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PEUEH3UA

oT npod. a-p Penu Emun KanduH, 06, PrkoBoguTten Ha HayuyHo HanpaBneHue
»BuonornyHu edpekTy Ha NPUPOAHU U CUHTETUYHM BeljecTBa“
npu UHcTUTyT No HeBpobuonorusa, BAH

Ha aucepTaunoHeH TpyA 3a npuckxaaHe Ha obpasoBaTenHara U HayyHa cteneH '[JokTop'
B obnacT Ha BucLLe obpasoBaHue 7. 3apaBeonasBaHe U CropT
npodgecnoHanHo Hanpaenexue 7.1. ,MeguuuHa“

OoKTopcka nporpama ,VHdekuymosHm bonectun”

ABTop: A-p MeTtep Meoprues Bacunes

®opma Ha goKTopaHTypara: PenosHa

Kategpa: VHdekumosHu Gonectu, napasuTonorsa U KNnuHU4Ha MeguumuHa

Tema: ,[IpoyysaHusi 8bpXy KITUHUKO-enudeMuonozuyHU Xapakmepucmuku U HsKou
namozeHemuy4yHuU mexaHusmu npu Clostridium difficile uHgekyusa”

Hay4yHuu pbkoBogutenu:

Mpod. A-p MapusiHa Ctoiyesa, AMH
Mpod. BaneHTuH Typuiicku, a6

1. O6wo npeacraBsHe Ha nNpoleaypaTta U JOKTOpaHTa

ABTOp Ha AucepTauuoHHus Tpya e a-p lMetop leoprues Bacunes — pefgoseH
nokropaHT B Kategpa ,MHdekumosHn Gonecty, napasutonorms 1 KNUHUYHa MeauumuHa
npy MeauumHcknm akynteT Ha MeguuMHCKM  yHUBepcUTeT-MnoBavB C  HayyHu

pBKoBOAUTENN Npod. A-p MapusaHa Ctoiyesa, AMH 1 npod. BaneHwtuH Typuiicku, gb.

MNpegcraBeHUAT My OT AOKTOpaHTa KOMMMEeKT MaTtepuani BKMw4YBa CregHuTe
OOKYMEHTWU:



1. 3assnexue go Pektopa Ha MY-TTnoeaue 3a fonyckaHe [0 ouuuanHa sawuTa ¢ onuc Ha
[JOKYMEHTUTE.

[vcepTaumnoHeH Tpya B eNeKTpoHeH dopmar.

ABTOpedepaT Ha XapTUEH HOCUTEN U B ENEKTPOHEH dopmar.

TBopuyecka aBToOMorpacus — esponeiicku opmar.

[unnoma 3a o6pasoBaTtenHo-kBanuuKkaLnoHHa CTeNeH ‘MarucTop’ C NPUMOXEHNE.
Cnucek Ha nybnukauuuTe no Temarta Ha AucepTaLMoHHUS TPYA.

Konwus Ha nybnukauumTe B eneKTpoHeH dopmar rno Temarta Ha AUCcepTaLUuoHHus TPyA.

O N OOk wN

3anoeen 3a 3auncnsBaHe B JOKTOpPaHTypa.

9. TpoTokon oT paswupeH KateapeH CLBET 3a OTUYUCNSABAHE C NPaBo Ha 3aluuTa.

10. 3anoeep 3a oT4yMCNsABaHE C NPaBo Ha 3alluTa.

11. lNpOTOKOS OT U3NUT — OKTOPaHTCKN MUHUMYM NO crneumanHocTTa.

12. [leknapauus 3a OpUrMHanHoCT ¥ JOCTOBEPHOCT Ha NPUIOXEHUTE JOKYMEHTU.

13. CepTudhmKaT 3a nony4yeHu Kpeautu ot obyyeHueTo no rpynosus yyebeH nnaH.

14. pyr1 OOKYMEHTU, CBbP3aHu C Xo4a Ha npouegypara.

15. HdopmaumoHHa kapTta Ha HALIV 3a 3awuTeH aucepTaunoHeH TpyA Ha Obnrapcku esuk.
16. MHdopmaumvoHHa kapta Ha HALW 3a 3alumTeH gucepTaumoHeH Tpya Ha aHrnuickin esuk.

[JOKyMEHTUTE Ha [OKTOpaHTa ca B NMbMIHO cboTBeTCTBME ¢ Un.115 (1) ot PernamexTa
3a npupobusaHe Ha OHC ,Hoktop* B MeauumHcku yHusepcuteT — [noBave u
MpaBunuuka Ha MY-Mnoeame ot 06.11.2014 r. MNMpu obyueHveTo cu B [JOKTOPaHTCKOTO
yaunuige Ha MeauumHckm yHuBepcuTeT-lnosams, A-p lNetbp Bacunes € uv3MbrAHWN
324 bIMKUTENHUS MUHUMYM U e nony4un obulo 128 kpeguTa.

BbB Bpb3Ka C AUCEPTALMOHHUS TPYA AOKTOPAHTHLT € NPUIoXKWUI KbM AOKYMEHTUTE CU

5 Bpos I'Iy'ﬁf'll."IKaLlldb‘l Ha Hay4Hu CTaTuu, a efHa cTaTuda € nog neyar.

[eknapupaMm, Ye HAMaM KOHMIMKT Ha MHTEpecu no cMucbna Ha 4n. 4 (an. 5) ot
3akoHa 3a pasBuTME Ha akageMuyHus cbeTaB B Penybnuka Bbnrapus v HaMam o6Lm

nybnvkauum ¢ g-p MNetbp MNeoprues Bacunes.

2. Kpatku 6uorpaduyHm aaHHu 3a JOKTOpaHTa

MeTbp Bacunes e poaeH Ha 3 HoemBpu 1985 r. B Tononosrpad. Mpes 2004 r. To
3aBbLplIBA embnemaTtuyHoTO 3a rpag [lnosgue cpegHo yuunuvule ,CB. KnuMmeHT
OxpuackK®, KOETO € C ObAroroAvliHy Tpaguuuu B OBYYEHWETO MO MPUPOAHM HayKM.
MpodecuoHanHa kBanudukauusi ,bakanasbp” no cneuuanHoctra ,MeauUmnHCKK
nabopaHT* MeTbp Npugobusa npes 2007 r. B MeauumHckus konex ,Mapa Maneesa® KbM
MeauumHckust yHuBepcuTeT-Tnosave, a npe3 2015 r. Tol 3aBbpluBa C MHOMO LOOBP

ycriex mMaructparypa o crieymanHoctra ,MeamumHa“ B CbLUMst YHUBEPCUTET.



Cnen npoBefeH KOHKypc, Ha 25 oktompu 2016 r. a-p MNMetbp Bacunes e 3auncneH B
pefjoBHa [OKTOpaHTypa Mo Hay4HaTa cneuuanHocT ,MHdpekumosHu bonectu®, a Ha 26 man
2020 r. TO e OTYMCNEeH C MpaBo Ha 3alyuTa.

Ot 2020 r. g-p Bacunee uma creuunanHocTt no ,UHgekumosHu 6onectn®, npugobura
B YHuBepcuteTckata MHoronpodunHa bonHuua 3a akTuBHO nedeHue ,Ceetu [eopru”,
KOSITO € YacT OT CTpyKTypaTta Ha MeguuuHckv yHusepcuteT-lnosams.

O-p Bacunes e yyactBan B KpvXoka rno buodusmka, uma ymeHus 3a pabora c
komnioTepHUTE nporpamu CorelDRAW u Microsoft Office. B cBosATa pabota AoKTOpaHTHT
NpakTUKyBa aHrmUNUCKUW €3MK Ha [o6po HWMBO, @ Ha OCHOBHO HMBO MON3Ba HEMCKM,

thpeHCKU, UBPUT 1 NATUHCKN E3VK.

3, AKTyaﬂHOCT Ha TeMaTUKaTa U uenecaoﬁpasﬂocr Ha nocraBeHWUTe Lelnu

pam-nonoXUTENHUAT TOKCUHU-00pasyBall CTPUKTEH aHaepod, npPBYKOBUOHUAT
Bakrepun Clostridium difficile e LWWMPOKO pasnpocTpaHeH B npupoaarta, HO CblUo Taka €
YacT OT HopMmanHarta uYpeBHa ¢ropa. To € OCHOBEH WHMEKUMO3EH MPUYUHUTEN Ha
aHTUOMOTUK-CBbP3aHaTa [Auapusi U KONUT, XapakTepusupallym ce ¢ pacTawa
3a6011eBaeMoCT 1 CMBbPTHOCT Npe3 NocrneaHoTo AeCeTUNeTHe B peaunua CTpaHu no ceeTa.
WHpekumaTta ¢ Clostridium difficile (CDI) ce cpewa npeauMHO Mpu XocrnuTanusvpaHu
nauuveHTn, Kato € efHa oOT BogewmTe BbLTPeOOnHWYHU uHdpekuun. TS e pesyntaT oT
HapyLlaBaHe Ha HopmarnHaTa 6akrepuanHa dnopa, konoHuaupana ot Clostridium difficile
W OTAENAHETO Ha TOKCUHW, KOUTO MpUYMHABAT Bb3naneHue u yBpexaaHe Ha nuraevuara
Ha gebenoto YepsBo. MexaHusMbT Ha VH(eKTUpaHe ¢ bakTepuaTa e ekarnHo-opasneH.
AHTUBMOTUYHATA Tepanusi € KM4YoBUAT (akTop, KOWTO MpOMEHs Mukpobuoma Ha
nebenoTo YepBo. KNMHUYHMAT cnekTbp Ha cebp3aHuTe ¢ Clostridium difficile 3abonsiBaHus
Bapvpa OT fekWu, aHTUOMOTUYHO-CBBP3aHW AMapuM A0 TEXKW, XKUBOTO-3acTpaLlaBally
KONMWTK, TOKCUYEH MErakosfioH Wy YpeBHU yruepauum C KbpBeHe, nepdopauus 1 LLOK.
CepuoseH npobnem npeacraBnsBart peuuausBuTe Ha 3abonsBaHETo, KOUTO Cce
ycTaHoBsBaT B 0Kono 50 % OT criyyauTe, KaTo YecTtoTara UM NporpecrBHO HapacTsa.

Llenta Ha puceprauMoHHWA Tpyh OT edHa CTpaHa € fAa ce npoy4ar KIMHUKO-
enuaeMUONIOrMyYHN XapakTEPUCTMKU U NaTOreHETUYHN MEXaHU3Mu Ha npeaussukaHarta oT
Clostridium difficile nHdpekuus npu xocnutanusupaxdu 6onHu B YMBAJT ,Cs. eoprut®, a oT
apyra - ga ce uscnegsa BnusiHueto Ha Clostridium difficile TokeuHute A 1 B BBpXY
CbKpaTuUTenHaTa akTUBHOCT Ha rnafKo-MyCKyIHu npenapaTtu oT Aebeno 4epso Ha Nibx U
TEXHUTE edeKTU BbPXY HAKOM OCHOBHU MeauaTopu, perynuvpalivM MoTopukata Ha

CTOMALLUHO-YPEBHUA TPaKT. BcuYko kasaHO A0 Tyk MpaBu Temata Ha guceprauusTa



aKTyanHa B Hay4YHO W Hay4YHO-MPWUIOXHO OTHOLUEHWE U obocHoBaBa HeobxofgumocTTa oT

npoeeneHUTe UscneaesaHUA.

4. No3HaBaHe Ha npobrnema

Ot HanpaBeHaTa obwMpHa nuTepaTypHa crpaska ce Bwxaa, Ye AoKTopaHTsT [eTsp
Bacurnes e 3ano3HaT MHOro Ao6pe ChC ChCTOSHUETO Ha U3cneaBaHusi npobnem, obekT Ha
HeroBusi guceprtauuvoHeH Tpya. JlutepaTypHuaT o63op Ha guceprauusita ce CbCTou OT
LecT pasgena. B Ha4anoTo AOKTOpaHTBLT NpeAcTaBs UCTOPUYECKM AaHHN U CbBPEMEHHU
acnekT Ha ncesgomembpaHosHus konuT u  Clostridium  difficile-npenussrkaHara
MHbekums, kaTto obpblya cneunanHo BHUMaHWe Ha HabnogasaHaTa npes NnocnegHuTe
rOAVHV TEHAEHUUS 3a HapacTBaHe Ha YecToTarta U TeXecTTa Ha 3abonsiBaHeTo, CBbp3aHa
C nosiBa Ha HoB, enuaemudeH wam Ha Clostridium difficile, a umeHHo BI/NAP1/027, koiTo
e npeobnapaealy B NoBeyeTo envaemMuyHn B3puBose, yctaHoBeHu B CALL, KaHapa v
Espona. Cbulo Taka a-p Bacunes otbensassa, Yye npes nocriegHUTe ABe AeceTuneTus e
NOCTUrHAaT ronsiM Hanpeabk B paspaboTBaHeTo Ha BakcuHM cpelly CDI. Onwucea reHuTe,
Kogupaluum TokeuHuTe A n B, kouto GakrepuaT oTgens.

Cnepgawyure pasgenu Ha o63opa ca NOCBETEHU Ha ETUONOoruaTa, enUAeMnonornyHn
naHHW 1 natoreHesa Ha Clostridium difficile. [JokTopaHTLT pasrnexaa KMHU4HUTE hopmu
Ha npoTUYaHe Ha WHgeKuMaTa npu 4YoBeKka U KUBOTHWUTE, onucBa MeToauTe 3a
BepudmUMpaHe, cTpatudmkaums Ha naumeHTUTe No TEXECT Ha 3abonsaBaHeTo, AaBaHUTe
npenopbku 3a nedeHune Ha CDI npu Bb3pacTHU U geua.

B nwutepaTtypHaTta cripaska A-p BacuneB npefAcTtaBs OCHOBHUTE BbTPEKNETLYHU
NbTULLA, KOHTPONUpallX CbKpaTUTenHo-penakcauuoHHaTa akTUBHOCT Ha rnapkara
MyCKyraTtypa B CTOMAaLLUHO-YPEBHUSA TPaKT, LUMTUpPa U TbKyBa AaHHM OT nutepaTypata
OTHOCHO MOTEHUManHOTO AeicTeue Ha otaenenute ot Clostridium difficile TOKCUHW BbpPXY

CbKpaTuUTenHaTa akTUBHOCT Ha YpeBHaTa MyCcKynartypa.

JlutepaTypHusT 0630p KaTo LANO € HanvcaH SiCHO U CTerHaTo, Mpy KOMMETEHTHO
BopaBeHe ¢ HayyHaTa TepMuHonorvsita. [JOKTOpaHTBLT npaBu aHanus Ha npobnema 3a
Clostridium difficile-npegunsBukaHata WHMeEKUMs, ¢ pas3bupaHe W TBOPYECKU OLeHsBa
nuTepaTypHUTE LaHHW, Habenssea KakTo YCTaHOBEHW 3aBMCUMMOCTM, Taka CbLlyo

HepeLleH BBMNpPOoCK, KOUTO oﬁycnasm' nocraBeHuUTe uUen W 3agayvyn Ha guceptaunoHHUA

TRYA.

5. MeToauka Ha uscneaBaHeTo

M36paHHTe eKcnepMeHTanH1M MeToguky ca adeKkBaTHO I'IOﬂ,ﬁpaHlf.l W no3ponaear

rnocTuraHe Ha MocTaBeHaTa Luen 3a nory4vyaBaHe OTroBop Ha 3afjaqvuTte, pelwlasaHv B
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AVCepTALMOHHUA TPYA, a UMEeHHO npoyysaHe pasnpocTpaHeHuneto Ha Clostridium difficile
MHEeKUMss npu  XOCmUTanuavpaHu nauueHTy, aHanuMa Ha KIMHWYHaTa KapTuHa u
naﬁopf TOPHUTE OTKIMOHEHMUs, uscnensaHe Ha uutokuHute TNF, IL-1, IL-6, IL-8, IL-10 B
CEPyMHU 1 bekanHu npobu Ha GonHWTE M ThPCeHE Ha Kopenauusi MexXay TX, KakTo U
WA C TEXeCTTa Ha NpoTu4aHe Ha 3abonsBaHeTo.

CBOS TPYA OOKTOPaHTBLT uanonasa Gubnuorpadcko ThbpceHe, KMUHUYHA METOAM,

enm,qe; uonoru4eH aHanus, [OUPEKTHW W  UWHOWPEKTHUW MEeToauM 3a eTuonoruyHa

Vivo Ccd u3criefBaHu BnMsHUSTa Ha TokcuHute A U B ot Clostridium difficile Bbpxy

WKa, KJ'[MHMKO-H&GOD&TODEH aHanus, cratucTuyecku metogu. B eKCnepruMeHTH ex

aKTUBHOCTTA Ha MOHIUTYAUHAMHM U LMPKYNapHU rnafko-MyCKynHv npenapartu, U3onupaHu

|

oT nponﬂlcmaneH KOIMOH, CBLUO TeXHUTE eheKTN BbPXY NPeau3BUKAHUTE C aLeTUIXOIUH U
|

CEPOTOHH (KOHTPaKTUMHKM), UMM Ype3 [OMaMuH W HOpenuHedpuH (penakcupaly)

MOTOpl'!' 1 OTrOBOPY Ha CEermMeHTH oT febero YepBo Ha OMUTHU XXUBOTHMU MITbXOBE.

6. XapakTepucTuKa 1 OLIeHKa Ha AUCEPTaLUOHHUA TPYA U NPUHOCUTE

A
!
e cnaaef 0 CbOTHOLUEHNETO MeXAy OTAENHUTE YacTu. TpyabT € MHOro Jobpe HanvcaH — ¢
|
x{enam%i W 3HaHUSA, oHarneneH e ¢ 28 cdurypu 1 9 Tabnuun. bubnuorpacusTa ce cbeTou

oT 194| nuTepaTypHU U3TOMHUKA, 7 Ha kupunuua v 187 Ha natuHuua, kato 10 % ot

CepTaUNOHHUAT Tpya e HanucaH Ha 108 cTpaHuum no CTaHOapTHaTa Cxema, KaTto

uwmpq uTe B AUCEepPTaLMOHHUA TPYL cTaTum ca nybnukyBaHu npes nocnegHuTe 5 roguHu.
MacraseHuTe 3aa4um ca 4 Ha Bpoit 1 OTrOBAPST Ha LieNnTa Ha AncepTaLUMOHHUS Tpya,.
CZ

urypu|n 9 Tabnuun. MHoro fo6po BrevaTnieHMe NpaBu 3HAYUTENHUST Bpol nauneHTH,

CTBEHUTE pe3ynraTu ca npeactaBeHn Ha 36 cTpaHuuu, oHarnegeHu ca ¢ 27

BKIIOYEHN B npoyysaHuaTa Ha A-p Bacunes 3a 7-roguiueH nepuog ot 1 sHyapu 2013 r. go
31 ,qelr evmBpy 2019 r. [JoktopaHTbT ycTaHoBsiBa, 4e npe3 2013 r. u 2014 r.
aaﬁoneFaeMOCTra ot Clostridium difficile eHTepokonut npu nauveHTute B YMBAJ ,Cs..
l'eopru’le cpaBHUTENHO HWUCKA, KAaTO BEPOSiTHA NpUYMHA 3a TOBA € NuncaTa Ha HaaeXaHu
,qwarHoéquHM TECTOBE U CBLOTBETHO Mo-Manbk O6pon uscneasaHu 6GonHU npes To3w
nepno,qé, B cBouTe nscneasaHus 4-p BacuneB ycTaHoBsiBa nunca Ha norosa 3aBMCUMOCT
7 ceaoH;mo konebaHue npu passuTUe Ha MHGEKUUSITA, KaTo no-BucokaTa 3abonesaemocT
Cped rQaAckuTe XWTEnW, YCTaHOBEHa NpW MauWeHTUTE, BEPOSITHO Ce AbMKU Ha
ypbaHugaLumsTa, 3acuneHuTe KOHTaKTX Mexay XoparTa, MO-rofleMWUTe OMarHOCTUYHM U

TepaneByuyHN BBL3MOXHOCTU, KOUTO npegrnarat O0nHUYHUTE 3aBEAEeHWs B No-ronemMmus

rpag.

[logToBEepHM ca rnonyyYyeHUTe OT AOKTOpaHTa AaHHW, Yye npeobnagasaluaT puboTun
001 ce |acoummpa cbC 3abonsaBaHUs NPeAVMHO MPU MauWeHTW B HanpegHana Bb3pacT.

5




MHTepecHu ca momyyeHuTe pesynratute, Ye npu 42 % OT nauueHture 3abonsBaHeTo
3anoysa 8 gHW Cref NpeycTaHOBsABaHe eKCro3ULMSTa Ha PUCKOBY (akTopy. [1-p Bacunes
yCTaHOBSBA, Y€ BOAELUUTE PUCKOBU (DakKTopu 3a nossarta Ha CDI ca Bb3pacT Hag 65
roAvHY, NpealecTsalla aHTubakTepyanHa Tepanust U npeaxoxagaiia xocrmranusaums B
nocrnegHuTe ABa Mecela, AoKaTo BOAELUMTE KIIMHWYHU CUMMTOMU ca AuapueH CUHAPOM
(100%), kopemHa 6Gonka (90%) n ebpunureT (55%). Mony4eHnTe AaHHU OTHOCHO
CTaTUCTUYECKU JOCTOBEPHO NOBULLEHM cepyMHM HBa Ha TNF-a v IL-10 npu 6onHum ¢ CDI
Buxa MOMMN Aa Ce WHTEeprnpeTupaT KaTo perynaTopeH MexaHWsbM Ha Bb3nanurenHara
peakuusi. B otroBop Ha TokcuH A npu Clostridium difficile wHdekums ce ocsoboxaasa
TNF-a B YpeBHaTa nurasuua, gokarto IL-10 nHXMbupa HerosaTa NPOAYKUUATA, CbLUO Tasu
Ha ApYrv NPOBb3NanUTEeNHN UMTOKUHM KaTo IL-1, IL-2, IFN-y.

BaHM 3a KNMHMYHATA MpakTMKa ca YCTaHOBEHUTEe B AWCEPTaUMOHHWA TPYA
[0CTOBEPHM MPUHYMHHO-CNEACTBEHN BPB3KM Mexay debpunureta, npomsHata B Bpos Ha
NEBKOLMTUTE U KONMUYECTBOTO Ha CEpyMHUs anbymuH OT eaHa cTpaHa v Mexay
WHTEH3UTETa Ha AVapUMHUA CUHAPOM, CTEMeHTa Ha MEBKOLWTO3a W KOHLUEHTpauusTa Ha
CepyMeH Kanui oT apyra.

MN3ka3am Mo3dpasfieHVss Ha [OKTopaHTa W HeroBute HayyHW pPbKOBOAUTENN
OTHOCHO M36paHus ex Vivo MOAXOA 3a u3yvaBaHe Ha HAKOM MeXaHW3MU Ha AencTeve Ha
Clostridium difficile TokcuH A 1 TOKCUH B BBPXY rmafgko-MycKynHu npenapatu ot geberno
UEpBO Ha OMWUTHM >KMBOTHU MNNbXOBE. Te3n U3CneABaHWs BbPXY MaTOrEHETUHHUTE
MexaHu3M1 Buxa Mornv Aa 6baat paswwmpeHun B 6baeLle BbpXxy YpeBHU rnaaKko-MyCKyrH/
npenaparyi, Nosy4YeHn OT NaLMEHTH MPU XUPYPriv4ecKo nedeHue.

WMHTepec npeacTaBnsiBa [AOKOMKO WHTpamypanHata HepeHa perynauus e B
CbCTOSIHME [a KOMMEHcupa pasBunuTe ce CbKpaTuTenHa HapylleHus BCleacTene
Clostridium difficile wHdbekuus. C TakaBa Uuen A-p Bacunes mnposexaa ex Vvivo
EKCTIepUMEHTU C MpuraraHe Ha OCHOBHW HEBPOTPaHCMUTEPU (aueTunxonuH, CEPOTOHUH,
[OMaMuH U HOopagpeHanuH), Moaynvpaluy yHKUMUTe Ha CTOMAaLUHO-YPEBHUA TPaKT.
KoHUENUMsATa Ha EKCMEpPUMEHTUTE BKIOYBa OTYUTaHe Ha MPOMEHW B CbKpatuTeNHaTa
AKTVBHOCT Ha LMPKYNapHU W MOHMUTYAMHAMNHW rNaaKo-MyCKynHy npenaparu, “3onnpaxi
oT nebero YepBo Ha NbX U npetpeTtupanu ¢ Clostridium difficile TOKCUH A v ToKcuH B.
[1o6pe W3BECTHO €, Y& MPW UHGEKLMO3EH NPOLIEC B YPEBHMA TPAKT, CEPOTOHUHBT Urpae
npoTekTusHa pons ypes 5-HT7 un 5-HT4 cyGtunose peuentopu, Kato UHTEPECHN ca
fnony4eHuTe OT [OKTOpaHTa pesynTaTii OTHOCHO CbkpaTuTenHata PeakTMBHOCT Ha
NOHIUTYAUHaNHaTa MycKynaTypa B npokcuMarnHara 4acT Ha nebenoTo YepBo, koaTo Buea
MOBMMSHa MPU MHTOKCUKaLMSi C TOKCMH A 3a pasnuka OT LvpkKynapHara. BeposiTHO ce

Kacae 3a pasnuyua B WHTEPHEBPOHaNHUTE B3aMMOJENCTBUA Ha CEepOTOHUHEepruyHata
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MeavaLmsi, BOAELM A0 0CBOBOXAABAHETO Ha aLEeTUNXOMnuH, cy6cTaHLms P, a3oTeH OKCuA

U BasloakTUBEH WHTEeCTUHareH nentug B C)‘ﬁMyKOSHHH N MUEHTEPUYHUSA MHTPaMyparHu

MIeKCycu.

MPUHOCUTE obobLuaBsaT nonyveHutTe oT A-p Bacunes ekcnepumeHTanHn AaHHW.
MpeacTaBeHUTe NOCTUXXEHUS B AUCEPTALMOHHUS TPYA Ca Hay4HU U HAaY4HO-MPUNMOXHA U

Buxa BNy NonesHu 3a peguua MeguLMHCKK crneunanueTu.

C MpUHOCEH XapakTep € MpOBedeHOTO 3a Mbpeu MbLT B Bbrrapus ex Vvivo
npoyysaHe Ha enusiHUeTo Ha Clostridium difficile TokeuHn A 1 B BbpXy CbKpaTUTEnHara
aKTVBHOCT Ha usonupaHu oT Aebeno 4epso Ha MMbX MaAKO-MYyCKYNHW npenapat Kem

HAKOM OCHOBHM MeAuaTopu, perynupaiiy MoTopukara Ha CTOMallHO-4PEBHNA TPaKT.

OpuruHanHu 3a Bbrrapusi ca YCTaHOBEHUTE MO-BUCOKM HMBa Ha eKanHuTe
KOHL|GHTPaLMU Ha LMTOKMHU WHTEpreBkuH-1B ¥ WHTEpPreBkuH-8 CmpsMo cepyma npu
Gonuu ¢ Clostridium difficile wWHMEKUMs, CbLIO NOBULLEHWTE KOHUEHTpauuu Ha
VHTEPrEeBKUH-13 BbB hekanum 1 Ha MHTepneBkuH-6 B cepyma Ha nauneHTy ¢ HapacTeaHe

TexecTTa Ha 3abonsBaHeTo.

C MPUHOCEH HayuyHO-MPUIIOKEH XapaKkTep € Mpoy4YeHoTo OT A-p Bacunes
pasnpocTpaHeHue Ha Clostridium difficile wHdeKUMs npu XocnuTanusnpaHn naumeHT sa
AbMAbr MEepuof OT BpeMe, HanpaBeHUAT [ETaineH aHanuMs Ha KIMHWYHUS XOA ¥
nabopaTopHUTE OTKIMOHEHWUS MpY Te3U MaLMeHTV 1 NPEAsIoKeHUTe KOMMIEKCHN METOAV

3a eTuonorvyHa guarHosa c onpenensaHe pwﬁomna Ha n3onara.

B 3aknouyeHne ToBa € eauH AbNroroguvlleH, € U3ronsBaHe Ha pasiivyHn

eKCNepUMEHTarHN METOAVKM AUCEPTALMOHEH TPYA, KOUTO 3acnyxaBa yBaxeHue.

7. MpeueHka Ha Ny6nMKauuuTe Mo AMCEPTaUMOHHUA TPYA

PesynTaTuTe OT Mpoy4YBaHusTa Ha A-p Bacunes, KOUTO Ca CBBbP3aHW TEMATU4YHO C
nvcepraumsTa ca oboblleHn B 6 HayyHu ctatum B CbaBTOPCTBO, 5 oT kouTo Cca
ny6nvKyBaHu, a egHa e noj nedyar. [ie oT cratuute ca Ha aHrMUNCKN e3nk U 4 ca Ha
Gbnrapcku esuk. MpUHOCUTE Ha AMCEPTaLMOHHMA TPYA, OTOensasaHu oT AOKTOpaHTa, ca
HEroBO NMWYHO Ao, MOfy4YeHu C ropkpenaTta U CbAEVICTBUETO Ha ABamara My Hay4Hu

pBKOBOAUTENN.



8. JlnyHo yyacTtue Ha gOKTOpaHTa

O-p MeTbp Bacunes nu4HO yyactea B NpOBELAEHOTO AMCEPTALMOHHO U3crenBaHe,
B eKcrnepumeHTanHara pabora u cratuctudeckata obpaboTka Ha MonyyeHuTe OaHHW.
[okasaTencrso 3a InWYHOTO y4yacTMe Ha [OOKTOpaHTa ca MPUMOXEHWUTE OT Hero

nybnukaumm no Temara Ha auceprauusaTa, BbB BCUYKM OT KOUTO TOU € NMbPBU aBTOP.

9. ABTOopedchepar
ABTOpeepaTsT e HanucaH Ha 61 cTaHgapTHU CTPaHULUM U HambiHO CLOTBETCTBA
Ha CbAbPXaHMETO Ha aucepTauuaTa. OT aBTopedepaTta Moxe aa ce fobue npeacraea 3a
HanpaBeHOoTo Hay4yHo uacriefsaHe. OdopmeH e MHoro fobpe u e BoraTto oHarneaeH ¢ 28
¢urypu n 9 Tabnuun. BrrtoyeHn ca LUenTa 1 3agadynTe Ha Npoy4YBaHETo, BCUYKM OCHOBHM
3a gucepTauMoHHUA Tpya pesynTaTth U TAXHOTO obCcbxaaHe, U3BoauTe U NPUHOCUTE OT
paspaboTBaHEeTO Ha AWCEepTaUMOHHWS TpyAd. B  3akni4deHve aBTopedepaTsT Ha

AncepTtaumaTa oTroBaps Ha USUCKBaHUATa OTHOCHO ChABbRXaHUE U Ka4eCTBO.

10. JlluuHM BneyaTneHus

C a-p MNeTbp Bacunes ce cpeluHax 3a MbpBY MbT CNeL MOsSTa akageMuyHa nexumns
«AHanu3 Ha YOBELUKUS KPBbBHO-TPYNOB MUKPOOMOM» B AYAWUTOPHUS KOMMMEKC Ha
MeauumHckua yHuBepcuTeT B rpag Mnoeaue npes M. mait 2021 r., KbAeTo To My aane
aBTopecdhepaTa Ha AucepTauMoHHUA cu TpyA. lMpu Hawws pasrosop A-p Bacunes mu

Harnpasu BneYatneHne Ha CUMHO MOTUBWUPaH, 3HaeLl N UHTENMUreHTeH Mnazg YoBek.

SAKJIIOYEHHE

MpeacraBeHUAT 3a 3awuta AuUcepTaumMoHeH Tpya Ha Tema: ,[1poyyBaHus BBLPXY
KIMUHMKO-ENUOEMUONIONNYHA XapakTEPUCTUKU U HAKOU MNATOFEHETUYHM MEXaHW3MKU Mpu
Clostridium difficile vHdpekums® e goctatbyeH no obem, MeToauKkuTe ca afeKBaTHO
noabpaHu 1 TPyABLT 3acnykaBa MoroXUTENHa OLEHKa. [UcepTaunoHHUST TPYA ChabpXa
OpUrMHaNHU Hay4YHW W HayYHO-MPUIOXHK pes3ynTaTu, KOUTO ca MonynspusnpaHy 4pes
nobpe oopmeHun Hay4dHu ctatuun. [NonyyeHuTe pesynTaTv npeacTaBnssaT UHTepec 3a
KIMHMYHATa MeguumuHeKa npakTuka.

[vcepTaunmoHHVAT Tpya Mokasea, 4e p[okTopaHT [leTbp [eoprues Bacunes
npuTexasa 3aAbnOOYEHN TEOPETUYHM 3HaHUS U NPOECUOHANHNU YMEHUS Mo Hay4vHa
cneuuanHoct MHdpekumosHn Bonectu® kato AEMOHCTPUpa KayectTBa M YMeHus 3a
CaMOCTOATENHO MpoBeXxAaHe Ha HayyHo wuscrnefBaHe. [MpeacraBeHuTe marepuanu u

ANCepTaLUMOHHM pes3ynTaTh OTroBapsAT Ha W3UCKBaHWATA Ha 3akoHa 3a pasBuTUE Ha



akapemuuHus cbetas B Penybnuka Bbnrapua (3PACPB), MNpasunHuka sa npunaraHe Ha

3PACPB v cboTBeTHUS MpaBurHuK Ha MeauuMHCKV yHUBEepCUTET - [1noBamB.

Mopaan ropensnoxeHoTo, ybedeHo AaBam CBOsiTa MOJIOXUMEsSHa OUeHKa 3a
NpoBEAEHOTO M3crieABaHe, MpeAcTaBeHO OT peleH3upaHuTe no-rope AucepTauvoHeH
Tpyn, aeTopedepaTr, MOCTUTHaTWM pesynTaTti W NpuHOCH, U npednazam  Ha
noyumaemomo Hay4Ho Xypu Oa npucbOu obpa3oeamesilHama u Hay4yHa cmerneH
‘Gokmop’ p-p Metbp [leoprves Bacunes B NpoecUMOHaNHO HanpasneHune 71

MepauuuHa“, pokTropcka nporpama ,MHbekumnosHn bonectu”.

W3roTBun peueH3usATa:

Mpod. ao-p PeHn KanduH



