa ce u
HSKOU OMOXMMHYHU TIOKA3aTeNd, a ChII0 U aKTUBHOCTTA HAa XMCTOHJealleTuIa3aTa BbB BCSIKa
or rpynure. Pe3ynraTtu: MUBOTHHUTE BBB BCSIKa OT TPYNHTE CTATUCTUYECKH 3HAYHUMO
nosuiasame tersioto ¢ (p < 0.001). B cpaBHeHHEe ¢ KOHTpOJIHATA Tpyna U TPUTE TPETUPAHU
EKCIIePUMEHTATHU TPYNH MMOKa3axa 3HAUMUTENHO MO-HUCKO TErjio ciel mbpBUs mecel (p <
0.001). K1 namansiBa ekcrpecusita Ha reaute INS, GCK, ABCC8 and KCNIJ11; npunaranero
Ha BuTaMuH /] 3aenno ¢ K/I moBumiaBa TpaHCKPUMNIIMOHHUTE HUBA HAa UHCYJIWHOBUS T€H OKOJIO
3 mbTH, 0€3 J1a ce JOCTUTa CTOMHOCTTAa Ha KOHTPOJIUTE; BUTaMUH J| CHTHU(UKAHTHO yBeJIWYaBa
TPAHCKPUIIIMOHHUTE HUBA HA MHCYJTMHOBHS I'eH B TAaHKpeac Ha MUIIKU. XUCTOH/ealeTuaa3zara
MOKa3a TO-HUCKH CTOWHOCTH B TPYIUTE, TPETUPAHU C KETOTOAMETa, ChC WM 0e3
cymiementrpane ¢ Butamud JI (p < 0.01)

Gene Relative pancreatic expression
(RQ)

Insl 0.24

ABCCS8 0.21

KCNJ11 0.32

Gcek 0.54

Hayynu ny0uKanum U NposiBU:
e Muxanea U., Kropkuusn C., CtpokoBa - Cromsioa M. u ap. [Ipomenu B excnpecusita
HAa WHCYJIMHOBUS T€H CleJ KETOr€HHAa JMEeTa U CyIUIEeMEHTauuss ¢ BUTaMuH JI.
Ennokpunomnorus. 2021;2:92-7.
Ouenku no ckanata Ha CMH

BHCOKA - 3a uzévputenama HayyHoOU3C1e008amencka 0etuHocm,
BHCOKA - 3a npunoca 3a oghopmane Ha oucepmayuonHus mpyo,
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BHCOKA - 3a npunoca 8vbpxy npoyeca Ha h0O20mMo8Kama Ha 0OKMoparHma.

Jdorosop /1-87/24.06.2020 CUHTE3 HA 1,3,4-OKCAJUA30/10BH
NMMPOU3BOJAHMU U IN VITRO OIEHKA HA Bb3MOXHATA UM
HEBPOIIPOTEKTUBHA U MAO-B UHXUBUTOPHA AKTUBHOCT
HoxTopanT: mar.dapm. Batentun PocenoB KapabenroB
Hay4eHn pbKkBOAHTEII:

e Jlon. Marnanena Konnesa-bypauna, nd

e Jlon. Buonuna CrosiHoBa, 1X

Ba3oBa opranuszauus: MY-Codus, @apmanestuueH daxynrer, Karenpa ,,dapmakosnorus,
bapmakoTrepanus U TOKCUKonorus‘, yi. ,,Jlyaas*“ Ne 2, Cocus, 1000

PE3VYJIITATU: B To3u MNpPOEKT ca CHHTE3UpaHW U wu3cienBaHu edekrure Ha 14
HOBOCHHTE3UpaHu cbeauHeHus (1,3,4-okcanna3oiaoBu NPOU3BOAHM M apOMJIXUAPA30HOBU
npou3BoaHU). HeBpOmpOTeKTUBEHUAT UM €(peKT € H3CIeaBaH CJeJ CaMOCTOSITEIHO
IpuIoKeHne U B komOuHauusa ¢ 6-OHDA BbpXy H307MpaHud MO3bYHU CHHANTO30MHU Ha ILTHX.
Omnpenenen e 1 MAOB uHXuOUTOpHUIT UM noTeHIMan. CheAMHEHUATA C€ CUHTE3UpaT 4pes
€HOETAllHU PEAKIUS MEXAY KHUCEIIMHHU XUAPa3uad M KApOOKCHJIHU KHCEIMHHU, KaTo ce
usnomBa (ochopen oxcuximopun (POCI3) kato mexuaparupain areHT (3a-3g) ¥ 3aMecTeHH
kapOamaexuau u xuapasuau (5a-59). OCHOBHUTE ONpEeIsTHE MapaMeTpH, XapaKTepr3Hpalii
(GyHKIIMOHATTHO-METAa0O0IUTHHS CTaTyC HAa CHHANTO30MUTE, Ca: CHHANTO30MAIHA KU3HEHOCT U
HUBO Ha peayuupad riayratuol (GSH). dmyopumeTpudHo € ornpeaeneHa 1 UHXUOUpaliara UM
MAOB aktuBHocT. OT mbpBara cepus 3a-3g, cheAuHeHHsATa 3a W 3d, NPUIOKEHH
CaMOCTOSITENTHO, HE II0Ka3BaT HEBPOTOKCUYHM €(EeKTH, JO0KATO OCTaHAJIUTE Ca C HHUCKa
HEBPOTOKCUYHOCT.  J[BeT€  ChEOUHEHMS HE  IPOMEHAT  CTAaTUCTUYECKH  3HAYUMO
CHHAITO30MaHaTa *U3HeHOCT U HuBOTO Ha GSH. 3amecTuTenuTe BBB 2-pa no3umnwus Ha 1,3,4-
OKCaJ1a30JI0BUs MPbCTEH KaTo 4-xjopodeHu B 3a u 3-uHaoau1 B 3d 3HAUUTEIHO HaMassBatT
HEBPOTOKCUYHOCTTA U Moka3Bar 100pa MAOB unxuOutopHa akTUBHOCT. EnMHCTBEHO ABeTe
BEIIECTBA MPOSBSBAT U 100BP HEBPONPOTEKTUBEH edekt mpu moaen Ha 6-OHDA-unayuupan
okcuaatuBeH crpec. CheaUHEHMATa OT cepusita 5a-5g MPOMEHSAT CTaTUCTUYECKH 3HAYMMO
U3CIIeABaHUTE MapaMeTpPH, KaKTO CJI€/(Ba: MIOHMKAaBaT CUHANITO30MaJIHa KU3HEHOCT MexXay 15-
20% u nuBoro Ha GSH - mexny 25-30%, B cpaBHEHHE C KOHTposara (HETpeTHpaHH
cuHanTo3oMH). Te He mposBsBaT craTucTUYeckd 3HauMMa MAOB MHXUOUTOpHA aKTUBHOCT.
BemectBata o0adye mposiBSIBAT CTATUCTUYECKU 3HAUYMM HEBPONPOTEKTUBEH €()EeKT IpU MOJEIN
Ha 6-OHDA-unaynupana HeBpoTOKCUYHOCT. KaTo MOJIEKyu ¢ MOTEHIIMaIHA HEBPOIIPOTEKIIHS
1 MAOB unxuOuTopHa akTUBHOCT ce 0(hopMsAT cheuHeHusATa 3a u 3d.

Hayynu ny0uKanum 4 NposiBU:

o Karabelyov V, Kondeva-Burdina M, Angelova VT, Synthetic approaches to
unsymmetrical 2, 5-disubstituted 1, 3, 4-oxadiazoles and their MAO-B inhibitory
activity. A review. Bioorganic & Medicinal Chemistry, 2021, 29, 115888. Impact factor
2020 - 3.073

e Karabelyov V, Stoyanova V, Kondeva-Burdina M, In vitro effects of newly synthesized
1,3,4-oxadiazole derivatives, administered alone, on isolated rat brain synaptosomes.
Third Scientific Conference ,,Neurosciences — from the Theory to the Experiment And
Practice*, Bachinovo, Bulgaria, 23-25.10.2020, (30).

Onenku 1o ckanata Ha CMH
OT/THYHA - 3a u3évpuienama Hay4Hou3c1e008ameicka 0etHocm;
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BHCOKA - 3a npunoca 3a opopmsane Ha OucepmayuoHHus mpyo,
BHCOKA - 3a npunoca 8vpxy npoyeca Ha n0020mMo8Kama Ha 0OKMOpaHma.
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MEJIUKO-BUOJIOT'MYIHA OBJIACT 2021

Jorosop /1-124/04.06.2021 Posiss Ha Herpes simplex virus 1/2 (HSV1/2)
UHPEKIHUATA, KATO KOPAKTOP 3a MOBUIIEH PUCK OT arpecuBeH KJIMHUYEH X0/,
Ha 3a60J/I1BaHETO MPOCTATEeH KAPIUHOM NPH G'bJIrapPCKU NALMEHTH CJIe],

pPaAUKa/JIHA JIAIIAPOCKOIICKA MPOCTATEKTOMMUA

JoxTopanTt: Ceerocnas [InamenoB MapuHoB

Hayuen ppkBoaures: [Ipod. n-p Kpacumup fues, nm u [Ipod. n-p Mapunuo ["'eoprues, nm
Ba3oBa opranu3zanus 3a u3nbjJHeHHe Ha mpoekta: MY - Codus, M®, Karegpa mno
Yponorus, yn.“Cs. I'eopru Coduiicku‘ Ne 1, Codus

PE3YJITATH: IlpocTaTHUAT KapLUHOM € BTOPUSAT I10 YECTOTA PaK Cpe]l MbxeTe. B cBeToBEH
Maniad TeHJeHIMATa € KbM JIMarHOCTHUIIMpPaHe Ha Bce MoBeue ciydau, kato a0 2040 rox. ce
OuakBa HapacTBaHe Ha Opos 3abosenu ¢ 10 79%. B bearapus I1K 3aemMa mbpBO MSICTO cpen
OHKOJIOTHYHHTE 3a00JIIBaHUS Ha MUKOYO-TOJ0BaTa cuctema (3abdosieBaemoct 259 wa 100 000
nayum). [IpocTaTHUS KapIMHOM € TOJIMETHOJOTHYHO 3aboisiBane. Ponsta Ha mH(pekuuara Ha
MpocTaTHAaTa ThKaH C peAMila BUpYyca MPeICTaBIsaiBa 0OCKT Ha MHOXECTBO HAYYHH MPOYBAHHUS.
Ilenta Ha M3cCleIBAHETO € Jla C€ MPOCIenu pojsTa Ha MHQEKIHs Ha MpocTaTHaTa ThKaH C
Herpes Simplex Virus 1 u 2 (HSV1/2) B koMOuHaIusi ¢ OMpeNe/iecHd KIMHUYHA M XHUCTO-
MaTONOTUYHKU (PaKTOPU CBBP3aHU C MOBIIEH PUCK OT arpecuBeH kimHuveH xona Ha [IK. 3a
IEpHOJ] OT OKOJIO €JHAa TrOAMHAa O0siXa HW3BBPUICHH TPUAECET pPATUKAIHU JIAApPCKOIICKU
npocratektomun. KoxopTara oT manueHTH Oe MpocieleHa Mo TMoKas3aTtenu Bb3pacT, PSA,
['muiicen cOop, TNM cranumii Ha 3a0onsaBaHeTo. OT mpeMaxHararta Mmpocrara clie]] pajauKaiHa
MPOCTaTEKTOMHUsI OSX B3€TH TBKAHHU MpoOM mocpencTBoM Tru-cut Oumomcus. Ilocnensa
n3zonupane Ha JIHK u ce n3Bbpum cnenuguuen PCR 3a Bupycuus renom nHa HSV1/2 Bupyc B
IpocTaTHaTa ThKaH. T'b KaTO B paMKUTE Ha OrpaHUYEHATa KOXOpTa He ce WAECHTH(HIMpa
HSV1/2 undexnus B mpocTaTHa ThKaH, C€ M3BBPIIM CPABHUTEIEH aHAIU3 CIPSIMO Cepus
naneHTd ¢ jgokazaHa HSVI1/2 undexmus u IIK ot apyro mpoyuBane. KommiekcHus
CpPaBHMUTEJIEH aHalIM3 IoKa3Ba, 4ye Hamuuuetro HSV1/2 undexkuus xopenupa ¢ mo-BHCOKa
croitroct Ha [TICA: 37.3 ng/ml cpery 18.01 ng/ml, xakto u ¢ BiomeHo pasmpeaenenue mo I'C
(HSV 1/2 (-) cpemry HSV 1/2 (+)): T'C 6 — 3.3% cpemy 0%; I'C 7 — 73.3% cpenty 62.5%; I'C 8
— 10% cpemy 12.5%; I'C 9 — 13.3% cpemy 25%) u T-cramuii: ctaguit </= T3 100% cpemy
87.5%; crammit T4 — 0% cpemry 12.5%. He ce ycTaHOBU CTaTUCTUYECKH 3HAYMMa pasidKa 1o
OTHOILLIEHUE Ha cpefHaTa Bb3pacT: 66 cpemy 68.9 ronuau Karo nombjiHUTENHA HAaXOJKa MpH
JIBaMa MAIMEeHTH Osxa n30iMpanu Bupycau renomu Ha CMV u HHV7.

HayuHusT OTUET € MpHET ChC CIENHNUTE OLIEHKH M0 ckanata Ha CMH:

JIOBPA - 3a u3BBpIIICHATA HAYIHOU3CIIEIOBATEIICKA JIEHHOCT;

BHCOKA - 3a npunoca 3a opopMsiHe Ha AUCEPTALUOHHUS TPY/;

BHCOKA - 3a npuHOca BbpXy Ipolieca Ha MOArOoTOBKaTa Ha JOKTOpaHTA.

Jorosop /1-125/04.06.2021 MoJieKy/JIIpHO-TeHEeTUYHHU OCHOBHY Ha
xuneprpodpuyHaTa Kapguomuonatus B bbarapus

JoxropanT: Ilers [lnamenoBa Anrenosa
Hayu4en pbkBoauten: Axaz. npod. 1-p. Baubo Mutes, nm, 161 u IIpod. Anbena TogopoBa—
['eopruesa, 10H
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basoBa opranmsamus: Memaunuacku @akynrer, Karempa ,MeaunuHcka Xumus U
onoxumus, Ceknus ,,buoxumus®, yi. 3apase Ne 2, Codust
PE3YJITATHU: Xuneprpoduunara kapaumomuonatus (XKMII) e Haii-uecTOTO TeHEeTHYHO
Chp/CYHO 3a00JsIBaHE, KOETO MPEJCTaBIsABA BOJEIIA NMPUUMHA 32 BHE3aIIHA ChpJACYHA CMBPT.
XKMII ce npuuuHsiBa OT MyTaluu B MoHE 11 reHu, Koaupaiiy CapKOMEPHUTE U capKOMep-
CBBP3aHUTE MPOTEHMHU U CE€ XapaKTepu3upa ¢ U3KIIOUUTEIHA XeTepOoreHHoCT. ChBpEMEHHHUTE
MPENoOPbKH 3a AMATHOCTUIIMPaHE U jiedeHue npu nanueHT ¢ XKMII BrirouBar npoBexjaHeTo
Ha FrCHCTUYHH U3CJICABAHUA C LCJI NOTBBPKAABAHC HA AUArHo3ara p1u KIMHUYHA HCCUTYPHOCT
U yCTaHOBSIBaHE HAa POJHUHU B PUCK OT 3a00JIIBAHETO Upe3 KackajeH CKpuHHUHT. C HacTosara
pa3paboTka, 0sixa TPOBEACHH MOJCKYJISAPHO-TEHETHYHU u3cieaBaHus npu 20 MarueHTH C
XKMII B boarapust ¢ 1en onpeaeisiHe Ha HAIMYMETO M YeCTOTaTa Ha MYTAllMd U BapUAHTH,
XapakTepHu 3a 3aboyisiBaHETO B Objarapckara mnomynanus. l'eHeTndeH wmarepuan oOerre
M30JMpaH OT BEHO3HAa KpPBbB Ha OBJrapckd NalueHTH, auarHoctunupanu ¢ XKMIIL.
W3onupanata manuentcka JIHK Oeme momnoxkeHa Ha ISUIOCTHO €K30MHO CEKBEHHpPAHE.
[Tonydyenure naHHM OsiXa aHANMM3UpPaHU che crienuduyeH copryep. CerperallioHeH aHaIU3 B
ceMelicTBara 3a IMNOTBBbpPKAABAHC HA NATOINCHHUTC HAXOIAKHU Oemie HU3BBPUICH 4YpPC3 NHUPCKTHO
cekBeHupane mo Sanger. [lomydyenute pesynratu Osixa HHTEPHOPETUpAHH, KaTo Oerre
OIpeaciiCcHa 4€CToTaTra Ha I/II[CHTI/I(i)I/ILII/IpaHI/ITC FCHCTUYHHN HAXOAKH IIPU 6T>J1FapCKI/I ITIalTUCHTU.
Pesynrarure 0sixa cCpaBHEHHM C T€3W B HayyHaTa JIUTEpaTypa U JOKJIAaJBaHU B CBETOBHHUTE 0a3u
nanuu. [lomyyeHuTe pe3ynratu OT HacTosmaTa pa3padoTKa MOKa3BaT HAMYUE HA TCHETUYHU
Bapuantu 1npu 65% oT wuscinenBanute Objarapcku nanueHTH ¢ XKMII, xato ~ 50% ot
I/I[[GHTI/I(bI/IIII/IpaHI/ITe TCHCTUYHH HAXOJKHU Ca HOBH BAPHAHTH, KOUTO AOCEra HEC Ca JOKJIaJABaHU.
[TpuOnu3uTEeTHO TOJOBHMHATA OT YCTAaHOBEHUTE TI'C€HETHMYHU HAXOAKU Ca JIOKAJIM3UPaHU B
CapKOMEPHHUTE WM CapKOMep-CBbp3aHuTe TeHH, a npu 15% or mnanuenure Osxa
UICHTU(QUIMPAHU BapUAHTH B T€HU, CBHP3aHU ¢ QPyHKUMsITa Ha MuTOoXOoHApuuTe. [Ipu ~1/3 ot
MAaUCHTUTE € YCTAHOBCHO HAJIMYUETO HA IMMOBCYC OT CIMH BapHUaHT. HOJIy‘-ICHI/ITe pe3yiaTaTtu OT
HacTodmaTa pa3paboTka Moratr Ja MOCITyKaT 3a OCHOBa Ha OBACIIM MPOYYBAHHUS OTHOCHO
H3ACHABAHCTO HaA IMMAaTOrCHHATA NpHUPOJa Ha YCTAHOBCHUTC BApUAHTHU B 3aCCTHATUTC CCMGI\/JICTBa,
KaKTO M TIO0 OTHOIIIEHUE Ha M3SICHABAHETO Ha TeHOTHN-PpeHoTunHuTe Kopenanuu npu XKMII B
boarapus.
Hayunu ny0JMkanuu u NposiBu:
e Angelova P, Velchev V, Stoyanov N, Atemin S, Todorov T, Tourtourikov I, Mitev V,
Todorova A. Novel insights on GTPBP3-associated hypertrophic cardiomyopathy. Am
J Med Genet A. 2023 Apr 7. DOI: 10.1002/ajmg.a.63205
e Angelova P, Velchev V, Stoyanov N, et al. Mutations in the GTPBP3 are associated
with hypertrophic cardiomyopathy with rapid progression to burn out phase
complicated by severe systolic dysfunction and ventricular tachycardia. European
Society of Human Genetics conference (ESHG 2022), Vienna, Austria, June 11-14,
2022
e Todorova A, Angelova P, Atemin S, et al. WES and its application for diagnostic
purposes in hypertrophic cardiomyopathy. European Society of Human Genetics
conference (ESHG 2022), Vienna, Austria, June 11-14, 2022
HayuHusT oT4YeT € mpHeT ChC CIeAHUTE OIIEHKH 1o ckanara Ha CMH:
OT/IH9HA - 3a u3BbpllieHATa HAYYHOU3CIIEIOBATENICKA JCHHOCT;
BHCOKA - 3a npuHoca 3a oopMsiHE Ha TUCEPTALUOHHUS TPY/I;
BHCOKA - 3a npuHOCca BbpXy Ipolieca Ha MOJArOTOBKaTa Ha JOKTOpaHTA.
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Jorosop /1-127/04.06.2021 AHa/in3 HA TeHETUYHUTE NOJIMMOPPHU3MH HA
OCT1, MATE1, MATE2 u GLP1R npu nmirbxoBe ¢ eKCnepyuMeHTaJ/JIHO-
UHAYLUPAHO 3aT/IbCTSABAHE U BbIJIEXUAPAaTHU HaApyLIeHUA

Hoxropant: Mapus Kanunosa Kanunkosa

Hay4yen pbpkBoauTe: [Jon. a-p Teogopa Xanmxuena-/bpiaeHcka, im

Bba3oBa opranuszauus: MY - Codust, Menununacku dakynret, Karenpa no papmaxonorus u
TOKCHKOJIOTHS

PE3YJITATH: Bweenenue: Kaderepuilnata nuera e JieceH MOJEN 3a EKCHEPUMEHTAIHO
IPEJU3BUKAHO 3aTibCTABaHE Npu IUIbXxoBe. llenta Ha Hamero mnpoyuBaHe Oemie ga ce
pa3paboTu eKCrIepUMEHTAIEH MOJIEIN Ha 3aTIBCTABaHE ¢ KaderepuiiHa AueTa u J1a ce IMpocien
e(eKTUBHOCTTA Ha JIBE JIEKApCTBa 3a JICUCHHE Ha 3aTIbCTABAHE IpU ILTbXOBe. Marepuanu u
Metoan: 50 MBXKKH TUTBXOBE Mopona Bucrtap 0sixa pasieneHd Ha CiIy4yaeH MPHHLMUI B JBE
rpynu: KoHTposHa Trpyna (n=11), xpaHeHa cbc craHAapTHa JiabopaTopHa XpaHa H
eKcliepuMeHTanaHa rpyna (n=28), xpaHeHa ¢ kaderepuiiHa nuera. Bcuyuku >KMBOTHM uMaxa
JOCTBIT JI0 cTaHaapTHa jabopatopHa xpana u Boma ad libitum. Kaderepuiinata auera ce
ChCTOELIE OT BUCOKOKAJIOPUYHH, BKYCHH XpaHU U COK. MOAENbT Ha 3aTIBCTABAHETO MPOIBIIKH
19 cenmumm. B kxpas Ha mepuona Ha EKCIEPUMEHTa IUTbXOBETe Osxa paslpenesieHd B TpU
rpynu: C (koHTponHa rpyna, n=11), M (merdpopmun xuapoxiopua, 250 mg/kg/aneBHo, n =
17), L (muaparmytun, 75mcg/kg/ nueBno, n=11). TpetupaneTo mpoIbJiKe OLIe MIECT CEAMMUIIN.
Benuky murbxoBeTe mojlydaBaxa CTaHJapTHa J1abopaTopHa XpaHa WM KadeTepuiiHa JueTa U
Boza ad libitum. TenecHOTO Terio ce m3Mepnamie Beska ceaMuia. Ha kpas Ha eKxcriepuMeHTa
IUTbXOBETE 0s1Xa aHECTEe3UpaHU U JIeKalUTHpaHU. BCUUKM KMBOTHM OsXa OLIEHEHW KaKTO 3a
AHTPOIIOMETPUYHH, Taka W 3a OHOXMMHUYHM mapameTpu. M3cieaBanu Osixa TeHETUYHUTE
Bapuanuu B perentopute 3a merdpopmun ( MATEL, MATE2, OCT1) u GLP-1 ( GLP1R).
Pesynratu: IlnpxoBe Ha KaderepwiiHa auMeTa, TPETUPAHU C METPOPMHH WM JIMPAriIyTHI,
[IOKa3BaT 3HAUYMUTEJIHO TO-HUCKM IUIa3MEHM HHMBa Ha TIJrOKo3a, o0m xojecreposn, HDL-
xonecrepoi, LDL-xonecrepon B cpaBHeHue ¢ koHTpoaHata rpyna (p<0.05). Benpeku ToBa, B
IpyNuTe HE € OTKPUTA pa3jiuKa B IUIa3MeHuTe HuBa Ha VLDL, Tpurimuepuau u MHCYJIUH.
AHTpONIOMETPUYHUTE MapaMeTpu (TEIECHO Teryo, MHAekc Ha JIuil) He moka3BaT 3HauMTENHA
IpOMsiHa MO BpeMe Ha H3CJe/IBaHETO. | eHEeTHYHHUAT aHalIM3 I0Ka3a, Yye BCUUKH M3CIIEIBAaHU
IUTbXOBE 3a ,JAUB THUO, TOECT HE ce HaOJ0/JaBaT M3MEHEHHS B CHOTBETHUTE TI€HH.
3axmoueHue: Pesynaratute mokaspar, 4e KaderepuilHaTa auMeTa € e(pEeKTHMBEH Mojen 3a
pa3BUTHE Ha META0OJIUTHU TTPOMEHH TIpH 1urbXxoBe. Orle noseue, kaderepuiiHaTa JueTa MOXKe
Jla M3T10JI3Ba 32 MpociieissBaHe Ha e(eKTa OT JIeKapcTBaTa 3a JeUeHHe Ha 3aTIbCTABAHETO.
HayuHusT oT4YeT € mpHeT chbC CIeAHNUTE OLIEHKH 1o ckanarta Ha CMH:

/IOBPA - 3a u3BbpllIcHaTa HAyYHOU3CIIEI0BATENICKA JEMHOCT;

BHCOKA - 3a npunoca 3a opopMsiHe Ha AUCEPTALMOHHUS TPY/I;

BHCOKA - 3a npuHOCa BbpXY Npolieca Ha MOJArOTOBKATa HA JOKTOPAHTA.

Jorosop /1-130/04.06.2021 OueHKa Ha HUBaTa Ha MPOOKCUJAHTHH,
AHTHOKCHJIATHHU M METAa60/IMTHH MOKA3aTE/JIH IPH OMMUTHH )KUBOTHH C
Pa3/IMYHU XPAaHUTETHU PEKUMH

HoxropanT: /[-p Maprapura Bnagumuposa CtpokoBa-CTonsioBa — pe10BEH TOKTOPAHT
Hayuen pbpkBoauTes: [Ipod. IlaBnuna I'ateBa u ou. Jlanuena [Tonosa

Bba3oBa opranmsanusa: MY-Codus, Menununacku ¢akynrer, Karenpa no dapmakonorus u
TOKCHKOJIOTHS, YiI. ,,3npaBe” 2, Codus 1431
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PE3YJITATHU: OkcuaaTUBHUAT CTpeCc € KI0UYoB (aKTop 3a 3apaBETO W MATOTeHe3aTa Ha
penuna oOMeHHH 3a0onsBaHus. TOH HAcTBIBA, KOraro MPOU3BOACTBOTO HA PEAKTUBHU
kucnoponuu BuzpoBe (ROS) HajBumaBa eHJOr€HHAaTa aHTUOKCHJIAHTHA AKTHUBHOCT.
Kerorennara auerHa, HUCKOBBIVIEXHpAaTHA AuWeTa OoraTa Ha Ma3HUHHM, MOXKE J1a TOBIHUSIBA
OKCHJIATUBHHUS CTPEC, Bb3JEHCTBAKM HAa MUTOXOHJIPHUAIHOTO KOJMYECTBO W/MJIM KauyeCTBO U
BEPOATHO Jla CIioMara 3a yAbJDKaBaHe Ha kuBoTa. CyIJIEMEHTHPAHETO ¢ BUTaMUH [ MOXe aa
HaMald HUBaTa Ha YepHOAPOOEH OKCHUIATHBEH CTpeC MU Ja MOAOOpH BB3MAICHHETO Ype3
HaMaJsiBaHe Ha JIMOUAHATa TEPOKCHIAIMSA M TMPOU3BOJACTBOTO Ha LUTOKMHHU. llenra Ha
HACTOAIIETO IPOyYBaHE € Jia OLICHMM METa0OJUTHHUTE IOKa3aTeld, KakTo M HUBaTa Ha
I'mytaTHoH mepokcuaa3a KaTo aHTHoKcuganteH Mapkep u 8-OHdAG karo mpookcuaaHTeH
Mapkep MpH ONUTHU >KMBOTHH, MOJUIOKEHHM Ha KeToJueTa, cyruieMeHTupanu ¢ Buramun Jl,
npHUeMally KeToueTa U BUTaMuH /| eTHOBPEeMEHHO M KOHTPOJIHA TPyIa HA CTaHJaTpHA JUETA.
Metoau: 80 Opost ONMUTHU KMBOTHH (MBKKH MHIIKHK) OsiXa pe3esieHn Ha yeTupu rpynu (N=20
BBB BCSKa IPyIa) U 0s1Xa MOUI0KEHU Ha PA3IYHUA XPAaHUTEITHH PEKUMH U CYINIEMEHTUPAHE 32
30 nuu. Pesynratu: Hali-Bucoku HIBa Ha aHTUOKCHIAHTHUS MapKep TITyTallMOH MEepOKCUaa3a u
Hal-HUCKUTE HUBAa Ha npookcugaHTHus Mapkep (8-OHDG) ca nabmronaBaHu B rpymnara c
Keroauera + BuTamMuH JI, mMoka3Ballku Hali-BUCOKaTa AaHTUOKCHJAHTHA CHJIa Ha Ta3u
koMOuHanwst. CTUMYJIMpPaHETO HAa MUTOXOHIpPHAIHATA AKTUBHOCT IPH KETOIUETa, KAKTO M
AHTHUOKCHJIAHTHUAT epeKT Ha BUTaMuH Jl MOKa3BaT CUHEPTrUYHO ACHCTBHE MO OTHOIICHHE Ha
HUBaTa Ha okcuaatuBeH ctpec. Camo Buramun /| u camo keToameraTa MOKa3BaT MO-BHCOKU
HUBa Ha TIYTaTHOH MEPOKCHAa3a U Mmo-Hucku HuBa Ha 8-OHDG B cpaBHEeHHE ¢ KOHTpOJIHATA
rpyna. [lpunmaranero Ha KeToauWeTa, KakTO M CYIJIEMEHTHpaHeTo ¢ BHUTaMuH JI wmma
AHTHOKCHJIAaHTEH e(eKT, HO Hali-CHJIeH € TOW mpu KoMOuHupaneTro uM. HuBara Ha rioko3ara B
rpyrnara Ha KeTOJIMeTa ca CXOJIHU C Te3M B KOHTpoiHara rpyna. Ilpu nobGassiHe Ha ButamuH D
IIPHU CTaHJApTHA M KETOJMETa C€ OTYUTAT CTAaTUCTHYECKH MO-HUCKU HHMBA Ha KPbBHATA 3axap.
HuBara Ha WHCynIMHA HE ce€ pa3jnyaBaT CTATHCTUYECKH MeXIy rpynure. He ce orumrar
pa3nuky B 00K XoJecTepon U kerorenara. CyniaeMeHTHpaHeTo ¢ BUTaMHH J{ GiaronpustHoO
MIOBIIMSIBA BBIVIEXHpAaTHATa OOMSHA W MapKepHUTe HAa OKCHJIATHBHHS CTpPEC NMPH CTaHIapTHA
nuera. To3n edekT e oule Mo-u3pa3eH Npu CcymjaeMeHTupaHe c¢ BuTamuH /[ Ha ¢oHa Ha
XpOHUYHO TpHjaraHa kKeronuera. HeoOXoaumu ca JOMBIHUTEIHH TPOYYBAHUS, KOUTO
u3cieBaT 3a/1bJI00YCHO BIUSAHUETO Ha Pa3IMYHU XPAaHUTEIHHU PEKUMH U CYTIJIEMEHTHUPAHETO a
BUTaMHHH 32 ONTHMAJIHO TIOBJIHMSIBaHE HA OKCUIATHBHHS CTPEC M KJIETHYHOTO CTapECHE.
Hayuynu ny0JuMkauuu u NposiBu:

e Strokova-Stoilova, M.; Popova, Daniela V. Et al; Assessment of the levels of pro-

oxidative and anti-oxidative markers in experimental animal models with different
dietic regimens; Endocrinology 2022, 2, 84-92

HayuHusT oTueT e mpuer chbC caeHUTE OLIEHKH 1o ckanara Ha CMH:
BHCOKA - 3a n3pbpliieHaTa HayYHOM3CIIE0BaTeNICKa IeHHOCT;
BHCOKA - 3a npunoca 3a opopMsiHe Ha AUCEPTALMOHHUS TPY/I;
BHCOKA - 3a npuHOCa BbPXY Ipolieca Ha MOJroTOBKaTa Ha JOKTOPaHTA.

Jorosop /1-131/04.06.2021 EkciepriMeHTaJ/IeH MO/JeJ1 HA u3c/ieJBaHe Ha
3a0aBeHaTa KOHTAaKTHa CBPbX4yBCTBUTEJHOCT (3KC) mpu mibxoBe
Msnbannren: 1-p Becenuna I'eopruesa Muxaitiosa

Hayuen pbpkBoauTed: [Jou. Teonopa Xanmxkuena- [Ibpnencka u Jlou. Pazsurop AbpieHcku

Bba3zoBa opranmszanusa: MY — Codus, MO, Karenpa: ,,dapmMakonorus 1 TOKCUKOJIOTUA™, YII.
»3apase® 2, 1431 Lentsp, Codus
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PE3YJITATMU: llen na npoyuBanero: /la ce cb3aaae eKCIEPUMEHTAITHO UHIYIIMPAH MOJIEN Ha
3aTIBCTSBAHE C 1SN ONpeIeTisiHe Ha 3a0aBeHa KOHTAKTHA CBPBXYYBCTBUTEITHOCT MPH TUTHXOBE.
Marepuanu u metoau: OnuThT BKItOuYBalie 30 MBXKKH ITbX0BE TTopoaa Wistar Ha Bb3pacT OT
nBa Mecena. Ha cimyyaen npuHuun Osixa pa3fesieHd Ha JBe TPYINU: KOHTpoiHa rpyna (N=15) u
excriepuMenTanHa rpyna (N=15). ExcnepumMenTannara rpyna B MpoJab/DKEHHE Ha 9 ceaMHIIU
noJrydaBaiie kaderepuitHa queta (Tpyu BUCOKO-CHEPTUHHU XpaHH, IBE OT KOUTO CIIAaJIKH U €HA
COJICHA), CTaHJapTHA JlabopaTtopHa XpaHa (menetd) W Boja ad libitum. Kontpomnara rpyma
MOJTyJaBallie CTaHIapTHA TaboparopHa xpana u Bozaa ad libitum. JXuBoTHuTE OsiXa HaCTaHCHH
B I'pyIH IO YETUPHU B KIJIETKA Ha cTaitHa TemmepaTtypa ot 20-22 rpaayca, Ha cTaHJIapTeH 12-
4acoB PEKUM Ha ChH/ OoabpcTBaHe. TeIeCHOTO TETJo ce M3MepBalle BEIHBXK CeAMHYHO. B
Kpas Ha 9-CeJIMUYHUS TIEPUOJ Ha ONHUTa IUTbXOBeTe Osixa Tperupanu ¢ 1-chloro-2,4-
dinitrobenzene mo cxema 3a mpeaM3BHUKBaHE Ha KOHTAKTHA CBPHXUYYBCTBUTEIHOCT. B Kpas Ha
TO3U Hepuoj 0sixa U3MEpeHH HMHJEKca Ha TelecHa maca U uHiekca Ha JIuii, mokasarenu 3a
OIICHKA Ha 3aTJILCTSABAHETO MPH ILIHXOBE.
Pesynraru: JlanHuTe mokas3BaT, 4Ye IUTbXOBETE, XpaHEHH C KadeTepuilHa IueTa JOCTUTaT
CTATUCTUYECKU 3HAYMMO IO-TOJSIMO TEJIECHO TEIJIO B Kpasi Ha €KCIIEPUMEHTA, pecil. 465 rp u
422 rp, p= 0.02. Coo Taka, U'TM e cTaTUCTUYECKH NOBUIIEH B €KCIIEPUMEHTANIHATA IpyIa B
cpaBHeHHE ¢ KoHTponHara rpymna, p= 0.002. Cnem HampaBeHUS XHCTOJIOTHMYEH aHAIIA3 CE
YCTaHOBU CTAaTHUCTHYECKU 3HAYMMO MO-Majika MHGUITpAIMs ¢ MAaCTOLUMTH B yIIHAaTa MUJa Ha
IUTBXOBETE ChC 3aTNIBCTSABaHE B cpaBHeHHe C¢ KoHTponHara, p= 0.01. ITo oTHOmeHwWe Ha
HATPYNBaHETO Ha €303MHOGWIM HSAMA pa3jihKa MeXAYy JBeTe TIpYNU. 3akKiloueHUe:
Kaderepuitnata nuera e geceH MOJEN Ha YOBEIIKO 3aTIIBCTSABAHE, KOETO MOXKE J1a CE€ M3I0JI3Ba
3a OlLIEHKa Ha MpOHH(IaMaTOPHUTE MPOIECH, XapaKTePHHU 3a 3aTILCTIBAHETO M KOHTAKTHATa
CBPBXYYBCTBUTEITHOCT. HaTpynBaHETO Ha MO-MaJKO KOJUYECTBO MACTOIMTH B Mepudepusra ¢
3a CMEeTKa Ha aKyMyJlallusTa Ha Te3u NMpouH(IaMaTOpHU KIETKH BBHB BHCILIEpAIHATA MAacTHA
ThKaH, XapaKTepHa 3a 3aTJILCTABAHETO.
Hayuynu ny6JMkauuu u NposiBU:
e Darlenski R, Mihaylova V, Handjieva-Darlenska T. The Link Between Obesity and the

Skin. Front Nutr. 2022 Mar 10;9
Hay4HusT oTueT € mpHeT che CIeIHUTE OLEHKH o ckasata Ha CMH:

o HE3A/[OBOJIUTEJ/IHA - 3a u3BbpllleHaTa HAYYHOU3CIIEIOBATEICKA JEHHOCT;

e BHCOKA - 3a npunHoca 3a opopMsiHE Ha TUCEPTAUOHHUS TPY;

e 3A4/OBOJINTEJIHA - 3a npuHOCa BbpXY IIpolleca Ha MOArOTOBKATa Ha JIOKTOPAHTA.

Jorosop /1-138/04.06.2021 In vitro oueHKa edpeKTUTe HA XOJIUH BbPXY
AKTUBHOCTTA Ha HAKOU u3odopmu Ha Lilutoxpom P450 (CYP3A4, CYP2D6)

JloxTopaHnT: Mar apm. AHToaHera BennucnaBoBa bankaHcka, 3a104€H TOKTOPaHT

Hayuen pbkBoaures: [Ipod. Marnanena Konaea-bypauna, nd u Jou. Mapus umutposa,
g

bazoBa opranmszanus: MVY-Codus, @O, Karenpa no dapmakonorus, dapmakorepanus u
Tokcukoiorus, yi. ynas 2, Copus 1000

PE3VYJITATHU: B Hactosiioto npoyuBane ca npocieaenu edexrure Ha xonuH (0,150 uM;
0,250 pM; 0,500 pM; 0,750 uM u 1 pM), Bau3am B ChCTaBa Ha PA3IUYHU XPAHUTEITHH
N00aBKHU 3a MOBIMsABaHE (QYHKUUATA HAa YEpHUSA ApPOO, BbPXY E€H3MMHATa aKTUBHOCT Ha JIBE
nzohopmu Ha [{utoxpom P450 — voemku pekomOunanTeH CYP3A4 u CYP2D6. Edexture ca
CpaBHEHHM C e(eKTUTe Ha ChOTBETHUTE MHXMOMTOpU. EH3MMHATa akTMBHOCT € ompeseneHa
(GIyopUMETPHUYHO CbC CHOTBETHUTE KUTOBE. YCTAaHOBM c€, Y€ OT MH3CIEJBAHUTE IIET
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KOHIIEHTPAallMd Ha XOJNHMH, eIWHCTBeHO 1 pPM mposiBiBa ciiad CTATUCTHUYECKH 3HAYUM
MHXUOUTOpPEH ePeKT BbpXY €H3MMHATa aKTUBHOCT Ha u3cleaBaHuTe nzodopmu Ha Llutoxpom
P450. AxtuBaocrra Ha CYP3A4 e monmxkena ¢ 20 %, a ua CYP2D6 — ¢ 15 %. Habmromasa ce
no-rossiM aduauteT Ha xoiauH KbM CYP3A4, B cpaBuenue ¢ CYP2D6. Ilonydyenn pesynaraTu
JTaBaT OCHOBAHHUE Jla CE€ CMsTA, Y€ ChIIECTBYBA MUHHUMAJIEH PUCK OT BH3MOXHHU JIEKAPCTBEHU
B3aMMO/JICHCTBUS MEXYy JeKapcTBa, cyOcTpaTu Ha JABeTe M30()OPMHU U XPAHUTEIHU T00aBKH,
ChIBPIKAIIHN XOJIMH.

HayunusT oTder € npueT cbC ClieIHUTE OIleHKH 1o ckanata Ha CMH:

J/IOBbPA - 3a u3BbpllieHATa HAYYHOU3CIIE0BATEJICKA ACHHOCT;

BUHCOKA - 3a npuHOCa Ha MOJyYEHUTE PE3YJITaTH;

BHCOKA - 3a npuHOCca Ha peann3upaHara pa3padoTka.

Jorosop /1-139/04.06.2021 In vitro oueHkKa e¢peKTUTe Ha NUPOJIOBH
NPOU3BOAHM BbPXY U30JIMPAHH IIBIIU MO3bYHH CUHANITO30MH M BbPXY

akTuBHOCTTAa HA CYP1A2 u3zo¢popmara Ha Llutoxpom P450

JloxTopaHnT: Mar (apm. bopucinaB AnaronueB AHresnoB, peloBeH JOKTOPAHT

Hayuen pbkBoaurein: [Ipod. Marnanena Konaesa-bypauna, 1 u Ilpod. Bupmxunaus
[{ankoBa, nd

Ba3zoBa opranmsauus: MY - Codus, D, Karenpa no dapmakonorusi, hapmakoTepanusi u
Tokcukogorus, yi. /lynas 2, Codus 1000

PE3YJITATH: B 1031 npoekT ca npoydeHu edexkture Ha o610 30 nuposoBH MPOU3BOJIHH,
pasnpezeneHu B aBe cepud — 11 u 12. BbpXy n30nuMpaHd MO3bYHHM CHHANTO30MH OT ILTBX,
HEBPOTOKCUYHUAT UM €(EeKT € U3CIE/IBaH CIIe]] CAMOCTOSTEIIHO MIPUIIOKEHNE, a B KOMOMHALIMS
¢ O6-xuapokcunonamun (6-OHDA) e mnpoydyeHa TsAXHAaTa BB3MOXKHA HEBPOIPOTEKIIMS.
Omnpenenen e 1 CYPLA2 uHXuOUTOpHUAT UM noTeHInan. OCHOBHUTE OTPEICIISTHH MTapaMeTpH,
XapakTepu3upamy  (YHKIMOHATHO-METAOONUTHUS  CTaTyc Ha  CHHANTO30MHUTE,  ca:
CHHAIITO30MaJIHA JKU3HEHOCT M HUBO Ha pexynupad riytatioH (GSH). ®myopumerpuuHo e
orpejiesieHa U noteHuuanHara uM uaxuoupama CYPLA2 aktusHocT. IlpaBu BnewatieHue, 4ye
MPUJIOKEHU CaMoOCTOATENHO, B KoHueHTpanus 100 uM, BemectBata ot CEPUA 12 ca ¢ mo-
cmaba HEBPOTOKCUYHOCT, B cpaBHeHUE ¢ BemiectBara oT CEPUSA 11. Ot aBere cepum, ¢ Haii-
cnab HEeBPOTOKCHUCH eeKT BbPXY H3CICIBAHUTE MapameTpu ca cheaunHeHusita 11, 111 u 12,
12a. Te3u BemiecTBa NposiBABAT U JO0OBP HEBPONPOTEKTHBEH ePeKT mpu mozaen Ha 6-OHDA-
WHIyIUpaH OKCHIATHBEH cTpec. YcraHoBsiBa ce, de 11, 11l u 12, 12a He moBmusBar
cTaTucTUYecKu 3HaunmMo akTtuBHOCTTa Ha CYP1A2 wm3odopmara. Karo momekynmu c
MOTEHIMAIHA HeBpompoTekuus ce ohpopmsat cheaunenusita 11, 111 u 12, 12a. Jluncara Ha
CYP1A2 unxubupaiia akTHBHOCT 3a TSAX OCHTYpsIBa HAMAJICH PHCK OT BH3MOXHH JIEKAPCTBEHH
B3aUMOJECICTBHS.

Hay4nusaT oTuer e nmpHeT cbe CleIHUTE OLEHKH No ckanara Ha CMH:

/IOBPA - 3a u3BbpllIcHaTa HAyYHOU3CIIE10BATENICKA JENHOCT;

BHCOKA - 3a npuHOCa Ha MOJTYYEHUTE PE3yJITaTH;

BHCOKA - 3a npuHOCa Ha peaqu3upaHaTa pa3paboTka.
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JoroBop /1-140/2021 /iu3aiiH 1 HUTOTOKCUYHA aKTUBHOCT HA HOBH

IMPOHU3BOAHH HAa KBaJApaTHATA KUCEJINHA

JoxrTopanT: Huna Koncrantunosa Pycesa

Hayuen pbpkBoaure: [Ipod. Anpuana bakanosa u Jlon. Emmmms YepHera

Bba3oBa opranuszauus: MV - Codus, yn. /lynas 2, @apmaneBTiueH GpakyiaTer

PE3YJITATHU: Ilpu xoHaeH3alus HA AUETWIOBUAT €CTEp HA KBAJpaTHATA KUCEIMHA ChC
CbOTBETHUTE aMUHONMMPUAMHU B mnpuchcTBuero Ha EtsN, mo merox ommcan ot Titze, ca
CUHTE3UPAHU HOBU MOHO- M AMCKBapamMHJ. MOHOCKBapaMuUIbT € M3IOJI3BAH KaTO JIMTaH[ 32
MoJly4aBaHeTo Ha HOB Pt- kommuiekc. CTpyKTypUTe Ha HOBOCHHTE3UPAHUTE CKBapamuau u Pt-
KOMIUIEKC Ca H3CJIEABAHM 4pe3 einemeHTeH aHanu3, Y, SAMP cnekrtpannu meroau. Upes
MOHOKpHUCTAJIHA PEHTTeHOBa TU(paKius € yCTaHOBeHa KpUCTalHaTa U MOJIEKYJIHAa CTPYKTypa
Ha MOHOCKBapamuja. [locieqHusT kpucTanusrupa HELLEHTPOCUMETPUYHO. Y CIIOPEAHO € TOBA ca
U3BBPUICHH M KBAHTOBO-XMMHYHHU MPECMATAHU, U3IOJI3BAIIMA TEOpUsITa Ha (PYHKIMOHANIA Ha
wibTHOCTTA (DFT), ¢ en uzsicHsBane Ha CTPYKTYpUTE U BUOPALMOHHUTE XapaKTEPUCTUKU Ha
HOBocuTe3upanute cbequHeHus. DFT mannute ca B 100pO CHOTBECTBUE C BUOPALIMOHHHUTE
YEeCTOTH Ha M3CJe/IBaHUTE chequHeHHs. HOBOCHHTE3MpaHUTE ChEAMHEHUS Ca W3CIEABAaHU 3a
aHTUTPOIM(EepaTHBHA aKTUBHOCT IN VIrO0 BBPXY JBE YOBEIIKA TYMOPHH KJICTHUHH JIMHHU C
nomotnra Ha MTT Tect Ha MOSmMann. AHanu3bT OKa3Ba JIUICA Ha IUTOTOKCUYHA aKTUBHOCT.
Hayunu ny0JMkauuu u NposiBu:

e Ruseva N, Cherneva E, Bakalova A, A concise review on application of squaric acid
derivatives and their metal complexes in medicine, Arkivoc, 2022, (review) (in press).

e Ruseva N, Cherneva E, Bakalova A, Experimental,computational and anticancer studies
of new squaramide derivativeand its platinum complexes, XVIII Scientific poster
session for young scientists, PhD students and students, UCTM, Sofia, 25 July,
2021.(poster presentation)

e Ruseva N, Bakalova A, Cherneva E, Synthesis and investigation of new pyridine
containing squaramides, Student’s scientific session of organic chemistry, Plovdiv
University “Paisii Hilendarski”, Department of Organic chemistry, Plovdiv, 15-16 July,
2022.(oral presentation)

HayuHusT oTYeT € mpHeT chC CIeAHNUTE OLIEHKH 1o ckanata Ha CMH:
/IOBPA - 3a u3BbpllIcHaTa HAyYHOU3CIIEI0BATENICKA JEHHOCT;

BHCOKA - 3a npunoca 3a opopMsiHe Ha AUCEPTALMOHHUS TPY/I;
BHCOKA - 3a npuHOCca BBpXy Npolieca Ha MOArOTOBKaTa Ha JOKTOpaHTA.

Jorosop /1-141/04.06.2021 CpaBHUTEJIHO in vitro usciegBaHe HA
KalaguTeTa HAa HOBOCUHTe3upaHu KoMmiuiekcu Ha La (I1T) u Sm(III) ¢
TPUA30JI0B JIMTAaH/, A y4acTBaT B peaKLiuy HAa eJIEKTPOHEH OOMEH U
OT/aBaHe HAa BOAOPOJAEH aTOM

HoxTopanT: Jlo3an TpaiikoB Tomnopos

Hayuen pbkBoauredn: IIpod. Upena Kocrosa, 1x, 1xH

bazoBa opranmsauusi: MY - Codus, @apmauestuuen Qaxynrer, Karenpa ,,Xumus®, yi.
»AyHas*“ 2, Codus 1000

PE3YJITATHU: OGekT Ha HACTOSIIHS OTYET € OMpeeisTHe aHTHOKCHIAHTHUTE CBOMCTBA HA
HoBocuHTe3upanu komruiekcu Ha jdanTtad(l1l) u camapwuii(l1l) ¢ Tpuazon-ceabpxamms Iurang
HaTpueBa conm Ha 2-(4-xmopodenunn)-5-(mupomaumun-1-un)-2H-1,2,3-rpuaszon-4-kapObokcuina
kucenuHa (BNPO1). Bbsaxa npoydeHM NOTEHIMAIHUTE MEXaHM3MH Ha aHTHOKCHIIAHTHO
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neiicrBue. ChCTaBbT M CTPOCKBT HA JIMTAaHAA M KOMIUIEKCUTE Osfxa JOKa3aHW C MOMOIITa Ha
enemenTeH ananus, FT-IR u PamanoBa cnektpockonus. TexHu pa3TBopu 0sixa U3CIEIBaHU 3a
BIIUSIHUE BBPXY MOJICIIHU CHUCTEMH, T€HepHpalll XUIpokcuieH pagukan — UV-unnynupana
panuonu3a Ha BojxaTa M peakiys Ha @DeHTbH. XUAPOKCUIHHUTE PAJUKAIM IPEICTAaBISBAT
BHCOKO PEaKTUBOCIOCOOHU, HECENIEKTUBHU PEAKTHUBHHU YaCTHUIIM ChC CHIIECTBEHO 3HAUCHUE 32
nmaToreHeszara Ha roysiM Opoi 3a0onsBaHus. bsixa M3yyeHM MOTEHIMATHUTE MEXaHU3MHU Ha
AQHTUOKCUJIAaHTHO JelcTBUEe — oTnaBaHe Ha BojopoaeH arom (DPPH-tect) m oOmeHn Ha
enektpon (ABTS-tect). Bb3 oOcHOBa Ha MpPOBEICHUTE EKCHEPUMEHTH OsiXxa HalpaBeHU
CIIETHUTE U3BOJIU:

- BNPO1l u xomriuiekcute My ¢ JIaHTaH ¥ camapwii ydactBar ciiabo B oOMsHara Ha

BOZIOPOJ Che cTabmiHus pagukan DPPH®. Yyactuero uM B 00OMeH Ha €JIEKTPOH ChC CTAOUITHHS
pamukan ABTS®' ce mpossBa npm koHneHtpamus 3.10° M, mpum KosaTo edeKThT Ha
KOMIUIEKCHUTE € MO-CUJIeH, OTKOJIKOTO Ha JIUTaH/Ia.

- Borpeku cinaboro cu B3ammojeiictBue ¢ DPPH® BNPO1, LaBNPO1 u SmBNPO1
3HAQUYUTEJIHO MOTHCKAT Jerpajganuara Ha 2-ne3okcupudosa npu monena Ha UV-unayuupana
panauonm3a Ha Bojata. Ilpu ekBMMoONapHHM KoHueHTpamuu Haj 3.10° M kommiexcure ce
MPOSIBSABAT KATO MO-CUJIHU AaHTHOKCUAAHTH OT JIMTaH/Ia.

- JlurauabsT M ABaTa KOMIUIEKCA 3HAYUTENHO 3acuiBaT mpeBpbinaHeto Ha MTT BBB
dbopMaszan mpu MojelHATa cUcTeMa ¢ peaknus Ha DEHTBH — CUTypeH Oerer, 4e NpH Te3|
yCJI0BMS JeiiCTBAT KaTo MOLIHM IIPOOKCHIAHTH. Be ycTaHOBEHO, ue B mpucheTBHE Ha 3.10% M
BNPO1, npookcuganTHus ehekT Ha BOJOPOJECH MEPOKCHI 3HAUUTEIHO HapacTBa. JloO6aBsHETO
HAa KEJIe3eH TUXJIOPU]] B PEaKIIMOHHATA CMEC JOMBIHUTEIHO 3aCHIBa HAOMI01aBaHUs €EeKT OT
MOPsiIbKA Ha JIECET ITBTH.

- Paznuuusita BHB BUOpAllMOHHUTE OTHACAHUSA Ha JBaTa KOMILJIEKCa Mpernoarar
Pa3JIMKKU B Pa3IpeACICHUETO Ha €JIEKTPOHHATA TUTBTHOCT B MOJIEKYJIMTE Ha JIMTaHAa, KOeTo Ou
MOTJI0O Ja JIOBEA€ Ja OTHOCHUTEIHH pAa3jMKd B TOBEJCHHUETO HAa KOMILJIEKCUTE CIPSMO
MPUIOKEHUTE paJuKad-TeHepUpall MOJIETHU CUCTeMHU. JlaHHUTE OT U3BBPIICHUTE
€KCIIePUMEHTH MOTBBPIK/IaBaT TOBA MPEANONIOKEHHE.

Hayuynu ny0JuKkanuy v NposiBU:

e CTyneHTCKa HayyHa CecHsl TI0 OpraHuvHa XUMus — [TOBIUBCKH yHUBEpCHUTET ,,Ilancwii
Xunengapcku®, [lnmoBaus 15-16 ampun, 2022. Yuactue ¢ yCTE€H [NOKJaJ Ha Tema:
,,JJI3ciensane in Vitro ma xamanurera Ha TpHA30JI0OB JIUTaH[] Ja BCThIIBA B PCaKIH Ha
enektporeH oomer (SET) u otnaBane Ha Bogopox (HAT)®

HayuHusT oT4YeT € mpHeT chbC CIeIHNUTE OLIEHKH 1o ckanata Ha CMH:
/IOBPA - 3a u3BbpllIcHaTa HAyYHOU3CIIEI0BATENICKA JEMHOCT;

BHCOKA - 3a npunoca 3a opopMsiHe Ha AUCEPTALMOHHUS TPY/I;
BHCOKA - 3a npuHOCa BHpXY Mpolieca Ha MOArOTOBKATa Ha JOKTOPAHTA.
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MEJUKO-K/IMHUYHA OBJIACT 2020

Joroop /1-75/24.06.2020 OueHKa Ha aJIepru4yHOTO Bb3Na/IeHVMe Ha HOCHAaTa
U OpOHXMaJIHA JIMraBMIA, Ype3 U3cjeBaHe HAa LUTOKUHOB IPpodu B
nepudepHa KpbB
HoxropanTt: 1-p Kpemena Hukonaesa Haiinenosa
HayueHn pbKBOAUTE:

e IIpod. Bacwr JumutpoB, 1MH

e Jlom. Mapus Craescka-Kotamesa, nm

BbazoBa opranmsauusa: MV - Codpus, MO, Karenpa no Aneprosorus, Knnnnka no Kiinanuna
Anepronorusi, YMBAJI "Anekcannposcka" EAJI, Oyn. Cs. ['eopru Coduticku Ne 1

PE3YJITATH: U3zcnensane Ha Bp3nanutennute uurokunu (ILS, IL13, IL17, IL33) ot ropau
IUXaTeIHH MHTUIIA TpPU aJepru4eH PUHUT BBB BpPb3Ka C BB3HHMKBAHE HA aJEPrHYHO
BB3MAJICHUE B JJOJHUTE JUXATEeIHU MbTULIA OU MOAKPENUIO YYEHUETO 3a ,,eJUHEH TUXaTeJIeH
0bT - eAHa Oonect™. PaHHOTO JieyeHHe Ha aJepruyHOTO BB3MAJICHWE HAa TOPHUTE TUXATEITHH
II'BTUILA 11I€ TOJ00PH KauyecTBOTO Ha >KMBOT Ha MAIUEHTUTE, Ja MPEIOTBPAaTH MPOrpecHsTa Ha
QIEPTUYHUSAT PUHUT B OpOHXMAllHA acTMa, KaKTO M Ja MOJ0OpH CHCTOSHUETO Ha Bede
IposiBUJIa ce Takasa. LlenTa Ha M3cleABaHETO € Jla ce MPEACTaBU y4acTHETO Ha LUTOKUHUTE
ILS, IL13, IL17 w IL33 npu ajepruyHOTO BB3MAJCHUE, 3acsArallo LEIUSIT JUXATEJICH ITbT.
W3non3Baxme ciaeaHUTE U3CIEN0BATEICKM METOAM. KIMHUYHO HM3CJE/IBAaHE Ha NAIMEHTHUTE,
KOXHO-aJIEPrUYHU TpoOH, (PYHKIMOHAIHO H3CJIEABAaHE Ha AMUIIAHETO MPH MAIUEHTH CbhC
CUMIOTOMHU OT JOJHM JAUXATEJIHU NIbTHUILA, PUHOCKOIMUS, B3€MaHE Ha BEHO3Ha KpPBB OT
nepugepHa BeHa 3a u3cie/BaHe Ha MapKepH Ha ajlepruuHo Be3nanenue - IL5, 1113, 1L17, IL33
gpe3 ELISA meron m cratuctudeckm meronm 3a oOpaboTka Ha pesyararure. 3a IL-5 He
YCTAaHOBUXME 3HAUYMMHU PA3JIMKM MEXAY CEpyMHUTE HHMBA Ha 3[paBH JIMLA W IalUECHTHUTE.
YcTaHoBUXME 3HAYUMO MO-BUCOKM HuBa Ha |L-17 B cepyMa Ha BCHUYKHM HAIMEHTH CIPSMO
3npasu nuna (P<0.001), kakTo U TPUKPATHO MO-BUCOKU HMBA Ha IL-13 mpu BCHYKHM ManeHTH
cupsmo 31pasu (p<0.001). Husara Ha IL-33 0sgxa 3HauMMO MO-BUCOKU IMPH 37PaBU, OTKOJIKOTO
IIpY JBETE€ IPyNU MALUEHTH C AJIEPrUYeH PUHUT U TE3U C AJNEPru4eH PUHUT U Pa3BUIH
OoponxuanHa actMma (p<0.001). He namepuxme 3Haunma pasnuka B HuBaTa Ha |L-13 u IL-33 B
JIBETE MOATrPYNH ManueHTu. He ycTaHOBMXME 3aBUCMMOCTH MEXKAY HHMBAaTa Ha LIUTOKUHUTE U
(YHKIIMOHATHOTO M3CJIEBaHE Ha JUIIAHETO WJIM C PE3YyJTaTUTE OT KOXKHO-aJIEPTUYHUTE
npobu. B 3akmrodeHue, nurcaTa Ha 3HaYMMU Pa3IMKU B HUBATa Ha M3CJIEBAHUTE LIUTOKUHU B
JBETE MOJATPYNHU MalUMEHTH, MOXE€ Ja ce OOSICHM C IMOo-JieKaTa TEXEeCT Ha IMpOTHYaHE Ha
OpoHXMajHaTa acTMa IpPU HAIIUTE MAalMeHTH U B3eMaHEe Ha KPBbBHUS CEpPyM H3BBH IOJICHOB
CE30H, MEepHOJ] B KOWTO ce HalII0aBa MUHUMAIHO MEPCUCTUPALIO Bh3MAJICHHE U 3HAUUTETHO
MO-HUCKH HHBA HAa MEIMAaTOPUTE Ha aJIEpTUYHO Bh3MAJICHUE.

Hay4nu ny0JuKanuu U NposiBu:

e Naydenova K, Dimitrov V, Velikova T. Study of some aspects of IL-5 role in the
allergic respiratory pathology - allergic rhinitis and associated bronchial asthma.
American International Journal of Biology and Life Sciences 2021;3(1):33-9.

e Haiinenona K, Benukona LI, lumutpoB B. OnieHka Ha aJIepriyHOTO Bh3NAJIEHUE HA
HOCHaTa ¥ OpOHXMAJIHA JIUTaBHIIA Ype3 U3CIIEBaHE Ha IMTOKUHHU B iepudepHa KpbB
BBB Bpb3Ka ¢ AU(epeHInaNHaTa JMarHo3a Ha OpoHxuaaHaTa actma. TopakaiHa
meauipaa 2020;12(2-3)
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OueHku no ckaara Ha CMH

BHCOKA - 3a uzévpuienama HayyHoUu3c1e008amesicka 0etHoCm;
BHCOKA - 3a npunoca 3a opopmsne Ha OucepmayuoHHus mpyo,
BHCOKA - 3a npunoca 8vpxy npoyeca Ha h0020mMo8Kama Ha 0OKMOopaHma.

JloroBop [1-76//24.06.2020 Posiara Ha OHKOcTaTUH M B maToreHe3sara Ha
XPOHUYHHUTE Bb3NAJUTEJTHU YPEeBHU 3a00/I1BAHUA U ynoTpe6aTa My KaTo

NPpeAUKTOP 3a OTTOBOP K'bM TEepaIlluATaA

HoxTopanT: Xpucro SAnkoB BbikoB
Hay4eHn pbKkBOAMTEII:
e mpod. n-p [lmamen [lenues, M
bazoBa opranmsamusa: MY - Codwus, Menununcku dakynrer, Kareapa 1o
racTpoenteposorus, Kimnuka mo racrpoenteponorus, YMBAJI “Llapuua Hoanna-MCYJI*

PE3YJITATHU: Oncostatin M (OSM) e wgact or IL-6 umrokunoBara ¢amuius. Ilpes
MOCTICTHUTE HAKOJIKO TOJAWHU TO3U IIUTOKUH CE MPOYyYBa KaTO HOB OMOMapKep MPH MalUeHTUTE
¢ Bp3nanuTenHu 4peBHu 3abonsaanus (BU3). Len: [da ce uscnensa ponsita Ha OSM B cepym u
¢ernec kKaTro MOTEHIMAIEH POTHOCTHYEH, TMarHOCTUYEH U TepareBTH4eH onomapkep npu BU3
U Jia ce U3SCHU HEroBOTO 3HAUEHUE B PAa3BUTHETO Ha ekcTpauHTecTuHanHute npossu (EUII).
Metonu: Britounxme 120 Bb3pactu nauueHTtd (100 mammentu ¢ BU3 u 20 xoHTposm).
CroitHoctute Ha OSM BBB (eniec u cepym Osixa msmepenu upe3 ELISA. Tlposemoxa ce
KOPEJTAallMOHHA TECTOBE MEXKIy MapKepuTe 3a BB3MaJeHHEe, BKJI. (DEKaJleH KaJIlmpOTEKTUH
(®KII) cbe critnocTuTe HAa OSM. OSM 6erie kKopenupaH U CbC CKOPOBETE 3a aKTUBHOCT KaToO
Endoscopic mayo score (EMS) u Mayo score npu Yieposen koiut (YK) u Crohn's Disease
Activity Index (CDAI) npu Bonect na Kpon (BK). Jlerepmunupaxa ce manuentute ¢ BU3 u
EUIL, 3a nma ce mpoBepAT pa3inuuusTa MeXIy TexHuTe croiHocth Ha OSM ¢ Te3um mnpum
nanuentute 6e3 ENII. 3a na ouenum ponsta Ha OSM kaTo npeiuKTUBEH MapKep 3a OTTOBOP
KbM TepanusTa HUe HM3MepuxMme u3xomHute croifHoctm Ha OSM m Ha BTOpa ceamuma OT
TepanusaTa ¢ MeTHWINpeHU30I0H NpH 41 MalueHTH KaKTO M U3XOAHWUTE MY CTOMHOCTH U Ha
mecta cenqmuna ot tepanusra ¢ anti-TNF u JAK/STAT wunxubutop mpu 9 nanueHTH.
Pesynratu: Upe3 croiiHoctute Ha OSM MoxkeM na pasrpanuuuM mnanueHtute ¢ BU3 c
aKTUBHOCT OT Te3W B pemucus. Bwrpeku, ue OSM B cepym He Kopemupa ¢ MapKepuTe 3a
Bb3nanenue, OSM B u3npaxnenus xopenupa curHudukantHo ¢ CRP u OKII. dekanausr
OSM kopemupa curaudpukantao ¢ CDAI. Hsma craTucTHYeCKH 3HAYUMH Pa3IUKH MEKITY
cepymHus u ¢exanaus OSM npu manumentu ¢ BU3 u EUIl u te3u 6e3 EUIL. M3xonuust
cepymeH u (ekaser OSM He MOXe Ja MPETUKTHpPa TEPANEeBTUYHHUS OTIOBOP. 3aKIIOYEHUE:
@exanaust OSM nma no-ronsiMo 3HadeHue ot cepymHust npu BU3. IIpenuktuBHaTta pois Ha
OSM B TepaneBTruHHs OTrOBOp U B pa3Butueto Ha EUII e chmuuTenna. Heo6xonumu ca omie
IaHHU, 3a Ja ce u3scHM 3HayeHneTo Ha OSM.

OneHku no ckasara Ha CMH

JOBPA - 3a uzgvpuienama HayuHOU3C1008aMeENCKA OCUHOCH,

BHCOKA - 3a npunoca 3a opopmsane Ha OucepmayuoHHus mpyo,

BHCOKA - 3a npunoca 8bpxy npoyeca Ha no020mo8Kama Ha OOKMopaHma.
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Jorosop /1-78/24.06.2020 buoaKTUBHU OGTYpAallMOHHUA KOMIO3ULLUOHHHA
CHCTE€MH M BTOPUYEH KapuecC BbB BpEMEHHOTO Ch3bOUe

Joxropant: Bukropus Benuzaposa I'areBa
HayueH pbKoBOAMTEI:
e IIpod. n-p Haranus ["areBa-I'ppHUapoBa
Ba3oBa opranuszanus: MY - Codus, ®/IM, Katenpa no gercka AeHTaIHA METUIIHA

PE3YJITATH: llenta Ha u3ciienBaHeTo Oelle Ja ce HalpaBU OIEHKA HA BH3MOXHOCTHTE 32
HaMaJsIBAHE PUCKA OT Pa3BUTHE HA BTOPUYHHM KAPUO3HU JIE3UH BHB BPEMEHHOTO Ch3BOME MpH
MIPUJIOKEHUETO Ha OMOAKTUBHU OOTYPAIMOHHU KOMIIO3UIIMOHHU CUCTEMH, ChAbpKAIIU (DIyop.
BbB Bpb3Ka ¢ M3MBIHEHUETO HA IienTa Osxa 3amoxkenu 4 3amauun. [IspBaTa 3amaga Oeme na ce
u3cle/iBa rpaHMYHATa 30Ha MEXAy ACHTHUH U aJXe3MBHA CUCTEMA, ChCTOSIIA CE OT aJXE3UBEH U
xuOpuaeH cioit. B uscnenpanero 6sixa BkiroueHu 40 ekcTpaxupaHu MHTAaKTHH BPEMEHHH 350,
pasmpenesneHu B 4 rpynu U oOTypUpaHH C BCSIKA €Ha OT YETUPUTE U3CIEIBaHU 00TypalliOHHH
KOMIO3UIIMOHHHU cucTeMu — FUji IX GP (koHBeHIMOHAIEH TJIac-HOHOMEPEH UMEHT ¢ (iyop),
Evetric (camoerBanr agxe3us 6e3 ¢uryop) ¢ Dyract XP (kommomep, chaspikar ¢uryop), Clearfil
SE Protect (camoerBaia 1BycThIIKOBa ajaxe3uBHa cuctema ¢ ¢uryop) ¢ Beautifil Il (ruomep,
ceappkaiy Gayop) u Bond Force Il (camoenBamy aaxe3us ¢ ¢uiyop) ¢ Estelite Sigma Quick
(KOMMO3UIIMOHEH MaTepuai, Hechabpxail ¢uyop). C momoinra Ha CKaHUpAIl MUKPOCKON Oe
u3cieaBaHa Mop(oJIoTHsITa Ha aJXE3UBHUS U XUOPUIHMSI CIIOH Ha CKEHOTPAMHM, HAIPABEHU Ha
rpaHUYHATa TOBBPXHOCT MEXIy H3MOJM3BaHUS aaxe3uB M 3bOHHUTE CTpyKTypu. Cropen
MOJIYYCHUTE PE3YJITaTH aIUIMIMPAHETO HAa BCAKA OT aIXC3UBHUTE CHCTEMHU € JIOBEIO [0
o0pa3yBaHEeTO Ha aJXe3WMBEH WU XHUOpHJAEH CIOi. AJXE3MBEH CJIOW C Haii-roiisiMa cpeaHa
nebenrHa € MOJIy4YeH MpH o0pa3imTe OT rpymna 3, o0TypupaHu ¢ KOMOMHANMS OT ChIbprKaIia
dburyop anxesusHa cucrema Clearfil SE Protect u ruomep Beautifil Il. ITpu cbumre o6pasiu ce
Ha0JII0/1aBaT U HAW-TOJISIM OpOoil aaXe3uBHH KpadeTa B NeHTHHA. Haii-meben xubpuaeH cioi 6e
MOJIy4eH TpU 00pas3luTe OT Tpyma 2, OOTypHUpaHU C KOMOHMHAIMS OT aJXE3UB, HECHIbpIKAII
¢dnyop Evetric, u xommomep ¢ dayop Dyract XP. Bropara 3amaua Oere ma ce u3cieasa
3/[paBUHATa Ha aJXxe3MBHATa BPH3Ka Upe3 TECT 3a MUKPOOMbH. M3cnensanero BkitouBaiie 120
eKCTpPaxXUpaHH WHTAKTHU BPEMECHHH MOJIAPH, MOATOTBCHH W OOTypHpaHW [0 aHAJIOTUYCH Ha
o0Opa3iuTe OT MbpBa 3a7adya HAuWH. 3a Ja OBJA€ BB3MOXKHO MPOBEKIAHETO Ha TecTa 3a
MUKPOOI'BH, OT TMOATOTBEHHTE oOpa3zuu Osxa wuzpaboTeHu mnpusMatuuHu tena. Cropen
pe3yNTaTuTe OT TECTa 32 MUKPOOITHH, 3/ipaBUHATa Ha aJXe3WBHATA BPh3Ka € JIOCTOBEPHO Haii-
rojisiMa TMpu oOpasuure OT Trpymna 3, oOTypuUpaHu ¢ KOMOWHAIMA OT ChAbpKama Qyop
anxesuBHa cucrema Clearfil SE Protect u ruomep Beautifil II. Tperara 3agaua 6e na ce onenu
MOBBPXHOCTHATA T'PAMABOCT HA YETUPHUTE OOTYPAIIMOHHU MaTepPHAIIA, OOCKT HA M3CJICIBAHETO.
3a M3MBIHEHUETO Ha 3adadyaTa Osxa u3pabOTeHU MO 5 IWIMHAPUYHU OOpa3lH OT BCEKH OT
YETHUPUTE H3CICABAHN OOTYypallMOHHW MaTephaiv. AHAJIN3bT HA CTOMHOCTUTE 32 YCTHPHUTE
W3CIeIBAaHN MaTepHalld TOKa3Ba, Ye riiac-HOHOMEPHHST LIMMEHT JEMOHCTPUpPa TO0CTOBEPHO I0-
M3pa3eHa MOBBPXHOCTHA TPANaBOCT OT KOMIIOMEpPA, THOMEepa W HaHO(DWITHHS KOMITO3HIIHOHECH
Matepuan. UYeTBbpTa 3ajaua BKJIIOYBAIIE OIICHKA HA AaHTUMUKPOOHUTE CBOIWCTBAa Ha
00TypallMOHHUTE MaTepuanu. 3a Ta3u 1en 0gxa upadorenu no 10 MUIMHAPUYHE 00pa3liyd OT
BCEKH OT TsX. HUTO eHa OT MOBBPXHOCTHTE, U3PAOOTEHH OT U3CIEABAHUTE (DIIyOpPCHABPIKAIIN
OOTypaIllMOHHH MaTephaIy, HE JIEMOHCTPUPA aHTHOAKTEPHUATHHM CBOHCTBA - PETUCTpHpA Ce
JUTICA HA 30HA HAa MHXUOUIIMUS Ha OakTepuamHus pacTex. To3u pe3yarat Moxe Aa ce 00sSCHU C
JUIICaTa HAa TaKWBa CBOKWCTBA TPU HW3CICABAHUTE MATCPUAIA WU C HETOYHOCTH IIPH
W3MBIHEHHETO Ha MUKPOOUOIOTHYHOTO U3CIIE/IBaHE.

OneHku no ckasara Ha CMH

OBPA - 3a uzgvpuienama HayuHOU3CI€008aMENCKA OCUHOCH,

BHCOKA - 3a npunoca 3a opopmsane Ha OucepmayuoHHus mpyo,
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BHCOKA - 3a npunoca 8vbpxy npoyeca Ha h0O20mMo8Kama Ha 0OKMoparHma.

Jorosop /1-79/24.06.2020 BzaumMmoBpb3Ka MeXK/Jy eKCIIpecusaTa Ha
MYLIMHOBUTE 'eHH U KananureTa 3a GopMUpaHe HA GaKTepUa/IHU OMO0PUIMHU
B 00J1aCTTA HA YUIUTE, HOCA U I'bPJIOTO
HoxropanT: 1-p I'eopru Kupuiios Ilonos
HayueH pbKBOAUTEJ:

e Ilpod. n-p HAuana ITonosa, nMH
Ba3oBa opranmsauusi: MY - Codus, M®, Karenpa no ymHu, HOCHU U I'bpJIEHH OOJIECTH,
Kinmanka o yurau, HocHu U repiieHu 6onectu, YMBAJIL , Ilapunia Moanna - UCYJI” EAJ]

PE3YJITATU: B xoma Ha u3cneaBaHeTro ce HaOpaxa oOmo 70 mamueHTH ¢ XpOHUYHA
MaTOJIOTHS Ha HOCAa U OKOJIOHOCHUTE KyXWHH, OT KOUTO IOPAJH JIOIIO Ka4eCTBO HAa B3ETUTE
npobu ornaaHaxa 5 aymu. bsxa HaOpanu u 14 manueHTH ¢ TpaBMaTHYHA MAaTOJOTHS HA HOCA
3a koHTposd. OT chOpanute mpodbu 6e mzonmpana toranna UPHK ¢ RNeasy Plus Micro Kit
(Quagen), gact ot Besika mpoda 6¢ XOMOreHH3UpaHa, Ciie/] KoeTo rnpeurucrena ot renomua JJHK
C METOJ] Ha IEHTPOYKHU KOJIOHKH, TPOMHUBAHE U enyupaHe. KOHIEHTpanusaTa U Ka4eCTBOTO
Ha m3osmpanara MPHK ce u3mepu crekrpodoromerpuuro ¢ Nanodrop2000. ITo mpotokon Ha
npousBoautens ce cuaresupa kJJ[HK ot usonupanara roranna PHK ¢ momornra na kut High-
Capacity cDNA Reverse Transcription Kit u en3um obpatHa tpanckpuntasa. [Iposene ce RT-
gPCR ¢ QuantiTect SYBR Green PCR Kit (Qiagen) u npaiimepu QuantiTect Primer Assay
(Quiagen). HampaBu ce excnpecuonen aHamu3 Ha MUC remute upes 24C'meronma m ce
u3Benoxa RQ croitHoctu. O0ocobuxa ce Tpu rpynu npodu (ManUeHTH) CIOPe eKCIIPecusITa Ha
MYIHWHOBHUTE T€HH — ChC CBPBXEKCIIPECHS, C HOPMaJIHA M C MOHIKEHa excnpecus. OnucanusT
aHanmu3 ce ochluecTB 3a reHu 3a myuuHute MUCSAC n MUCSB. ITlonyuenure pesynraTH
MOKa3BaT:
e cBopxekcnpecuss Ha MUCS5AC B 23 ot 65 manuentu B ocHoBHaTa rpymna (35,4%) u B 2
ot 14 npu xoutponure (14,3%)
e cepwxekcnpecus Ha MUCSB B 35 or 65 nauuenTtu B ocHoBHarta rpymna (53,8%) u B 4 ot
14 npu xouTposute (28,6%)
® CBBPXEKCIpecUs Ha €IMH OT JBaTa WM M Ha JBaTa MYyIMHOBH reHa B 42 ot 65
HalueHT! B oCHOBHaTa rpyma (64,6%) u B 6 ot 14 (42,9%) oT KOHTpoOIHTE
OueHku no ckanara Ha CMH
3A4A/10BOJIMNTEJ/IHA - 3a uzévpuienama HayyHoUu3Cc1e008amencka 0euHocm,
BHUCOKA - 3a npunoca 3a opopmane na oucepmayuoHnus mpyo,;
BHCOKA - 3a npunoca 8vpxy npoyeca Ha h0020mMo8Kama Ha 0OKMopanma.

Jorosop /1-80/24.06.2020 sVAP-1 1 okcuaTHBEH CTpeC B CIEKThpa Ha
MeTa0O0JIMTHOTO 3/ipaBe, HapylIeHUATa Ha IVIIKO3HaTa OOMsAHA U
NMPOTrHO3UPAHUA ChbPAEYHOCHA0B PUCK CpeJ MalUeHTH C XPOHUYHA
0bOpeyHa 6os1ecT 1-4 CT.

HoxrTopanT: Aunpeir boromuiios Mnres
Hay4en pbpxBoOauTEI:
e IIpod. n-p bopuc boros, tm
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ba3zoBa opranmzaumsi: MY - Codust, M®D, Karenpa nmo BerpemHu O6onectu, Knuauka 1o
HedpoJorus, TpaHCIUTAHTAIUs U nuanu3Ho jaedenue, YMBAJL ,, AnekcannpoBcka“ EAJ]

PE3YJITATHU: Xponuunara O6u0peuna Oonect (Xbb) ce chmpoBoXkaa OT HHUCKOCTEIICHHO
BB3MAJICHUE, YMHUTO OCHOBEH MEXaHM3bM € OKCHJIATUBHHUAT CTpeC. 3a pa3BUTHETO W
YCWJIBAHETO Ha TO3M MPOLIEC Cpell HEeAHATW3HO 3aBHCUMHU IMAallMEHTH C XpOHHWYHa OBbOpeyHa
0ojecT mOMpUHACS HATPYIBAHETO HAa MAacTHA ThKaH. Bce omle HE ca HAIBJIHO H3SICHEHU
B3aMMOOTHOIIIEHUATA MEXIY pPa3TBOPHMHS CHIOB anxe3noHeH mporenH 1 (sVAP-1) karo
Mapkep Ha arepockieposara u 15(S)-8-iso-prostaglandin F20 kaTo Mapkep Ha OKCHIATHBHUS
CTpec OT e[lHa CTpaHa, U CKpocTTa Ha riaomepyiHaTa ¢unrpanus (eGFR), ypunnara ekckpeuus
Ha anOymmna (UACR), toukoBata oueHka Ha 10-TOAMIIHMA PUCK 3a aTEPOCKIEPOTHYHA
cepaeunochaoBa Oosiect (CCB), MeTaOOMMTHHUS CHUHAPOM, HApYIICHHUATA HA TJIFOKO3HATA
oOMsIHa W aHTPOIMOMETPUYHUTE WM3MEPBAaHUS HA 3aTILCTABAHETO OT Jpyra. B HacTosmoTo
npoyuBane Osixa HaOpanm 80 mamuentd ¢ Xbb. ChoTHOmeHueTo Mbxke/xeHu Oeme 1:1.
HuBara wna sVAP-1 0sxa HeratmBHO acomuupann ¢ eGFR, mokaro immcsarie
B3aMMOOTHOIIIEHUE MKy HuBata Ha 15(S)-8-iS0-prostaglandin F2a u eGFR. Ob6aue, HuBara u
Ha JBaTra Mapkepa Osixa TO3WTHBHO acCOIMUPAHUW C YPHHHATA CKCKpeIus Ha anOymuHa. B
HAaCTOSUIOTO MIPOYYBAHE HE C€ HaMepH B3auMooTHouIeHe Mexay Ha SVAP-1 u BMI u nerosute
KaTeropuu, HO C€ MPOSIBU MO3UTHBHA acomualius Mexay 15(S)-8-iso-prostaglandin F2o 1 BMI
u HeroButTe Kareropuu. KomOunHammsta ot abgomuuanHo 3artiaberaBane (WHtR >0,5) u
HuckoctenieHHo Bw3manieHue (hsCRP > 3,0 mg/l) uaenTndummpanie >xeHu C MO-BUCOKA
TOukoBa oueHka Ha 10-rogumHus puck 3a arepockiepornyHa CCh u mo-Bucoka cepymHa
koHueHrpauuss Ha SsVAP-1. Cpueranmero oT uentpanHo 3artiabcTsiBane (WHtR >0,5) wu
ateporenna auciaunuaemus (TChol/HDL npu mbxe u Tg/HDL nipu xenun) uaeHTHQHUIEpAIIe
MAIMEHTH C MO-BUCOKA TOYKOBA OlLleHKa Ha 10-rogumnHus puck 3a arepockiieporuya CChb u
M0-BHCOKaA IIa3MeHa KoHieHTpanusa Ha 15(S)-8-iso-prostaglandin F2a. ToBa 1iie moamoMorHe
W3TOTBIHETO Ha €(QEKTHUBHU CTpaTerdd 3a OTKPUBAHETO HA TMAIMEHTHTE C BHUCOK
CHhPIEUYHOCHIOB PUCK B3 OCHOBA HA PYTUHHU JIaDOpATOPHU MOKA3aTeNN KaTo OOII XOJIECTEPOIT
(TChol), Tpurmunepuan (Tg) u HDL u necHu 3a u3MepBaHe U M3YMCIICHUE aHTPOITOMETPHYHH
MOKa3aTean KaTo 0OMKOJIKA Ha TaTusATa, PbCT U TIXHOTO OTHOIIICHHUE.

Onenku no ckanata Ha CMH

JIOBPA - 3a uzevpuienama Hay4Hou3c1e008amecka 0etHocm,

BHCOKA - 3a npunoca 3a opopmsane Ha OucepmayuoHHus mpyo,

BUHCOKA - 3a npunoca 8vbpxy npoyeca Ha n0020mosKama Ha 0OKmMopaHma.

Jorosop /1-81/24.06.2020 OueHKa epeKTUBHOCTTA HA aJIepreHHa
UMYHOTepanua 4Ype3 KJIMHUYHU U OUOJIOTUYHM NOKAa3aTe I [IPU aJieprudeH
pUHUT
HoxropanTt: 1-p [Imamena MBanoBa HoBakoBa
Hay4eHn ppKBOAMTEII:

e Jlou. a-p Mapus CraeBcka-Koramesa, im

BbazoBa opranusanus: MV - Codust, Menununcku ®axynret, Karenpa no Anepronorus,
YMBAIJI ,,AnekcanapoBcka‘

PE3VYJIITATU: Auneprennata wumyHorepanus (AWT), mnpoBeneHa cyOKyTaHHO WM
CyOJIMHTBAJIHO, € JI0Ka3aHo epuKacHo jeyeHne Ha AP u/unu OpoHxuaiHaTa acTMa, KOETO BOAM
70 CUTHU(HUKAHTHO HamaliiBaHEe Ha CHUMIITOMH, Ha HYyXJa OT (apMakoTeparnus, KakTo U 10
3HAYUTEIHO MOJ0OpsSBaHE HAa KauyeCTBOTO Ha KMBOT. ToBa € €IUHCTBEHUST MOAXOJ, KOWTO
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OCUTYpsiIBa ABIATOTpacH edeKT U clie] MPUKIIYBAHE Ha JIEYEHHETO, KOETO ce OOsACHsABa C
MexaHu3Mma M Ha jeiictBue. llenta Ha mpoekTa € Ja ce yCTaHOBM HAJIMYME HA JBJITOCPOUYCH
edeKT OT ajepreHHa UMYHOTEpaIlvs NPy MalKUeHTH C aJepruiyeH pUHUT Bb3 OCHOBA Ha OLIEHKA
Ha UMYHOJIOTMYHHU W KJIIMHUYHU MOKa3arenu. Bximouenu ca 69 manuenta (Mbxe: 43, cpenna
BB3pact 31,7 (SD 12.04), Bp3pacToB untepBai: 18-56). 44 manuenTta ca ¢ KOMOpOUIHA acTMa.
MuHuMyM JABE TOJWHH CJIEJ]l CIIUpaHE Ha ajiepreHHaTa UMYHOTEpANus Ce yCTaHOBUXA HUCHK
CUMIITOMEH U MEIMKaMEeHTO3€H cKop. Peructpupa ce BUCOK MPOLIEHT KOHTPOIUPAHU HAllUEHTH
ype3 RCAT BonpocHuka. [IpeobnanaBar manueHTd ¢ A0OpO KayecTBO HA JKUBOT KaKTO IO
OTHOIIICHHE Ha OTAETHHUTE JOMEHHU, Taka W IO OTHOIIeHHE Ha LsocTHaTa oneHka (RQLQ).
Pesynrature moka3BaT BHCOKa CTENEH Ha YJIOBJIETBOPEHOCT OT MpPOBEXKIAHATa ajepreHHa
UMYyHOTEpanus 3a NPOABDKUTEICH MEepUoJ Cjiell HEWHOTO MPHUKIIoYBaHe. MIMyHOIOTHYHOTO
nscnenBane Ha creuuduunu 1gG4 anturena mo meroga IMmunoCAP noka3a curHu(UKaHTHO
Mo-BUCOKM HMBa Ha Onokupammute |gG4 antuTena mpu KOHTPOJHPAHUTE B CpaBEHHUE C
HekoHTposipanute nanueHT (P<0.05). Pesynrature moTBBpKIaBAT KIIFOUOBHUS MEXaHHU3bM Ha
aliepreHHata MMyHOTepamusi - oOpasyBaHeTo Ha Onokupamu anepreH crneuuduunu 1gG4
aHTUTEKa C JBJIBI KUBOT U BHCOK aduHHUTET KbM IQE mopm cien cnupane Ha JICYCHHETO.
[IpoekThT pa3kpuBa HAIMYHETO HAa ABJITOCPOUYEH HUMYHOJOTHYEH TOJEpaHC B pe3yiTaT Ha
MMYHOTEPANHSITA U KOPETAHsITa MKy UMYHOJIOTHYHN OMOMapKepy U KIMHUYHU TTOKa3aTeIIn
OueHku no ckanara Ha CMH

JIOBPA - 3a uzevpuienama Hay4HOU3C1e008aMeNLCKA OeUHOCH;

BUHCOKA - 3a npunoca 3a oghopmane Ha oucepmayuonHus mpyo,

BHCOKA - 3a npunoca 6vpxy npoyeca Ha h0O20mMo8Kama Ha 0OKMopaHma.

Jdorosop /1-82/24.06.2020 BausHue Ha IFN-y BbpXy cBOMCTBAaTa Ha
Me3eHXMMHH CTBOJIOBU KJIETKH U30JIMPAHM OT ThKaH OT I'bITHA BP'bB

Joxropant: Kanuna [lereBa benemesosa
Hayuen pbkBoOANTEII:
e [Ipod. n-p Hobpocnas Kropkuues, TMH
BazoBa opranmzammsa: MY - Codus, Memauuuncku @akynrer, Karenpa no Kinumnuuna
umyHozorusi, YMBAJI ,,Ceeru UBan Puncku®, Jlaboparopust no Knuauuna umyHosiorus

PE3YJITATHU: Mesenxumuute ctBosioBd kKieTku (MCK) ce oTkpuBaT B NOYTH BCHYKH
ThKaHU. Bp3nanurennure ¢pakropyu NpoaylHpaHd IO BpeMe Ha UMYyHHEH OTIOBOpP aKTHBUPAT
umyHocynpecuBHus kanauuteT Ha MCK. PasOupanero 3a mpomeHuTe, KOUTO HACTHIIBAT B
MCK 6u 6110 OT ToJISIMO 3HaU€HUE 3a MPABUIHOTO UM H3IOJI3BaHE MPH TepanusaTa Ha peaulia
3abomsBaHMs. B nureparypara JaHHUTE JaBaly OTTOBOPH HE ca TBBPJE MHOTO U OTTOBOPBT Ha
TO3U BBIIpOC Oelle OCHOBHATa IIeJl Ha HAIMs MpoeKT, kato uiciaeaBame kak MCK or menHa
BpPBB pearupaT Ha IPOLECUTE HA Bb3NAICHUE, IPOCIEASIBANKN XapaKTEPHUTE 3a TSIX CBOWCTBA
1 (QYHKIMH TOJ IeUCTBUETO Ha MPOBB3NaNuTeNeH HUTOKUH uHTepedepoH-y (IFNy). Hosemiku
MCK or menHa BpbB 0OsXxa H30JHMpaHW, KyaTWBUpaHu IN Vitro m tperupanu c IFNy.
Tperupanurte kiietku Osxa aHATU3MPaAHU 3a J1a CE ONpEAENU CIOCOOHOCTTa UM Ja 00pa3yBar
KOJIOHHHM, TSIXHaTa Mopdoorus, nponudepanus U cTerneH Ha arnonto3a. dOroynuromMeTpuyeH
aHayu3 Oellle U3MOJ3BaH, 3a J]a ce U3Clie[Ba eKcrpecusaTa Ha xapaktepHute 3a MCK mapkepu,
wnoc HLA-I u PD-1L. 3a na ce ycranoBu noteHiuana 3a audepeHuanys Ha TpeTHPAHUTE C
IFNy knetkn Osixa KyJTHBMpPAaHHM B YCJIOBUS MHIYLMpAIIM OCTEOT€HHAa W aJUIOreHHa
mudepennmanus. L{utoreneTnuen mero] Oerle M3MOI3BaH, 3a Jla c€ MPOCiean XpOMO30MHATa
CTaOWJITHOCT Ha TpeTupaHuTe KieTku. Pesynratu nokasaxa, ye MCK oT mbIiHa BpbB, KOUTO ca
KylITUBUpaHu B mnpuchctBue Ha IFNy mpomeHsT cBosita TunuyHa ¢(ubpolracTonomsodHa
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Mopdoiorus. Kierkute 3amasuxa exkcrnpecusara Ha tunuyauTe 32 MCK mapkepu u octaHaxa
HCTaTUBHU 3a XEMATOIIOCTHUYHU MAPKEpPHU, HO IFN’Y, 34aCWJIM UHTCH3UTCTAa Ha MOBBPXHOCTHATA
excripecus Ha HLA-I u PD-1L. ITox aeiictBuero Ha IFNYy kiieTkuTe nMaxa mo-KpaTko Bpeme 3a
MOMYJIAMOHHY yJBOsiBaHE U (hopMupaxa moBeue KonoHuH. Tperupanute ¢ IFNy 3ary6mxa
CIOCOOHOCTTA CH Ja ce AudepeHIupaT 0CTeOreHHo U aaumnoreHHo. IFNy moBuim npolieHTa Ha
KJICTKUTC HaAMUpalIu CC B paHHa/ KbCHa aIriorTo3a, KakTo u O6H.[I/I}I IPOLCHT KJICTKH B aIlOIITO34,
HO KIICTKHUTE 3amasuxa XpoMoO3OoMHaTa CH crabuiHoct. B 3aKJIIIOYCHUE, HAIUTE PE3YJITATU
MOKa3BaT, 4Ye OCHOBHUTE XapakTepucTuku Ha MCK OT mbIiHa BPBB CE MOBIUSABAT OT (PAKTOPUTE
Ha CUCTEMHO U JIOKAJIHO BB3IIAJICHUC.

Hayuynm ny0Jmkanum u nNposiBu:

e Belemezova K, Bochev I, lvanova-Todorova E, et al. A study of the transformation of
umbilical cord mesenchymal stem cells by interferon-gamma. Iran J Basic Med Sci,
2021; 24(9):1203-10.

e Belemezova K, Dimova I, Kyurkchiev D. Effect of intereferon-gamma on chromosomal
stability of human umbilical cord mesenchymal stem cells. Bulgarian Journal of
Clinical Immunology. 2021;13 (2): 14-109.

e Belemezova K, Bochev I, Ivanova-Todorova E, et al. Interferon—-gamma affects the
properties of human umbilical cord mesenchymal stem cells. Autoimmunity 2021,
Virtual congress, 28 May — 1June 2021.

Orenku no ckasiata Ha CMH

OT/IHYHA - 3a uzsvpuienama Hay4HoOU3Ci1e008amencka 0etHocn,
BHCOKA - 3a npunoca 3a oghopmsne na oucepmayuonHus mpyo,
BUHCOKA - 3a npunoca 8vpxy npoyeca Ha n0020mosKama Ha 0OKmMopaHma.

Jorosop /1-83/24.06.2020 Posisa Ha YKL-40, IL-17, Lp-PLA2, Hyaluronidase n
Heparanase kaTo MapKepu 3a CbpAE€YHO-ChA0BO 3a60/IABaHe, AaCOLUUPAHO C

ncopuaTuydeH apTpUT
HoxropanT: Anekcanasp Kpacumupos AHrenos
Hay4en ppKBOAMTEII:
e [Ipod. n-p Mapuana I'oitueBa 1m
BbazoBa opranusanus: MV - Codust, Meauuuncku ®@akynrer, Kareapa Brrpenrnu
Bonecrn/PeBmaronorus, Knuanka mo Pesmaronorusi, YMBAJI ,,Cs. Ban Puncku® EAJI;

PE3VYJITATMU: llenrta Ha ToBa M3CieABaHe € Jia aHanu3upa possita Ha MuTepneBkun-17 (IL-
17), Jlunonporeurosara ¢oconumnaza A2 (Lp-PLA2), YKL-40, Xuanyponugaza (HYAL) u
Xenapanaza (HPSE) karo mapkepu 3a chpaedHo-chI0BO 3abomnsBane (CC3), acomuupaHo ¢
ncopuatudyeH apTtput (IIcA). Bxmouena e rpynma c peBmatouzaeH aptput (PA) 3a nma ce
u3cneABa JAanu crnenuuyHaTa HO30JIMTMYHA €IMHUIA WIM HHQJIaMaTOpHUS TOBap €
npenukTuBeH 3a CC3. M3cnenBaHeTo € KpOCCEKIIMOHHO M BKIItOuBa 32 mauueHtu c IIcA, 30
nmammeHTt ¢ PA wu 20 3apaBu  KoHTponw. AHamu3upaHu Osixa oOmupeH HA00Op OT
nemMorpauyHu, KIMHUYHHU, OOpa3HO-AUMArHOCTUYHU U JIaOOpaTOpHU JaHHH, BKIIOYUTEIHO
HUBaTa Ha M3CIIeJBAHUTE OMOMapkepH B cepyMa. M3moi3Baxa ce pa3iMyHH WHCTPYMEHTH 3a
OllecHKa Ha OoJyiecTHaTa AaKTHUBHOCT, CBPJAEYHO-CHIOBUS PHUCK M KAadeCTBOTO Ha IKHUBOT.
[IpoBenoxa ce ynTpa3ByKOBH M3CJIEIBAHM 32 OLIEHKA HA TI00aTHUs JOHTUTYIUHAJICH CTpEeiH
(GLS) u wuntmma wmemua nebemuna (IMT) Ha kapotumaure aprepud. [lpuimoxuxa ce
CTaTUCTHUYECKH MeToau 3a KopenauumoHeH u ROC kpuBa ananus. Ilanmenture ¢ IIcA u PA
UMaT 1o-BUcokH HHBa Ha IL-17 oT koHTponHaTa rpyna. MimMa nmonoKuTenHa Kopenannus Mex 1y
HPSE u IMT npu Bcuuku ywactHunu. HPSE wmma oTnmyHa mnpeaMKTHBHAa CTOMHOCT 3a
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pasrpannvaBane Ha nanueHTute ¢ [IcA u PA ot kontponnara rpyna. YKL-40 nma HeratuBHa
kopenauust ¢ HPSE u monoxxurenna kopenanus ¢ IL-17 npu Bcuuku yuyactaunu. Y KL-40 nma
OTJIMYHA NMPEAUKTHUBHA CTOMHOCT 3a pa3rpaHMYaBaHE Ha MallMEHTUTE C MOBMILIEHU HUBA Ha
HPSE ot Tte3u ¢ nmopmanuu muBa. HYAL ce kopennpa ¢ HPSE, RF u YKL40, HO HiAMa
CTaTUCTUYECKHU 3HAUMMa pa3jifKa MeXAy OTAeNHuTe rpynu. M3BoauTte oT ToBa U3cieaABaHe ca,
ye YKL-40, IL-17, Lp-PLA2, u HPSE ca cBbp3anu cbC ChpJEUHO-CHIOBOTO 3a00JsIBaHE TIPU
nanueHnture ¢ IIcA m PA. Te3su Omomapkepu Morar Ja uUMaT pojisi B IaToreHe3ara Ha
ChP/ICYHO-CHIOBUTE YCIOKHEHHUS TPU TE3M 3a00JIABaHUS M Ja CIy)KaT KAaTo IMOTEHIHMAIHH
MUIICHH 3a MPEBEHLHUs U JiedeHHe. ToBa M3cCieBaHE NpenocTaBs ILieHHa WHpopMauus 3a
B3aMMOJICHCTBHETO MEXIY CUCTEMHHMTE Bb3majurenHu 3abonsBanus u CC3 u mompuHacs 3a
pasumpsBaHe Ha HAIIeTO pa30upaHe 3a TO3U KOMIUIEKCEH MPOoLIeC.

Hayuynu ny6JuKauuu u NposiBU:

e Anrenos AK, Bacunes I', Mopnanosa A u np. [ToBummeny cepymuy Husa Ha TNF-a 1
IL-17 npu nicopuatudeH u peBMaroueH aptput. PeBmaronorus (bearapus). 1:23-36.

e AnrenoB AK, Benukos T, KorueB A u ap. PuckoBu ¢dakTopu 3a Chbpie4HO-CHIOBO
aHTa)XUpaHe MPU Bb3MATUTEIHNA CTaBHU 3a00J1s1BaHusl. Poms Ha HHTUMA-Meaus
ne0enrHa v CIeKbJI-TPEKUHT exokapauorpadus. Hanponanna kondepeHus mo
PeBmaronorus. Csetu Bnac. 16-19.09.2021 r. pp 12

e AmnrenoB AK, Benukos T, Bacunes I' u np. CbpiedHO-CHA0B PUCK U €HAOTEIHA
TUCPYHKITUS 00YCIOBEHH OT CHCTEMHOTO BH3IAJICHHUE TIPH IICOPUATUICH aPTPUT.
Hanmonanna xondepennus no Pesmaromnorus. [Ipasen. 15-18.10.2020 r. pp 36

Onenku 1o ckanata Ha CMH

OT/IHYHA - 3a uzsvpuienama Hay4yHoOU3Ci1e008amencka 0etHocn,
BHCOKA - 3a npunoca 3a oghopmsne na oucepmayuonHus mpyo,
BUHCOKA - 3a npunoca 8vpxy npoyeca Ha n0020mosKkama Ha 00KmMopaHma

Jorosop /1-85/24.06.2020 XvnepaHApPOreHU3bM NPpU CHUHAPOM HaA
NMOJIMKUCTO3HU ANYHULM U U3C/IeBaHe HA Bpb3KaTa My ¢ PSA u cepymMHU
MapKepH 3a paHHA XpYIsAJIHA 3aryoa

JoxropanT: 1-p [Inamena [lerpoBa Kabakuunesa-I'eopruena
Hayuen pbexBoOauTE.I:
e Ilpod. 3npaBko Kamenos, am, 1MH
Bba3zoBa opranmzamusi: MY - Codus, Menunmncku ¢akynrer, Karenpa Berpemnu 6onecry,
Knunuka no ennokpunonorus, YMBAIJI ,,AnexcangpoBcka™ EAJL, rp. Codus

PE3YJITATHU: Boeenenue: Llenra Ha HameTo u3cienBaHe Oelle Ja aHaTIU3MpaMe Bpb3KaTa
MEXJ1y XUIIepaHApOreHu3Ma U paHHUTE KIIMHUYHHU MPosiBU Ha ocTeoapTpo3a (OA), nebennnara
Ha Xpylpssla Ha KOJIIHHA CTaBa, CEpyMHUTe HHMBa Ha cartilage oligomeric matrix protein
(sCOMP) u prostate-specific antigen (PSA) mpu manueHTd ChC CHHIPOM Ha TMOJTHUKHUCTO3HU
sitaanmm (CITS), kakTo W 1a TM CpaBHUM ChC T€3W TPH 31paBu aoOpoBoiu. Metonu: B
u3cienBaHeTo Osxa BkIoYeHH 54 manuentu cbe CIISl, kouTo choTBeTCTBaXa Ha (peHOTUIIOBE
A, B u C, cermacHo PoreppamckuTe KpuTepuu 3a auartoza. Te Osfxa cpaBHEHH C 26
CHOTBETCTBAIIM MO BB3pacT M MHJAEKC Ha TenecHa mMaca (UTM) 3apaBu konTposu. [TogpoGHu
aHTPONOMETPUYHU M3MEPBAHUS U KIIMHUYHA OLIEHKA 33 XUIIEpaHIporeHnu3Ma O0sixa U3BbPIICHU
P BCHYKM YYAaCTHHIM, KOMTO CBINO Taka IOMBJIHMXa BbIpocHHK - Knee Injury and
Osteoarthritis Outcome Score (KOOS). JombiaautenHo, m1a0opaTOpHU H3CIEABaHUS,
BKJIFOUMTENHO u3MepBaHe Ha sSCOMP, 001 u cBo6onen PSA u xopmoHanHu TecToBe, Osxa
U3BbpIIEHU Ha TiaaHo. Ha mpousBonHO m30OpaHa rpymna oT 56 y4acTHUIM B HU3CJIEIBAHETO
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Oerre U3BBPIICHA YATPA3BYKOBA OIEHKA HA JIBETE KOJICHHH cTaBu. Pesynrtatu: XXenure ot CITA
MMAaT MO-Y€CTO CUMIITOMHU, CBbP3aHu C KoJissHHATa ctaBa (p=0,035) u npu TAX ca mo-u3pazeHu
HapylIeHusITa B exxequeBHuTe aeiHocTH (p=0,001), 0TKONIKOTO TIpU KOHTpoiuTe. [[ebennHara
Ha Xpyllsijga Ha JIEBUS W JECHUS MEIUAJIEH KOHIWI W Ha JIEBMs JIaTepajeH KOHIWI €
3HAYMUTEJIHO TO-rojisiMa B Trpymnarta Ha xeHute c¢bc CIIS (n=41), OTKOJKOTO B KOHTpOJIHATA
rpyna (n=15) (p=0,05, p=0,006 u p=0,036, cvorBeTHO). SCOMP KOpenupa 3HAUUTEIHO U
OTpHUIIATENTHO ¢ HHMBaTa Ha TectocrepoHa (p=0,029, r=-0,297) npu xenure cbc CIIA, kato
KopeJanusTa ocTaBa curHu(ukanTHa cie KoHTponupane Ha UTM. 3akmouenue: XKenure cbe
CIIS mmar no-4ecTo CUMIITOMH, CBBP3aHHU C KOJIIHHATA CTaBa U CBbP3aHU C TOBA HAPYLIEHUS B
exxeaHeBHUTE AeiHocTU. [Ipu Tax nebennHaTa Ha KOJGHHUS XPYLISUT € o-u3pa3eHa. Bornpeku
ye HuBara Ha SCOMP He ce pa3inuyaBaT 3HAYUTEIHO MEKIY U3CIEABAHUTE IPYIIH, IO-HUCKUTE
HuBa Ha SCOMP ca npuchiu 3a CIIS] nanueHTure ¢ no-BUCOKM HUBA HA TECTOCTEPOHA.
Hay4ynu ny0iMKanuy 4 NposiBu:

e Kabakchieva P, Georgiev T, Gateva A, et al. Polycystic ovary syndrome and
(pre)osteoarthritis: assessing the link between hyperandrogenism in young women and
cartilage oligomeric matrix protein as a marker of cartilage breakdown. Clin
Rheumatol. 2021 Oct;40(10):4217-23.

e Kabakchieva P, Georgiev T, Gateva A, et al. Assessment of knee-related symptoms,
activities, and quality of life in patients with polycystic ovary syndrome. Annual
European Congress of Rheumatology EULAR, 2-5 June, 2021. Ann Rheum Dis. 2021:
1332-3.

Onenku 1o ckanata Ha CMH

OT/IHYHA - 3a uzsvpuienama Hay4yHoOU3Ci1e008amencka 0etHocn,
BHCOKA - 3a npunoca 3a oghopmsne na oucepmayuonHus mpyo,
BUHCOKA - 3a npunoca 8vpxy npoyeca Ha n0020mosKkama Ha 00KmMopaHma

Jorosop /1-86//24.06.2020 HoBu MapKepH 3a OlleHKAa HAa MAKPOChA0BHS
PHUCK IIPU NALUEHTH C HAPYIIEeHUs BbB BbIJIeXyUJpaTHaTa OOMsHaA
JoxTopanT: 1-p Bera CnassnoBa Henesa
Hay4en ppKBOAMTEII:

e [Ipod. 3npaBko Kamenos, nMu
bazoBa opranmsaumsa: MY - Codus, M®, Karenpa no sbTpemnu Oonectu, YMBAJI
,Anekcannporcka” EAJl, Knunuka no EHmokpuHonorust u 6onectu Ha oOMsHaTa

PE3YJITATHU: U3BectHO €, ue 3axapHusi Auaber e 3a0oisiBaHe, acOIMUPAHO C TOBUIICH
MHUKpPO U MAaKpOCHJ0B PUCK KaTO MAKPOCHAOBUTE YCIOKHEHUS U OCOOCHO ChpPAECYHO-CHJIOBUTE
3a00JIIBaHMsI ca OCHOBHA MpUYMHA 3a 3a00JIEBAEMOCT U CMBPTHOCT NPU MAIMEHTH C JHUA0ET.
[Ipennonara ce, 4e paHHUTE €Talld Ha ChJOBaTa yBpela 3aloyBaT oOIllle BbB (a3zaTa Ha
npenuabera. HempekbcHaTo ce OTKpUBAT HOBU OHWOMapKepu, KOpEIUpalll ChC ChIoBaTa
yBpeAa KaTo 0coOEHO MHTEpEC MpeACTaBiIsiBa Bpb3KaTa UM C pa3IMYHHUTE €Taly Ha HapylleHa
TJIIOKO3HA XOMEO0CTa3a U ChpPJEYHO-CHJIOB PUCK MPH MAIMEHTH ChC 3aTNILCTsABaHE. B Hamiero
npoyuBaHe Osixa macieaBanu 80 nymm Ha cpeaHa Bb3pacT 55,48+9,98 roawnwm, pasnmencHu B
Tpu rpynu - Tpyna | cbe 3arabcTsiBaHe Oe3 BeraexuapatHu HapyueHus (N=40), rpyma 2 c
npeauadet (n=20) u rpyna 3 (n=20) ¢ HOBOOTKpHT 3axapeH auadet. [Ipocneauxme HUBaTa Ha
TMAO B nenus CneKTbp Ha BBIIIEXUAPATHUTE HapylleHus. He yctaHOBHXMeE 3HaUMMa pa3inka
B HuBata Ha TMAQO mnpu numara cbC 3aTIbCTSIBaHe, 0€3 BBIVIEXUAPATHU HapyIIEHUs,
npeauaber U HOBOOTKpUT 3/[2. JlumcBaiie craTHcTHYeCKa pa3liika B HHMBaTa HAa CEPyMHHS
TMAO npu uHANBUIUTE C U 6€3 METAOOIMTEH CHHIPOM, C U 0€3 MHCYJIMHOBA PE3UCTEHTHOCT,
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¢ u 6e3 gucimnmuauaemus. [lo-Bucokn HuBa Ha TMAOQO oTueToXMe MpU TE3W C apTepHaTHA
xunepTorus. OT TPOBEACHHS KOPETAMOHEH aHadn3 HE YCTAaHOBHUXME 3aBHCHMOCT MEKIY
HuBata Ha TMAO wu3cnenBanuTe 1a00paTOPHU M AHTPOIIOMETPUYHM MOKA3aTENIH, KaKTO U
MIPOBEJICHUTE WHCTPYMEHTAIHU HW3CIEABAHHUS 32 MHKPO M MaKpOCBhAOBH YycioxHeHHs. [lo
OTHOIIICHHE Ha COPTUJIMHA HE CE€ YCTAaHOBU pa3jMKa B HUBATa MY Cpell U3CJICIBAHUTE TPYIIH,
KaKTO W MPHU Te3U ¢ B 0e3 MeTabOoIMTEeH CHHAPOM, ¢ U 0€3 MHCYIMHOBA pe3ucTeHTHOCT. [lo-
BHUCOKM 0siXxa HMBaTa Ha COPTUJIMHA MpU JMIATA C JAUCIUNHUAEMHUS B CpaBHEHHE C Te3u 0e3
ChOTBETHOTO  HapymieHwe. [lo3uTMBHA  Kopemanus Cc€  KOHCTatTupa C  Trama-
rnytamuitpancdepasara u HDALc%. YMepeHa HeraTuBHa Bpb3Ka c€ yCTAaHOBU MEXy HUBATa
Ha COPTHJIMHA U MHJIEKCA TJIC3CH-MUIITHUIIA.

OueHku no ckasnara Ha CMH

JIOBPA - 3a uzévpuienama Hay4Hou3cie0o8amesicka OetuHocm,

BHCOKA - 3a npunoca 3a opopmsne Ha OucepmayuoHHus mpyo,

BHCOKA - 3a npunoca 8vpxy npoyeca Ha n0O20MO8Kama Ha 00OKMopanma

Jorosop /1-88/24.06.2020 [I[poMmeHH B HAKOU MapKepHu Ha KOCTHUSA
MeTa60/IM3bM NPH IbPBUYEH XHIlePNapaTHPEONIU3bM U ABTOMMYHEH

THPEOHUAUT HA XamuMoTo

JoxTopanT: MHHa AHrenoBa SIHKOBa
HayyeHn pbKBOAMTEJI:

e [IIpod. n-p Pycanka KoBauea-I'eopruesa, nm
Bba3zoBa opranusanus: MV - Codust, Menununackn dakynret, Kateapa mo eHI0KpHHOIOTHSA,
Tpera xnuHMKa O eHAOKpUHONOTHS U Oonectu Ha oomsiHata, Y CBAJIE ,,Axan. VBan [TenueB
EAL

PE3YJITATH: Llen: Jla ce cpaBHAT HUBaTa Ha HAKOM MapKepud Ha KocTeH oOMeH - Oera
n3zomepasuusi C-repmuHaieH tenonentu] Ha konareH i | (0CTX) u ocreokanuun (Ost), mpu
muna ¢ [IXIIT ¢ u 6e3 aBroumyHneH tupeounut (AT), kakTo u TakuBa camo ¢ AT; na ce
onpefeny BIUSHUETO Ha JBeTe 3a0oisiBaHMs, 3a€AHO U TOOTAEIHO, BBPXY KOCTHHUSA
MeTabonu3bM. Marepuan u Meroau: Ot Benuku 251 nmamnuenta ¢ pokasad [IXIIT, npemunanu
npe3 YCBAJIE 3a nepuona Ha nipoekra, 6sixa BxitoueHu 100 nmaruenta - 50 camo ¢ [IXTIT u 50
¢ I[IXIIT u AT. Onpenenuxa ce e KOHTpoiHM rpynu: 35 muua camo ¢ AT u 35 3xpasu nuna,
6e3 IIXIIT u 6e3 AT. [Ipu Bcuuku ydacTHUIIM Osixa M3CJIEIBAaHU MOKa3aTeIN Ha KaJIMEBO-
dochopna obmsiHa, bCTx u Ost. Pezynratu: Yecrorara Ha AT crpen mauuenture ¢ [IXTIT
oemre 38.2% (95% CI 33-43%) u He ce oTiMYaBalle 3HaYMMO OT Ta3W B 0OIIaTa MOMyJIalus,
32.5% (95% CI 30-35%), p=NS. He ce ycTaHOBH CTaTHCTHYECKH 3HAYMMa pPa3jhKa BbHB
BBb3pacTtTa, UTM, pyTuHHUTE MOKa3zaTenu Ha KainueBo-(pochoprHara oomsHa, bCTx u Ost npu
naruentute ¢ [IXIIT ¢ u 6e3 AT. Hamamie pa3nuka B M3CIEABAHUTE MOKa3aTeIH U MEXIY
3apaBute juna u te3n ¢ AT (p>0.05). Cepymuute HuBa Ha bCTx u Ost 0sxa 3HAYUMO TI0-
Bucoku npu nanuertute ¢ [IXIIT B cpaBHeHue ¢ koHTpoHUTE rpymu (6.08, 2.94-13.65 pg/mi
cpemy 4.52, 1.78-7.07 pg/ml, U=2514.5, p=0.002 3a bCTx u 44.72, 16.9-108.2 ng/ml cpenry
21.44, 5.22-54.19 ng/ml 3a Ost). YcTaHOBH ce€ CTAaTUCTUYECKH 3HAUYMMa TIOJOXKUTEIIHA
KOpeJlalusl Ha W3CJIEABAHUTE KOCTHH Mapkepu ¢ HuBaTa Ha kanuud u [ITX u orpumarenna
Kopenaius ¢ HeopranudHuTe Qocdaru. WzBomu: Ilo-Bucokute HHBa Ha DCTX m Ost mpu
nanuenture ¢ IIXIIT npeanonarat mo-rossMO KOCTHO 3acsiraHe IMpH ToBa 3a00JsBaHE.
JluncBaxa mokasarenctsa 3a acoruarnus Mexay [IXIIT u AT. OctaBa He0OXOIUMOCTTA OT TO-
HATaTHIIHU U3CJIEIBaHUS 32 U3SICHSIBaAHE Ha MpobieMa.
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OueHku no ckaara Ha CMH

JIOBPA - 3a uzévpuienama Hay4Hou3c1e008ameicka 0euHocm,

BHCOKA - 3a npunoca 3a opopmsne Ha OucepmayuoHHus mpyo,
BHCOKA - 3a npunoca 8vpxy npoyeca Ha n0O20mMoO8Kama Ha 0OKMopanma

Jorosop /1-89/26.04.2020 MeTacTaTU4€H NOTEHIMaJ HA JIAPUHIea/IeH

KapLMHOM IIPpU IpOMeHeHa eKkcnpecus Ha LAD1

HoxTopanTt: 1-p Benenun MapunoB MapuHoB
Hay4eHn pbkBOAHTEII:
e jou. aA-p FOnuan Panraues, am
ba3oBa opranmsanusi: MY - Codust, Knuauka mo YHI-6omectu kbMm YMBAJI “Tlapumna
Woanna-Hcyn*; [entsp no Monekynaa Memuuuaa MY-Codust

PE3VYJITATHU: Llen: [oka3Bane Ha pa3iuuHu HUBa Ha reHHa ekmpecus 3a LAD1 u EGFR
reuure npu wuscinensaHute 20 DANUEHTH C [ATOXMCTOJOTMYHO JOKa3aH JIapuHIeaseH
KapuuHoM. M3non3Bana meroanka: M3BbpiiieH € moa0op U KOJEKIus Ha ThKaHHU 1podu ot 20
IIAMEHT C IaTOXMCTOJOTMYHO JOKa3aH JapuHreaieH kapuuHoM. Msewspmenn ca PKH-
nzonupane, OOparHa Tpanckpunius u cunTe3 Ha KJHK, IIpoBexxmane ma PCR B peanno
BpeMme, [eHHO-eKCIIpEeCHOHEH aHallu3, aHaJlu3 M CUCTeMaTu3allis Ha JaHHuUTe. PesynraTu:
Jlokazanu ca BapuaOwiHu HuBa Ha reHHa ekcpecuss Ha LAD1 u EGFR B mpobu ot tymop
CBPIIEBHHA,TYMOp Tepudepust U JB CYCIIEKTHH 32 METAaCTaTHYHHU. 3a0eis3aHO € I0-TEXKKO
MPOTUYAaHE Ha 3a00JSIBAHETO MPU MALMEHT C BIperyialnus B ThKaHHUTE MPOOH, KaKTO U €
YCTAaHOBEHA BPb3Ka MEXAY MO0-BUCOK TNM -rpeiiiuHr, mo-BUCOK [TMICHH CKOp, U HUBA HA
reHHa eKCIpecus B ThKkaHuTe Ha nanuenture. 3Bonu: lpu Hanuume Ha nayHperyiaanus, TOECT
noHmxkena excpecust Ha EGFR, BeposiTHO manueHTsT He 61 MMalt J0OBP OTTOBOP KBbM TapreTHa
tepanusi ¢ EGFR- unxuburop. Huo Ha excpecus Ha EGFR- mpeauxTop 3a OTroBop Ha
NanueHTa KbM TapreTHa tepanus. [IpakTudeH pe3ynrar. -mpeauKkTop KbM PE3UCTEHTHOCT KbM
EGFR -unxuburop. Ha MenuuuHCKus masap € HalM4yHO € aHTuTsuio, cpeury LAD1-6entbuen
MPOAYKT(JJAAUHUH), YMICTO €KCpecHsl MoKe Ja ObJie OIlEHEHAa uYpe3 MMYHOXHCTOXMMHYHO
u3cieBaHe Ha POTUHEH XUCTOJNOrH4yeH cpe3. OT cBOs cTpaHa TOBa OM JIOBENO, O MO-100po
MIPOrHO3MpaHe Ha nauueHTuTe. [lpu BCHYKM HM3CieBaHU NAIlMEHTH Ca YCTAHOBEHU DPA3JIUKU
MEX]y HMBaTa Ha TeHHa eKCpecus B TYMOp ChplieBHHA, TyMop nepudepus u JIB. YcraHosena
€ pasiiuKa B TeHETUYHUS ChCTaB HA TYMOp U JINM(EH Bb3ell.

Hayynu ny0uKanum U NposiBU:

e B. MapuHos, lO. Panraues, I'. CtanueBa, P. KpneBa. Yuactue B X-Ta nposieTHa HayyHa
KOH(EPEHIIHs IO OTOPUHOJIAPUHTOJIOTHS C mpe3eHTarus Ha Tema‘“‘Pomst Ha LAD1 npu
MalUEHTH C JapUHTe€aJIeH KapIuHOM

e V. Marinov, J. Rangachev, G. Stancheva, R. Kaneva, D. Kisova. Changes in gene
expression of EGFR and LADL in patients with metastatic squamous cell laryngeal
carcinoma International Bulletin of Otorhinolaryngology 2022;1:7-10.

OneHku no ckasara Ha CMH

BHCOKA - 3a ussvpuienama Hay4Hou3cie008amencka 0etiHocm,
BHCOKA - 3a npunoca 3a opopmsane Ha OucepmayuoHHus mpyo,
BHCOKA - 3a npunoca 8bpxy npoyeca Ha no020mMo8Kama Ha OOKMopaHma.
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MEJUKO-K/IMHUYHA OBJIACT 2021

Jorosop /1-122/04.06.2021 KoMmnieKCHa OLleHKA Ha INIMKEMUYHHUS KOHTPOJI

IIPpU NAUECHTH IIPEMUHAJIA HA Tepanudad ¢ HHCYJIMHOBA IMMOMIIa

HoxTopanT: [lonnna Banentunosa [{apkoBa
Hay4en pbkoBoauTEI:

e [IIpod. n-p LiBeranuna TankoBa, TMH
Bba3oBa opranmsanusi: MY - Codus, Megunuucku daxynrer, Karenpa no eHI10KpuHOJIOTHS,
yi. 3npage 2, Codus 1431
PE3VYJITATH: Llenra Ha npoy4YBaHETO € /1a C€ OLIEHU e(heKTHT OT JICUSHUETO C HHCYIMHOBA
MOMITa BbPXY IIIMKEMUYHHS KOHTPOJ upe3 u3cienBane Ha kiaacudecku (HbAlc) u HoBu
KpaTKOCPOYHHU (TTUKUPaH anOyMuH U 1,5-aHXUAPOTIIOIUTON) MOKA3aTENH 32 TITMKEMHUYEH
KOHTPOJI M3XO/IHO U 6 Mecela cie/l MHUIUMPAaHEe Ha TepanusITa, KaKTo U J1a CE OLIEHU
nH(OpMAaTHBHATA CTOWHOCT Ha M3CJIE/IBAHUTE MapKepy B IOCOUEHATA TOITyJIallKs MAUeHTH.
Bxrouenu ca 90 Bb3pacTHU JIMLIA CbC 3aXapeH AuadeT Tl 1, npeMuHanu Ha Tepamus ¢
MHCYIMHOBA nomna. [Ipu BCHUKHM U3XOAHO U HAa 6-TH Mecel] OT IPOCIEIBaHETO ca U3CIIEABAHU
TJIMKAPAH XEMOTJIOOHH B IIs71a KPBB IO UMYHOTYPOHIUMETPHYEH METO/I, TIIMKUPaH aI0yMUH
(F'A) u 1,5-aaxunpormtouuton (1,5-AI) B cepym o ELISA meroa. Cpeanara kpbBHa 3axap,
CTaHJAPTHOTO OTKJIOHEHUE U KOSPHUIIMEHTHT Ha BAPHAOMITHOCT Ca U3YHCICHH N3XO0HO U Ha 6-
TH Mecell Ha 0a3aTa Ha 9-KpaTeH KpbBHO-3axapeH mpodui oT KanuwisipHa KpbB. Ha 6-Tu mecen
CJIe/l HA4aJOTO Ha TEepaIvs C MHCYJIMHOBA TIOMIIA C€ YCTAHOBSIBA 3HAYMMO MMOHIKEHHE Ha
auBoto Ha HbALC ot 8.3% (+/-1.62) Ha 7.2% (+/-1.19) (p<0.0001), noHmKeHHE Ha CTOWHOCTTA
Ha cpeanata K3 ot 9.12 (+/-2.17) na 7.36 mmol/l (+/- 1.13) (p<0.0001), noumxkenue va SD ot
3.41 (+/- 1.19) Ha 1.99 (+/-0.77) (p<0.0001), moumxenue Ha CV% ot 38.1% (+/- 11.55) Ha
27% (+/- 8.58) (p<0.0001) u moumkenue Ha ['A ot 1136 (+/-426.6) na 1004 (+/-405) (pmol/ml)
(p=0.054). OtyereHo e 1 HECUTHU(HUKAHTHO MMOKauBaHe Ha HUBOTO Ha 1,5-Al" ot 19.8 (7.55-
81.4) na 20.6 pg/ml (11.8-76.5) (p=0.762). YcranoBena ¢ kopenanus mexay ['A u HbAlc
uzxoano (r=0.330, p=0.003) u mexay ['A u 1,5-AT" Ha 6-T Mecelr OT mpociensBanero (r=-
0.503, p<0.001). 1,5-AT" kopenupa cbc cpennata K3 Ha 6-Tu Mecelr OT mpocieaaBaHeTo (r=-
0.311, p<0.037).
YCcTaHOBEHO € 3HAaYMMO MOJ0OpEHNE Ha TIMKEMHYHHSI KOHTPOJI MPH MAIHEHTUTE, TPEMUHAIIH
Ha Tepamus ¢ WHCYJIMHOBA MOMITa, OOCKTHBU3MPaHO upe3 moHmkeHunero Ha HDALC, cpenna
KpbBHA 3axap, KOeQHIMEHTa Ha BapuUaOWIHOCT W TJIMKUpAHUS alOyMuH. [TuKupaHusT
aNOyMHH MOXe JIa Ce IprUeMe KaTo JOMbIHEHUE WK aITePHATUBA HA TIIMKUPAHUS XeMOTTIOOUH
TIPH OTIPENIEIICHU TTOMYJIalnH.
Hay4yHuAT OTYeT € mpHeT Che CIEAHNUTE OLEHKH 10 ckajara Ha CMH:
JIOBPA - 3a u3BBbpIIICHATa HAYIHOU3CIIEIOBATEIICKA JIEHHOCT;
BHCOKA - 3a npunoca 3a opopMsiHe Ha AUCEPTALUOHHUS TPY/;
BUHCOKA - 3a npuHOCca BbpXY Ipolieca Ha MOJAroTOBKaTa Ha JJOKTOPaHTA.
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Jorosop /1-123/2021 U3cseaBaHe BAMAHUETO Ha Pa3TBOPUMHU PAKTOPH OT
KOHAUIMOHUPAHU Cpey HA Me3eHXMMHHU CTBOJIOBU KJIETKH BbpXy B-

JUMPOLUTH

JloxTopanT: Anennna Jlanuenosa MopaaHosa

Hayuen pbpkBoaute: [Jou. a1-p Ekatepuna MBanoBa—ToaopoBa, im

BazoBa opranmzamusa: MY - Coduss, Memuuuncku @akynrer, Karenpa no Kimnuuna
umyHosorus, byin. ,,Akan. Usan EBctp. ['emos* 15, Codus 1431

PE3YJITATHU: HapactBamust Opoil aBTOMMYHHH 3a00JIIBaHUS, QJEPrUM M aTONUYHHU
CbCTOSIHUS MIPe3 MOCIEAHUTE TOJUHU U3UCKBAT pa3paboTBaHETO Ha MHOBAaTUBHU TEpaIiH, KaTo
TE€3M, WU3IOJI3BALLU CTBOJIOBU KIIETKM C MMYHOpEryJaTopHa akTuBHOCT. Ilopagu mankoro u
4YecTO IMPOTUBOPEYMBU PE3yJITaTH B HAay4yHATa JUTEpaTypa, BCE OIIe HE € CUTYpPHO Jallu
Me3eHxuMHUTe cTBOIOBU KieTkd (MCK) O6mxa mornm ma Obaar TepamneBTHYHA CTpaTervs 3a
noBIUsiBaHe Ha B-nmumdouutute M na ObAT MOJE3HH NMPH JICUCHHUETO HA AaBTOMMYHHHU H
aJlepruyHu ManueHTH. BbB Bpb3ka ¢ ropecrnoMeHaToTo, nepudepHd MOHOHYKJIEAPHU KIIETKU
(PBMC) ot 3apaBu 1oHOpH 0siXa M30JIMPAaHH U KIETHYHO KYJITHBHPAHHU IN VILr0 B KOHTpPOJHA
cpena u konmuimonupana cpena Ha MCK ot memnaHa BppB (UC-MSC). IlocpenctBom
(GIOYyIUTOMETPUYHA U MMYHOSH3UMHH TEXHUKH, YCIIEUIHO Oelle M3CIeIBAaHO BIMSHUETO Ha
cekperupanu ¢akropu or MCK BBpxy ekcnpecusara Ha KIHOUOBH MEMOpPAaHHU U Pa3TBOPUMHU
MOJICKYJH, aCOLIMUPAHU C aKTUBAIMTA, AHTUTCH-TIPEACTaBsANIIaTa GYHKINS U MPESKUBIBAHETO
Ha B-mumdonuTuTe, BKIIOYUTETHO OMpENEIsiHE Ha MPOLEHT B-kieTku B paHHa M KbCHA
aronrro3a. Korato PBMC Ha 31paBu joHOpH Osixa KyJTHBUpaHH IN VItro ¢ KOHIMIIMOHUpAHA
cpena ot UC-MSC, HammsT eKun yCTaHOBH 3HAUUTENHO MO-BUCOKA CTENEH Ha KIIbCTEpUpaHe
Ha KJICTKUTE M CUTHU(PHUKAHTHO TO-BHCOK MPOIeHT Ha B-mumdornuru, excnpecupamu CD80 u
CD86 monekynure. [IpoTUBOIOIIOKHO Ha TOBa, CUTHU(UKAHTHO MO-HUCHK Oelle MPOLEHTHT
Ha B-knetkure, kouto excupecupar BR3 peuenrtopa u PD-1 moniekynara Ha cBosita MemMOpaHa.
Excrpecusita nHa HLD-DR wMonekynara Oemie chIo MOHMXKEHa, a cekpeuusta Ha BAFF
JUTaHJa, CBbp3aH C IPEeKUBSIBaHETO Ha B-kierkure Oelie JIEKO MOBHMILIEHA OTHOBO TOJ
neiictBue Ha MCK cekperoma, HO 0e3 HaJdMyHa CUTHHU(HUKAHTHOCT MEXIY YCTAaHOBEHUTE
pazmuku. MCK okasBar cinabo BIMSHHE BBpPXY anornro3aTa Ha B-kieTkuTe, HO Bce MakK B
HAcoKa CTUMYJIMpaHE Ha MEXaHH3MUTE Ha paHHA M KbCHA MpOrpaMupaHa KIeThbYHa CMBPT. B
3aKiIOYeHne, KoHaAulMoHupaHaTa cpega Ha MCK oT mbhnHa BpbB NOKa3Ba TEHICHIMS Ja
MOBIHSIBA PYHKIIMUTE, TIPEKUBSIBAHETO U ISII0CTHATA Ononiorus Ha B-nmumdonurtuTe.

Hayynu ny0uKanum 4 NposiBU:

o Anemuua Mopnanosa. BimsHue Ha (pakTOpU CEKpeTHPaHH OT ME3CHXHMHH CTBOJIOBH
KIETKA BBHPXY MOJEKYTu Ha B nmumdonutute mpu MAUEeHTH ChC CHCTEMEH JIyIyc
eputematosyc. Bropa Kondepenuus na brarapcka Pesmaronornyna Aconuanus; 17 —
19 mapr 2022.

e Adelina Yordanova, Dobroslav Kyurkchiev, Mariana lvanova, Kalina Tumangelova,
Yuzeir, Kalina Belemezova, Ekaterina Ivanova-Todorova. Secreted factors from
Umbilical Cord-Mesenchymal Stem Cells affect CD86 expression on B lymphocytes
and increase CCL5 chemokine secretion by healthy donors’ PBMC. Comptes rendus de
I’ Acad’emie bulgare des Sciences, 2022; 75:11 1F: 0.329

HayuHusT oTUeT € MpHET ChC CIEAHNUTE OLIEHKH 10 ckanata Ha CMH:
OT/IH9HA - 3a u3BbpllieHATa HAYYHOU3CIICIOBATENICKA JCHHOCT;
BHCOKA - 3a npunoca 3a opopMsiHe Ha JUCEPTALUOHHUS TPY/I;
BHCOKA - 3a npuHOca BbpXy Ipolieca Ha MOJArOTOBKaTa Ha JOKTOpaHTA.
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Jorosop /1-126/04.06.2021 Posiss Ha HLA knaac I u kaac Il nommopdusmu
IIPY OpaJieH CIMHOoLe/Iy/IapeH KapLMHOM

HoxtopanT: Anactacusi IBanoBa OpManiKueBa

Hayuen pbkBoaure: [Ipod. Muiena UBanora-IlluBaposa, am

Bba3oBa opranmsanusi: MY - Codus, MO, Karenpa no Knunnuna umyHonorus, yi. Cs.
I'eopru Couiicku 1, 1431

PE3YJITATH: B cBeroBeH maiad pakbT Ha yCTHAaTa KyXuWHa € mpuurHa 3a 2-4% OT BCHUKH
clly4ayd Ha pakoBH 3a0osiBaHMs. To3M BHJ pak IpeJCTaBisiBa rpyna OT HEOIUIa3UH, 3acsAraliu
pErHoHUTE B yCTHAaTa KyXHHa, (papuHTeaHUTEe Y4acThbLU U CIIOHYEHHTE *ie3u. OpaaHusT
cnuHouenyiapeH kapuuHoM (OCK) mpousxokiga OT enuAEpMAJIHUTE KEPATUHOLMTH U Ce
XapakTepu3upa ¢ HapylIeHO BporoBsiBaHe. MexaHM3MuUTE 3a U30ArBaHe Ha TYMOPHUTE KJIETKH
OT HMMYyHHMS HaJ30p MMAaT KJIOYOBa poOJId 3a Pa3BUTHETO HAa pA3IMYHU BHUJIOBE PAKOBU
3abonaBanus. [lopaau uenTpanHata posis Ha ['aBHUS KOMIUIEKC 32 ThKaHHAa ChbBMECTHMOCT
(HLA cucremara), mpu TNPEICTABIHETO HAa TYMOPHUTE AHTHICHH, OIPEICIICHH aJICIHU
Bapuantu B kjacudyeckute HLA kmac | m kmac Il remu BepoATHO ydacTBaT B MUMYHHOTO
pelaKkTHpaHe Ha TyMOpa M CJIEIOBAaTEHO Ca CBbP3aHU C IOBHILEH MM HaMajl€H PUCK OT
pa3Butue Ha 3abonsaBane. Hacrosmioro nzcneasane uenu aa ce npoyun HLA knac | u knac 1l
noIuMopQu3Ma, OINpeNeNieH Ha alelHO HHBO 4Ype3 CEKBEHHpAHE OT CJIEBAII0 IOKOJICHHE
(NGS), npu margeHT ¢ OpajeH CIHHOLETYJapeH KapIiuHOM OT ObJIrapckara Mmormysiamus. 3a
u3cieBaHeTo u3noi3Baxme reHetndeH marepuan (JHK), m3onupan ot mondpana rpyma ot 47
nanueHTy  quarHoctunmpanu ¢ OCK. MWzomupanara JIHK ammmudunmpaxme upes
nosumepasHa BepwkHa peakius (PCR), a monyuenure amruinkonu obemunenuxme B JTHK
oubmmoreka ¢ AlloSeq Tx17 (CareDx) xut u cexkBenupaxme Ha NGS mmardopma MiniSeq
(IMlumina), xosito mo3BossiBa TouHoTO ompexaensHe Ha HLA kmac | u kmac |l anennure
nonuMopdusmu. CtaTucTHUecKUIT aHanus 3a aconuanus Ha HLA anenu u xamnorunu ¢ OCK
U3BBPUIMXME KaTO BKIIOYUXME Ha 275 KOHTpPOIM OT 3ApaBU HMHAMBUIM OT Objarapckara
MOMyJIalKsl ¥ U3M0JI3BaxMe cratuctudecku maketu 3a Python (PyHLA) u R (BIGDAWG). C
tecta 3a aconuanuss Ha HLA ¢ OCK ycraHoBuxMme, Y€ CTaTUCTUYECKH 3HAYUM ayiell C
MOBHUIIIEHA aJlellHa YecToTa B rpymata Ha mnanueHtute ¢ HLA-A*26:01:01 (p=0.0024,
OR=3.4667). IIpoBexxaaHeTo Ha JOIMBIHUTEIHH M3CJICIBAHUS C MO-TOJIsIMA Tpyla MalUeHTH,
Ou OTIPUHECIIO 3a 3aTBbpiKJaBaHe Ha Te3ara ye, A*26:01:01 e nmpeapasznonaramn anen 3a OCK,
KOETO WI€ MO3BOJIHM BKIOYBAHETO MY KaTO UMYHOT€HETHYEH MapKep.

Hay4HusT oTueT € mpHeT che CIeIHUTE OLEHKH o ckasata Ha CMH:

JIOBPA - 3a u3BbpIIIEHATAa HAYYHOU3CIIEIOBATEIICKA IEHHOCT;

BHCOKA - 3a npunoca 3a opopMsiHe Ha JUCEPTALUOHHUS TPY/I;

BHCOKA - 3a npuHOca BbpXy Npolieca Ha MOJArOTOBKaTa Ha JOKTOpPaHTA.

Jorosop /1-128/28.04.2021 N3cieBaHe HA reHEeTUYHUSA CIEKTBP HA
BpOJAeHUTe MUOTOHUM B bbiarapusa

HoxrTopanT: Cranucnasa ['eopruesa biiaroesa

Hayuen pbkBoauredn: I1pod. n-p Ugaiino Tepues, amu u lou. a-p Teogopa Yamosa, am
ba3oBa opranmzanus: MY - Codus, Meaumnuacku dakynret, Karenpa mo HeBposorus; yiI.
Cg. I'. Co¢uiicku 1, Codus 1431

PE3YJITATMU: IlpencraBam pe3yartaTta OT MPOBEACHUS MOJIEKYJIIPHO-TEHETUYEH aHAIN3 IIPU
MaIMeHTKa —ycTaHOBeHa Xxerepo3uroTa mytanus ¢.1333G>A (NM_000334.4) B SCN4A rena,
BOJCIIa JO0 3aMsJHa Ha aMHHOKHUCEIWHATa BaJIMH C METHOHMH Ha no3uims 445 B
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aMUHOKHCEJIMHHATA TociieioBaTenHocT, kogupana oT SCN4A rena u oOyciapsiina pa3BUTHETO
Ha HarpueBo-kanaiiHa BpojeHa MUOTOHUS. OT HEBPOJIOTUYHUS CTATyC C€ YCTAaHOBU HAIMUYUE
Ha NEPKYCHOHEH U aKIIMOHEH MUOTOHUYEH peHOMEH (0co0eHo 100pe u3pa3eH Npu 3aTBapsHE U
CTHCKAaHE Ha KJIE[IAaYMTe, U IPU CTHUCKAHE HA pbKaTa B IOMpYK). OT U3ciaeABaHETO Ha CEpUMHATa
KpeaTuHpocpoKkrHA3a Cc€ YCTAaHOBM HOpPMajiHa CTOMHOCT Ha eHsuma. OT wurieHara
enekTpomuorpadus ot m. biceps brachii dextra ce orBexxaar MUOTOHHYHH (PEHOMEHHU B TTOKOM.
IIpu JIMK- AIl ¢ HOpmanmHa A, NPOABIDKUTEIHOCT W KoHurypanus. IlanmueHtkata € c
HOpMaJiHa CbpAeYHA (QYHKUUsA- O€3 OTKIOHEHUS B pE3yNTaTUTE OT IPOBEICHUTE
enekTpokapauorpadus u exokapauorpadus. Pezynrature oT QyHKIMOHATHOTO U3CIEIBaHE HA
JUIIaHeTo oTpa3siBa HopManHU cToHOCTTM Ha PEO1 m ®BK. Ot npoBenenute ckanu 3a
OlLICHKa Ha ChCTOSIHMETO c€ MpEeLEHHU, Ye ce Kacae 3a JieKa CTeleH Ha 3aboisiBaHeTo, 0e3 aa
IIOBJIMSIBA 3HAUUTEIHO KAauye€CTBOTO Ha KUBOT. OT NpPOBEAECHUTE HU3CJEIBAHUSA CE YCTaHOBU
HaJIM4ue HAa MUOTOHUS (3aTpyAHEHA pelakcalus, cle] CHIHO MYCKYJIHO ChKpalieHue), 0e3
3acsAraHe Ha JuXaTelHaTa U chpiaevHarta ¢yHkius. HarpueBo-kaHamHata BpoJieHa MHOTOHUS €
aBTO30MHO-JIOMHUHAHTHO 3a0ojsBaHe oOycioBeHo oT Mmytanuu B SCN4A reHa, komupar
NaV1.4 a-cyOenuHunaTa Ha CKEJIETHHUSI MyCKYJIEH HaTPUEB KaHa, JOKAJIU3MpaH B XpOMO30Ma
17q923.1-25.3.6. IIpu ToBa pa3cTporCTBO, HAPYLIEHOTO (PYHKIIMOHUPAHE HA Oi-CyOeTUHUIATa Ha
HaTPUEBMsI KaHaJl BOAM JI0 yBEIMYaBaHE Ha CapKOJIEMHATa Bb30YIUMOCT, KOETO KIMHUYHO CE
MpeJICTaBs C HAIM4YUE HAa MHOTOHMYEH (PEHOMEH- 3aTpyJHEHa pellakcallus, MpobibKaBaiia
HSKOJKO CEKYHIU, CJeJ CWJIHO MYCKYJHO CbKpauieHue. OCHOBEH KIMHUYEH IPU3HAK €
CTETHATOCT Ha MYCKyJaTypaTa, OCOOCHO cliell MO4YMBKa, MmojaoOpsBaiia ce ciuea (uznyuecka
akTUBHOCT. Hauano Ha omyakBaHusTa NpHU NallMEHTKaTa € B JIETCKAa Bb3pacT U C€ U3pa3siBa B
CTETHATOCT Ha MYCKYyJaTypara, KOosTO NMpeMHHaBa ciel pa3aBuxkBaHe. [IpoBeneHa Tepamus c
Kapbamazenus ¢ 100bp CyOeKTHBEH e(eKT.
Hayuynu ny0JMKkauuu u NposiBu:
e (. bmaroesa, T.HamoBa, T. TomopoB, A. Tomopoa, M. I'ocnoaunoBa, . TwpHEB-
Hanmonanna HayyHa KOHQEPEHIIHS 110 JeTCKa HEBPOJIOTUSI, ICUXHATPUS U TICUXOJIOTHS
Ha pa3BUTHETO ¢ MexayHapoaHo ydactue B Codus B ,Ilapk xorenm Mocksa“- 2-3
centemBpu 2021r. opanHa npe3eHTanus Ha Tema: ['eHOTUIN-(DEHOTUIT KOpeTaluu Mpu
BPOJICHUTE MUOTOHUHU.
HayuHust oTyeT e mpHeT chC CIeAHUTE OLIEHKH 1o ckanara Ha CMH:
JIOBPA - 3a u3BbpIIIEHATa HAYYHOU3CIIEIOBATEIICKA IEHHOCT;
BHCOKA - 3a npuHoca 3a opopMsiHE Ha TUCEPTALUOHHUS TPY/I;
BHCOKA - 3a npuHOca BbpXy Npolieca Ha MOJArOTOBKaTa Ha JOKTOpPaHTA.

Jorosop /1-129//04.06.2021 'eHeTU4YHA BepudUKaLUA U OLEHKA HA
3acsAAiraHe Ha ThHKU HEMHUE/IMHU3UPAHHU U CJ1a00MHUeTMHU3UPAHU HEPBHU

BJIAKHA IIPpHA HacieacrBeHa MOTOPHA U CETUBHA HEBPOIIATHUA

JloxTopanT: OrasiH AnekcueB ACeHOB- peloBHa (popma Ha oOyueHue

Hayuen pbpkBoauTes: [Ipod. MBaitno Tepues, nmu u lou. Teonopa Yamosa, M

ba3oBa opranmszamusi: MY - Codust, Meaununcku ¢akynrer, YMBAJl “AnekcanapoBcka‘
EA/Jl, Knunuka no HepBHU 0o0siecTH

PE3YJITATH: llenta Ha npoyyBaHETO € TIE€HETHYHA BepuU(UKAIUA Ha TMAIUEHTH C
HaCJIEJICTBEHA CETUBHA U MOTOPHA HEBPONATHS U OLIEHKA Ha TEXECTa Ha 3acsiraHe Ha ThbHKUTE
CIaOOMHUENUH3UPAH! ¥ HEMHUETMHU3UPAaHU HEpBHHU BiakHa upe3 CyJIOoCKaH M CHMIIATHKOB
KOKeH oTroBop. M3cmenBanu ca o6mio 5 mamueHtu (3 KeHW W 2 MBXKE) BH30CHOBA Ha
aHAMHECTMYHM JIaHHM (32 paHHO HayaJl0 Ha OIUIAKBaHUATAa Mpeau IbpBa JAeKana, GpamMuiIHa
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0OpEeMEHHOCT), HEBPOJIOTHYEH CTaTyc (MOJMHEBPOMATEH CEH30MOTOPEH CHHAPOM C
IBYCTpaHHa THUOHMalHa W TO-M3pa3eHa IMepoHeaTHa Mape3a, MYCKYJIHH XUHOTPO(pUH I10
JTUCTATHU OTAENW Ha JOJHU M TOPHU KpalHMIIM, CETUBHHM HapyLICHHs [0 THUIA AMCTaIHa
XHIIECTE3M 32 MOBBPXHOCTHA CETUBHOCT B JIOJIHU M TOPHH KPAaHHIIM U CKeJIeTHU Ae(opMaruu
[0 XOJWiaTa IO TUMA [eC KaByC, EKBHHOBApPYC, MEC IUIAHYC) U EJEKTPOHEBPOIPABCKO
u3cienBaHe (JeMHETMHM3MpAIla U aKCOHHA Nepu(epHOCTBOIOBA yBpeda B TOPHU M JIOJTHH
KpaiiHim). J[Bama OT 3acerHaTUTe ca ¢ HaJu4HUE Ha ayrukanus Ha PMP22, enun XoM03UToT
3a mytanus p.Arg37Pro B HINT 1 rena. [Ipu equn ot manuentute ¢ ayrumkamnus Ha PMP 22
reHa pe3ylTaTUTe OT CyJOoTecTa IOKa3BaT YMEpeHa peAyKIMs Ha eJNeKTPOXUMHUYHATa
IIPOBOAMMOCT OT XOJIWJIa M JUIaHU, PE3YJITATUTE OT CUMATHUKOB KOXKEH OTTOBOP JIMIICBALIU
OTrOBOPH OT JOJHHU KpaHWIIM W HAMaJCHU aMIUIMTYIU B TOPHHU KpaWHUIM, IpU JIUICa Ha
KJIMHUYHY MTPOSIBU HAa aBTOHOMHA AuchyHKiws. [Ipu ocraHamuTe [BamMa MaeHTH pe3ysiTaTuTe
OT TPOBEACHUTE ABTOHOMHM TECTOBE 3a OlLIEHKAa Ha 3acAraHe Ha THHKM HEPBHU BIaKHA ca
HopMaiHU. [lonyyeHuTe pe3ynratu OT HaCTOSALIETO IPOYYBAHE Ca HEJOCTaThYHHU 3a OLIEHKA Ha
3acqaraHe Ha THHKUTE BJIAKHA MIPU MAIUEHTH C HACJIEJCTBEHA CETMBHA M MOTOpPHA HEBPOMATHS
Mopajiv MaJIkusi Opol aIeHTH.

HayuHust oTyeT e mpHer chC cleAHUTE OLIEHKH 1o ckanara Ha CMH:

J/IOBbPA - 3a u3BbpllieHaTa HAYYHOU3CIIEOBATEIICKA ACHHOCT;

JIOBPA - 3a npuHoca 3a oopMsIHE Ha TUCEPTALIUOHHUS TPY/I;

/IOBPA - 3a npruHOCa BbpXY MpoOIieca Ha IOArOTOBKaTa Ha JOKTOpaHTA.

Jorosop /1-132/04.06.2021 PosiaTa Ha 6uomapkepa SFRP4 3a oneHka Ha
NMPOMEHUTE B META00/IMTHUS NPOPUJI NIPH MALUEHTH C 06E3UTET NPeAH U

cjen 6apuaTpuyHa/MeTab0/IMTHA XUPYPrus

JoxTopanT: 1-p Antonuna ['eopruesa ['epranosa

Hayuen pbskBoauTes: [Ipod. 3npaBko KameHnos nmMu

Bba3zoBa opranmsamms: MY - Codus, MO, Kareapa no Berpemiau 6onectu, yia. Cs. ['eopru
Coduiicku 1, Copus 1431

PE3YJITATH: 3aTibCTsBaHETO € XPOHUYHO METAOOJMTHO 3a00JsBaHE IPEICTABISABAILO
3HAYUTENIEH PUCKOB (D)aKTOp 3a pa3BUTHE HA PElMla YCIOXKHEHUS — aCOLMUpPa CE C BIIOIIECHO
KayecTBO Ha JKMBOT, 3aryba Ha TpyAOCHOCOOHOCT UM CMBPTHOCT. bapuatpuynara
(MeTabonuTHA) XUPYPrUs € Hal-e(PEKTUBHUAT TOJIX0/T 32 JIEUeHHE MPU OOJIECTHO 3aTIHCTIBAHE
U B CIy4auTe, KOraTo BCHUUYKM JAPYTH MOJIXOAM ca OMIIM HEyCIelHU. B mocneaHuTe roguHu
HapacTBa HAyYHHUSAT MHTEPEC 3a M3SACHSABAHE HA MEXaHU3MHTE, MO KOMTO MeTaboJuTHaTa
XUPYprust BOAW HE CaMO 10 PEAYKIMSA Ha TEJIECHO TETJI0, HO U JI0 JICUEHUE HAa aCOLIUUPAHUTE C
oOe3urtera ycnoxkHeHus. Llenta Ha HacrosmieTo u3cnenBaHe Oe Ja ce OLEHH B PaMKHUTE Ha
IPOCIEKTUBHO MpoyuBaHe edekTa Ha OapuaTpuyHaTa XHUPYpPrusi BbpPXY METa0OJIMTHUTE
IIPOMEHU MpU MALUEHTH ¢ 00e3UTET Mpeau U cied MetabonuTHa xupyprus. M3cnenBanu Osixa
22 manueHTu ¢ 00e3uTeT ¢/0e3 BBIVIEXUIPATHO HApYLICHHsI, KOUTO 0s1Xa MPOCIEIeHN Npean U
cien OGapuaTpudHa XUPYPrus. YCTaHOBH ce, 4e cepyMHHTe HUBA Ha SFRP4 curHuukanTHO
KOPEJIHIIUPAT ChC CIICAHUTE BEIWYMHU TItoko3a Ha 60 mun ot OI'TT (r = 0,402, p = 0,034),
uucyauH Ha 120 mun ot OI'TT (r = 0,503, p = 0,006), CAVIR (r = 0,344, p = 0,03), (CAVIL -
r = 0,350, p = 0,027), TBImean (r = -0,480, p = 0,002) u UTM no umnenanc (r = - 0,363, p =
0,002). YcraHoBeHO Oe, 4e HaMajsBaHE Ha CEpyMHHTE HHMBa Ha Onmomapkepa SFRP4 Bomu 10
yBeJIMYaBaHe Ha pHUcKa 3a Hannuue Ha obesurer ¢ OR = 0.557; ClI: 0,376 — 0,876, p = 0,004. 3a
I'BPBU ITBT B CBETA C€ YCTAHOBSBA, ue OapuaTpuyHaTa XUpyprus Boau Ao nogooOpenue B ABI
WHJIEKCa, KOETO CBUETEICTBA 32 MHJIMPEKTHUTE W MO3UTUBHU e(eKTH Ha OapuaTpuyHara
XUPYpPrusi N0 OTHOILLIEHHE Ha ChP/AEYHO-CHhA0BUS pUCK. ToBa ce moakpens U oT HabaoaBaHaTa
penykuus ¢ 6mu30 20% B pucka 3a aBTOHOMHA HEBpOIIaThsl K3MEpeH upe3 Sudoscan.
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HayuyHusT oTueT € npueT cbC ClIeIHUTE OIIEHKH 1o ckajnata Ha CMH:
J/IOBbPA - 3a u3BbpllieHATa HAYYHOU3CIIEOBATEJICKA ACHHOCT;

BHCOKA - 3a npunHoca 3a ohopMsiHe Ha AUCEPTALMOHHUS TPY/I;
BHCOKA - 3a npuHOCca BppXy Ipolieca Ha MOAr0TOBKaTa Ha JJOKTOpPaHTA.

JloroBop /1-133/04.06.2021 PosisTa HAa HOBM aJJUNIOKUHH B IJIIOKO3HUS
KOHTUHYYM

HoxTopanT: JI-p UBera CnaBsanoBa Henesa, peloBeH JOKTOPaHT

Hayu4en pbkBoauredn: IIpod. 3apasko Kamenos, nmu

ba3zoBa opranmzamus: MY - Codus, MD, Karenpa mo BbTpemHN Oosectu, YMBAJI
,Anekcannposcka” EAJl, yn. CB. I'eopru Coduiicku 1, Codus 1431

PE3YJITATHU: M3BectHO €, Ye 3axapHUs IUA0CT M 3aTIBCTSIBAHETO Ca CMHJICMHYHU U
naHaeMuuHu 3abonsBanus. Ilo-roiasiMa yact OT MalMEHTUTE CbC 3aXapeH AUabeT ca CbC
3aTIBCTSBaHE, KOETO Mpearnojiara TsICHA BpPb3Ka MEXAY IBETE NATOJOTUYHH CHCTOSHHSL.
Hanocnenbk €HIOKpUHHMTE acleKTH Ha MacTHaTa ThbKaH C€ IPEeBbpHaXxa B aKTHBHA
u3cleoBaTencka 00JacT KaTo 00EKT Ha OCOOEH MHTEpeC MPEICTABIABAT OTACTSIIMTE Ce OT
MacTHaTa ThKaH aJAuNnokuHU. CTaHa SICHO, Y€ HEPEryJIMpPaHOTO MPOU3BOJACTBO HAa AJUINOKHHU
y4acTBa B Pa3BUTHETO HA META0OJIUTHU U ChIOBU 3a00JIIBaHUS, CBHP3aHU ChC 3aTTbCTABAHETO.
[lo TO3M HauMH NIUPKYJIMpAIIUTE HHBA HA AJUIOKMHUTE MOraT Ja C€ M3I0JI3BaT KaTo
OroMapKepu ¢ BHCOKA MPEIUKTHBHA CTOMHOCT 3a Pa3BUTHUETO HA YCIOXHEHHS, CBbP3aHU ChC
3aTIBCTSBAHETO, BKJIIOYUTEIHO 3axapeH auader u MeTrabosuTeH cUHIpoM. B Hamiero
npoy4uBane Osxa m3cneaBanu 153 gymm Ha cpemHa Bb3pacT 52,05+11,74 roaunun, paznencHu B
YEeTUPH TPYIH - Tpymna | cbe 3aTirbCcTsABaHe Oe3 BhriexuapatHu Hapyiienus (N=35), rpyma 2 ¢
npeaunader (n=38) u rpyna 3 (n=38) ¢ HOBOOTKPHUT 3axapeH AMAOET W KOHTPOJIHA Ipyma OT
3apaBu  Jmna (N=42). TlpocieauxMe HUBaTa Ha acOpo3WH B LEJUS  CHCKThD Ha
BBIVIEXUIPATHUTE HApyIIEHUs KaTO YCTAaHOBUXME CHUTHU(UKAHTHO IO-BUCOKHM HHBA IIpH
naunara ¢ 00e3UTeT U TIMKEMHYHU HapyIIeHUs CIpsIMO KOHTpojHarta rpymna. [lo-Bucoku HuBa
ce KOHCTaTHpaxa U MpH JUIaTa ¢ 00€3UTET U BBIVIEXUAPATHU HApYLIEHUs CHpsIMO Te3u 0e3
CBhOTBETHUTE OTKJIOHEHUA. OT NPOBENEHNS KOPENAMOHEH aHAJIN3 CE€ OTUYETE ITO3UTUBHA BPb3Ka
MEXJy CEepyMHHUsl aclpO3MH M MOBEYETO OT AHTPOIOMETPUYHHUTE IOKa3aTeld, KaKTO U C
KpbBHaTa 3axap Ha 60 mMuH B pamkute Ha OI'TT. Ilo oTHomeHMe Ha NPOBENEHUTE
MHCTPYMEHTAJIHU U3CJE/IBAHUS CE€ OTYeTe MO3UTBHA BPB3KAa MEXAY aclpo3WH M MHJIEKCa 3a
nepuepHa HeBpONaTusl.

HayuHusT oT4YeT € mpHeT chbC CIeIHUTE OLIEHKH 1o ckanata Ha CMH:

/IOBPA - 3a u3BbpllIcHaTa HAYYHOU3CIIEI0BATENICKA JEHHOCT;

BHCOKA - 3a npunoca 3a opopMsiHe Ha AUCEPTALMOHHUS TPY/I;

BHCOKA - 3a npuHOCca BBpXy Npolieca Ha MOArOTOBKaTa Ha JOKTOpaHTA.

Jorosop /1-136/04.06.2021 r. XapaKTepuUCTHUKA HA 0CBOO0KJaBaHETO Ha
¢ayopHHU IOHU OT pa3/IMYHU OMOAKTUBHM OOTYPALlMOHHU MaTepHaIHn

Hoxropant: Bukrtopus Bennsaposa ['aTeBa

Hayu4en pbkBoauredn: IIpod. n-p Haranus ["ateBa-I'ppHuapoBa

ba3zoBa opranmsamusi: MY - Codus, ®JIM, Kareapa mo nmercka AeHTaIIHA MEIWIIMHA, TP.
Codus, yn. I'eopru Coduiicku 1

PE3YJITATHU: Ilenta Ha wu3cienBaHeTo Oemie Ja Ce€ OICHWM KOHIIGHTpauusTa |
IPOABIDKUTETHOCTTa Ha OCBOOOXKJaBaHe Ha (UIyOPHM WOHM OT HSKOM BHJIOBE MaTepUalld -
riac Honomepen numeHT - Fuji IX GP (GC), xomnomep - Dyract XP (Dentsply Sirona) u
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ruomep - Beautifil II (Tokuyama Dental), u3non3Banu kato oOTypallmOHHU MaTepHald BbHB
BPEMEHHOTO Ch3b0Me. BbB Bpb3Ka C M3MBIHEHUETO Ha IIeNTa 0s1Xa MOCTaBEHH U M3ITBJIHEHU 2
3amaun. [IppBaTa 3amaua Oemie Aa ce W3MepU KOHIEHTpauusara Ha ¢JyopHH HOHU B
NeiioHM3MpaHa Boaa ciel| 24-4acoB MPECTOil B Hest Ha 00pa3Iy OT BCEKU €IMH OT M3CIICABAHUTE
Matepuani. Bropara 3aiaya Oe olieHKa Ha MPOMSHATa HAa KOHIIEHTPALUITa UM BbB BpEMETO. 32
U3ITBJIHEHUETO Ha 3a7aunTe 0sxa n3padborenu no 20 HMIMHAPUYHU 00pa3Ly OT BCEKU OT TPUTE
u3cneaBaHu o0TypannoHHu Matepuanu. Ciaen u3paboTBaHETO UM, BCHUKH 00pa3Iy MpecTosxa
B HHKYOaTOp, MOTONEHU B 5 MJI AeiioHn3upana Boaa, npu 37°C, 3a 24 gaca, 3a Aa c€ BTBBPAST
HanbsHO. IlocnenBa m3MepBaHe Ha KOHIEHTpanusita Ha (IyopHHTEe HOHM B cpeaara ¢
MOMOIITa Ha TIOTONICH B HES WOH-CENIEKTUBEH EJEeKTPoa 3a (hIyopHH WOHH, CBBP3aH C HOH-
MeTbp. Crenl mpoBekIaHe HAa TecTa, MWIMHAPUYHUTE oOpa3iu Osxa MPOMUBAHU C MpsiCHA
JeoOHM3MpaHa BOJA, MOJCYIIABAHW W TPEMECTEHH B HOBU (IAKOHM C 5 M TpsAcHA
neilonnsupana Boja. [Ipouenypara ce moBTapsiie BCEKU JACH B MPOIBIDKEHHE HA 7 THH, CIE]
koero Ha 14tu, 21Bu u 28Mu 1eH. AHATU3BT HA pe3yNTaTHTE Mokasa, ye I'ML] mpepn3xoxaa
KOMIIOMEpa U TMOMepa IO OTHOIIEHHE OCBOOOXKIABaHETO Ha (hIyOopH]l 3a BCHYKH BPEMEBH
MHTEPBAJIM ChC CTATUCTUYECKH JIOCTOBEpPHA pasiuka. Pasnnkara Mexay komnoMmepa U ruomepa
HE € JJOCTOBEPHA, HO KOMIOMEPHT NEMOHCTPHpPA MO-BHCOKU CTOWHOCTH 32 BCUYKU BPEMEBH
uHTepBad. UM Tpure Marepmana OCBOOOXIaBaT HA-BUCOKH KOHIEHTpamuu ¢uyop mpe3
I'BPBUS JIEH, Clie[] KOETO HACThIIBA PA3BK CMaJl B OTIACISHETO Ha (PIyop U MPOIBIKUTEIHO
M3IbUBAHE HA NMO-HUCKK HuBa 1pu TULI 1 ruomepa. Tlpu koMmomepa TakbB Ps3bK CHA HE Ce
HaOJro1aBa.

HayuHusT oTUeT € mpHeT chbC CIAeAHUTE OLIEHKH 10 ckanarta Ha CMH:

3A4A/I0OBOJIHNTEJ/IHA - 3a u3BbplIeHaTa HAYYHOMU3CJIEA0BATENICKA IEUHOCT;

BHCOKA - 3a npunoca 3a opopMsiHe Ha AUCEPTALUOHHUS TPY/;

BHCOKA - 3a npuHOCca BbpXY IIpolieca Ha MOATOTOBKATA HA JOKTOPAHTA.
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MEJIUKO-COLIMAJTHA OBJIACT 2021

Jorosop /1-137/04.06.2021 JIOHrMTYAWHA/IHO NPOy4YBaHe HA KA4Y€CTBOTO
Ha ’KUBOT U aHAJIU3 HA pa3XxoAUTe 3a JIeYeHHe Ha MalUeHTH ¢ aKpoMerajus B

bbarapus

JoxkTopanT: flnuna AutoHoBa PyceHoBa, 3a/104€H TOKTOPaHT

Hayuen ppkBoaures: [lon. Mapus Kamymesa, nd n on. Aranacka Enenkona, ad

BazoBa opranmzammsa: MY - Codusa, O®D, Karenpa Opranuzanuss ¥ HKOHOMHKA Ha
dbapmanuara®, yi. ,,Jlynas* 2, rp. Codus, 1000

PE3YJITATH: Llenta Ha npoy4YBaHETO € Ja C€ OLEHHU B JBITOCPOUYEH IUIAH Kaue€CTBOTO HA
KUBOT Ha MAallMEHTU C akpoMmeranus B bwirapus, croiiHocTHaTa e()eKTUBHOCT Ha MPUJIAraHOTO
JICYCHUE U CBBP3aHUTE PA3X0. 3a MOCTUTaHEe HAa MOCTABEHUTE 1LIETH ca MPHUIIOKEHU Ha0op OT
uHCTpyMeHTH: (1) cucremaTHyeH mperie] Ha quTeparypara; (2) aHKeTHO MmpoydBaHe cbe SF-
36, EQ-5D u AcroQoL; (3) cxbupane Ha gemMorpad)CKu ¥ KJIMHUYHH JTaHHH PETPOCIICKTUBHO 3a
xocnuranmsupanure nanuentu ¢ akpomeranuss YCBAJIE "Axan. Uan Ilenues", Codus; (4)
MuKpOOCTOMHOCTSIBAaHE HA TUPEKTHUTE U MHAUPEKTHUTE pazxo.u; (5) mpoBexkaaHe HA aHAIIU3
pa3xoq-epeKTUBHOCT, (6) CTATUCTHUECKH MeToAu 3a oOpaboTka Ha maHHute. [loBedero
UICHTU(QUIMPAHU TIPOYYBAHMS CE€ OCHOBaBaT Ha (hapMaKOMKOHOMHUYECKOTO MOJEIHpPAHE ChC
CPaBHHUTEIIHM QJITCPHATUBM COMATOCTATMHOBM aHAJIO3M W Pegvisomant. JlurepaTypHUST
Mperje/l MoKa3Ba BAKHOCTTA OT aHAIM3UPaHEe HA €PEeKTUBHOCTTA U CTOMHOCTHATA €)EKTUBHOCT
Ha NpWJIAraHUTe TEpaluy 3a aKpOMErajaus 3a LEIUTE Ha B3€MaHEe Ha 0OOCHOBAHM PEIICHUS B
31paBeona3BaHeTo. CHUCTEMATHUHUSAT Iperjes] Ha MPOYYBAHMS 3a KAaUYEeCTBOTO HA JKUBOT HA
MalMEHTH C aKpOMErajiis MOTBBPKJaBa HEOOXOIUMOCTTa OT MEPUOAMYHO NPOCIEIsSBaHE U
OLIEHSIBaHE Ha KayecTBOTO Ha >KUBOT. IIpoBeseHOTO cOOCTBEHO MpOyUYBaHE HAa KaYeCTBOTO Ha
KMBOT TOKa3Ba, ue KEHUTE MMAT MO-HUCKU cTorHOoCcTH Ha ACr0Qol ot mmxere 50 vs. 66 (p
<0,05). ITo-HHUCKN CTOWHOCTH 32 Ka4eCTBOTO HA >KUBOT MPU OKTPEOTH CIPSMO OKTPEOTHU] +
pegvisomant ca uaeHTUUIIMPaHH ¢ BCHUKK BhIpocHuIm: 57 cpemry 67 AcroQol (p = 0,0405),
0,699 cpemry 0,7586 EQ-5D (p = 0,0595) u 57,94 cpemty 66,06 SF-36 pesynraru (p>0,093).
AcroQol, EQ-5D u SF-36 ca Hajex/IHU BBIPOCHUIH, IPUIOKHUMH 32 OBJITaPCKOTO HACETICHUE
c akpomeranusi. ToBa MHUIOTHO MPOYYBaHE MOTBBHPIM, Y€ KOMOWHHUpaHAaTa Teparus, KOSITO
BKJIFOUBa OWOJIOTMYHA TEpamusl € CBbp3aHa C MO-BUCOKU pe3yiratd Ha ACroQol oTHOCHO
BBHIIHHUS BHJ OTKOJIKOTO MOHOTepamusita — 3aKiIlo4YeHHe, KoeTo TpsOBa nga Obie
JOMBIHUTETHO TMOTBBPACHO. AHANINU3 pa3Xxoa-e(EeKTHUBHOCT II0Ka3Ba, Y€ BEPOSTHOCTTA
KOMOMHHpaHaTa TEpalusi COMATOCTAaTMHOBHM aHANO3M + pPegvisomant mga e CTOMHOCTHO-
e(eKTUBHA CIPSAMO MOHOTEpamusiTa CbC COMATOCTATMHOBM aHAJIO3U IMpPU H3MEpUTET Ha
pesynrata u3meHenue Ha HuBata Ha IGF-1 e okono 70%, a mpu uU3MepuTeNn Ha pe3ynrara
QALY - okoio 23% mpu CbOTBETHHS TIpar Ha PEHTa0MITHOCT.

Hayynu ny0uKanum 4 NposiBU:

e K. M. Hryen, f. PycenoBa, M. KamymeBa, K. MutoB. OueHka Ha CTOMHOCTHAara
e(eKTUBHOCT Ha TepamnusATa 3a aKpoMerajius — JIMTepaTypeH mnperiea. MeaunuHCcKu
xypHan YMBAJI "Cs. Anna". 2021;VII (1-3): 39-44.

¢ Rusenova, Y., Vandeva, S., Elenkova, A., Petrova, G., Kamusheva, M. Quality of life
of patients with acromegaly: comparison of different therapeutic modalities, Expert
Opinion on Orphan Drugs, 2022;10:1, 48-54, DOI: 10.1080/21678707.2022.2153670

e [IvpBanoBa A, Pycenosa I, KamymeBa M. u xon. OneHka Ha KayecTBOTO Ha >KUBOT
py MalUMEeHTH C akpoMeranus - cucremarudeH nperen. XII Hanumonanna
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KoH(pepeHnus 3a peakud Oonectu W JiekapcrtBa cupard. 10-11 cemremBpu 2021 T.
Bupryanen Konrpecen LlenTsp. 151.
e Pycenosa f, Ilemesa M, I'anoB H. u xon. Onenka Ha CTOWHOCTHATa €()EKTUBHOCT HA

TepanusiTa 3a akpoMeraius B bbiarapust — qaHHu OT peajHaTa TeparneBTUYHA MMPAKTHUKA.
XIII Hamumonanna koH(epeHIMs 3a peaku Oonectw W JiekapctBa cuparu. 9-10
CenremBpu 2022 r. [InoBaus.

Hay4HusT oTueT € mpHeT cbe CleIHUTE OLEHKH o ckasata Ha CMH:

OT/IHYHA - 3a u3BbplICHATa HAYYHOU3CIIEI0BATENICKA JEHHOCT;

BHCOKA - 3a npunHoca 3a ohopmsiHe Ha JUCEPTALMOHHHUS TPYI,

BUHCOKA - 3a npuHOCa BbpXY IpoIleca Ha MOJrOTOBKATAa HA JOKTOPAHTA.
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KOHKYPC ,CTUMYJ/IMNPAHE HA HAYYHUTE U3CJ/JIE/IBAHUA B
OBJIACTU CITIOCTUTHATU BUCOKHU TIOCTUKEHUA’

2020-2021

Jorosop /1-38/04.03.2021 PossiTa Ha HOBU GMOMapKepH 3a CbPAEYHO
CbJO0BUS PUCK U METAOO/IMTHUTE IPOMEHM NPH NALMEHTH C 00e3UTET npeau
U cJie], 6apuaTpuYHa/MeTa0o0/IMTHA XUPYyprus
N3caenoaresicku ekui: [Ipod. 3npaBko AcenoB KameHos, 1M, 1MH
e Jlou. 1-p Aurtoanera ['ateBa, nm, nmMH - MY
Hou. 1-p Bepa Kapamdunosa, im
I'n. ac. n-p AABop AcboB, IM
n-p AnToHuHa ['epranosa
Ac. n-p Ligeran 'ateB
Ac. n-p Useta Henesa, im
[Ipod. Kocragun Anrenos, im
Hou. 1-p Koncrantun I'po3nes, 1M
I'nn. ac. XKynuera Xpucrosa-JlumMutposa, M
[Ipod. Panxa KvHeBa, 1M
e Beponuka IleTkoBa

Bba3oBa opranmsamusa: MY - Codusa, Meauuuucku ¢akynrer, Karegpa mo BbTpemrHu
6onectu, YMBAIJI “Anexcanaposcka™ EAJ], yn. CB. 'eopru Coduiicku 1, Codpus 1431

PE3YJITATHU: 3aTnbCTIBAaHETO € XPOHUYHO METAOOJUTHO CHCTOSHUE, KOETO MPEICTaBIIsIBA
CEpHO3€H PHCK 3a Pa3IMyYHH 3ApaBOCIOBHHU NpobieMu. CBbp3aHO € ¢ HaMaJleHO KayecTBO Ha
KHUBOT, HamalieHa paboTOCIOCOOHOCT H JOpH CMBPTHOCT. Korato apyrm Mertoam ca
HeeeKTUBHM, OapuarpuyHata (MeTaboJIMTHA) XMPYprus € Hal-e(eKTUBHMAT BapHaHT 3a
yIpaBJIeHNE Ha TEKKOTO 3aTIBCTABaHE. B mocienHo Bpeme nMa HapacTBalll HayueH HHTEpeC 3a
pa3bupaHe Ha MEXaHU3MUTE, 4Ype3 KOMTO MeTaOOJMTHATa XUPYpPrHs HE caMoO JOBeXJaa /0
oTcitabBaHe, HO U Ce€ CIIPaBs ChC CBBp3aHM ¢ 00e3uTeTa ycnokHeHus. Llenta Ha u3cieaBaHeTo
0e a ce OLICHM B paMKHUTE Ha MPOCIEKTHBHO MPOYYBaHE pOJIATa Ha HOBU OMOMAapKepH 3a
CBP/ICYHO-CHIOBUS PUCK U METAOOJUTHUTE TIPOMEHU TPH MAUEHTH C 00E3UTET TPEAN U CIIeH
MeTabonuTHa Xupyprus. M3cnenBanu Osixa 27 MalUeHTH, MOIXOMSNIM 3a OapuaTpuyuHa
xupyprust (BMI > 40 kg/m2 wiau BMI > 35 c¢be 3/IT2), kouto 0sxa ChIIOCTAaBEHU C KOHTPOJIHA
rpyna 3zapaBu gobposonuu (N=27). Te Osxa mpociefeHH B paMKUTe Ha 6 Mecena cieq
onepatuBHata uHTepBeHMss (RYGB, pbkaBHa ractpekromus, OAGB). B pamkure Ha
HACTOSIIETO M3CIIEBAHE C€ YCTAaHOBM CTAaTHCTUYECKM JIOCTOBEpHA pPa3jiMKa MEXJy HHBArTa,
kakto Ha ASprosin, taka u Ha CTRP-1 mpu manuentuTe ¢ 00e3WTET Mpeau OapuaTpudvHa
XUPYPIus U 3paBuTe 100poBoiIH. ChIIO Taka ce YCTAHOBH M CXOJIHA pa3liKa Ha 6 Mecell OT
MIOCTOIIEPATUBHOTO TIPOCTENsIBaHE MEXKAYy NAIMEHTUTE MOJIOKIIN Cce Ha OapuaTpuyHa
XUpYprus U KouTponute. OTueTe ce ¥ 3HaYMMa pPeayKIHs B HUBAaTa UM CJIE€J0NEPAaTUBHO, KOETO
Ce acolMupa ¢ PEeAyKIHATA B alleTUTa U ChPJCYHO-CHIIOBHS PUCK Ha MarueHTuTe. Hamepenn
0sxa 3HAYMMH KOpeNallid Ha CepyMHHTE HUBA Ha ASProSin M ChOTHOIICHHETO TaJIHsl/XaHII
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(Spearman’s coefficient rho = 0,308, p = 0,038), ¢ Fat% (Spearman’s coefficient rho = -0,384,
p = 0,007), ¢ merabonutHa BB3pact (Spearman’s coefficient rho = 0,536, p = 0,000) u cbe
CpejlHa CTOMHOCT Ha MHIEKca 3a jJebelMHa Ha MHTHMa-Meana uHaeke (Spearman’s coefficient
rho = 0,522, p = 0,000). HeoOxoaumu ca IOIBIHUTEIHU MPOYYBAHUS C MPOCIEKTHBEH
XapakTep IpU rojrsiMa rpymna nmaoueHTH C OIJICa 33,HLH60‘{CHOTO IIPpOYy4YBAHEC HAa MIPOMCEHUTE,
KOUTO HACTBIIBAT IIPU MALMEHTUTE TOJIOKEHH HA OapuaTpuYHa XUPYPTHUs.

Hayuynu ny0aMKanuy 4 NposiBu:

e “Serum CTRP-1 levels in patients with obesity before and after bariatric/metabolic
surgery” — submitted abstract, ID: 163, IFSO World congress of Bariatric and metabolic
surgery, 30.08-01.09.2023, Naples, Italy

Hayunust otuer e npuer ¢ JOBbPA ouenka no ckaiara Ha CMH.

Jorosop /1-39/04.03.2021 OuneHKa HAa IPOrPeCUBHOTO BACKYJIAPHO
peMojevMpaHe HA MO3bYHHUTE aPpTEPUO-BEHO3HU MaIPpopManuu
N3caenoBaresicku exkui: [Ipod. n1-p Cranumup Credanos Cupakos, 1M

e Ac. 1-p Anekcanabp CupakoB, 1M

e JI-p Upena NBanoBa, nm

e Ac. 1-p Jumursp MoHOB

e Ac. n-p Hukomnaii JInnsaaoB
Bba3zoBa opranmszanus: MY - Codust, Meauuuncku axynret, Karenpa no obpasna

nuarHoctuka; Cexrop UnrepBenunonanna pearrenonorusi, Y MBAJL ,,C. MBan Puncku EAJ]
Anpec 3a koHTakTH: Oyn. Akan. MBan ['emoB Ne 15, momencku kox: 1431, Codus

PE3YJITATHU: Mo3bunure aprepuo-BeHo3Hu mandopmanuu (ABM) ce acoumupar cbe
3HAYUTEJIEH PUCK OT PYNTypa M mocienaBall (ataneH MHTpakpaHUaleH KPbBOMU3IUB MOPAIH
HapyIlIeHO IIFPHTHpAHE Ha apTepualiHaTa KPHhB BHB BEHO3HATA KOMITIOHEHTA WM JIMIICAaTa Ha
KaIlWIsIpHO pyciio. MexaHu3MHTe, y4acTBalllK B PacTeka, IPOrpecusTa u pazputueto Ha ABM,
He ca a00pe m3ydeHu. llenta Ha HacrosmeTo w3cieABaHe O Ja OLEHH NPOTPECHBHOTO
BaCKyJIapHO pPEMOJIeIMpaHe Ha MO3bYHUTE AapTEPUOBEHO3HH MasihopMalM IOCPEACTBOM
KITMHUKO-JTA00paTOpPHU METOIU. Y CTaHOBEHA O€ Bph3KaTa MEXIy Bb3pacTTa U CEpYMHUTE HUBA
Ha MaTpUKCHaTa MeTtajompoTenHaza — 9. C Bcska ciefBalla roJuHa OT HAaIlpeIBaHETO Ha
Bb3pactra HUBa Ha MMP-9 curaundpukantHo nHamansBat ¢ 0,644%. He Osixa ycraHoBeHH
nparoBu HUBa 32 MMP-9 u 3a ICAM-1, kakTo BbB BEHO3HA, Taka U B apTepHajHa KPbB 3a
pasrpaHM4yaBaHe Ha NALMEHTUTE C KbPBEIH, CHPAMO Te3U C HEKbpBeaH Mo3buHH ABM. He
0sixa ycraHoBeHu mnparoBu HuBa 3a MMP-9 u 3a ICAM-1 B nepucdepHa BeHO3Ha KpbB 3a
pasrpaHn4aBaHe Ha MalMEHTHTE ¢ MO3b4YHM ABM cnpsMo 3apaBuTe KOHTPOIU. Y CTaHOBSBA
ce, 4ye MMa CTaTUCTHUYECKU JOCTOBEpHA pasiuka Mexay HuBata Ha MMP-9 B kpbBTa B3era
MPOKCUMAITHO OT apTepusTa XpaHella apTepHo-BeHO3HaTa Majdopmanus W nepudepHa
BEHO3Ha KpBbB U3XOAHO, Ha 24 dyac clle[l €HJOBacCKyJapHaTa HHTEpPBEHLUs U Ha 7
noctonepatuBed neH (P=0,012). He ce ycTaHOBM CTaTHUCTHYKH JOCTOBEpPHA Pa3IMKa MEKIY
HuBata Ha ICAM-1 B KpBBTa B3eTa MPOKCUMAIIHO OT apTepuUsTa XpaHella apTepro-BeHO3HAaTa
Mandopmanus u nepudepHa BeHO3HA KPBbB H3XOJHO, Ha 24 dac ciea eHJoBacKyJiapHaTa
MHTEpBEHIM ¥ Ha 7 noctrpouenyper neH (p=0,595). He ce ycraHoBM Bpb3Ka Mexay moja
KPHBOM3IMBA KaTO IThpBOHAYAJIHA H35BA HA MO3bYHATAa apTEpPHO-BEHO3HA Maj(opMainus
(p=1,000). HeoOxomumMo € J&a ce MNpOBEAaT NO-HATATBHIIHM W3CIEABAaHHUS TPH TOJsIMa
TIOITYJIAIHS OT MAIMeHTH ¢ KbPBEIM U HEKBPBEIN MO3BYHH apTEPHO-BEHO3HH Maj(pOpMaInu ¢
OTJIeI 110-3aIbJIO0YECHHU U3CIICABAHNS Ha ChJOBOTO PEMOCTHPAHE.

Hayunaust otuer e npuer ¢ JOBPA ouenka no ckaiatra Ha CMH.
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Jorosop /1-42/08.03.2021 BbBexxaaHe U ONTUMU3UPAHE HA METO/, 3a aHAJIU3

Ha AMHAMHUYHA eKClaH3uA B reHa ATXNZ2 npu nagyeHTH ¢ aMUoTpopuyHa
JlaTepaJiHa CKJiepo3a

H3cnenoBarencku exkun: [Ipod. Andena [IspBanoBa Togoposa-I'eopruesa, n10H
e Axan. npod. n-p Banbo Mutes, nm, 10H
e ['n.ac. busna I'eopruesa, 160
[Tpod. Npaiino Tepues, AMH
Suka Jlanryiosa
Tuxomup Tonopos, 16
e (CnaBko OpmaHKUEB
bazoBa opranmszamus: MY - Codusi, Meguuuncku ¢dakynrer, MY-Codusa, Karenpa mo
Menunuacka xumus 1 onoxumust, Cexknus bruoxumust

PE3YJITATHU: bonecrra Amuorpoduuna natepanHa ckiepo3a (ALS) e psako u HegeuyrnMo
HEBPOJICTCHEPATUBHO 3a0oisiBaHe ¢ JieTalneH u3xox. Llenra Ha HaydnaTta paspaboTka Oemie
BBBOKIAHE W ONTUMH3MpaHe Ha MeToj 3a aHanu3 Ha auHamuuHata (CAG)n ekcrmaH3us B
ATXNZ rena mpu mamyeHTd C MpeAarnoyiaraeMa KiIMHW4Ha auarHoza ALS cpen Obnarapckara
nomynanus. bemie pazpaboTeH U oNTUMHU3UPAH METOA 3a aHanu3 Ha ekcran3uu B ATXNZ reHa.
PCR 6a3upanusT MeTox 3a JAETeKIHs upe3 pparMeHTeH aHau3 Oelle yCIenHO MPUII0KEeH, 3a
otkpuBaneto Ha (CAQG)n excian3uu B ATXN2 rena. Ha 6a3zara Ha npoBeieHUTE MOJIEKYJISIPHO-
TCHCTUYHU W3CJIeBaHUsl OsiXa TEHETUYHO TOTBBPACHM 9 mamueHTa ¢ mpenojiaracma
KIMHUYHA quarosza ALS, kato oTkpuxme 7 excnan3uu B pamkute Ha 27-30 CAG noBTopa u 2
rpaHnyHu ctoiHOCTH OT 26 CAG. bsixa reHeTHYHO NOTBBPACHU U JiBaMa aCUMITOMAaTUYHU
POJICTBEHUIIM HA [BaMa OT U3CJE/IBAHUTE MAIMEeHTH, KaTO OTKpHXMe 28 MOBTOpa MPH EIMHHUS
OT TSIX W TPAaHUYHHUTE 26 TIOBTOpA TPU JAPYTHUsS, OTTOBAPSAIIM HAa T€HOTHUIIA HA WHICKCHHTE
narueHTH. [Ipu mpoBeneHoro wuscnenBaHe Ha ATXN2 rena HaOmrogaBaxMe uecToTa Ha
excranzuurte ot 4,5% npu ObJIrapcKku MalKUeHTH, KOSTO € OJM3Ka J0 Ta3H OT JUTepaTypHara
cnpaBka (~4,7%) 3a Bcuuku ciydan Ha ALS [Elden et al., 2010]. bpoar Ha uscnenBanute
MAIUEHTH € MAIBK, HO C€ YCTAaHOBSBA SICHA KOpENAls MEXy TeHOTHIT U (SHOTUITHUS Oerer
,Haudajao Ha 3a00ysBaHETO : MO-paHHO Hayano Npu Hanuyue Ha mo-roiemu CAG ekcrnaH3uH.
IIpn BepTukanHO TmpociensBaHe Ha YyHaciensBaHero Ha 28 CAG exkcrnaH3usTa IpH
POJICTBEHUIIUTE HA UHIEKCHUS MAIMEHT, YCTAHOBUXME CTa0OMIHO MMPEMHHABAHE B MIOKOJIEHHUETO
(28 CAG > 28 CAGQG). I'pannunurte croiinoctd (26 CAG moBTOopa) TpsiOBa 1ga ce
WHTEPIPETHPAT B KOHTEKCTa HA KIMHUYHATA M3sBa. Te3W TpaHUYHM €KCIAH3WU MOTraT Ja ce
pa3BUAT B TOJIEMH EKCIIAH3WW B CIIEIBAIIOTO TOKOJIEHUE, KOWTO HA MPHB IOTJIEA HE 3acsraT
ManueHTa, HO HMaT MMIAKT BBPXY MOKOJIEHUETO, BCIEACTBUE HA aHTHUIUMAIIMS.
AwmuoTpodudHaTa JaTepagHa CKIepO3a € PSAAKO HEBpPOJETreHepaTHBHO 3a00IIsIBaHE, 32 KOETO
JTUTICBAT TeHETUYHH JaHHM 3a Obarapckute manueHTu. Hacrosimara pa3paboTka nqompuHece 3a
FeHEeTUYHOTO M3scHsABaHe Ha 4,5% ot 200 mamueHTa, ¢ KOeTO ce 000rarsaBaT CBETOBHHTE 0a3u
JaHHY ¢ JaHHH 3a OBJIrapcKara Mmomysarus.

Hayunust otuer e npuer ¢ JOBPA ouenka no ckaiatra Ha CMH.
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Jorosop /1-43/08.03.2021 MoJ/ieKy/IHO-TeHeTUYHM BapuaHTU B reHa BTD,
KoAMpaLl eH3MMa 6MoTHHMAa3a B bbarapus
H3cnenoBarenckm exun: [n.ac. bunsina I'eopruesa ['eopruesa, 10
e IIpod. Anbena Tomoposa-I'eopruesa, 16, 1OH
I'n.ac. CunBus Kanenaeposa-Bniikoa, 10
Mapus lronreposa
Suka Jlanryiosa
I'n.ac. Auu MuteBa
CnaBena AteMuH
e Urmuka Mopnasosa, 16
Ba3zoBa opranmsamus: MY - Codusa, Memununcku ¢axynrer, Karenpa mo MeaummHcka
XUMHUS 1 OUOXUMUS

PE3YJITATH: Lllen na npoyuBaHeTro O Aa yCTaHOBUM CHEKTBHPAa OT MOJIEKYJIHO-T€HETUYHU
BapuanTu B BTD rena u texuus edekT BbpXy aKTUBHOCTTa Ha e€H3MMa OuoTuHHIa3a. Che
cnetuduuen codryep GenSearchNGS (1.7.03) npeananusupaxme HamuuHu gaHHd oT NGS
aHanu3u oT 135 marmeHTa ¢ pa3HOOOpa3HU KIMHUYHH TUArHO3U C OTJIeNl ThPCEHE Ha Pa3InyHU
MoJieKyIHU BapuaHTH B BTD rena, kouto norBbpauxme u cbc cekBeHupane no Canrep. C
JMPEKTHO CEKBEHUpPAHE MPOBEPUXME HANMYMETO Ha MyTarusara P.Asp444His npu 100 3apaswy,
HOpPMAaJTHU, HEPOJCTBEHN KOHTPOJHHU NPOOH, MU3IMOI3BaHU 32 Ne(PUHUPAHETO HA KOHTPOIHUTE
TpaHMIM Ha HOpPManHa OWOTHMHMIA3HA aKTHBHOCT. YCTaHOBHXME, Y€ YecToTara Ha
HocUTeICTBO Ha P.ASp444His B bwirapus e mo-sucoka (11,53%) or myOnukyBaHata B
CBETOBHaTa JiuTeparypa. JedhuHupame KOHTPOJHHWTE TPaHUIM HAa HOpMaliHa OMOTHHHIA3HA
aAKTUBHOCT Ipu HeHocuTenu Ha P.Asp444His— cpeano 5,34 pmol/min/muck (nipu rpanuiu 3,70
- 6,96 pmol/min/muck). Ilpu Hocutenure Ha P.ASp444His ycraHOBUXME OMOTHHHIA3HA
akTuBHOCT cpeano 3,69 pmol/min/muck (oxomo 69% oT cpeaHata HOpPMalHa EH3WMHA
aKTHBHOCT). Y CTaHOBHXME, Y€ caMo Ha 0a3aTa Ha OMOTHHHUIA3HATa aKTUBHOCT HE MOXeE Jia ce
NOTBBPJM WM OTXBBPJIM HOCHUTEICTBO Ha ,Jekata™ wyrtamus P.ASpdd4His. Tlpu
npeananmzupane Ha NGS pesynrTarute Ha HanMEHTH C Pa3HOOOpPA3HW KIMHWYHH JUATHO3U
OTKpUXMe 7 MyOJMKyBaHHW MoJIeKyqHM BapuaHTH B BTD renma — 2 matoreHHum BapuaHTa:
€.1330G>C (p.Asp444His) u c.625C>T (p.Arg209Cys), 4 Henatorennu Bapuanta: C.1413T>C
(p.Cys471Cys), ¢.1171C>T  (p.Pro391Ser), ¢.261C>T (p.Asn87Asn) wu ¢.645C>T
(p.Leu215Leu), u 1 BapuanT ¢ HeompeneneHo 3HaueHue: c.133G>A (p.Gly45Arg), ¢ koero
pasiupsBamMe MO3HAHUATA 110 Beue U3BECTHUTE MOJIEKYJIHU BapuaHTH B reHa. OTKpuxmMe ABama
MAIMeHTa, IPH KOUTO € MHOTO BEPOSITHO Ja Ce Kacae 3a YacTHueH OMOTHHHIA3eH AepHInT —
CMMHUAT TAlMEeHT € XOMO3HMIOT 3a uecrara Myrauus P.ASp444His, a apyrust e JBOCH
xerepo3uroT 3a P.Asp444His u p.Arg209Cys. U npu nBamata mai@eHTa 10 MOMEHTAa HUKOTa
He e Omia JolycKaHa KaTo BeposTHA KJIMHWYHA JUarfHo3a OMOTHHMIA3eH AeDULUT, KOETO
MOKa3Ba, Y€ HAIIUTE JIEKAPH CIEHUAINCTH OW TpsOBajo Ja ce 3alo3HasT ACTANIHO C
XapaKTepUCTUKUTE Ha TOBa 3aboisBaHe, 3a Ja MOXE Ja ce MNpeUIoKH Ha cemelcTBaTta
MpaBHUJIHA JHATHOCTHKA, HABPEMEHHA TEpanus U aJeKBaTHAa TeHETHYHA KOHCYJITAIHSI.
Hayunusr oruer e npuer ¢ ZJOBbPA ouenka no ckanata Ha CMH.
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Jorosop /1-44/08.03.2021 IIpuchbCTBHE HA HUCKO, CPEAHO U BUCOKOPUCKOBU
THUIIOBE YOBEUIKM NAalMJIOMHU BUPYCH B ThKAHHU MaTepHUaJ/Id HA MALlUEHTH C
A00pOKaYeCTBeHa NPOCTaTHA XUIepIIa3us, IPeKaHUEePO3HU CbCTOSAHUS

U /WINA NIPOCTAaTEH KAPLUHOM

N3caenoBaresicku ekun: ['n1. ac. CunBus ['eopruesa Kanenneposa-Breikosa, 16

e IIpod. Anbena Tonoposa-I'eopruena, 10H

e [ ac. bunsna I'eopruesa, 16

e Ac. Anuta KaBpbkosa, 10

e Kpemena MeceukoBa
ba3zoBa opranmsamusi: MY - Codus, Memunuacku ®Pakynrer, Kareapa mo MeaurnuHcka
xumus u buoxumust, yi. 3npase 2, Codus 1431

PE3YJITATH: Nma nannu, nmokasBauiy MO3UTHBHA aCOLMAIMS HA BUCOKOPHCKOBH YOBEIIKH
narwioman Bupycu (UIIB) ¢ mosiBa m mporpecus Ha mpocrateH kapuuaom (I1K), na 6asza
OHKOTEHHAaTa MM OHOJIOTMYHA aKTHUBHOCT. TecTBaxme ObJIrapcku npoOaHAM 3a Hajau4ue Ha
HUCKO, cpeaHo u Bucokopuckosu YIIB npu I1K. U3cnensaxme 55 “tru-cut” Guorncuu ¢ gqokasaH
IIK u 17 ¢ mobpokadectBena mnpocratHa xwumepmiasus (IAI1X). Ilpunoxkuxme JJHK/PHK
exctpakuusi, PCR- 06asupan xubpuamsammonen meron. Cev3mamoxme JIHK/PHK 6anka ot
npo6u Ha nanuentu ¢ nuanosa [IK u 11X ¢ nerannHo onucaHu NpeIKIUHUYHU U KIMHUYHUA
xapaktepuctuku. Jlerexktupaxme UIIB B 9,09 % ot “tru-cut” 6momncuure ¢ IIK u 5,88 % c
JIIX. [lerextupanure HucKopuckoBu tunoBe UIIB ca 42 u 54/55, a BucokoprckoBuTe ca 18 u
51. XUCTOJIOrMYHOTO H3ClEeABaHE IOKa3a HaJMYMEe HAa BUCOKO U YMEPEHO AudepeHIupaH
armHapeH ajgeHokapiuaoM B komounanus ¢ 11X, [TMH u Bp3nanenue. Hamurte  pesynrartu
MOJKPENAT XUIoTe3aTra, 4Ye JbJIrOBpEMEHHAaTa akTUBHA HH(QEKIUs, NPEeJuMHO C
BucokopuckoBu YUIIB pompunacs 3a MHpanmpoCTaTHO BbB3MAJIEHUE, MPEKAHIEPO3HU JIE3UU U
JIIX, u [o-KbCHO 3a MAJWTHHU3AIMsA/O310KauecTBYBaHe. [lnaHupame pga pasmmpum
MIPOYYBAHETO CH BBPXY COJIUIHU MPOCTATHU TYMOPH.
Hayynu ny0uKanum 4 NposiBU:
e “Molecular and infectious profiling of prostate cancer” E. Todorova, A. Kavrakova, B.

Georgieva, K. Mesechkova, K. Anachkov, K. Yanev, G. lvanov, G. Derimachkovski,V.

Mitev and A. Todorova. Mexaynapoauus kourpec ESHG 2022, 11-14.06.2022, BueHa,

ABcTpus.
Hayunust otuer e npuer ¢ JOBPA ouenka no ckaiara Ha CMH.

Jorosop /1-45/08.03.2021 Enu/1eMHUOJIOTMYHO TUNIM3UPAHE C MOJIEKYJISIPHO-
reHeTUYHU MeTOAU Ha U30J1aTH Staphylococcus aureus OT pa3JMn4HU
UHpeKI U
N3caenoBarenckn exun: [Ipod. n-p Paiina L{eranosa ['eprosa, im

e Acucr. n1-p Bupna-Mapus Luty, am

e Acuct. Anune MyxrtapoBa, 1M

e [Ipod. Panxa Kpuesa, nm

e Kanuna MuxoBa

ba3zoBa opranmsaumus: MY - Codus, Memuuunckun ®Dakynter, Karenpa mo memaurmHcka
MUKpPOOHOIOTHS

PE3YJITATH: Ilenta Ha TOBa MPOYYBaHE € /1a CE U3CJIEABA MOJIEKYJISIPHATA €UIEMHUOJIOTHS
Ha KIMHUYHO 3HAYMMUTE M30J1aTH Ha S. aUreus u Ja ce OIeH! Bpb3KaTa ¢ TEXHUTE (PaKTOpH Ha
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BUPYJICHTHOCT W AHTHOMOTHYHA PE3UCTEHTHOCT. Pesymraru: OOmo 558 wWHBa3MBHU |
HEMHBA3MBHH KIIMHUYHY 1ama S. aureus, uzonupanu mnpe3 2016-2020 r. ot 6omuumm B Codus,
0sixa uaeHTUGUIMpaHu ype3 (EHOTUIIHM METOAM, BKJI. 3@ TSAXHATa PE3UCTEHTHOCT KbM
aHTUMUKPOOHHM cpezacTBa M chxpanaBanu npu -70°C ¢ rexaure JJHK exctpakTu 3a cieasaiio
MOJICKYJISIPHO-TeHETHYHU u3cienBanus. Becuuku MRSA u npencraButenen 6poit MSSA Osixa
NPOYyYeHH M OIICHEHW 3a pasmpenaeneHueTo Ha craduiokokoBuss RAPD tum u MLST -
cekpeHmoHeH tun (ST). Enmmemuonormynoro tunmsupane mo RAPD meroma mokasBa
LIMPOKO Pa3lpOCTPAaHEHO HO30KOMHUAIHO Pa3NpOCTpaHEHHE Ha 24 KJIOHA U JUBEPreHIUs Ha
MSSA B nepuoga 2016-2020 r. JomMuHHpamusaT TUN A, KOWTO HUPKYJIHPA MO-MHTEH3UBHO
npe3 2016 u 2017 r., moka3Ba BUCOK €NUIAEMHUYEH U UHBA3UBEH NoTeHUMaN. M3omnarture ot no-
HOBHUA KIOH I, oT 2018 T., mOKa3BaT 3HAYUTEIHO MO-BUCOKA BUPYJIEHTHOCT U YCTOMYUBOCT Ha
Makpoiuau B 42,9%, xonupanu ot €rmB u ermC. 15 MRSA kiona 06sxa uneHTH(GULIUPAHU
ype3 RAPD u ner knonannu komriuiekca u 11 ST tuna crorBetHo upe3 MLST meroau. Cpen
TAX JOMUHUpamusaT TN nocinenoBareaHoct € STSCCS - wu3BecTeH MEXKIyHapOAeH
enuaemuyeH kiaoH (EMRSA), chotBercTBam Ha RAPD kiioHa a u mepcuctupaiy mpes 1enus
IIEpHOJ] HAa U3CIEABAaHE C BUCOK €NUAEMHUYEH M MHBa3sUBEH NoTeHUuan. CEeKBEHIIMOHHUAT THIL
ST582CC15, choTBeTcTBaIl Ha KJIOH b, OTHOBO ChABpKA IIaMOBE C BUCOKA BUPYJIEHTHOCT U
enuaeMuyHocT oT Tpute OonHuuu. Kion c, koiito crorBerctBa Ha ST217CC22, nokassail
3HAYUTEIIHA XETEePOTreHHOCT, € OTKPUT camMo B 1 GonHuUIA U Tpu aMOynaTopHH nanueHTu. Kion
d, pecrn. ST8-CCS8, ceappxkamn; camo wuHBasuBeH HA-MRSA, e wu3BecTeH CBIIO Karo
mexayHapoana EMRSA. 3akmiouenne: ToBa u3cnenBaHe Ha BUPYJIEHTHOCTTA, MEXaHU3MUTE
Ha aHTUMHUKPOOHA PE3UCTEHTHOCT, Pa3lpOCTPAHEHHETO HA CEPOTUIIOBETE U MOJIEKYJIsIpHaTa
eMUJIEMUOJIOTHSI Ha KIMHUYHO 3HAUYMMUTE CTa(UIOKOKOBM H30JaTH Ch3/laBa OCHOBaTa 3a
Opaeno HaOJIOJCHHWE HA EBONIONMATA M TCHETHYHATa BPb3Ka Ha OBJITAPCKUTE MIaMOBE S.
aureus B CpaBHEHHUE C TI100ATHOTO Pa3MpPOCTPAHEHUE HA PE3UCTEHTHH KIOHOBE.

Hayynu ny0juKanum 4 NposiBU:

e Bupna-Mapus Craspoc Lluty, MukpoOHonoruuHu 1 reHeTHYHU IPOYYBaHUS BbPXY
BHUPYJICHTHOCTTA, PE3UCTEHTHOCTTA U MOJIEKYJISIPHATA €MHUJIEMUOJIOTUS HA KIIMHUYHU
uzonaru Staphylococcus aureus, Tuceprarms, Codus, 2021

e Raina Gergova, Virna-Maria Tsitou, Svetoslav G. Dimov, Lyudmila Boyanova, Kalina
Mihova, Tanya Strateva, Ivanka Gergova and Rumyana Markovska.. Molecular
epidemiology, virulence and antimicrobial resistance of Bulgarian methicillin resistant
Staphylococcus aureus isolates. Acta Microbiologica et Immunologica Hungarica,
2022;69(3):193-200

Hayunusr oruer e npuer ¢ OTVIHYHA onenka no ckanara Ha CMH.

Jorosop /1-46/08.03.2021 OueHKa Ha UHKPETUHOB OTrOBOP NPHU Pa3/IMYHU

CTelleHU Ha OTK/IOHEHHUA B I/IIKO3HHUA TOoJIepaHC

H3cnenoBartencku exkun: [Ipod. [[erannna sanosa TankoBa, iMH
e [mac. n-p I'pera ['po3eBa-/lamsiHoBa, 1M

I'n. ac. n-p Heena YakwpoBa, am

I'nn. ac. n-p Pymsana Jlumosa-/lparanosa, 1M

I'n. ac. n-p Mapus bosgxuesa-Bnagumuposa, 1M

J1-p Muna Cepaaposa

J-p Auu ToxopoBa, 1M

J-p Ilonuna Ilapkosa

J1-p Maptuna Cankoa
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e JI-p Teonopa fInakuesa
Ba3zoBa opranmzamus: MY - Codus, MO, Kareapa no Ennoxkpunonorusi, YCBAIJIE , Akan.
WBan IlenueB®, Kimmauka no J{maderomorus

PE3YJITATH: llenta Ha u3clieBaHETO € Jla C€ HampaBu OleHKa Ha HUBOTO Ha GLP-1 u
BpBb3KaTa My ¢ MHCYJIMHOBUA 0TroBop B xoj1a Ha OI'TT npu pa3nuunHu cTeneHu Ha HApyIICHUS
B TJIIOKO3HMS ToyiepaHc. M3cnenBanu ca 90 nuua -28 Mbxke u 62 keHH, HAa cCpedHa BB3pPacT
47.1+10.6 romunn, cpenen UTM 31.7+6.1 xr/m?). I'moko3uusT Tonepanc e ouener ¢ OI'TT ¢
pasmmpeHo npobos3emane U Ha 60-ta MUH. YyacTULUTE ca pa3jieieHu B Tpu rpymnu — 29 ¢
HopMmasieH Tiroko3eH Tosiepanc (HopmI'T), 30 ¢ HOpMmalieH TJIFOKO3€H TOJIEPAaHC M BHCOKA
kpbBHa 3axap Ha 60-ra muH (HopmI'T+Bucoka K3 60mmu) m 31 ¢ HapymieH IJIIOKO3€H
tonepanc (HI'T). U3cnenBanu ca umyHopeaktuBen uncyiuH, C-nentun, GLP 1 total u GLP 1
active Ha Tpute Toukud oT OI'TT mo ELISA mMeroa. CTaTHCTHYECKHUAT aHAJIU3 € OCHIINECTBEH C
SPSS v.21.0. He ce ycraHOBHXa CTaTUCTUYECKU 3HAYUMU PA3JIMKUA B XOPMOHAIIHUSI OTTOBOP —
WHCYJIMHOB ¥ HHKPETUHOB, MKy M3CJICIBAHUTE TPYNH U HE C€ YCTAaHOBU 3HaYMMa KOpeaius
Mexay Tax. Ouepraxa ce KOJWYECTBEHHM TEHJEHIIMM 3a HapacTBaHE Ha HWHCYJWHOBUS U
HaMaJIsiBaHe Ha MHKpeTuHOBUs oTroBop npu npexoxa oT HopmI'T xkeM HopmI T+Bucoka K3
60mun u HI'T. He3aBucuMo OT HeOCTHATUSI CTATUCTUYECKHU Mpar 3a 3HAUMMOCT, Ha 0a3aTa Ha
MOJIyYeHUTE pe3yJTaTh MOXKe Ja Cce TpueMe, uYe€ HHKPETHHOBUAT OTIOBOpP, OICHEH
MOCPE/ICTBOM HHBAaTa Ha OCHOBHHS MHKpPETHHOB XxopMoH GLP 1, moka3Ba KoJIM4YeCTBEHU
pas3nuuus M BEPOSTHO € HaMaJeH MpU ChCTOsIHUS Ha mnpenuader. llomymanusara nuna c
HopMmI T+Bucoka K3 60MuH, BEpOsSITHO MpeACTaBIsABAaT OTAEIHO 3BEHO OT paHHUTE €Talu Ha
HapylUIeHHs] B TJIOKO3HUS TOJIEPAHC W BEPOSATHO CIEABA Jla C€ pasrekIaT KaTo OTIEelIHa
KaTeropus Ha MOBHUIICH PUCK, Pa3JIMYHA OT HOPMAIHHS TJIFOKO3€H TOJIEPAHC.

Hayunust otuer e npuer ¢ /JOBbPA ouenka no ckaiara Ha CMH.

Jorosop /1-47/08.03.2021 3aBUCMMOCT MeXAYy NIPUCHCTBUE Ha FeHEeH
noiMMop@Pu3bM Ha IL- 23 ¥ TexxecT Ha MAPOAOHTHUTA
HN3caenoBaresncku ekun: Jlon. AnToanera MuteBa MirbukoBa, 1M

e Ac. 3npaska [lamoBa-TaceBa

e [Ipod. Xpucruna [lonosa

e J[-p Mas Knuesa

bazoBa opranmsamusi: MY - Codus, ®axynrer no [enranna Menununa, Katenpa
»llapogoHTosorus

PE3YJITATH: B HacToAuMsA Hay4yeH MPOEKT ydyacTHe B3exa 83 mHAuBUAA — 62 MALMEHTH C
YMEpEeH U TEXBK MapOJOHTUT U 21 3/1paBW KOHTPOIHM MHAMBHUAW. [Ipn BCHYKM M3clenBaHU
JMIIA € MpoBeJeHa 00CTOIHA MapoOHTaIHA AMAarHOCTHKA, B3eTa € emuTelIHa npoda ,,0ykaiHa
MyK03a‘““, KOATO € TMOoJJIoKeHa Ha reHeTwdeH aHamu3 upe3 RFLP-PCR merox oTHOCHO reHeH
nonuMopduzbpm Ha IL-23. JlanHWTE ca MOI0KEHHN HA cTaTUCTHUecku aHanu3 ype3 PCA — IBM
SPSS Statistics Version 22 karo e ycraHoBeHO, 4e 32 SNP na IL-23 ca n3onupanu qBa reHOTHI
—GG u GA. Macoso pasnpoctpanenusT renotunn GG 3a SNP na IL-23 He moka3Ba 3HauMMa
BpPB3Ka C TEXKECTTa Ha TAPOJIOHTUTA. BBIIPEKH TOBA C€ YCTAHOBSBAH MO-BHCOKH CTOWHOCTH Ha
CAL u Bl/Age npu nymauu ot Mbxku moit. [Ipu nBamara mammenTy, Hocurenu Ha GA anen, ce
pErHCTpUpaT BUCOKU CTOWHOCTH Ha moka3arens Bl/Age. He ce ycTaHOBsIBa 3aBUCMOCT MEXTy
MIOCOYEHUST T'€HEH MOJIUMOP(PU3BM U TEKECTTa Ha MApOJOHTUTA, HO C€ MAPKUPAT TEHIACHIIUH
OTHOCHO TIO-TEXKO MpOTHYaHE Ha MApOJOHTUTA TpPU OMNpeIesieHH TeHoTturoBe. llopamn

153



MajKaTa NpeICTaBUTENIHA H3BaJKa pe3yiaTaTUTe HE Morar Jaa ObaaT aOCOJIIOTHU3UpaHHU.
Heo6xonumu ca JONBIHUTEIHH U3CIEABAHMS CPEJ ITO-TOJISIM OpOH YJaCTHUIIH.
Hayuynu ny0iMKanum 4 NposiBu:

e [lamosa-Tacesa 3, [TonoBa X, Tomesa E, u koiu. I[IponndamatopHu IMTOKHHOBU
MOJIMMOP(U3MH TEKECT HA MAPOJOHTUTA B KOXOPTA OT OBJATapcKy ManueHTu. Acta
Medica Bulgarica. 2022;49(4):31-37

e [lamosa-TaceBa 3, MirbukoBa A. B3anMoBpB3Ka MEXTy TPOMH(IAMATOPHU IIATOKUHH
U mapogoHTUT. 20-tu HayueH koHrpec Ha b3C. byprac.16-18 rouu 2022 r.

Hayunust otuer e npuer ¢ QT/IHYHA ouenka no ckanara Ha CMH.

Jdorosop /1-213/15.12.2021 Pa3snpoctpaHneHue Ha SARS-CoV-2 myTaHTeH
BapHuaHT (gesienusa B ORF8 ot 382 H.AB.) B 6'b/ITapCKa U3BAaAKA C MO3UTUBHU

MMAIUECHTHU U BP'b3KAdTad MY C XdpadKTepHa K/IMHHUKA

H3cnenoBartencku ekun: ['71. ac. n1-p bunsna I'eopruesa ['eopruesa, 16

e [IIpod. n-p Anbena Togoposa-I'eopruesa, 101

e J[-p Anuta KaBpbKoBa, 10

e  Mapus /lronreposa

e ‘lnka /lanrynosa

e Kpemena MeceukoBa, peioBEeH JOKTOPAHT
Ba3zoBa opranmszanus: MY-Codusi, M®, Kareapa ,,Menunmacka Xumust 1 buoxumus,
Codus, yn.3apase 2, Codus, m.x. 1431
PE3VYJITATH: llen: /la ce mpoydn €BEHTYaITHOTO pa3mpocTpaHeHue wiu smrca Ha SARS-
CoV-2 myranten Bapuant (neneuus B ORF8 ot 382 H.1B.) B ObArapcka u3Bajka ¢ MO3UTHUBHU
MAlieHTH W Bpb3KaTa My C XapakTepHa KIMHWYHA KapTuHA. Marepuanm W METONu:
Konnentpupane u crabmnmsanus Ha uszonupanute PHK marpumm, RT-PCR, kauecTBeH u
konuuectBeH Real-Time PCR u np. Pesynratu: TapretHust SARS-COV-2 MyTaHTeH BapHaHT
(nenerus B ORF8 ot 382 n.1B.) e aerexktupan B 10,11 % oT Obarapcka u3Bajka ¢ MO3UTUBHU
3a SARS-CoV-2 nanuenTn. Bcnuky moO3WTHBHYU 3a MPULIETHUS MYTaHTEH BapHAHT MAIlMEHTH
ca C yAbJDKEHa aKTMBHA MH(EKUUs U NpOoabDKaBaHe Ha KapaHTUHHMS nepuoi. [loedero oT
no3utuBHUTE 32 SARS-COV-2 mytanten BapuanT (nenenust B ORF8 ot 382 H.1B.) momanar B
rpyrnara Ha JieKa IO CPeJIHO TeXKa KIMHHMKA, KAaKTO U OCTaHAJINWTE MAallMeHTH B U3BajKkaTa. MMa
caMo HIKOJKO TEXKW KIMHWYHH CIyd4as, 3aBbPIIMIA C XOCHHUTAIH3AIUS W JIETAICH H3XOJI.
OTtuuTat ce pa3HOOOpa3HH U JIBJITO Pa3BUBAIIN C€ MOCT-KOBUJI YCIOKHEHHSI IIPU MO3UTUBHUTE
3a SARS-CoV-2 (nenenms B ORF8 ot 382 H.1B.) MyTaHTEeH BapHaHT MAMEHTH KATO: JIEK 3a/IyX
Mecelu cieq MHQEeKIusITa, IepMaHeHTHa yMopa, MUIPEHO3HO TIiiaBoOoiue, 00JKu B I'bpOa,
0e3cpHUE, Kocomana, apuTMus U Ap. [Ipw eaWH OT MalueHTUTE ce JOCTUTa JIO MOCTKOBHU]I
ChP/ICYHO YBPEKIAHE U PECIIEKTUBHO CMsIHA Ha aopTHa Kiamna. M3Boau: Jlokazaxme eekTuBHA
MUTpaIys Ha TApreTHUS MyTaHT OT ITbPBUYHATA MY JIOKAIW3anusi KbM EBporia upe3 macoBaTa
rnobanuzanus u mbryBaHusa. SARS-CoV-2 (menemmst B ORF8 or 382 w.iB.) myranTa
Mper3BUKBA yIbKEHA akTHBHA (pa3a Ha BuUpycHaTa uHpekus. HesaBucumo ot mo-iekata
KJIMHUYHA U3sIBa U TOCIEIUIN CPell MAUeHTUTE HOCUTEIN Ha TapreTHUS MYTaHT, JOKa3axme
4e TOH € CIOCOOeH Ja Mpeau3BUKBAa ITHEBMOHHMH C HaMmalleHa caTypanusi U PasHOOOpa3HH H
IBITOBPEMEHHHM TOCTKOBHJ yCIOXKHeHMs. MHTepeceH ¢akT e, 4e JaHHUTE 3a Hail-Texka
KIIMHHUKA Ca KOHIIEHTPUPAaHU B MMYHOKOMIIPOMEHTHUPAHH TTAIIMEHTH C IUAHO3H KaTO THUPEOUIUT
Ha Xamumoro, Oonect Ha bextepeB. Cumrame, ye nudepeHIMaTHaTa JUArHOCTHUKA U
pasrpannyaBane Ha SARS-C0OV-2 reHOMHUTE BapHAHTH MMa TPSKO TEPANIEBTUIHO 3HAYCHHE.
Hayunusr oruer e npuer ¢ ZJOBbPA ouenka no ckanata Ha CMH.
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JloroBop /1-214/15.12.2021 H3caeaBaHe Ha IJIl0K030-3aBUCUM
UHCyJIUHOTpoIeH noaunetus (GIP) npu cbcrossHuA Ha npeauadeT

H3cnenoBartencku exkun: [Ipod. [[Berannna Banosa TankoBa, 1MH

e ['nac. n-p I'pera I'po3eBa-/lamsinoBa, 1M

e Jlou. n-p HeBena YakwpoBa, 1M

e Jlomu. a-p Pymsna Jlumosa-/Iparanosa, nm

e J[-p Muna Cepnaposa
Bba3oBa opranmsanusi: MY - Codust, M®, Karenpa no Ennoxpunosnorus, Y CBAJIE ,,Akan.
Wgan [enues EAJl, Knunuka o Jlnaberonorus, yn.3apase 2, Codpus 1431
PE3YJITATH: llenta Ha wu3CiIeIBaHETO € Jla C€ HampaBU OICHKA Ha HUBOTO Ha
[III0KO0303aBUCHMHUs HHCYIMHOTporieH noaunerua (GIP) u Bpb3kata My ¢ mokazareiwTe Ha
TJIIOKO3HATa XOMEOCTa3a IMpH CHhCTOSHUSA Ha Mpeauaber — HapylleHa TIMKeMUs Ha TJIaTHO
(HI'T) u mnapymen rimoko3eH tosiepanc (HI'T). M3cnenanu ca 90 numa -28 mbexe u 62 xeHw,
cpeana Bb3pacT 47.7+10.9 romuuu, cpenen UTM 31.5+5.8 kr/m?. T'TIOKO3HHSAT TOJEpaHC €
ouerner ¢ OI'TT, nonbiaauTenHo e uscineapad HbALC. Yuactunure ca pa3jaencHu B TpH rpymu
— 29 ¢ nopmanen riaroko3eH toiepanc (HopmI'T), 30 ¢ HIT u 31 ¢ HI'T. Uscnensanu ca
umyHopeakTuBeH uacynuH, C-nentun, GIP obma ¢pakuus B xoga vHa OI'TT mo ELISA meron.
['moko3HaTa BpHaOMIIHOCT € MpeIcTaBeHa KaTo Koe(pUIMeHT Ha BapuaOMIHOCT B MPOLIEHTH Ha
0azara Ha CYypOBHUTE JaHHU OT MPOIAB/DKUTEIIHO TJIFOKO3HO MOHUTOpHpaHe ChC ceHzop Libre
Pro. Cratuctuueckusar ananus e ocbiectBeH ¢ SPSS v.21.0. He ce yctaHOBUXa CTAaTHCTUYECKU
3HaYUMU pa3iukd B GIP - HHKPETHHOBHS XOPMOHAICH OTTOBOP MEXKIY H3CIICBAHUTE TPYIH H
HE CE€ YCTaHOBM 3HAYMMa KOpenalus MEeXAy HUKPETHHOBUS OTTOBOpP M IOKa3aTeluTe Ha
IJIIOKO3HaTa Xomeocraza. (Ouepraxa ce KOJMYECTBEHM TEHJCHIIMM 3a HapacTBaHe Ha
WHKPETUHOBHSI OTTOBOpP, HaMajsiBaHE HAa WHCYJIWHOBAaTa YyBCTBUTEIHOCT M OeTa-KIeThuHa
GyHKIMS M yBelMuYaBaHE Ha IUIIOKO3HaTa BapuabwiHocT mnpu mpexoaa ot HopmI'T kem
npenuaber karo 3a rpymara HI'T koeduimeHTa Ha TIIOKO3HA BapHAOMITHOCT € 3HAYHUMO
nosuiieH (P<0.001). [TonyuenuTe pe3ynTaTu MOJKPEIST XUITOTE3aTa 3a MPEIUMHO KaueCTBEHU
MIPOMEHU - HApPYIIEHO MHKPETUHOBO NEHCTBUE/PE3CTEHTHOCT, a HE KOJIWYECTBEHH Pa3inyus B
WHTKPETUHOBHS OTTOBOP MIPH ChCTOSIHUSI HA TIPEIUa0eT.
Hayunusr oruer e npuer ¢ /JOBbPA ouenka no ckanata Ha CMH.

Jorosop /1-216/15.12.2021 PasmupsiBaHe HA MOJIEKYJ/IHAaTA IATOJIOTUA IPHU
NManMeHTH ¢ KbCHA MAJIKOMO3'bYHA aTAaKCHUsA, HeTaTUBHHU 32 €eKCIIaH3MM Ha

AWHAMHYHU MOBTOPH, Ype3 HOBOTreHepallMOHHO CEKBEeHHUPpaHe
N3caenoBaresicku exun: [Ipod. Pagka [TetpoBa KvHeBa, nokTop
e IIpod. Anbena Mopaanosa, 10KTOp
IIpod. Usaitno TwpHes, 1H
Hou. Teonopa Yamosa, nx
Ac. HeBsina lBaHoBa, 1OKTOp
Kanuna Muxosa
Crosin buues
Crunsana [Tanosa
Maptun I'eoprues
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Bba3oBa opranmsamusi: MY - Codust, Menunuacku dakynret, Kateapa mo meauimHcka
xumus u Ouoxumusi, LIeHTsp mo MonekynHa meaununa, yia.3apase 2, Codpus 1431
PE3YJITATHU: llenra Ha HACTOSIIOTO H3CJIEBaHE O€¢ pPa3KPUBAHETO HA TCHETHYHHTE
IIPUYMHU 32 Pa3BUTHETO Ha KbCHA Majkomo3buHa arakcus (KMMA) npu nanueHTH, Ipu
KOUTO Ca OTXBbPJICHHU HAW-4eCTUTE FeHETUYHU Je(PEKTH — €KCIIaH3UU Ha TUHAMUYHU ITOBTOPH.
Nnesta O6e na ce ThpPCAT APYr TUN BapHAHTU C MOMOIITA HA IBIHO €K30MHO CEKBEHUpPaHE
(WES). B mHacrosmmsaT mnpoekr Osxa aHamu3upann S50 HEpPOJCTBEHH IalMEeHTA.
[laToreHHU/MOTEHIIMATHO-TIATOTCHHW ~ BapUaHTH OsiXxa OTKpUTH mnpu 37  ManueHTa.
MyTallMOHHUAT CHEKTHP BKJIOUBa 29 reHa, ot kouto 19 ca u3zBectHu renu 3a KMMA kato
Haili-MHOTOOpOIHM ca cirydauTe Ha MoJekyiaHu nedextu B renutre PNPLA6, FAT2, PRKCG,
PRNP, POLG u SPTBN2. Unentudurmpann 0sxa BapuaHTH ¥ B 3 HOBM KaHAMJIAT-TE€HA, 3a
KOUTO 110 TO3U MOMEHT umaie camo eauHnyHu cpobuienus (FAT1, MTLCI, SPTANI). Ilpu
celeM TMalueHTa Osxa UWACHTU(HUIMpPAHW BapuaHTH B TEHU, CBBP3aHU C JApPYyTU
HEBPOJIECTCHEPATUBHU M HEBPOMYCKYJIHU 3a0oiisiBaHus (aMHOTpOo(HUYHA JIaTepaliHa CKIIEPO3a,
6onect Ha [lapkMHCOH, cnacTMYHA Maparvierds W MUOMNATHA), a NPU €IUH ManueHT Oe
YCTaHOBEH BapUaHT B T'€H, CBBP3aH C liepedpoBackynapHa d6onect (ADA?2). Toa noTBbpKIaBa
Jocera HW3HECEHWTE JaHHMU 3a KIMHUYHOTO M TEeHETMYHOTO TMPUIOKPUBAHE HA TE3H
3abomnsBanus. [locTaBsHETO HAa TeHETHYHA TUArHO3a ce OKa3a KIIF0UOBO MpH JAe(HUHUPAHETO HA
KOMIUIEKCHU (peHoTunu karo cunapom Ha Boucher-Neuhauser, ARSACS u npuonosa Gouecr,
3a KOUTO JI0 TO3M MOMEHT, HsMalle AaHHU cpen Obarapckute namueHTH. [lpu nBama ot
MalUEeHTUTe, OCBeH BapuaHTu B reHu 3a KMMA, O6e HamepeH U BTOpHM T'€HETUYECH BapHaHT,
CBBp3aH ¢ apyro HeBposjorudHo 3adomnsBane (TGM6 u ADA2; DNMT u CPTI1C). U B nBara
cilly4as, TOBTOpHAaTa KIMHUYHA OICHKAa TOTBBPAM HAIMYUETO HA JIONBJIHUTEIHA
CUMIITOMATHKA, KOSITO € Bb3MOXKHO JIa C€ JIBJDKUA Ha BapauaHTa BbB BTOPHS T'eH. Te3u HaXoAKu
MOKa3Bar, 4ye TOBa, KOETO HHE BIIKJAaMe KaTo 00Ila KIMHUYHA KapTUHA, MOXKE Ja Ce ABJDKU Ha
MOJICKYJTHH 1e(DeKTH B IMOBEYE OT €IMH T'€H KaTo BCEKU SIMH OT TSIX BOAM JI0 PA3BUTHETO HA
ornpezeneHa KIMHUYHA CUMITOMATHKA U C€ yHaclesBa He3aBUCHUMO. Bbp3MoxHO € nedekture
B T€3M I'€HM Jla CJIEeJBAT pa3jMueH MOJIe] Ha yHacle[sBaHe, KOeTo Ou OOSICHUIO KIMHUYHATA
XETEPOreHHOCT NP MAUEHTUTE B €THO CEMEICTBO.

Hayynu ny0juKanum 4 NposiBU:

e [vanova N, Mihova K, Chamova T, Bichev S, Kamenarova K, Kachakova D, Georgiev M,
Bozhilova R, Dimitrova I, Savov A, Turnev T, Jordanova A, Kaneva R. P11.011.C. Whole
exome sequencing in Bulgarian patients with late-onset hereditary ataxia expands the
genetic diversity of the disease. European Society of Human Genetics Conference.
Glasgow, United Kingdom. 10-13 June 2023.

Hayunusr oruer e npuer ¢ ZJOBbPA ouenka no ckanata Ha CMH.
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KOHKYPC ,U3TPAXKIAHE HA UHOPACTPYKTYPA 3A HAYYHH
U3CJIEABAHHUA B MY - CO®UA’ 2020 - 2021

Jorosop /1-40/04.03.2021 /lousrpa;KjaHe HA JIaGOpaTOpUA 3a U3CJdeABaHe

Ha CTOMKaTa 4 JIOKOMoLUATAa KbM KaTeapaTa no KuHesutepanusi BbB $03

npu MY-Codwus (II-pu eTan)

N3caenoBarenckn exun: gou. Credan Henkos SHeB, M
e IIpod. a-p User Konesa-Momunosa, nvu

pod. a-p Moannuc Manaraucuy, am

Hou. laBug KbHueB, 1H

Jon. Banuna MuxaitiioBa-Anakuam, 1M

Jou. Tonop AumMutpos, am

Hou. Muna MBanoBa, 1OKTOp

I'nn. ac. XKynuera ['epenoBa, am

I'n. ac. EnBupa HukoBcka

[Ipod. AnTonus SIHakueBa, oM

[Ipod. Tomop Kynaypmxues, im

Hou. a-p I'eopru AHros, 1M

I'n. ac. Mapuana Anbept

Jlow. Mopnan I'aBpanios

AHnTtoanera baitpaktaposa

Atnna MBanoBa

Brnagumupa Bragumuposa

Huxkonait YepBeHkoB

e AmnTtoaHer Bacunesa
BazoBa opranusanus: MV - Codust, O3, Kareapa no kuHesuTepanus

PE3YJITATH: B nousrpanenara Ha BTopu etan Jlaboparopus 3a u3cieBaHe Ha CTOMKaTa U
nokomonusta kbM Karenpara no kunesurepanus BB ®O3 npu MY — Codus e uncranmpana
SEMG anaparypa, mpeaocTaBsiiia B3MOXKHOCT 3a TpoBexkaaHe Ha 0a30BH OHMOMEXaHWYHH,
KWHE3WOJIOTUYHU Ha 3/IpaBH WHAWBHIN W MATOKWHE3UOJOTHYHHM HM3CIIEBAaHUS HA TAIECHTH.
CrnexTbpbT OT MALMEHTH CbC 3a00JsBaHMs, OOEKT Ha J1abopaTopHsTa ChIbpXKa pa3IMYHU
CbCTOSIHUSL CJel TpaBMU Ha JOJHUTE KpallHWIM, Ta3a M TpbOHA4YHMS CTHIO; OonecTH Ha
KOCTHO-MYCKYJIHaTa CUCTeMa M Ha ChEIMHUTENHaTa ThKaH; OOJECTH Ha HepBHATa cHcTeMa
(uenTpanHa u nepudepHa); 00JIeCTH HA BBTPEITHOTO YX0; MO3bYHO ChIOBH 00JIECTH; BPOJICHU
aHoOMaJIuy, JedopMallid U XpOMO30MHHU abepauuu u Ap. M3nomsBanuar xapayep 3a SEMG
(MOBBPXHOCTHA eneKTpoMuorpadus), koiro npugoouxme ¢ FREEEMG 1000 na uranuanckaTa
¢upma BTS Bioengineering e c¢bCc clieqHUTE XapaKTEPUCTUKU: BOJOYCTOHUMBOCT, OE3KHUHA
BpB3Kka ¢ 20 M CBOOOAHO pa3CTOSHUE MEXAY NMPUEMHUKA U TIpeAaBaTeINTe, PE30Tronus: 16
6ut, dyectora Ha npupoOuBaHe Ha curHaia: 1 kHz, nutueBo HoHHM Oarepuu cbc 3apsaHO,
XOJITEp: 10 5 yaca 3a BCEKH CEH30p, BrpajJicHa MaMeT BbB BCEKH €JIEKTPOJ, Terio okono 10
rpama c BKIIO4YeHa Oarepus. [IpenusHMTE JUTHMTATHUM W3MEPBAaHUS W aHAJIU3 JlaBaT
BB3MOKHOCTTa 32 TOYHO PETUCTPUPAHE HA CHUMIITOMHUTE, TSAXHATa BB3IMPOU3BOJAUMOCT M
CPaBHUMOCT BBB BpPEMETO, Upe3 KOETO Ce IMOoJANoMara HayyHara pa0oTa B KIMHUKHUTE IO
OpTONEeNsT W TPaBMATOJOTHS, HEBPOJOTHS, Teauatpus, (U3NKaaHa W pexaOuIHTarroHHa
MEAUIMHA KbM YHUBEpCUTETCKUTE MHOronpoduinu 6omaunu Ha MY -Codus. Opranusupanu
ca Hay4HH (GOpPyMH U ca MPOBEACHM HH(POPMALMOHHU CpELIM 3a TMOMyJsSpU3UpaHe Ha
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BB3MOXXHOCTUTE Ha JabopaTopusitTa HE caMO B MEAMIIMHCKUTE Cpeld, HO M C MapTHbOPU OT
apyrd Buciik yuwiuina B bobarapus. IloBuinaBane Ha KadyecTBOTO Ha OOYYEHHMETO IO
cnenuanHoct ,,Kunesurepanus™ u ,,Pexabunurarop* B MY-Codusi, upe3 mpoBexgaHe HA
IIPAKTUYECKU YIPaXXHEHHsI B JaboparopusaTa Ha CTYyAEHTU OT CIELMATIHOCTTA, KAKTO U 4pe3
HampaBeHa akTyanu3alnus Ha ydeOHuTe mnporpamu. Jlokropant oT ekuma mnpumoou OHC
,JIOKTOP* U eluH OT Xabunutupanute npenoaasatenu npugodou HC ,,mokTop Ha HaykuTe' Ha
TEMH, CBbP3aHHU C IPOEKTA.
Hayynu ny0uKanum 4 nNposiBU:
e llocrypanHara ¢yHKIHMS — OCHOBHA M HEpa3/eiHa 4acT OT JABHraTeiaHara (yHKIHS
Ha 4YOBEKa B CHCTOSHUE Ha 3/paBe M 3a0o0yiABaHMS 3a MpHUAOOMBaHE Ha Hay4YHa
CTENeH ,,JOKTOp Ha HaykuTe™ - nou. HaBug PymenoB KvHueB
e “Pons mHa pexabwinrtanuara 3a MonoOpsiBaHE KaueCTBOTO Ha IKUBOT CleJ
apTPOCKOIICKM WHTEPBEHIIMH Ha KOJIIHHA CTaBa™ 3a MPUCHKIaHE HAa 00pa3oBaTeHa U
Hay4Ha cTeneH ,,JJokrop* - Anroanera lletkoBa baitipaktaposa
Hayunust otuer e npuer ¢ JOBbPA ouenka no ckayara Ha CMH.

Jorosop /1-41/08.03.2021 HU3rpaxkjaHe Ha BbTPeIlIHA MpeKoBa
UHPpaACTPYKTypa 3a OCUTypsABAHE Ha CbXpPaHEeHHUeTo, TpaHcPepa U
00paboTKaTa Ha GUOJIOTMYHHU CUTHAJIH U MOJIyYeHU eKCllepUMeHTa/IHU
pe3yJITaTH OT KOMILJIEKCHU M3CJIeJBaHUSA Ha )KUBOTUHCKH MO/eJIM Ha
COLMA/THO 3HAYUMHU 3a00J/IsIBAaHUS

H3caenoarescku exun: [lou. FOpu Ilenxos Hsironos, M
e IIpod. n-p JIazap CnaBoB, M

Hou. n1-p Mupocnasa BapagunoBa, 1M

I'n. ac. Hags XpucroBa-ABakymoBa, 10

Ac. [Tersp ComieB, 1M

Ac. EBrenu I'n0eB, 18M

Amnppeit [lonos

n-p Ilers Mapkosa, am
e Huxkonera Bynosa

bazoBa opranmszammsa: MVY-Codusa, Menununcku daxynrer, Kareapa no ¢usuonorus u

naTo(pU3NOIOTUS

PE3YJITATMU: PeanusupaHeTo Ha HACTOAIIUS MPOEKT OCUTYPU CHXPAaHEHHETO, TpaHcdepa U
J0CThIIA 3a cnenuduyHa 00paboTKa, Ha TeHepUpPaHUTE B 1aOOPATOPHATA IO XEMOJUHAMUKA U
0b0peuHn (PyHKLIMK MacHMBU OT JaHHU HA PETMCTpUpPaHU OMOJOTMYHU CUTHAJIU U HA MOJTYYEHH
€KCIIEPUMEHTAJIHU pEe3yJNTaTd OT KOMIUIEKCHUM MHTEPIUCHUILUIMHADHA H3CIEABaHUSA Ha
KUBOTMHCKH MOJIEJIM Ha COLMAIHO 3HaUYMMU 3a0onsaBanus. M3rpajgenara MpexxoBa U CbpBbpHA
MHPACTPYKTypa OCUTYpsIBaT MHTETpUpaHe B Mpexka Ha HainuuyHata B JlaGoparopusita 1o
xemMoauHamMuka W OvOpeunn @ynkuuu, Kareapa mno ¢usmonorus u mnarodu3HOIOTHS,
nonudusnorpadcka U aHAIUTUYHA araparypa U HEOOXOIUMOTO MPOCTPAHCTBO 32 ChXpPaHEHUE
Ha MoJly4aBaHWTE JaHHU. B mabGopaTopusita ce MpoBeXKIaT KOMIUIEKCHM H3CJE/BaHUA Ha
pa3IUYHM )KUBOTUHCKU MOJIENTU Ha 3a00JIIBaHuUs, KOUTO CE€ pEau3UPaH B ChTPYIHUYECTBO ChC
CHEIHAIMCTH OT KaTepuTe Mo (papMakoIorus U TOKCUKOJIOTHUS, XUMUS U OMOXUMHUS, PU3UKa U
O6uodusuKa, aHaTOMUs, XUCTOJOrHsI U eMOpuosioruss B Menununcku ¢akynrer, MY -Codus,
KAaKTO M C HAyYHU KOJEKTHBHU OT APYrd yHUBepcuUTeTH. M3rpaknaHeTo Ha MHPpACTyKTypaTa
OCUTYPU U BB3MOKHOCT 32 MAKCHMAaJIHO €(QEKTHUBHO H3IOJ3BaHE HAa HAIMYHHUTE COPTyepHU
MPOAYKTH B peallHO BpeMe, KaKTO 3a perucrpanus, Taka 1 3a o0paboTka Ha IMoJydaBaHaTa
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nH(popMalusg OT pa3iINyHU TOCTOBE KAaKTO Ha JIOKaJHO HHUBO M B OTAAJCYEH DPEKUM.
Bb3MokHOCTTa 32 MOCTOSIHEH AOCTBI JI0 E€KCHEPUMEHTAIHHUTE JaHHU W 332 KOMYHHKALUS
MEXIy OTACIHUTE H3CIIEOBATEI OCUTYpsiBA I'bBKaB U €(QEKTUBEH pPEXUM Ha pabdoTa.
3aKyneHusT aKTyaleH, JUICH3UPAH CTAaTUCTHYECKU COPTYEepeH MakeT ¢ rpaduveH MOAyI €
OCHOBA 3a M3TrpaXkJlaHe Ha YHU(PHUIMPAHU aJITOPUTMH 3a MPUJIaraHe CTaTUCTUYECKU METOAU 32
00paboTKa EKCHEPUMEHTAIHN JaHHHU, KaKTO M 3a OOYYEHHMETO Ha MJIAJM W3CIEI0BATENU OT
pa3IMYHU 00JIACTH C PA3IMYHUTE CTATUCTUYECKH METOIU 3a 00paboTKa U 3a BU3yalu3alus Ha
ChXpaHsIBaHUTE B 0a3ara JaHHHU EKCIEPUMEHTATHH pe3ynaTaTH. M3rpakaaHero Ha MoJepHa
UH(QPACTPYKTypa C BB3MOXKHOCTH 3a JOCTBII JI0 pPE3yJNTaTd OT MYJITHAWCHUIUIMHAPHU
W3CIIe/IBaHMS, 1€ Ja/ie€ Bb3MOXKHOCT 3a pa3lIupsiBaHe HA MPUJIAraHUTE METOJUYHH MOAXOAM 3a
o0paboTBaHe U IUPOKOOOXBATHO U ACTAUIHO 00CHXK/IaHe Ha MOJyYaBaHUTE EKCIIEPUMEHTAIHU
JTAHHU.

Hayunust otuer e npuet ¢ /[OBPA ouenka no ckainata Ha CMH.

Jorosop /1-212/13.12.2021 ViuTerpanus Ha AUTUTAJTHO-UHPOPMALMOHEH
MOAYJI Ha 6a3aTa Ha cad/cam TeXHOJIOTMU B 00y4YEeHUETO HA CTYAEHTUTE OT
CIIellMa/JIHOCT “3b00TeXHUK’ Ha MeaunnuHcku KoJsiex "ﬁopaaﬂxa
dunaperona”

H3cnenoBartencku exun: Jloi. a-p umk. Credan Kones Benukos

e IIpod. Pamuna 3maranoBa-Benukosa, 1M
[Ipod. Hukomaii [Tornos
Hou. Panka I'opanoBa-CriacoBa, 1M
I'n. ac. Cnaprak SInakueB, 1M
Hapnexna KocroBa-KamGypoBa
Mmuita MockoBa, [JokTopaHT
I'n. Ac. lapuna lumutpoBa-CredanoBa
AlnmuH AXMeN, CTYJeHT

e Enuna MuueBa, CTyI€HT
BbazoBa opranmszanus: MY - Codust, MeAUIIMHCKH KOTEK ,,ﬂopﬂaHKa Ounaperoa® — Codus,
yi. ,,Mlopnanka ®unaperosa® 3, Codus, 1646
PE3YJITATU:. CAD/CAM (computer aided design/computer aided manufacturing) e
TEXHOJIOTHYEH METOJ], MPU KOWTO CE€ HW3MOJ3Ba CIEUUATM3UpaH coPTyep MU amaparypa 3a
JU3ailH U MPOM3BOJCTBO HAa PA3JMYHU BHJIOBE MPOTE3HM KOHCTPYKUUU. TOW € BbBEIEH B
MEIUIIMHATA KaTO ISUI0 M B JIEHTaJHaTa MEIUIIMHA U 3b00TeXHUKaTa B yacTHocT. llenta Ha
MpoeKTa €  TIOBUINABAaHE  KOMIIETEHTHOCTTa,  KayecTBOTO  Ha  O0yueHHe U
KOHKYPEHTHOCIIOCOOHOCTTa Ha CTYAEHTUTE OT CHEIHaTHOCT ,,3bOOTEXHMK®, OLIEHKa Ha
TOYHOCTTAa HAa HOBUTE JACHTAJIHM MaTepuUalyd W amapaTd U Cbhb3JaBaHE HAa BB3MOXKHOCTH 3a
npodecuoHaiHa Kojlabopalys upe3 u3rpaxkiane u oOHOBsBaHE Ha MH(pacTpykTypara Ha MK
“I1. dunaperoa” cwe crBpeMennn CAD/CAM Texromoruu. Pe3ynraTute OT M3IMbIHEHHE HA
npoekTa ca: OcsBpeMeHsBaHe Ha HHppacTpykTypaTa Ha MK WL ®unaperoBa“ B ChOTBETCTBUE
C aKTyaTHUTE TEHJCHINH, YCTAaHOBEHHUTE NPAKTHKH; BbBekmaaHe Ha CBOOOAHO U30MpaeMu
mucnuiuinad 3a pabora ¢ CAD/CAM texHonornu; AKTyann3anus Ha y4eOHUTE TIpOorpaMu 1o
npoUITHUTE TUCIUIUIMHU B ChOTBETCTBHE ChC CHBPEMEHHHTE TEHJICHIIMM B CBETOBEH MaIad
uype3 uHTerpanuss Ha CAD/CAM TeopeTHyHM M TMPAKTHYECKH 3aHITHS; PasmmpsBaHe Ha
MeJarornyeckd BH3MOKHOCTH U TIOBHINIABaHE HA KAa4eCTBOTO Ha OHATJIE[sSBaHE Ha Y4eOHHS
Marepuai. Peanuszanus Ha 1ab0paTOpHU U3CIEIBaHMS OTHOCHO TOYHOCTTA HA PaOOTHU MOJIENH
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OT pa3JInYHU MaTepHUaId U Bb3MOXKHOCT 32 CPaBHUTEJIEH aHAJINU3 U OLEHKA Ha a/IaNTalusiTa Ha
MPOTE3HU KOHCTPYKIMU KbM TAX; Pa3BuBaHe Ha yMeHHsTa Ha oOydaBamu W oOydaBaHH Ja
usnon3sar ceBpeMeHHn CAD/CAM TexHOJIOTHH U JCHTaIHKS, Pa3kprBaHe Ha Bb3MOXXHOCTTH
3a MU3BBPIIBAHE HA KypCOBE 3a CJeJ TUIUIOMHA KBaTM(UKAIMS Ha TEPUTOPHATA HA KOJEXa U
YHHUBEpCUTETA. Y ChbBPBIICHCTBAHETO Ha MHPPACTPYKTypaTa I1ie OTBOPU HOBU BB3MOXHOCTH 3a
Hay4YHa MU HM3CJIEJIOBATEICKa ACHHOCT B paMKHUTE Ha MPOEKTa M Ipe3 CIEABAIIUTE TOAUHHU.
Hamnunero Ha CAD/CAM TeXHOJOTHH J1aBa BB3MOXKHOCT 3a yCIElTHa Koabopamus ¢ ApyTH
YHUBEPCUTETH U KOJICKHU B Uy )KOWHA, KBJIETO TE3H METOIM Ca CEPUO3€H aKIICHT B 00YYCHUETO.
[Tomynspusupane Ha pe3yiATaTUTe OT U3IIBJIIHEHUETO HA IPOEKTa MOBHILIABA aTPAKTUBHOCTTA HA
CIELHATHOCT ,,3600TexHuK™ B MeauuuHcKu Konex ,,Mopnanka ®unaperopa” n MeumuHcKu
yHuBepcuteT — Codusi.

Hayuynu ny6JuKanuu u NposiBU:

e Suakuen C., C. Benukos, H. Kocroa-KamGypoBa, M. Mockosa, E. Muuesa, Harnacu
Y OTHOIICHHE Ha CTYACHTHTE OT CIEIUAIHOCT ,,3b00TexHuK Ha MK . dunaperona‘
otHocHO ynorpebara Ha CAD/CAM TeXHONOrMHTE B MpaKTUKaTa U OOyYEHHETO II0
3p00TEXHHMKA — MIJIOTHO MPOYyYBaHe, C, 3-4. 48-54, 2022r;

e JSlnakues C., C. Benukos, H. KocroBa-Kambyposa, M. MockoBa, E. MuueBa. Pons Ha
CAD/CAM 006y4eHneTo B mpakTH4ecKaTa i TEOPETHYHA IIOrOTOBKA 10 TEXHOJIOTHS Ha
3BOHHUTE MPOTE3H HA IIBPBOKYPCHHIHTE OT CHEMHATHOCT ,,3b00TexHuK" nHa MK 1.
Odunaperosa®, 3apase u Hayka, Opoi 1-2, 2023

e SuakueB C., H. Kocroa-KamOypoBa, M. MockoBa, C. CumeonoB, E. MuueBa,
TpunszmepHo MPUHTUPAHE B JCHTAIHATa MEIUIIMHA U 3b0OTEXHUKATA, 3/IpaBe U HayKa,
2023, mox mmeyar

e Spartak Yanakiev, Stefan Velikov, Nadezhda Kostova-Kamburova, Mila Moskova,
Elina Micheva. Effect of the cad/cam education on the practical and theoretical training
of dental technician students at Medical college "Y. Filaretova", Sofia, 7th Asia pacific
International Modern Sciences Congress, November 4-5, 2022, Jakarta, Indonesia

e Spartak Yanakiev, Stefan Velikov, Nadejda Kostova-Kamburova, Mila Moskova, Elina
Micheva. Attitudes of the students of the "Dental technician" specialty at Medical
college "Y. Filaretova™ on the use of CAD/CAM technologies, 8th International black
sea coastline countries scientific research conference, , August 29-30, 2022 / Sofia,

Bulgaria
e JSnakumeB C., H. KocroBa-KamOypoBa, M. MockoBa, E. MuueBa, Tpuusmepno
INPUHTUpPAHE B JEHTalHaTa MeAuWLuMHa M 3b0oTexHukara, IOOuieiiHa Hay4Ha

KoH(pepeHuus ,, [pagunun 1 Obaenie B MEIUIUHCKOTO oOpa3oBaHue™ mo ciayyail 180
TOAMHHU OT poxkaeHueTo Ha Mopnanka @unaperoa, 21 mapt 2023, Codus, brarapus
Hayunusr otuer e npuer c BHCOKA ouenka no ckanara Ha CMH.
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GRANT 2020

MEDICO-BIOLOGICAL AREA 2020

Contract D-90/24.06.2020 Establishment and optimization of a method for analysis of a
dynamic expansion in the C9orf72 gene in patients with amyotrophic lateral sclerosis
Research team: Prof. Albena Parvanova Todorova-Georgieva, DSc
e Assist. Prof. Bilyana Georgieva, PhD
Assist. Prof. Silviya Kalendarova-Valkova, PhD
Prof. Ivaylo Tournev, MD, DSc
Mariya Dyulgerova, PhD
Yanka Dangulova, PhD
Assist. Prof. Ani Miteva, PhD
Organization unit: MU - Sofia, Faculty of Medicine, Department of Medical Chemistry and
Biochemistry, 2 Zdrave Srt., 1431 Sofia

RESULTS: Amyotrophic lateral sclerosis (ALS) is a neurodegenerative disease, characterized
by progressive degeneration of the upper and lower motor neurons, leading to loss of function,
followed by muscle weakness, hypotrophy, swallowing and respiratory failure. ALS can be
divided in two forms: sporadic (SALS) and familial (fALS). The most common is sporadic (90-
95%), and the familial form can be seen in 5-10% of cases, associated with dominant
inheritance. The cause of ALS is not yet fully understood, but there are more than 20 associated
genes. The most common are C9orf72, SOD1, TARDBP and FUS found in approximately 10%
of patients. Variants in the C9orf72 gene are the main cause of fALS - 25-40% of cases (and a
small percentage of SALS). The goal of this scientific research was to clarify the molecular
characteristics underlining the disease in patients with ALS, through the means of molecular
genetic testing for the dynamic expansion in C9orf72. The analysis was carried out by
determining the sensitivity and specificity of different C9orf72 genotyping methods. In total
171 patients that had been diagnosed with ALS were selected, 7 of which (4,1%) turned out
positive for expansion with more than 145 GGGGCC repeats. Short expansions or borderline
values (24 to 30 repeats) were not detected. Published data shows variable percentage ratios for
genetically verified cases (4-40%), which is mainly due to small sample counts and SALS-
fALS ratios. Our patients’ group also contains SALS and fALS cases, which explains the low
percentage of genetic verification. The obtained results enrich the worldwide database and shed
light onto genetically characterized Bulgarian ALS patients. Affected patients and their families
can receive adequate medical-genetic consultation and prenatal diagnostic testing.

Scientific publications and presentations:

e Ormandzhiev S, Todorov T, Angelov T, Chamova T, Mitev V, Todorova A, Tournev I.
Targeted screening of the C9orf72 gene in Bulgarian amyotrophic lateral sclerosis
patients. Acta Medica Bulgarica.

Contract D-91/24.06.2020 TRINUCLEOTIDE EXPANSIONS - MOLECULAR-
GENETIC REASON FOR THE DEVELOPMENT OF SOME
NEURODEGENERATIVE DISORDERS (ATAXIAS) IN BULGARIAN PATIENTS
Research team: Assist. Prof. Bilyana Georgieva Georgieva, PhD
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Prof. Albena Todorova-Georgieva, PhD, Dsc
Assist. Prof. Silviya Kalenderova-Valkova
Maria Dulgerova
Yanka Dangulova
Assist. Prof. Ani Miteva
Stoyan Bichev
e Tihomir Todorov, PhD
Organization unit: MU - Sofia, Faculty of Medicine, Department of Medical Chemistry and
Biochemistry, 2 Zdrave Srt., 1431 Sofia.

RESULTS: Objective: The study aims to analyze 200 Bulgarian patients with genetically
unspecified form of ataxia (Friedrich's ataxia, spinocerebellar ataxia, other type of ataxia) for
the trinucleotide expansions CGG in the FMR1 gene and GGC in the NOTCH2NCL gene.
These expansions are the molecular-genetic causes of Fragile X-associated tremor/ataxia
syndrome (FXTAS, OMIM#300623) and Neuronal intranuclear inclusion disease (NIID,
OMIM#603472), respectively. Methods: High molecular weight DNA extraction, polymerase
chain reaction with two and three primers (three-primer CGG Repeat Primed PCR), agarose gel
electrophoresis, capillary electrophoresis on automatic sequencer. Results: A premutation in the
FMR1 gene was found in one patient (95 CGG-motifs were detected) and the accurate
molecular-genetic diagnosis of FXTAS was made. The same premutation was detected in his
daughter, which allowed to identify the cause of the diagnosed Premature ovarian failure 1
(OMIM # 311360) in her. In total 58 patients were suspected of having NIID, because only one
allele (homozygotes) with a normal number of GGC-motifs in the NOTCH2NCL gene was
detected. These patients may have the same number of GGC-motifs on both alleles or the
second allele is with an expansion that cannot be detected with the applied genetic technique.
That group of patients requires further in-depth work to confirm/exclude the diagnosis NIID.
Conclusion: The introduced methods allow to perform molecular-genetic diagnostics of two
more neurodegenerative diseases in Bulgaria- FXTAS and NIID. This expands the possibilities
for determining the precise genetic diagnosis, which is extremely important for predicting the
disease course, for adequate genetic counseling and effective prevention in the affected
families. The present work permitted the establishment of DNA bank of well-selected group of
patients in whom a number of possible molecular-genetic diagnoses have been excluded. This
group of patients is a good basis to continue research in the field of neurodegenerative diseases
in Bulgaria.

Contract D-92/24.06.2020 INTERACTION BETWEEN THE ENDOGENOUS
CANNABINOID AND THE NITRIC OXIDE-ERGIC SYSTEMS IN THE
PATHOGENESIS OF COLD STRESS
Research team: Assoc. Prof. Hristina Hristova Nocheva-Dimitrova, MD, PhD
e Prof. Alexandar Stojnev, MD, PhD, DSci
Assoc. Prof. Roman Tashev, MD, PhD, DSc
Assoc. Prof. Rumen Nikolov, MD, PhD
Assist. Prof. Georgy Bogdanov, MD, PhD
Vesselina Mihajlova
Teodor Angelov
Organization unit: MU - Sofia, Faculty of Medicine, Department of Pathophysiology

RESULTS: The aim of the present study was evaluation of the effect of the cannabinoid and
the nitric oxide-ergic systems in the pathogenesis of cold stress. Stress-induced decrease of pain
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perception, known as stress-induced analgesia (SIA) was regarded as an indirect marker of the
stress reaction. Both the endogenous and the nitric oxide-ergic systems were proved to take part
in SIA development. Our experiments consisted in administration of CBI1-receptors
agonist/antagonist along with the NO precursor before exposing the animals to 1 hour of cold
stress (1h CS). Pain perception was evaluated through mechanical and thermal stimuli.
Analysis of results obtained revealed bidirectional influence of pain perception after
mechanical (PP-test) and thermal (HP-test) stimulation:

e AEA, administered alone before 1h CS, increased PP-thresholds during the first
20 min of the experiment, while shortened HP-latency. On the contrary — L-arg decreased PP-
thresholds, but led to prolonged HP- latency;

e administered together, AEA and L-arg decreased PP- thresholds compared to
the animals after 1h CS, still PP- thresholds were higher than controls™ values — i.e. SIA was
established (even not as prominent as after 1h CS); HP-latencies instead were similar to the
controls™ —i.e. SIA was not estimated.

Explanation of the results obtained should take in consideration the following:

e different pathways conduce the information from mechano- and thermoreceptors
to the central areas of analysis;

e the cannabinoid system participates in both stress-induced analgesia and anti-
stress system of the body;

e the dual effect of nitric oxide in central and peripheral mechanisms of
nociception.

Our results support the cannabinoids™ participation in the stress response of the body —
administration of AEA alone potentiates SIA, while CB1 antagonization suppresses it. It is also
possible that AEAs effect on PP-thresholds and HP-latency was partially due to decreased NO
release and the subsequent effect on both the NO-mediated central sensibilazation and
secondary (peripheral) hyperalgesia.

Scientific publications and presentations:

e Hristina HN, Encheva-Stoykova EN, Grigorov EE. Interaction between
endocannabinoids and the adrenergic system before and after stress-exposure.
Pharmacia. 69(1):249-254. DOI: 10.3897/pharmacia.69.e80550

¢ Khan AA, Doubovina E, Oliveira N, et al. Cannabinoids and nitric oxide-ergic system
in pathogenesis of cold stress-induced analgesia. International Congress of Medical
Sciences. Sofia, Bulgaria. 13-16 May 2021, p 70.

e lakovoglou D, Petrov K, Shah N, Nocheva H. The endogenous cannabinoid system and
nitric oxide interact in modulation of cold stress-induced analgesia. International
Congress of Medical Sciences. Sofia, Bulgaria. 13-16 May 2021, p 77.

Contract D-93/24.06.2020 EXPANDING THE SCOPE OF GENETIC TESTING IN
CHILDREN WITH STEROID RESISTANT NEPHROTIC SYNDROME THROUGH
NEXT GENERATION SEQUENCING
Research team: Assist. Prof. Olga Jivanova Beltcheva, PhD
e Kunka Kamenariva, PhD
Assoc. Prof. Maria Gaydarova, MD, PhD
Dimitar Roussinov, MD
Kalina Mihova
Assist. Galya Zlatanova
Assoc. Prof. Polina Miteva-Shumnalieva,
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¢ Felitsiya Shakova, PhD
Organization unit: MU - Sofia, Faculty of Medicine, Dept. of Medical Chemistry and
Biochemistry, Molecular Medicine Center, Zdrave 2 str., SBALAG Maichin dom, fl 14, 1431
Sofia

RESULTS: Nephrotic syndrome is a common childhood disorder, which usually resolves with
corticosteroid treatment. However, 10-20% of the cases are resistant to therapy, steroid-
resistant nephrotic syndrome (SRNS) and often progress to end-stage renal disease. So far,
more than 50 genes have been associated with the disease but most commonly affected are
NPHS1, NPHS2 and WT1. The goal of the project was to expand the scope of genetic testing in
SRNS patients by employing next generation sequencing in identifying pathological changes in
children with no mutations in NPHS1, NPHS2 or WT1. Nine patients were recruited, all except
one of which previously tested for mutations in those 3 genes. The single unscreened case was
included due to the unusually severe phenotype, involving renal failure before age 10 and
multiple brain infarctions. We used TruSight One Panel (lllumina) on MiSeq platform for
identification of disease-causing variants and Sanger sequencing for confirming the mutations
and establishing their origin. The pathogenicity of novel variants was evaluated based on the
ACMG criteria. Disease-causing or potentially disease-causing variants were found in 6
children. A known homozygous mutation in NOS1AP, recently found to be associated with
SRNS, was identified in one case. An additional rare MYH11 variant may contribute to the
cerebrovascular involvement in this child. A known pathogenic TRPC6 variant is the cause for
the disease in another child. Potentially pathogenic heterozygous variants in CFHR5, ITGBS3,
ACTN4 and LAMB2, may account for four additional cases, but this will need to be confirmed
in additional studies. The application of NGS for screening of SRNS patients confirmed our
expectation for a wide variability in the molecular cause of the disease in Bulgaria. It allowed
us to identify genetic cause of the disease in two of the SRNS patients and possible mutations
in further four cases.

Scientific publications and presentations:

e R. Bozhilova, O. Beltcheva, G. Zlatanova, K. Kamenarova, K. Mihova, F. Shakola, D.
Roussinov, M. Gaydarova, V. Mitev, R. Kaneva. Application of NGS sequencing for
improved diagnosis in the pediatric nephrology setting. European Human Genetics
Conference, Virtual Conference, AUGUST 28-31, 2021

Contract  D-96/24.06.2020 CLONAL AND SEROTYPIC DYNAMICS OF
NONINVASIVE S. PNEUMONIAE STRAINS ISOLATED FROM CHILDREN
DURING MASS IMMUNIZATION WITH THE PNEUMOCOCCAL CONJUGATE
VACCINE
Research team: Prof. Lena Petrova Setchanova, MD, PhD

e Assist. Prof. Alexandra Alexandrova, PhD

e Prof. Lena Setchanova, MD, PhD

e Petya Stankova, PhD

e Daniella Pencheva, PhD
Organization unit: MU - Sofia, Faculty of Medicine, Dept. of Medical Microbiology, 2,
Zdrave Str, 1431 Sofia

RESULTS: Purpose The non-invasive pneumococcal disease (NIPD) is a common infection
during childhood. We aimed to define the clonal spread of pediatric NIPD isolates recovered
during the PCV10-period in Bulgaria concerning the serotype and antimicrobial
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susceptibility.Materials and Methods Serogrouping/serotyping were performed using latex
agglutination and quellung reaction. Serogroup 6 strains were subjected to serotype-specific
PCR’s. The antibiotic susceptibilities were assessed by broth microdilution. MLST was
performed to define the clonal composition. Results We analyzed 202 pediatrics NIPD S.
pneumoniae isolates. The PCV10-vaccinated children were 94.1%. We disclosed 88% non-
vaccinal serotypes (NVTs) and 12% PCV10 - serotypes. All common serotypes were NVTSs:
19A (13%), 6C (12.3%), 3 (11%), 15A (7.8%) and 23A (5.2%). Antimicrobial non-
susceptibility showed highest levels in erythromycin (50.0%), oral penicillin (49.4%),
clindamycin (45.4%), trimethoprim-sulfamethoxazole (43.5%), tetracycline (42.2%), and
ceftriaxone (14.3%). The multidrug-resistant strains (MDR) were 51.3%. MDR-serotypes were
6C (20.2%), 19A (17.7%), 15A (11.4%), 19F (10.1%), and 23A (8.9%). MLST presented 16
clonal complexes (CCs) with prevalence of CC320, CC386, CC505, CC8029 and CC2613
clustered 83% MDR isolates. Conclusions All emergent pediatric NIPD serotypes in our
geographic area during the studied PCV10-period were NVTs (19A, 6C, 3, 15A, and 23A). The
fifth widespread CCs: CC320, CC386, CC505, CC8029 and CC2613 clustered 83% MDR
isolates. Future surveillance of vaccine-induced changes in the clonality and the antimicrobial
resistance of the pneumococcal population is needed.

Scientific publications and presentations:

e Alexandrova A, Pencheva D, Mitov I, Setchanova L. Clonal distribution, antimicrobial
resistance, and pilus islets in S. pneumoniae isolates recovered from PCV10-vaccinated
children with suppurative AOM in Bulgaria (2015-2020). Jpn J Infect Dis.
2022;75(1):92-95. (IF209 - 1.240)

e SetchanovaL, Y. Kalchev, T. Stoeva, M. Sredkova, G. Lazarova, A. Alexandrova and I.
Mitov. The invasive pneumococcal disease and serotype replacement after the routine
immunization with 10-valent conjugate vaccine (PCV10). XVII/ National Congress on
Clinical Microbiology and Infections of BAM. Sofia. 30.09-02.10. 2020, Abstr. Book, p.
44, Oral presentation.

Contract D-97/24.06.2020 STUDY OF MEMBRANE ORGANELLE
REORGANIZATIONS DURING MEIOTIC MATURATION AND AGING OF MOUSE
OOCYTES USING VISUALIZATION WITH A LIPOPHILIC FLUOROCHROME
Research team: Assoc. Prof. Maya Dyankova Markova, PhD
e Prof. Stefka Delimitreva, PhD
Assoc. Prof. Ralitsa Zhivkova, PhD
Assist. Prof. Venera Nikolova, PhD
Assist. Prof. Irina Chakarova, PhD
Assist. Prof. Anton Kolarov
Assoc. Prof. Milena Mourdjeva-Andonova, PhD
Organization unit: MU - Sofia, Faculty of of Medicine, Dept. of Biology

RESULTS: The distribution of membrane organelles of various cell types was studies by
staining with the lipophilic fluorochrome DIOC6 combined with staining of DNA with Hoechst
and of microfilaments with phalloidin-TRITC. This combined staining provided clear
visualization and was found to be a fast and easy method to obtain information about size,
shape and general structure of normal and apoptotic cells. The method was applied to mouse
oocytes subjected to in vitro maturation or aging in normal condition or in the presence of the
mediator of inflammation prostaglandin F2a, with parallel visualization of the meiotic spindle.
In normal oocytes, membrane structures in metaphase | were concentrated in the central region,
and in metaphase 11 showed a broader distribution which, however, still was not reaching the
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cell periphery. Oocytes matured in vitro in the presence of prostaglandin F2o had the
membrane labeling clustered in a relatively narrow central region and, in addition, a weaker
diffuse reaction. Meiotic spindles had a decreased number of fibers and narrowed poles, and the
cortical reaction for actin was diminished. Ovulated oocytes incubated for 3 hours with
prostaglandin F2o were characterized by decrease and disappearance of intracellular membrane
distribution gradients, and degeneration of the cytoskeleton, indicating that the mediator of
inflammation significantly accelerated the postovulatory in vitro aging of oocytes.
Scientific publications and presentations:
e Kolarov A, Mladenov N, Chakarova I, et al. Fast, Easy Staining Method to Visualize
Cell Morphology and Apoptosis. Acta Morphol Anthropol. 2020;27(3-4):3-7.
e Kolarov Al, Hadzhinesheva VP, Chakarova IV, et al. Prostaglandin F2 alpha causes fast
degenerative changes in ovulated mouse oocytes. Folia Biol (Praha). 2021;67(5-6):208-
212.

Contract D-98/24.06.2020 STUDY OF DIHYDROPYRIMIDINE DEHYDROGENASE
(DPD) ACTIVITY AND PLASMA OXIDATIVE STATUS IN COLORECTAL CANCER
PATIENTS TREATED WITH 5-FLUOROURACIL CAPECITABINE, OXALIPLATIN:
RELEVANCE TO THERAPEUTIC EFFICACY AND ADVERSE REACTIONS
Research team: Assoc. Prof. Dr. Rumen Pavlov Nikolov, PhD

e Prof. Dr. Slavina Surcheva, PhD
Assis. Prof. Kalina Kamenova, PhD
Assis. Prof. Nadya Christova-Avakumov, PhD
Assis. Prof. Lilia Atanasova, PhD
Velko Minchev, MD
Marin Angelov, MD
Organization unit: Department of Pharmacology and Toxicology, Faculty of Medicine, MU -
Sofia, 2 Zdrave street, Sofia 1431

RESULTS: Colorectal cancer is the third of most common diagnosed malignancy after breast
cancer in women and the second most common prostate cancer in men. Classical colorectal
cancer therapy includes the pyrimidine analogs 5-fluorouracil (5-FU) and capecitabine, and a
combination of fluorouracil and oxaliplatin. More than 80% of the administered dose of 5-FU
is metabolized by the enzyme dihydropyrimidine dehydrogenase (DPD), and the reduced
activity of the enzyme causes drug accumulation and subsequent toxicity. According to
literature data, about 30% of patients receiving 5-FU have fluoropyrimidine toxicity, and of this
population, about 50% of patients have DPD deficiency. The aim of the study was to
investigate the activity of the enzyme DPD and the oxyreduction status of plasma in patients
with colorectal cancer before and after chemotherapy with 5-FU, capecitabine, 5-FU and
oxaliplatin. In the study we used clinical, diagnostic, biochemical, chemiluminescent,
spectrophotometric and statistical methods. An ELISA method was performed to determine the
activity of the DPD enzyme. We found that there was no statistically significant difference in
the mean values of DPD in the blood plasma of the patients. The measured DPD levels were
0.38 £ 0.35 ng/mL in men and 0.35 = 0.26 ng/mL in women. The results of the oxy-reduction
status study showed that after a cycle of chemotherapy with 5-FU the values of the CL-SI index
were reduced, ie the capacity of the blood plasma to eliminate the active forms of oxygen was
reduced. In chemotherapy with fluoropyrimidines, the generated MDA - analogues, radicals
(O?*) and CL-SI index increase. This is evidence of reduced capacities of the defense systems
in the blood plasma to eliminate the radicals formed in the body and/or partially repair the
damage caused by them. The applied ELISA test for determining the concentration of DPD in
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blood plasma has good laboratory and economic indicators such as easy and fast performance,
acceptable schemes for logistics organization and low cost. Chemotherapy with
fluoropyrimidines decreases redox capacity in blood plasma, and this decrease is less
pronounced at higher plasma DPD levels.

Scientific publications and presentations:

e Velko Minchev. Toxic and adverse effects of chemotherapy with 5-Fluoropyrimidine
drugs. Could dihydropyrimifine dehydrogenase enzyme screening serve as prerequsite
to successful chemotherapy? J. Biomed. Clin. Res. 2020; 13: 87-99.

e Minchev V, Kamenova K, Hristova-Avakumova N, Surcheva S, Nikolov R. DPD
screening in blood plasma of cancer patients indicated to Fluoropyrimidine
chemotherapy by ELISA method. Comp. Rend. Bulg. Acad. Sci. 2021;74(5):767-75 IF
0,343

e Velko Minchev, Nadya Hristova-Avakumova, Kalina Kamenova, Liliya Atanasova,
Marin Angelov, Lozan Todorov, Slavina Surcheva, Rumen Nikolov. Does the level of
Dihydropyrimidine dehydrogenase (DPD) modulates antioxidant capacity in patients
treated with 5-Fluorouracil. Folia Med (Plovdiv) . 2021 Oct 31;63(5):760-767.

Contract D-99/24.06.2020 HELICOBACTER PYLORI IN CHILDREN WITH
COMORBIDITY
Research team: Assist. Prof. Daniel Valentinov Yordanov, MD, PhD
e Assist. Prof. Petyo Hadzhiyski, MD
Prof. Lyudmila Georgieva, MD, PhD, DSci
Assoc. Prof. Polina Miteva-Shumnalieva, MD, PhD
Assoc. Prof. Radka Hristova
Prof. Rumyana Markovska-Davidkova, MD, PhD
Assist. Prof. Petya Stankova
Organization unit: Department of Medical Microbiology, Faculty of Medicine, Medical
University of Sofia, 2 Zdrave Srt., 1431 Sofia

RESULTS: The aim of the present project was to evaluate the seroprevalence of Helicobacter
pylori infection and the seroprevalence of virulent infections by enzyme-linked immunosorbent
assay (ELISA) for anti-H. pylori IgG and CagA 1gG among children with insulin-dependent
diabetes type I and chronic renal failure, hospitalized in pediatric university hospital "Prof. Ivan
Mitev”. Both H. pylori 1gG and CagA IgG were found significantly more often in diabetic
children (in 28.3% and 23.4% of cases, respectively) than in the control group without diabetes
(14.8% for H. pylori 1gG and 9.2% for CagA IgG; p <0.001 in both cases). Conversely, among
children with chronic renal failure, the frequencies of H. pylori 1gG and CagA IgG were 17.2%
and 10.3%, respectively, without significant differences compared to the control group. In
conclusion, a statistical relationship was found between the presence of type | diabetes in
childhood and the incidence of both H. pylori infection and virulent CagA+ infections in
Bulgaria. The results contribute to the understanding not only of the link between H. pylori
infection and diabetes in children, but also of the association between the infections of more
virulent strains in type 1 diabetic children. The diabetic children may be at higher risk of H.
pylori acquisition; therefore, diagnosis of infection is particularly useful in monitoring these
patients. Moreover, frequent infections requiring antibiotic therapy in diabetics are a
prerequisite for the emergence or increase of multidrug-resistant H. pylori strains, which
strongly limit the options for successful eradication. It is necessary to further optimize social
and living conditions in childhood in order to reduce the acquisition of the infection, thus
protecting the children from both the long-term risks of infection itself and the development of
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diabetes. H. pylori eradication in children may reduce the risk of developing diabetes in
childhood and later in life.

Contract D-100/24.06.2020 IMMUNOHISTOCHEMICAL STUDY OF ENDOTHELIAL
FACTORS AFTER SELECTIVE INHIBITION OF ENDOTHELIN RECEPTORS IN
SPONTANEOUSLY HYPERTENSIVE RATS
Research team: Prof. Lazar Jelev Slavov, MD, PhD

e Assoc. Prof. Miroslava Varadinova, Md, PhD

e Jenya Stefanova, MD

e Assist. Prof. Albert Gradev

e Nikoleta Vulova
Organization unit: Department of Anatomy, Histology and Embryology, Faculty of Medicine,
Medical University-Sofia, 2 Zdrave Srt., 1431 Sofia

RESULTS: The aim of the study was to investigate changes in the localization and density of
endothelial (eNOS) and neuronal (nNOS) nitric oxide synthase and endothelin A or endothelin
B receptors in cardiac, renal and aortic tissue, as well as changes in fast fluctuations in
cardiovascular variables after selective inhibition of endothelin A (ETA) or endothelin B (ETB)
receptors in spontaneously hypertensive SHR rats. The experiments were performed on male
normotensive Wistar and SHR rats aged 12-14 weeks, divided into 6 experimental groups, each
containing 7 animals (n = 7): Wistar and SHR with intact endothelin receptors; Wistar and SHR
with selectively blocked ETA receptors (BQ123, 16.4 nmol / kg / min); Wistar and SHR with
selectively blocked ETB receptors (BQ788, 1mg / kg / min). Fast fluctuations in blood pressure
and heart rate, in characteristic spectral bands, spontaneous baroreflex sensitivity, and
sympatho-vagal balance were examined by spectral analysis in the arterial pressure wave. The
localization and distribution of eNOS, nNOS and ETA, ETB receptors in the studied tissues
were determined immunohistochemically. We found decreased power of humorally and
sympathetically mediated fluctuations of cardiovascular variable in SHR. Our results showed
altered sympathetic-vagal balance, as well as differences in the distribution of the studied
isoforms of NOS, ETA, ETB in SHR. We found that endothelin, via ETA and ETB receptors,
modulates fast fluctuations of blood pressure in SHR. The results obtained in our study showed
the significant role of ETA receptors in the regulation of nNOS and eNOS expression in
normotensive rats, as well as the determining role of endothelin receptor activity in the
regulation of their expression in SHR. The obtained results give us reason to assume that the
mechanisms responsible for the regulation of endothelin receptor expression are important for
the specificity of the endothelin system in SHR, while endothelial imbalance in SHR could be
due to impaired interaction between endothelin receptors and nitric oxide synthases.

Scientific publications and presentations:

e Jelev L, Pupaki D, Ankova D, Markova P: ENOS expression in the wistar rat kidney
after selective blockade of endothelin-B receptors, XXV National congress of the
bulgarian anatomical society with international participation, PLEVEN, 28-30 MAY
2021, published in: J Biomed Clin Res Vol. 14, No1l, Suppl., 1, 2021, p. 30-31

Contract D-101/24.06.2020 EFFECT OF BARIATRIC/METABOLIC SURGERY ON
ADIPOKINE PROFILE AND ADIPOKINE-INDUCED INFLAMMATION
Research team: Assoc. prof. Teodora Svetoslavova Handjieva-Darlenska, MD, PhD

e Dr Konstantin Grozdev, MD, PhD

e Maria Kalinkova
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e |vana Kalinkova
Organization unit: MU - Sofia, Faculty of medicine, Department of pharmacology and
toxicology, 2 Zdrave Srt., 1431 Sofia

RESULTS: Introduction: Severe obesity is a disease, characterized by excessive accumulation
of adipose tissue and low-grade inflammation. Bariatric/ metabolic surgery is the gold standard
in the treatment of severe obesity. Aim: The primary objectives of our study were to investigate
and evaluate changes in serum levels of proinflammatory adipokines - apelin, resistin and
apolipoprotein M in patients with severe obesity before and six months after bariatric/
metabolic surgery. The secondary objectives were to establish changes in anthropometric
parameters such as body weight in kg and body mass index and fat mass in % and the visceral
fat rating before and six months after the intervention. Materials and methods: We used various
anthropometric and qualitative tissue analysis parameters, as well as ELISA methodology for
determining serum levels of the above proinflammatory markers before and six months after
bariatric/ metabolic surgery. Results: Our results showed a significant reduction in body
weight, body mass index, fat mass in %, and visceral fat rating after six months of surgery. The
results demonstrated an increase in serum concentrations of apelin, resistin and apolipoprotein
M in the sixth month after surgery. Conclusion: The observed increase in the proinflammatory
markers is most likely due to insufficient weight loss, especially in high-grade obesity, and
continued low-grade inflammation in the sixth month after surgery. Another reason for the
unexpected change in the markers of inflammation is the small number of participants involved
due to the pandemic situation during the project.

Contract D-102/24.06.2020 EXPANDING THE POSSIBILITIES FOR DIAGNOSIS,
STAGING, PROGNOSIS AND FOLLOW-UP OF PATIENTS WITH
NEUROBLASTOMA THROUGH MOLECULAR GENETIC RESEARCH
Research team: Assoc. Prof. Radka Petrova Kaneva, PhD
e Prof. Dobrin Konstantinov, MD
Dr. lvan Shtarbanov, MD
Assoc. Prof. Maya Yordanova
Dr. Ilvan Boronsuzov, MD
Gergana Stancheva, PhD
Kalina Mihova, MSc
Assoc.Prof Margarita Kamenova, MD
Organization unit: Organization unit: MU - Sofia, Faculty of Medicine, Dept. of Medical
Chemistry and Biochemistry, Molecular Medicine Center, 2 Zdrave Str., 1431 Sofia

RESULTS: The relevance of the research topic is determined by the high incidence of PST,
their great malignancy potential, with high mortality rates and the possibility to offer the
patients reliable therapy when timely and accurate diagnosis is made. In the present study we
analysed the expression of TH and PHOX2B mRNA in 22 patients and 7 healthy peoples by
real-time quantification PCR. The expression of TH was confirmed in 10 of 13 bone marrow
samples, in 7 of 12 peripheral blood samples and in 4 of a total of 9 FFPE tumor materials. The
PHOX2B expression was detected in 12 of 13 bone marrow samples, in 6 of 12 peripheral
blood samples, and in 3 of a total of 9 FFPE tumor materials. The expression results obtained in
bone marrow material were confirmed by those established by fluocytometry used for routine
diagnosis. It is interesting to note that in patients with metastatic disease, studied expression
markers in our investigation are also found in the peripheral blood, which shows the potential
of the method as non-invasive and gentle.
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Scientific publications and presentations:
e Gergana Stancheva, Kalina Mihova, Veronika Petkova, Vanio Mitev, Radka Kaneva.
Establishment of biobank of patients with pediatric solid tumors. Oral presentation. 8-
10.November 2021; EBW2021

Contract D-103/24.06.2020 PHARMACOLOGICAL TREATMENT OF
NEUROPATHIC PAIN CAUSED BY ANTITUMOR CHEMOTHERAPEUTICS
Research team: Assist. Prof. Georgi Assenov Bogdanov, PhD
e Assist. prof. Kalina Koleva, PhD
Assist. prof. Hristian Staykov
Assoc. prof. Hristina Nocheva-Dimitrova, PhD
Aleks Tsonev
Assist. prof. Kalina Kamenova, PhD
Assoc. prof. Rumen Nikolov, PhD
Organization unit: Department of pharmacology and toxicology, Faculty of Medicine, MU -
Sofia, Zdrave street Ne 2, Sofia 1431

RESULTS: The aim of the study was to create a model of neuropathic pain in rats caused by
the application of chemotherapeutics and then to investigate the therapeutic effect of some
antidepressants on this chemotherapy-induced neuropathy. In addition, we compared the
therapeutic effect of the antidepressant with complex mechanism of action — vortioxetine with
the effects of other antidepressants from the group of the selective serotonin reuptake inhibitors
(paroxetine) and with that of the classical trycyclic antidepressants — amitriptyline. Two models
of neuropathic pain were used in which cisplatin or paclitaxel were injected intra peritoneally.
In one of the models cisplatin (2 mg/kg) was injected once a week for four weeks with a
cumulative dose of 8 mg/kg. In the other model paclitaxel (1 mg/kg) was injected on the O™
day, on the 2", 4" and 6™ day with a cumulative dose of 4 mg/kg. The experiments were
conducted with male Wistar rats (n=5 in each group) with a body weight of 200-220 g. The
analgesic effect of the drugs was determined with the “hot plate” method. The following
substances were tested: amitryptiline (20 mg/kg i.p.), paroxetine (10 mg/kg i.p.) and
vortioxetine (10 mg/kg i.p.). In the neuropathic model with cisplatin the prolongation of the
reaction time, which is a sign for an analgesic effect, was demonstrated in 4 out of 5 animals
after the application of amitriptyline, in 3 out of 5 animals after the application of paroxetine
and in 2 out of the 5 animals after the application of vortioxetine. In the model with paclitaxel,
increase in the reaction time was observed in 3 out of 5 animals which received amitriptyline,
in 4 out of 5 animals that received paroxetine and in 3 out of 5 animals treated with
vortioxetine. Paroxetine demonstrated similar efficacy with that of amitriptyline in both of the
models for neuropathy, and vortioxetine did not reveal advantage compared to amitriptyline
and paroxetine. The weaker effect of paroxetine and vortioxetine compared to the one of
amitriptyline might be due to their action which is mainly focused on the reuptake of serotonin.
Even though described in the literature, the role of serotonin on the suppression of neuropathic
pain is probably auxiliary.

Scientific publications and presentations:

e Bogdanov, G., Koleva, K., Staykov, H. et al. Treatment of neuropathic pain caused by
antitumor chemotherapeutics. Medical Review, 2021;5;12-21.

Contract D-104/24.06.2020 INFLUENCE OF SOCIAL STRESS ON BEHAVIORAL
PARAMETERS IN ADOLESCENT SPONTANEOUSLY HYPERTENSIVE RATS:
EFFECTS OF MESEMBRINE ALKALOIDS
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Research team: Prof. Dr. Alexander Stoynev, MD, DSci

e Assoc. Prof. Daniela Pechlivanova, PhD

e Assoc. Prof. Radka Tafradjiiska-Hadjiolova, MD, PhD

e Assist. Prof. Zafer Sabit, MD

e Assist. Prof. Dimitar Bakalov, MD
Organization unit: Department of Pathophysiology, Faculty of Medicine, Medical University -
Sofia, 1 St. George Sofiyski Str., 1431 Sofia

RESULTS: The period of maturation is characterized by increased social activity aimed to
accumulate the necessary knowledge to pass to the stage of maturity. Chronic social stress
during adolescence leads to a deficit in working memory, which mainly affects the short-term
memory and hippocampal-dependent spatial memory. Spontaneously hypertensive rats (SHRS)
are characterized with deviations in basic behavioral parameters even before puberty. Our
previous studies showed that the alkaloid fraction extract from the terrestrial parts of Narcissus
cv. Hawera with a high content of mesembrenone (MZM) causes an antidepressant and
anxiolytic effect, and an improvement of the habituation to an unfamiliar environment without
significantly modifying the total motor activity in Wistar rats. The main aim of this project was
to evaluate the degree of impact of chronic social stress on the main forms and parameters of
social and cognitive behaviors in adolescent rats of the SHR strain, as well as the effects of
alkaloids from Narcissus cv. Hawera (MZM) on these parameters. We used methods for
assessing cognitive behavior (Open field, Novel object recognition, T-maze), anxiety and
depression-like behavior (Elevated plus maze, Forced swimming), as well as biochemical
methods for determining serum levels of BDNF. All data were statistically processed with two-
factor ANOVA to determine the degree of significance. The results of the research show that
the main adverse effects of social stress are the increase of the anxiety behavior and the
impairment of recognition working memory in adolescent SHRs. They did not exhibit a
depressive type of behavior and showed no impairment in their spatial memory. Chronic
treatment with MZM showed no adverse side effects and significantly improved the working
memory of stressed adolescent SHRs.

Scientific publications and presentations:

e Dimitar Bakalov, Daniela Pechlivanova, Zafer Sabit, Radka Tafradjiiska, Alexander
Stoynev, Deleterious effects of chronic social stress on the cognitive behavior in
spontaneously hypertensive rats, XXXI International Online Scientific Conference
“Sixty Years Union of Scientists” - Stara Zagora, June 03-04, 2021, Abstract book —
Section “Medicine”, pp. 27-28.

Contract D-105/24.06.2020 CHARACTERISTICS OF THE SYSTEMIC LOW-GRADE
INFLAMMATION IN ESSENTIAL AND SYMPTOMATIC (RENAL PARENCHYMAL
HYPERTENSIONS WITHOUT PREGNACY AND PREECLAMPSIAS)
HYPERTENSIONS BY HEMORHEOLOGICAL PARAMETERS AND FUNCTIONAL
PARAMETERS OF THE POLYMORPHONUCLEAR LEUKOCYTES
Research team: Assist. Prof. Stilian Vasilev Stoeff, MD, PhD

e Assist. Prof. Blagowest Bechev, PhD
Assist. Prof. Svetoslav Jovtchev, PhD
Assist. Prof. Svobodan Alexandrov, PhD
Assist. Prof. Svetla Miteva-Nicolova, PhD
Assist. Prof. Jancho Ivanov
Iliana Buteva- Christova, MD, PhD,
Maria Vretenarska-Georgieva, MD
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e Assist. Prof. Magdalena Pencheva-Demireva
Organization unit: MU - Sofia, Faculty of Medicine, Department of Medical Physics and
Biophysics, 2 Zdrave Str., Sofia 1431

RESULTS: The gestational hypertension (GH) is a swift flowing form characterized only with
raised arterial pressure in initially normotensive pregnant women (HP). Even in HP exist
enhanced erythrocyte aggregation (EA) and leukocyte activation approved as systemic
inflammatory response (SIR). Interactions of polymorphonuclear leukocytes (PMNL) during
SIR in circulatory network with pathological sites molecules, blood cells, complement system,
coagulation system and recovery system create PMNL with different functional states (FS). It is
investigated if in GH exist change in the hemorheology and PMNL FS revealed as SIR.
Methods. Investigated contingent comprise GH, HP and healthy nonpregnant women (HW).
Zymosan stimulated whole blood PMNL are measured by chemiluminescence (CL). A
probabilistic component model for CL analysis is applied, describing PMNL with different FS.
Measured are EA, erythrocytes sedimentation velocity, whole blood viscosity (WBV). Clinic
laboratory indices (CLI) for SIR (albumin, fibrinogen, RBC distribution width,
neutrophil/lymphocyte ratio, thrombocytes, thrombocyte/lymphocyte ratio and mean platelet
volume) are measured. Results. The developed thermoregulation system for the
chemiluminometer LB953 is implemented. The method for studying the functional state of
PMNL has been optimized. Altered PMNL parameters characterizing primed FS are observed
According to the CL component analysis from PMNL in pregnant women, PMNL are
characterized by readiness for rapid response to stimuli, and after the generalized parameters
"efficiency”, "speed" and "capacity” FS "stand-by" is formed. In HP and GH are registered
primed FS (stand-by state) of neutrophils vs HW neutrophils in resting state. EA show
equalized value increase in HP and GH and exist equal WBYV. CLI for SIR in pregnancy are in
harmony with the primed FS got in CL method and are indication for prothrombotic risk in GH.
Conclusion. Chemiluminescent analysis and hemorheological finding support the concept for
SIR with primed FS of PMN during pregnancy. In pregnancy with and without GH is
developed low-grade systemic inflammation with prothrombotic risk in GH.

Scientific publications and presentations:

e Bechev B, Buteva I, Magrisso M, Stoeff S, Jovtchev Sv, Miteva S et al. Neutrophils
state and inflammation in pregnant women with hypertension. Series on Biomechanics
2022;36(2):162-7

Contract D-114/24.06.2020 GUIDED ENAMEL REMINERALIZATION IN THE
APPLICATION OF BIOMIMETIC SYSTEMS - IN VITRO STUDY
Research team: Prof. Radosveta Ivanova Vassileva, DMD, PhD

e Assist. Prof. Alexander Bonchev, DMD
Organization unit: MU - Sofia, Faculty of Dental Medicine, Department of Conservative
Dentistry, 1 St. George Sofiyski Str., 1431 Sofia

RESULTS: The aim of the present in vitro study is to investigate the remineralization potential
of PDMAEMA/CaP and the self-assembling peptide P11-4 on an experimental model of
artificial enamel caries. The study was performed on 40 extracted third molars. An artificial
carious lesion was created on the buccal half of each tooth using a solution containing 0.1%
lactic acid. The samples were randomly divided into four groups, and the lesions were treated
with P11-4 and PDMAEMA/CaP, as well as artificial saliva and fluoride varnish. The teeth are
then stored in a solution of artificial saliva for 1, 4 and 8 weeks. The results were evaluated by
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computer microtomography (microCT), infrared spectroscopy and SEM. The results proved
that the lactic acid solution (0.1M, pH = 4.5) applied for 6 days on enamel samples creates
artificial carious lesions, which are similar in chemical composition, surface morphology and
depth (~ 94 um), which corresponds to the definition of an initial enamel carious lesion. This
kind of enamel lesion represent a convenient object for analysis of the effect of the
remineralizing systems. Lesions treated with fluoride varnish, P11-4, and PDMAEMA/CaP
showed a decrease in the intensity of the radiolucency in the microCT study as the sample
remained in the artificial saliva solution. In the fluoridated sample, the radiolucency is
preserved in the deeper layers of the lesion, while in the group of the P11-4 and PDMAEMA a
more uniform improvement is established in all areas of the enamel defect, which is evidence
of the penetration of biomimetic systems into deeper areas on the enamel. The treatment of
artificial enamel lesions with P11-4 and PDMAEMA/CaP leads to remineralization both on the
surface and in the body of the lesion and their effect is proportional to the storage time of the
samples in artificial saliva solution.
Scientific publications and presentations:

e Bonchev A, Vasileva R, Dyulgerova E. et al. Self-assembling Peptide P11-4: A
Biomimetic Agent for Enamel Remineralization. Int J Pept Res Ther 2021; 27:899-907.

e Bonchev A, Vasileva R, Dyulgerova E. Guided enamel regeneration with self-
assembling peptide P11-4. Jubilee Annual Assembly of IMAB, 18-21 October 2020,
Varna, Bulgaria, p.52.

e Bonchev A, Vasileva R, Dyulgerova E. The effect of self-assembling peptide p11-4 on
the microhardness of artificial enamel carious lesions (in vitro study). 1\VVth Scientific
Congress ,,Science and Practice — hand-in-hand*, 23-24 April 2021, Plovdiv, Bulgaria,
p.26.

Contract D-117/24.06.2020 MiRNA EXPRESSION PROFILE RESEARCH AMONG
PATIENTS WITH AGGRESSIVE NON-FUNCTIONING PITUITARY ADENOMAS
Research team: Assist. Prof. Silviya Georgieva Klenderova-Valkova, PhD

e Prof. Prof. Albena Todorova-Georgieva, PhD, DSc

e Assoc. Prof. Atanaska Elenkova MD

e Assist. Prof. Biliyana Georgieva, PhD

e Emiliya Nikolova
Organization unit: MU - Sofia, Faculty of Medicine, Dept. of Medical Chemistry and
Biochemistry, 2 Zdrave Str., 1431 Sofia

RESULTS: Introduction: Pituitary adenomas (PA) are one of the most common intracranial
neoplasms and non-functioning pituitary adenoma (NFPA) accounts for one-third of all PA.
The ability to predict tumour recurrence and invasion after the initial surgery will decrease
morbidity and mortality rate. So far, no biomarkers for NFPA monitoring are available. Altered
expression of miRNAs has been described implicated in the pathogenesis of various human
diseases, including PA. The present study examined the onco-specific miRNA expression
profiles in patients with NFPA and a specific microRNA signature, with diagnostic and
prognostic potential, was selected. Material and methods: Total RNA was isolated by
MiRNeasy Mini Kit and miRNA expression profiles were analysed by miRCURY LNA
MIiRNA PCR (Qiagen). GeneGlobe platform and SPSS were used for data analysis. Un-paired,
2-tailed Student’s t-test was used where appropriate, Pearson's correlation coefficient was used
for correlation analysis between miRNAs and clinicopathological characteristics. ROC curve
analysis evaluated the diagnostic ability of the selected miRNAs. P<0.05 was assumed for
statistically significant. Results: Four miRs signature miR-106a, miR-17, miR-20, miR-210 had
a very high diagnostic and prognostic accuracy for invasion of NFPA, with an AUR> 0.9 (95%
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Cl = 0.839-1). Furthermore, miR-20a, miR-16, miR-106a and miR-17 were up-regulated in
recurrent NFPAs (p<0.05). MiR-106a, miR-17, miR-20, miR-186 can be used as size-related
biomarkers for differentiating macoradenomas from giant PA (AUC > 0.9, 95% CI = 0.873-1).
Conclusions: The present study is the first in Bulgaria to suggest a miRNA signature with
diagnostic and prognostic clinical application in patients with NFPA. Early identification of
NFPA with aggressive behaviour is of major clinical importance, therefore the selected
miRNAs profile possesses the potential for improving patient stratification, monitoring and
survival.

Contract Nr. D-118/24.6. 2020 VIRTUAL SCREENING AND HIT SELECTION OF
NATURAL COMPOUNDS AS ACETYLCHOLINESTERASE INHIBITORS - STAGE 2
Research team: Assist. prof. Mariyana Dimitrova Atanasova, PhD

e Prof. Irini Doytchinova, PhD, DSci

e Assoc. prof. Ivan Dimitrov, PhD
Organization unit: MU - Sofia, Faculty of Pharmacy, Chemistry Department

RESULTS: The amyloid plaques are a key hallmark of neurodegenerative diseases such as
Alzheimer’s disease and Parkinson’s disease. Amyloidogenesis is a complex long-lasting
multiphase process starting with the formation of nuclei of amyloid peptides: a process
assigned as a primary nucleation. Curcumin (CU) is a well-known inhibitor of the aggregation
of amyloid-beta (AP) peptides. Even more, CU is able to disintegrate preformed AP firbils and
amyloid plaques. The aim of the study is to simulate by molecular dynamics the primary
nucleation process of 12 AP peptides and investigate the effects of CU on the process.
Structure-based method molecular dynamics is used in the study. We found that CU molecules
intercalate among the AP chains and bind tightly to them by hydrogen bonds, hydrophobic, n—
n, and cation—r interactions. In the presence of CU, the AP peptides form a primary nucleus of
a bigger size. The peptide chains in the nucleus become less flexible and more disordered, and
the number of intermolecular intercations and hydrogen bonds between them decreases. For
comparison, the effects of the weaker AP inhibitor ferulic acid (FA) on the primary nucleation
are also examined. Our study is in good agreement with the observation that taken regularly,
CU is able to prevent or at least delay the onset of neurodegenerative disorders.
Scientific publications and presentations:
e Doytchinova I, Atanasova M, Salamanova E, et al. Curcumin Inhibits the Primary
Nucleation of Amyloid-Beta Peptide: A Molecular Dynamics Study Biomolecules
2020;10(9):1323-37.

Contract  D-119/24.06.2020 INTEGRATED STRATEGY FOR SECONDARY
METABOLITE IDENTIFICATION BASED ON ULTRA-HIGH PERFORMANCE
LIQUID CHROMATOGRAPHY WITH HIGH PERFORMANCE MASS
SPECTROMETRY. APPLICATION IN RHAPONTICOIDES ICONIENSIS (HUB.-
MOR.) M.V.AGAB. & GREUTER (FAM. ASTERACEAE)
Research team: Assoc. Prof. Dimitrina Zhivkova Zheleva-Dimitrova, PhD

e Assist. Prof. Vessela Balabanova-Bozushka, PhD

e Assoc. Prof. Reneta Gevrenova, PhD

e Assoc. Prof. Yulian Voynikov, PhD

e Alexandra Stefanova
Organization unit: MU - Sofia, Faculty of Pharmacy, Dept. of Pharmacognosy, 2 Dunav Str.,
1000 Sofia
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RESULTS: Rhaponticoides iconiensis (Hub.-Mor.) M.V.Agab. & Greuter. (Asteraceae) is an
endemic species spread in several small populations in the province of Konya (Turkey). It is
critically endangered with an extremely high risk of extinction. R. iconiensis was formerly
classified into the Centaurea genus. Recently, based on the molecular phylogenetic and eco
geographical studies on Cardueae-Centaureinae, the genus Rhaponticoides Vaill. was separated
from Centaurea L. Antioxidant properties and enzyme inhibition, as well as the phenolic and
flavonoid contents, of methanol (Soxhlet extraction and maceration) and water (infusion)
extracts of R. iconiensis leaves, roots, and flower heads were determined. An UPLC-HRMS
strategy applies a combination of several data processing techniques, including mass defect
filtering (MDF), diagnostic fragment ion filtering (DFIF) and neutral loss filtering (NLF) to
achieve targeted detection and identification of potential biologically active compounds. The
methanol extracts of R. iconiensis leaves contained the highest amount of phenolic compounds
(52.37 and 54.37 mg gallic acid equivalent/g) and flavonoids (74.13 and 80.75 mg rutin
equivalent/g). Accordingly, the leaves methanol extracts showed the highest antioxidant
potential. Interestingly, the roots methanol extracts were the most potent acetylcholinesterase
(4.75 mg galantamine equivalent/g) and butyrylcholinesterase inhibitors (5.26 and 5.14 mg
galantamine equivalent/g). The leaves and roots methanol extracts exhibited high a-glucosidase
(2.48+3.08 mmol acarbose equivalent/g) and a-amylase (0.17-0.70 mmol acarbose
equivalent/g) inhibition. The highest tyrosinase inhibition was recorded for leaves methanol
extracts (138.79 and 140.34 mg kojic acid equivalent/g). In the present project, 87 secondary
metabolites including hydroxybenzoic, hydroxycynnamic acids and their glycosides, sugar
esters, acylquinic acids, flavonoids and anthocyanins were dereplicated in R. iconiensis. Key
points for the dereplication of different classes secondary metabolites were in-depth
characterized. The obtained strategy for the dereplication of specialized natural products in
Rhaponticoides iconiensis extracts highlights UHPLC-HRMS as an effective tool in the
investigation of less known medicinal plants.

Scientific publications and presentations:

e Zheleva-Dimitrova D, Zengin G, Sinan KI, et al. Identification of bioactive compounds
from Rhaponticoides iconiensis extracts and their bioactivities: An endemic plant to
Turkey flora. J Pharm Biomed Anal. 2020;190: 113537.

e Zheleva-Dimitrova D, Gevrenova R, Balabanova V, et al. UHPLC-HRMS as an
effective tool for the dereplication of specialized natural products in less known plants:
two Asteraceae species (Rhaponticoides iconiensis and Synedrella nodiflora) as a case
study. International conference on plant systems biology and biotechnology (ICPSBB),
Golden Sands Black Sea Resort, Bulgaria, Hotel International, 14-17 June, 2021. Oral
presentation, O14, Book of abstracts, p35.

Contract D-120/24.06.2020 OPTIMIZED CELLULAR SYSTEMS FOR THE
PREPARATION OF PHARMACEUTICALLY SIGNIFICANT LOW-TOXIC
COMPOUNDS BY STRUCTURAL MODIFICATION OF NATURAL MOLECULES
Research team: Prof. Iliana Ilieva lonkova, DSci

e Assist. prof. Dr Jancho Zarev, PhD

e Pavlinka Popova
Organization unit: MU - Sofia, Faculty of Pharmacy, Dep. Pharmacognosy

RESULTS: Biotransformation of exogenous flavonoids - quercetin, kaempferol and apigenin
by suspension cultures of Astragalus vesicarius ssp. carniolicus to their monoglycosylated
derivatives was performed. The maximal enzymatic potential of cells of A. vesicarius ssp.
carniolicus was evaluated by different concentrations of flavonoids exposure. According to
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quantitative ultra-high performance liquid chromatography-high resolution electrospray
ionization mass spectrometry (UHPLC-HR-ESI-MS) analysis, the highest concentration of
kaempferolO-glycoside (14.88 nmol/g dry weight, DW), apigenin O-glycoside (10.55 nmol/g
DW) and quercetin O-glycoside (150.83 nmol/g DW) was achieved, when suspension cultures
were treated with 4 mg/mL kaempferol, 4 mg/mL apigenin and 3 mg/mL quercetin,
respectively. The glycosidic products of biotransformation were not detected in the untreated
control. The high enzyme potential of conventional cells system of A. vesicarius subsp.
carniolicus is established and an optimized model cell system for the production of
pharmacologically active molecules is proposed.
Scientific publications and presentations:
e Pavlinka Popova, Yancho Zarev, lliana lonkova, Biotransformation of quercetin,
kaempferol and apigenin to monoglycosylated derivatives by in vitro suspension
cultures of Astragalus vesicarius ssp. carniolicus, Pharmacia, 2021, 68(2): 307-311

Contract D-121/24.06.2020 RESPONSE TO TAFAMIDIS IN HEREDITARY ATTR
AMYLOIDOSIS DUE TO GLU8BIGLN PATHOGENIC GENETIC VARIANT IN
BULGARIAN COHORT OF ATTR AMYLOIDOSIS PATIENTS WITH MIXED
PHENOTYPE
Research team: Assoc. Prof. Vanya Nikolova Maslarska, PhD
e Prof. Ivailo Tournev, MD, DSci
Assoc. Prof. Mariana Gospodinova-Milanova, MD, PhD
Assoc. Prof. Tsvetanka Doncheva, PhD
Assist. Prof. Vera Damyanova, PhD
Assist. Prof. Dragomira Nikolova, PhD
Assist. Prof. Stanislav Bozhanov, PhD
Assist. Miglena Smerikarova
Organization unit: MU - Sofia, Faculty of Pharmacy

RESULTS: Recently the scientists increasingly focused their research work on examination
and developing of new therapeutic drug regimens for the treatment of rare diseases. A good
example for this is transthyretin amyloidosis. Disease etiology and pathogenesis have already
been established but the low prevalence significantly complicates the analysis of the
appropriate therapeutic regimens. The pathogenic genetic variant with mixed phenotype
Glu89GIn, mainly characteristic for the Balkan region, has been poorly studied. In connection
with one of the most important stages of therapeutic drug monitoring — quantification of drug
plasma concentrations, a HPLC method was developed. The method, quantifing the first and
most widely prescribed transthyretin kinetic stabilizer — Tafamidis, was validated according to
the ICH requirements for bioanalysis and distinguished for its precision, accuracy and high
sensitivity. The developed method was applied for analysis of plasma concentrations in the
Bulgarian cohort of patients with stage | transthyretin amyloidosis, carriers of the Glu89GIn
mutation. Based on the results obtained for Tafamidis plasma concentrations and the results of
the routine neurological and cardiac examinations, the relationship between plasma
concentration levels and the degree of disease progression over the study period was monitored.
Scientific publications and presentations:
e Smerikarova M, Bozhanov S, Maslarska V. Analytical Methods for the Determination
of the Transthyretin Kinetic Stabilizer Tafamidis in Biological Fluids: A Review. 10th
International Conference on Biotechnology and Bioengineering (10th ICBB). 16
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December 2020 Virtual event (TR). Basic & Clinical Pharmacology & Toxicology,
2021, Vol. 128, Suppl. 2, p.14.

e Smerikarova M, Bozhanov S, Maslarska V, et al. Determination of Tafamidis Plasma
Concentrations in Amyloidosis Patients with Glu89GIn Mutation by HPLC — UV
Detection. Journal of Chromatographic Science, 2021, 1-8.

Contract D-122/24.06.2020 PHYTOCHEMICAL INVESTIGATION OF ASTRAGALUS
CORNICULATUS AND ASTRAGALUS HAMOSUS
Research team: Prof. llina Nikolaeva Manova, PhD
e Assoc. Prof. Petranka Zdraveva, PhD
e Assist. Prof. Aleksandar Shkondrov, PhD
e |vana Pankova
e |van Stambolov
Organization unit: MU - Sofia, Faculty of Pharmacy, Dept. of Pharmacognosy

RESULTS: Astragalus hamosus and Astragalus corniculatus were examined for the presence
of flavoalkaloids, acylated and highly glycosylated flavonoids. Non-purified extracts of the
overground parts of the species were subjected to ultra-high performance liquid
chromatography — high resolution electrospray ionisation mass spectrometry (UHPLC-
HRESIMS) analysis and the results were compared to authentic reference substances. A
flavoalkaloid of kaempferol was newly identified in an extract of A. hamosus. In addition, three
compounds — quercetin and kaempferol flavonoids, acylated with hydroxymethylglutaric acid
and alcesefoliside, were found in extracts of A. hamosus and A. corniculatus for the first time.
Scientific publications and npucscTBaations:
e Shkondrov A, Krasteva I. Liquid chromatography — high resolution mass spectrometry
screening of Astragalus hamosus and Astragalus corniculatus. Pharmacia.
2021;68(1):135-9.

Contract  D-123/24.06.2020 UHPLC-HRMS ANALYSES OF SECONDARY
METABOLITES IN HYDROMETHANOLIC EXTRACTS OF PORTULACA
OLERACEA L.
Research team: Assoc. prof. Yulian Tenchev Voynikov, PhD
e Assoc. prof. Reneta Gevrenova, PhD
Assoc. prof. Dimitrina Zheleva-Dimitrova, PhD
Assist. prof. Vessela Balabanova-Buzhushka, PhD
Assoc. prof. Paraskev Nedialkov, PhD
Assoc. prof. Ivan Dimitrov, PhD
Nedialka luseva
Alexandra Petrova
Organization unit: MU - Sofia, Faculty of Pharmacy

RESULTS: Hydromethanolic extracts were obtained from the aerial parts of the plant
Portulaca oleracea L. (purslane). These extracts were analyzed with ultra-high performance
liquid chromatography coupled with high-resolution maspectrometry (UHPLC-HRMS). Two
groups of natural secondary metabolites were sought to be determined:

» cyclo-dopa amides (CDA) or oleraceins and
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« hydroxycinnamic acid amides (HCAA)

An effective workflow was developed for filtering the MS2 spectra by 1) diagnostic fragment
filtering (DFF) and 2) diagnostic neutral loss filtering (NLF). This was achieved by an in-house
written script in the programming language Python. This script is also able to combine similar
MS2 spectra based on user-defined criteria. Using this strategy, 56 CDAs were identified and
characterized. Of them, 35 are new, undescribed in the literature oleraceins. Also, 26 HCAAS
we identified. The developed workflow allows the fast and effective screening of compounds
based on their MS characteristics, and can be applied to various other groups of compounds in
complex mixtures.

Scientific publications and presentations:

e Voynikov Y, Gevrenova R, Zheleva-Dimitrova D, et al. UPLC-HRMS identification of
cyclo-dopa amides in hydromethanolic extracts of Portulaca oleraceae L. International
Conference on Plant Systems Biology and Biotechnology (ICPSBB). Golden Sands,
Sofia, Bulgaria. 14-17 June, 2021. 36p.

e Voynikov, Y., Nedialkov, P., Gevrenova, R., Zheleva-Dimitrova, D., Balabanova, V.,
& Dimitrov, I. UHPLC-Orbitrap-MS Tentative Identification of 51 Oleraceins (Cyclo-
Dopa Amides) in Portulaca oleracea L. Cluster Analysis and MS2 Filtering by Mass
Difference. Plants. 2021; 10(9), 1921. IF = 3.935

Contract D-124/24.06.2020 DEVELOPMENT AND EVALUATION OF ORAL
CARRIERS FOR PEDIATRIC PRACTICE.
Research team: Prof. Milen Ventsislavov Dimitrov, PhD, MPH-HMP

e Assist. Prof. Dilyana Georgieva, PhD
Organization unit: MU - Sofia, Faculty of pharmacy, Dept. of Pharmaceutical Technology
and Biopharmacy, 2 Dunav Str., 1000 Sofia

RESULTS: The drug products used in pediatrics must often be adapted to the needs of
children, as routine practice in pharmacies is to use commercially available products as starting
materials for extemporaneous preparation of liquid formulations. After analysis of
pharmacotherapeutic considerations for pediatric use, Celecoxib oral suspensions were
prepared at a concentration of 10 mg/ml from celecoxib-substance and commercially available
drug products using as a carrier purified water with added preservative (methyl-paraben), sugar
or fructose syrup, or 1% aqueous solution of sodium carboxymethylcellulose and sugar syrup in
a ratio (1:1). The influence of basic factors such as appearance, change in pH, sedimentation
volume (F), assessment of resuspension potential, quantitative content of celecoxib,
microbiological quality, and stability after first opening of the package on the stability of the
prepared formulations was studied. The tested formulations remained unchanged in terms of
appearance and showed chemical stability at storage temperatures of 25°+ 5°C (room) and
5°+2° C (refrigerated) during the entire follow-up period. With the highest values of the
sedimentation volume (F) and optimal physical stability, the model suspensions prepared with a
sugar syrup carrier and the combination of sugar syrup + 1% aqueous solution of CMC sodium
(2:1) stand out. The optimal number of shakes for resuspension is within the limits of 3+1
reversible shakes, and the angle of rotation should not be less than 90°. The quantitative content
of celecoxib in all prepared formulations remained above 95% w/v, within the study design, in
the range of 98.7+ 0.41% to 101.8+ 0.82%, as formulations retaining their microbiological
stability. The obtained results of the study of the stability after the first opening of the package
reveal a potential possibility for the successful extemporaneous preparation of oral
formulations with celecoxib and confirm that the studied formulations retain their
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physicochemical and microbiological stability, within the performed simulations of real
conditions of pediatric use.

Contract D-131/24.06.2020 IDENTIFICATION OF GENETIC MUTATIONS CAUSING
SYNDROMIC AND NON-SYNDROMIC FORM OF RETINITIS PIGMENTOSA IN
BULGARIAN PATIENTS USING NOVEL TECHNOLOGIES FOR GENOMIC
ANALYSIS
Research team: Prof. Sylvia Zdravkova Cherninkova-Gopina, MD, PhD, DSci

e Kunka Kamenarova, PhD

e Olga Beltcheva, PhD

e Felitsiya Shakola, PhD

e Veronika Petkova, MSc
Organization unit: MU — Sofia, Faculty of Medicine, Dept. of Neurology, University Hospital
“Alexandrovska”, Clinic of Neurology, 1 George Sofiiski Str., 1431 Sofia

RESULTS: Inherited retinal diseases (IRD) are a heterogeneous group of diseases that mainly
affect the retina; more than 300 genes have been linked to the disease and more than 20
different clinical phenotypes have been described. This heterogeneity at both the clinical and
genetic levels complicates the identification of causative mutations. Therefore, a detailed
genetic characterization is important for genetic counselling and decisions regarding treatment.
Retinitis pigmentosa, RP, is the most common form of IRD, in which patients lose both types
of photoreceptors. Our purpose was to identify causative mutations and characterize the
phenotype associated with the genotype in six Bulgarian patients with nonsyndromic RP and to
increase the knowledge about these dystrophies in our population. Clinical exome of each
patient was analyzed using next-generation sequencing and prioritization of possibly
pathogenic changes was performed after applying filtering criteria. A total of 5 pathogenic
mutations, one of which was described in this study, were found in 67% of RP patients.
Mutations in 4 of the most frequent RP genes, RHO, RPGR, NRL u PRPF3. Based on this, the
genetic diagnosis of retinopathy in these patients was identified. Genotype-phenotypic
correlations were studied, which allowed to determine the potential risk of developing retinal
degeneration for their relatives. Identification of carrier frequency of detected mutations in the
population, as well as finding of other families with hereditary retinal degenerations is
extremely important for clarifying the genetic epidemiology of the disease in Bulgaria. From a
methodological point of view, next-generation sequencing of clinical exome was successfully
applied and this allowed simultaneous screening of the most common genes for retinal
degeneration. A systematic pipeline for filtering pathogenic substitutions was applied which
can be used for future research projects and diagnostics.

Contract D-134/24.06.2020 STUDY OF THE POLYMORPHISMS RS2278329 AND
RS2292016 IN THE ONCOSTATIN M RECEPTOR (OSMR) GENE AS A FACTOR
FOR THE DEVELOPMENT OF DERMATOMYOSITIS IN ADULT PATIENTS
Research team: Assoc Prof. Lyubomir Assenov Dourmishev, MD, PhD

Prof. Radka Kaneva, PhD

Maria Hristova, MD, PhD

Radosveta Bozhilova

Joana Pozharashka
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Organization unit: MU - Sofia, Faculty of Medicine, Department of Dermatology and
Venereology,
1 St. George Sofiyski Str., 1431 Sofia

RESULTS: The polymorphisms rs2278329 and rs2292016 in the Oncostatin M receptor
(OSMR) gene were analyzed in 64 patients with dermatomyositis (23 males and 41 females)
and 95 healthy controls (24 males and 71 females) by real-time PCR. Among the whole cohort,
only two patients with dermatomyoitis are carriers of the heterozygous genotype rs2278329GA
and only one control is a carrier of the heterozygous genotype rs2292016GT. The two
polymorphisms showed similar allele and genotype distribution among the patients and the
controls. The low frequency of the minor alleles (< 1%) does not allow to study their
association with the clinical features of the disease. A larger patient cohort is needed in order to
assess the impact of the studied polymorphisms on the development of dermatomyeositis.

Contract D-144/24.06.2020 NEXT GENERATION SEQUENCING (NGS) FOR THE
IDENTIFICATION OF MUTATIONS IN THE UROMODULIN OR OTHER GENES,
ASSOCIATED WITH VARIOUS DEGREES OF CHRONIC KIDNEY DISEASE AND
HYPERURICEMIA/GOUT IN YOUNG INDIVIDUALS
Research team: Assoc. Prof. Maria Simeonova Gaydarova, MD, PhD

e Head Assist. Prof. Olga Beltcheva, PhD
Daniela Pencheva, PhD
Assist. Prof. Galia Zlatanova-Rashkova, MD
Assist. Prof. Stephka Tsocheva, MD
Assist. Prof. Ventzislav Shurliev, MD, PhD
Radosveta Bozhilova — PhD student
Organization unit: MU - Sofia, Faculty of Medicine, Dept. of Pediatrics, SBALDB “Prof.
Ivan Mitev” Ltd., Nephrology and Dialysis Clinic, “Acad. Ivan Geshov” 11 blvd. Sofia 1606

RESULTS: The aim of this project was to apply next generation sequencing (NGS) for genetic
testing of young patients with chronic kidney disease and hyperuricemia/gout. After obtaining
informed consent in writing, we collected samples from 5 patients, 3 women and 2 men. We
used TSO gene panel which allows simultaneous sequencing of the coding sequences of 4 813
genes on the MiSeq platform (Illumina). For variant confirmation and segregation analysis we
applied Sanger sequencing. The pathogenicity of each nucleotide change was evaluated based
on the ACMG criteria (Richards S. et al., 2015). The data analysis revealed pathogenic or
potentially pathogenic variants in several genes involved in maintaining the normal structure
and function of the kidney, namely, COL4A3, COL4A4, UMOD, GATM and SLC14A2, which
code for the a3 and a4 chains of type 4 collagen, uromodulin, the mitochondrial L-
arginine:glycine amidinotransferase and UT2 urea transporter, respectively. We identified the
disease-causing mutation in a family with multiple affected members in three generations,
some of who progressed towards renal failure - p.Arg222Ser (rs1313544461) in UMOD. Up
until now, that variant’s clinical significance was unknown, but the segregation analysis, which
included 3 affected individuals, confirmed its pathogenic effect. Both COL4A3/4 mutations,
one of which novel, affect structurally important glycine residues, which makes them good
candidates for disease causing variants. We expect to gain more information about their clinical
effect through segregation analysis. Understanding the exact phenotypic effect of the suspect
nucleotide changes in the other two genes, GATM and SLC14A2, will need further in-depth
analysis. The present study is the first to try to identify the molecular causes behind
hyperuricemia accompanied by impaired kidney function in Bulgaria. Our results will help in
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the choice of better treatment options for the patients and will contribute to our understanding
of the biological processes governing the normal renal function.

MEDICO-BIPLOGICAL AREA 2021

Contract D-76/04.03.2021 MOLECULAR BASIS OF CONNECTIVE TISSUE
PATHOLOGIES, ASSOCIATED WITH EHLERS-DANLOS DISEASE, IN
BULGARIAN PATIENTS
Research team: Prof. Albena Parvanova Todorova-Georgieva, DSc

e Acad. Prof. Dr. Vanyo Mitev, MD, DSc
Assist. Prof. Bilyana Georgieva, PhD
Yanka Dangulova, PhD
Assist. Prof. Silviya Kalendarova-Valkova, PhD
Mariya Dyulgerova, PhD
Tihomir Todorov, PhD
Slavko Ormandzhiev, MSc
Organization unit: MU-Sofia, Faculty of Medicine, Department of Medical Chemistry and
Biochemistry, 2 Zdrave Srt., 1431 Sofia
RESULTS: Ehlers-Danlos syndrome (EDS) is a heterogeneous group of diseases, affecting the
connective tissue, skin, tendons, blood vessels and internal organs. The goal of this scientific
research was to implement and optimize a method for analysis of genetic variants in patients
with EDS, in order to clarify the molecular basis and associated genes in Bulgarian patients.The
next generation sequencing (NGS) method was applied, for the analysis of a gene panel. The
NGS-based method for whole exome sequencing was successfully applied, to find variants in
the COL3A1, ADAMTS and CRTAP genes. On the basis of the conducted molecular-genetic
analysis, the genome analysis led to a variant in 1 of the samples (6,67%) in the gene COL3A1
(c.2122G>C, p.Gly708Arg), which explains the clinical symptoms of the fetus sample, and has
lead to an exact molecular-genetic diagnosis. Specifying the diagnosis gave the opportunity for
conducting adequate prophylactics for the affected family, which showed that the variant is de
novo - not inherited from the parents. For two other patients the genome analysis lead to
variants of unknown significance in the genes ADAMTS and CRTAP (¢.562G>C, p.Glu188GIn
and ¢.583G>A, p.Glul95Lys). In 12 of the samples, the genome analysis did not lead to any
pathological variants, due to which the patients are left with an unspecified genetic diagnosis.
The results of this research are of great importance for the family of the analysed abortion
material, due to the exact diagnosis on a molecular-genetic level. Only when an exact
molecular-genetic diagnosis is apparent in the family, an adequate consultation, prenatal
diagnostics and prophylactics of the disease can be offered.

Contract D-77/04.06.2021 INVESTIGATING THE EXPRESSION OF HIF-1ALPHA,
HIF-2ALPHA AND PROANGIOGENIC MICRORNA MIR-1246 IN LARYNGEAL
CARCINOMA - IN SEARCH OF TUMOR HETEROGENEITY

Research team: Prof. Diana Petrova Popova, MD, PhD, DSc
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e Assoc. Prof. Todor Popov, MD, PhD

e Prof. Dr. Lazar Slavov, MD, PhD

e Gergana Stancheva, PhD

e Assist. Prof. Tihomir Dikov, MD, PhD

e Assoc. Prof. Tsvetomir Marinov, MD, PhD

e Dr. Julide Casaboglu
Organization unit: MU - Sofia, Faculty of Medicine, Department of ENT
RESULTS: In samples from a group of 62 patients with advanced laryngeal carcinoma, miR-
1246 expression was investigated by RT-PCR. From each patient, 4 samples were examined -
control, normal peritumoral tissue and tumor in depth and surface. miR-1246 was found to be
significantly dysregulated in advanced laryngeal carcinoma (in 78% of cases), miR-1246
overexpression was significantly higher in stage T4 compared to stage T3 and correlated with
tumor size. The expression levels of miR-1246 were significantly higher in the tumor depth
than at the tumor surface, ie. there is significant heterogeneity with respect to this microRNA.
An important conclusion from the data is also the fact that the expression levels of MiR-1246
were positively associated with a higher risk of locoregional metastases in these patients. In a
group of 25 patients, immunohistochemistry for HIF-1-alpha and HIF-2-alpha was performed.
From the analysis of the expression of HIF-2-alpha in tumor tissue, a patchy distribution of the
expression of this molecule without a diffuse one was found. The main source of expression is
the tumor cells and, to a much lesser extent, the tumor stroma. The HIF-1 alpha antibody did
not stain due to a possible quality problem.
Scientific publications and presentations:

e G. Stancheva, “Higher Expression Levels of miR-1246 in Advanced Laryngeal

Carcinoma Are Associated with Elevated Risk of Locoregional Metastasis”, C. R. Acad.
Bulg. Sci., vol. 76, no. 3, pp. 464-472, Mar. 2023.

Contract D-78/04.062021 INVESTIGATION OF A PANEL OF MIRNAS AS NON-
INVASIVE DIAGNOSTIC BIOMARKERS IN PROSTATE CANCER
Research team: acad. Prof. Vanyo Ivanov Mitev, MD, PhD, DSci

e Prof. Radka Kaneva, PhD
Assist. Darina Kachakova -Yordanova, PhD
Veronika Petkova - PhD student
Assoc. prof. Marincho Georgiev, MD, PhD
Assoc. prof. Krasimir Yanev, MD, PhD
Vasil Vasilev, MD
Assist. prof. Valentin Yotovski, MD, PhD
Assist. prof. Georgy Margaritov Ivanov, MD
Assist. prof. Alexandrina Vlahova
Assist. prof. Marusya Genadieva-Yordanova
Organization unit: MU - Sofia, Faculty of Medicine, Dept. of Medical chemistry and
biochemistry
RESULTS: The most common solid tumor among men is prostate cancer (PC). There is a
great need new non-invasive biomarkers to be imported into clinical practice to support
personalized medicine. Such non-invasive biomarkers are miRNAs. The current study aims to
validate let-7c and miR-375 as non-invasive diagnostic and/or prognostic biomarkers in plasma
in PC. These microRNAs showed a correlation with PC in our previous research project. In the
current study, plasma levels of selected miRNAs were investigated in 51 PC patients and 48
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controls with benign prostatic hyperplasia (BPH). Expression analysis was performed using the
SybrGreen LNA technology. ROC curve analysis revealed that individually tested miRNAs
could not reliably distinguish patients from controls. Plasma levels of miR-375 showed a
correlation with the Gleason score. Combining miRNAs with PSA differentiates patients from
controls with the best specificity compared to using them alone, and also has the potential to
differentiate patients with a high Gleason score. The best combination of two biomarkers for
distinguishing patients from controls was between let-7c and PSA, achieving 76.5% sensitivity
and 62.5% specificity as the area under the curve (AUC) was 0.689, p=0.0012. The
combination of let-7c, miR-375 and PSA achieved an AUC of 0.709, p=0.00036, with a
sensitivity of 70% and a specificity of 60.4%. These results indicate that the combination of
biomarkers has the potential to be used in clinical practice in the diagnosis of PC. In addition,
we found that miR-375 plasma levels statistically significantly correlated with the presence of
diabetes and distinguished the analyzed individuals with diabetes from those without diabetes
regardless of the presence of PC with high sensitivity and specificity. A larger study including a
larger cohort of PC patients with complete clinicopathological data and well-clinically
characterized controls is needed to take into account all factors affecting miRNAs levels and to
validate the results.

Contract D-79/04.06.2021 STRUCTURAL AND NEUROCHEMICAL FEATURES OF
THE NEUROEPITHELIAL BODIES IN SPONTANEOUSLY HYPERTENSIVE RATS
Leading scientist: Prof. Nikolai Elenkov Lazarov, MD, PhD, DSc

e Prof. Lazar Slavov, MD, PhD
Assoc. Prof. Dimitrinka Atanasova-Dimitrova, PhD
Assoc. Prof. Angel Dandov, MD, PhD
Assist. Prof. Aleksandar Iliev, MD
Assist. Prof. Nikola Stamenov, MD
Galina Marinova
Organization unit: Department of Anatomy, Histology and Embryology, Faculty of Medicine,
Medical University of Sofia, 1 St. George Sofiyski Str., 1431 Sofia
RESULTS: The purpose of the project is to study the structural and neurochemical features of
the neuroepithelial bodies (NEBs) in spontaneously hypertensive rats (SHRs). NEBs are
clusters of neuroendocrine cells scattered throughout the epithelium of the intrapulmonary
airways. They express a variety of bioactive neuropeptides, which makes them an interesting
subject for studies concerning pathological conditions in the lungs, and their regenerative
capacities. For the aims of the project, two age groups of SHRs were used, respectively one-
and three-month-old. The controls were age-matched normotensive Wistar rats. The methods
included deep anesthesia, followed by transcardial perfusion, dissection of the lungs and
deaeration with vacuum. Afterward, paraffin blocks from the lungs were prepared and cut into
tissue sections. Thereafter, these were stained with routine histological techniques (H&E and
neutral red), and with immunohistochemistry using primary antibodies against calcitonin gene-
related peptide (CGRP), substance P (SP), neuropeptide Y (NPY) and gamma-aminobutyric
acid (GABA). Using the routine staining methods, NEBs were visualized and localized in the
terminal and respiratory bronchioles, and in the alveoli. NEBs were described as clusters of
cells protruding into the lumen of the airways. However, the use of these methods is limited
due to the lack of specific morphological patterns for structure identification. With the
immunohistochemical methods, the expression of several neuropeptides was determined in the
NEBs. Applying a primary antibody against CGRP we visualized the NEB-microenvironment
which involves Clara-like cells situated around the neuroendocrine cells. We also demonstrated
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the expression of SP and GABA in the neuroendocrine cells of NEBs and the reaction was
more intense in the 3-month-old SHRs. In conclusion, NEBs express a wide variety of
neuropeptides, which makes them an important part of the lung parenchyma, integrating
chemical stimuli in the lungs and the CNS. Further experiments are required to fully
comprehend the involvement of these neuroactive substances in pathological changes and the
regenerative capacity of the lungs.

Scientific publications and presentations:

e Stamenov, N., L. Jelev, D. Atanasova, A. Dandov, N. Lazarov. Microscopic Anatomy
of the Pulmonary Neuroepithelial Bodies in Spontaneously Hypertensive Rats. Acta
Morphol. Anthropol., 29, 2022, 18-21.

e Stamenov N, Atanasova D, Jelev L, Dandov A, Lazarov N. Localization of CGRP-
immunoreactive structures in the pulmonary neuroepithelial bodies of spontaneously
hypertensive rats. VIII National Conference with international participation
“Morphological Days”, Sofia, Bulgaria, June 10 — 12, 2022.

Contract D-80/04.06.2021 SEROLOGICAL STUDY TO ESTABLISH THE
ASYMPTOMATIC SPREAD OF SARS-COV-2 IN A GEOGRAPHICALLY AND
CLIMATICALLY DISTINCT REGION IN BULGARIA
Research team Prof. Dr. Raina Tzvetanova Gergova, DM

e Corr. Member, Prof. lvan Mitov, MD, PhD, DSci
Assit. Prof. Ivo Sirakov, VMD, PhD
Assit. Prof. Nikolay Kalvatchev, MD, PhD
Prof. Tanja Strateva, MD, PhD
Assit. Prof. Petja Stankova, PhD
Gergana Paraskova
Lyudmila Bardarska, MD
Organization unit: MU - Sofia, Faculty of Medicine, Dept. “Medical Microbiology”, 2 Zdrave
str.,
Sofia 1431
RESULTS: The data on asymptomatic infections caused by SARS-CoV-2 in humans are
divergent and do not provide clear information and can range from 0.3 to 78.6%. The rapid
spread of the virus is due to asymptomatic infections, which are a great threat as they
undermine control measures. The geographical and climatic features are also important for the
spread of respiratory viruses. In this regard, we set ourselves the goal, through a retrospective
research, to study the latent prevalence of SARS-CoV-2 in humans in three periods - during the
Lockdown 13.03.-13.04, followed by post Lockdown 14.04-07.08 and autumn 26.10-
08.12.2020, as well as to determine the importance of some climatic and geographical factors.
For this purpose, we examined 418 serum samples from southwestern Bulgaria, Sandanski
municipality, using double recombinant IgM, IgA and IgG ELISA. We tested 369 of the
samples with a rapid antibody test and compared the results with the ELISA method. The
asymptomatic cases for the three stages in the study were 3.84%, 9.18% and 51.31%, or a total
of 16.51% for the whole period, with no statistically significant difference in the status of
antibodies to SARS-CoV-2 between men and women. Comparing the obtained results, climatic
factors and the characteristics of the virus, we analyzed the possible way of importing the virus
in the city. We found that the virus was circulating in the municipality before the first
registered case — it was imported from the UK. The virus probably entered the city by mass
harvesting before isolation through an asymptomatic carrier, but not through air currents. In a
comparison between a rapid antibody test and an ELISA method, the rapid test showed 100%
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specificity and 74% sensitivity to the double-recombinant ELISA technique. These and other
results, worldwide, raise the question of the extent to which rapid tests are used in official
controls. Due to the fact that there are no official data for the country before 06.06.20, these
results supplement the information on the spread of SARS-CoV-2 in the country before this
period.

Scientific publications and presentations:

e Sirakov |, Stankova P, Bakalov D, Bardarska L, Paraskova G, Mitov I, Gergova R.
Asymptomatic spread of SARS-CoV-2 during the first wave in Bulgaria: A
retrospective study in a region with distinct geography and climate. Was the virus
source from the UK? Acta Microb. Bulg. 2022; 38(4): 358-360.

e Sirakov I, Rusenova N, Rusenov A, Gergova R, Strateva T. Human ELISA Detects
anti-SARS-CoV-2 Antibodies in Cats: Seroprevalence and Risk Factors for Virus
Spread in Domestic and Stray Cats in Bulgaria. Veterinary Sciences. 2023; 10(1):42.

Contract D-81/04.06.2021 STUDY OF THE POTENTIAL OF CATS AS A RESERVOIR
AND SOURCE OF SARS-COV-2 INFECTIONS IN HUMANS IN BULGARIA
Research team: Assist. Prof. Ivo Nikolaev Sirakov, VMD, PhD

e Assit. Prof. Nikolay Kalvatchev, MD, PhD
Prof. Tanja Strateva, MD, PhD
Prof. Dr. Raina Gergova, MD, PhD
Corr. Member, Prof. lvan Mitov, MD, PhD, DSci
Dobrinka Ivanova, MD, PhD
Assit. Prof. Ralitsa Popova-Ilinkina
Organization unit: MU - Sofia, Faculty of Medicine, Dept. “Medical Microbiology”, 2 Zdrave
str., 1431 Sofia
RESULTS: Coronavirus infections are zoonoses and understanding their zoonotic origins is a
key factor in combating them. Coronaviruses use different strategies to adapt and bind to the
host cell, so it is possible that SARS-CoV-2 will leave behind natural reservoirs. High
sensitivity of monkeys, ferrets and cats to SARS-CoV-2 has been found, and lower in dogs.
Cats in Bulgaria are widespread as pets and homeless, and in connection with this, we set out to
study clinical and serological samples from them, to prove the spread of SARS-CoV-2 and the
possibility of forming a reservoir of the virus. We used human-specific double recombinant
ELISA, RT-Real Time PCR, LAMP, sequencing, and developed nested (n) PCR. We
performed a differential diagnosis with FHV, FCV, Mycoplasma and Chlamydia felis. Of the
clinical trials, 30.31% were positive for SARS-CoV-2, 17.17% for FHV, 6.06% for FCV,
45.45% for Mycoplasma and 16.16% for Chlamydia felis. Analysis of the results showed a
possible relationship between SARS-CoV-2 and FHV. The presence of antibodies against
SARS-CoV-2 showed in 11.11% of the samples, and 2.8% were borderline. The developed
nPCR showed 100% specificity and sensitivity up to 0.015 ng/uL viral RNA. The percentage of
positive clinical samples for SARS-COV-2 showed active circulation and transmission of the
virus in cats. In this regard, it can be speculated that mutations in the virus in cats and other
hosts may lead to the formation of variants specific and circulating only among them or
become a constant source of the virus for humans. The presence of antibodies in 11.11% of the
cats tested showed the formation of an immune response. Serological data compared with
positive clinical samples probably show a ‘wave' of the spread of the virus in cats and the
beginning of the formation of population immunity. Cats have the potential to become a
reservoir of the virus, but this also depends on the ability to form a population immune system.
Scientific publications and presentations:
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Contract D-82/04.06.2021

Sirakov |, Popova R, lvanova D, Rusenova N, Mladenov H, Mihova K, Mitov I.
Development of nested PCR for SARS-CoV-2 detection and its application for

diagnosis of active infection in cats.
https://doi.org/10.3390/vetsci9060272

Research team Prof. Radka Petrova Kaneva, PhD

Organization unit: MU - Sofia, MU - Sofia, Faculty of Medicine, Dept. of Medical Chemistry
and Biochemistry, Molecular Medicine Center, 2 Zdrave Str., 1431 Sofia

Prof. Hristo Shivachev, MD
Assist.prof. Nadejda Tolekova, MD
Dr. Niya Sarbyanova, MD

Prof. Dobrin Konstantinov, MD
Dr. Ivan Boronsuzov, MD
Gergana Stancheva, PhD

Kalina Mihova, MSc

Verinoka Petkova

INVESTIGATION OF A FUSION GENE PANEL
PEDIATRIC SOLID TUMORS BY NEXT-GENERATION SEQUENCING

272.

IN

RESULTS: The topicality of the problem is determined by the high frequency of pediatrics
solid tumors (PST), their high malignant potential with high mortality and the possibility of
being affected by modern treatment in case of timely and accurate diagnosis. In the current
study, rare childhood tumors were screened for the presence of fusion proteins using the
FusionPlex® Sarcoma kit and next-generation sequencing. In 6 of 8 patients (75%), a fusion
protein was detected, helping to refine the histopathological diagnosis. One of these 6 patients
had a case of Ewing sarcoma proven by another method and used as a positive control. Thanks
to this investigation, a fusion variant typical of synovial sarcoma was discovered in one of the
patients who was diagnosed with another type of tumor. In only one of the patients, no variant
was detected, and in one patient it was not possible to perform the analysis due to the low
quality of the FFPE material.

Contract D-83/04.06.2021 WHOLE EXOME SEQUENCING IN PATIENTS WITH

COMPLEX FORMS OF EPILEPSY RELATED TO OTHER
NEURODEVELOPMENTAL DISORDERS AND MALFORMATIONS

Research team Prof. Albena Kirilova Jordanova, PhD

Assist. Prof. Nevyana Ivanova, PhD

Valentina Peycheva, noktop, PhD

Radosveta Bozhilova, PhD

Assoc. Prof. Daniela Avdjieva-Tzavella, MD, PhD
Prof lvan Litvinenko, MD, PhD

Assist. Prof. lvanova Tacheva, MD, PhD

Assist. Prof. Maria Petrova, MD

Assist. Prof. Dimitar Stamatov, MD

Prof. Veneta Bojinova-Chamova, MD, PhD

Assist prof. Iliana Alexandrova-Lazarova, MD, PhD
Daniela Deneva-Todorova, MD
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Organization unit: MU - Sofia, Faculty of Medicine

RESULTS: Complex forms of epilepsy associated with other neurological disorders are a
clinically heterogeneous group of diseases with overlapping phenotypes, including autism,
motor and neuropsychiatric development, mental retardation and congenital malformations.
They are most often due to chromosomal aberrations or copy number variations. In other cases,
point mutations are detected, which are successfully detected by the whole exome sequencing
(WES) method we use. The study included 10 patients with complex forms of epilepsy who
were negative for the most common genetic defects. Pathogenic/likely pathogenic variants were
found in 50% of cases (5 out of 10 patients). This diagnostic yield is comparable to the data
cited and proves once again the effectiveness of WES in the molecular diagnosis of complex
forms of epilepsy. The first case in Bulgaria of the recently described rare genetic syndrome of
O’Donnel-Luria-Rodan was identified, which contributes to a more reliable interpretation of
the genotype-phenotype correlations. Pathogenic variant identified in the KCNC3 gene in a
patient with epilepsy and mild developmental delay extended the clinical phenotype associated
with this gene and showed, that it must be included in the epilepsy diagnostic gene panels. In
general, the detection of the genetic cause of the disease not only led to a certain genetic
diagnosis but was of great importance for genetic counseling, especially in cases of poorly
defined and incompletely developed clinical phenotype communicating with the disease
prognosis, therapeutic approach, the risk of childbirth in a sick child in the next pregnancy and
the possibility of offering a prenatal diagnosis. Clarification of the molecular characteristics
showed that despite the complex clinical picture, in most patients it is due to single de novo
mutations in genes, related to the development of the nervous system, early embryonic
development or specifically expressed in nerve tissue, whose function is critical for the nerve
cells.

Scientific publications and presentations:

e N. Ivanova, K.Mihova, D.Avdjieva-Tzavella, V.Peycheva, l.Litvinenko, G.Tacheva,
I.Aleksandrova, V.Guergelcheva, V.Bojinova-Tchamova, V.Mitev, [|.Dimova,
A.Jordanova, R.Kaneva. P10.045.D “Whole exome sequencing followed by reverse
phenotyping in patients with neurodevelopmental disorders identifies rare genetic
syndromes and reveals novel clinical and genetic variants”. European Human Genetics
Conference, Vienna, Austria, June 11-14, 2022. Hybrid Poster.

Contract D-84/04.06.21 PRESENCE AND ROLE OF VIRUSES OF HERPESVIRIDAE
FAMILY IN THE PATHOLOGY PROSTATE CANCER
Research team: Assist. Prof. Dr. Bilyana Georgieva Georgieva, PhD

e Prof. Albena Todorova-Georgieva, PhD, DSc

e Yanka Dangulova

e Anita Kavrakova, PhD

e Kremena Mesechkova, PhD student
Organization unit: MU - Sofia, Faculty of Medicine, Department of Medical Chemistry and
Biochemistry, 2 Zdrave Srt., 1431 Sofia.
RESULTS: Aim of the study was to investigate a potential association of viruses from the
Herpesviridae family (HHVs) with the onset and progression of prostate cancer (PCa) due to
persistent active infection and tumorogenic biological activity in Bulgarian patients with PCa,
benign prostatic hyperplasia (BPH) and PCa/BPH. We analyzed per one needle of “tru-cut”
biopsies from 78 patients- 58 with PCa and 20 with BPH. DNA extraction, PCR, and Real-
Time PCR were applied. In 11,5% of the patients (9 out of 78) we detected active viral
infection with the following four members of the family Herpesviridae- CMV, EBV, HHV-6
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and HHV-7. Most of the cases with active viral infection fall in the clinical group of patients
with BPH (25%) and only 6,9% of the patients with PCa. We discovered a mass morpho-
histological findings for an inflammatory process: atypical, atrophic and precancerous changes,
chronic inflammatory infiltration, amyloid bodies and cytopathic effect, typical for most of the
detected viruses, mainly EBV, CMV, HHV-6, concentrated in the BPH patients group.
Obtaining of such results with a similar morpho-histological picture and positive for HHVs in
over 25% of the BPH and BPH/PCa patients, with PSA values in the gray area, characterizes a
critical phase of PCa development and is of a high risk of causing malignancy by virus-
associated tumorigenic process. Our observations support the theory of "hit and run™ model of
PCa- HHVs are much more active in the initial and critical stages, by triggering the disease and
are less commonly detected in the advanced phase of the disease. Our results support the
hypothesis that long-term active HHVs infection contributes to intraprostatic inflammation,
precancerous lesions and BPH, and later to malignancy of the prostatic epithelium. The
prevention and treatment of prostate viral infections could have a positive effect on the control
and prevention of PCa.

Contract D-85/04.06.2021 INTERACTION BETWEEN ENDOGENOUS
CANNABINOID AND SEROTONERGIC SYSTEMS IN COLD STRESS
PATHOGENESIS
Research team: Assoc. Prof. Dr. Hristina Hristova Nocheva-Dimitrova, PhD

e Prof. Alexander Stoynev, MD, PhD, DSci
Assoc. Prof. Roman Tashev, MD, PhD, DSci
Assoc. Prof. Radka Tafradzhiyska, MD, PhD
Assoc. Prof. Rumen Nikolov, MD, PhD
Assistant Prof. Georgi Bogdanov, MD, PhD
Assistant Prof. Nikolay Stoynev, MD, PhD
Assistant Prof. Vlayko VVodenicharov, MD, PhD
Nikhil Basil Oliveira, student
Nisarg Shah, student
Organization unit: MU - Sofia, Faculty of Physiology and Pathophysiology
RESULTS: Functional and structural changes in the body caused by stress due to complex
interactions between the endocrine, the immune, and the central nervous systems can trigger
pathological conditions known as stress-induced disorders. The discovery of stress
development mechanisms could give practical clues for decreasing the negative impact on the
organism. The aim of the project was to study the cannabinoid and serotonergic
neurotransmitter systems interaction in the pathogenesis of cold stress (CS) in rats.
Experiments included CB1 and 5HT1A receptors agonists/antagonists administration in various
combinations before exposing the animals to 1 hour of cold stress. Pain perception was
estimated by mechanical and thermal nociceptive methods. The reported effect on stress-
induced analgesia (SIA) is considered an indirect indicator of the stress response of the body as
a whole. The results obtained showed that:

* the two systems interact in the pathogenesis of CS;

» the cannabinoid system has a modulating effect in the pathogenesis of CS, initially
maintaining SIA in certain values, and later suppressing it; antagonism of CB1 terminates the
modulating effect and higher SIA values are reported,;

« the serotonergic system has a weaker effect on SIA, increasing its values mainly at the
30th min of the experiment;

* pre-treatment with both agonists reduced SIA from the 20th min;
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» CB1-antagonist with simultaneous 5SHT1A agonist treatment established SIA from the
20th min, its values remaining constant until the end of the reporting period,

« SHT1A -antagonist with simultaneous CB1 agonist treatment shows PPT values
comparable to those of controls;

* opioid receptors are involved in the described effects;

» other mediator systems (e.g. GABA or glutamatergic) are also likely to be involved in
these effects.
The results confirmed the hypothesis of the research team: endogenous cannabinoid and
serotonergic systems interact in the pathogenesis of cold stress.

Contract D-86/04.06.2021 CROSS-CORRELATIVE ANALYSIS OF DYNAMICS IN
NEUROLOGICAL BEHAVIOR AND BRAIN PROTEOME PARAMETERS IN RATS
WITH STZ-ICV INDUCED EXPERIMENTAL MODEL OF ALZHEIMER'S DISEASE
Research team: Assoc. prof. dr. Radka Krilova Tafradjiyska-Hadjiolova

e Assoc. prof. Dr. Daniela Pehlivanova, PhD
Assoc. prof. Dr. Lubomir Traikov, PhD
Assist. prof. Dr. Todor Bogdanov, PhD
Assist. prof. Dr. Dimitar Bakalov, MD, PhD
Assist. prof. Dr. Zafer Sabit, MD, PhD
Anastasios Papageorgiou

e Frankiski-loanna Theodoros
Basic organization: MU - Sofia, Faculty of Medicine, Department of Physiology and
Pathophysiology, 2 Zdrave Street, Sofia-1431
RESULTS: Hypoglycemia and hypometabolic disorders in the brain caused by reduced
glucose uptake are observed in specific brain regions affected by Alzheimer's disease (AD).
Therefore, glucose hypometabolism and energy deficit are hallmarks of AD. There are several
hypotheses that explain the role of glucose in the hypometabolic changes in AD, but the
available data on this issue are weak. Reduced glucose transport in glial cells may be associated
with reduced expression of glucose transporters GLUT-1 and GLUT-2 in neuronal and glial
tissues. On the other hand, glucose transporters (GLUT-1 and GLUT-2) may play a role as
potential targets for Alzheimer's disease therapy. Compounds such as antidiabetic drugs,
SGLT1 agonists, and insulin, are proposed as therapeutic agents. Nevertheless, the proposed
targets of therapy need further research. In the present project, a systematic approach to
analyzing an animal model system of Alzheimer's disease with the intracerebroventricular
infusion of Streptozotocin (or Streptozotocin model) leads to selective inhibition of GLUT-1
and GLUT-2 transporters in the area of the 3rd ventricle ( location was determined using a
stereotaxic technique), with behavioral and memory tests conducted in parallel. After cross-
correlation analysis of data sets related to proteomic studies of brain homogenates,
cerebrospinal fluid (CSF), and blood plasma (BP), by means of SDS-PAGE and histological
changes in the structure of the hippocampal region, in relation to changes in behavioral and
memory abilities in the experimental animals, the cross-correlative changes related to the
behavior of the experimental animals and, in particular, the observation of memory disorders,
show a 0.85-0.93 Pearson correlation coefficient, which means that the methodology
combining two apparently different systematic approaches leads to more complete
characterization. Proteomic analysis, in parallel with the degeneration of the hippocampal
region, also proves degenerative changes in the behavior of the experimental animals. A
particularly strong cross-correlation was observed between the novel object recognition results
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of the experimental animals and the degenerative changes in the proteome of cerebrospinal
fluid and brain homogenate supernatant isolated from the hippocampal region.
Scientific publications and presentations:

e Paraskevas Pakataridis, Daniela Peclivanova, Zafer Sabit, Radka Tafradjiska. Long-
term impairment of cognitive behavior and memory after intracerebroventricular
injection of streptozotocin in rats. Scientific conference “Kliment’s days”, 5th
November 2021 Sofia, Faculty of Biology

e Filippos-Savvas Chelmis, Daniela Pechlivanova, Zafer Sabit, Radka Tafradjiiska.
Impaired anxiety-like behavior in an experimental model of Alzheimer's disease.
Scientific Conference “Kliment’s days”, 5th November 2021 Sofia, Faculty of Biology

e Dimitrova M., Traikov L., Gateva P., Sabit Z., Bakalov D., Tafradjiiska-Hadjiolova R. -
Protective Effect of Alpha-Lipoic Acid in 6-Hydroxydopamine Unilateral Intrastriatal
Induced leasions in Rats-10-11 May 2022- ICMS-2022, Sofia, Bulgaria.

Contract D-87/04.06.2021 COGNITIVE AND BEHAVIOUR CHANGES IN
HYPOTHYROIDISM - A POSSIBLE RELATIONSHIP TO REDUCED CENTRAL
SEROTONERGIC MEDIATION
Research team Assoc. Prof. Georgeta Stoyanova Bocheva, PhD

e Assoc. Prof. Radka Tafrajiiska-Hadjiolova, MD, PhD

e Dimitar Bakalov, MD, PhD

e Zafer Sabit, MD, PhD
Organization unit: MU - Sofia, Faculty of of Medicine, Dept. of Pharmacology and
Toxicology, 2 Zdrave Str., 1431 sofia
RESULTS: The aim of the present study was to investigate the behavior, cognitive and
memory changes in overt hypothyroid rats compared to euthyroid ones, and to evaluate the
effects of tryptophan administration in the state of hypothyroidism. Literature-proven in vivo
tests, such as spontaneous alteration test in T-maze, novel object recognition test, and open-
field test (OFT) were used to achieve our goal. The model of drug-induced hypothyroidism was
performed by administration of 0.01% 6-n-propyl-2-thiouracil (PTU) in the drinking water of
Wistar-albino rats for 5 weeks. Hypothyroid status was confirmed by the serum level of fT4.
The serotoninergic mediation in the brain was modulated by administration of the precursor of
serotonin, 5-hydroxy-L-tryptophan (5-OH-TRP), either intraperitoneally at 50 mg/kg in 1%
PBS for 10 days, or stereotaxic directly into the hippocampus with 3 pL injection (17 mg/mL).
All data from behavioral experiments were statistically analyzed. Behavior tests showed that
PTU-induced hypothyroidism significantly reduced overall horizontal locomotor activity and
risk-taking behavior, as demonstrated by a reduction in the number of re-entries into the central
aversive zone of OFT apparatus. We also observed a significantly reduced spontaneous rearing
behavior in the group of hypothyroid rats, which reflects their low exploratory motivation of
the environment. Their exploratory behavior was also significantly suppressed. The treatment
with 5-OH-TRP almost completely abolished the hypoactivity and reduced risk-taking behavior
induced by hypothyroidism, with a slight non-significant difference, compared to euthyroid
animals, demonstrating a marked anxiolytic effect of 5-OH-TRP application. The present
results may serve as a basis for further investigations of functional and structural changes in the
hippocampus in a hypothyroid state. The obtained data have not only theoretical but also
practical significance for the administration of essential aminoacids, in particular tryptophan, in
hypothyroid patients with depressive-like behavior and cognition dysfunction.
Scientific publications and presentations:
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e lvanov S, Bakalov D, Bocheva G. Pathophysiology and management possibilities of
thyroid-associated depression. Acta Med Bul. 2022;49(3): 68-72.

e Bakalov D, lliev P, Sabit Z, Tafradjiiska-Hadjiolova R, Bocheva G. Attenuation of
Hypothyroidism-Induced Cognitive Impairment by Modulating Serotonin Mediation.
Veterinary Sciences 2023; 10(2):122 (IF: 2,518).

e lliev P, Bakalov D, Sabit Z, Tafradjiiska-Hadjiolova R, Bocheva G. Effects of serotonin
mediation on the cognitive function in an animal model of hypothyroidism. 8%
CONGRESS of PHARMACY with International Participation, April 27-30, 2023,
Borovets, Bulgaria

Contract D-88/04.06.2021 EFFECTS OF NITRIC OXIDE SYNTHASE AND
CYSTATHIONINE GAMMA-LYASE INHIBITORS ON THE LEPTIN-INDUCED
HYPERTHERMIC RESPONSE IN RATS
Research team: Assist.Prof. Milen Hristov Hristov, MD, PhD
e Assist. Prof. Lyudmil Lazarov, MD, PhD
Organization unit: MU — Sofia, Faculty of Medicine, Dept. of Pharmacology and Toxicology,
2 Zdrave Str., 1431 Sofia.
RESULTS: Leptin is an adipokine, involved in the regulation of energy balance and immune
function. Peripheral administration of leptin has been demonstrated to elicit a prostaglandin E»-
dependent fever in rats. Previous studies have reported that neuronal nitric oxide synthase,
inducible nitric oxide synthase and cystathionine gamma-lyase play an important role in the
induction of fever to lipopolysaccharide. To investigate the role of these enzymes in the effect
of leptin on body temperature, we used the non-selective inhibitor of nitric oxide synthase No-
Nitro-L-arginine methyl ester (I-NAME), the selective inhibitor of neuronal nitric oxide
synthase 7-nitroindazole, the selective inhibitor of inducible nitric oxide synthase
aminoguanidine and the inhibitor of cystathionine gamma-lyase dl-propargylglycine. The
results of the first series of experiments demonstrated that intraperitoneal administration of
leptin (0.5 mg/kg) induced a significant increase in body temperature, whereas intraperitoneal
administration of I-NAME (50 mg/kg), aminoguanidine (50 mg/kg), 7-nitroindazole (10 mg/kg)
or dl-propargylglycine (50 mg/kg) did not induce any changes in body temperature of rats. In
the second series of experiments, we found that intraperitoneal administration of I-NAME,
aminoguanidine, 7-nitroindazole or dl-propargylglycine ten min before leptin abolished the
febrile response, elicited by leptin. These results suggest the involvement of cystathionine
gamma-lyase, neuronal and inducible nitric oxide synthase in leptin-induced fever in rats. We
also investigated the interaction between leptin and each of the inhibitors through an
examination of their effect on food consumption and body weight gain following their
coadministration. We showed that leptin, I-NAME, aminoguanidine, 7-nitroindazole and dI-
propargylglycine, administered alone, suppressed food intake and body weight gain at 24 h
after the injection. Coadministration of leptin with aminoguanidine, 7-nitroindazole or dl-
propargylglycine did not produce any synergistic effects on food intake and body weight. The
effect of the combined administration of leptin and I-NAME was greater than the effects of the
drugs, administered alone.
Scientific publications and presentations:
e Hristov M, Lazarov L. Inhibition of nitric oxide synthase or cystathionine gamma-lyase
abolishes leptin-induced fever in male rats. J Therm Biol. 2023;112:103443. IF: 3.189
e Petrov K, Georgieva M, Lazarov L, et al. Effect of dl-propargylglycine on leptin-
induced changes in body temperature, food intake and body weight in rats. XX
International Congress of Medical Sciences, Sofia, 12-15 May, 2022. 26
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Contract D-89/04.06.2021 CLEANING EFFICACY OF OVAL-SHAPED ROOT
CANALS AFTER DIFFERENT ENDODONTIC RETREATMENT TECHNIQUES
Research team: Asoc. Prof. Emilia Goshova Karova, DMD, PhD
e Assist. Prof. Violeta Dogandzhiyska, PhD
e Assist. Prof. Irina Tsenova-llieva, PhD
e Dr. Mirgna Raikovska
Organization unit: MU-Sofia, Faculty of Dental Medicine, Dept. of Conservative Dentistry, 1
St. George Sofiyski Str., 1431 Sofia
RESULTS: Endodontic retreatment aims to detect, treat, and disinfect the root canals,
completely remove the remnants of the previous root canal filling, and create conditions for
hermetic sealing of the complex endodontic space and the tooth. Oval-shaped root canals
require special attention in the course of the retreatment, as rotary files cannot evenly shape the
walls of the canal along its entire length. Some areas filled with sealer, debris, and
microorganisms often remain untreated. The aim of the present study was to determine the
effectiveness of root canal filling removal from the walls of oval-shaped root canals after
endodontic retreatment with different techniques. Our objectives were to:
1. Investigate the degree of cleaning of oval-shaped root canals by root canal sealer after
treatment with Mtwo-R, D-Race, and high energy Er: YAG laser. 2. Assess the effectiveness of
XP-Endo Finisher-R as a supplementary approach to the previously used retreatment methods
(p.1.). The effectiveness of the root canal filling removal from the root canal walls was
estimated by means of micro-CT examination of the samples from the three groups. The data
obtained from the images at 5 and 10 mm levels from the root apex, as well as at full length,
were analyzed. The results of our study showed that none of the treatment systems used was
able to achieve complete removal of the root canal filling. The high-energy Er: YAG laser
irradiation was the least effective in all three sections examined. The additional application of
XP-Endo Finisher R removed a significant amount of root canal filling, though the differences
between the three study groups remained statistically insignificant. The most effective root
canal cleaning technique in full volume was D Race combined with XP-Endo Finisher-R. The
application of M Two and XP-Endo Finisher-R removed root canal filling remnants to the
greatest extent in the apical and middle third of the root canal (section 5 and 10 mm).
Scientific publications and presentations:
e Karova E , Dogandzhiyska V, Tsenova-llieva I, Raykovska M, Zongova-Adem S.
Nickel- Titanium rotary instruments in retreatment cases. MedInform. 2021; 1: 1306-
1307.
e Karova E , Dogandzhiyska V, Tsenova-llieva I, Raykovska M, Zongova-Adem S.
Supplementary approaches in endodontic retreatment. MedInform. 2021; 1: 1312- 1313.
e Karova E, Dogandzhiyska V, Tsenova-llieva I, Raykovska M. Endodontic Retreatment
with D-Race NiTi Instruments Supplemented with XP-Endo Finisher R. EAS Journal of
Dentistry and Oral Medicine. 2022; 4(3): 80-85.
e Tsenova-llieva I, Dogandzhiyska V, Karova E. Analysis of the effectiveness of XP-
Endo Fin- isher R in orthograde endodontic retreatment. J of IMAB. 2022; 28(2):4371-
4375.

Contract D-90/04.06.2021 ANGIO- AND OSTEOGENIC POTENTIAL OF CITRIC
ACID ON STEM CELLS FROM APICAL PAPILLA
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Research team: Prof. Nataliya Hristova Grancharova, PhD

e Assist. Prof. Nikolay Ishkitiev

e Assoc. Prof. Krasimir, PhD

e Student Milko Penev
Organization unit: MU - Sofia, Faculty of Dental Medicine, Department of Pediatric Dentistry
RESULTS: The first single cells adhered to the bottom of the plastic petri dishes appeared
after one to three days from the start of the experiment. They are small spindle- and star-shaped
cells. The first colonies are formed within six to eight days and are the result of the intense
division of the cells adhered to the bottom of the culture vessel. The immunofluorescence
images confirmed the presence of stem cells in the apical papilla with expression of cell
markers typical of undifferentiated cells. SCAP possess the potential for
osteogenic/odontogenic differentiation. This was demonstrated by visualizing mineral deposits
after alizarin red staining. Different patterns of mineralization were observed - the cultures with
standard osteogenic medium were characterized by denser and localized mineral deposits, and
those with different concentrations of citric acid being more diffuse and less dense. The
deposits were inhomogeneous, and their size and density were decreasing with increasing citric
acid concentration. The addition of citric acid to the culture medium significantly increased the
concentration of VEGF after the 28th day of culture.
Scientific publications and presentations:

e Hristov K, Ishkitiev N, Miteva M, Grancharova G. Stem cells from apical papilla —

morphological features and characterization., online journal of BDA.

Contract D-95/04.06.2021 SHEAR BOND STRENGTH BETWEEN PULP-CAPPING
MATERIALS AND NANOCOMPOSITE RESIN IN DIFFERENT TIME PERIODS
Research team: Assoc.Prof. lvanka Veselinova Dimitrova, PhD
Research team:

e Assist. Prof. Desislava Tsanova-Tosheva
Organization unit: MU - Sofia, Faculty of Aentistry, Dept. of Conservative dentistry, 1
George Sofiiski str. 1431, Sofia
RESULTS: The aim of this study is to compare and analyze the shear bond strength between
composite restorative material (Filtek Ultimate, 3M, USA) and two types of calcium-silicate
cements at the same conditions. The pulp-capping materials that were used were the
conventional material Biodentine (Septodont, France) and the new BioCal-Cap (Harvard,
Germany). In this study only one type of adhesive system and resin-based composite have been
used- Scotchbond (3M ESPE, St. Paul, MN,US) and Filtek Ultimate (3M, USA) respectively.
For this purpose, 60 molds with a diameter of 5 mm and a height of 2 mm were prepared and
divided into 4 groups of 15 samples in each. Half of them were filled with Biodentine and the
other 30 with BioCal-Cap. The shear bond strength between calcium-silicate cements and the
composite was investigated and compared after immediate placement of the composite resin
and after 14 days. Mann-Whitney test and Wilcoxon Signed Ranks Test were used for
statistical analysis of the results. The analyzes show a statistically significant difference in
shear bond strength between the two groups with different calcium-silicate cements with
immediate placement of composite resin (p <0.05). The comparison of the results of the
strength between the two materials with delayed placement of composite material shows that
there was also a statistically significant difference (p <0.05). However, no statistically
significant difference was found (p> 0.05) of the strength values in case of immediate and
delayed placement on the same pulp-capping agent of composite resin. The data clearly show
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that the time of the composite material placement does not affect the shear bond strength in
each of the observed groups.
Scientific publications and presentations:
e Dimitrova I, tsanova-Tosheva D. Investigation of shear bond strength between two
different pulp-capping materials and methacrylate composite material— under
publication in Journal Dental Medicine 2022;104(2):85.

Contract D-96/04.06.2021 ANALYSIS OF PREVENTIVE ACTIVITY IN WORKING
WITH RISK BIOLOGICAL AND CHEMICAL FACTORS IN DENTAL MEDICINE
Research team: Assoc. Prof. Boyko Kostov Bonev, PhD

e Assoc. Prof. Todor Uzunov, DMD, PhD

e Assist Prof Ralica Vaskova
Organization unit: MU - Sofia, Faculty of Dental Medicine; department of Prosthetic Dental
Medicine
RESULTS: In the implementation of prosthetic dental treatment, the transfer of the oral cavity
information from the patient’s oral cavity through members of the dental team to the dental
laboratory in the form of an analog impression is a major route for cross-infection. It is
essential for the health of the dental team to determine the importance of this path and develop
effective methods of control and prevention. The aim of the research is to determine through
microbiological analysis the effectiveness of methods for disinfection of various types of
impressions required in the course of prosthetic treatment. A total of 63 impressions were
studied, for which three types of materials were used: polycondensation silicone (Si-C);
addition silicone (Si-A) and irreversible hydrocolloid (A). A microbiological method with
inoculation on nutrient media was applied. Microbial growth was recorded at 24 hours with a
MALDI-TOF. The examination of the impressions was carried out after disinfection by:
- Spray
- Soaking in solution,
- Immersion in an ultrasonicdevice with distilled water.
Irrespective of the type of material, microorganisms with moderate to abundant growth were
isolated from the studied impressions. The most common are: Streptococcus sanguinis,
Candida albicans, Streptococcus mitis, Esherichia coli, Streptococcus epidermidis. Microbial
growth was not detected after disinfection of the test impressions, regardless of the type of the
used disinfection method. Microbiological studies have shown that the most commonly used
disinfection methods in daily dental practice are effective and can be used to control cross-
infection in prosthetic treatment. The same impression materials (IM) and the same disinfection
methods were tested with a 3-D printer to see if the sharpness of the materials changed. - The
linear stability of all IM after the first treatment with one of the selected methods of
disinfection does not affect the reliability of the transmitted information.
- The linear resistance of A changes significantly above the permissible norms after the second
disinfection treatment, while for Si-A and Si-C a slight deterioration is observed in similar
actions.
- In terms of relief stability, Si-A and Si-C behave similarly to their linear stability. For the
whole range of methods and treatments, Si-A shows the least tendency to change. Si-C is 7 to
12% worse than Si-A, in contrast to A, which in the same comparisons has a deterioration in
this quality in the range of 32 to 50%.
Scientific publications and presentations:

e Vaskova.R., T. Uzunov, N. Apostolov, P. Bojinov, B. Bonev. Analyses of disinfection

methods of impression materials used in prosthetic dental medicine for reduction of
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http://www.fdm.mu-sofia.bg/en/departments/dental-public-health/staff/boyko-bonev/

cross- infection transmission. Helt and science magazine, issue 1-2/ 2022. ISSN 1314-
3360

Contract D-97/04.06.2021 INFLUENCE OF TEMPERATURE CHANGES DURING
SINTERING OF CERAMICS ON THE MECHANICAL PROPERTIES OF METAL
SUBSTRUCTURES PRODUCED BY CAD/CAM TECHNOLOGIES
Research team: Assoc. Prof. Todor Tconkov Uzunov, PhD

e Hristina Galeva, PhD student

e Yoan Stoev, student
Organization unit: MU - Sofia, Faculty of Dental Medicine, Dept. of Prosthetic Dentistry, 1
St. George Sofiyski Str., 1431 Sofia
RESULTS: The aim of this study is to evaluate and compare the influence of multiple
temperature changes on the mechanical properties of base Co — Cr metal alloy, used for metal
ceramic constructions production. The same influence is evaluated for metal construction made
by different CAD/CAM technologies. 54 metal specimens are produced by 3 different methods.
According to it they are divined in 3 groups — M(Milling), LP (Laser Printing) and LW (Lost
Wax). Every group contains 18 specimencs. They are also divined in 3 smaller groups
according to the number of temperature changes made — metal specimens, metal specimens
with 3 layers ceramic, metal specimens with 4 layers ceramic. All the samples are tested for
microhardness according to Vickers. A weight of 1kg is applied for 20 sec. Samples strength is
tested with MultiTest 2.5-1 with 1N. The zero hypothesis has been partially confirmed. For the
production method it is confirmed. The best mechanical properties are shown by group LP
(average microhardness — 509, average compressive strength — 646, average tensile strength —
690), followed by group M (average microhardness — 440, average compressive strength — 630,
average tensile strength — 667), and at the end it is group LW(average microhardness — 401,
average compressive strength — 625, average tensile strength — 645),. The zero hypothesis is not
confirmed for the influence of the temperature changes. The highest mechanical properties are
shown by the second group with 3 ceramic layers (average microhardness — 462, average
compressive strength — 687, average tensile strength — 717). The difference between metal
samples and metal samples with 4 layers ceramic almost doesn’t exist.
Scientific publications and presentations:

e Galeva H, Uzunov T, Sofronov Y, Todorov G, Accuracy comparison of intraoral versus

laboratory scanners used in the contemporary dental practice, VEIT 2021, Sozopol, 20 —
24 September 2021

Contract D-98/04.06.2021 FLAVONOIDS IN IN VITRO CULTURES OF ASTRAGALUS
HAMOSUS
Research team: Prof. Ilina Nikolaeva Manova, DSc

e Prof. lliana lonkova, DSc

e Assist. Prof. Aleksandar Shkondrov, PhD

¢ Boil. Pavlinka Popova
Organization unit: MU - Sofia, Faculty of Pharmacy, Dept. of Pharmacognosy
RESULTS: Astragalus hamosus contains valuable biologically active compounds, incl.
flavonoids. The possibility for in vitro cultivation of the species as a source of important
flavonoids was studied. Shoot and callus cultures were established and successfully cultivated
on different nutrition media, complemented or not with growth regulators. An ultra-high
performance liquid chromatography — high-resolution electrospray ionisation mass
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spectrometry (UHPLC-HRESIMS) qualitative and quantitative analysis of non-purified
methanol extracts of these cultures was performed. It was found that the cultures produced rutin
in comparable quantity. Interestingly, both shoots and callus cultures accumulated the rare
triglycosides alcesefoliside and mauritianin. The quantity of mauritianin, biosynthesized in
shoots, was significantly higher to that in callus cultures. Alcesefoliside, was in lower quantity,
compared to mauritianin. In addition, callus cultures produced alcesefoliside trice as the shoots,
besides their lower level of differentiation. These findings could serve as initial research to
establish the value of in vitro cultures from A. hamosus as an alternative mean of production of
pharmaceutically important flavonol glycosides.
Scientific publications and presentations:
e Shkondrov A, Popova P, lonkova I, Krasteva | Flavonoids in in vitro cultures of
Astragalus hamosus. Pharmacia. 2021;68(4): 927-31.
https://doi.org/10.3897/pharmacia.68.e76460

Contract 99/04.06.2021 LC-MS AND GC-MS ANALYZES OF PYRROLIZIDINE
ALKALOIDS IN COMPLEX MATRICES
Research team: Assoc. prof. Yulian Voynikov, PhD

e Assoc. prof. Reneta Gevrenova, PhD
Assoc. prof. Dimitrina Zheleva-Dimitrova, PhD
Assist. prof. Vessela Balabanova-Buzhushka, PhD
Assoc. prof. Paraskev Nedialkov, PhD
Assoc. prof. Niko Benbassat, PhD
Boris Stoyanov
Organization unit: MU - Sofia, Faculty of Pharmacy
RESULTS: In this study, methods for automated chromatographic and mass spectral
characterization of pyrrolizidine alkaloids (PAs) and their N-oxides (PANOs) in complex
matrices have been developed. After a thorough exploration of the chromatographic and mass
spectral behaviour of commercial standards and a review of the scientific literature, specific
mass spectral features have been selected to filter potential PAs/PANOs mass spectra. These
filters were implemented by a developed R programming script. By mathematical optimization,
concrete elemental compositions have been determined, by narrowing the plausible options to
one, or at most two. This was achieved by setting possible elemental ration of all known
PAs/PANOs found in PubChem.org. By semi-quantitation, a total concentration of a particular
subgroup PAS/PANOs have been determined by comparison with calibration curves of
available standards. A relationship between extragents and purification methods on one hand,
and on the other hand with qualitative and quantitative result, has been established.

Contract D-100/04.06.2021 MOLECULAR DESIGN, SYNTHESIS AND EVALUATION
OF MAO INHIBITORY CAPACITIES OF NOVEL N-PYRROLYL CARBOXAMIDES
Research team: Prof. Alexander Borisov Zlatkov, Dsci

e Assist. Prof. Iva Valkova, PhD

e Assist. Prof. Emilio Mateev

e Borislav Angelov — PhD student
Organization unit: MU - Sofia, Faculty of Pharmacy
RESULTS: The main goal of the current study is in silico and in vitro assessment of possible
MAO B inhibitory activity , along with synthesis of series N-pyrrolyl carboxamides. In
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addition evaluation of the corresponding ABTS and DPPH radical scavenging properties of the
new molecules was also achieved. Self- and cross-docking simulations of 21 MAO-B receptors
utilizing the docking software GOLD 5.3 were conducted. The crystallographic structures with
codes 1S3B, 3PO7, and 6FVZ demonstrated the most prominent ability to accommodate a
chemically diverse set of ligands with good RMSD values. In some cases, higher enrichments
were observed when rigid docking was carried out. The PDB code 1S3B demonstrated the
highest modified enrichment value of 8.33. After 200 000+ docking simulations it was found
that the ensembled simulations demonstrated low ability of the docking software to correctly
score the actives seeded in the dataset. However, the superimposed complex-1S3B-10JA-
10JC, achieved a moderate enrichment value equaled to 9. No significant improvements were
noted when five complexed receptors were employed. Two novel N-pyrrolyl carboxylic acids
and eight corresponding amide derivatives were synthesized and fully elucidated by NMR, FT-
IR and HRMS (high resolution mass spectrometry). All reported compounds were assessed for
their radical (DPPH and ABTS+) scavenging properties and MAO-B blocking potential. The
results indicated that compound 4A5 could serve as a prominent lead compound for a future
optimization as a MAO-B inhibitor. In addition, the DPPH and ABTS+ assays demonstrated
significant antioxidant capacity. A possible binding conformation of 4A5 in the active site of
MAO-B was also identified through molecular docking simulations using the previously
obtained validated docking protocol. The analysis of the major interactions indicated the
establishment of several unfavorable steric clashes. Thus, reducing the size of the core structure
could drastically increase the MAO-B antagonizing potency of the pyrrole-based compounds.
Scientific publications and presentations:

e Mateev E, Angelov B, Kondeva-Burdina M, et al. Design, synthesis, biological
evaluation and molecular docking of pyrrole-based compounds as antioxidant and
MAO-B inhibitory agents, FARMACIA (ISSN: 0014-8237; elSSN: 2065-0019),
2022;70(2):344-54. (IF = 1.433)

e Mateev E, Valkova I, Angelov B et al. Validation through re-docking, cross-docking
and ligand enrichment in various well-resoluted MAO-b receptors, Int. J. Pharm. Sci.,
2022;13(3):1099-1107.

Contract D-101/04.06.2021 DEVELOPMENT OF RP-HPLC METHOD FOR
PHARMACO-ANALYTICAL CHARACTERIZATION OF THE ANABOLIC
STEROID METHENOLONE ACETATE IN FOOD SUPPLEMENTS
Research team: Assoc. Prof. Lily Plamenova Peikova, PhD

e Prof. Virginia Tzankova, PhD
Assoc. Prof. Maya Georgieva, PhD
Assist. Prof. Javor Mitkov, PhD
Assist. Prof. Denitsa Aluani, PhD
Assist. Prof. Diana Tzankova, PhD
Organization unit: MU - Sofia, Faculty of Pharmacy, Department of Pharmaceutical
chemistry, 2 Dunav Str., 1000 Sofia
RESULTS: The need to find an appropriate method for the analysis of anabolic steroids in
food supplements is based on the reduced control in the field of food supplements and the
possibility of affecting the health of patients who do not suspect the use of this type of
substance. This necessitated the development of a new RP-HPLC method for the analytical
characterization of the anabolic steroid Methenolone acetate in a dietary supplement. The
choice of the analyzed product is based on the harmful and often toxic effects of unregulated
use of both Methenolone and products from the group of anabolic steroids. An essential
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element of the analysis is finding a method that allows for the simultaneous identification and
quantification of both Methenolone itself and its most commonly used ester - Methenolone
acetate. Optimal chromatographic conditions for the analysis of the products thus selected were
achieved using a Kintex Sum EVO C18 analytical column (100 x 4.6 mm); mobile phase
acetonitrile: water in a ratio of 60:40, v / v; flow rate, 1.0 mL / min; UV detection at 240 nm
and column temperature 25 ° C. The developed RP-HPLC method is validated with respect to
the parameters set in the ICH protocol: specificity, linearity, accuracy, and precision. The
defined validation characteristics certify the validity of the proposed method. The results lead
to the conclusion that the methenolone acetate mentioned in the label of the test sample is
found as an impurity rather than as a main ingredient, which is misleading information to the
patient, threatening the proper use of the commercial product.
Scientific publications and presentations:
e Tzankova D, Mateeva A, Mitkov J, et.al. Development and validation of RP-HPLC
method for analytical characterization of the anabolic steroid Methenolone acetate in
food supplements. Pharmacia. 2022;69(1): 151-155.

Contract D-102/04.06.2021 CHEMOPHENETIC ASPECTS IN TRIBE SENECIONEAE
(FAM. ASTERACEAE): COMBINATION OF MORPHOMETRIC AND
PHYTOCHEMICAL ANALYZES IN SEARCHING OF SPECIALIZED NATURAL
PRODUCTS
Research team: Assoc. Prof. Dimitrina Zhivkova Zheleva-Dimitrova, PhD

e Assist. Prof. Vessela Balabanova-Bozushka, PhD

e Assoc. Prof. Yulian Voynikov, PhD

e Assoc. Prof. Reneta Gevrenova, PhD

e Dessislava Stanimirova - student
Organization unit: MU - Sofia, Faculty of Pharmacy, Dept. of Pharmacognosy, 2 Dunav Str.,
1000 Sofia
RESULTS: The genus Senecio, tribe Senecioneae, is the largest and most complex genus in
Asteraceae and includes more than 1 500 species. The chemophenetic aspects in several
Senecio species (S. hercynicus, S. ovatus and S. rupestris) and Jacobaea (J. pancicii and J.
maritima) from the Senecioneae tribe (family Asteraceae) were studied by combining
morphometric and phytochemical methods. Morphometric data from 12 observed parameters
were processed by Linear discriminant analysis (LDA) and Principal component analysis
(PCA). Data analysis was performed in R programming language (R version 4.0.2 (2020-06-
22)). Metabolite profiling of plant extracts was performed by ultra-high performance liquid
chromatography combined with Orbitrap high resolution mass spectrometry (UHPLC-HRMS).
Dereplication was performed in negative and positive ion mode. The identification or
preliminary structure of the secondary metabolites was based on the exact masses, MS/MS
spectra, the relative intensity of fragment ions, elemental composition, and comparison with
reference standards and literature data. LDA and PCA of the morphological traits of the studied
taxa managed to correctly predict the species affiliation of all 12 observed parameters,
detecting overlap between S. hercynicus and S. ovatus on the studied traits/parameters. The
metabolite UHPLC-HRMS profiles of the studied extracts are characterized by the following
groups of compounds: 34 hydroxybenzoic and hydroxycanelic acids and their derivatives, 5
monoacylquinic, 8 di- and 2 triacylquinic acids, 7 flavonoid aglycones and 14 glycosides, and 6
sesquiterpenes. PCA of the composition of specialized metabolites showed significant
differences between both studied genera (Jacobaea and Senecio). In addition, J. pancicii and J.
maritima demonstrated similarity in the phytochemical composition. S. hercynicus and S.
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ovatus, which belong to the group of S. nemorensis, have similar metabolite profiles, differing
significantly from S. rupestris. The proposed chemophenetic approach is an effective tool in the
chemotaxonomic categorization of plant species and in the rational search for specialized
natural products.

Scientific publications and presentations:

e Balabanova V, Gevrenova R, Voynikov Y, Zengin G, Zheleva-Dimitrova D. Another
view on Senecio hercynicus Herborg. (Asteraceae). International Conference on plant
systems biology and biotechnology. Golden sands resort, Bulgaria. 14-17 June 2021.
Book of abstracts, p. 37 - oral presentation.

e Voynikov Y, Balabanova V, Gevrenova R, Zheleva-Dimitrova D. Chemophenetic
approach to selected Senecioneae species, combining morphometric and UHPLC-
HRMS analyses. Plants 2023; 12(2): 390; https://doi.org/10.3390/plants12020390.
IF(2021) 4.658

e Zheleva-Dimitrova D, Voynikov Y, Balabanova V, Gevrenova R. The reliability and
limitation of UHPLC-HRMS in the sesquiterpene lactones dereplication: a case study of
two Asteraceae species. Macedonian pharmaceutical bulletin, 2022; 68(2) 29-30),
Online ISSN 1857 — 8969. DOI: 10.33320/maced.pharm.bull.2022.68.04.009. Short
communication

Contract D-103/04.06.2021 IN VITRO EFFECTS OF DOUBLE LOADED
DOXORUBICIN AND ANTIOXIDANTS DRUG DELIVERY SYSTEMS
Research team: Prof. Virginia Jordanva Tzankova, PhD

e Prof. Krassimira Yoncheva, DSci
Assoc. prof. Borislav Tzankov, PhD
Assist. Prof. Denitza Stefanova, PhD
Assist. Prof. Yordan Yordanov, PhD
Assoc. prof. Chistina VVoicheva, PhD
Assist. Prof. Tzvetomir Marinov, DM
Assist. Prof. Marta Slavkova-Vassileva, PhD
SAssist. Prof. Diana Tzankova, PhD
Alexandra Tosheva, PhD student
Organization unit: MU - Sofia, Faculty of Faculty of Pharmacy, Dept. of Pharmacology,
Pharmacotherapy and Toxicology
RESULTS: The aim of the study was to develop nanosized drug delivery systems double
loaded with doxorubicin (Dox) and antioxidants (quercetin (QR) and CAPE), and to establish
their in vitro cytotoxicity in lymphoma cell lines, and their safety profile in cardiomyocytes
cells (H9C2). Mesoporous silica nanoparticles MCM-41 (for DOX / QR, alone and in
combination) and copolymer micelles composed of three block copolymers of polyethylene
oxide with poly (e-caprolactone and poly (acrylic acid)) (for DOX / CAPE, alone and in
combination) were chosen as a drug-delivery systems for double drug loading. The cytotoxic
potential of double-loaded nanoparticles, free drugs and a combined solution of the two active
compounds on L5178Y and multidrug-resistant L5178 MDR1 lymphoma cells was assessed,
using a battery of tests (Alamar blue, MTT test, GSSH / GS ratio) at 24, 48 and 72 h.
Nanoparticles from different origin, such as polymer micelles or inorganic silicate
nanomaterials MCM-41 are a promising approach to improve cytotoxicity effects of
doxorubicin in resistant lymphoma L5178 MDRL1 cells. The improved antiproliferative effects
of double-loaded systems (DOX and the antioxidants quercetin / CAPE) achieved at lower
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concentrations of the active substance (compared to the free drug), is a promising approach for
improvement of doxorubicin cardio safety. In vitro tests in H9C2 cells showed lower
cardiotoxic effects of double loaded DOX/QR vs free DOX. The newly developed doubled
loaded-nanosized drug delivery systems, based on MCM-41 show a good potential for
improvement of oxidative lesions in cardiomyocytes, caused by Dox (alone). They represent a
promising approach for improvement of the antiproliferative effects of doxorubicin and for
increasing its efficacy in multidrug resistant tumors.

Scientific publications and presentations:

e Stefanova, D., Tzankov B., Voycheva C., Slavkova M., Popova T., Yordanov Y,
Yoncheva K, Tzankova V, Doxorubicin and quercetin double loading in mesoporous
silica nanoparticles (MCM-41) enhances antiproliferative effects in vitro, 5-th Annual
Conference ,,New Diagnostic and Therapeutic Tools Against Mulidrug Resistant
Tumours”, Coimbra, Portugal, 29 June- 1 July 2022.

Contract D-104/04.06.2021 DEVELOPMENT OF HPLC METHOD FOR
DETERMINATION OF PYRROL- CONTAINING HYDRAZONES WITH MAO-B
ACTIVITY IN CELLULAR CULTURES
Research team: Assoc.Prof. Maya Boyanova Georgieva, PhD

e Prof. Magdalena Kondeva-Burdina, PhD

e Assoc. Prof. Lily Peykova, PhD

e Assist. Alexandrina Mateeva
Organization unit: MU - Sofia, Faculty of Pharmacy, Dept. of Pharmaceutical chemistry, 2
Dunav Str., 1000 Sofia
RESULTS: In this research, a new rapid PR- HPLC method was developed for the
determination of metabolites in isolated rat hapatocytes. The chromatographic parameters were
optimized and as most suitable parameters for achieving good separation and suitable peak
forms were determined to be: mobile phase - CH3CN/ phosphate buffer pH 3.5/ CH3OH:
57/38/5 (v/viv). The flow rate, the temperature and the wavelength were also altered. The flow
rate of 1.0 ml/min was found to be most appropriate. A temperature of 25 °C was found to be
suitable for the good separation. The preliminary UV/VIS method developed by us identified
272 nm as most adequate wavelength. The method was validated and was applied for tracking
the metabolic changes of the evaluated pyrrole derivative. The method identified two initial
from the synthesis molecules in higher concentration and one new unidentified structure as
products of the hepatocytic processing of the evaluated analyte. The results identified as first
step of metabolism the hydrolysis of the hydrazone group.
Scientific publications and presentations:

e Mateeva A, Peikova L, Kondeva-Burdina M, et.al. Development of new HPLC method

for identification of metabolic degradation of N-pyrrolylhydrazide hydrazones with
determined MAO- B activity in cellular cultures. Pharmacia. 2022; 69(1): 15-20.

Contract D-105/04.06.2021 STIMULATION OF FLAVONOID PRODUCTION IN
VITRO CULTURES OF GYPSOPHILA GLOMERATA, (CARYOPHYLLACEAE)
Research team: Prof lliana llieva lonkova, DSci

e Jancho Zarev PhD

e Pavlinka Popova
Organization unit: MU - Sofia, Faculty of Pharmacy, Dept. of Pharmacognosy
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RESULTS: The aim of the present study was to create in vitro cultures of Gypsophila
glomerata by applying biotechnological approaches and stimulating the production of
flavonoids (saponarin) in cultured plant cells by optimizing the composition of the nutrient
medium. Effects of increased concentration of calcium chloride on growth and production of
flavonoids in newly established shoot and callus Gypsophila glomerata cultures were studied.
The highest impact of CaCl. on growth index was determined in callus cultures (G1=0.92),
while in shoot cultures calcium treatment reduced the amount of biomass (GI=0.38). Total
flavonoids in shoot cultures grown on MS medium and MS medium supplemented with double
amount of CaCl, were 0.36 mg/g d.w. In both callus cultures, 2 mg/ g d. w. total flavonoids
were quantified. Shoots and callus grown on non-modified media, accumulated 0.02 mg/g d.w.
quercetin derivatives. Unlike these, both shoots and callus grown on calcium enriched media,
accumulated 0.03 and 0.05 mg/g d.w. of isorhamnetin derivatives. In vitro shoot cultures grown
on MS medium enriched in twice amount of CaCl, accumulated the highest amount of
saponarin (0.138 mg/mg d.w.). Callus cultures produce total flavonoids, expressed as
rutin, in amounts three times greater than aboveground crops. Our results show that G.
glomerata can serve as an alternative way to produce flavonoids, especially C-glycosyl
flavones, which are quite rare in nature. In addition, differences in flavonoid content in
established cultures will serve not only as a basis for optimizing culture media, but also as a
leading point for in vitro cultivation of rare calciphilous taxa.
Scientific publications and presentations:
e Pavlinka Popova, Yancho Zarev, Aleksandar Shkondrov, Ilina Krasteva, Iliana lonkova,
In vitro production of flavonoids in cultures of Gypsophila glomerata, Pharmacia 2022,
69(1) 107-111]

Contract D-106/04.06.2021 PHARMACOLOGICAL STUDIES OF ORIGINAL NEWLY
SYNTHESIZED CREATINE DERIVATIVES
Research team: Assist. Prof. lvanka lvanova Kostadinova, Ph.D

e Prof. Nikolai Danchev, MD
Prof. Boycho Landzhov, MD
Assist. Prof. Lyubomir Marinov, PhD
Assist. Prof. Dobrina Tsvetkova, PhD
Ivalina lvanova, student
Prof. Lyubomir Vezenkov, DSciChem.
Organization unit: MU - Sofia, Faculty of Pharmacy, Department of Pharmacology,
Pharmacotherapy and Toxicology, 2 Dunav Str., 1000, Sofia
RESULTS: Originally synthesized creatine lysinate was practically non-toxic in an acute
toxicity study (LD50 above 4000 mg / kg body weight) after oral and intraperitoneal
administration. Creatine lysinate (at a dose of 3.0 g and 6.0 g) and the reference substance
creatine monohydrate (at a dose of 1.5 g and 3.0 g) lower blood glucose levels after 3 weeks of
use, which indicates a hypoglycaemic effect. Creatine lysinate (at a dose of 3.0 g and 6.0 g) and
the reference substance creatine monohydrate (at a dose of 1.5 g and 3.0 g) lower the levels of
the enzyme creatine kinase, which indicates a reduction in muscle cell damage during the
exercise swimming test. The two compounds, creatine monohydrate at a dose of 3 g and
creatine lysinate at a dose of 3 g, increase physical endurance in mice (exercise swimming test),
especially creatine lysinate at weeks 1, 2 and 3. Antidepressant activity was found in the
Porsolt test in creatine lysinate at a dose of 6 mg / kg bw. Creatine lysinate (ICso = 73.75 mM)
iIs more active against DPPH than Creatine monohydrate (ICso = 102.48 mM), but less active
than the Trolox standard. Creatine lysinate (ICso = 64.63 and 14.71) is more active against
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ABTS than Creatine monohydrate (ICso = 100 mM and 26.64) for methanolic and ethanolic
solutions, but less active than the Trolox standard. In conclusion, it can be noted that the newly
synthesized creatine lysinate by a patented method is superior to creatine monohydrate in a
number of physicochemical and pharmacological parameters. Creatine lysinate reduces blood
glucose and oxidative stress, as well as creatine kinase levels. This, together with the fact that it
is practically non-toxic in the assessment of acute and chronic toxicity, makes it particularly
suitable for further pharmacological and toxicological studies with a view to create an effective
and safe food supplement.

Contract D-108/04.06.2021 ANTIBIOTIC RESISTANCE AND ANTIBIOTIC
STEWARDSHIP - THEMATIC TRAINING FOR STUDENTS IN MEDICAL
SPECIALTIES
Research team: Darina Blagovest Dimitrova-Stefanova, PhD

e Prof. Raina Gergova, MD, PhD
Prof. Rumen Nikolov
Prof. Emma Keuleyan—Hristova
Ekaterina Ivanova
Kamelia Donkova
Organization unit: MU - Sofia, Medical College “J. Filaretova”, 3 J. Filaretova Str., 1606
Sofia
RESULTS: According to modern requirements of Antimicrobial stewardship, based in the
WHO program "One Health" and the National Action Plan of the Republic of Bulgaria for
antibiotic resistance limitation and antibiotic stewardship, one of the 5 main activities is
training of medical specialists and society. We organized a survey to assess the knowledge and
perception regarding Antibiotic Resistance and Antibiotic Stewardship among students from
different units of MU-Sofia, among medical and healthcare graduates through a voluntary
anonymous questionnaire. We reported the results at national and international scientific
sessions. We published comparative reviews of the awareness of students from different
specialties in national scientific journals. We conducted online information seminar with a
discussion, with students from various specialties of MC "J. Filaretova". We introduced a freely
selectable discipline: "Problematic Mechanisms of Antibiotic Resistance™ for students of the
specialty "Medical Laboratory Technician”, 2nd course, preferred in the academic years 2021-
2022 and 2022-2023. We also held a SDO course on the topic: "Role of health care specialists
in the rational treatment with antibiotics and limitation of antibiotic resistance” during the
periods: 01-05.02.2021 and 31.01-04.02.2022. On the European Antibiotic Awareness Day -
November 18, 2021 and 2022, on the websites of the "J. Filaretova" and Hospital "Lozenets"
we prepared and published current information about the antibiotic resistance growth as a
global threat and limitation strategies. We prepared and placed in the corridors of The College,
Medical University and Hospital "Lozenets" thematic posters; also flyers for public education.
Through the "Erasmus +" Mobility program, we presented lectures on topics related to
antimicrobial resistance and reasonable antibiotics usage to "Healthcare" students at the Faculty
of Medicine, Gotse Delchev University in the Republic of North Macedonia and students from
Topkapi University, Istanbul, Republic of Turkey. Conclusion. A multifaceted educational
program was carried out, which can be considered as a model for the implementation of the
Action Plan of the Republic of Bulgaria, which is to be introduced by the Ministry of Health.
Scientific publications and presentations:

e Dimitrova-Stefanova D., Albert M., Ivanova E. et al. Study of the awareness about the

rules for the rational use of antibiotics among students of "Rehabilitator” and "Medical
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laboratory technician” specialties. ,,Zdrave I nauka”, XII, Vol. 1-2 (045-046), 2022,
ISSN 1314-3360; p. 27-31.

e Dimitrova-Stefanova D., Gagova P., Ivanova E. et al. Awareness of students from the
specialties "X-ray laboratory technician™ and "Medical laboratory technician” regarding
the rules for the rational use of antibiotics. XLVIlI SCIENTIFIC TECHNOLOGY
SESSION "CONTACT 2021", TEMTO, Sofia, 2021, p. 57-65, ISSN 2738-8174

e Dimitrova-Stefanova D., Keuleyan E., lvanova E., et al. Antibiotic stewardship — basic
knowledge assessment among various groups in society during COVID-19. ,,11" South-
East European Conference u 31" Annual Assembly of IMAB*, MU-Plovdiv, 28 - 31
Oktober 2021.

e Dimitrova-Stefanova D., Ivanova E., Keuleyan E./{oxmag na Ttema: ,,Problematic
antibiotic resistance in active treatment hospitals during the COVID-19 pandemic.” X
Scientific session for teachers and students with international participation ,,80™
anniversary of Medical College — VVarna®“. Medical College — Varna, 20 - 21.10.2022

e Dimitrova-Stefanova D., Mladenova R., Marinova E., Ivanova E., Keuleyan E. JToxnan
Ha Tema: ,,Mycoses among intensive care unit patients with COVID-19 and analysis of
antifungal resistance.” X Scientific session for teachers and students with international
participation ,,80™ anniversary of Medical College — Varna“. Medical College — Varna,
20 - 21.10.2022

e Keuleyan E., Dimitrova-Stefanova D., Educational needs for medical specialists in the
prevention and therapy of infections. First National Conference on Vaccine Preventable
Diseases, Sofia, Grand Hotel Astoria 11-13.11.2022

Contract D-118/04.06.2021 INVESTIGATION OF MULTIDRUG-RESISTANT
HELICOBACTER PYLORI IN BULGARIAN PEDIATRIC PATIENTS
Research team: Assist Prof Dr. Petyo Georgiev Hadjiiski, PhD

e Assist Prof Petyo Hadjiiski, PhD

e Prof. Lyudmila Boyanova, DMSc

e Prof. Rumyana Markovska-Davidkova, PhD

e Assist Prof Dr. Daniel Yordanov, PhD
Organization unit: MU - Sofia, Faculty of Medicine, Department of Pediatrics Prof. Ivan
Mitev” Hospital, 11 Acad. Ivan Geshov Blvd., 1606 Sofia,
RESULTS: Antibiotic resistance of Helicobacter pylori strains from 106 symptomatic children
was evaluated according to EUCAST breakpoints and rate of multidrug resistance (MDR) was
analyzed. Overall resistance rates were amoxicillin 7.5%, metronidazole 25.5%, clarithromycin
34.0% and ciprofloxacin 14.1%. There were no significant differences in resistance rates
according to patients' age (2-6 and 7-18 years) and sex. Combined resistance rate was 19.8%,
including double, triple, and quadruple resistance in 13.2% (14 strains), 5.7% (6) and 0.9% (1)
of the strains, respectively. MDR was found in 5.9% (5/84) of the children with gastritis and in
two of the four children with celiac disease. The MDR was present in three children aged 4-6
years and in four children aged 10-17 years. The total MDR rate (6.6%) in Bulgarian children
in 2012-2021 was higher than those in other studies based on EUCAST breakpoints such as
those in pediatric patients in Slovenia in 2011-2014 (3.8%), Lithuania in 2013-2015 (0%) and
Spain in 2014-2019 (0%), although being lower than those (20.7% in the untreated and 47.0%
in the treated children) in China in 2019. In brief, it is of concern that MDR can strongly limit
the choice of H. pylori therapy of one out of fifteen Bulgarian children and that overall
resistance to both metronidazole and clarithromycin can hinder the treatment of 15.1% of the
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pediatric patients. Susceptibility-guided tailored eradication therapy of H. pylori infection
should be more frequently implemented in the symptomatic children to avoid risks of both the
infection itself and multiple antibiotic treatments.
Scientific publications and presentations:
e Boyanova L, Hadzhiyski P, Markovska R, Gergova R. Investigation of multidrug-
resistant Helicobacter pylori in pediatric patients: A Bulgarian study and literature data.
Acta Microbiol Immunol Hung. 2022 Feb 2. doi: 10.1556/030.2022.01682.

MEDICO-CLINICAL AREA 2020

Contract D-94/24.06.2020 STUDIES ON ULTRASOUND EXTRAHEPATIC CHANGES
AND LABORATORY DIAGNOSIS IN THE COURSE OF VIRAL HEPATITIS A IN
CHILDREN
Research team: Assist. Prof. Valeri Rangelov Velev, MD, PhD

e Assist. Prof. Metodi Popov, MD

e Assist. Prof. Ralica Jordanova, MD

e Assist. Prof. Maria Pavlova, PhD

e Maria Dinkova
Organization unit: MU - Sofia, Faculty of Medicine, Dep. of Infectious Diseases, Parasitology
and Tropical Medicine, blvd. “Acad. Iv. Ev. Geshov” 17, 1431 Sofia

RESULTS: The hepatitis A virus (HAV) is one of the most common causes of acute viral
hepatitis in the world. Bulgaria, unlike other countries in the European Union (EU), has a
relatively high incidence. Materials and methods. 91 children under 14 years of age were
studied in connection with the project, of which 75 with proven viral hepatitis A (HA). 22
children were also considered as control groups. Applied laboratory tests: complete blood
count, AST, ALT, GGT, total and direct bilirubin, albumin, total protein, fibrinogen, hemostasis
factors, anti-HAV-IgM by CLIA or ELISA methods and abdominal ultrasound (US); fecal HAV
antigen assay by rapid test. Serum was taken from anti-HAV-IgM positive children, and 15
samples were subjected to pilot isolation of HAV-RNA by RT-PCR. Results. The rapid test was
positive in 76.5% of patients with HA and therefore we assume that it can be used as an
alternative diagnostic method in certain cases. We found viremia (HAV-RNA) in the serum of
patients with HA for a relatively long period from the onset of symptoms, incl. in patients with
late seroconversion. This indicates that the method can be used as a reliable diagnostic test. A
study of children with serologically proven HA with US at the beginning of the disease and
their comparison with children from the control group found the most common thickened bile
wall. There was often stratification or pericholecystic edema. Contracted gallbladder was a very
common finding in our patients. Hepatomegaly was also severely present in the group of
children with HA; the frequency with which we located enlarged lymph nodes around the porta
hepatis was also statistically significant. The combination of two or more of these signs,
especially with clinical or biochemical manifestations of an acute liver process, can most likely
lead us to the diagnosis even before its serological confirmation.

Scientific publications and presentations:
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e Velev V, Popov M, Velcheva D, et al. Viremia in children with viral hepatitis A.
Medical Review, 2021, 57 (3), 42-45.

e Golkocheva E, Popov M, Yordanova R, et al. Viremia in children with viral hepatitis A.
XI National Virtual Congress on Infectious Diseases, 08-10.10.2020, Sofia.

e Velev V, Popov M, Tomov L, et al. Involvement of the gallbladder in the course of viral
hepatitis A in childhood. XVI11I National Congress of Clinical Microbiology and
Infections of BAM, 30.09-02.10.2020, Sofia.

Contract D-95/24.06.2020 STUDY OF THE BACTERIAL BIOFILM IN DIFFERENT
TEMPORARY [IMPLANT PROSTHETIC STRUCTURES BY MOLECULAR-
GENETIC METHOD
Research team: Professor Dr. Raina Tzvetanova Gergova, PhD
e Professor Dr. Raina Gergova, PhD
Assist. Prof Dr. Virna-Maria Tsitou, PhD
Assist. Prof Dr. Dimitrios Rallis
Assist. Prof Dr. Mariana Yankova
Associate Professor Dr. Todor Uzunov, PhD
Professor Dr. Bozhidar Yordanov, PhD
Assoc. Prof. Dr. Kamen Kotsilkov PhD,
Organization unit: MU - Sofia, Faculty of Medicine

RESULTS:The aim of the present survey is to investigate the microbial biofilm after
temporary prosthetic structures by molecular-genetic methods. The samples were divided into
two groups A. taken from the mucosa around the structures B. taken from each structure. They
are further subdivided into a.) At the time of prosthesis b.) Two months after prosthesis.
Temporary over-implant prosthetic structures are of two types, according to the type of plastic
and its treatment. Periodontopathogenic bacteria in the biofilm were determined by real-time
PCR with a commercial kit to detect Aggregatibacter actinomycetemcomitans, Porphyromonas
gingivalis, Treponema denticola, Tannerella forsythia, Fusobacterium nucleatum,
Porphyromonas endodontalis and Prevotella intermedia. A. actinomycetemcomitans and T.
denticola were not detected in the tested samples. Half of the samples at the time of prosthesis
and follow-up did not show the presence of pathogenic bacteria. 10% of the first biofilms
contained F. nucleatum. Two months after prosthesis, fusobacteria were most common, but
especially in association with other anaerobes in 10% with P. endodontalis, 6.67% with T.
forsythia, P. intermedia or P. ginigivalis, 3.33% with T. forsythia. The same species were
demonstrated in the biofilm of the prostheses, without statistical difference (P = 1.0000).
Porphyromonas and / or prevotallas were present in 10.00% of the repeated samples. 16.67% of
the samples without identified pathogens at the time of the intervention, two months after
prosthesis showed statistically more frequent (P = 0.0237) anaerobes, mainly from the orange
complex (P. intermedia, P. endodontalis, F. nucleatum ), both in the gingiva and on the
prostheses. In conclusion, 16.67% of patients colonized with risk pathogens after prosthetics.
The first type of construction colonized more strongly than the second (P = 0.0237).The
absence of high- or medium-risk agents in half of the duplicate samples indicates that this
group of clinically healthy patients does not change its local status after placement of the
structures and maintains excellent oral hygiene, which is a prerequisite for successful results.
Scientific publications and presentations:
e Gergova RT, Rallis DP, Uzunov TT, et al. Study of the bacterial biofilm in different
temporary implant prosthetic structures by molecular-genetic method. Med. Review.
2022; 2:28-34.
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Contract  D-106/24.06.2020 SECRETARY IMMUNOGLOBULIN A AND
LACTOFERRIN LEVELS IN SALIVA IN PATIENTS WITH PROSTHETIC
STOMATITIS
Research team: Prof. Dr. Bozhidar lvanov Yordanov, PhD

e Dr. Mariana Yankova, PhD
Prof. Dr. Mariana Dimova-Gabrovska, PhD, DSci

e Assoc. Prof. Dr. Valentin Lozanov, PhD

e As. Vesela Lozanova

e As. Anelia Vasileva
Organization unit: MU - Sofia, Faculty of Prosthetic Dental Medicine, 1 St. George Sofiyski
Str., 1431 Sofia

RESULTS: The saliva of 36 totally edentulous patients at the age 48 to 90 (68.06 + 9.39 years
in the average) was examined. The purpose of this study was to determine the role of the saliva
defense mechanisms for the development of denture stomatitis in patients, treated with
conventional complete dentures and complete dentures, lined with silicone-based elastic
material. To determine the type and quantity of Candida spp. in a whole unstimulated saliva,
the following methods were used: cultivation of clinical material of solid and liquid culture
media to prove a fungal agent; fermentation and assimilation tests for the identification of
various Candida species and spectrophotometric analysis for the expression of Candida spp.. To
determine the levels of LF and slgA a ELISA Kkits were used. After denture delivery, on the
sixth month we found increased quantity of C. tropicalis in the patients of groups B-1 and B-2.
In the saliva of the patients with denture stomatitis, the predominantly present species was C.
tropicalis isolated in quantities over 108 CFU/mI. There was a statistically significant increase
in lactoferrin (LF) values after prosthetic treatment in all three experimental groups and a sharp
decrease in secretory immunoglobulin A (slgA) values. The dependency of LF to the quantity
of Candida spp. Saliva was confirmed. Its immunomodulatory activity, fungicidal and anti-
inflammatory function were also confirmed. The hypothesis that prosthetic stomatitis depends
on LF and slgA levels is flatly rejected.

Contract D-107/24.06.2020 COMPARATIVE STUDY OF THE ADHESIVE BOND
STRENGTH OF TWO TYPES OF ZIRCONIUM CERAMICS DEPENDING ON THE
TYPE OF LUTING CEMENT (IN VITRO STUDY)
Research team: Assoc. Prof. Elka Nikolaeva Radeva, DMD, PhD

e Assoc. Prof. Todor Uzunov, DMD, PhD

e Assist. Prof. lvan Gerdjikov, DMD, PhD
Organization unit: MU - Sofia, Faculty of Dental Medicine, Department of Conservative
Dentistry, 1 St. George Sofiyski Str., 1431 Sofia

RESULTS: The aim is to study the adhesion of different types of luting cements to two types
of zirconium ceramics. Materials and methods: 70 extracted teeth were used, from which dentin
blocks with a thickness of 2.2 £ 0.4 mm were made. With the help of CAD software ExoCad, a
digital design of an experimental body made of zirconium ceramics was created - a cylinder
with dimensions of: diameter - 9 mm, height - 8 mm. A digital model of a cylinder was made,
which was printed from liquid photopolymer by stereolithographic 3D printing. In this model
the luting (zirconium ceramics-luting cement-dentin block) is carried out under a pressure of
standard weight 500 g. Depending on the type of ceramics, the prototypes are divided into two
groups: 1 g. - IPS e.max ZirCAD Multi (n = 48). 2 g - IPS e.max ZirCAD Prime. There are 6

207



subgroups in each group depending on the cement used (Fuji Plus, RelyX Luting Plus,
Variolink Esthetic, TheraCem, Panavia V5, Speed Cem Plus). For each subgroup eight samples
(n = 8) with zirconium surface treatment via sandblasting with Al203 50 um were prepared
and a control group for each cement (n = 4) - without zirconium surface treatment. The
adhesion of the different types of cements was studied by the micro tensile bond strength
method (MTBS). The data was entered and processed with the statistical package IBM SPSS
Statistics 25.0, significance level p <0.05. Results: For the sandblasted zirconium surfaces a
statistically significant difference was found in 4 of the studied types of cement - Fuji Plus
(1.05 MPa for Multi 1.60 MPa for Prime), RelyX Luting Plus (2.35 MPa for Multi and 1.86
MPa for Prime), Panavia V5 (1.72 MPa for Multi and 2.80 MPa for Prime) and Speed Cem
Plus (2.25 MPa for Multi and 3.25 MPa for Prime). Significantly higher average values of the
processed ceramics IPS e.max ZirCAD Multi are in RelyX Luting Plus, while in the other three
types - in IPS e.max ZirCAD Prime. Non-sandblasted zirconium surfaces achieve lower
adhesion strength, which is in the range of 0.2 - 0.7 MPa for Multi and 0.5 - 1.2 MPa for Prime.
It was found that the adhesion strength under tensile load, regardless of the type of cement
applied, is in the range of 1.1 - 2.4 MPa for IPS e.max ZirCAD Multi and 1.6 - 3.3 MPa for IPS
e. max ZirCAD Prime. Conclusion: Preliminary sandblasting of the zirconium surface with
AI203 provides higher tensile strength, which depending on the type of ceramic is in the range
of 1.7 to 4.5 times. The bond strength is increased when using composite cements with primers,
and optimal results are obtained with those containing MDP (Panavia V5). IPS e.max ZirCAD
Prime with few exceptions (Rely X Luting Plus) showed better adhesion to the cements used.
Scientific publications and presentations:
e Gerdzhikov I., E. Radeva, T. Uzunov. Possibilities of Improving the Shear Strength
between Different Type of Cements and Zirconia Ceramics: Literature Review. J of
IMAB, 2021; 27(1):3557-3563
e Gerdzhikov I., T. Uzunov, E. Radeva." Evaluation of Microtensile Bond Strength of
Luting Cements to Zirconia Ceramics.Wulfenia Journal, 2021;28(12):2-11
e Uzunov T. Metal-free restorations - the new prosthetic standard. )X National Forum of
Dental Medicine, 01-03. 10. 2021, Bansko, Bulgaria

Contract D-109/24.06.2020 BRUXISM AND TOOTH WEAR IN CHILDHOOD -
EPIDEMIOLOGY, RISK FACTORS, CLINICAL FEATURES, PREVENTION AND
TREATMENT
Research team: Prof. Maya Rasheva Rashkova, MD, PhD

e Assoc. Prof. Nadezhda Mitova, MD, PhD

e Assist. Prof. Marianna Dimitrova, MD

e Assist. Prof. Dimitar Kosturkov, MD, PhD
Organization unit: MU - Sofia, Faculty of Dental Medicine, Department of Pediatric
Dentistry, 1 St. George Sofiyski Str., 1431 Sofia

RESULTS: The aim of the present study is to investigate the prevalence, risk factors, clinical
features, prevention and treatment of bruxism and tooth wear in childhood. The subject of the
epidemiological study were 222 children aged 3 - 7 years, who were examined through a
survey and clinical method. In order to study the characteristics of nocturnal bruxism, 27
children with bruxism, aged 4-10 years, were examined using a sleep assessment methodology
developed by the team. The clinical characteristics of tooth wear were examined on 10 children
with bruxism by photographic and photometric methods in order to establish the prevalence
and differentiation of pathological wear from physiological. We applied myofunctional devices
to 10 children with bruxism, which affect the orofacial structures, as well as prevent subsequent
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tooth wear. The results showed that nocturnal bruxism occurs in 29% of children aged 3 - 7
years, more often in boys. Children with bruxism are more likely to have sleep interruptions
and morning discomort after waking up. Hypertrophy of the masseter muscles is more common
in children with bruxism than in those without. Bruxism has been shown to be a risk factor for
tooth wear. Tooth wear is found in 2/3 of the examined children, and the most commonly
affected are the canines, followed by the incisors and the least affected - the molars. Through
photometric analysis of the teeth with abrasion we can determine whether the tooth wear is
physiological or pathological, as well as to track its progression. The results of the evaluation
of the sleep of children with bruxism showed that most often they sleep in their parents' room
and they have a moderate degree of muscular activity of the masseter muscles. The
myofunctional devices are suitable for the treatment of nocturnal bruxism and limitation of
tooth wear in childhood.
Scientific publications and presentations:
e Dimitrova M, Georgieva M, Sleep bruxism in children - symptoms, sleep features, risk
factors and treatment, Problems of dental medicine, 2020, 46(1), p.13-18.
e Dimitrova M, Contemporary diagnosis of bruxism and tooth wear in children,
e Dental medicine, 2020, 1(1), p.51-56.
e Dimitrova M, Rashkova M, Mitova N. Tooth wear in children - prevalence, clinical
features and risk factors. J of IMAB. 2021 Oct- Dec;27(4):4020-4024.
e Dimitrova M, Rashkova M, Mitova N, Tooth wear in children - prevalence, clinical
characteristics and risk factors. 30th Jubilee Assembly of IMAB. Online forum.18-21
October 2020.p.44.

Contract D-110/24.06.2020 COMPARATIVE STUDY OF IMPLANT
SUPERSTRUCTURES DEPENDING ON THE BIOMECHANICAL
CHARACTERISTICS OF THE USED DENTAL MATERIALS
Research team: Assoc.prof. Dimitar Andonov Filtchev, DMD, PhD

e Assist. Prof. Georgi lliev, DMD, PhD

e Assist. Prof. Anton Tumbalov, DMD, PhD student

e Assist. Prof. Daniela Stoeva, DMD

e Assist. Prof. Neli Nikolova Tsvetanska, DMD, PhD
Organization unit: MU - Sofia, Faculty of Dental Medicine, Department of Prosthetic
Dentistry

RESULTS:

1st study:

Aim: The aim of this laboratory research is to investigate fatigue loading and fracture resistance
of implant suprastructures made of standard and custom abutments and monolitic crowns from
different materials. Materials and methods: The study includes 30 samples made by digital
protocol of fabrication. They were devided into three groups, due to used materials — Group A
— Lithium desilicate monolithic implant crowns over standard titanium base; Group B -
Lithium disilicate monolithic implant crowns over custom titanium abutments; Group C —
Zirconia implant crowns over custom titanium abutments. Each group was devided of two
subgroups — frontal (maxillary central incisors) and distal (maxillary first molar). The
suprastructures was subjected to dynamic loading in chewing simulator CS-4 (SD-
Mechatronik, Westerham, Germany). The frontal teeth were subjected of 50N and the molars —
150 N force with frequency of 2 Hz. All samples underwent 250 000 cycles, representing 1
clinical year of survey. After the test all samplec were examined by one experienced person
under magnification. The following criteria were evaluated- deformation of the screw or the
abutment, fracture line or a crack on the monolitic restoration, debonding between the abutment
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and the crown, destruction of the crown of the abutment. After that the specimens were
subjected to fracture resistance in universal test machine (Instron ElectroPuls; Instron Corp.,
Norwood, MA). Results: All samples has survived 100% after the dynamic loading test. The
examination under microscope showed luck of any fracture or deviations in all groups. The
fracture resistance test in groups Al/¢, B1/¢ and C1/¢ showed similar results, but the lowest
values were in group B1/¢ — 1000,3 N, followed by A1/¢- 1095,3 and group C1/¢- 1225,5. In
the groups of molars A2/n, B2/n, C2/n the higher fracture resistance were in the zirconia
monolithic crowns that the lithium desilicated crowns. The mean values in groups A2/x and
C2/m were very similar : 3130,2 for A2/n and 3819,5 for C2/n. The lowest values were
recorded in group B2/n- 1225,5N. Conclusion: Monolithic implant suprastructures of zirconia
dioxide and custom abutments have highest fracture resistance and lithium desilicate crowns
over custom abutment- the lowest. Zirconia crowns over custom abutments could be used as a
optimum suprastructure when highest mechanical characteristics are required. Due to the
limitations of this study another experiments, representing more chewing cycles should be
conducted.

2" studly:

Aim: Fabrication of 27 screw retained definitive crown abutments, made by digital protocol
and following up of their biomechanical characteristics for a period of 6 months. Materials and
Methods: 27 patients were devided in three groups, according to applied materials. Each group
was separated on two subgroups — frontal and distal. Group A- zirconia monolithic implant
crowns over standard abutments; Group b — lithium desilictae monolithic crowns over custom
abutments; Group B- zirconia monolotic implant crowns over custom abutments. The patients
were recalled in 2 weeks and 6 months after the final crown placement. Suprastructures were
examined by functional, biological and esthetic criteria. Results: All test groups have similar
mechanical behavior and no bone loss for a period of 6 months. Group b has the highest
biological indexes, but lowest esthetic outcome. The examined suprastructures in group A have
lowest plac index compared to Group B, but higher bleading on probing index that Group B.
Group A has worse Jempt index than Group B, which defined its better eastehtic
characteristics. Conclusion: Optimal choice of implant restoration in frontal zone might be
considered as zirconia crowns over standard titanium base or custom abutment. Lithium
desilicate implant crowns with custom abutments shoul beconsidered for optimal option in the
distal area, when the esthetic is not so important.

Contract D-111/24.06.2020 IMPROVEMENT OF CHILDREN’S ORAL HEALTH
WITH A MOBILE GAME
Research team: Prof. Natalia Hristova Grancharova, MD, PhD

e Assist. Prof. Zdravka Yaneva, MD
Organization unit: MU - Sofia, Faculty of Dental Medicine, Department of Pediatric
Dentistry, 1 St. George Sofiyski Str., 1431 Sofia, Bulgaria

RESULTS: The aim of the present study is to develop and implement a mobile game for
children of preschool and early school age to improve oral health. The subject of the
epidemiological study were 152 children aged 6-8 years, whom were applied a survey and
clinical method. 100 of the children were included in an experimental group. They received the
mobile game Tooth Stars for improvment of oral hygiene and nutritional habits for a period of
1 month. The control group consisted of 52 children who received only the classic instructions
for maintaining their oral health. The results of the initial questionaries and clinical assessment
showed that in both groups there were mistakes in oral hygiene and nutritional habits. After the
end of the experiment, an improvement in the oral status of the children from both groups was
demonstrated in terms of DMF (T+t), OHI, reversible (active) carious lesions. The
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improvement in the children from the experimental group was serious and the statistical
comparison of the data showed a significant difference between the two groups. Significantly
more parents and children in the experimental group found the Tooth Stars game useful, said
they had gained new knowledge from it and would use it for a longer period of time. According
to the opinions of children and parents, collected through final questionaries, Tooth Stars is
easy to perceive, pleasant, interesting and has led to a positive change in the children's attitude
to their oral health. Over 90% of children have begun to remind by theirselfs they need to brush
their teeth. This part of the children is significantly higher than other children. All parents of
children in the experimental group reported that brushing movements improved after the
experiment. At the end of the study, the initiative of the children from the experimental group
to perform oral hygiene increased and the duration of the procedure increased.
Scientific publications and presentations:
e Yaneva Z. Improving children’s oral health trough computer games. Dental Medicine
2022;2(2):114-122
e Yaneva Z. Improving children’s oral health trough the mobile game Tooth Stars. Dental
Medicine 2022;2(2):79-84
e Yaneva Z. Making a Mobile Game for Children’s Oral Health Improvement 315 Annual
Assembly of IMAB. Online forum; 28-31 October 2021

Contract D-112/24.06.2020 GEOMETRIC ACCURACY OF PROSTHETIC
CONSTRUCTIONS MADE BY CONVENTIONAL AND DIGITAL METHODS FOR
IMPRESSION AND PRODUCTION
Research team: Assoc. Prof. Todor Tconkov Uzunov, MD, PhD

e Assist. Prof. Hristina Galeva

e Assist. Prof. Ivan Gerdjikov, MD, PhD

e Yoan Stoev
Organization unit: MU - Sofia, Faculty of Dental Medicine, Dept. of Prosthetic Dentistry, 1
St. George Sofiyski Str., 1431 Sofia

RESULTS: The aim of this study is to determine and compare the accuracy of prosthetic
constructions made by conventional and digital technologies. Plastic model was used to prepare
toothe 36 for full metal ceramic crown and conventional impressions were taken. The first
impression was used to make a standard plaster model with removable dies. This model was
scanned with three different laboratory scanners. The second impression was scanned with the
same scanners. The plastic model (prosthetic field) was scanned with 2 different intraoral
scanners as well as a contact scanner. The digiotal image obtained by the contact scanner was
used as a digital standard, with which all other (8 pcs) digital copies of the prosthetic field were
compared. Using a computer program, a digital design of the future metal substructure was
created for each of the eight digital images of the prosthetic field. A total of 50 substructures
were produced by 4 different production methods: lost wax technology, hybrid technology,
milling and laser printing. Co-Cr metal alloy was used. The internal surface of each
substructure was examined with a contact scanner and a digital image was obtained. It was
compared to the digital standard of the prosthetic field. The results are presented by color map
which show deviations from the reference model. For optimal results, deviations from the
reference model in the range of +0.02 to -0.02mm are determined when comparing the
impression methods and 0.05 mm comparing the production methods. Comparing the type of
scanning, the best results were obtained for the intraoral scanners (38.6% for los and 50.9%
Zhf), followed by the scanning of the impression with a laboratory scanner (18.6% for Ceramill
map 400, 16% for Ceramill map 600 and 15.9% for Zhf). The lowest results were shown by the
scanning of a plaster model, where the difference between the types of scanning is small
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(Ceramill map 400 — 14.5%, Ceramill map 600 — 14.2%, Zhf — 12.6%). In term of production
methods the best results are achieved by the constructions made by milling, followed by the 3D
printing technology. The lowest results are showed by the hybrid technology.
Scientific publications and presentations:
e Galeva H, Uzunov T, Sofronov Y, et al. Investigation of the deviation during the
information transfer from the prosthetic field to the laboratory scanners January 2021
IOP Conference Series Materials Science and Engineering 1056 (1):012010
e Galeva H, Uzunov T, Sofronov Y, et al. “Accuracy evaluation of fixed prosthetic
constructions made by milling and printing technologies and the influence of
temperature changes March 2021 Journal of Physics Conference Series 2021;
1859(1):012064

Contract D-113/24.06.2020 EPIDEMIOLOGY, DIAGNOSIS, TREATMENT AND
PREVENTION OF PLAQUE-INDUCED GINGIVITIS IN CHILDREN AND
ADOLESCENTS
Research team: Assos. Prof. Nadezhda Georgieva Mitova, PhD

e Prof. Maya Rashkova, PhD

e Assist. Prof. Hristina Tankova-Zlateva

e Assist. Prof. Dimitar Kosturkov
Organization unit: MU - Sofia, Faculty of Dental Medicine, Department of Pediatric
Dentistry, 1 St. George Sofiyski Str., 1431 Sofia

RESULTS: The aim of the study was investigation of the prevalence of plague-induced
gingivitis in children aged 10-14 years, control of subgingival microflora during treatment with
additional photodynamic therapy in children with plaque-induced gingivitis, as well as creation
and testing of prophylactic program for periodontal health. The study included 457 children for
an epidemiological study, 34 children for follow-up of subgingival periodontal pathogens
during treatment (16 children with additional photodynamic therapy and 18 children in the
control group) and 21 children for group prophylactic program. An epidemiological method
was used for determination of the prevalence and risk factors for plaque-induced gingivitis in
children aged 10-14 years. A prospective clinical study of children with plaque-induced
gingivitis was performed during treatment (registration of the following gingival indices: SBI,
Gl, BOP). 9 control strains from a collective sample for control of the subgingival microflora
of the same children were examined by PCR Real time. The results showed prevalence of
gingival inflammation affecting 65% of children aged 10-14 years. Children have relatively
low plaque accumulation concentrated in the frontal areas of both jaws and good oral hygiene
habits. The used electronic periodontal probe with appropriate software is a prerequisite for
more accurate and precise gingival diagnostics. The cumulative effect of the influence of the
conducted photodynamic therapy leads to more pronounced therapeutic effect on the gingival
tissues of the studied children. In children with moderate plaque-induced gingivitis, the leading
subgingival microflora is a combination of representatives of the orange and red Sokranski
complex, with P. gingivalis being isolated relatively less frequently, but in the highest amounts.
In the course of treatment against the background of a relatively constant microbial load,
periodontal pathogens decrease in type and quantity as early as the second week, which is also
valid for the number of microorganisms in microbial associations, which decreases
significantly. The proposed group program for prevention of periodontal diseases demonstrates
effectiveness in creating and promoting proper behavior to maintain periodontal health in
children.

Scientific publications and presentations:
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e Tankova H, Mitova N., Rashkova M., Popova H.- Risk factors and gingival
inflammation in children aged 10 to 14 years - an epidemiological study. Jounal of
IMAB 2021;27:4092-7.

e Tankova H., Lazarova Z., Rashkova M. Evaluation of an electronic periodontal probe
versus a manual probe in periodontal diagnosis of children aged 12-14 years. Journal of
IMAB2021;27:4087-91.

e Tankova H, Mitova N., Rashkova M., Popova H.- Risk factors and gingival
inflammation in children aged 10 to 14 years - an epidemiological study — 30th Jubilee
Assembly of IMAB. Online forum.18-21 October 2020.p.38.

e Tankova H., Lazarova Z., Rashkova M. Evaluation of an electronic periodontal probe
versus a manual probe in periodontal diagnosis of children aged 12-14 years — 30th
Jubilee Assembly of IMAB. Online forum.18-21 October 2020.p.39.

Contract Nr. D-115/24.06.2020 MODERN ASPECTS IN THE PREVENTION AND
EARLY TREATMENT OF OCCLUSAL CARIOUS LESIONS OF PERMANENT
MOLARS
Research team: Assist. Prof. Krasimir Mitkov Hristov, MD, PhD

e Prof. Rositza Kabakchieva, MD, PhD

e Prof. Nataliya Grancharova, MD, PhD

e Assist. Prof. Nedana Georgieva, MD
Organization unit: MU - Sofia, Faculty of Dental Medicine, Department of Pediatric
Dentistry, 1 St. George Sofiyski Str., 1431 Sofia

RESULTS: The aim of the present study is to evaluate and compare the effectiveness of
modern diagnostic methods — direct visual observation, dental operative microscope (DOM)
and intraoral camera SoproLife ("day light" and "blue light" mode) of initial occlusal caries
lesions and their follow-up after non-invasive treatment with three different agents -
conventional sealant, GIC and Icon for a period of 12 months in the first permanent molars.
The subject of the epidemiological study were 250 children aged 6-9 years and 1000
first permanent molars. The study included 150 teeth in 50 children aged 6-9 years. The teeth
were divided into two groups: 60 — healthy and 90 — with initial occlusal caries lesion. The
compliance between the criteria for initial occlusal caries lesion was found. There was a high
degree of correlation between direct visual assessment and the use of light fluorescence. By
comparison, it was shown that the established criteria of the international system ICDAS Il are
defined as the "gold standard” in the diagnosis of caries lesions. The advantages of additional
diagnostics with modern means to capture even the earliest changes in the occlusal surface have
also been established. In the present study, the importance of the prevention of healthy occlusal
surfaces, which is carried out through their preventive sealing, was demonstrated. The means
used - conventional sealant and GIC, showed excellent mechanical properties - high wear
resistance and preservation of its marginal integrity, which will ensure optimal sealing of the
surface and prevent the appearance of caries lesions. The therapeutic approach for the treatment
of initial occlusal caries lesions is changed from operative to non-operative. With the help of
early diagnosis and selection of optimal means for the studied period no progression of the
established and treated caries lesions is observed. The modern infiltration technique - lcon
DMG has shown excellent results used on occlusal surfaces.
Scientific publications and presentations:
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e Nedana Georgieva, Krasimir Hristov, Nataliya Grancharova; Evaluation of the
effectiveness of conventional sealant and glass-ionomer cement as a preventive sealing
material for first permanent molars. Medinform 2021;8:1355-63.

e Nedana Georgieva, Nataliya Grancharova, Comparative assessment of the effectiveness
of different methods for diagnosis of initial occlusal carious lesions of the first
permanent molars — poster - Joint Forum: 11 th South-East European Conference of
Chemotherapy, Infections and Cancer and 31-st Annual Assembly of International
Medical Association Bulgaria 28-31 October 2021, Plovdiv, Bulgaria.

Contract D-116/24.6.2020 ENDODONTIC AND SURGICAL TREATMENT OF
CHRONIC GRANULOMATOSIS PERIODONTITIS-RANDOMIZED CLINICAL
STUDY
Research team: Assoc. Prof. Janet Kirilova Nikolova, PhD

e Assoc. Prof. Elitza Deliverska-Aleksandrova, PhD

e Assoc. Prof. Dimitar Kirov, PhD

e Assoc. Prof. Dimitar Yovchev, PhD

e Prof. Snezhanka Topalova-Pirinska, PhD
Organization unit: MU - Sofia, Faculty of Dental Medicine, Department of Conservative
Dentistry, 1 St. George Sofiyski Str., 1431 Sofia, Bulgaria

RESULTS: The introduction of plasma and graft materials in the regenerative endodontic
therapy represents a major leap in the dental medicine since the tissue engineering approach is
adopted in the treatment of chronic periapical lesions. The aim of the current experiment is to
compare the effect of three different surgical treatment methods for endodontic treatment of
chronic periapical lesions through clinical and radiographic evaluation of the healing outcome.
The postoperative pain and the volume of the regenerated bone tissue is observed for a six-
month period. Materials and methods: Thirty teeth of 23 patients with chronic periapical lesions
(diffuse or localized) were randomly assigned in three groups (n=10) as follows: Group 1:
Traditional apical surgery, Group 2: Traditional apical osteotomy followed by filling of the
bony defect and the wound with particles of A-PRF+ membrane that is rich in growth factors,
Group 3: Traditional apical osteotomy as the bony defect is filled with “sticky bone”, allograft
material and A-PRF+ membrane is placed over the wound. The treatment outcome is monitored
six months after the surgery by means of CBCT. The data is statistically analyzed. Results: The
traditional periapical surgery with no additional stimulation of the healing process (Group 1)
results in 39.0677 level of the volume of the regenerated bone, whereas in group 2 and 3 the
volume regain was 90.801 -95.23. Patients in group 2 and 3 complain of mild postoperative
pain. Pain levels, assessed in group 1, were statistically higher. Conclusions: The traditional
periapical surgery with the application of A-PRF+ blood concentrate, rich in growth factors,
allone or in combination with alloplastic graft for treatment of chronic periapical lesions
(diffuse or localized) leads to a significant incrase in the volume of the regenrated bone six
months after the treatment with mild pain complaints from the patients.

Scientific publications and presentations:

¢ Kirilova J, Deliverska E, Kirov D, Yovchev D, Topalova-Pirinska Sn. Regenerative
endodontic therapy -plasmotherapy. Review Part I. Medinform.2021; 8(1):1328-1332.

e Kirilova J, Deliverska E, Kirov D, Yovchev D, Topalova-Pirinska Sn. Regenerative
endodontic therapy - bone materials and techniques. Review Part Il. Medinform.2021;
8(1):1333-1338.

e Kirilova J, Kirov D, Yovchev D, Topalova-Pirinska Sn, Deliverska E (2022)
Endodontic and surgical treatment of chronic apical periodontitis: a randomized clinical
study, Biotechnology & Biotechnological Equipment, 36:1, 737-744
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Contract D-128/24.06.2020 COPEPTIN AS A BIOMARKER FOR THE DIAGNOSIS OF
ACUTE EXACERBATION OF COPD OR EXACERBATED CHF IN PATIENTS WITH
DYSPNEA
Research team: Assoc. Prof. Ventsislava Pencheva Pencheva-Genova, MD, PhD

e Prof. Ognian Georgiev, MD, PhD

e Assist. Prof. Victor Manolov, MD, PhD

e Assist. Prof. Diyan Genov, MDOrganization unit: MU - Sofia, Faculty of Medicine,
Dept. of Propedeutics of Internal Diseases, 1 St. George Sofiyski Str., 1431 Sofia

RESULTS: The aim of the study is to analyze the role of copeptin for differential diagnosis
between acute exacerbation of Chronic Obstructive Pulmonary Disease (AECOPD) and heart
failure (HF) in patients with acute dyspnea. 50 patients with acute dyspnea as a result of
AECOPD or HF were included in this prospective study. The mean age of the participants was
68.32 + 8.321 years, with a male / female ratio of 32/18 (64% men and 36% women).
Anamnesis and basic demographic data were collected. Haematological and biochemical tests
were performed in all participants in the study. Copeptin, N-terminal pro-brain natriuretic
peptide (NT-proBNP) and procalcitonin  were measured using ELISA methods.
Electrocardiogram, spirometry, chest X-ray and echocardiography were done in all cases.
Abdominal ultrasound and blood gas analysis have been performed when necessary. Depending
on the cause of dyspnea, patients were divided into two groups - those with AECOPD (27
patients) and those with HF (23 patients). The median concentration of copeptin are statistically
significantly lower in AECOPD patients (160.574+112.768 pg/ml) compared to the HF patients
(402.0187+54.4pg/ml); p=0.001. There was a positive correlation between serum copeptin
levels and procalcitonin levels (r = 0.231; p = 0.025) and serum copeptin levels and NT-
proBNP levels (r = 0.396; p = 0.004). Copeptin levels correlated well with C-reactive protein
(CRP) (r=0.258, p = 0.022). A copeptin levels >317.875 pg/ml on admission had a sensitivity
of 71.3% and specificity of 82.4% in predicting HF (AUC: 0.884, 95% CI: 0.814-0.955,
p<0.001) as a reason for acute dyspnea. Copeptin is a new promising indicator for diagnosis of
patients who have acute dyspnea. The use of this marker in the routine practice may be very
useful for easy differential diagnosis between AECOPD and HF.
Scientific publications and presentations:

e Pencheva V., Manolov V., Manov E., Georgiev O., Genov D. Copeptin — biomarker for

the differential diagnosis of acute dyspnea. Medical Review; 2021;5:36-42

Contract D-129/24.06.2020 RESEARCH AND EVALUATION OF THE DIAGNOSTIC
AND PROGNOSTIC ROLE OF ACUTE PHASES PROTEINS IL-6, TNF-A, MMP-9
AND PROCALCITONE AS PRIORITIES FOR EARLY INSUFFICIENCY OF
ANASTASMOSIS AFTER ANTERIOR RESECTION OF THE RECTUM -
CONTINUED
Research team: Assoc. Prof. Dr. Dimitar lvanov Bulanov, PhD

e Prof. Dr. Atanas Yonkov, MD, PhD
Assoc. Prof. Dr. Sasho Bonev, MD, PhD
Assist. Prof. Dr. Dragomir Dardanov, PhD
Assist. Prof. Dr. Evgeni Zhivkov, MD, PhD
Assist. Prof. Dr. Ivanka Stancheva, MD, PhD
Assist. Prof. Dr. Elena Arabadjieva, MD, PhD
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e Assist. Prof. Emilia Tosheva, MD, PhD

e Liliya Simonova, MD, PhD

e Assist. Prof. Julieta Hristova-Dimitrova, MD, PhD

e Assist. Prof. Plamen Petkov, MD

e Assist. Prof. Vasil Solunkin, MD

e Assist. Prof. Zhivko Shavalov, MD
Organization unit: MU - Sofia, Faculty of Medicin, Medical University - Sofia, Department of
General and Operative Surgery, University Hospital "Aleksandrovska™ Clinic of General
Surgery (I Surgery)

RESULTS: Insufficiency of the anastomosis, in anterior resection of the rectum, is a current
problem in abdominal surgery. Objective: To investigate the predictive role of I1L-6, TNF-a,
MMP-9 and Procalcitonin in anastomotic insufficiency after rectal resection. Methods used:
Clinical and laboratory study of IL-6, TNF-a, MMP-9 and Procalcitonin, in 20 patients at 2 and
5 POD, from venous blood and drainage secretion, as well as their combination with the results
of a previous grant (2017) and statistical processing. Results and conclusions: From the studied
proteins IL-6, TNF-a, MMP-9 and Procalcitonin, in a total of 40 patients, we found that
statistically significant results for a potential predictive role for anastomotic insufficiency have
Procalcitonin, TNF-a, IL-6.

Contract D-130/24.06.2020 MARKERS FOR OVARIAN DYSFUNCTION IN
POLYCYSTIC OVARY SYNDROME
Research team: Antoaneta Trifonova Gateva, MD, PhD

e Prof. Zdravko Kamenov, MD, PhD, DSci

e Adelina Tsakova, MD, PhD

e Plamena Kabakchieva-Georgieva, MD
Organization unit: MU - Sofia, Department of Internal Medicine, University Hospital
“Alexandrovska”, Clinic of Endocrinology, 1 St. George Sofiyski Str., 1431 Sofia

RESULTS: Ovarian folliculogenesis required a fine balance between extra- and intra-ovarian
factors. Endocannabinoids are essential for a normal follicular growing process and ovulation.
Its altered expression has been already associated with impaired folliculogenesis, oocyte
maturation, and respectively reduced fertility. The study aims to analyze levels of 2-
arachidonoylglycerol (2-AG) in patients with polycystic ovary syndrome (PCOS) concerning
hormonal and metabolic alterations, and the most common features associated with the
syndrome like ovulatory dysfunction and polycystic ovarian morphology (PCOM). The study
consists of a total of eighty participants — 54 patients with PCOS and 26 healthy controls. The
inclusion criteria for all participants were age (18-38 years); post menarche (> 3 years) and
BMI (18-40 kg/m2). PCOS patients were diagnosed according to Rotterdam criteria and further
categorized into phenotype groups. Full medical history, clinical investigations, anthropometric
measurements laboratory tests and ultrasound investigation were done in the follicular phase.
Serum levels of 2-AG were measured by enzyme-linked immunosorbent assay (ELISA). PCOS
patients and healthy controls showed similar metabolic parameters and anthropometric
characteristics. PCOS patients were more hirsute than healthy women (p = 0.001). LH/FSH
ratio and all androgens were significantly higher in the patient than in the control group. Serum
levels of 2-AG were significantly higher in the phenotype B PCOS patients and healthy
controls compared to the phenotype A group, while between phenotype B and controls they
were similar. PCOS patients with PCOM have significantly lower levels of the
endocannabinoid compare to patients without polycystic ovaries and controls. Overall serum
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levels of 2-AG could not be a diagnostic marker for PCOS, but most probably its altered
secretion influenced the normal follicular processes.
Scientific publications and presentations:

e Kabakchieva P, Gateva A, Velikova T, Georgiev T, Kamenov Z. 19-th International
Congress of Endocrinology, Virtual, 24-28 February, 2021. 262-263.

e Kabakchieva P, Gateva A, Hristova J, Georgiev T, Kamenov Z. Analysis of 2-
Arachidonoylglycerol Levels in Polycystic Ovary Syndrome in the Context of
Hormonal and Metabolic Alterations and Across the Classical Phenotypes. Cannabis
Cannabinoid Res. 2023 Aug;8(4):634-641.

e Kabakchieva P, Gateva A, Velikova T, Georgiev T, Yamanishi K, Okamura H,
Kamenov Z. Elevated levels of interleukin-18 are associated with several indices of
general and visceral adiposity and insulin resistance in women with polycystic ovary
syndrome. Arch Endocrinol Metab. 2022 Mar 8;66(1):3-11.

Contract D-132/24.06.2020 SCREENING FOR FIBROMUSCULAR DYSPLASIA IN
BULGARIA AND GENETIC ASPECTS
Research team: Assoc. Prof. Raya Stefanova lvanova, MD, PhD

e Teodora Yaneva-Sirakova, MD, PhD

e Prof. Dobrin Vassilev, MD, PhD

e Pavel Nikolov, MD, PhD student

e Rumiana Dodova, DMB
Organization unit: MU - Sofia, Faculty of internal medicine, UMHAT , Alexandrovska”
EAD, Cardiology Clinic

RESULTS: Introduction: Fibromuscular dysplasia (FMD) is idiopathic, segmental,
nonatherosclerotic and noninfectious disease of the muscle layer of the arteries. It leads to
arterial stenoses in the mid-diameter arteries. The genetic aspects are under study. We lack data
for Bulgaria. One of the genes to be associated in the literature with FMD is PHACTR1
(phosphatase and actin regulator). Methods: We studies 11 patients with angiographically
proven FMD, 108 patients with arterial hypertension, 89 — with angiographically proven
coronary artery disease, and 112 healthy population controls. The screening for the selected
polymorphism in gene PHACTRL1, associated with FMD in literature, was done with PCR
apparatus in real time with TagMan™ (Applied Biosystems). The statistical analysis was dome
with SPSS19, p=0.05, confidence interval 95%. Results: The frequency of the variants of
rs9349379 in the Bulgarian population were without significant difference from those in the
European. The frequency of the A allele was higher (without reaching statistical significance)
in FMD, which corresponds to the scientific literature. There was a tendency (without reaching
statistical significance) for association of G allele with ischemic artery disease. Conclusion:
The preliminary data for association oft rs9349379 in gene PHACTR 1 were negative for the
Bulgarian population. However, the studied group of FMD patients was very small. The group
of FMD patients was very small and thus, the result should be thus, the result should be
reevaluated in a larger group. If the genetic susceptibility for FMD was known, this would help
explain the pathogenesis, predisposing factors and regulators. This would advance the
screening and prophylaxis.

Contract D-133/24.06.2020 THE ROLE OF BIOCHEMICAL BIOMARKERS FOR
NEURONAL ACTIVITY AND CLINICAL NEUROPSYCHOLOGICAL TESTS IN
PATIENTS WITH CAROTID STENTING
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Research team: Assist. prof. Teodora Ivanova Yaneva-Sirakova, MD, PhD
e Prof. Dobrin Vassilev, MD, PhD

Acad. Prof. Latchezar Traykov, MD, PhD, DSC

Prof. Kiril Karamfiloff, MD, PhD

Assist. prof. Adelina Tzakova, MD

Assist. prof. Julieta Hristova-Dimitrova, MD, PhD

Assist. prof. Niya Mileva-Petrova, MD

Assist. prof. Monika Shumkova, MD, PhD
e Anastas Dimov

Organization unit: MU - Sofia, Department of Internal Medicine, UMHAT “Alexandrovska”

EAD, Cardiology Clinic

RESULTS: The application of carotid stenting is rising. We need biomarkers, which would
guide us and help in the assessment of its effectiveness regarding brain blood flow and
cognition. Potential candidate biomarkers are the markers for neuronal activity Brain Derived
Neurotrophic Factor (BDNF) and Neural Growth Factor (NGF). Their serum concentration is
correlated with brain hemodynamics and function. We included 78 patients: 39 with
hemodynamically significant carotid stenoses and 39 controls - without. All underwent
ultrasound diagnostics and ELISA test of BDNF and NGF serum concentrations. The
biomarkers for neural activity in patients with significant carotid stenoses, were tested at 3
phases: before (n34), 24 h. post (n22) and at least 1 month after stenting (n18). Cognitive
functions were assessed with MMSE and MoCA. On their basis the patients were classified as
having or not potential mild cognitive impairment (MCI) Statistical analysis was done with
SPSS 19(IBM), p<0.05, CI 95%. There was a significant difference in the BDNF concentration
before and after carotid stenting (p<0.0001); in BDNF [p=0.001, CI (-5.11- -1.44)] and NGF
[p=0.049, CI (0.64-347.75)] between patients with significant stenoses/stenting and controls.
Periprocedural hypotension, stroke history and MCI did not influence biomarkers
concentrations. Correlation analysis showed intermediate positive correlation between systolic,
diastolic, pulse pressure and biomarkers at a certain time of sampling. This association was
proven for the systolic blood pressure by the regression analysis too. The mean values of
BDNF after stenting raised and for NGF lowered after carotid stenting. A larger sample is
needed to prove further our results, namely: 1. Arterial blood pressure is an important factor for
BDNF and NGF concentrations; 2. The correlation between these markers and interventional
treatment may be not linear; 3. There are significant differences in the serum concentrations of
biomarkers for neural activity between patients with and without significant carotid stenoses.

Contract D-135/24.06.2020 MINIMALLY INVASIVE GLAUCOMA SURGERY-
GONIOTOMY WITH KAHOOK DUAL BLADE IN OPEN-ANGLE GLAUCOMA
Research team: Assoc. Prof. Borislav Mihailov Kuchoukov, MD, PhD, FEBO

e Assist. Prof. Nora Velikova-Pavlova, MD

e Assist. Prof. Nataliya Bocevska, MD

e Assist. Prof. Mirela Petrova, MD
Organization unit: MU - Sofia, Faculty of Medicine, Department of Emergency Medicine, 8
ByaloMore Str., 1527 Sofia, Bulgaria

RESULTS: Purpose: Prospective study to evaluate the efficacy and safety profile of excisional
goniotomy performed with Kahook Dual Blade in patients with open-angle glaucoma as a
stand-alone procedure as well as in combination with phacoemulsification over 12-month
period. Method and materials: Participants: Eligible patients were adults with open-angle
glaucoma with insufficient intraocular pressure control and / or progression of the glaucoma
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process and / or the need of reduction of topical therapy. Primery goals: Evaluation of
intraocular pressure and medication -lowering effect of the procedure in the 2 groups and the
total patient population. Secondary goals: To analyze the safety profile - the complications rate,
the need of additional antiglaucoma procedures; the stability of the therapeutic effect
(variations of IOP at each visit); the success rate and differences between the two groups.
Results: 15 participants (16 eyes) were enrolled, 8 eyes in each group. An average reduction of
IOP with 12.81 mmHg(44,59%) was observed in the total population of patients ( preoperative
IOP of 27.5 + 6.26 mmHg to 14.62 + 1.99 mmHg postoperative at month 12).The medication
number reduction was 1.75 (-39.68%) compared with the preoperative (from 3.93 £ 0.92 to
2.25 £ 0.93). The most common intraoperative complication was blood reflux from Schlem's
canal (100% of patients); the most common early postoperative complication - transient
hyphema (resolved within 7 days) - in 43.75%, and late postoperative complication - posterior
vitreous detachment( 6.25%). Conclusion: The I0OP- lowering effect found in this study meet the
European Glaucoma Society and the American Academy of Ophthalmology's (PPP) Preferred
Practice Pattern effectiveness criteria for mild to moderate glaucoma.No vision threatening
complications were observed and no additional antiglaucoma procedure were required during
the 12-month of follow-up.

Scientific publications and presentations:

e Velikova N, Analysis of the results of goniotomy with Kahook Dual Blade in adult
patients with open-angle glaucoma over 12-months period, X1Vth National Congress of
Bulgarian Society of Ophthalmology in assosiation with Conference ““ Inovations in
Ophthalmology” and XVth Vitreoretinal Symposium, Borovets, Bulgaria, 14 -
17.10.2021

Contract D-136/24.06.2020 ROLE OF H. PYLORI INFECTION AND GASTRIC
ATROPHY IN THE DEVELOPMENT OF METABOLIC SYNDROME AND
DYSREGULATION OF APPETITE-RELATED HORMONES
Research team: Prof. Borislav Georgiev Vladimirov, MD, PhD
e Prof. Yordan Genov, MD, PhD
Assist. Prof. Mila Kovacheva-Slavova, MD, PhD
Assist. Prof. Klimentina Gerdjikova, MD, PhD
Teodora Komitova, MD, PhD
Assist. Prof. Hristo Valkov, MD
Organization unit: MU - Sofia, Faculty of Medicine, Department of Gastroenterology, 8
Byalo more Str., 1527 Sofia

RESULTS: The role of H. pylori (HP) infection and atrophic gastritis in the development and
progression of metabolic syndrome, nonalcoholic fatty liver disease (NAFLD), and
dysregulation of appetite-related hormones is still being studied. The aim of the present study
was to screen for HP infection and to examine appetite-related hormones in patients with
NAFLD to assess gastric structure and function and their relationship. HP infection screening
and assessment of gastric atrophy were performed by GastroPanel, including pepsinogen-I
(PGI), pepsinogen-I1 (PGII), gastrin-17 (G-17), H.pylori IgG; as well as the hormones leptin
and adiponectin using an ELISA method. The study included 72 subjects (33 men, mean age
48.51 = 17.46 years): 50 with NAFLD and 22 healthy controls. 32% of patients have HP
infection, which is significantly more than the controls. The gastric mucosa is significantly
more damaged in patients. In men, more frequent H. pylori infection was observed (p = 0.035)
as well as a tendency towards higher-grade structural changes in the gastric mucosa (p =
0.063). Patients with NAFLD are exposed to a higher rate of developing atrophic gastritis and
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metabolic syndrome at a younger age. We found statistically significantly higher levels of
leptin and lower levels of adiponectin in patients compared to healthy controls (p = 0.015).
Levels of PGI, PGI / PGII, HP and adiponectin are significantly affected by inflammatory and
atrophic changes in the gastric mucosa. As PG-1 and PG-II levels decrease, leptin levels
increase and adiponectin levels decrease. We observe a higher BMI and a tendency for elevated
liver enzyme levels in patients with H. pylori infection. Significantly lower adiponectin levels
were observed in patients with insulin resistance (p = 0.04). Proper diagnostic algorithm for
H.pylori and atrophic gastritis allows their early diagnosis and treatment with subsequent
prevention of associated malignanciesy and malabsorption complications.
Scientific publications and presentations:
e G. Yankov, E. Mekov, B. Vladimirov, M. Kovacheva-Slavova. Management of series
of complications after a laparoscopic Nissen fundoplication. Chirurgia 2023;36:52-5.
e National Conference on Gastroenterology, 15 - 16 October 2021, Sofia - Helicobacter
pylori infection and extragastric diseases, Dr. Mila Kovacheva
e National Conference on Gastroenterology, October 15 - 16, 2021, Sofia - Autoimmune
gastritis, Prof. Dr. B. Vladimirov

Contract D-137/24.06.2020 THE ROLE OF SERUM MARKERS FOR FIBROSIS -
ALPHA 2-MACROGLOBULIN (ALPHA 2-MACROGLOBULIN - A2M) AND
HYALURONIC ACID (HYALURONIC ACID - HA) AS PREDICTORS OF THE
PRESENCE AND DETERMINATION OF ESOPHAGEAL VARICES IN PATIENTS
WITH CHRONIC LIVER DISEASE

Research team: Assoc. prof Branimir Stefanov Golemanov, MD, PhD

e Prof. Borislav Vladimirov

e Todor Angelov, MD

e Stanislav Churchev, MD

e Assoc. prof. Georgi Yankov, MD, PhD
Organisation unit: MU - Sofia, Faculty of Medicine, Department of Gastroenterology, 8
Byalo more Str., 1527 Sofia

RESULTS: Objective: Evaluation of the serum levels of non-invasive markers of fibrosis -
Alpha 2-Macroglobulin (A2M) and Hyaluronic acid (HA) in patients with chronic liver disease
for prediction of the presence and grade of esophageal varices. Material and methods: Eighty
patients with liver cirrhosis and various etiology (predominantly alcoholic and viral) divided
into three groups according to the presence and grade of esophageal varices from performed
upper endoscopy (severe, mild and without esophageal varices). Alpha 2-Macroglobulin (A2M)
and Hyaluronic acid (HA) levels were tested in all patients by ELISA. The results were
processed on IBM SPSS 19. Results: The study did not show a statistically significant
difference between the groups in terms of A2M, HA levels, as well as albumin, platelet and
presence of ascites in patients. Probable explanation is the complex pathogenesis of portal
hypertension and the possibility of various porto-systemic collaterals in patients with liver
cirrhosis. At this stage, measurement of serum levels of A2M and HA in order to predict the
presence and grade of esophageal varices cannot be recommended.

Scientific publications and presentations:

e T. Angelov, S. Churchev, H. Valkov, B. Asenova, M. Chetirska, R. Vatcheva-
Dobrevska, B. Vladimirov, B. Golemanov. Role of serum markers for fibrosis alpha-2-
macroglobulin and hyaluronic acid as predictors of gastroesophageal varices.
GENERAL MEDICINE 2021 23 (5): 54-56.
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e T. Angelov, S. Churchev, H. Valkov, B. Asenova, M. Chetirska, R. Vatcheva-
Dobrevska,B. Vladimirov, B. Golemanov. Alpha 2-macroglobulin and hyaluronic acid
as predictors of the presence and grade of esophageal varices - preliminary results. VII
National Meeting of Hepatology. National Palace of Culture 26-27 November 2021

Contract D-138/24.06.2020 THE ROLE OF MICRORNA-21 AND MICRORNA-31 AS
MARKERS FOR THE DIAGNOSIS OF SPORADIC AND COLITIS-ASSOCIATED
COLORECTAL CANCER
Research team: Prof. Plamen Ivanov Penchev, MD, PhD
e Prof. Plamen Penchev, MD, PhD
Assist. Prof. Hristo Valkov, MD
Assist. Prof Mila Kovacheva-Slavova, MD, PhD
Assist. Prof. Ivan Lyutakov, MD, PhD
Assist. Prof. Slavyana Usheva, MD, PhD
Prof. Radka Kaneva, MD, PhD
Veronika Petkova
Gergana Stancheva, PhD
Organization unit: MU - Sofia, Faculty of Medicine, Department of gastroenterology, 8 Byalo
more Str., 1527 Sofia

RESULTS: MicroRNAs (miRNAs) are small, non-coding RNAs with incredible stability,
making them promising potential biomarkers. By studying the plasma expression of miRNA-
21-5p and miRNA-31-5p to investigate their diagnostic and etiopathogenetic role in patients
with inflammatory bowel diseases (IBD), in progression to colitis-associated colorectal cancer
(CRC) and in patients with sporadic CRC. We included 100 adult patients (60 with IBD, 30
with CRC, and 10 healthy controls [HC]). Total RNA was isolated, and the expression of both
miRNAs was demonstrated by RT-gPCR. The normalized 22 values of both miRNAs were
used to achieve the project objectives. Plasma expression of miRNA-31 can differentiate
separately patients with IBD and CRC from HC. This is not demonstrated for miRNA-21. A
cut-off value of 0.160 of miRNA-31 revealed 100.0% sensitivity and 80.0% specificity to
distinguish CRC from HC. A cut-off value of 0.251 of miRNA-31 demonstrates the same
sensitivity and specificity for distinguishing IBD from HC. Values of miRNA-31 also allow the
differentiation of IBD from CRC. MIRNA-21 can distinguish patients with IBD in activity
from those in remission. The values of the two miRNAs cannot distinguish the types of IBD,
and these two miRNAs do not correlate with either activity scales or paraclinical markers of
inflammation in IBD. The two miRNAs cannot distinguish patients with IBD and dysplasia or
CRC from patients with IBD without such concomitant pathology. The values of both miRNAs
do not correlate with the TNM stage of sporadic CRC and tumor markers in patients with this
neoplasia. MiRNA-31 seems to be a more promising marker than miRNA-21. More data on the
topic are needed.

Scientific publications and presentations:

e Valkov H. MicroRNA-21 and MicroRNA-31 as biomarkers for inflammatory bowel
diseases with colonic localization and sporadic colorectal carcinoma. National
Congress of Gastroenterology, Grand Hotel Millennium Sofia. October 13-15, 2022.
p.4
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Contract D-139/24.06.2020 ASSESSSMENT OF METHYLMALONIC ACID IN
PATIENTS WITH TYPE 2 DIABETES
Research team: Assist. Prof. Nevena Yankova Chakarova, MD, PhD
e Prof. Tsvetalina Tankova, MD, DMSci
Prof. Georgi Georgiev, MD, PhD
Assist. Prof. Rumyana Dimova-Draganova MD, PhD
Assist. Prof. Vesela Lozanova, PhD
Paulina Sugareva
Organization unit: MU - Sofia, Faculty of Medicine, Department of Endocrinology,
University Hospital of Endocrinology “Acad. Ivan Penchev” EAD

RESULTS: The aim of the present study was to assess the diagnostic value of methylmalonic
acid (MMA) for the evaluation of B12 status of patients with type 2 diabetes. Material and
methods: 303 type 2 diabetes patients of mean age 60.32 + 10.46, mean BMI 32.04 £+ 5.99
kg/m2 u and mean duration of diabetes 2.87+ 8.34 years were enrolled. Serum MMA
concentrations were assessed by liquid chromatography/tandem mass spectrometry (LC/MS-
MS). B12 deficiency was defined if MMA > 260 nmol/l. Results: Mean MMA concentrations
in the groups with B12 deficiency, low-normal and normal levels were 109.1 nmol/l, 65.3
nmol/l u 64. 6 nmol/l respectively. MMA was significantly higher in B12 deficiency group as
compared to the groups with low-normal and normal B12 levels (p = 0.016, p = 0.034). MMA
levels > 260 nmol/l were found in 1.6% of the study population, in 4.8% of the patients with
B12 deficiency and in 0% of those with low-normal and normal B12 levels. A significant
negative correlation between MMA and B12 was established (r = -0.220, p < 0.0001).
Conclusions: The assessment of MMA in the study population does not have an additional
diagnostic value and does not add to the evaluation of B12 status compared to the assessment
of serum B12 alone.

Contract D-140/24.06.2020 COMPLEX EVALUATION OF THE LIPID PROFILE IN
THE EARLY STAGES OF GLUCOSE INTOLERANCE
Research team: Assist. Prof. Rumyana Boykova Dimova-Draganova, MD, PhD
e Prof. Tsvetalina Tankova, MD, DMSci
Prof. Georgi Georgiev, MD, PhD
Assoc. Prof. Valentin Lozanov, PhD
Assist. Prof. Greta Grozeva-Damyanova, MD, PhD
Assist. Prof. Nevena Chakarova, MD, PhD
Ani Todorova, MD
Mina Serdarova, MD
Polina Tsarkova, MD
Paulina Sugareva
Organization unit: MU - Sofia, Faculty of Medicine, Department of Endocrinology,
University Hospital of Endocrinology “Acad. Ivan Penchev” EAD

RESULTS: Aim: The aim of the study is to perform a comprehensive evaluation of the lipid
profile in individuals in the early stages of impaired glucose tolerance and to assess the
relationship of these parameters with cardio-metabolic risk. Material and methods: A total of 90
participants (21males/69females) of mean age 46.7+10.5 years, mean BMI 32.0+6.3kg/m? are
involved in the current study. They are divided into three groups according to glucose tolerance
- 19 with normal glucose tolerance (NGT), 22 with NGT and 60 minutes glucose > 8.6mmol/I,
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and 49 with impaired glucose tolerance (IGT). Antropometric parameters are measured in all
participants. Glucose tolerance is assessed by a standard OGTT according to WHO 2006
criteria. Mscnenanu ca: Immunoreactive insulin and C-peptide are measured during the
OGTT. Indices of insulin sensitivity and b-cell function are calculated. HsAlc, hsCRP,

creatinine (GFR-EPI is calculated), transaminases, ACR, lipids and lipoproteins: total
cholesterol, HDL-cholesterol, LDL-cholesterol, triglycerides, Lp(a), ApoAl, ApoB are
assessed at fasting. Lipidomic analysis is performed applying Liquid chromatography/tandem
mass spectrometry (LC/MS-MS) for the measurement of ceramides and fatty acids. Body fat
accumulation is assessed by bioimpedance analyser (Inbody720, Biospace). Tissue advanced
end-products (AGEs) accumulation is estimated by AGE-Reader (DiagnOptics TM, NL).
Results: Ceramide C24:1 levels show a trend towards increase in the group with IGT in
comparison to NGT with borderline significance (p=0.053). The classic lipid profile correlates
with age, parameters for body fat accumulation and glycemia, kidney function, hsCRP,
transaminases, parameters for insulin sensitivity and b-cell function. The ApoB100/ApoAl,
LDL/ApoB100 and triglycerides/HDL ratio are associated with visceral fat tissue, glycemia,
insulinemia and hsCRP. Capric acid (C10:0), arachidonic acid (C20:4), arachidic acid (C20:0)
and docosanoic acid (C22:0) are related to ACR, while docosanoic acid (C22:0) correlates with
hsCRP, insulinemia. Conclusion: The complex lipid profile study provides additional
information on cardio-metabolic risk in individuals in the early stages of impaired glucose
tolerance.

Contract D-141/24.06.2020 ANTINUCLEAR ANTIBODIES - PREVALENCE,
IMMUNOFLUORESCENT PATTERNS AND SPECIFIC SUBTYPES IN FIRST-
DEGREE RELATIVES OF PATIENTS WITH SYSTEMIC LUPUS - CLINICAL,
LABORATORY, SEROLOGICAL AND IMMUNOLOGICAL CORRELATIONS
Research team: Prof. Dobroslav Stanimirov Kyurkchiev, MD, DSc

e Assoc. Prof. Dr. Simeon Monov, MD, PhD
Assoc. Prof. Dr. Ekaterina Ivanova-Todorova, MD, PhD
Assist. Kalina Tumangelova-Yuzeir, MD, PhD
Georgi Vassilev, MD, PhD
Bogdan Penev
Dr. Rositsa Dacheva
Organization unit: Medical University of Sofia, Faculty of Medicine, Department of Clinical
Immunology, University Hospital “St. Ivan Rilski”, bul "Ak. lvan Geshov" 15, 1431 Sofia

RESULTS: Objectives: The study aimed to determine the relative prevalence of clinical signs
of connective tissue disease (CTD), smoking, use of estrogen therapy, and levels of circulating
ANA, BLYS, IFN-0, TGF-B, anti-EBV viral capsid antigen (VCA) antibodies among sera of
first degree relatives (FDRs) of SLE patients, non-FDR healthy individuals and SLE patients.
Methods: Forty-three FDRs of SLE patients were studied along with 15 SLE patients and 15
clinically healthy subjects as control groups. The FDRs and the healthy answered a
questionnaire about early signs of CTD, smoking, and estrogen use history. Blood samples
were obtained and tested for ANA, both by indirect immunofluorescence and immunoblot, anti-
dsDNA by ELISA. ELISA was also performed to measure levels of BLys, IFN-a, TGF-p, anti-
EBV IgM, and 1gG. Results: More than half of the FDRs displayed ANA in titer 1:160 or more,
with predominately AC-4 type of fluorescence according to International Classification on
ANA Patterns (ICAP) compared to only AC-1 and AC-0 among patients and controls
respectively. We found a correlation between the ANA titer and the number of complaints.
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That was particularly valid in the case of skin and oral ulcer-like complaints, which appeared
more frequently when the ANA titer was 1:320 or above. Levels of TGF-$ of FDRs differed
significantly between those of both patients and controls. Smoking and estrogen use did not
differ across the three groups. Surprisingly, we found a correlation between ANA titers and
levels of anti-EBV antibodies in both FDRs and healthy. Conclusions: Our results place FDRs
as an intermediate group to healthy and SLE patients from an immunological perspective. The
data also suggest that ANA positivity correlates with reported complaints, some of which we
could interpret as very early clinical signs of SLE.
Scientific publications and presentations:
e Bogdan Penev, Georgi Vasilev, Dobroslav Kyurkchiev, Simeon Monov. First degree
relatives of patients with systemic lupus erythematosus - clinical, serological and
immunological correlations. EULAR Congress. Paris. 2-5 June 2021. 1432.

Contract D-142/24.06.2020 ADMA - A BIOMARKER FOR RENAL DYSFUNCTION IN
COMPENSATED AND DECOMPENSATED CIRRHOSIS
Research team: Assoc. Prof. Atanas Ivanov Kundurdzhiev, MD, PhD

e Prof. Krasimir Antonov, PhD, DSci

e Assist. prof. Maria Hristova, MD, PhD

e Irena lvanova, MD, PhD
Organization unit: MU - Sofia, Faculty of Medicine, Department of Internal Medicine,
University Hospital “St Ivan Rilski”, bul "Ak. Ivan Geshov" 15, 1431 Sofia

RESULTS: Forty (40) patients with liver disease were included in the study - 20 patients with
impaired renal function (creatinine clearance <90ml/min/1,73m2) without structural changes on
ultrasound check and 20 patients with normal renal function who served as a control group. The
patients with liver disease were further divided into three subgroups - with liver fibrosis, with
compensated cirrhosis and decompensated cirrhosis. The results showed a tendency towards
increased asymmetric dimethylarginine (ADMA) serum levels with liver disease progression
which did not reach statistical significance most probably due to the small number of patients.
The correlation between ADMA and ALAT found in our research directly supports the
relationship between liver dysfunction and ADMA, which was previously only demonstrated in
animal models. ADMA levels exhibited similar variability between the cirrhotic patients with
normal and impaired renal function with means of 0,89 pumol/l and 0,95 pmol/l, respectively.
These results favour the main role of the liver in ADMA metabolism and they show that
ADMA is not a relevant predictor of renal injury in the context of liver disease. No correlation
was found between ADMA and serum creatinine levels. The theoretical conclusions which
could be drawn from the lack of correlation between ADMA and renal artery resistive index are
that there are more factors contributing to the endothelial dysfunction and vascular rigidity.
Among the mediators NO, ednothelin-1, SDMA, vasopressin are of higher importance and they
should be investigated simultaneously as a panel. The lack of such an opportunity and the small
number of patients were the major limitations of the study. The negative correlation between
ADMA and ejection fraction confirms the role of ADMA as a cardiovascular risk factor.
Conclusions: The results showed a tendency towards increased asymmetric dimethylarginine
(ADMA) serum levels with liver disease progression. The liver plays a main role in ADMA
metabolism and its role as a predictor of renal injury in cirrhotic patients is limited.

Scientific publications and presentations:

e Hristova M, Penchev H, Vasilev G et al. Asymmetric Dimethylarginine - a biomarker
for renal dysfunction in compensated and decompensated cirrhosis. Bulgarian
Hepatogastroenterology 1, 2023
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Contract D-143/24.06.2020 FUNCTIONAL AUTOANTIBODIES, B CELL APOPTOSIS
AND SURVIVAL FACTORS IN PATIENTS WITH EARLY SYSTEMIC SCLEROSIS
Research team: Prof. Rasho Kolev Rashkov MD, DSci
Prof. Dobroslav Kyurkchiev, MD, DSci
Assoc. Prof. Ekaterina Ivanova-Todorova, MD, PhD
Ekaterina Kurteva, MD, PhD
Assist. Prof. Kalina Tumangelova-Uzeir, PhD
Assoc. Prof. Dr. Lyubomir Marinchev, MD
Assist. Prof. VValentina Reshkova, MD, Dsci
Assist. Prof. Desislava Kalinova, MD, PhD
Tsvetelina Yoneva, MD
Rada Gancheva, MD, PhD
Yana Zdravkova, MD
Parvoleta Metodieva, MD
e Milena lvanova, MD
Organization unit: MU - Sofia, Faculty of Medicine, Department of Rheumatology, bul "Ak.
Ivan Geshov" 15, 1431 Sofia

RESULTS: Aim: To test in the serum of patients with early forms of SSc, compared with
patients with advanced disease and healthy individuals, some functional autoantibodies: anti-
endothelial cell antibodies (anti-endothelial cell antibodies, AESA) and anti-endothelin -1 type
A receptor (anti-ETAR antibodies), as well as involved in B cell development and activation
ligand BAFF (B cell-activating factor, BLys), in the serum of patients with early SSc. To
perform fluocytometric determination of the percentage of B cells and measurement of B cell
apoptosis in the peripheral blood of the studied groups of patients and healthy individuals. To
look for associations between the studied indicators with the type of skin and organ
involvement and the stage and activity of SSc. Materials and methods: A prospective selection
was made of 40 patients with SSc, mean age 51 * 13 years, with Med [Min; Max] 53 [21; 75]
years, of whom 33 were women, and 7 were men. Among the 40 patients with SSc studied, 25
were de novo diagnosed with early progressive systemic sclerosis (SSc) according to the
VEODSS EUSTAR Criteria, 2011 and according to the ACR / EULAR Classification Criteria
for SSc, 2013. Fifteen patients with SSC were studied with an expanded form of SSc. A control
group of 10 healthy individuals (five males and five females), mean 36 = 12 years, Med [Min;
Max] 40 [21; 53] years, was also recruited. Flow cytometric determination of the percentage of
B lymphocytes labeled with monoclonal murine anti-human CD19 antibody in full peripheral
venous blood of patients with SSc and healthy subjects was performed. Flow cytometrically,
we also determined the percentage of B cell apoptosis in complete peripheral venous blood of
the studied patients and healthy individuals. We used the ELISA method to detect anti-
endothelial cell antibodies (AECA) and anti-endothelin-1 type A receptor (anti-ETAR
antibodies), as well as BAFF (B cell) ligand involved in B cell development and activation
(activating factor, BLys) in the sera of the patients and healthy subjects. Results: We did not
find a statistically significant difference between the total percentage of B lymphocytes in the
peripheral blood of healthy individuals and patients with SSc. In contrast, we found a
significantly lower CD19 expression (MFI) in patients with SSc than the healthy control group,
p <0.001. Regarding B-cell apoptosis, there was a significant increase in the percentage of B-
cell apoptosis in the peripheral blood of patients with SSc compared to healthy subjects. In
patients with SSc, we found a significantly higher percentage of B lymphocytes in early
apoptosis than healthy subjects p = 0.006, with no significant difference in MFI. We found a
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significantly higher MFI of B-cell apoptosis in patients with dcSS than patients with 1cSSc, p =
0.036. We did not find a significant difference in BAFF levels in patients with SSc compared to
the healthy control group, nor intragroup between patients with IcSSc and dcSSc. In contrast, in
patients with early SSc, the level of BAFF in peripheral blood was higher than in patients with
clinically advanced SSc, with borderline significance, p = 0.05. Regarding the functional
autoantibodies AESA, which ELISA qualitatively determined, all healthy controls showed a
negative result for the presence of AECA in peripheral venous blood, and of the patients with
SSc, only four patients gave a positive result. Regarding anti-endothelin-1 type A receptor
autoantibodies (anti-ETAR antibodies), all 40 patients with SSc tested positive (> 17 U / ml),
while all healthy subjects tested negative in peripheral blood (<10 U / ml). No correlations were
found between levels of anti-ETAR autoantibodies, pulmonary involvement, proteinuria, or the
degree of skin involvement in patients with SSc. Conclusions: Further study of cohort
expansion by patients with SSc is needed to confirm the increased rate of peripheral B-cell
early apoptosis and specify, if possible, at the expense of which subpopulations B cells are
found. The AECA study in patients at increased risk of developing severe vasculitis in the
context of SSc could serve as a prognostic marker if the results are confirmed in a larger cohort
study.

Contract D-145/24.06.2020 IL-6 - A PROGNOSTIC FACTOR FOR LATE
NEUROLOGICAL INJURIES IN PREMATURE INFANTS /26-32 WEEKS
GESTATION/
Research team: Prof. Boriana Petrova Slancheva, MD, PhD
e Assoc. Prof. Violeta Dimitrova, MD
Assoc. Prof. Liliya Vakrilova, MD, PhD
Assoc. Prof. Tanya Pramatarova, MD, PhD
Assoc. Prof. Petya Radulova, MD, PhD
Assoc. Prof. Stanislava Hitrova-Nikolova, MD, PhD
Organization unit: Medical University — Sofia, Faculty of Medicine, Dept. of Obstetrics and

gynecology, University Hospital “Maichin dom”, Clinic of Neonatology, 2 Zdrave Str., 1431
Sofia

RESULTS: Premature infants born before 32 weeks gestation are a risk group for the
development of severe neurological injury due to intraventricular hemorrhage (IVH) and
periventricular leukomalacia (PVL). There is a growing interest in the use of biomarkers to
target IVH and PVL before their clinical manifestation. Numerous studies have investigated the
role of proinflammatory cytokines, in particular interleukin-6 (IL-6), as markers of neuronal
damage in preterm infants. Elevated plasma IL-6 levels above 11 pg/ml are a major
independent risk factor for the subsequent development of neonatal morbidity following
gestational age adjustments and other factors. The present study included 47 premature infants
with gestational age between 26 weeks and 32 weeks gestation. Upon admission to the NICU,
blood was drawn for IL-6 testing, but no later than six hours after birth. An ultrasound
assessment was performed for the presence or absence of brain changes according to a
protocol. The newborns were divided into two groups:

1. with elevated IL-6 levels (> 11.0 pg/ml) after birth (11 newborns)

2. with normal levels of IL-6 (36 newborns)
64 indicators were analyzed. In the group with elevated IL-6, significantly higher CRP values,
positive blood cultures, and peripheral cultures at birth, a higher incidence of early neonatal
sepsis was reported. In the same group, severe cerebral hemorrhages were observed twice as
often - IVH Ill and IV grade against the background of a generally lower frequency of
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ultrasound deviations compared to the group with normal values of IL-6. No such dependence
was found for PVL in the present study. The incidence of retinopathy of prematurity and
auditory screening abnormalities was higher in the group with elevated IL-6. The current study
confirms the high diagnostic potential of IL-6 for early determination of the target group of
premature infants (26 weeks - 32 weeks gestation), risk of developing early neonatal sepsis,
severe neurological complications (in this study IVH I11-1V grade), retinopathy of prematurity,
hearing impairment.
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Medico-clinical area 2021

Contract D-91/04.06.2021 SIGNIFICANCE OF GENE POLYMORPHISM OF
INTERLEUKIN-13 IN POSITION (-1112) IN PERIODONTITIS
Research team: Assist prof Velitchka Teodosieva Dosseva-Panova, PhD

e Assist prof Zdravka Pashova-Tasseva, PhD student

e Assoc prof Antoaneta Mlachkova, PhD

e Prof Alexey Savov, PhD
Organization unit: MU - Sofia, Faculty of Dental Medicine
RESULTS: In the recent science project 100 subject were recruitedqg 70 of them with diagnosis
periodontitis and 30 control individuals diagnosed with periodontal health. To all of the
participants a detailed periodontal diagnostics is made — clinical measurements and
radiographic analysis. From all of the tested individuals genomic DNA is isolated in order to
explore single nucleotide polymorphism of Interleukin — 13 -1112. Nucleo Spin MACHEREY -
NAGEL kit is used and the genotyping is made by utilization of RFLP-PCR method. The
received data is implemented by the statistical product PCA — IBM SPSS Statistics Version 22.
The results show prevalence of CC-genotype, followed by CT-genotype and only one TT-
genotype sample, isolated in one patient with periodontitis. We have confirmed the suggested
hypothesis for suspectability to severe periodontitis in relation to one of the genotypes — the
dominant CC-genotype. The host response of the patients with this genotype to the dental
plaque is related to severe clinical attachment loss >5 mm, with level of significance p < 0.05.
In the same patients a correlation between the percentage of sites involved with dental plaque
and the bleeding upon probing to the bottom of the periodontal pocket with level of
significance p<0.1 is found. These data gives the suggestion that in the homozygotes in C-allele
individuals the clinical course of the periodontal disease is severe, based on the perameter
clinical attachment loss and the marker for the activity of the disease bleeding on probing
(BoP).
Scientific publications and presentations:

e Zdravka Pashova-Tasseva, Velitchka Dosseva-Panova, Ekaterina Tosheva, Alexey

Savov, Antoaneta Mlachkova. Influence of gene polymorphism of 1L-13 and smoking
on periodontitis. Medinform.2022; 2: 1473-1483.

Contract D-92/04.06.2021 DIAGNOSIS OF ORAL CARCINOMA AND ORAL
PRECANCEROUS LESIONS VIA QUANTITATIVE ANALYSIS OF CYTOKINES
AND IMMUNO-REGULATORY MOLECULES IN SALIVA

Research team: prof Pavel Kirilov Stanimirov

Assoc prof Teodora Bolyarova-Konova, DDS, PhD

Assoc prof Zornitsa Mihaylova, DDS, PhD

Assoc prof Snezhana Kandilarova, MD, PhD

Dr Angel Adamov, DDS

Dr Petya Yankova, MD, PhD

Organization unit: MU - Sofia, Faculty of Dental medicina, dept. of Dental, oral and
maxillofacial surgery

RESULTS: The present study is investigating the changes in BDNF, IL-6, IL-8, IL-10, IL-15,
IL-1RA, LIF and TNF-a saliva concentrations of patients with oral carcinoma, oral
preneoplastic lesions (OPL), periodontitis compared to healthy controls. The aim is to reveal
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the significance of these cytokines as biomarkers through the changes in the salivary cytokine
levels. This would help diagnosis of oral diseases and elucidate the importance of cytokine
levels in periodontitis compared to oral carcinoma and OPL. The listed cytokines were
examined in whole unstimulated saliva collected from 107 patients, divided into four groups -
oral carcinoma (43 patients), OPL (21 patients), periodontitis (21 patients) and healthy controls
(22 patients). Salivary samples were stabilized with SigmaFast Protease inhibitor, Sigma-
Aldrich Co, and assayed with a fluorometric multiplex method using the ProcartaPlex™
Multiplex Immunoassay. Statistics included descriptive, correlation and variance analyses
/ANOVA-test/. For four of the cytokines - IL6, IL8, ILIRA and LIF, expression with very high
statistical significance was found (the corresponding p-value is: p = 0.000105; p = 0.006215; p
= 0,00212; p = 0,033518) in the salivary concentration in patients with oral carcinoma
compared to patients with preneoplastic lesions, periodontitis and healthy controls. The group
of preneoplastic lesions showed significantly increased levels of IL6, IL8, IL10 and TNFa
compared to the healthy controls. Only IL8 showed a significant difference between groups of
preneoplastic lesions and periodontitis. IL6 and TNFo show a significant increase in
periodontitis and preneoplasia compared to healthy controls. The highly elevated levels of IL6,
IL8, IL1RA and LIF in the saliva of patients with oral carcinoma allow us to assume that these
cytokines may have significance as biomarkers for oral carcinoma. Correlation analysis of the
influence of smoking and alcohol consumption on cytokine levels showed moderate
dependence for LIF and IL6.

Contract D-93/04. 06.2021 COMPARATIVE EVALUATION OF THE
REGENERATIVE POTENTIAL OF PLATELET- RICH FIBRIN (PRF) AND
EMDOGAIN® IN THE SURGICAL TREATMENT OF CLASS 11 FURCATION
DEFECTS OF MANDIBULAR MOLARS
Research team: Prof. Antoaneta Miteva Mlachkova, MD, PhD

e Assoc. Prof. Kamen Kotsilkov, MD, PhD

e Assist. Prof. Hristina Maynalovska, MD

e Assist. Prof. Denislav Emilov, MD
Organization unit: MU - Sofia, Faculty of Dental Medicine, Dept. of Periodontology, 1 St.
George Sofiyski Str., 1431 Sofia
RESULTS: 21 patients diagnosed with second class vestibular furcation defect of a mandibular
molar took part in the study. The identified 30 lesions were divided into two groups of 15. The
first group underwent surgical treatment with the application of platelet-rich fibrin (PRF), and
the second - with enamel matrix derivates (Emdogain®). The aim of the study was to evaluate
the regenerative potential of platelet-rich fibrin by comparing it with a proven bioactive agent
such as enamel matrix derivates.
In the comparative analysis of the two approaches it was shown that with enamel matrix
derivates was achieved a statistically significant greater reduction in probing depth compared to
platelet-rich fibrin. The change in radiographically analyzed horizontal bone loss was also in
favor of Emdogain. In terms of clinical attachment loss, horizontal probing depth, vertical bone
loss, gingival margin position, and in the early healing process, no statistically significant
differences were demonstrated between PRF and Emdogain. Clinically, in the Emdogain-
treated group, three of the defects were completely closed—six months postoperatively no
horizontal probing depth was detected at the furcation site. The rest of the defects were
converted from second to first class. In the PRF-treated group, only 30% of the lesions
achieved conversion to first class, and the rest, regardless of the reduction in horizontal probing
depth, remained second class. To date, the treatment of furcation defects is still unpredictable
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and the identification of clinical approaches with an impact on its outcomes are critical to
optimize the effect of surgical periodontal therapy. Platelet-rich fibrin is an easy-to-manipulate,
autologous, and low-cost bioactive agent. Our study showed that its effects in the regenerative
therapy of furcation defects are similar to those of enamel matrix derivates, but nevertheless
failed to achieve identical clinical results in terms of elimination of the furcation defect.
Scientific publications and presentations:

e Maynalovska H, Mlachkova A, Kotsilkov K. Bioactive molecules in the treatment of

furcation defects — online journal of BZS, 1/2022

Contract D-94/04.06.2021 COMPARISON OF THE MECHANICAL PROPERTIES OF
DIFFERENT MATERIALS FOR INLAYS, ONLAYS AND OVERLAYS - A
LABORATORY STUDY
Research team: Prof. Radosveta Ivanova Vasileva PhD

e Assoc. Prof. Dr. Janet Kirilova, PhD

e Assoc. Prof. Dimitar Kirov, PhD

e Dr. Kristian Bojkovski

e Assist. Prof. Dr. Georgi lliev, PhD
Organization unit: MU - Sofia, Faculty of Dental Medicine
RESULTS: In the last two decades, computer-aided technologies (Computer Aided Design -
CAD) have been established in dental practice. A digital model and design of the future
structure are made through them. The boundaries of the prosthetic field are outlined on the
digital model, and the prosthetic restoration is modeled. The study of mechanical parameters
such as fatigue and impact strength of indirect dental restorations of different materials in the
distal parts of the dentition will lead to the creation of recommendations for their optimal
application according to the degree of loading in the restoration area and the desired function
and aesthetics. The present study aims to determine the fatigue and impact strength of onlay
models made of different materials (composite blocks with ceramic particles, lithium disilicate
blocks, photo composite for printing, and zirconium ceramics) in a masticatory simulator.
Material and methods. In this study, dental onlays of different types of materials were prepared
(lithium disilicate-gr. A, composite blocks with ceramic particles-gr. B, printed from photo
composite-gr. C, zirconium ceramics-gr. D) and subjected to dynamic loading in a chewing
simulator (CS-4, SD Mechatronik, Westerham, Germany) for fatigue strength testing. Results.
A Tukey HDS (Tukey) post hoc test was used, which showed that the means for group A were
significantly different from the mean for groups C and D. Group A was not statistically
different from group B. Conclusion. In the framework of this laboratory study, it was found that
the onlays made of zirconium dioxide performed well, followed by the lithium-disilicate ones
and those made of a composite material with ceramic particles (Cerasmart). And the printed
photopolymer composite material is the most resistant to fracture resistance. Further studies on
the mechanical properties of photopolymer composites for printing indirect restorations are
needed to complement the results obtained.
Scientific publications and presentations:

e lliev G, Vasileva R, Petrova V, Bozhkovski C, Kirov D, Kirilova J.3D printed, and

CAD/CAM milled indirect restorations from hybrid polymers. Mechanical properties. A
Literature Review. Medinform 2022;9(3);1535-1543.
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Contract D-110/04.06.2021 A STUDY ON THE APPLICATION OF INDOCYANINE
GREEN FOR LIVER FUNCTION ASSESSMENT TO PREDICT THE RISK OF
POSTOPERATIVE LIVER FAILURE
Research team: Professor Atanas Stefanov Yonkov, MD, PhD
e Prof. Dimitar Bulanov, MD, PhD
Assoc Prof. Sasho Bonev, MD, PhD
Assist. Prof. Elena Arabadzhieva, MD, PhD
Assist. Prof. Evgeni Zhivkov, MD, PhD
Assist. Prof. Liliya Simonova, MD, PhD
Georgi Korukov, MD, PhD student
Assist. Prof. Zhivkov Shavalov, MD
Prof Dobrin Svinarov, MD, PhD, DMSc
Assoc Prof Milena Velizarova, MD, PhD
Assist. Prof. lvanka Stancheva
Organization unit: MU - Sofia, Faculty of Medicine, Department of General and Operative
Surgery, University Hospital “Alexandrovska” — Sofia, Department of General and Hepato-
pancreatic Surgery, 1 St. Georgi Sofiyski Bul., Sofia 1431, phone: +359 2 9230 650, mobile:
+359 888308703
RESULTS: Postoperative liver failure (POLF) is one of the most serious complications in
abdominal surgery, as its appearance is often associated with an unfavorable outcome.
Objective: To investigate the role of Indocyanine Green (ICG) and Indocyanine Green
Retention rate (ICG-R15) for assessment of liver function in order to predict the risk of POLF.
Material and Methods: In 06.2021 — 11.2022, a prospective study was conducted, including 20
patients admitted in University Hospital "Alexandrovska" for malignant liver neoplasms. Liver
function was assessed by static biochemical parameters and intravenous ICG administration
(0.5 mg/kg), aiming to measure the residual blood concentration at the 15th minute (ICG-R15).
The results and the probable correlation with clinico-morphological features were processed
statistically. Results and Discussion: The study included 13 men (65%) and 7 women (35%)
with primary (5) and metastatic (15) liver tumors. 13 minor (<3 segments) and 7 major liver
resections were performed. ICG-R15 ranged in 2-40%. Mean T-Bil in patients with abnormal
ICG-R15 were higher than those with normal. There is no significant relationship between the
other static parameters and ICG-R15. Early postoperative mortality was 0%. Transient POLF
(15%) was observed only in patients with elevated ICG-R15 (p=0.001). There is a significant
relationship between elevated ICG-R15 and complications. For ICG-R15 >15%, major liver
interventions were not undertaken (p=0.001). In the ICG-R15 <15% group, regardless of major
resection performed, POLF was not observed. The lack of significant deviations in static liver
indicators with marked differences in ICG-R15 clearly shows the need to combine methods for
a precise liver function assessment. POLF was rapidly controlled due to consideration of the
resection volume in context of ICG-R15. Conclusion: The ICG-R15 is an easy, safe, and
valuable tool for assessing liver function and identifying patients at risk of POLF. Additional
studies are needed, as the present study is initial for Bulgaria.
Scientific publications and presentations:
e Korukov G., Arabadzhieva E., Bonev S., Contemporary for Assessment of Liver
Function for Preventiong Postoperative Liver Failure, Khirurgiia, 2022, vol. 86, 1: 5-12.
e Elena Arabadzhieva, Sasho Bonev, Dimitar Bulanov, Liliya Simonova, Evgeni
Zhivkov, Georgi Korukov, Zhivko Shavalov, Milena Velizarova, Dobrin Svinarov,
Atanas Yonkov, Indocyanine green fluorescence liver assessment and imaging-guided
resection for colorectal liver metastases, Acta Medica Bulgarica 2023;30(1):54-58.
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e E. Arabadzhieva, S. Bonev, D. Bulanov, D.Dardanov, G. Korukov, Zh. Shavalov, L.
Simonova, E. Zhivkov, D. Svinarov, M. Velizarova, A. Yonkov, Use of Indocyanine
Green for liver function assessment and its role in predicting the risk of postoperative
liver failure, Khirurgiia (accepted for publication)

Contract D-111/04.06.2021 IDENTIFICATION OF GENE MUTATIONS LEADING TO
HEREDITARY CHILDHOOD CATARACT IN BULGARIAN PATIENTS BY NEXT-
GENERATION SEQUENCING
Research team: Assoc. Prof. Nevyana Valentinova Veleva—Krasteva, MD, PhD

e Prof. Alexander Oscar, MD, PhD
Assoc. Prof. Galina Dimitrova, MD, PhD
Senior Assist Prof. Ognyan Mladenov, MD, PhD
Assist Prof. Pavlin Kemilev, MD
Senior Assist. Prof. Vasil Haykin, MD, PhD
Gabriel Dimitrov, MD — PhD student
Neda Sergeeva, MD - PhD student
Kunka Kamenarova, PhD
Kalina Yonkova Mihova
Prof. Radka Petrova Kaneva, PhD
Organization unit: Medical University - Sofia, Faculty of Medicine, Department of
Ophthalmology; University “Alexandrovska” Hospital, Eye Clinic, 1 “St. George Sofiyski”
Str., 1431 Sofia
RESULTS: A retrospective analysis of the medical documentation of all children with
cataracts who were treated at the Eye Clinic, University “Alexandrovska” Hospital in the
period January 2013 - May 2021 was carried out, as well as prospectively of all cases of
childhood cataracts in the period June 2021 - July 2022. A clinico-epidemiological analysis of
childhood cataract cases in Bulgaria was carried out. In six patients with hereditary cataracts
(syndromic and non-syndromic) a complete ophthalmological examination and genetic
examination was performed by next-generation sequencing - with a Trusight One clinical
exome targeted sequencing panel for simultaneous analysis of 4,813 genes on the territory of
the Genomics Department at the Center for Molecular Medicine, Department of Medical
Chemistry and Biochemistry. There were 5 cases of syndromic cataract and 1 case of non-
syndromic, isolated cataract. In cases when variants of unknown significance was identified, a
future segregation study will be performed. The results will probably allow us to change
classification of these variants to "likely pathogenic, or “pathogenic” and finally to accurate
genetic diagnosis and risk assessment in the family. In five patients, the genetic result was the
reason for referring them for additional consultations with other medical specialists for
diagnosis of undetected pathology, which will improve the treatment process and prevent future
complications - hematological, renal pathology, early arthropathies and skeletal deformities,
loss of hearing, retinal detachment. The obtained results confirm the need for a
multidisciplinary approach in all patients with hereditary cataract and especially in cases where
the cataract is manifested in the age before 10 years of age. Any pediatric binocular cataract
should be considered "syndromic™ until proven otherwise. A thorough and long-term
examination of these children is key in view of the fact that cataract is often the first
manifestation of syndromic diseases, some of which are life-threatening diseases.
Scientific publications and presentations:
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e Y. Kaneva, N. Veleva, A. Oscar et al. Pediatric cataract — epidemiological and clinical
characteristics. XIV Congress of Bulgarian Ophthalmology Society. Hotel Rila
Borovetz.14 — 17.10.2021. Electronic poster

Contract D-112/04.06.2021 INTRODUCTION OF NEW RADIOPHARMACEUTICAL
(68 GA PSMA) TO POSITRON EMISSION TOMOGRAPHY/COMPUTER
TOMOGRAPHY IN PATIENTS WITH BIOCHEMICAL RECURRENCE AFTER
RADICAL PROSTATECTOMY
Research team: Assoc. Prof. Valeria Hristova Hadzhiyska MD, PhD

e Assoc. Prof. Krasimir Yanev, MD, PhD

e Asisst. Prof. Alexander Timev, MD, PhD

e Assoc. Prof. Svetla Georgieva, PhD
Organization unit: MU - Sofia, Faculty of Medicine, Department of Nuclear medicine,
Radiotherapy and Medical oncology.
RESULTS: Purpose: The aim of this study was to prospectively investigate the detection rate
of 68 Ga-PSMA PET/CT in biochemical recurrence (BCR) of prostate cancer and its impact on
patient management in Bulgaria. Materials and Methods: Two hundred patients with
biochemical relapse, defined as PSA level of 0.2 ng/mL or higher after radical prostatectomy
were requited with 68 Ga PSMA PET/CT. Detection rate, predicting factors forpositive scan
and subsequent changes in the intended patient management based on the results of 68 Ga-
PSMA PET/CT were assessed. Results: One hundred fifty four patients (77%) had radical
prostatectomy of whom 40 patients (25%) received salvage radiation therapy due to first
biochemical relapse. Forty six out of 200 patients (33%) underwent HDR or EBRT as a
primary treatment. One hundred and eleven patients (55%) had previous or concomitant ADT.
68 Ga-PSMA PET/CT was positive in 141/200 patients (70%). The detection rate was 39% for
prostate specific antigen (PSA) levels up to 0.5 ng/mL compared with 74 % for PSA levels
greater than 0.5 ng/ml (CI 95%). Pathological uptake of 68 Ga-PSMA was observed in 7 (39%)
of 18, 17 (45%) of 38, 15 (54%) of 28, 21 (75%) of 28 and in 81(92%) of 88 patients with PSA
levels from 0.2 to 0.5 ng/mL, 0.5 to 1.0 ng/mL, 1.0 to 2.0 ng/mL, 2.0 to 5.0 ng/mL, and greater
than 5.0 ng/mL, respectively. Significant differences were evident in the PSA value (P<0.001),
ADT (P<;0.001), ISUP (P<0.03), TNM (P<0.001) and GS (P<0.02),Chi-Square Tests of
patients showing uptake versus no uptake on the 68Ga-PSMA PET/CT. In 81 (41%) out of 200
patients, the results caused a definite change in the intended patient management, which have to
be switched on to targeted/localized in 54 (27%) and to systematic treatment in 27 (14%) of the
patients. Conclusions: The performance of PSMA PET/CT led to a change in therapeutic
approach from the initial therapeutic plan in nearly 40% of patients. As a result of the
application of the complex hybrid imaging method, the time to detect and prove the cause of
the rise in the tumor marker (PSA) after radical prostatectomy (biochemical recurrence) and to
make the most correct decision about the therapeutic approach in each individual patient by
conducting of a one-time complex study.

Contract D-113/04.06.2021 ROLE OF VISCERAL ADIPOSE TISSUE AND SKELETAL
MUSCLE IN THE PATHOGENESIS OF POLYCYSTIC OVARY SYNDROME
Research team: Antoaneta Gateva, MD, PhD

e Prof. Zdravko Kamenov, MD, PhD, DSci

e Yavor Assyov, MD, PhD
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e Plamena Kabakchieva-Georgieva, MD

Organization unit: MU - Sofia, Faculty of Medicine, Department of Internal Medicine, 1 St.
George Sofiyski Str., 1431 Sofia

RESULTS: Insulin resistance (IR) is one of the most confirmed pathogenetic mechanisms in
polycystic ovary syndrome (PCOS), where visceral adipose tissue and skeletal muscle play an
important role. The aim of the study was to analyze adipokines - zonulin and meteorin-like
(Metrnl) and myokines - IL-15, myonectin, and brain-derived neurotrophic factor (BDNF) in
the context of hormonal and metabolic disorders in PCOS. Eighty-eight women were included -
58 women with PCOS and 30 healthy controls. The diagnosis of PCOS was based on the
Rotterdam of ESHRE/ASRM criteria. Complete medical history and clinical, anthropometric,
biochemical, and hormonal measurements were performed in the follicular phase. Serum levels
of adipo- and myokines were measured by ELISA. Patients and controls differed significantly
in LH/FSH ratio, all androgens, and hirsutism. Serum levels of zonulin, Metrnl, myonectin, and
BDNF were similar between them. Women with PCOS had significantly lower IL-15 levels
than healthy controls (p=0.027). Metrnl levels were significantly higher in overweight/obese
women than in normal-weight women (p<0.001). Multiple linear regression analysis showed
that age, BMI, and HOMA-IR predicted Metrnl levels among PCOS, F (3; 54) = 8.75, p<0.001,
R2 =0.327, where only HOMA-IR added statistical significance to the model, p = 0.001. IL-15
negatively correlated with WHR, glycemic, and insulin levels. ROC analysis showed that the
AUC for IL-15 was 0.644 and determined 23.5 pg/mL as cut-off levels for differentiation
PCOS from healthy women with a sensitivity of 63.3% and specificity of 62.1%. Elevated
serum levels of Metrnl are associated with several indices for general and visceral obesity, IR,
and the proinflammatory marker IL-18 in PCOS. In contrast, IL-15 negatively correlated with
hyperglycemia, hyperinsulinemia, IR, and visceral obesity. Its levels were significantly lower
in patients than in healthy people and could be a diagnostic marker for PCOS.

Contract D-114/04.06.2021 THE COVID-19 PANDEMIC AND ITS PSYCHOSOCIAL
CONSEQUENCES AS RISK FACTORS FOR EXACERBATION IN PATIENTS WITH
DEPRESSIVE AND ANXIETY DISORDERS IN COMPARISON TO HEALTHY
CONTROLS
Research team: Assoc. Prof. Vessela Stoyanova Stoyanova, MD, PhD

e Assist. Prof Rositza Vladimirova, MD, PhD

e lvayla llieva, MD, PhD student,
Organization unit: MU - Sofia, Faculty of Medicine, Dept. of Psychiatry and Medical
Psychology, 1 St. George Sofiyski Str., 1431 Sofia
RESULTS: Aim: To analyze the effect of COVID-19 on patients with depression and anxiety
compared to healthy controls with/without a family history of affective disorder. To identify
risk factors for high levels of pandemic stress and determine the extent to which mental illness
is a risk factor. Method: The study is cross-sectional, non-interventional, and includes patients
with exacerbation and remission of depressive and anxiety disorder in outpatient setting for the
period July-October 2020. Socio-demographic and clinical-psychological factors and self-
assessment tools for depression and anxiety (HADS-D/A), loneliness (UCLA-LS3), perceived
stress (PSS-10), and state and trait anxiety (STAI-S/T) were analyzed. Results: 185 people are
divided into 6 groups: major depressive disorder (MDD); major depressive disorder/remission
(MDD-R); anxiety disorder (AD); anxiety disorder/remission (ADR); healthy controls (HC);
controls/relatives (HC-R). Every second patient with depression has a significant professional
dysfunction during the pandemic (p=0.036). Patients with MDD and HC-R had significantly
more somatic comorbidity (p=0.046) and medical concerns (p=0.002) associated with COVID-
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19. HC-R are the most vulnerable to the increase in situational anxiety associated with COVID-
19 compared to trait-anxiety (p=0.011). Persons in remission did not differ from controls in
PSS-10 levels. ROC curve analysis identified cut-off scores for HADS-D (>2.50), STAI-T
(>38.5), STAI-S (>39.5) (p <0.001), and UCLA-LS3 (>3, 50) (p=0.007), which determine an
increase in the risk of moderate/high stress, respectively 2.5; 3.4; 6.5 and 2.4 times. Females
and working from home increase the risk by 2.6 and 4 times, respectively. Conclusions:
Patients in remission are comparable to healthy controls in the level of perceived stress in
COVID-19, which emphasizes the importance of stable clinical remission. The HC-R are the
most vulnerable to the growing situational anxiety associated with COVID-19. The levels of
depression, anxiety, and loneliness, which have a predictive value for moderate/high stress,
decrease significantly compared to those found in the population in non-pandemic conditions
and are significant risk factors. The same goes for females and those working from home.

Contract D-115/04.06.2021 PANCREATIC EXOCRINE FUNCTION EXAMINATION
IN PATIENTS WITH PANCREATIC DISEASES
Research team: Prof. Borislav Georgiev Vladimirov, MD, PhD

e Assist. Prof. Mila Kovacheva-Slavova, MD, PhD

e Assist. Prof. Hristo Valkov, MD, PhD
Organization unit: MU - Sofia, Faculty of Medicine, Department of Gastroenterology,
University hospital “Tsaritsa loanna-ISUL”, 8 Byalo more Str., 1527 Sofia
RESULTS: Chronic pancreatitis (CP) progression leads to development of pancreatic
endocrine (DM) and exocrine insufficiency (PEI) and related complications. Pancreatic
exocrine function was assessed by indirect methods in order to diagnose PEI and monitor the
effect of pancreatic enzyme replacement therapy (PERT). Pancreatic morphological changes
were staged by Cambridge classification. Cardiovascular risk (CVR) was assessed using
SCORE and FRS scoring systems, lipid profile and apolipoproteins (apo). 20 patients with CP
were included - 14 men, mean age 65+14.32 years. 7 of the patients were taking PERT. 53.85%
of the screened patients had PEI, of which 71.43% had grade 4 structural changes. The degree
of structural changes correlated with PEI. 42.86% received suboptimal PERT. Type 3 DM was
found in 13.33%. There were statistically significant correlations between SCORE and sex,
age, diabetes, non-HDL, VLDL, triglycerides, TC/HDL,; severity of CP. In contrast to SCORE,
in patients with high CVR (FRS), we observed significantly higher apoB levels, lower apoA
levels and an increased risk of MI according to ApoB/ApoA ratio. There was no correlation
with DM, PEI and morphological changes in CP. Statistically significant higher BMI was
observed in patients with high CVR. Dyslipidemia with borderline high and high levels of
atherogenic TC/triglycerides/LDL was found in 45%. There was no correlation between lipid
levels and PEI, DM and alcohol/smoking. High levels of TC/HDL ratio were observed in 40%.
There was no significant difference in the incidence of dyslipidemia and the severity of CP and
structural changes. We observed low levels of apoA in 30%. High levels of ApoB had 40%.
The risk of MI is high in 50% of men and 40% of women. No correlation between DM and
apolipoproteins and lipids was found. Timely verification of PEI in CP in order to address
substitution therapy might reduce complications related to the underlying disease.
Scientific publications and presentations:

e Yankov, G.S., Keltchev, A.S., Neutov, A.S., Kovacheva-Slavova M.D. Radical Open

Resection of Incidentally Discovered Stage IB Synovial Sarcoma of the Diaphragm in a
64-Year-Old Man. Indian J Surg (2023). https://doi.org/10.1007/s12262-023-03794-0 -
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e M. Kovacheva-Slavova. Nutritional deficiencies in patients after gastrointestinal
resections. Third scientific conference Chronic diseases - pathogenesis, diagnosis, clinic
and prevention. May 11-14, 2023, Nessebar

Contract D-116/04.06.2021 DETERMINATION OF THE DIAGNOSTIC ACCURACY
OF CONTRAST-ENHANCED ENDOSCOPIC ULTRASOUND IN COMPARISON
WITH STANDARD IMAGING METHODS IN PATIENTS WITH CYSTIC AND
SOLID NEOPLASTIC LESIONS OF THE PANCREAS
Research team: Assoc. prof. Branimir Stefanov Golemanov

e Prof. Borislav Vladimirov, MD, PhD

e Stanislav Churchev, MD

e Todor Angelov, MD

RESULTS: Objective: To determine the diagnostic accuracy of contrast-enhanced endoscopic
ultrasound compared with standard imaging methods in patients with cystic and solid
neoplastic lesions of the pancreas. Material and methods: A prospective study included 33
patients with focal pancreatic lesions. All patients underwent EUS and CE-EUS, 20/33 CE-CT
and 22/33 MR/MRCP. All patients were hospitalized in Clinic of gastroenterology, Department
of gastroenterology, UMHAT "Tsaritsa Yoanna - ISUL", Sofia. The patients were divided in
different groups according to the diagnosis from the various imaging studies, comparing the
diagnostic accuracy of the different methods to the final diagnosis accepted from the
histological results or clinical follow-up. The results were processed on IBM SPSS 20. Results:
Our study found a 70% concordance with the final diagnosis when performing CE-CT, 77.3%
for MR/MRCP, 79% for conventional EUS and 87.9% for CE-EUS. Therefore, MR/MRCP and
conventional EUS have comparable diagnostic accuracy higher than CE-CT, and performing
CE-EUS improves the diagnostic accuracy of the method by about 8%. These preliminary
results confirm that EUS is the method with the highest sensitivity for detecting pancreatic
focal lesions, and performing CE-EUS potentially further improves the diagnostic accuracy.
Scientific publications and presentations:

e S. Churchev, T. Angelov, Y. Valerieva, N. Kolev, D. Pejchinov, G. Jelev, P. Gecov, N.
Penkov, B. Korukov, B. Vladimirov. B. Golemanov. Application of endoscopic
ultrasound for preoperative diagnosis of subepithelial gastric tumors. XVII national
congres of Surgery. Paradise Blue Hotel, Albena, 30 September — 02 October 2021:119-
120(9.3)

e S. Churchev, T. Angelov, Y. Valerieva, N. Kolev, D. Pejchinov, G. Jelev, P. Gecov, N.
Penkov, B. Korukov, B. Vladimirov. B. Golemanov. Application of endoscopic
ultrasound for preoperative diagnosis of subepithelial gastric tumors. Collection of
reports from XVII national congres of Surgery 2021;2:167-172

e Churchev S, Angelov T Vladimirov B, Golemanov. B. Duodenal metastatic malignant
melanoma: case report. Br J Hosp Med — ahead of print

Contract D-117/04.06.2021 RENAL MARKERS DISTINGUISHING INITIAL
DIABETIC NEPHROPATHY FROM TRANSITORY MICROALBUMINURIA IN
CHILDREN WITH TYPE 1 DIABETES MELLITUS
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Research team: Assoc. Prof. Maria Simeonova Gaydarova, MD, PhD

e Assoc.Prof. Radka Hristova, MD, PhD

e D-r Iskra Modeva

e D-r Adelina Tsakova, MD, PhD
Organization unit: MU - Sofia, Faculty of medicine, SBALDB “Prof. Ivan Mitev”,
Endocrinology, diabetes and genetic diseases clinic, Diabetes department
RESULTS: Microalbuminuria is the gold standard test used for diagnostic of diabetic
nephropathy (DN). However, clinical practice shows that there are some imperfections in the
specificity and predictive value of this diagnostic test. New earlier and more specific markers
need to be explored. The main purpose of this study is to evaluate the relevance and
applicability of urinary nephrine, transferrin, TNF-alpha and collagen type 1V as early markers
for DN in adolescents with type 1 diabetes. 85 adolescents took part in the study. The urinary
markers nephrine, transferrin, TNF-alpha and collagen type IV were evaluated in a spot sample
of morning urine. The ratios between these markers and creatinine were calculated.
Microalbuminuria (MAU) was assessed in 24-hour urine collection and MAUY/creatinine ratio.
The level of metabolic control was assessed by measuring glycated hemoglobin (HbA1c) and
lipid profile. Patients were divided into 3 groups according to glycemic control: HbAlc <7%;
HbAlc 7-9%, HbAlc> 9%. Depending on the presence of microalbuminuria, patients are
divided into 2 groups: group with MAU and group without MAU. Non-parametric analysis
Kruskal-Wallis test and Wilcoxon signed-rank test were used for statistics. The comparison of
the mean values between the groups with different glycemic control revealed a statistically
significant difference in the ratios nephrine/creatinine (p = 0.013), TNF-alpha/creatinine (p =
0.006), collagen type IV/creatinine (p = 0.024). The ratios are positively dependent on HbAlc.
Comparison of the mean values between the groups - with or without MAU found a statistically
significant difference between the groups in the ratios transferrin/creatinine (p = 0.002),
collagen type IV/creatinine (p = 0.002), TNF-alpha/creatinine (p = 0.019). The ratios were
higher in the patients with microalbuminuria. Evaluated urinary markers showed significant
potential to be used as early and specific markers for diagnostic of nephropathy in children with
type 1 diabetes.
Scientific publications and presentations:

e Modeva, R. Savora, M. Gaygarova Diabetic nephropathy, diagnostic markers, new

perspectives. GP news 11/2022

Contract D-119/04.06.2021 APPLICABILITY OF A SIMULATOR FOR MINIMALLY
INVASIVE RING-ANULOPLASTY OF THE MITRAL VALVE
Research team: Dimitar lvanov Kyuchukov MD, PhD

e Svetoslav Grigorov Dimitrov MD, PhD

e Stanislava Vasileva Stoycheva MD
Organization unit: MU - Sofia, Faculty of Medicine, Dept. of Cardio-Vascular Surgery and
Invasive Cardiology, University Hospital “St.Ekaterina”, 52A P. Slaveykov Blvd., 1431 Sofia
RESULTS: Introduction: Postoperative results of mitral valve repair are directly related to
quality of the surgical technique and training curve. Based on these, the Department of
Cardiovascular Surgery and Invasive Cardiology chose and, thanks to the Medical University
of Sofia, acquired a simulator for minimally invasive mitral valve surgery, developed at the
University of Maastricht, Netherlands. Aim: The aim of this project is to determine the
relevance of the Simulator for the acquisition of reproducible skills to perform mini-invasive
ring-annuloplasty of mitral valve. Materials and Methods: The subjects of the study are 20
surgeons. According to their qualifications the participants were divided into two groups.
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Group 1 — 10 surgeons, who are experienced specialists. Group 2 — fellows in surgery. The
Man-Whitney U test was used for statistical comparisons of the results between the two groups.
In order to assess the progress in each of the groups, an additional comparison was made, using
analysis of variance (ANOVA). The statistical calculations were performed using the software
of the SPSS Statistics program 28.0.1. The value of p <0.05 was considered statistically
significant. Results: Initial results showed a significant difference between baseline levels of
the groups (Mean score £ SD; 3.2 £ 0.91 in the group 1 vs. 2.0 + 0.81 in group 2; p = 0.015).
After the acquaintance session and two hours training with the simulator, statistical analysis
presented no significant difference between two groups at second and third time points: (4.3 =
0.82 vs. 4.0 £ 0.66; p = 0.624 and 4.1 £ 0.56 vs. 4.0 £ 0.47; p = 0.764). Conclusion: The use of
a simulator to acquire skills in the introduction of new methodologies and techniques is
justified. The project documents the proposed training methodology as having the required
qualities for introduction into the system of specialization.

Scientific publications and presentations:

e Kyuchukov D, Dimitrov Sv, Stoycheva St, et al. Commissioning of simulation learning
for minimally invasive ring-annuloplasty of the mitral valve. Bulgarian Thoracic,
Cardiac and Vascular Surgey. 2022:1(5):64-5.

e Kiouykos /I, lumutpos Cs, Croituea Ct, BbBexxnane Ha CumynalinoHo o0yyeHue 3a
MHWHUMAJIHO MHBAa3MBHA PUHI-aHYJIOIIACTHKA Ha MUTpAJIHATa Kjiala. HGBGTI/I KOHI'pEC
Ha bparapckara acouwmsiums no ['ppana, Cepaeuna m CeaoBa Xupyprus. Bapha,
bearapus. 13-15.05.2022.

Contract D-120/04.06.2021 INFLUENCE OF THE SYMPATHETIC NERVOUS
SYSTEM, CATECHOLAMINES AND THEIR REGULATOR RENALASE ON THE
DEVELOPMENT OF POLYCYSTIC OVARY SYNDROME AND ITS CLINICAL
MANIFESTATIONS
Research team: Assoc. Prof. Ralitsa Nikolaeva Robeva, MD, PhD

e Assoc. Prof. Atanaska Elenkova, MD, PhD

e lvayla Uzunova

e Nikolina Arnaudova
Organization unit: MU - Sofia, Faculty of Medicine, Department of Endocrinology, USHATE
“Acad. Iv. Penchev”, First Clinic, 2, Zdrave Str., 1431 Sofia
RESULTS: The effects of the sympathetic nervous system and catecholamines in patients with
polycystic ovary syndrome (PCOS) have not been studied. Therefore, the present project aims
to investigate the role of catecholamine metabolites - metanephrine (MN) and normetanephrine
(NMN), their regulating enzyme called renalase, as well as neural growth factor 1 (NGF1) for
the development and clinical manifestation of PCOS. A total of 51 patients with PCOS and 30
healthy volunteers were included in the study. Anthropometric, biochemical, and hormonal data
were collected from all participants. Plasma and urinary MN and NMN levels, serum renalase,
and NGF1 levels were compared between the two groups of women. The results showed
significantly higher plasma NMN levels in patients with PCOS compared with healthy controls,
but no differences in urinary metabolites. NGF1 levels were also significantly increased in
patients with PCOS compared to healthy volunteers. Elevated plasma NMN levels have been
found to be a significant risk factor for the development of PCOS, menstrual disorders, and
hirsutism. Lower levels of urinary MN were a significant risk factor for chronic anovulation in
young women. Plasma NMN levels correlated with NGF1, anti-Mueller hormone, luteinizing
hormone, prolactin, and 17-hydroxyprogesterone levels. In the group of women with PCOS,
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those with higher blood pressure showed significantly lower renalase levels compared to
women with lower blood pressure. In conclusion:

-PCOS is a syndrome associated with severe sympathicotonia and elevated plasma NMN and
NGF1 levels regardless of the specific phenotype;

-increased plasma NMN and NGF1 levels are associated with increased secretion of LH and
prolactin, which may modulate steroidogenesis;

-renalase levels modulate blood pressure in patients with PCOS;

-these results may affect therapeutic approaches in women with PCOS and hypertension.
Scientific publications and presentations:

e Robeva R, Arnaudova N, Kirilov G, Elenkova A, Zacharieva S. Metanephrine and
Normetanephrine Urine Excretion in Patients with PCOS. Acta Medica Bulgarica 2022;
49(2):5-10.

e Robeva R, Elenkova A, Kirilov G, Zacharieva S. Plasma-free metanephrines, nerve
growth factor, and renalase significance in patients with PCOS. Endocrine, 2023,
https://doi.org/10.1007/s12020-023-03404-9

Contract D-121/04.06.2021 CHANGES OF BONE MINERAL DENSITY IN PRIMARY
HYPERPARATHYROIDISM AND AUTOIMMUNE THYROIDITIS
Research team: Prof. Roussanka Dimitrova Kovatcheva, MD, PhD

e Assoc.Prof. Alexander Shinkov, MD, PhD

e Inna Yankova, MD, PhD Student
Organization unit: MU - Sofia, Faculty of Medicine, Dept. of Endocrinology, USHATE
“Acad. Ivan Penchev”, Third Clinic of endocrinology, Zdrave 2 Str., Sofia, 1431, phone
number: +359 2 895 6222
RESULTS: Aim: To compare the bone mineral density (BMD) in primary
hyperparathyroidism (PHPT) with and without autoimmune thyroiditis (AT) as well as those
with AT only; to determine the impact of the two diseases, together and separately, on bone
metabolism. Material and methods: Two hundred fifty-one patients with confirmed PHPT were
admitted at USHATE for the project period. Seventy of them were included in the project - 35
with PHPT only and 35 with PHPT and AT. Two control groups were defined: 20 with AT and
21 subjects without PHPT and AT. Serum markers of calcium-phosphate metabolism, BMD of
lumbar spine (BMD L1-L4) and BMD of distal third of radius (BMD DR) were measured.
Results: The prevalence of AT among the subjects with PHPT was 38.2% (95% CI 33-43%)
and did not differ significantly from that in the general population, 32.5% (95% CI 30-35%), p
= NS. Age, BMI, markers of calcium-phosphate metabolism and BMD were not significantly
different in PHPT with and without AT or between the two control groups (p> 0.05). The BMD
L1-L4 and BMD DR were significantly lower in patients with PHPT compared to controls
(0.974£0.14 vs 1.06+0.16, p=0.002 for BMD L1-L4 and 0.55, 0.44 — 0.61, vs 0.59+0.07,
p=0.003 for BMD DR). The BMD L1-L4 and BMD DR correlated negatively with serum
calcium and PTH (p<0.001). No relationship was found between BMD and the concomitant
AT. Conclusion: All patients with PHPT had a lower BMD. Concomitant AT has no effect on
BMD in patients with PHPT. There was no evidence of an association between PHPT and AT.
Further research is necessary to further clarify the problem.
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Medico-social area 2020

Contract D-108/24.06.2020 BARRIERS FOR ACCESS TO DENTAL HEALTH
RELATED TO PATIENT AND THEIR IMPACT ON DENTAL HEALTH
Research team: Assoc. Prof. Boyko Kostov Bonev, DMD, PhD

e Assist. Prof. Stanislav Nenov, DMD, MPH

e Assist. Prof. Petar Bozhinov, DMD, PhD

e Assoc. Prof. Nikolai Hristov, MD, PhD
Organization unit: MU - Sofia, Faculty of Dental medicine, Dept. of Dental Public Health, 1
St. George Sofiyski Str., 1431 Sofia

RESULTS: National epidemiological study of people aged 18-65 years is conducted and 416
people from six district cities are examined. The aim of the research is to study the main
barriers for access to dental care, dental and periodontal status of patients, and relations
between them. The prevalence of dental caries (Et) is 52.7% and the intensity (DMF) is 16.
Affected by caries (D) are 11.13% of the examined teeth, with an average of 3.4 carious teeth
per patient. The percentage of extracted teeth (M) is 9.24%, with an average of 2.4 extracted
teeth. A total of 9.95 teeth per patient were treated (F), and 32.3% of teeth underwent dental
treatment. Less carious and extracted teeth are observed in people who visit dental office
regularly. Periodontal pathology is found in 83.65% of the patients. It is more severe in the
lower frontal area, while healthy periodontium is registered mainly in the upper jaw with a
predominance in the frontal area. The main barriers for access to dental health are related to
patients (67.09%). The main of them is lack of subjective complaints (31.21%), followed by
psychosocial factors as lack of time (17.8%) and fear of dental manipulations (16.67%), and the
cost of treatment (15.54%). More than one barrier is reported by 46.15% of patients. Patients
who indicate the cost and previous bad experience as barriers have more carious teeth. The
results of the study show that: the unsatisfactory state of the dental health of the Bulgarians
indicates the need of development of national health strategy for its improvement with focus on
the prevention of dental and periodontal diseases. It is necessary to increase the health culture
of the population and actively use the principles of health promotion in order to reduce the
impact of barriers to access to dental care.
Scientific publications and presentations:
e Nenov St, Bonev B, Bozhinov P, et al. Barriers for access to dental services related to
patients and their impact on dental health (pilot study). Problems of dental medicine.
2020; 46(2):52-9
e Nenov St, Bonev B, Bozhinov P, et al. Dental Status of Active Age Population in the
Republic of Bulgaria. C. R. Acad. Bulg. Sci. 2022;75:612-9.

Contract D-125/24.06.2020 MEASURING THE HEALTH LITERACY OF THE
POPULATION AND ORGANIZATIONS IN THE REPUBLIC OF BULGARIA
Research team: Prof. Antoniya Yordanova Yanakieva, PhD
e Prof. Karolina Lyubomirova, MD, PhD
Prof. Tzvetomir Dimitrov, MD, PhD
Assoc. prof. Alexandrina Vodenicharova, PhD
Assist. prof. Elisaveta Petrova — Geretto, PhD
Assist. Prof. Kremena Ivanova
Assoc. prof. Todor Kundurdjiev, PhD
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Organization unit: MU - Sofia, Faculty of Public health, “Prof. Tzecomir Vodenicharov, MD,
DSc”

RESULTS: Many Europeans find it difficult to judge different treatment options, to use media
information to prevent illness and to find information on how to handle mental problems, as
was shown by the results of the second European Health Literacy Study in 17 European
countries. Ten years after the first European Health Literacy study (HLS-EU) in eight EU
countries, the results of the second European Health Literacy Study (HLS19) are now available,
based on experiences from 42,445 respondents in 17 countries in the WHO European region.
The included countries are Austria, Belgium, Bulgaria, Czech Republic, Denmark, France,
Germany, Hungary, Ireland, Israel, Italy, Norway, Portugal, Russian Federation, Slovakia,
Slovenia, and Switzerland. Using newly developed and validated measurement tools, the study
focused on General health literacy as well as specific types of health literacy such as
Navigational health literacy, Communicative health literacy with physicians, Digital health
literacy, and Vaccination health literacy. Moreover, health literacy and health-related quality of
life was analyzed in relation to health costs. Main results of the study are:

e Between 25%-72% of respondents were identified as having health literacy challenges,
thus, depending on country, between one in four to three in four residents have limited
health literacy.

e Concerning Navigational health literacy, participants found it most difficult
understanding information on health care reforms, judging the suitability of health
services, finding out about patients’ rights, and judging the extent of health insurance
coverage.

e With regards to Communicative health literacy, getting enough time from physicians
and expressing personal views and preferences were pursued most difficult. Moreover,
participants with lower health literacy were found to have more contacts with
GPs/family doctors and emergency services.

Scientific publications and presentations:

e Jiirgen M. Pelikan (International PI), Christa StraBmayr (Coordination), Thomas Link,
Dominika Miksova, Peter Nowak; Austria: Robert Griebler, Christina Dietscher;
Belgium: Stephan Van den Broucke, Rana Cheraffedine; Bulgaria: Antoniya
Yanakieva, et al: International Report on the Methodology, Results, and
Recommendations of the European Health Literacy Population Survey 2019-2021
(HLS19) of M-POHL, Dec 2021

Contract D-126/24.06.2020 STUDY OF THE EFFECTIVENESS OF AN INNOVATIVE
MODULE FOR INCREASING THE COMPETENCE FOR ASSISTANCE IN
EMERGENCIES AMONG STUDENTS OF THE MEDICAL COLLEGE ™"J.
FILARETOVA
Research team: Prof. Maya Lyubomirova Vizeva, PhD
e Assoc. Prof. Maya Lyapina, MD, PhD
Nikolai Hubanov, MD, PhD
Elena Georgieva, PhD
Assoc. Prof. Doncho Etugov, MD, PhD
Assist. Prof. Kamelia Bogdanova, PhD
Maria-Magdalena Petrova
Petar Ivanov
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Organization unit: MU - Sofia, Medical College “Iordanka Filaretova”

RESULTS: The constant updating of curricula, the development and implementation of
innovative modules and training schemes in relation to the readiness of healthcare professionals
to provide emergency care is currently essential, given the possible public health emergencies.
The aim of the study included two main aspects: assessment of theoretical knowledge and
practical skills for emergency medical care at the beginning of the study; development and
application of an innovative module in training and evaluation of its effectiveness. For the
initial assessment of theoretical knowledge and practical skills of the students, a survey was
conducted among 84 third-year students of medical laboratory technician, X-ray laboratory
technician and rehabilitator. Appropriate models and medical supplies were purchased for the
development and subsequent application of the innovative method in the training for the
acquisition of new practical and manipulative skills. The effectiveness of the module was
evaluated by analyzing the summarized data from an anonymous survey regarding the degree
of satisfaction of the participants in the training. The surveyed students unanimously stated that
it was very useful, as 94.3% of them expressed their full satisfaction with it, showed great
interest in the module and expressed their wish such training to be conducted more often during
the course of their education in the College. The students also made some practical
recommendations regarding updating and supplementing the curricula for pre-medical care and
patient care, with main emphasis on the need for more practical classes, especially in relation
with the mastery of injection techniques. The performed activities for the development and
implementation of the innovative training module enriched the range of applied practical
approaches and manipulative techniques and increased the effectiveness of the approaches for
risk reduction in emergencies requiring life-saving measures.
Scientific publications and presentations:
e Vizeva M, Savova Z, Lyapina M, et al. Training of students from health care
professional field with college education for participation in emergency care providing.
Health and Science, 2020; 1-2: 9 -12.
e Lyapina M, Savova Z, Georgieva E, et al. Study of the effectiveness of the application

of an innovative module for increasing the competence in assistance in emergencies

among students of the Medical College "J. Filaretova ”. Health and Science, 2021, 1-2,

p. 51-55

Contract D-127/24.06.2020 COMPARATIVE EVALUATION OF THE CONTENT OF
ANTIOXIDANT POLYPHENOLIC COMPOUNDS IN MEDICINAL PLANTS, THEIR
FRUITS AND FOOD SUPPLEMENTS

Research team: Assoc. Prof. Silvia Parashkevova Tsanova-Savova, PhD

Assoc. Prof. Stefan Velikov, PhD

Pepa Nikolchova

Slaveyka Paneva, PhD

Petya Koleva

Assoc. Prof. Doncho Etugov, MD, PhD

Organization unit: Medical University — Sofia, Medical College “Yordanka Filaretova”, 3 St.
Y. Filaretov, Sofia 1606

RESULTS: The aim of the study is a comparative evaluation of the antioxidant polyphenolic
composition in Bulgarian medicinal plants, their fruits and food supplements thereof, by
determining their degree of similarity. In the present study, 18 different Bulgarian medicinal
plants (stem, flower, leaf or fruit) and 5 types of food supplements were studied. Total phenols
and flavonoids were determined by spectrophometric methods with Folin-Chocalto and
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aluminum trichloride reagent, respectively. To determine the flavonoids - catechin, epicatechin
and rutin, a HPLC method with PDA detection was developed and validated. A comparative
characterization of the selected medicinal plants, fruits and food supplements was performed by
applying calculation methods and cluster analysis. The results of the aqueous extracts of fruits
and drugs show highest content of total phenolic compounds in hawthorn, flower - 191.35 mg
GAE/100 ml, rose hips, fruit - 166.5 GAE/100 ml and St. John's wort, stalk - 103.61 GAE/100
ml. Total flavonoids content is highest in hawthorn, flower (178.31 mg RE/100 ml), followed
by rose hips, fruit (85.45 mg RE/100 ml) and oregano, stalk (78.16 mg RE/100 ml). The data
show that the flowers and fruits of black elderberry are the richest source of rutin in the
selected plants. Among dietary supplements, black elderberry syrup containing a standardized
extract of Sambicus nigra is the richest source of total phenols and total flavonoids, and a food
supplement containing mint, hawthorn and valerian has the highest rutin level. The results
show that hawthorn flower infusions have the highest polyphenols values, forming a separate
cluster in the hierarchical cluster analysis. Among fruits, there is no single leader for total
phenols and total flavonoids content. The assessment of the degree of similarity of the
polyphenolic content of medicinal plants and their fruits provides quantitative data that can be
used to develop effective antioxidant plant combinations.

Scientific publications and presentations:

e Nikolchova P, Koleva P, Tsanova-Savova S, Paneva Sl, Velikov K, Etugov D.
Polyphenols in Bulgarian Medicinal Plants. Infrmational Material, Sofia, 2021.

e Koleva P, Paneva Sl, Tsanova-Savova S. Phenolic content in infusions and decocts of
Bulagrian Medicinal Plants. Proceedings of 19" National Scientific Session, Medical
University — Pleven, Medical College Pleven, 28-29.10.2021. ISBN 978-954-756-266-
0, 123-130.

e Tsanova-Savova S, Koleva P, Paneva Sl, Nikolchova P. The antioxidant Rutin in
Bulgarian Medicianl Plamts. Presentation Forum of Medical College Yordanka
Filaretova — Sofia, International Exebition Bulmedica, Buldental, Inter Expo Center —
Sofia, 2-4.06.2021.

e Tsanova-Savova S, Nikolchova P, Paneva Sl, Koleva P. Antioxidant effect of medicinal
plants. Zdrave i nauka. 2020, X, 3-4 (039-040):25-31.

e Paneva S, Tsanova-Savova S, Velikov S, Total Phenolic and Total Flavonoids Content
of Bulgarian Medical Plants, Abstacts Book, 4th International Conference on Innovative
Studies of Cotemporary Science. July 29-31, 2021. Tokyo, Japan.

e Koleva P, Tsanova-Savova S, Paneva S, Velikov S, Savova Z, Polyphenols content of
selected medical plants and food supplements present at Bulgarian market. Pharmacia,
2021, 88(4):819-826.

Medico-social area 2021

Contract D-107/04.06.2021 STUDY OF RESPIRATION IN WOMEN OF WORKING
AGE (18-64 YEARS) IN THE FIELD OF HEALTH CARE
Research team: Prof. Galina Stamova Tchaneva
e Assoc. Prof. Pepa Bikova-lvanova, PhD
Assoc. Prof. Deliana Hadjideleva, PhD
Assoc. Prof. Daniela Gavrailova, PhD
Assoc. Prof. Aleksandrina VVodenicharova, PhD
Assoc. Prof. Milena lancheva-Stoicheva, PhD
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e Assist. Prof. Snejina Lazova, PhD
e Assoc. Prof. Neli Gradinarova, PhD
e Assoc. Prof. Julieta Gerenova, PhD
e Assoc. Prof. Anushka Dimitrova, PhD
e Assist. Prof. Kamelia Bogdanova, PhD
e Assist. Prof. Tania Angelova, PhD
Assist. Prof. Boriana Simeonova, PhD
Antoaneta Dimitrova, PhD
Galia Zaiakova, PhD student
Marin Marinov, PhD student
Assistant Dimitrina Milikina PhD student
Assistant Iliana Sokolova PhD student
Margarita Stanoeva
Krustina Terzieva, student
Margarita Stoichkiva, student
Katrin Licheva, student
Melani Voleva, student
Diliana Nikova-Pejcheva, student
Borislav Petrov, student
Eduarda Ivanova, student
Organization unit: MU - Sofia, Faculty of Public Health "Prof. Dr. Tsekomir VVodenicharov,
DSc”
RESULTS: The aim of the study is to conduct a study of respiration by spirometry and to
analyze some factors that affect the state of the respiratory system. The study included students
from the Faculty of Public Health "Prof. Dr. Ts. Vodenicharov, MD; health care professionals
from the medical institutions of Sofia and from the structures of the Sofia Municipal Health
Care. The methods used are spirometry, anthropometric surveys and statistical analyses. A
functional study of respiration was performed - using a spirometer - Minispir, analyzing some
of the indicators of respiration - forced vital capacity FVC_Pred%, forced expiratory volume
for the first second of expiration FEV1_Pred% and coefficient of Tiffneau represented by
FEV1 / FEV1 /| FEV%. The somatic parameters of the subjects (weight, height, body mass
index) and some of the risk factors such as smoking, Covid-19 and respiratory complications
were analyzed. Analyzing the spirometry curve, it was found that 72.20% in the green zone,
26.20% in the yellow zone and 1.6% in the red zone. The society of nurses, midwives and other
health care professionals are of a number of risk factors that lead to a negative impact on the
state of the respiratory system, and hence on their ability to work. Overweight in health care
women increases with age. Smoking is widespread among medical professionals, which
requires the introduction of programs aimed at limiting this risk factor for the respiratory
system. A significant proportion of healthcare professionals have suffered from COVID-19,
and many have respiratory complications. In order to prevent even more serious lung damage,
it is necessary to develop and quickly implement programs for preventive care and
rehabilitation for all professionals who have suffered from coronavirus infection, regardless of
the severity of its course.
Scientific publications and presentations:

e G. Tchaneva, K. Bogdanova, D. Milikina. Influence of certain of factors on the

respiratority system at the health care professiomals. International Journal MEDIS,
Voll, Ne 2, 2022.
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e Hadzhideleva D., S. Lazova, M. Yancheva-Stoycheva, D. Gavrailova, K. Bogdanova.
Functional examination of respiration for health care professionals as a guarantee for
maintaining their ability to work and health. Health Care, issue 2, 2022 (in print).

e Tchaneva, G., P. Bikova-lvanova, Milena-Yancheva Stoycheva, l. Sokolova, J.
Gerenova. Necessity of promotional and prevention programs for healthcare
professionals to preserve and improve breathing. Health Care, issue 2, 2022 (in print).

e Bikova-lvanova, P., D. Gavrailova, K. Bogdanova, I. Sokolova, M. Stoichkova.
Competences of students in nursing specialty regarding the functional examination of
respiration. Nursing journal, 3, 2022 (in print).

e Chaneva G., D. Hadzhideleva, A. Dimitrova, S. Lazova, K. Bogdanova. Effect of
Covid-19 - infection on the respiratory system for women in the field of health care.
Nursing journal, 3, 2022 (in print).

Contract D-109/04.06.2021 VIDEO ALGORITHMS AS A MEANS TO IMPROVE THE
QUALITY OF HEALTH CARE EDUCATION IN AN ELECTRONIC ENVIRONMENT
Research team: Prof. Pavlinka Petkova Dobrilova, MD

Assoc. Prof. Galya Yankova, MD

Assoc. Prof. Kalina Stefanova, MD

Ch. Assistant Professor Tsvetanka Dzhiganska, MD

Assist. Lyubomir Marinov, MD

Silvia Petrova, student

Organization unit: MU - Sofia, Branch "Prof. Dr. Ivan Mitev" c. Vratsa

RESULTS: The research established the applicability of video algorithms in the educational
process, which leads to improving the quality of healthcare education and helps to build
psychomotor skills and professional competence of students trained in electronic environment.
Video algorithms meet the new educational needs that arise in the conditions of hybrid learning
and are of key importance for the quality of the learning process. The use of video algorithms
in conducting practical exercises for dressing techniques leads to increased levels of knowledge
acquisition and the formation of manipulative skills and allows students to work independently,
which is especially suitable for conducting training in an electronic environment. It has been
proven that the introduction of video algorithms in the educational process leads to improving
students' skills and increasing their satisfaction with practical training, which is a prerequisite
for better-prepared and well-trained healthcare professionals in the field of health care. The
developed video algorithms for dressing techniques are implemented in the teaching of the
subjects "Nursing care for patients with surgical diseases”, "Special care for pregnant women
and mothers with surgical diseases" and "Desmurgia" of students majoring in "nurse",
"midwife" and "Medical Assistant™ in the Branch "Prof. Dr. Iv. Mitev”, Vratsa at the Medical
University - Sofia.

Scientific publications and presentations:

e Pavlinka P. Dobrilova, Galya T. Yankova, Analysis of the need to introduce video
didactic materials in health care education, International Scientific Publications:
Education, Research and Development , 2021, Volume 19, ISSN 1314-7277,
www.sciencebg.net, 108-114

e Galya T. Yankova, Pavlinka P. Dobrilova, Role and place of video algorithms in
teaching bandaging techniques, International Scientific Publications: Education,
Research and Development , 2021, Volume 19, ISSN 1314-7277, www.sciencebg.net,
403-410
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Dobrilova, P. Yankova, G., Video algorithms as a means to increase the practical skills
of students in the professional field of "Health Care", Nursing, 2022, 54(2): 3-8
Yankova, G., Dobrilova, P., Educational video algorithms - a new paradigm in the
teaching of dressing techniques to health care students, Nursing, 2022, 54(2): 31-38
Dzhiganska, Tsv, Stefanova, K., Studying the Attitudes of Students for Desmorgia
Education through Video Films, Fifth Jubilee Scientific Conference with International
Participation "Contemporary Challenges to Health Care", Proceedings, Vratsa, ISBN
978-619-7491-49- 4, CMB, MU - Sofia, 2021, 131-134

Yankova, G., Dobrilova, P., E-learning - a challenge for health care students during a
pandemic, Fifth Jubilee Scientific Conference with International Participation
"Contemporary Challenges to Health Care", Proceedings, Vratsa, ISBN 978-619- 7491-
49-4, CMB, MU - Sofia, 2021, 135-140
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Medico-biological area 2020

Contract D-74//24.06.2020 GENETIC FACTORS INFLUENCING THE AGE AT
ONSET OF THE DISEASE IN PATIENTS WITH TRANSTHYRETIN AMYLOIDOSIS
IN THE BULGARIAN POPULATION

PhD student: Zornitsa Nikolova Pavlova

PhD supervisor: Acad. Prof. Vanyo Mitev, MD, PhD, DSc and Prof. Albena Todorova-
Georgieva, DSc

Organization unit: MU - Sofia, Faculty of Medicine, Dept. of Medical Chemistry and
Biochemistry

RESULTS: Hereditary transthyretin amyloidosis (ATTR) is an autosomal dominant genetic
disease caused by pathogenic variants in the TTR gene. They cause the accumulation of
amyloid fibrils in various tissues, leading to multisystem disease manifestation. Neurological,
cardiac, or mixed involvement are observed in patients with different pathogenic variants, but
differences in the clinical manifestation are observed even within the same population of the
same pathogenic variant. Within the present study, 124 DNA samples of carriers of the
endemic for Bulgaria Glu89GIn TTR variant were analyzed. The aim was to study 8 single
nucleotide polymorphisms with a proven effect on the age at onset of the disease in a European
population of Val30Met ATTR patients. The selected polymorphisms were examined by direct
Sanger sequencing and the results were used for statistical analysis. Genotype-phenotype
correlation was studied in the context of the age at onset and the initial system involvement.
The statistical significance of the hypothesis was tested by applying the Chi-square method
implemented in the SPSS analysis software. At an alpha level of significance of 0.05, no
correlation was found in any of the tested models: correlation at early onset under 40 years and
under 50 years, as well as correlation with the initial system involvement. The theoretical
haplotype was reconstructed on the basis of the studied polymorphisms using the Arlequin
v.3.01 software. The results showed that 75% of the chromosomes had the same theoretical
haplotype, which supported the initial data on the founder effect. The obtained results show that
the heterogeneity in the clinical manifestation of ATTR patients, carriers of the most common
for Bulgaria variant Glu89GiIn still cannot be explained. Identifying the basis for differences in
clinical manifestations remains key to the prediction and genetic counseling of families with
proven ATTR pathology.

Contract D-77//24.06.2020 EXPERIMENTAL NUTRITIONAL MODULATION OF THE
EXPRESSION OF GENES FROM THE INSULIN SIGNAL PATHWAY

PhD student: Ivelina Dimitrova Mihaleva

PhD supervisor: Assoc. Prof. Pavlina Gateva and Prof. Ivanka Dimova

Organization unit: MU - Sofia, Faculty of Medicine, Dept. of Pharmacology and Toxocology,
2 Zdrave Str., 1431 Sofia

RESULTS: Ketogenic diet (KD) is a low-carbohydrate, high-fat diet used for different health-
related effects. It has positive effects on cardiovascular parameters, affects body adiposity and
improves features of metabolic syndrome in humans. Although studies evaluating the efficacy
and metabolic effects of KDs have increased in recent years, the effects of macronutrient-
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controlled diets remain controversial. On the other hand there are many studies that prove the
effect of vitamin D on the insulin sensitivity. The objective of our study was to analyse the
expression levels of genes, related to insulin secretion, in pancreas of mice. Materials and
methods: The mice were divided in 4 groups (n=10) and fed with: KD, given vitamin D,
supplemented with both KD and vitamin D and controls for 1 month.. After 1 month, RNA was
isolated from pancreas and after reverse transcription, the following genes were analysed by
real-time PCR: INS (coding insulin), GCK (coding glucokinase), ABCC8 and KCNJ11(coding
the two subunits of the ATP-sensitive K-channel SUR1 and Kir6.2). Some biochemical
parameters were also studied, as well as the activity of histone deacetylase in each of the
groups. Results: Animals in each group statistically significantly increased their weight (p
<0.001). Compared with the control group, all three treated experimental groups showed
significantly lower weight after the first month (p < 0.001). We established a significant
decrease in the pancreatic expression levels for all genes, especially insulin gene, after KD;
supplementation with both KD and vitamin D increases the transcription levels of Insulin gene
in the pancreas about 3 times, not reaching the basal levels; Vitamin D supplementation
significantly increases the transcription levels of Insulin gene in mouse pancreas. Histone
deacetylase showed lower values in the groups treated with keto diet, with or without vitamin D
supplementation (p <0.01)

Gene Relative pancreatic expression (RQ)
Insl 0.24
ABCC8 0.21
KCNJ11 0.32
Gcek 0.54

Scientific publications and presentations:
e Mihaleva I., Kyurkchiyan S., Strokova - Stoilova M. et al. Changes in The Expression
of Insulin Gene After Ketogenic Diet and Supplementation with Vitamin D.
Endocrinologia. 2021;2:98-104.

Contract D-87/24.06.2020 SYNTHESIS OF 1,3,4-OXADIAZOLE DERIVATIVES AND
IN VITRO EVALUATION OF THEIR POSSIBLE NEUROPROTECTIVE AND MAO-
B INHIBITOR ACTIVITY

PhD student: Valentin Rosenov Karabelyov

PhD supervisor: Assoc. prof. Magdalena Kondeva-Burdina, PhD and Assoc. prof. Violina
Stoyanova, PhD

Organization unit: MU - Sofia, Faculty of pharmacy, Dept. of Pharmacology,
Pharmacotherapy and Toxicology, Dunav Str. 2, Sofia.

RESULTS: In this project, we were synthesized and studied the effects of 14 newly
synthesized compounds (1,3,4-oxadiazole derivatives and aroylhydrazone derivatives). Their
neuroprotective effect are investigated after administration alone and in combination with 6-
OHDA-induced neurotoxicity on isolated rat brain synaptosomes. MAOB inhibitory potential
was also studied. The compounds were synthesized by a one-step reaction between acid
hydrazides and carboxylic acids, using phosphorus oxychloride (POCI3) as a dehydrating agent
(3a-3g) and appropriate carbaldechides and hydrazides (5a-5g). The exam parameters, which
characterized functional-metabolic activity of the synaptosomes, were: synaptosomal viability
and level of reduced glutathione (GSH), as well as fluorimetric measurement of MAOB
activity. From the group 3a-3g, the compounds 3a and 3d did not demonstrate any neurotoxic
effects. They didn’t change the synaptosomal viability and GSH level. The substituents on
position 2 of the 1,3,4-oxadiazole ring as 4-chlorophenyl in 3a and 3-indolyl in 3d significantly
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decrease neurotoxicity and revealed good MAOB inhibitory activity. Only 3a and 3d
demonstrated good neuroprotective effect in a model of 6-OHDA-induced oxidative stress. The
other compounds from 5a-5g, changed the exam parameters as follows: synaptosomal viability
between 15-20 % and GSH level — between 25-30 %, compared to the control (non-treated
synaptosomes). They didn’t show any MAOB inhibitory activity. All the compounds revealed
good statistically significant neuroprotective effect in a model of 6-OHDA-induced
neurotoxicity. As molecules with potential neuroprotection and MAOB inhibitory activity are
emerging compounds 3a and 3d.

Scientific publications and presentations:

e Karabelyov V, Kondeva-Burdina M, Angelova VT, Synthetic approaches to
unsymmetrical 2, 5-disubstituted 1, 3, 4-oxadiazoles and their MAO-B inhibitory
activity. A review. Bioorganic & Medicinal Chemistry, 2021, 29, 115888. Impact factor
2020 - 3.073

e Karabelyov V, Stoyanova V, Kondeva-Burdina M, In vitro effects of newly synthesized
1,3,4-oxadiazole derivatives, administered alone, on isolated rat brain synaptosomes.
Third Scientific Conference ‘’Neurosciences — from the Theory to the Experiment And
Practice’’, Bachinovo, Bulgaria, 23-25.10.2020, (30).
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Medico-biological area 2021

Contract D-124/04.06.2021 ROLE OF HERPES SIMPLEX VIRUS 1/2 (HSV1/2)
INFECTION, AS CO-FACTOR FOR INCREASED RISK OF AGGRESSIVE
CLINICAL PROGRESSION OF PROSTATE CARCINOMA IN BULGARIAN
PATIENTS AFTER RADICAL LAPAROSCOPIC PROSTATECTOMY

PhD student: D-r Svetoslav Plamenov Marinov;

PhD supervisor: Prof. Krassimir Prodanov Yanev MD and Prof. Marincho Ivanov Georgiev
MD;

Organization unit: MU - Sofia, Faculty of Medicine Dept. of Urology

RESULTS: Prostate cancer (PCa) is the second most common cancer among men with the
global trend being an increase of up to 79% in diagnosed patients by 2040. In Bulgaria, PCa
ranks first among oncological diseases of the genitourinary system (incidence 259 per 100,000
people). Prostate cancer is a polyetiological disease. The role of viral prostate infection has
been the subject of numerous scientific studies. The aim of the study was to investigate the role
of prostate tissue infection with Herpes Simplex Virus 1 and 2 (HSV1 / 2) in combination with
certain clinical and histopathological factors associated with an increased risk of aggressive
clinical course of PCa. Thirty radical laparoscopic prostatectomies were performed over a
period of about one year. The cohort of patients was monitored by age, PSA, Gleason score
(GS), TNM stage of the disease. Tissue samples were taken from the removed prostate after
radical prostatectomy by Tru-cut biopsy. DNA isolation followed and specific PCR was
performed for the HSV1 / 2 viral genome in prostate tissue. As HSV1 / 2 infection in prostate
tissue was not identified within the limited cohort, a comparative analysis was performed
against a series of patients with proven HSV1 / 2 infection and PCa from another study. A
comprehensive comparative analysis showed that the presence of HSV1 / 2 infection correlated
with a higher PSA value: 37.3 ng/ml versus 18.01 ng/ml, worse distribution of GS (HSV 1/2 (-)
versus HSV 1/2 (+)): GS-6 3.3% vs. 0%; GS-7 73.3% against 62.5%; GS-8 10% against
12.5%; GS-9 13.3% vs. 25%) and T-stage: stage </ = T3 100% vs. 87.5%; stage T4 0% vs.
12.5%. No statistically significant difference was found in the mean age: 66 versus 68.9 years.
Viral genomes of CMV and HHV7 were isolated as an additional finding in two patients.

Contract D-125/04.06.2021 MOLECULAR-GENETIC BASIS OF HYPERTROPHIC
CARDIOMYOPATHY IN BULGARIA

PhD student: Petya Plamenova Angelova

PhD supervisor: Acad. Prof. Vanyo Mitev, MD, PhD, DSc and Prof. Albena Todorova-
Georgieva, DSc

Organization unit: MU - Sofia, Faculty of Medicine, Department of Medical chemistry and
biochemistry, Section “Biochemistry”

RESULTS: Hypertrophic cardiomyopathy (HCM) is the most common genetic heart disease,
which represents a leading cause of sudden cardiac death. HCM is caused by mutations in at
least 11 genes encoding sarcomere and sarcomere-associated proteins and is characterized by
extreme heterogeneity. Current guidelines for the diagnosis and treatment of patients with
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HCM include genetic testing to confirm the diagnosis in clinical uncertainty and to identify
relatives at risk of developing the disease through cascade screening. In the present study,
molecular-genetic tests were conducted in 20 patients with HCM in Bulgaria in order to
determine the presence and incidence of mutations and variants, characteristic of the disease in
the Bulgarian population. Genetic material was isolated from the venous blood of patients,
diagnosed with HCM. The isolated patients" DNA was subjected to whole exome sequencing.
Obtained data was analyzed with specific software. Family segregation analysis to confirm
pathogenic findings was performed by direct Sanger sequencing. Obtained results were
interpreted and the incidence of detected genetic findings in Bulgarian patients was established.
The results were compared with those in scientific literature and were reported in world
databases. The results obtained from the present study show the presence of genetic variants in
65% of the studied Bulgarian patients with HCM, as ~50% of the detected genetic findings are
novel variants that have not been reported. Approximately half of the genetic findings are
localized in sarcomere or sarcomere-related genes, and variants in genes, associated with
mitochondrial function were identified in 15% of patients. More than one variant was found in
~1/3 of the patients. The results from the present study can serve as a basis for future studies on
the elucidation of the pathogenic nature of the identified variants in the affected families, as
well as for the interpretation of genotype-phenotype correlations in HCM in Bulgaria.
Scientific publications and presentations:
e Angelova P, Velchev V, Stoyanov N, Atemin S, Todorov T, Tourtourikov I, Mitev V,
Todorova A. Novel insights on GTPBP3-associated hypertrophic cardiomyopathy. Am
J Med Genet A. 2023 Apr 7. DOI: 10.1002/ajmg.a.63205
e Angelova P, Velchev V, Stoyanov N, et al. Mutations in the GTPBP3 are associated
with hypertrophic cardiomyopathy with rapid progression to burn out phase
complicated by severe systolic dysfunction and ventricular tachycardia. European
Society of Human Genetics conference (ESHG 2022), Vienna, Austria, June 11-14,
2022
e Todorova A, Angelova P, Atemin S, et al. WES and its application for diagnostic
purposes in hypertrophic cardiomyopathy. European Society of Human Genetics
conference (ESHG 2022), Vienna, Austria, June 11-14, 2022

Contract D 127/04.06.2021 ANALYSIS OF GENETIC POLYMORPHISMS OF OCT 1,
MATE 1, MATE 2 AND GLP1R IN EXPERIMENTALLY INDUCED OBESITY IN
WISTAR RATS

PhD student: Mariya Kalinova Kalinkova

PhD supervisor: Assoc. prof. Teodora Handjieva- Darlenska, MD, PhD

Organization unit: MU - Sofia, Faculty of medicine, Dept. of pharmacology and toxicology
RESULTS: Introduction: Cafeteria diet is an easy model for experimentally induced obesity in
rats.

The aim of our study was to develop an experimental model of obesity and to evaluate the
effectiveness of the two anti-obesity drugs in rats. Materials and methods: A total of 50 male
Wistar rats were randomly allocated in two groups: control group on a standard laboratory
chow food (n=11) and the experimental group on a Cafeteria diet (n=28). Cafeteria diet
consisted of high-caloric, palatable foods and soft drinks. The obesity model lasted for 19
weeks. All animals had access to a standard laboratory chow food and water ad libitum during
the experiment. At the end of the nutritional period rats were assigned to three groups: C
(control group) (n=11), M (metformin hydrochloride, 250mg/kg/day, n=17), L (Liraglutide,
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75mcg/kg/day, n=11) for another 6-week period. Rats continued to receive either standard
chow food or Cafeteria diet ad libitum. Body weight was measured weekly. At the end of the
experiment, rats were anesthetized and decapitated. All animals were evaluated for
anthropometric, and biochemical parameters. The genetic polymorphisms for the receptors of
metformin (MATEL, MATE2, OCT1) and GLP-1 (GLP1RA) were tested. Results: Cafeteria-
fed rats, treated with either Metformin or Liraglutide showed significantly lower plasma levels
of glucose, total cholesterol, HDL-cholesterol, and LDL-cholesterol compared to the control
group (p<0.05). However, no difference in plasma levels of VLDL, triglycerides and insulin
were detected in the groups. The anthropometric parameters (body weight, Lee index) did not
show significant change during the study. The genetic analyses showed that all the examined
rats are “wild type”. Conclusion: The results demonstrate that the cafeteria-diet is an efficient
model to develop metabolic changes in rats, and to easily evaluate the effect of anti-obesity
drugs.

Contract D-130/04.06.2021 EVALUATION OF LEVELS OF PROOXIDANT,
ANTIOXIDANT AND METABOLIC PARAMETERS IN EXPERIMENTAL ANIMALS
WITH DIFFERENT DIETIC REGIMENS

PhD student: Margarita Vladimirova Strokova-Stoilova

PhD supervisor: Prof Pavlina Andreeva-Gateva, MD and Assoc Prof Daniela Popova, MD
Organization unit: MU - Sofia, Faculty of Medicine, Dept. of Clinical Pharmacology; 2,
Zdrave Str., 1431 Sofia

RESULTS: Oxidative stress is a key factor in the health and pathogenesis of several metabolic
diseases. It occurs when the production of reactive oxygen species (ROS) exceeds endogenous
antioxidant activity. A ketogenic, low-carbohydrate, high-fat diet can affect mitochondrial
quantity and /or quality, thus reducing oxidative stress and possibly helping to prolong life.
Vitamin D supplementation can reduce the levels of hepatic oxidative stress and improve
inflammation by reducing lipid peroxidation and cytokine production. The aim of our study
was to evaluate the levels of Glutathione peroxidase as an antioxidant marker and 8-OHdG as a
prooxidant marker in experimental animals that are supplemented with vitamin D alone,
receiving ketogenic diet alone, keto-diet + vitamin D and a standard control group. Methods: 80
experimental animals (male mice) were divided into 4 groups (n-20 in each group) and
subjected to different diets and supplementation for 30 days. Results: The highest levels of the
antioxidant marker Glutathione peroxidase and the lowest levels of the prooxidant marker (8-
OHdG) were observed in the keto-diet +vitamin D group, showing the highest antioxidant
power of this combination. The stimulation of mitochondrial activity in the keto diet, as well as
the antioxidant effect of vitamin D, show a synergistic effect on oxidative stress levels. Vitamin
D alone and keto-diet alone showed higher levels of glutathione peroxidase and lower levels of
8-OHdG, compared to the control group. Keto diet, as well as supplementation with vitamin D,
has an antioxidant effect, but it is strongest when they are combined. Glucose levels in the keto
diet group were similar to those in the control group. Supplementing with vitamin D on a
standard and keto diet resulted in statistically lower blood sugar levels. Insulin levels were not
statistically different between groups. No differences were reported in total cholesterol and
ketone body levels. Vitamin D supplementation favorably affects carbohydrate metabolism and
markers of oxidative stress on a standard diet. This effect is even more pronounced when
supplementing with vitamin D is combined with a chronic keto diet. Further studies are needed
to thoroughly investigate the effects of different diets and vitamin supplements to optimally
influence oxidative stress and cellular aging.

Scientific publications and presentations:
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e Strokova-Stoilova, M.; Popova, Daniela V. Et al; Assessment of the levels of pro-
oxidative and anti-oxidative markers in experimental animal models with different
dietic regimens; Endocrinology 2022, 2, 84-92

Contract D-131/04.06.2021 EXPERIMENTAL MODEL OF INVESTIGATION OF THE
DELAYED TYPE HYPERSENSITIVITY IN RATS

PhD student: Vesselina Georgieva Mihaylova

PhD supervisor: Assoc. Prof. Teodora Handzhieva-Darlenska and Assoc. Prof. Razvigor
Durlenski,

Organization unit: MU - Sofia, Faculty of Medicine, Dept. of Pharmacology and Toxicology
RESULTS: The aim of the study is to create an experimental model of obesity and observe the
delayed contact hypersensitivity in laboratory rats. The experiment includes 30 male rats type
Wistar, at the age of two months. They were randomly divided into two groups: a control group
(n=15) and experimental group (n=15). The experimental group received cafeteria type diet
(three high-energy foods, two of which were sweet and one salty), standard laboratory food
(pellets) and water ad libitum for 9 weeks. The control group received standard laboratory food
(pellets) and water ad libitum. Animals were divided in groups of four per cage at room
temperature of 20-22 degrees, on a standard 12-hour sleep/wake schedule. Body weight was
measured once a week. At the end of the 9-week experimental period, rats were treated with 1-
chloro-2,4-dinitrobenzene by scheme in order to achieve delayed type contact hypersensitivity.
At the end of this period, body mass index and Lee's index, indicators of obesity in rats, were
measured. The data show that the rats fed with a cafeteria diet reached a statistically significant
higher body weight at the end of the experiment, resp. 465 g and 422 g, p= 0.02. Also, BMI
was statistically increased in the experimental group compared to the control group, p= 0.002.
After the histological analysis, statistically significant less infiltration with mast cells was
found in the auricle of the obese rats compared to the control group, p= 0.01. Regarding the
accumulation of eosinophils, there was no difference between the two groups. The cafeteria
diet is a simple model of human obesity that can be used to assess the proinflammatory
processes characteristic of obesity and contact hypersensitivity. The accumulation of a smaller
amount of mast cells in the periphery is a consequence of the accumulation of these

proinflammatory cells in the visceral adipose tissue, characteristic of obesity.
Scientific publications and presentations:
e Darlenski R, Mihaylova V, Handjieva-Darlenska T. The Link Between Obesity and the
Skin. Front Nutr. 2022 Mar 10;9

Contract D-138/04.06.2021 IN VITRO EVALUATION THE EFFECTS OF CHOLIN ON
THE ACTIVITY OF SOME ISOFORMS OF CYTOCHROME P450 (CYP3A4,
CYP2D6)

PhD student: MPharm Antoaneta Vencislavova Balkanska

PhD supervisor: Prof. Magdalena Kondeva-Burdina, PhD and Prof. Maria Dimitrova, PhD
Address of project implementation: MU - Sofia, Faculty of Pharmacy, Dept. of
pharmacology, pharmacotherapy and toxicology

RESULTS: In this study were evaluated the effects of cholin (0,150 uM; 0,250 uM; 0,500 uM;
0,750 uM and 1 pM), which is a part of different food additives, used for improving liver
function, on the enzyme activity of two isoforms of Cytochrome P450 — human recombinant
CYP3A4 and CYP2DG6. Its’ effects were compared with the effects of the respective inhibitors.
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The enzyme activity was measured fluorometrically with the respective kits. It was found that
from the five concentrations of cholin, only 1 uM revealed a weak statistically significant
inhibitory effect on the enzyme activity of the exam isoforms of Cytochrome P450. The
activity of CYP3A4 was decreased by 20 % and of CYP2D6 — with 15 %. Cholin showed
better affinity to the CYP3A4, compared to the CYP2D6. The received results give us a reason
to think, that there exists minimal risk for possible drug interactions between the drugs,
substrates of those two isoforms and the food additives, containing cholin.

Contract D-139/04.06.2021 IN VITRO EVALUATION THE EFFECTS OF PYRROLE
DERIVATIVES ON ISOLATED RAT BRAIN SYNAPTOSOMES AND ON THE
ACTIVITY OF CYP1A2 ISOFORM OF CYTOCHROME P450

PhD student: Borislav Anatoliev Angelov

PhD supervisor: Prof. Magdalena Kondeva-Burdina, PhD and Prof. Virginia Tzankova, PhD
Organization unit: MU-Sofia, Faculty of Pharmacy, Dept. of pharmacology, pharmacotherapy
and toxicology

RESULTS: In this project, were evaluated the effects of 30 pyrrole derivatives, divided in two
series — 11 and 12. On isolated rat brain synaptosomes, the neurotoxic effect of the series was
examined after their administration alone, and in combination with 6-hydroxydopamine (6-
OHDA) was studied their possible neuroprotection. Their CYP1AZ2 inhibitory potential was
investigated as well. The main exam parameters, which characterized the functionally-
metabolic status of the synaptosomes, were: synaptosomal viability and level of reduced
glutathione (GSH). Fluorometrically, their possible CYP1A2 inhibitory activity was measured.
It was found that administered alone, at a concentration 100 pM, the compounds from SERIE
12 revealed lower neurotoxicity, compared to the compounds from SERIE 11. From both
series, with less neurotoxic effect on the exam parameters, were compounds 11, 11l and 12,
12a. They revealed also good neuroprotection in a model of 6-OHDA-induced oxidative stress.
11, 111 and 12, 12a did not influence statistically significant the activity of CYP1A2 isoform.
As perspective molecules with good neuroprotection were recognized compounds 11, 111 and
12, 12a. The lack of CYP1AZ2 inhibitory activity for them provided low risk for possible drug
interactions.

Contract D-140/2021 DESIGN AND CYTOTOXIC ACTIVITY OF NEW SQUARIC
ACID DERIVATIVES

PhD student: Nina Konstantinova Ruseva

PhD supervisor: Prof. Adriana Bakalova, PhD and Assoc. Prof. Emiliya Cherneva, PhD
Address of project implementation: MU - Sofia, Faculty of Pharmacy, Dept. of Chemistry
RESULTS: New mono- and disquaramides were synthesized via condensation of the diethyl
ester of squaric acid and corresponding aminopyridines in the presence of EtsN, according to
the method described by Titze. Monosquaramide was used as a ligand to form a new Pt
complex. The structures of the newly synthesized squaramides and Pt-complex were studied by
elemental analysis, IR and NMR spectral methods. The crystal and molecular structure of the
monosquaramide was established by single crystal X-ray diffraction. The latter crystallizes
non-centrosymmetric. In parallel, quantum chemical calculations using density functional
theory (DFT) were performed to elucidate the structures and vibrational characteristics of
newly synthesized compounds. The DFT data are in good agreement with the vibrational
frequencies of the tested compounds. The newly synthesized compounds were tested for
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antiproliferative activity in vitro on two human tumor cell lines using Mosmann MTT assay.
The analysis shows a non-existence of cytotoxic activity.
Scientific publications and presentations:

e Ruseva N, Cherneva E, Bakalova A, A concise review on application of squaric acid
derivatives and their metal complexes in medicine, Arkivoc, 2022, (review)

e Ruseva N, Cherneva E, Bakalova A, Experimental,computational and anticancer studies
of new squaramide derivativeand its platinum complexes, XVIII Scientific poster
session for young scientists, PhD students and students, UCTM, Sofia, 25 July, 2021.
(poster presentation)

e Ruseva N, Bakalova A, Cherneva E, Synthesis and investigation of new pyridine
containing squaramides, Student’s scientific session of organic chemistry, Plovdiv
University “Paisii Hilendarski”, Department of Organic chemistry, Plovdiv, 15-16 July,
2022 (oral presentation).

Contract D-141/04.06.2021 A COMPARATIVE IN VITRO STUDY OF THE CAPACITY
OF NEWLY-SYNTHESIZED COMPLEXES WITH TRIAZOLE LIGANDS TO
PARTICIPATE IN SINGLE ELECTRON TRANSFER AND HYDROGEN ATOM
TRANSFER REACTIONS

PhD student: Lozan Traykov Todorov

PhD supervisor: prof. Irena Petkova Kostova, PhD, DSc

Address of project implementation: MU - Sofia, Faculty of Pharmacy, Dept. of Chemistry, 2
Dunav str., 1000 Sofia, Bulgaria

RESULTS: The subject of the current summary is determining the antioxidant properties of
novel lanthanum(l11) and samarium(l1l) complexes with the triazole-containing ligand sodium
2-(4-chlorophenyl)-5-(pyrrolidin-1-yl)-2H-1,2,3-triazole-4-carboxylate (BNPO1). The
mechanisms of potential antioxidant activity were also investigated. Ligand and complex
composition and structure were proven by way of elemental analysis, FT-IR, and Raman
spectroscopy. Solutions of the substances were tested against hydroxyl radical-generating
model systems — UV-induced water radiolysis and Fenton reaction. Hydroxyl radicals are
highly reactive, non-selective species, involved to a significant extent in the pathogenesis of
multiple illnesses. The potential mechanisms of antioxidant action were investigated —
hydrogen atom transfer (HAT) (DPPH assay) and single electron transfer (SET) (ABTS assay).
The following conclusions were drawn based on experimental data:

- BNPO1 and its lanthanum and samarium complexes participate marginally in HAT
with the stable DPPH® radical. Their participation in SET with the stable ABTS*" radical is
manifested at a concentration of 3.10° M, the effect being stronger for the complexes compared
to the ligand.

- Despite their weak interaction with DPPH®, BNP0O1, La BNP01 and Sm BNPO1
significantly suppress 2-deoxyribose degradation in the UV-induced water radiolysis model. At
equimolar concentrations above 3.10° M both complexes act as stronger antioxidants than
BNPOL1.

- The ligand and both complexes significantly increase MTT-formazan transformation
in the Fenton reaction model system — a definite symptom of prooxidant action under the
utilized experimental conditions. The presence of 3.10* M BNPO1 the prooxidant effect of
hydrogen peroxide significantly increases. Adding ferrous chloride increases the observed
effect about tenfold.

- Differences in vibrational assignments between the two complexes suggest disparate
electron density distribution in the ligand molecules. That could manifest as relative differences
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in the complexes’ behavior toward the radical-generating models applied herein. Experimental
data confirm this proposition.
Scientific publications and presentations:

e Venue: Student Scientific Session for Organic Chemistry — Plovdiv University
,Paisii Hilendarski, Plovdiv, April 15-16, 2022. Oral presentation. Subject:
,Investigationg in vitro the capacity of triazole ligand to participate in single
electron transfer (SET) and hydrogen atom transfer (HAT) reactions*
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Medico-clinical area 2020

Contract D-75/24.06.2020 EVALUATION OF ALLERGIC INFLAMMATION OF THE
NASAL AND BRONCHIAL MUCOSA BY EXAMINATION OF THE CYTOKINE
PROFILE IN PERIPHERAL BLOOD

PhD student: Dr Kremena Nikolaeva Naydenova

PhD supervisor: Prof. Vasil Dimitrov Dimitrov, MD, PhD and Assoc. Prof. Maria Toncheva
Staevska, MD, PhD

Organization unit: MU - Sofia, Faculty of medicine, Dept. of Allergology, Clinic of
Allergology, 1 St. George Sofiyski Str., 1431 Sofia

RESULTS: A study of inflammatory cytokines (IL5, IL13, IL17, 1L33) from the upper
respiratory tract in allergic inflammation in the lower respiratory tract would support the
paradigm of a "single airway - one disease.” Early treatment of allergic inflammation of the
upper airways will improve the quality of life of patients, prevent the progression of allergic
rhinitis in bronchial asthma, and improve the already presented disease. The aim of the study
was to assess the cytokines involvement in allergic inflammation affecting the entire respiratory
tract. We used the following research methods: clinical examination of patients, skin allergy
tests, functional examination of respiration in patients with lower respiratory tract symptoms;
rhinoscopy, assessing cytokines in peripheral blood - IL5, IL13, IL17, IL33 by ELISA method
and statistical methods. Regarding IL-5 levels, we didn’t find significant differences between
serum levels in healthy individuals and patients. Regarding IL-17 values, significantly higher
serum levels were found in all patients compared to healthy subjects (p <0.001). We found
three times higher levels of I1L-13 in all patients compared to healthy individuals (p <0.001),
while IL-33 levels were significantly higher in healthy than in the two groups of patients with
allergic rhinitis and those with allergic rhinitis and superimposed bronchial asthma (p <0.001).
We found no significant difference in IL-13 and IL-33 levels in the two subgroups of patients.
We found no relationship between cytokine levels and respiratory function tests or with the
results of skin allergy tests. In conclusion, the lack of significant differences in the levels of IL-
5, IL-13 and IL-33 in the two subgroups of patients can be explained by the mild bronchial
asthma in our patients and taking blood serum out of the pollen season, a period in which
minimal persistent inflammation and significantly lower levels of allergic inflammation
mediators are observed.

Scientific publications and presentations:

e Naydenova K, Dimitrov V, Velikova T. Study of some aspects of IL-5 role in the
allergic respiratory pathology - allergic rhinitis and associated bronchial asthma.
American International Journal of Biology and Life Sciences American International
Journal of Biology and Life Sciences 2021;3(1):33-9.

e Naydenova K, Dimitrov V, Velikova T. Evaluation of allergic inflammation of the nasal
and bronchial mucosa by examination of peripheral blood cytokines in light of
bronchial asthma. Thoracic medicine 2020;12(2-3)

Contract D-76/24.06.2020 THE ROLE OF ONCOSTATIN M IN THE PATHOGENESIS
OF CHRONIC INFLAMMATORY BOWEL DISEASES AND ITS USE AS A
PREDICTOR OF RESPONSE TO THERAPY

PhD student: Hristo Yankov Valkov, MD

PhD supervisor: Prof. Plamen Penchev, MD, PhD

257



Organization unit: MU - Sofia, Faculty of Medicine, Department of Gastroenterology, Sofia.
8 “Byalo more” Str., 1527 Sofia

RESULTS: Oncostatin M (OSM) is part of the IL-6 cytokine family. In the past few years, this
cytokine has been investigated as a new biomarker in patients with inflammatory bowel disease
(IBD). The aim: To investigate the role of OSM in serum and stool as potential prognostic,
diagnostic and therapeutic biomarker in IBD and to clarify its importance in the development of
extraintestinal manifestations (EIM). Methods: We enrolled 120 adult patients (100 IBD
patients and 20 controls). Values of OSM in stool and serum were measured by ELISA.
Correlation tests between the markers of inflammation, including fecalcalprotectin (FC) and
values of OSM, were done. OSM was correlated with the scores of activity such as Endoscopic
mayo score (EMS) and Mayo score in ulcerative colitis (UC) and Crohn's Disease Activity
Index (CDAI) in Crohn’s disease (CD). IBD patients with EIM were determined to verify the
difference between their values of OSM and these patients without EIM. To evaluate the role of
OSM as a predictive marker of response to the therapy we measured OSM at baseline and week
2 on treatment with Methylprednisolone in 41 patients as well as at baseline and week 6 on
therapy with anti-TNF and JAK/STAT inhibitor in 9 patients. Results: Through the value of
OSM we can distinguish active IBD patients from those in remission. Although OSM in serum
does not correlate with the markers of inflammation, OSM in stool correlates significantly with
CRP and FC. Fecal OSM correlates significantly with CDAIL. There are no significant
differences between serum and stool OSM in IBD patients with EIM and those without EIM.
Serum and stool OSM at baseline cannot predict the therapeutic answer. Conclusion: Fecal
OSM has greater importance than serum OSM in IBD. The predictive role of OSM in the
therapeutic answer and in the development of EIM is questionable. More data are needed to
clarify the importance of OSM.

Contract D-78/24.06.2020 BIOACTIVE RESTORATIVE SYSTEMS AND SECONDARY
CARIES IN PRIMARY DENTITION

PhD student: Viktoriya Velizarova Gateva

PhD supervisor: Prof. Nataliya Gateva-Grancharova, MD, PhD

Organization unit: MU - Sofia, Faculty of dental medicine, Dept. of pediatric dentistry, 1 St.
George Sofiyski Str., 1431 Sofia

RESULTS: The aim of the study was to evaluate the possibilities for reducing the risk of
developing secondary carious lesions in the primary dentition by using bioactive fluoride
containing restorative systems. The first task was assessment of the bond between dentin and
adhesive system. The bond consists of adhesive layer and hybrid layer. The study included 40
extracted primary teeth, distributed into four groups and restored with each of the four
restorative systems : Fuji IX GP (conventional glass-ionomer cement with fluor), Evetric (self-
etch adhesive without fluor) with Dyract XP (compomer, containing fluor), Clearfil SE Protect
(' self-etch, two-step adhesive system with fluor) with Beautifil 11 (giomer with fluor) and Bond
Force 1l (self-etch adhesive with fluor) with Estelite Sigma Quick (composite without fluor).
Using a scanning microscope, the morphology of the adhesive and the hybrid layers made on
the cut surface between the adhesive used and the dental structures was examined. The analysis
of the contact area between the adhesive system and the dentine surface showed that the
applying of each of the adhesive systems has led to the formation of an adhesive and hybrid
layer. An adhesive layer with the highest average thickness was obtained for the samples from
group 3, restored with combination of adhesive system with fluor Clearfil SE protect and
giomer Beautifil Il with fluor. In this group, the greatest amount of adhesive tags was also
obtained. The hybrid layer had statistically significant greater thickness in the samples of group
2, restored with the combination of adhesive system without fluor Evetric and a compomer
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with fluor Dyract XP. The second task was evaluation of the adhesive bond strength by
microtensile bond strength testing. The study included 120 extracted intact primary teeth,
distributed into four groups and restored with each of the four restorative systems .Prismatic
bodies were made from the prepared dental specimens in order to be able to perform the
microtensile test. According to the results of the microtensile test, the strength of the adhesive
bond was significantly higher in the samples of group 3, restored with combination of adhesive
system with fluor Clearfil SE protect and giomer Beautifil 1l with fluor. The third task was
evaluation of the surface roughness of the tested restorative materials. 5 cylindrical bodies were
prepared of each of the tested restorative materials. The analysis of the surface roughness
values shows that the glass-ionomer cement is the material showing statistically significant
higher surface roughness compared to the giomer, the compomer and the nanofilled composite
resin. The fourth task was assessment of antimicrobial properties of the tested restorative
materials. 10 cylindrical samples were prepared of each of the fluor containing tested
restorative materials. None of the samples showed antibacterial properties- there was no zone
of inhibition of bacterial growth. This result can be explained by the absence of such properties
in the materials or inaccuracies in the performance of the microbiological examination.

Contract D-79/24.06.2020 CONNECTION BETWEEN THE EXPRESSION OF THE
MUCIN GENES AND THE CAPACITY FOR BACTERIAL BIOFILM FORMATION
IN THE AREA OF THE EARS, NOSE AND THROAT

PhD student: Georgi Kirilov Popov, MD

PhD supervisor: Prof. Diana Popova, MD, PhD, DSci

Organization unit: MU - Sofia, Faculty of Medicine, Dept. of Ear, Nose and Throat Diseases,
26 Gen. Danail Nikolaev Blvd., 1504 Sofia

RESULTS: In the course of the study we collected tissue samples from 70 patients with
chronic pathology of the nasal cavity and sinuses out of which 5 patients fell out of the study
due to poor sample quality. Also collected for a control group were samples from 14 patients
with traumatic pathology of the nose. From the collected samples total mMRNA was isolated
with the RNeasy Pluc Micro Kit (Quagen), a part of each sample was homogenized and
afterwards the genomic DNA was efficiently removed by the method of centrifugal columns
and high quality RNA is then eluted. The concentration and quality of the isolated MRNA was
measured spectrophotometrically with Nanodrop2000. Following the protocol of the
manufacturer cDNA was synthesized from the isolated total RNA with the High-Capacity
cDNA Reverse Transcription Kit and the enzyme reverse transcriptase (RT). A RT-gPCR with
QuantiTect SYBR Green PCR Kit (Qiagen) and primers QuantiTect Primer Assay (Qiagen)
was carried out. An expression analysis of the MUC genes was done with the 224t method and
RQ values were deduced. The patients were devided into 3 groups according to the expression
of the mucin genes — with an overexpression, with a normal expression and with an
underexpression. The analysis was done for both the MUC5AC and the MUC5B genes. The
results showed:
e overexpression of MUC5AC in 23 out of 65 patients in the main group (35.4%) and in 2
out of 14 patients in the control group (14.3%)
e overexpression of MUCSB in 35 out of 65 patients in the main group (54.8%) and in 4
out of 14 in the control group (28.6%)
e overexpression of either one or both mucin genes in 42 out of 65 patients in the main
group (64.6%) and in 6 out of 14 in the control group (42.9%).
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Contract D-80/24.06.2020 sVAP-1 AND OXIDATIVE STRESS ACROSS METABOLIC
HEALTH, GLUCOSE METABOLISM DISORDERS, AND PREDICTED
CARDIOVASCULAR RISK IN STAGES 1 TO 4 OF CHRONIC KIDNEY DISEASE
PATIENTS

PhD student: Andrey Bogomilov lliev

PhD supervisor: Prof. Boris Bogov, MD, PhD

Organization unit: MU - Sofia, Faculty of Medicine, Dept. of Internal Medicine, Clinic of
Nephrology, Transplantation, and Dialysis Treatment, 1 St. George Sofiyski Str., 1431 Sofia

RESULTS: Chronic kidney disease (CKD) is accompanied by low-grade inflammation, the
main mechanism of which is oxidative stress. The accumulation of adipose tissue promotes the
development and enhancement of this process among non-dialysis-dependent patients with
CKD. The relationship between soluble vascular adhesion protein-1 (SVAP-1) as a marker of
atherosclerosis and 15(S)-8-iso-prostaglandin F2a as a marker of oxidative stress on the one
hand, and glomerular filtration rate (eGFR), urinary albumin excretion (UACR), a 10-year risk
score of atherosclerotic cardiovascular disease (CVD), metabolic syndrome, disturbances of
glucose homeostasis, and anthropometric measures of adiposity on the other hand are still
unclear. In the present study, 80 patients with CKD were recruited. The male/female ratio was
1:1. sSVAP-1 levels were negatively associated with eGFR, while there was no relationship
between the levels of 15(S)-8-iso-prostaglandin F2a and eGFR. However, levels of both
markers were positively associated with urinary albumin excretion. In the present study, no
relationship was found between sVAP-1 and BMI and its categories, but a positive association
was found between 15(S)-8-iso-prostaglandin F2a and BMI and its categories. The
combination of abdominal obesity (WHtR >0.5) and low-grade inflammation (hsCRP> 3.0
mg/l) identified women with a higher score of 10-year risk of atherosclerotic CVD and higher
serum sVAP-1 levels. The combination of central obesity (WHtR >0.5) and atherogenic
dyslipidemia (TChol/HDL in men and Tg/HDL in women) identified patients with a higher
score of 10-year risk of atherosclerotic CVD and higher plasma levels of 15(S)-8-iso-
prostaglandin F2a. This will help develop effective strategies to detect patients with higher
cardiovascular risk based on routine laboratory tests such as total cholesterol (TChol),
triglycerides (Tg) and HDL and easy to measure and calculate anthropometric measures such as
waist circumference, height and their ratio.

Contract D-81//24.06.2020 EVALUATION OF THE EFFECTIVENESS OF ALLERGEN
IMMUNOTHERAPY BY CLINICAL AND BIOLOGICAL MARKERS IN PATIENTS
WITH ALLERGIC RHINITIS

PhD student: Plamena Ivanova Novakova, MD

PhD supervisor: Assoc. Prof. Maria Staevska-Kotasheva, MD, PhD

Organization unit: MU - Sofia, Faculty of Medicine, Dept. of Allergology

RESULTS: Allergen immunotherapy, either subcutaneous or sublingual is a proven
therapeutic approach for allergic rhinitis with/without asthma that leads to a significant
reduction of symptoms, need for pharmacotherapy as well as a considerable improvement of
quality of life. This is the only treatment with a long-term effect after cessation which could be
explained by its’ mechanism. The aim of this project is to study the long-term effect of allergen
immunotherapy in allergic rhinitis patients based on clinical and immunological outcomes. 69
patients at least two years after a three-year allergen immunotherapy were included (male 43,
mean age 31,7 SD 12.04, age range 18-56). 44 patients have comorbid asthma. At least two
years after the immunotherapy, low symptom and medication score were established. A high
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percentage of well-controlled patients with RCAT were registered. The majority of patients are
with a good quality of life for each domain of RQLQ as well as for the overall quality of life.
Moreover, a high level of satisfaction with immunotherapy was found. Immunological
examination of specific 1gG4 antibodies by Immuno CAP reveals statistically significant higher
levels of blocking antibodies in controlled patients than in uncontrolled (p<0.05). Results
confirm the key mechanism of allergen immunotherapy- formation of blocking allergen
specific 1gG4 antibodies with a long life and a high affinity for IgE, even after treatment
cessation. This project highlights the long lasting immunological tolerance due to allergen
immunotherapy and the correlation between immunological biomarkers and clinical outcomes.

Contract D-82/24.06.2020 EFFECT OF IFN-I' ON THE PROPERTIES OF
MESENCHYMAL STEM CELLS ISOLATED FROM HUMAN UMBILICAL CORD
PhD student: Kalina Peteva Belemezova

PhD supervisor: Prof. Dobroslav Kyurkchiev, MD, PhD, DSci

Organization unit: MU - Sofia, Faculty of Medicine, Dept. of Clinical Immunology,
Laboratory of clinical immunology, 15 bul. lvan Evst. Geshov, 1431 Sofia

RESULTS: Mesenchymal stem cells (MSC) rest in almost all types of tissues. The factors of
inflammation that are released during an immune response activate the immunosuppressive
potential of MSC. Understanding the changes MSC undergo would be great benefit for
designing better therapy protocols for treating various diseases. In the literature, the data
concerning these changes is limited and answering this question was the main objective of our
research project, intended to better understand and explore how umbilical cord MSC transform
themselves and react to the process of inflammation, studying their basic characteristics and
behavior when primed with the key pro-inflammatory cytokine, Interferon-y (IFNy). Human
MSC from the umbilical cord were isolated, expanded in vitro and treated with IFNy. Primed
cells were analyzed to define their ability to form colonies, their morphology, proliferation, and
apoptosis rate. Flow cytometry analysis was performed to analyze the expression of the typical
for MSC markers, plus HLA-I and PD-1L. To determine their differentiation potential IFNy
treated cells were cultured in conditions inducing osteogenic and adipogenic differentiation.
Cytogenetic analysis was performed to determine the chromosomal stability of the treated cells.
Results showed that umbilical cord MSC treated with the proinflammatory cytokine IFNy
changed their typical fibroblast-like morphology. Cells retained the expression of typical MSC
markers and stayed negative for the presence of hemopoietic markers. However, IFNy
upregulated the surface cell density expression of HLA-I and PD-1L. Under the influence of
IFNy cells had a lower population doubling time and higher numbers of colony-forming unit-
fibroblasts. The primed MSC couldn’t undergo osteogenic and adipogenic differentiation. IFNy
increased the apoptosis rate of primed cells, leading to higher percentages of cells in early/late
apoptosis and in total apoptosis, but cells were chromosomally stable. In conclusion, the
properties of UCMSC can be influenced by the factors of systemic or local inflammation.
Scientific publications and presentations:

e Belemezova K, Bochev I, lvanova-Todorova E, et al. A study of the transformation of
umbilical cord mesenchymal stem cells by interferon-gamma. Iran J Basic Med Sci,
2021; 24(9):1203-10.

e Belemezova K, Dimova I, Kyurkchiev D. Effect of intereferon-gamma on chromosomal
stability of human umbilical cord mesenchymal stem cells. Bulgarian Journal of
Clinical Immunology. 2021;13 (2): 14-19.

e Belemezova K, Bochev I, Ivanova-Todorova E, et al. Interferon—gamma affects the
properties of human umbilical cord mesenchymal stem cells. Autoimmunity 2021,
Virtual congress, 28 May — 1June 2021.
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Contract  D-83/24.06.2020 THE ROLE OF YKL-40, IL-17, LP-PLAZ2,
HYALURONIDASE AND HEPARANASE AS MARKERS FOR CARDIOVASCULAR
DISEASE ASSOCIATED WITH PSORIATIC ARTHRITIS

PhD student: Aleksandar Krasimirov Angelov

PhD supervisor: Prof. Mariana Goycheva, MD, PhD

Organization unit: MU - Sofia, Faculty of Medicine, Dept. of Internal
Diseases/Rheumatology, Clinic of Rheumatology, UMHAT “St. Ivan Rilski” EAD

RESULTS: The aim of this study is to analyze the role of Interleukin-17 (IL-17), Lipoprotein
Phospholipase A2 (Lp-PLA2), YKL-40, Hyaluronidase (HYAL) and Heparanase (HPSE) as
markers of cardiovascular disease (CVD), associated with psoriatic arthritis (PsA). A group
with rheumatoid arthritis (RA) was included to investigate whether the specific nosoligic entity
or inflammatory burden is predictive of CVD. The study was cross-sectional and included 32
patients with PsA, 30 patients with RA and 20 healthy controls. An extensive set of
demographic, clinical, imaging, and laboratory data were analyzed, including serum levels of
the studied biomarkers. Various instruments were used to assess disease activity,
cardiovascular risk and quality of life. Ultrasound studies were performed to assess the global
longitudinal strain (GLS) and intima media thickness (IMT) of the carotid arteries. Statistical
methods for correlation and ROC curve analysis were applied. Patients with PSA and RA had
higher levels of IL-17 than controls. There was a positive correlation between HPSE and IMT
in all participants. HPSE has excellent predictive value for distinguishing patients with PsA and
RA from controls. YKL-40 had a negative correlation with HPSE and a positive correlation
with IL-17 in all participants. YKL-40 has excellent predictive value for distinguishing patients
with elevated HPSE levels from those with normal levels. HYAL was correlated with HPSE,
RF and YKLA40, but there was no statistically significant difference between different groups.
The conclusions of this study are that YKL-40, IL-17, Lp-PLA2, and HPSE are associated with
cardiovascular disease in patients with PSA and RA. These biomarkers may have a role in the
pathogenesis of cardiovascular complications in these diseases and serve as potential targets for
prevention and treatment. This study provides valuable information on the interaction between
systemic inflammatory diseases and CVD and contributes to expanding our understanding of
this complex process.

Scientific publications and presentations:

e Angelov AK, Vasilev G, Yordanova A et al. Elevated serum levels of TNF-a and 1L-17
in psoriatic and rheumatoid arthritis. Revmatologiia (Bulgaria). 2023; 1:23-36.

e Angelov AK, Velikov T, Kopchev A et al. Risk factors for cardiovascular involvement
in inflammatory joint diseases. The role of intima-media thickness and speckle-tracking
echocardiography. National Rheumatology Conference. St Vlas. 16-19.09. 2021. pp 12.

e Angelov AK, Velikov T, Vasilev G et al. Cardiovascular risk and endothelial
dysfunction induced by systemic inflammation in psoriatic arthritis. National
Rheumatology Conference. Pravets. 15-18.10.2020. pp 36.

Contract D-85/24.06.2020 HYPERANDROGENISM IN POLYCYSTIC OVARY
SYNDROME AND ITS RELATIONSHIP WITH PSA AND SERUM MARKERS FOR
EARLY CARTILAGE BREAKDOWN

PhD student: Plamena Petrova Kabakchieva-Georgieva, MD

PhD supervisor: Prof. Zdravko Kamenov, MD, PhD, DSci

Organization unit: MU - Sofia, Faculty of Medicine, Dept. of Internal Medicine, Clinic of
Endocrinology, University Hospital “Alexandrovska”, 1 St. George Sofiyski Str., 1431 Sofia
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RESULTS: Our aim was to analyze the link between hyperandrogenism and early clinical
manifestations of osteoarthritis (OA), knee cartilage thickness, serum cartilage oligomeric
matrix protein (SCOMP) and prostate-specific antigen (PSA) levels in patients with polycystic
ovary syndrome (PCOS) and comparing them with healthy volunteers. Methods: Fifty-four
PCOS patients who met the Rotterdam criteria with phenotypes A, B, and C were included.
They were compared with 26 age- and body mass index (BMI)-matched controls. Detailed
anthropometric measurements and clinical evaluation for hyperandrogenism were performed
for all participants who also filled in the Knee Injury and Osteoarthritis Outcome Score
(KOOS) questionnaire. Further, laboratory tests including sCOMP, total and free PSA, and
hormone quantification were performed in a fasting stage. Finally, an ultrasound assessment
was carried out in randomly selected 56 study participants. Results: PCOS women reported
more prominent knee-related symptoms (p = 0.035) and more impaired activities of daily living
(ADL) (p = 0.001) than controls. Cartilage thickness of the left and right medial condyle and
left lateral condyle was significantly greater in PCOS group (n = 41) than in control group (n =
15) (p = 0.05, p = 0.006, and p = 0.036, respectively). COMP correlated significantly and
negatively with testosterone levels (p = 0.029, r = -0.297) in women with PCOS and the
correlation remained significant after controlling for BMI. Conclusion: Women with PCOS
may experience knee-related symptoms and impaired ADL. They had greater knee femoral
cartilage thickness. Although sCOMP levels did not significantly differ between the groups,
lower levels of SCOMP may be inherent to PCOS patients with higher testosterone levels.
Scientific publications and presentations:

e Kabakchieva P, Georgiev T, Gateva A, et al. Polycystic ovary syndrome and
(pre)osteoarthritis: assessing the link between hyperandrogenism in young women and
cartilage oligomeric matrix protein as a marker of cartilage breakdown. Clin
Rheumatol. 2021 Oct;40(10):4217-4223.

e Kabakchieva P, Georgiev T, Gateva A, et al. Assessment of knee-related symptoms,
activities, and quality of life in patients with polycystic ovary syndrome. Annual
European Congress of Rheumatology EULAR, 2-5 June, 2021. Ann Rheum Dis.
2021:1332-3.

Contract D-86//24.06.2020 NEW MARKERS FOR MACROVASCULAR RISK
ASSESSMENT IN PATIENTS WITH CARBOHYDRATE METABOLISM
DISORDERS

PhD student: Iveta Slavyanova Nedeva

PhD supervisor: Prof. Zdravko Kamenov MD, PhD, DMedSci

Organization unit: MU - Sofia, Faculty of Medicine, Dept. of Internal Medicine, University
Hospital “Alexandrovska”, Clinic of Endocrinology and Metabolic diseases, 1 George Sofiiski
Str., 1431 Sofia

RESULTS: Diabetes mellitus is known to be a disease associated with increased micro- and
macrovascular risk as macrovascular complications and especially cardiovascular disease are a
major cause of morbidity and mortality in patients with diabetes. It is assumed that the early
stages of vascular damage begin in the prediabetes phase. New biomarkers are constantly being
discovered that correlate with vascular damage, and of particular interest are their association
with the various stages of impaired glucose homeostasis and cardiovascular risk in obese
patients. In our study, we examined 80 people with a mean age of 55.48+9.98 years, divided
into three groups - group 1 with obesity without carbohydrate disorders (n = 40), group 2 with
prediabetes (n = 20) and group 3 n = 20) with newly diagnosed diabetes mellitus. We
monitored the levels of TMAO in the whole spectrum of carbohydrate disorders. We did not
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find a significant difference in the levels of TMAO in obese people without carbohydrate
disorders, prediabetes and newly diagnosed DM2. There was no statistical difference in serum
TMAO levels in individuals with and without metabolic syndrome, with and without insulin
resistance, with and without dyslipidemia. Higher levels of TMAO were reported in those with
arterial hypertension. From the conducted correlation analysis we did not establish a
relationship between the levels of TMAOQ, the studied laboratory and anthropometric indicators,
as well as the conducted instrumental studies for micro and macrovascular complications.
Regarding sortiline, no difference was found in its levels among the studied groups, as well as
in those with and without metabolic syndrome, with and without insulin resistance. Sortiline
levels were higher in people with dyslipidemia than in those without the disorder. A positive
correlation was found with gamma-glutamyltransferase and HbA1c%. A moderate negative
relationship was found between sortiline levels and the ankle-brachial index.

Contract D-88/26.04.2020 CHANGES OF SOME BONE METABOLISM FACTORS IN
PRIMARY HYPERPARATHYROIDISM AND AUTOIMMUNE THYROIDITIS

PhD student: Inna Angelova Yankova

PhD supervisor: Prof. Roussanka Kovatcheva, MD, PhD

Organization unit: MU - Sofia, Faculty of Medicine, Dept. of Endocrinology, Third clinic of
Endocrinology and Metabolic Diseases, Zdrave 2 Str, 1431 Sofia

RESULTS: Aim: To compare the levels of some bone remodeling factors — beta C-terminal
telopeptide of type I collagen (bCTx) and osteocalcin (Ost), in primary hyperparathyroidism
(PHPT) with and without autoimmune thyroiditis (AT) as well as those with AT only; to
determine the impact of the two diseases, together and separately, on bone metabolism.
Material and methods: Two hundred fifty-one patients with confirmed PHPT were admitted at
USHATE for the project period. One hundred of them were included in the project - 50 with
PHPT only and 50 with PHPT and AT. Two control groups were defined: 35 with AT and 35
subjects without PHPT and AT. Serum markers of mineral metabolism, bCTx and Ost were
measured. Results: The prevalence of AT among the subjects with PHPT was 38.2% (95% ClI
33-43%) and didn’t differ significantly from that in the general population, 32.5% (95% CI 30-
35%), p = NS. Age, BMI, markers of mineral metabolism, bCTx and Ost weren’t significantly
different in PHPT with and without AT or between the two control groups (p> 0.05). Serum
bCTx and Ost were significantly higher in patients with PHPT compared to controls (6.08,
2.94-13.65 pg/ml vs 4.52, 1.78-7.07 pg/ml, U=2514.5, p=0.002 for bCTx and 44.72, 16.9-108.2
ng/ml vs 21.44, 5.22-54.19 ng/ml for Ost). The two estimated bone factors correlated positively
with serum calcium and PTH and negatively with serum inorganic phosphate. Conclusion:
Higher levels of bCTx and Ost in patients with PHPT suggest greater bone involvement in this
disease. There was no evidence of an association between PHPT and AT. Further research is
necessary to further clarify the problem.

Contract  D-89/26.04.2020 METASTATIC POTENTIAL OF LARYNGEAL
CARCINOMA ASSOCIATED WITH ABNORMAL EXPRESSION OF THE LAD1
GENE

PhD student: Venelin Marinov Marinov, MD

PhD supervisor: assoc prof. Yulian Rangachev
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Organization unit: MU - Sofia, Faculty of Medicine Dept. of E.N.T., Bialo More 8, 1527
Sofia; Molecular Medicine Center, Department of Medical Chemistry and Biochemistry, Sofia,
Bulgaria, Zdrave 2, 1431 Sofia

RESULTS: Aim: The aim of the study is to evaluate varying levels of gene expression for
LADI1 and EGFR genes in the examined patients. Materials and methods: We selected and
collected tissues from 20 patients with pathologically proven laryngeal carcinoma. We
performed RNA isolation, Reversed transcription and DNA synthesis, Real time PCR, Gene-
expression analysis, and systematization of the data collected. Results We discovered
variability in levels of gene expression for the LAD1 and EGFR genes in tissues sampled from
tumor core, tumor periphery and lymph nodes suspected for metastatic. We learned that the
patients who showed upregulation in the tissue samples, as well as have higher TNM stage, and
higher Gleason score, have worse prognosis. Conclusion:_In patients with downregulation, the
patient theoretically will have good response to target therapy with EGFR inhibitors. Levels of
expression of EGFR can be used for predictors of the patients s response towards target
therapy. Practical result- predictor for EGFR-inhibitor resistance and overall patient prognosis.
There is an developed antibody against ladinin — the protein product of LAD1 gene, and
expression levels can be evaluated via immunohistochemistry evaluation of a routine
histological biopsy. That can lead to more accurate prognosis for the patients.In all evaluated
patients differences in the levels of gene expression are diagnosed in the tumour centre,
periphery and metastatic lymph nodes.

Scientific publications and presentations:

e V. Marinov, J. Rangachev, G. Stancheva, R. Kaneva. Participation in “X-th Annual
Scientific Spring Conference of Otorhinolaryngology” 27-29"" may 2022. With the ppt
presentation “Role of LAD1in patients with laryngeal carcinoma”

e V. Marinov, J. Rangachev, G. Stancheva, R. Kaneva, D. Kisova. Changes in gene
expression of EGFR and LADL in patients with metastatic squamous cell laryngeal
carcinoma. International Bulletin of Otorhinolaryngology 2022;1:7-10.

Medico-clinical area 2021

Contract D-122/04.06.2021 COMPLEX ASSESSMENT OF GLYCEMIC CONTROL IN
PATIENTS STARTING INSULIN PUMP THERAPY

PhD student: Polina Valentinova Tsarkova

PhD supervisor: Prof. Tsvetalina Tankova

Organization unit: MU-Sofia, Faculty of Medicine, Dept. of Endocrinology, Zdrave 2 Str
1431 Sofia

RESULTS: Aim: The aim of the present study is to assess the effect of insulin pump treatment
on glycemic control by measuring standard (HbAlc) and new short-term glycemic control
markers (glycated albumin and 1,5-anhydroglucitol) at baseline and 6 months after the
initiation of pump therapy. Material and methods: 90 adult patients with type 1 diabetes, having
initiated insulin pump therapy, were enrolled. HbAlc was assessed in whole blood by immuno-
turbidimetric NGSP certified method, glycated albumin (GA) and 1,5-anhydroglucitol (1,5-
AG) in serum by ELISA. Mean BG, standard deviation (SD) and coefficient of variation
(CV%) were calculated from a 9-point capillary blood glucose profile in all patients at baseline
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and 6 months after initiation of pump therapy. Results: At the 6™ month follow-up there was a
significant decrease in the HbAlc level from 8.3% (+/-1.62) to 7.2% (+/-1.19) (p<0.0001), a
decrease in the mean BG level from 9.12 (+/-2.17) to 7.36 mmol/l (+/- 1.13) (p<0.0001), a
decrease in SD from 3.41 (+/- 1.19) to 1.99 (+/-0.77) (p<0.0001), a decrease in CV% from
38.1% (+/- 11.55) to 27% (+/- 8.58) and a decrease in GA from 1136 (+/-426.6) to 1004 (+/-
405) (pmol/ml) (p= 0.054). 1,5-AG increased insignificantly from 19.8 (7.55-81.4) to 20.6
pg/ml (11.8-76.5) (p=0.762). A correlation was established between GA and HbAl1c (r=0.330,
p=0.003) at baseline and between GA and 1,5-AG (r=-0.503, p<0.001) at the 6™ month follow-
up. 1,5-AG correlated with the mean BG (r=-0.311, p<0.037) at the 6" month follow-up.
Conclusion: There is significant improvement in the glycemic control of patients, who have
initiated insulin pump therapy, shown by the decrease in the levels of HbAlc, mean blood
glucose, coefficient of variation and glycated albumin. Glycated albumin could be considered
as an additional option or as a substitute of glycated hemoglobin in specific populations.

Contract D-123/04.06.2021 INVESTIGATION OF THE INFLUENCE OF SOLUBLE
FACTORS FROM MESENCHYMAL STEM CELL-CONDITIONED MEDIUM ON B-
LYMPHOCYTES

PhD student: Adelina Danielova Yordanova

PhD supervisor: Assoc. Prof. Ekaterina Ivanova-Todorova, MD, PhD

Address of project implementation: MU - Sofia, Faculty of Medicine, Dept. of Clinical
Immunology, 15 bul. Iv Evst. Geshov, 1431 Sofia

RESULTS: A growing number of autoimmune diseases, allergies, and atopic conditions in
recent years are calling for the development of innovative therapies, such as those using stem
cells with immunoregulatory activity. Because of the few and often conflicting results in the
scientific literature, it's still uncertain whether mesenchymal stem cells (MSC) could be a useful
therapeutic strategy for targeting B lymphocytes and be helpful in treating autoimmune and
allergy patients. In connection with the above, peripheral blood mononuclear cells (PBMC)
from healthy donors were isolated and cultured in vitro in control and conditioned medium
from umbilical cord-MSC (UC-MSC). Using flow cytometric and immunoenzymatic
techniques, the effect of MSC secreted factors on the expression of key membrane and soluble
molecules, associated with activation, antigen-presenting function, and B-lymphocyte survival,
was successfully investigated, including the determination of B-cells' percentage in early and
late apoptosis. When PBMC from healthy donors was cultured in vitro with a UC-MSC-
conditioned medium, our team found a higher degree of cell clustering and a significantly
higher percentage of B-lymphocytes expressing CD80 and CD86 molecules. In contrast, the
percentage of B cells expressing the BR3 receptor and the PD-1 molecule on their membranes
was significantly lower. The expression of the HLA-DR molecule was also decreased, and the
secretion of the BAFF ligand, associated with B-cell survival, was slightly increased again by
MSC secretion, but without any significance between the differences found. The MSC has little
effect on B-cell apoptosis, but still in the direction of stimulating the mechanisms of early and
late programmed cell death. In conclusion, the conditioned medium of UC-MSC tends to affect
B-lymphocyte function, survival, and overall biology.

Scientific publications and presentations:

e Adelina Yordanova. Influence of factors secreted by mesenchymal stem cells on B
lymphocytes molecules in patients with systemic lupus erythematosus. Second
Conference of the Bulgarian Rheumatological Association; March 17 - 19, 2022.

e Adelina Yordanova, Dobroslav Kyurkchiev, Mariana Ivanova, Kalina Tumangelova,
Yuzeir, Kalina Belemezova, Ekaterina Ivanova-Todorova. Secreted factors from
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Umbilical Cord-Mesenchymal Stem Cells affect CD86 expression on B lymphocytes
and increase CCL5 chemokine secretion by healthy donors’ PBMC. Comptes rendus de
1’ Acad’emie bulgare des Sciences, 2022; 75:11 IF: 0.329

Contract D-126/04.06.2021 ROLE OF CLASS | AND CLASS Il IN ORAL SQUAMOUS
CELL CARCINOMA

PhD student: Anastasiya lvanova Ormandzhieva

PhD supervisor: Prof. Milena Ivanova Ivanova-Shivarova, PhD

Organization unit: MU - Sofia, Faculty of Medicine, Dept. of Clinical Immunology, 1 St.
George Sofiyski Str., 1431 Sofia

RESULTS: Worldwide oral cancer is the cause of 2-4% of all cancer disease cases. Oral
cancer is a group of neoplasms, which affect the oral cavity, pharyngeal areas and salivary
glands. Oral squamous cell carcinoma (OSCC) originates from the epidermal keratinocytes and
is characterized by impaired keratinization. The mechanisms of tumor cells avoiding immune
surveillance have a key role in the development of various cancer diseases. Because of its
central role in presenting tumor antigens, certain allele variants in the classical class | and class
Il Major histocompatibility complex in humans (the HLA system), may participate in the
immune editing and therefore they may be associated with an increased or decreased risk of
developing the disease. The present research aims to investigate the HLA class | and class 1l
polymorphisms, determined at the allelic level by next-generation sequencing (NGS), in
patients from the Bulgarian population, diagnosed with OSCC. For the performed study we
used genetic material (DNA) isolated from a select group of 47 OSCC patients. The isolated
DNA was amplified by polymerase chain reaction (PCR), and the resulting amplicons were
combined in a DNA library with an AlloSeq Tx17 (CareDx) kit and sequenced on an NGS
platform - MiniSeq (lllumina), which allows accurate determination of HLA class | and class Il
allelic polymorphisms. The statistical analysis for the association of HLA alleles and
haplotypes with OSCC was performed with 275 controls of healthy individuals from the
Bulgarian population and statistical packages for Python (PyHLA) and R (BIGDAWG). The
HLA disease association tests revealed that a statistically significant allele with increased allele
frequency in the patient group is HLA-A*26:01:01 (p=0.0024, OR=3.4667). After conducting
more studies with a larger group of patients, the thesis that A*26:01:01 is a predisposing allele
for OSCC can be confirmed and this allele can be included as an immunogenetic marker.

Contract D-128/04.06.2021 STUDY OF THE GENETIC SPECTRUM OF
CONGENITAL MYOTONY IN BULGARIA

PhD student: Stanislava Georgieva Blagoeva

PhD supervisor: Prof. lvailo Tournev, MD, PhD and Assoc. Prof. Teodora Chamova, MD,
PhD

Organization unit: MU - Sofia, Faculty of Medicine, Dept. of Neurology, Clinic of
Neurology, 1 St. George Sofiyski Str., 1431 Sofia

RESULTS: | represent the result of the molecular and genetic analysis conducted in a patient—
established heterozygous mutation ¢.1333G> A (NM_000334.4) in the SCN4A gene that leads
to the replacement of the amino acid valine with methionine in the position 445 in the amino
acid sequence encoded by the SCN4A gene and causing the atypical myotonia. Neurological
status - percussion and myotonic phenomenon. CPK- normal level of the enzyme.
Electromyography of m. biceps brachii dextra - myotonic phenomenon. The patient has a
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regular cardiac function - without deviations in the results of the conducted electrocardiography
and echocardiography. Functional examination of breathing - normal values of FEV1 and FVC.
The clinical scales used for assessing the condition prove the existence of a mild degree of the
disease, without affecting the quality of life. Congenital myotonia caused by a mutation in the
SCNA4A gene is a specific inherited disorder of muscle membrane hyperexcitability caused by
gain-of-function defects in the mutant NaV1.4 subunit. This disorder is clinically presented by
a myotonic phenomenon — failure of muscle relaxation after activation. Clinical myotonia
manifests with painless muscle stiffness, although the same forms can be associated with pain.
The typical location of stiffness varies depending on the underlying disorder but is commonly
seen in the eyelids, mouth, hands, and proximal legs. The most demonstrated phenomenon
called “warm up” is clinically represented by improvement of the myotonia by repeated action.
The data shows that the treatment with carbamazepine had a beneficial effect.
Scientific publications and presentations:

e S. Blagoeva, T. Chamova, T. Todorov, A. Todorova, M. Gospodinova, |. Tournev

National conferens of child neurology, Sofia, ,,Park hotel Moskva‘- 2-3 of Sep 2021.

Contract D-129/04.06.2021 GENETIC VERIFICATION AND EVALUATION OF THE
INVOLVEMENT OF SMALL FIBERS IN HEREDITARY MOTOR AND SENSORY
NEUROPATHY

PhD student: Ognyan Aleksiev Asenov

PhD supervisor: Prof. Ivaylo Tournev MD, PhD and Ass. Prof. Teodora Chamova PhD
Address of project implementation: MU - Sofia, Faculty of Medicine, Dept. Neurology,
Clinic of Neurology, University Hospital “Alexandrovska”, 1 St. George Sofiyski Str., 1431
Sofia

RESULTS: The aim of the study was genetic verification of patients with hereditary sensory
and motor neuropathy and assessment of the severity of involvement of thin myelinated and
unmyelinated nerve fibers by Sudoscan and sympathetic skin response. A total of 5 patients (3
women and 2 men) were studied on the basis of anamnestic data (for early onset of complaints
before the first decade, familial history), neurological status (polyneuropathic sensor and motor
syndrome with bilateral tibial and more pronounced peroneal paresis, muscular hypotrophy of
distal parts of the lower and upper limbs, sensory disturbances of the distal hypoaesthesia type
for superficial sensation in the lower and upper limbs and skeletal deformities of the feet such
as pes cavus, equinovarus, pes planus) and nerve conduction study (demyelinating or axonal
neuropathy in upper and lower extremities). Two of those affected have a duplication of
PMP22, one homozygote for the p.Arg37Pro mutation in the HINT 1 gene. In one patient with
duplication of PMP 22 gene, the results of the sudotest show a moderate reduction in the
electrochemical conductivity of the feet and palms, the results of sympathetic skin response, no
responses from the lower extremities and reduced amplitudes in the upper extremities, in the
absence of clinical manifestations of autonomic dysfunction. In the other two patients, the
results of the autonomic tests performed to assess the involvement of thin nerve fibers are
normal. The results of the present study are insufficient to assess the involvement of thin fibers
in patients with hereditary sensory and motor neuropathy due to the small number of patients.

Contract D-132/04.06.2021 THE ROLE OF SFRP4 BIOMARKER FOR EVALUATION
OF METABOLIC CHANGES IN OBESE PATIENTS BEFORE AND AFTER
BARIATRIC/METABOLIC SURGERY
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PhD student: Antonina Georgieva Gerganova, MD

PhD supervisor: Prof. Zdravko Kamenov MD, PhD, DSci

Organization unit: MU - Sofia, Faculty of Medicine, Dept. of Internal Medicine, 1 G. Sofiiski
Str, 1431 Sofia

RESULTS: Obesity is a chronic metabolic disease, which is a major risk factor for the
development of various obesity-related complications and is associated with reduced quality of
life, disability, and mortality. Bariatric surgery is the most effective, but invasive method for
obesity treatment when all other modalities have failed or when complications and obesity-
related comorbidities are present. Mechanisms whereby bariatric surgery not only leads to
weight reduction but also to remission of obesity-associated diseases have become of great
scientific interest in the last couple of years. The aim of this study is to evaluate the effect of
metabolic surgery on metabolic changes in patients before and after bariatric surgery. We
assessed 22 obese patients with/without carbohydrate disturbance and a follow-up was
performed after bariatric surgery. Significant correlation was found between serum levels of
SFRP4 and glucose after 60 min during oral glucose tolerance test (r = 0,402, p = 0,034),
insulin after 120 min during oral glucose tolerance test (r = 0,503, p = 0,006), CAVIR (r =
0,344, p = 0,03), (CAVIL - r = 0,350, p = 0,027), TBImean (r = -0,480, p = 0,002) and BMI (r
=-0,363, p = 0,002). We also found that the reduction of serum SFRP4 leads to an increase in
the risk of obesity - OR = 0.557; CI: 0,376 — 0,876, p = 0,004. Additionally, a reduction of ABI
index was observed after bariatric surgery, which suggests the positive indirect effect of
bariatric surgery on cardiovascular risk. Moreover, it was found that the risk of autonomic
neuropathy was reduced by around 20% assessed by Sudoscan.

Contract D-133/04.06.2021 THE ROLE OF NEW ADIPOKINES IN THE GLUCOSE
CONTINUUM

PhD student: Iveta Slavyanova Nedeva

PhD supervisor: Prof. Zdravko Kamenov MD, PhD, DMedSci

Organization unit: MU - Sofia, Faculty of Medicine, Dept. of Internal Medicine, University
Hospital “Alexandrovska”, 1 George Sofiiski Str., 1431 Sofia

RESULTS: Diabetes and obesity are known to be epidemic and pandemic diseases. The
majority of patients with diabetes are obese, which suggests a close link between the two
pathological conditions. Recently, the endocrine aspects of adipose tissue have become an
active research area, with adipokines secreted from adipose tissue being of particular interest. It
has become clear that the unregulated production of adipokines is involved in the development
of metabolic and vascular diseases associated with obesity. Thus, circulating adipokine levels
can be used as biomarkers of high predictive value for the development of obesity-related
complications, including diabetes mellitus and metabolic syndrome. In our study we examined
153 people with an average age of 52.05+11.74 years, divided into four groups - group 1 with
obesity without carbohydrate disorders (n = 35), group 2 with prediabetes (n = 38) and group 3
n = 38) with newly diagnosed diabetes mellitus and a control group of healthy individuals (n =
42). We monitored asprosyn levels across the spectrum of carbohydrate disorders and found
significantly higher levels in obese and glycemic disorders compared to controls. Higher levels
were also found in persons with obesity and carbohydrate disorders compared to those without
the corresponding deviations. The correlation analysis showed a positive relationship between
serum asprosine and most of the anthropometric parameters, as well as with blood sugar at 60
minutes within the OGTT. With regard to instrumental studies, a positive association between
asprosine and the peripheral neuropathy index was reported.
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Contract D-136/04.06.2021 CHARACTERISTICS OF FLUORIDE RELEASE FROM
DIFFERENT BIOACTIVE RESTORATIVE MATERIALS

PhD student: Victoria Velizarova Gateva

PhD supervisor: prof. Nataliya Gateva-Grancharova

Organization unit: MU - Sofia, Faculty of Dental Medicine, Dept. of Pediatric Dentistry
RESULTS: The aim of the study was to evaluate the concentration and duration of release of
fluoride ions from some types of materials - glass ionomer cement - Fuji IX GP extra (GC),
compomer - Dyract XP (Dentsply Sirona) and giomer - Beautifil 11 (Tokuyama Dental) used as
restorative materials in the primary dentition. For the objective to be achieved, 2 tasks were set
and completed. The first task was to measure the concentration of fluoride ions in deionized
water after a 24-hour stay in it for samples of each of the studied materials. The second task
was an assessment of the change in concentration over time. For the performance of the tasks,
20 cylindrical samples were made from each of the three tested restorative materials. All
samples were kept in an incubator immersed in 5 ml of deionized water at 37°C for 24 hours.
This was followed by measurement of the concentration of fluoride ions in the medium using
an ion-selective electrode for fluorides immersed in it, connected to an ion meter. After
conducting the test, the cylindrical specimens were washed with fresh deionized water, dried,
and transferred to new vials with 5 ml of fresh deionized water. The procedure was repeated
every day for 7 days, then on the 14th, 21st and 28th days. Analysis of the results showed that
GIC outperformed compomer and giomer in terms of fluoride release for all time intervals with
a statistically significant difference. The difference between compomer and giomer was not
significant, but compomer demonstrated higher values for all time intervals. All three materials
released the highest concentrations of fluoride on the first day, after which there was a sharp
drop in fluoride release and continued emission of lower levels from GIC and giomer. With
compomer, such a sharp drop is not observed.
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Medico-social area 2021

Contract D-137/04.06.2021 LONGITUDINAL STUDY OF QUALITY OF LIFE AND
COST ANALYSIS FOR TREATMENT OF PATIENTS WITH ACROMEGALY IN
BULGARIA

PhD student: Yanitsa Antonova Rusneova

PhD supervisor: Assoc. Prof. Maria Kamusheva, M.Pharm, PhD and Assoc. Prof. Atanaska
Elenkova, MD, PhD

Organization unit: MU - Sofia, Faculty of Pharmacy, Dept. of Organization and Economis of
Pharmacy

RESULTS: The aim of the study is to assess in a long-term manner the quality of life of
patients with acromegaly in Bulgaria, the cost- cost-effectiveness of treatment and associated
costs. A set of tools has been applied to achieve the goals: (1) a systematic review of the
literature; (2) a survey with SF-36, EQ-5D and AcroQoL; (3) collection of demographic and
clinical data retrospectively for the hospitalized patients with acromegaly at USBALE "Acad.
Ivan Penchev", Sofia; (4) Micro-costing; (5) cost-effectiveness analysis; (6) statistical analysis.
Most of the identified studies are based on pharmacoeconomic modeling with comparative
alternatives of somatostatin analogs and pegvisomant. The literature review shows the
importance of analyzing the effectiveness and cost-effectiveness of therapies for acromegaly
for the purpose of making informed decisions in health care. The systematic review of quality-
of-life studies in patients with acromegaly confirms the need for periodic monitoring and
evaluation of quality of life. Our own quality of life study shows that women have lower levels
of AcroQol than men 50 vs. 66 (p <0.05). Lower quality of life values for octreotide compared
to octreotide + pegvisomant were identified with all questionnaires: 57 vs. 67 AcroQol (p =
0.0405), 0.699 vs. 0.7586 EQ-5D (p = 0.0595) and 57, 94 vs. 66.06 SF-36 results (p> 0.093).
AcroQol, EQ-5D and SF-36 are reliable questionnaires applicable to the Bulgarian population
with acromegaly. This pilot study confirmed that combination therapy involving biologic
therapy was associated with higher AcroQol appearance scores than monotherapy, a conclusion
that needs to be further confirmed. Cost-effectiveness analysis shows that the probability of
combination therapy somatostatin analogs + pegvisomant is cost-effective compared to
monotherapy with somatostatin analogs in the outcome measure change in IGF-1 levels is
about 70% and in the outcome measure QALY - about 23% at the corresponding profitability
threshold.

Scientific publications and presentations:

e C. Nguyen, Y. Rusenova, M. Kamusheva, K. Mitov. COST-EFFECTIVENESS
ANALYSIS OF ACROMEGALY TREATMENT - A LITERATURE REVIEW.
Medical Journal “St. Anna”. 2021;VII (1-3): 39-44.

e Rusenova, Y., Vandeva, S., Elenkova, A., Petrova, G., Kamusheva, M. Quality of life
of patients with acromegaly: comparison of different therapeutic modalities, Expert
Opinion on Orphan Drugs, 2022;10:1, 48-54, DOI: 10.1080/21678707.2022.2153670

e Parvanova A, Rusenova Y, Kamusheva M et al. Assessment of quality of life in patients
with acromegaly - a systematic review. XII National Conference on rare diseases and
orphan drugs. 10-11 September 2021. Virtual Congress Center. 151.

e Rusenova Y, Pesheva M, Ganov N. et al. Evaluation of the value effectiveness of
acromegaly therapy in Bulgaria - data from the actual therapeutic practice. Submitted
for participation in the XIII National Conference on Rare Diseases and Orphan Drugs.
September 9-10, 2022, Plovdiv.
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COMPETITION ,,STIMULATION OF SCIENTIFIC
RESEARCH IN AREAS OF EXCELLENT ACHIEVEMENT”
2020-2021

Contract D-38/04.03.2021 THE ROLE OF NOVEL BIOMARKERS FOR THE
CARDIOVASCULAR RISK AND THE METABOLIC CHANGES IN PATIENTS
WITH OBESITY BEFORE AND AFTER BARIATRIC/METABOLIC SURGERY
Research team: Prof. Zdravko Asenov Kamenov, PhD, DMedSci
e Assoc. Prof. Antoaneta Gateva, MD, PhD, DMedSci
Assoc. Prof. Vera Karamfilova, MD, PhD
Assist. prof. Yavor Assyov, MD, PhD
Antonina Gerganova
Assist. prof. Tsvetan Gatev, MD - MU
Assist. prof. Iveta Nedeva, MD, PhD
Prof. Kostadin Angelov, MD, PhD
Assoc. Prof. Konstantin Grozdev, MD, PhD
Assist. prof. Julieta Hristova-Dimitrova, MD, PhD
Prof. Radka Kaneva, PhD
Veronika Petkova, PhD
Organization unit: MU - Sofia, Faculty of Medicine, Department of Internal Medicine, 1
Georgi Sofiiski Str., 1431 Sofia

RESULTS: Obesity is a long-term metabolic condition that poses a major risk for various
health problems. It is linked with lower quality of life, reduced ability to work, and even death.
When other methods fail, bariatric (metabolic) surgery is the most efficient option to manage
severe obesity. Lately, there has been an increasing scientific curiosity in understanding how
metabolic surgery not only causes weight loss but also addresses the associated complications
of obesity. The aim of this study was to evaluate, in the context of a prospective investigation,
the role of new biomarkers for cardiovascular risk and metabolic changes in patients with
obesity before and after bariatric surgery. We enrolled 27 patients eligible for bariatric surgery
(BMI > 40 kg/m2 or BMI > 35 with type 2 diabetes) before and 6 months after surgery (RYGB,
sleeve gastrectomy, OAGB) and healthy lean volunteers (n=27). Within the framework of the
present study, a statistically significant difference was found between the levels of both
Asprosin and CTRP-1 in patients with obesity before bariatric surgery and healthy volunteers.
A similar difference was also found at 6 months postoperative follow-up between the patients
who underwent bariatric surgery and the controls. A significant reduction in their levels after
surgery was also noted, which was associated with a reduction in appetite and cardiovascular
risk in patients. Significant correlations were found between serum levels of Asprosin and the
waist/hip ratio (Spearman’s coefficient tho = 0.308, p = 0.038), Fat% (Spearman’s coefficient
rho = -0.384, p = 0.007), metabolic age (Spearman’s coefficient rho = 0.536, p = 0.000), and
mean value of the intima-media thickness index (Spearman’s coefficient tho = 0.522, p =
0.000).
Scientific publications and presentations:
e “Serum CTRP-1 levels in patients with obesity before and after bariatric/metabolic
surgery” — submitted abstract, ID: 163, IFSO World congress of Bariatric and metabolic
surgery, 30.08-01.09.2023, Naples, Italy
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Contract D-39/04.03.2021 ASSESMENT OF PROGRESSIVE VASCULAR
REMODELING OF CEREBRAL ARTERIO-VENOUS MALFORMATIONS

Research team: Prof. Stanimir Stefanov Sirakov, MD, PhD
e Assist. Prof. Aleksandar Sirakov, MD, PhD
e Irena lvanova, MD, PhD
e Assist. Prof. Dimitar Monov, MD
e Assist. Prof. Nikolay Lilyanov, MD
Organization unit: MU - Sofia, Faculty of medicine, Department of Radiology

RESULTS: Arterio-venous malformations (AVMSs) are associated with high rupture risk and
following fatal intracranial hemorrhage due to impaired shunting of arterial blood through
venous component and lack of capillary bed. The pathological mechanisms that take part in
growth, progression and development of AVMs are not fully understood. The aim of this study
was to assess the progressive vascular remodeling of cerebral AVMs via clinical-laboratory
methods. We found an association between age and serum levels of MMP-9. With each
advancing year the levels of MMP-9 significantly lower by 0,644%. We did not find any
threshold levels for both MMP-9 and ICAM-1 in venous and arterial blood which could differ
patients with ruptured from those with unruptured AVMs. We did not find threshold levels for
both MMP-9 and ICAM-1 in peripheral venous blood that could discriminate patients with
AVMs from the healthy controls. We did establish statistically significant difference between
the levels of MMP-9 in arterial blood withdrawn from parent artery proximal to the AVM and
peripheral venous samples withdrawn during procedure, 24 hours after it and on the 7%
postprocedure day. No statistically significant difference was proven between the levels of
ICAM-1 in arterial blood withdrawn from parent artery proximal to the AVM and peripheral
venous samples withdrawn during procedure, 24 hours after it and on the 7" postprocedure day
u (p=0,595). No association was found between sex and rupture as a first clinical manifestation
of AVMs (p=1,000). Further investigation in bigger study samples with patients with ruptured
and unruptured AVMs are needed to determine in detail vascular remodeling.

Contract D-42/08.03.2021 ESTABLISHMENT AND OPTIMIZATION OF A METHOD
FOR ANALYSIS OF A DYNAMIC EXPANSION IN THE ATXN2 GENE IN PATIENTS
WITH AMYOTROPHIC LATERAL SCLEROSIS
Research team: Prof. Albena Parvanova Todorova-Georgieva, DSc
e Acad. Prof. Vanyo Mitev, MD, DSc
Assist. Prof. Bilyana Georgieva, PhD
Prof. Ivaylo Tournev, MD, DSc
Yanka Dangulova, PhD
Tihomir Todorov, PhD
Slavko Ormandzhiev, MSc
Organization unit: MU - Sofia, Faculty of Medicine, Department of Medical Chemistry and
Biochemistry, 2 Zdrave Srt., 1431 Sofia

RESULTS: Amyotrophic lateral sclerosis (ALS) is a rare and incurable neurodegenerative
disease. The goal of this scientific research was to implement and optimize a method for
analysis of dynamic (CAG)n expansions in the ATXN2 gene in patients with presumable clinical
diagnosis ALS among the Bulgarian population. We have developed and optimized a method
for analysis of expansions in the ATXN2 gene. The PCR based method of detection with
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fragment analysis was successfully implemented. We have genetically verified 9 patients with
presumable clinical diagnosis ALS. We have identified 7 expansions in the range of 27-30
CAG repeats and 2 borderline 26 CAG repeats. We have also verified two asymptomatic
family members for two of the patients. One carried 28 repeats and the other had borderline 26
repeats, which were the same for the index patients. In the following study of the ATXN2 gene
we have determined an expansion frequency of 4,5% in Bulgarian patients, which is close to
our literature findings (~4,7%) for all ALS cases [Elden et al., 2010]. Our patients’ group is
small, but we can identify correlation between the genotype and phenotype trait “beginning of
the disease”: carlier development for bigger expansions. While analysing the vertical
inheritance of the 28 CAG expansion in the index patient’s family member, we have identified
a stable transition (28CAG>28CAG). Borderline values must be interpreted in the context of
the clinical manifestation. These could develop into big expansions in the next generation,
which at first glance doesn’t affect the patient, but has impact, due to anticipation.
Amyotrophic lateral sclerosis is a rare neurodegenerative disease for which there is a lack of
genetic data for Bulgarian patients. The following research has contributed to the genetic
characterization of 4,5% of 200 patients, and the obtained results enrich the worldwide
database with data for Bulgarian population.

Contract D-43/08.03.2021 MOLECULAR-GENETIC VARIANTS IN BTD GENE,
ENCODING THE ENZYME BIOTINIDASE IN BULGARIA
Research team: Assist. Prof. Bilyana Georgieva Georgieva, PhD
e Prof. Albena Todorova-Georgieva, PhD, Dsc
Assist. Prof. Silviya Kalenderova-Valkova, PhD
Maria Dulgerova
Yanka Dangulova
Assist. Prof. Ani Miteva, PhD
Slavena Atemin, PhD student
Iglika Yordanova, PhD
Organization unit: MU - Sofia, Faculty of Medicine, Department of Medical Chemistry and
Biochemistry, 2 Zdrave Srt., 1431 Sofia.

RESULTS: Aim of the study was to determine the spectrum of molecular-genetic variants in
the BTD gene and their effect on the activity of the enzyme biotinidase. We reanalyzed with
GenSearchNGS (1.7.03) software the available NGS data from 135 patients with different
clinical diagnoses for searching different molecular-genetic variants in the BTD gene, which we
further confirmed with Sanger sequencing. irect sequencing was used to check the presence of
the mutation p.Asp444His in 100 normal unrelated control samples, used for defining the
control ranges for normal biotinidase activity. We found that the carrier frequency of
p.Asp444His in Bulgaria is higher (11,53%) than the published in the literature. We determined
the control ranges for normal biotinidase activity in non-carriers of p.Asp444His- mean 5,34
pmol/min/disk (range 3,70 - 6,96 pmol/min/disk). Carriers of p.Asp444His have mean
biotinidase activity 3,69 pmol/min/disk (69% of the mean normal biotinidase activity). Our
experience shows that only on the basis of biotinidase activity the genetic status regarding the
p.Asp444His mutation can’t be determined. Reanalyzing the NGS results we found 7 known
molecular-genetic variants in the BTD gene — 2 pathogenic variants: ¢.1330G>C (p.Asp444His)
and c¢.625C>T (p.Arg209Cys), 4 non-pathogenic variants: ¢.1413T>C (p.Cys471Cys),
€.1171C>T (p.Pro391Ser), c.261C>T (p.Asn87Asn) and c¢.645C>T (p.Leu215Leu), and 1
variant with uncertain significance: ¢.133G>A (p.Gly45Arg), with which we expand
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knowledge of the already known molecular variants in the gene. We found two patients who
are very likely to have partial biotinidas deficiency - the first is homozygous for p.Asp444His
mutation, the other is compound heterozygous for p.Asp444His and p.Arg209Cys. In both
patients it has never been supposed as a probable clinical diagnosis biotinidase deficiency,
indicating that our specialist doctors should be more acquired and learn in more details the
characteristics of this disease in order to be able to offer families proper diagnosis and therapy,
and adequate genetic counseling.

Contract D-44/08.03.2021 PRESENCE OF LOW, INTERMEDIATE AND HIGH-RISK
HUMAN PAPILLOMA VIRUSES IN TISSUE MATERIALS OF PATIENTS WITH
BENIGN PROSTATIC HYPERPLASIA, PRECANCEROUS CONDITIONS AND/OR
PROSTATE CANCER
Research team: Assist. Prof. Silvia Georgieva Kalenderova-Valkova, PhD

e Prof. Albena Todorova-Georgieva, PhD, DSc

e Assist. Prof. Bilyana Georgieva, PhD

e Assist. Prof. Anita Kavrakova, PhD

e Kremena Mesechkova
Organization unit: MU - Sofia, Faculty of Medicine, Department of Medical Chemistry and
Biochemistry, 2 Zdrave str, Sofia 1431

RESULTS: There are data showing positive association of high-risk Human Papilloma Viruses
(HPV) with the onset and progression of prostate cancer (PCa), based on their oncogenic
biological activity. We tested Bulgarian probands for a presence and role of low, intermediate
and high risk HPVs in PCa. A total of 55 “tru-cut” biopsies from Bulgarian patients with
proven PCa and 17 with benign prostatic hyperplasia (BPH) were analyzed. DNA/RNA
isolation and PCR-based hybridization method were applied. A RNA/DNA bank from PCa and
BPH biological samples with well described preclinical and clinical characteristics was created.
HPVs were detected in 9,09% of our “tru-cut” biopsies with PCa and 5,88% with BPH.
Detected low-risk HPVs are 42 and 54/55, while high-risk HPVs are 18 and 51. Histological
examination showed a presence of high and moderate differentiated acinar adenocarcinoma in
combination with BPH, PIN and inflammation. Our results support the hypothesis that long-
term active infection predominantly with high-risk HPV in prostate contributes to intraprostatic
inflammation, precancerous lesions and BPH, and later to malignancy. We plan to expand the
research on solid prostatic tumors.
Scientific publications and presentations:
e “Molecular and infectious profiling of prostate cancer” E. Todorova, A. Kavrakova, B.
Georgieva, K. Mesechkova, K. Anachkov, K. Yanev, G. Ivanov, G. Derimachkovski,V.
Mitev and A. Todorova. ESHG 2022, 11-14.06.2022, Vienna, Austria.

Contract D-45/08.03.2021 EPIDEMIOLOGICAL TYPING WITH MOLECULAR
GENETIC METHODS OF STAPHYLOCOCCUS AUREUS ISOLATES FROM
VARIOUS INFECTIONS
Research team: Prof. Raina Tsvetanova Gergova, MD, PhD

e Assist. Prof. Dr. Virna-Maria Tsitou, PhD

e Assist. Prof. Adile Mukhtarova, PhD

e Prof. Radka Kaneva, PhD
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e Kalina Mihova
Organization unit: MU - Sofia, Faculty of Medicine, Department of Medical Microbiology,
MU, MF, 2 Zdrave Str., Sofia, 1431

RESULTS: The aim of this study is to investigate molecular epidemiology of clinically
relevant S. aureus isolates and to evaluete the relatinoship with their virulence and antibiotic
resistance.
Results: A total of 558 invasive and non-invasive clinical strains S. aureus isolated during
2016-2020 from hospitals in Sofia, were identificated by phenotypical methods including their
resistance to antimicrobial drugs and stored at -70°C with their DNA extracts for next
molecular-genetic investigations. All MRSA and representative number of MSSA were studied
and evaluated for the staphylococcal RAPD type and MLST - sequence type (ST) distribution.
Epidemiological typing by RAPD method demonstrates widespread nosocomial distribution of
24 clones and divergence of MSSA in the period 2016-2020. The dominant type A, which
circulated more intensively in 2016 and 2017, showed high epidemic and invasive potential.
The isolates from the newer clone I, from 2018, showed significantly higher virulence and
macrolide resistance in 42.9%, encoded by ermB and ermC. 15 MRSA clones were identified
by RAPD, and five clonal complexes and 11 ST types by MLST methods respectively. Among
them, the dominant sequence type is ST5CC5 - a known international epidemic clone
(EMRSA), corresponding to the RAPD clone a and persisting throughout the study period with
high epidemic and invasive potential. Sequence type ST582CC15, corresponding to clone b,
again contained strains with high virulence and epidemicity from the three hospitals. Clone ¢
that corresponded to ST217CC22, showing significant heterogeneity, was found in only 1
hospital and in outpatients. Clone d, resp. ST8-CC8 containing only invasive HA-MRSA is also
known as international EMRSA. Conclusion: This research of virulence, mechanisms of
antimicrobial resistance, serotypes distribution and molecular epidemiology of clinically
relevant staphylococcal isolates creates the basis for future monitoring of evolution and genetic
relation of Bulgarian S. aureus strains in comparison with the globally spread of resistant
clones.
Scientific publications and presentations:
e Virna-Maria Stavros Tsitou, Microbiological and genetic studies on virulence,
resistance and molecular epidemiology of clinical isolates of Staphylococcus aureus,
PhD, Sofia, 2021
e Raina Gergova, Virna-Maria Tsitou, Svetoslav G. Dimov, Lyudmila Boyanova, Kalina
Mihova, Tanya Strateva, Ivanka Gergova and Rumyana Markovska. Molecular
epidemiology, virulence and antimicrobial resistance of Bulgarian methicillin resistant
Staphylococcus aureus isolates Acta Microbiologica et Immunologica Hungarica, 2022;
2022;69(3):193-200.

Contract D-46/08.03.2021 ASSESSMENT OF INCRETIN RESPONSE AT DIFFERENT
STAGES OF IMPAIRED GLUCOSE TOLERANCE
Research team: Prof. Tsvetalina lvanova Tankova, MD, DMSci
e Assist. Prof. Greta Grozeva-Damyanova, MD, PhD
Assist. Prof. Nevena Chakarova, MD, PhD
Assist. Prof. Roumyana Dimova-Draganova, MD, PhD
Assist. Prof. Maria Boyadjieva-Vladimirova, MD, PhD
Mina Serdarova, MD — PhD student
Ani Tododrova, MD, PhD
Polina Tsarkova, MD
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e Martina Salkova, MD

e Teodora Yanakieva, MD
Organization unit: MU - Sofia, Faculty of Medicine, USHATE “Acad. Ivan Penchev”,
Department of Diabetology, 2 Zdrave Str., Sofia 1431

RESULTS: The aim of the present study is to assess insulin and GLP-1 response and their
relationship during OGTT at different stages of impaired glucose tolerance. 90 subjects — 28
males and 62 females, of mean age 47.1+10.6 years, mean BMI 31.7+6.1 kg/m?, were enrolled
in the study. Glucose tolerance was studied during OGTT with additional sampling at 60
minute. Subjects were divided into three groups - 29 with normal glucose tolerance (NGT), 30
with normal glucose tolerance+high glucose at 60 min (NGT+high 60 min) and 31 with
impaired glucose tolerance (IGT). Insulin, C-peptide, GLP 1 total and GLP 1 active during
OGTT were assessed by ELISA. Statistical analysis of data was performed with SPSS v.21.0.
There was no statistically significant difference in the hormonal response - both insulin and
incretin, during OGTT, between the study groups. No significant correlation between insulin
and GLP 1 response was found. A qualitative tendency for incrment in the insulin response and
decrement in the incretin one was observed with the transition from NGT to NGT+high 60min
and IGT. Regardless of the lack of statistical significance based on the study results it could be
speculated that incretin response in prediabetes as assessed by the main incretin hormone GLP
1 is qualitatively changed and diminished. The population with NGT+high 60min probably
represents a separate stage in the early glucose intolerance and probably should be
differentiated from NGT and seen as separate entity of increased risk.

Contract D-47/08.03.2021 RELATION BETWEEN PRESENCE OF GENETIC
POLYMORPHISM OF IL-23 AND SEVERITY OF PERIODONTITIS
Research team: Assoc. prof. Antoaneta Mlachkova, PhD

e Assist. Prof. Zdravka Pashova-Tasseva

e Prof. Christina Popova, PhD

e Maya Kicheva, PhD
Organization unit: MU - Sofia, Faculty of Dental Medicine, Periodontology department, 1 St.
George Sofiyski Str., 1431 Sofia

RESULTS: In the recent science project 83 individuals took part-62 patients with moderate
and severe periodontitis and 21 healthy controls. In all of the tested participants detailed
periodontal diagnostics was conducted and a ‘buccal mucosa’ sample was taken which a RFLP-
PCR about SNPs of IL-23. The data processing was implemented by statistical analysis via
PCA — IBM SPSS Statistics Version 22 and shows presence of two genotypes for SNP of 1L-23
— GG and GA. The most frequently encountered genotype for SNP of IL_23 — GG, doesn't
show any significant relation with the severity of periodontitis. Despite that higher values of
CAL and BI/Age in male patients that are smokers were established. In the two patients with
GA genotype higher values of BI/Age were registered. No relation between the tested genetic
polymorphism and the severity of the periodontitis was established, but there is a marked
tendency about the severity of the periodontal disease in certain genotypes. Because of the
small representative sample, the results are not absolute. Further investigations are among
larger population are needed.
Scientific publications and presentations:
e Pashova-Tasseva Z, Popova Ch, Tosheva E, et al. Proinflammatory cytokine
polymorphisms and severity of periodontitis in a cohort of Bulgarian patients. Acta
Medica Bulgarica. 2022;49(4):31-37
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e Pashova-Tasseva Z, Mlachkova A. Interrelationship between proinflammatory
cytokines and periodontitis. 20th Congress of BZS on June. Burgas. 16-18. 06. 2022

Contract D-213/15.12.2021 Prevalence of a SARS-CoV-2 mutant variant (deletion in
ORFS8 of 382 n.d.) in a Bulgarian sample collection of positive patients and its linkage with
a characteristic clinic
Research team: Assist. Prof. Bilyana Georgieva Georgieva, PhD

e Prof. Albena Todorova-Georgieva, DSci
Anita Kavrakova, PhD
Maria Dulgerova, chemist
Yanka Dangulova, biologist
Kremena Mesechkova, PhD student
Organization unit: MU - Sofia, Faculty of Medicine, Department of Medical Chemistry and
Biochemistry, 2 Zdrave Str, Sofia 1431
RESULTS: Objective: To investigate the prevalence or absence of a SARS-CoV-2 mutant
variant (deletion in ORF8 of 382 bp.) in a Bulgarian sample collection of positive patients and
its linkage with characteristic clinical findings. Materials and methods: Concentration and
stabilization of the RNA molecules for RT-PCR, qualitative and quantitative Real-Time PCR
were applied. Results: The target SARS-CoV-2 mutant variant (deletion in ORF8 of 382 bp)
was detected in 10,11% of the Bulgarian SARS-CoV-2 positive patients. All carriers of SARS-
CoV-2 mutant variant (deletion in ORF8 of 382 bp) reported prolonged active infection and
continued quarantine period. Most of those patients fell into the mild-to-moderate clinical
group, as did the rest of the patients in the sample. There are only a few severe clinical cases
that resulted in hospitalization and death. Diverse and long-lasting post-covid complications
were reported in positive patients for the SARS-CoV-2 mutant variant (deletion in ORF8 of
382 bp), such as mild shortness of breath months after infection, permanent fatigue, migraine
headache, back pain, insomnia, hair loss, arrhythmia, etc. In one of the patients, post-covid
heart damage and respectively aortic valve replacement was done. Conclusions: Effective
migration of the target mutant from its primary location to Europe through mass globalization
and travel was demonstrated. The SARS-CoV-2 (deletion in ORF8 of 382 bp) mutant causes a
prolonged active phase of viral infection. Despite milder clinical presentation and consequences
among patients carrying the target mutant, we show that it is capable of causing hyposaturation
pneumonia and diverse and long-term post-covid complications. An interesting fact is that data
for the most severe clinical symptoms are concentrated in immunocompromised patients with
diagnoses, such as Hashimoto's, Bekhterov's disease. We believe that the differential diagnosis
and characterization of SARS-CoV-2 genomic variants has direct therapeutic significance.

Contract D-214/15.12.2021 Assessment of glucose-dependent insulinotropic peptide GIP
in prediabetes
Research team: Prof. Tsvetalina lvanova Tankova, DSci

e Assoc. Prof. Greta Grozeva-Damyanova, MD, PhD

e Assoc. Prof. Nevena Chakarova, MD, PhD

e Assoc. Prof. Roumyana Dimova-Draganova, MD, PhD

e Mina Serdarova, MD, PhD
Organization unit: MU - Sofia, Faculty of Medicine, USHATE “Acad. Ivan Penchev”,
Department of Diabetology, 2 Zdrave Str., Sofia 1431
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RESULTS: The aim of the present study is to assess glucose-dependent insulinotropic
polypeptide (GIP) and its relationship to the parameters of glucose homeostasis in prediabetic
states — impaired fasting glucose (IFG) and impaired glucose tolerance (IGT). 90 subjects — 28
males and 62 females, mean age 47.7£10.9 years, mean BMI 31.5+5.8 kg/m2 were enrolled in
the study. Glucose tolerance was studied during OGTT with an additional assessment of
HbA1lc. Subjects were divided into three groups - 29 with normal glucose tolerance (NGT), 30
with impaired fasting glucose (IFG) and 31 with impaired glucose tolerance (IGT). Insulin, C-
peptide and GIP total during OGTT were assessed by ELISA. Glucose variability was
presented as a percentage of the coefficient of variation calculated from the raw data from the
continuous glucose monitoring (Libre Pro). Statistical analysis of data was performed with
SPSS v.21.0. There was no statistically significant difference in the GIP-incretin hormonal
response between the study groups. No significant correlation between GIP and the parameters
of glucose homeostasis was found. A qualitative tendency for increment in incretin response,
decrement in insulin sensitivity and beta-cell function and increase in glucose variability with
the transition from NGT to prediabetes was observed with glucose variability being
significantly elevated in IGT compared to NGT (p<). The results are in favour of the hypothesis
for predominantly qualitative defect rather than quantitative one at the stages of prediabetes.

Contract D-216/15.12.2021 Broadening the molecular pathology in patients with late-
onset hereditary ataxia, negative for expansions of dynamic repeats, using NGS
Research team: Prof. Radka Petrova Kaneva, PhD

e Prof. Radka Kaneva, PhD
Prof. Albena Jordanova, PhD
Prof. lvaylo Turnev, MD, DSc
Assoc.Prof. Teodora Chamova, DSc
Assistant Prof. Nevyana lvanova, PhD
Kalina Mihova
Stoyan Bichev
Stilyana Panova
Martin Georgiev
Organization unit: MU - Sofia, Faculty of Medicine, Department of Medical Chemistry and
Biochemistry, Molecular Medicine Centre, 2 Zdrave str, 1431 Sofia
RESULTS: The aim of this was to reveal the genetic causes for the development of the late-
onset hereditary ataxias (LOHA) in patients in whom the most common genetic defects —
expansions of dynamic repeats — have been rejected. The idea was to look for another type of
variants using whole exome sequencing (WES). We analyzed 50 unrelated patients.
Pathogenic/potentially pathogenic variants were detected in 37 patients. Mutation spectrum
includes 29 genes, of which 19 are known genes for LOHA. Most frequently they were found
in the PNPLA6, FAT2, PRKCG, PRNP, POLG and SPTBN2 genes. Making a genetic
diagnosis proved to be key in defining complex phenotypes such as Boucher-Neuhauser
syndrome, ARSACS and prion disease, for which there was no data among Bulgarian patients
until now. We also identified variants in 3 novel candidate genes for LOHA which there were
only single reports until now (FAT1, MTLC1, SPTAN1). In seven patients, were found
variants in genes associated with other neurodegenerative/neuromuscular diseases
(amyotrophic lateral sclerosis, Parkinson's disease, spastic paraplegia and myopathy), and in
one patient, a homozygous variant in the ADA2-gene associated with cerebrovascular disease
was detected. This confirms the previously reported data on the clinical and genetic overlap of
these diseases. In two patients, additionally to variants in genes for LOHA, a second genetic
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variant associated with another neurological disease (TGM6 and ADA2; DNMT and CPT1C)
was found. In both cases, clinical re-evaluation confirmed the presence of additional symptoms
that could be attributed to the variant in the second gene. These findings indicate that different
symptoms of the clinical picture in one patient may be due to molecular defects in more than
one gene, each of which leads to the development of particular clinical symptoms and is
inherited independently. It is possible that defects in these genes follow a different inheritance
pattern, which would explain the clinical heterogeneity among patients within the same family.
Scientific publications and presentations:
¢ Ivanova N, Mihova K, Chamova T, Bichev S, Kamenarova K, Kachakova D, Georgiev
M, Bozhilova R, Dimitrova I, Savov A, Turnev T, Jordanova A, Kaneva R. P11.011.C.
Whole exome sequencing in Bulgarian patients with late-onset hereditary ataxia
expands the genetic diversity of the disease. European Society of Human Genetics
Conference. Glasgow, United Kingdom. 10-13 June 2023.
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Contract D-40/04.03.2021 BUILDING OF A LABORATORY FOR THE POSTURE AND
LOCOMOTION STUDY AT THE PHYSIOTHERAPY DEPARTMENT IN FPH IN
MU-SOFIA (STAGE 1)
Research team: Assoc. Prof. Stefan Nedkov Yanev, PhD
e Assoc. Prof. Vanina Mihailova-Alakidi, PhD
Assoc. Prof. David Kanchev, PhD
Assoc. Prof. Dr. Yoannis Papantasiou, MD, PhD
Prof. Ivet Koleva-Yosinova, MD, PhD, DSci
Assist. Prof. Todor Dimitrov, PhD
Assist. Prof. Julieta Gerenova, PhD
Assist. Prof. Inna lvanova, PhD
Assist. Prof. Nadya Manova
Assist. Prof. Elena Zheleva
Assist. Prof. Elvira Nikovska
Prof. Antonia Yanakieva, PhD
Prof. Mariela Yaneva-Delivska, PhD, DSci
Assoc. Prof. Todor Kundurgiev, PhD
Assist. Prof. Svetlin Georgiev
Organization unit: MU - Sofia, Faculty of Public Health, Department of Physiotherapy, 15
Bull. Acad. Ivan Evstratiev Geshov, 1431 Sofia

RESULTS: SEMG equipment has been installed in the second-stage Posture and Locomotion
Research Laboratory at the Department of Physiotherapy at the Medical University - Sofia,
providing the opportunity to conduct basic biomechanical, kinesiology examinations of healthy
individuals and pathokinesiology studies of patients. The spectrum of the laboratory contains
various conditions after injuries of the lower limbs, pelvis and spine; diseases of the
musculoskeletal system and connective tissue; diseases of the nervous system (central and
peripheral); diseases of the inner ear; cerebrovascular diseases; congenital anomalies,
deformities and chromosomal aberrations, etc. The hardware used for SEMG (surface
electromyography) that we acquired is the FREEEMG 1000 of the Italian company BTS
Bioengineering and it has the following characteristics: waterproof, wireless connection with
20 m free distance between the receiver and the transmitters, resolution: 16 bit, signal
acquisition frequency: 1 kHz, lithium-ion batteries with charger, holter: up to 5 hours for each
sensor, built-in memory in each electrode, weight about 10 grams with battery included. The
precise digital measurements and analysis provide the opportunity to accurately register the
symptoms, their reproducibility and comparability over time, which supports the scientific
work in the clinics of orthopedics and traumatology, neurology, pediatrics, physical and
rehabilitation medicine at the University multidisciplinary hospitals of MU-Sofia. Scientific
forums have been organized and informational meetings have been held to popularize the
capabilities of the laboratory not only in medical circles, but also with partners from other
higher education institutions in Bulgaria. Improving the quality of training in the specialty
"Kinesitherapy" and "Rehabilitator” at MU-Sofia, by conducting practical exercises in the
laboratory of students from the specialty, as well as by updating the curricula. A doctoral
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student from the team obtained the Educational and Scientific Degree "Doctor" (PhD) and one
of the habilitated teachers obtained the Scientific Degree "Doctor of Sciences" on topics related
to the project.
Scientific publications and presentations:
e "The postural function - a basic and integral part of the human motor function in a state
of health and disease" for the acquisition of a scientific degree "Doctor of Sciences" —
Assoc. Prof. David Rumenov Kanchev, PhD
e "Role of rehabilitation in improving the quality of life after arthroscopic interventions
of the knee joint" for awarding the educational and scientific degree "Doctor" -
Antoaneta Petkova Bayraktarova

Contract D-41/08.03.2021 CONSTRUCTION OF INTERNAL NETWORK
INFRASTRUCTURE TO ENSURE STORAGE, TRANSFER AND PROCESSING OF
BIOLOGICAL SIGNALS AND RECEIVED EXPERIMENTAL RESULTS OF
COMPLEX STUDIES OF ANIMAL MODELS OF SOCIALLY SIGNIFICANT
DISEASES
Research team: Assoc. Prof. Yury Penkov Nyagolov, MD, PhD

e Prof. Lazar Slavov, MD, PhD
Assoc. Prof. Miroslava Varadinova, MD, PhD
Assist. Prof. Nadya Hristova-Avakumova, PhD
Assist. Prof. Petar Somlev, MD, PhD
Assist. Prof. Evgeny Gabev, PhD
Andrey Popov
Petya Markova, PhD
Nikoleta Vulova
Organization unit: MU - Sofia, Faculty of Medicine, Department of Physiology and
Pathophysiology

RESULTS: The implementation of this project ensured the storage, transfer and access for
specific processing of the data sets of registered biological signals generated in the laboratory
of hemodynamics and renal function and of experimental results obtained from complex
interdisciplinary studies of animal models of socially significant diseases. The established
network and server infrastructure provides network integration of the available in the
Laboratory of Hemodynamics and Renal Functions, Department of Physiology and
Pathophysiology, polyphysiographic and analytical equipment and the necessary space for
storage of data. The laboratory conducts comprehensive research on various animal models of
diseases, which is realized in collaboration with specialists from the departments of
pharmacology and toxicology, chemistry and biochemistry, physics and biophysics, anatomy,
histology and embryology at the Medical Faculty, MU-Sofia, and with research teams from
other universities. The construction of the infrastructure also provided an opportunity for the
most efficient use of available software products in real time, both for registration and for
processing the information received from various posts both locally and remotely. The ability
for constant access to experimental data and for communication between individual researchers
provides a flexible and efficient mode of operation. The purchased up-to-date, licensed
statistical software package with graphic module is the basis for building unified algorithms for
applying statistical methods for experimental data processing, as well as for training young
researchers from different fields with different statistical methods for processing and
visualization of data stored in the database. experimental results. The construction of a modern
infrastructure with opportunities for access to the results of multidisciplinary research will
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allow for the expansion of the applied methodological approaches for processing and wide-
ranging and detailed discussion of the obtained experimental data.

Contract D-212/13.12.2021 INTEGRATION OF A DIGITAL INFORMATION
MODULE BASED ON CAD/CAM TECHNOLOGIES IN THE TRAINING OF
STUDENTS OF THE SPECIALTY "DENTAL TECHNICIAN" OF THE MEDICAL
COLLEGE "YORDANKA FILARETOVA™
Research team: Assoc. Prof. Eng. Stefan Kolev Velikov, PhD

e Prof. Ralitsa Zlatanova-Velikova
Prof. Nokolay Popov, PhD
Assoc Prof. Radka Goranova-Spasova, PhD
Assist. Prof. Spartak Yanakiev
Nadegda Kostova-Kamburova
Mila Moskova, PhD Student
Assist. Prof. Darina Dimitrova-Stefanova
Ailin Ahmed, student
Elina Mitcheva, student
Organization unit: MU - Sofia, Medical College “Jordanka Filaretova”- Sofia
RESULTS: CAD/CAM (computer-aided design/computer-aided manufacturing) is a
technological method that uses specialized software and equipment to design and manufacture
various types of prosthetic structures. It has been introduced into medicine in general and
dentistry and dental technology in particular. The aim of the project is to increase the
competence, quality of training and competitiveness of the students of the specialty "Dental
Technician”, to evaluate the accuracy of new dental materials and devices and to create
opportunities for professional collaboration by building and renovating the infrastructure of J.
Filaretova with modern CAD/CAM technologies. The results of the project are: Upgrading of
the infrastructure of Medical College "J. Filareta” with modern technologies and modern
technologies; Update of the curricula of the profile disciplines in accordance with the modern
trends worldwide through the integration of CAD/CAM theoretical and practical classes;
Expansion of pedagogical opportunities and improvement of the quality of illustration of the
teaching material; Implementation of laboratory studies on the accuracy of working models of
different materials and the possibility of comparative analysis and evaluation of the adaptation
of prosthetic structures to them; Developing the skills of trainers and trainees to use modern
CAD/CAM technologies and dental software; Opening up opportunities to carry out
postgraduate courses on campus and at the University. The upgrading of the infrastructure will
open up new opportunities for research and scholarly activities within the project and in the
years to come. The availability of CAD/CAM technologies enables successful collaborations
with other universities and colleges abroad where these methods are a strong focus of training.
Promotion of the results of the project increases the attractiveness of the specialty "Dental
Technician" at Medical College "Yordanka Filaretova” and Medical University - Sofia.
Scientific publications and presentations:

e Yanakiev, S., S. Velikov, N. Kostova-Kamburova, M. Moskova, E. Micheva, Attitudes
and Attitudes of Students of the Dental Technician Specialty of MK "Y. Health and
Science, 3-4. 48-54, 2022

e Yanakiev S., S. Velikov, N. Kostova-Kamburova, M. Moskova, E. Micheva Role of
CAD/CAM training in the practical and theoretical training in the technology of dental
prostheses of the first-year students of the specialty "Dental technician" of MK "J.
Filaretova", Health and Science, 2023, in press
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Yanakiev S., N. Kostova-Kamburova, M. Moskova, S. Simeonov, E. Micheva, Three-
dimensional printing in dentistry and dental technology, Health and Science, 2023, in
press /in Bulgarian/

Spartak Yanakiev, Stefan Velikov, Nadezhda Kostova-Kamburova, Mila Moskova,
Elina Micheva. Effect of the cad/cam education on the practical and theoretical training
of dental technician students at Medical college " Y. Filaretova”, SOFIA, 7th Asia
pacific International Modern Sciences Congress, November 4-5, 2022, Jakarta,
Indonesia

Spartak Yanakiev, Stefan Velikov, Nadejda Kostova-Kamburova, Mila Moskova, Elina
Micheva. Attitudes of the students of the "Dental technician” specialty at Medical
college "Y. Filaretova" on the use of CAD/CAM technologies, 8th International black
sea coastline countries scientific research conference, , August 29-30, 2022 / Sofia,
Bulgaria

Yanakiev S., N. Kostova-Kamburova, M. Moskova, E. Miceva, Three-dimensional
printing in dentistry and dental technology, JUBILEE SCIENTIFIC CONFERENCE
"Traditions and Future in Medical Education” on the occasion of 180 years since the
birth of Yordanka Filaretova, 21 March 2023, Sofia, Bulgaria
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