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1. O6wWo npeacTaBsiHe Ha NPOLEAYPHUTE N3UCKBAHUSA

MpefocTaBeHMAT KOMNAEKT MaTepuannm Ha XapTUeH W eNeKTPOHeH HOCUTeN e B
cboTBeTcTBMe € un. 48 ot Ill. Pasgen. MNpuaobusaHe Ha obpa3oBaTenHa M HayyHa CTeneH
~AOKTOP“ B TpY - Crapa 3aropa; lNMpaBunHuK Ha TpY - M® - Crapa 3aropa u BK/O4Ba

BCUYKMN HEOOXOANMMN AOKYMEHTW.



2. KpaTku 6uorpam4Hmn gaHHW 3a JOKTOpaHTa

[-p EBreHn Hukonaes AnMntpos e pogeH Ha 19. 05. 1984 r. B rpag lNnosgme. 3aBbpLuBa
MeguumnHa npe3 2012 r. B MefuuMHCKU yHUBepcuTeT rp. lMnosams. lMpes cblwarta rofvHa
3anoysa paboTa B XupypruyHo otaeneHne npu MBAN ,O-p Aumutbp YakmakoB® rp.
PagHeBo. OT 2014 r. e yacT OT ekuna Ha KnuHuka no xmpypruyeckm 6onectun npu Y MBAJI
»Ipod. a-p CtosH Kwupkosuu“ - Ctapa 3aropa. lMpe3 2020 r. npugo6bmea crneunmanHocT no
xupyprua. OT 2015 r. e XOHOpyBaH acuUCTeHT KbM Kategpa ,,Xupyprusa, Hespoxupyprusa u
Yponorna*“ kbm MeguuuMHCKK (akynTeT, ,, Tpakuiicku yHuBepcuTeT* - CTapa 3aropa, a oT
2019 r. e pefoBeH acucTeHT B Karteapa ,,Xupypruyecku 601ect 1 aHecTe3nonorma™’ (KbaeTto
e U Ao gHec) kbM M®, TpY - CTapa 3aropa. Yyactea B peAunua Hay4yHu (hopymMn B cTpaHaTta u
yy>k6mHa. 3a nepuoga 2016-2022 r,, AUCEPTAHTBLT y4yacTBa B U3MbAHEHMETO Ha 3 Hay4Ho-
n3cnefoBaTeNcKn MNPOeKTU. Bnagee aHrnMicKM nU Hemcku e3nk. YneH e Ha BJIC, European
Digestive Surgery, Global Alliance of Infections in Surgery, The Upper Gastrointestinal
Surgery (TUGS) Group, The European Association of Endoscopic Surgery, Surgical Infection

Society Europe n United European Gastroenterology.

3. AKTYa/sIHOCT N 3HAYMMOCT Ha Temara

YCnoxHeHUTe MHTpaabfoMuHanHu nHdekunn (YVIAW) ca efHn OT Hail-4yecTuTe NPUYMHK
3a CnewHa onepaTuBHa VHTEPBEHLMA B KOPEMHATa XMpyprua. [opy 1 B HalW AHWU, BBIPEKN
pasBUTUETO Ha OMnepaTUBHWUTE METOAWKW, WHTEH3UBHOTO JleYeHWe W aHTUMUKPOOHUTE
megmkameHTn, YVIAW ce cBbp3BaT C BMCOKa CMbPTHOCT, NMOHAKOra npesuwasawia 40%. Te
4ecTo BOAAT [0 CEencuc, KOWTO MOXe fa eBONOMpa B CENTUYEH LWOK C nocnejgalla
nonnopraHHa HeAoCTaTbyHOCT U eK3UTyc. YVIAW 3acarat rofieMm n pasHOpPOAHW rpynu ot
nauuMeHTn, KOeTo 3aTpyjHsABa Cb3faBaHeTO Ha 06w, neyebeH anropuTsm KM nojyeprasa
Heob6xoaumocTTa OT WMHAUBMAYaNeH MOAXOL NPV BCEKWU MauueHT. PaHHaTa MPOrHoCTMYHa
oueHka Ha YVIAW nma peluaBalio 3HauyeHue 3a onpeaensiHe Ha KpalHusa u3xog. TbpceHeTo Ha
NMOAXOAAWMN METOAM 3a MPOrHo3a NpoAb/hkaBa M O [AHEC, Kato npe3 MocnegHUTe roAvHU
BHMMaHMeTO Ce HacoyBa KbM rpynata Ha 6uomapkepute. ChbliecTByBalUTe MeTOAM 3a

OLLEHKM HK TexecTTa M m3xoga oT YMAWN 0o mMmOoMeHTa MMaT He3af0BOMIMTENEH XapaKTep U He
BM BbB3NPUETW B KAWHWYHATA MpPakTWUKa, KOETO nNpaBu A[AUCEPTALWMOHHUAT TPyh Ha A-p

[VMUTPOB HaBPEMEHEH U aKTyaseH.



4. CTpyKTypa U1 OUeHKa Ha aucepTauuoHHUSA TP/

OvcepTayMOHHUAT TPy € HanucaH Ha 193 cTaHjapTHU MalWWMHOMUCHU CTPaHuuM u e
oHarnefieH ¢ 62 durypu n 38 Tabnuuun. HayyHata paspaboTka e npaBuU/HO CTPYKTYypupaHa,
KaTo cbAbpXxa: JintepatypeH 0630p - 32 cTp.; Llen n 3agaum - 2 cTp.; Martepuann n MeToam -
17 ctp.; Pesyntatu- 58 ctp.; O6CbxpaHe - 47 cTp.; N3Bogn - 2 cTp.; MpuHocm - 2 cTp.;
bubnuorpagua - 26 ctp. lNocnegHata e npeacTaBeHa OT 383 nuMTepaTypHU M3TOYHMKA, OT
KOUTO 5 Ha Knpunuua n 378 Ha naTuHuua.

dopmynupaHm ca 1 uen n 7 3apauun, n3sBefeHn ca 8 n3soga, 9 npuHoca c opurmvHaneH n 11
C NOTBBbPAUTENEH XapaKTep.

3a W3Nb/IHEHMEe Ha LennTe Ha AUCepTauMOHHMA TPyA ca mM3cnefBaHuM 62 nauueHTn e
YUAW n 31 34paBn KOHTPOIN.

NuTtepaTypHNAT 0630p e 3a4bn604YeH M KPUTUYEH, KOETO MoKasga fobpa TeopeTuyHa
NOArOTOBKa Ha AOKTOpaHTa no npob6nema. BbBeAeHWETO OTpas3siBa HMBATa Ha CMbPTHOCT
Bcnegctsne YMIAW npes nocnegHute 130 rogmHn u umtupa rnasa o1 KoHceHcyca Ha X/ 3a
CbBPEMEHHO /leYeHNE Ha NepuTOHMT oT 2021 r., KOSATO CbHOOLLLABA 3a CMbPTHOCTTA B bbnrapus
3a nepuoga 2017-2020 r. B cneaBawata vact ,,OnpegeneHne n Knacuukayms“ ca NoCOYEHM
Bugosete WAW crnopes pasnpoCcTpaHEHMETO W MACTOTO Ha mnpuaobueaHe. HACHO ca
feuHMpaHn CbBpeMeHHUTe noHATUA 3a YMAW, cencuc u cencuc-cBbp3aHUTE CbLCTOAHUS,
KakTo M eBofouUMATa Ha Te3n pgeduHuumm npe3 nocnegHute 30 roamHuW. TlocoyeHn ca
aKTyaJIJHUTe KbM MOMEHTa MaToPU3NOMOrMYHU MeXaHM3MKM, oTpasfBaliyM npemuHaBaHeTo OT
HeycnoxHeHa VAW B yCNnoXHeHa, pa3BUMTMETO Ha CENCUC W CenTUYeH LWOK, KakKTo K
CNOXHOCTTA Ha MMYHHUSA OTrOBOP KbM WH(ekuusaTa. OT6end3aHo e, Yye Npu AnarHocTukara
Ha YVIAW e Heo6XxoaMMm nocTeneHeH Nogxof, KOWTo Tpabea fa 6bae cbobpaseH e pecypcuTe
M TNa Ha nevyebHOTO 3aBefeHue. B yacTTa ,[MporHo3a“ ce nocoysa, Ye paHHaTa OLEHKa Ha
yVAW e OT pelwaBalo 3Ha4yeHue 3a OnpefensHe TexecTTa Ha 3a60n9BaHEeTO M arpecMBHOCTTa
Ha TepanuaTa, KakTo U Ye gnepeHLMpPaHeTo Ha NauMeHTUTe C BUCOK PUCK OT (haTaneH n3xXog
MOXe fa MpOMeHW neyebHUA nMnNaH B paHeH cTaguid. [OducepTaHTbT cbobwiaea, u4e
MPOrHO3MpaHeTo Ha CMBPTHOCTTA C MoMoLyTa Ha 6Momapkepu npeacTtasnssa 6bp3 W feceH
HauyMH 3a NpefoCTaBsAHE Ha afleKBaTHa MH(opMaLmMs 3a pUcKa OT CMbPTEH M3XO04, HO BbMPEKYU
TOBa HWUTO eAuH OMOMapKep KbM MOMEHTa He e yCcnaja [a Hasfie3e PYTUHHO npu 60/HU C
yVAW. Pasrnexpgatr ce MapKepuTe C Hal-BUCOK MPOrHOCTUYEH MNOTEHLMan, KouTo 6uxa

MOrNN fa AeMOHCTpMpaT Nofo6HM KavyecTBa MPuW pasrnexjgaHata natonorus. B To3u pasgen



ca yutmpaHm 1 rnasa oT KoHceHcyca Ha BX[ u 4 o630pHM cTatum ¢ BOAeL, aBTop A-p
OnMNTpOB, KOETO MOKa3Ba U3KIKYUTENHO 334b1604YeHOTO No3HaBaHe Ha npobnema.

Llenta Ha guceptauMOHHUS TPyL € ACHO opMynmpaHa, 3afjaynTe 3a NOCTUraHeTo 1 ca
f06pe KOHKPeTM3MpPaHW 1 CbOTBETCTBAT Ha HayyHaTa TemMaTuKa.

B pasgen ,Matepunann ©n MeTogu'* ca  M3MO0N3BAHM CbBPEMEHHW  Hay4HO-
N3CnefoBaTesiCKM M CTaTUCTUYECKM MeToAM 3a 06paboTka Ha KIMHUYHUA MaTepuan, KOuTo
[laBaT BMCOKa [LOCTOBepHOCT. 3a nmepuog OT 34 Meceua ca M3CnefBaHW MPOCMNEKTUBHO 62
naumeHTn, onepupaHn no nosog YVMAM B KnuHuka HO XupypruyHu 6onectn npu YMBAJS
LIpod. a-p CtoaH KupkoBuY“. YcTaHOBeHaTa MefmMaHHa Bb3pacT B rpynarta € 65 roguHu c
npeobnagasaHe Ha MbXkua non (56.5%). MNogpobHO ca onucaHW WM3NON3BaHUTE MeToAU -
KMHUYHKU, 06pasHn, CcTaHZapTHM 1abopaTopHU, WMYHONOTMYHW -  (IOYLUTOMETPUSA U
ELISA, MuUKpo6buonornyHm wn onepatuBHu. [1puUNOXKEHW ca BCUYKM  CbBPEMEHHU
CTaTUCTUYeCKM cnocobu, ocUrypasaLim MeToanuyHa KOPEKTHOCT Ha Hay4yHUs TPYA.

MonyyeHnTe pesynTtaTu ca 06paboTeHN NPaBUIHO M 3a4bN60YEHO, KATO CTOMHOCTUTE Ha
nokasaTefnnTe Ha W3cneABaHWTe NaLMeHTU ca OoHarnefeHW B TabnnuyeH w rpaduyeH sug. B
Hayas0TO Ha pasfena AUCcepTaHTbT npepnara knacugukaums Ha Texectra Ha YVMAWM kato
pasfena nauueHTuTe B TpU rpynn - nekn YUAW, Texkn yIAN 1 TeXbK YCNOXHEH cerncuc,
nsnonseavikm ckoposute cuctemm SOFA n WSES SSS. Cb3gageHaTa knacudukauums e
OLeHeHa BMOCMeACTBME CMNPAMO BCUUKM NpOyYeHW OT aBTopa napametpu. [lpasu
BneyaT/ieHWe, Ye ca M3cnefBaHU MHOro ronsm 6poi nokasaTenu, 4acT OT KOMTO HOBM 3a
CTpaHaTa HW. 3a MpbB MbT B CBETOBEH Mallab ca NMPOyYeHM MPOrHOCTUYHUTE KayecTBa Ha
UMYHOMOrnMYHMUTEe mMapkepu nCD16, nCD64, sCD163, T-regs, Knacu4yecknTe, MeXXgUHHUTE U
HeKnacuyeckuTe MOHOUUTHU npu 60nHM ¢ YUAW, a Te3m Ha mHLA-DR 3a npbuB nbuT npu
obnrapckun nauyuveHtT ¢ yMAW. Bb3 0OCHOBa Ha YCTaHOBEHMUTE Bb3MOXHOCTM Ha
NMYHO/MIOTUYHUTE NOKasaTenn Aa MpefBUXAAT M3Xofda ca Cb3[afeHW OpUTMHaNHW naHenu
ovomapkepu 3a OGnaronpuaTeH W gaTaseH U3X04, MNPU KOEeTO ca OUEeHEeHU TexHuTe

MPOrHOCTMYHMN KayecTsa.
H pB3nen ,,O6cbXpaaHe'™ ca cpaBHEHW COGCTBEHUTE Pe3yNTaTu C Te3W Ha pefnna BOZAeL U
aBTOPMW, KaTO AMCEPTaHTHT [AEMOHCTPUPA KPUTUUHU pPasCbXAeHus BbPXY npo6nema. [A-p

OMMUTPOB UMTMpa 8 co6CTBEHWM Ny6nAMKauuvm B TO3M pasfen, C KOeTo MNOTBbPX/JaBa

3a,ﬂ,'bﬂ60‘-IEHVITe Ch TMO3HaHUA HO r|p06ne|v|a. B Hayanoto Ha 06C'b)K,£l,aHeT0 € npeacrtaBeH

CPaBHWTENEH ENUIEMUONOTNYEH aHanM3 MeXay ObArapcku W UYyXAeCTPaHHM MaLMeHTU C

yUAW. Mpn aHanu3a Ha MPOrHOCTMYHWUTE CMOCOOGHOCTM Ha NpPeaonepaTMBHO W3MEpPEHUTe
KNMHUYHWU napameTpu, 4-p AMMUTPOB YCTAHOBABA, Ye CaMO CPefHOTO apTepuasiHo HanaraHe
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LeMOHCTpUpa nofobHM KavecTBa. OOpaTHO BCUYKKU CNefonepatMBHO M3MEPEHU KINUHWUYHM
napametTpu (C W3KMKOYEHME Ha akcuiapHara Temnepatypa) MOKasBaT MNPOrHOCTMYHA
CNOCO6HOCT, KaTo eANHUYHIN NOKa3aTen M TO C BUCOKa CTeNeH Ha 3Ha4YMMOCT. Tbil Kato Tesm
napaMeTpu ca u3pa3 W CfefCTBME OT CMUCTEMHaTa MPO-UH(aMaTopHa peakuus, aBToOpPbT
CuMTa, Ye CNefonepaTUBHOTO HalN4YMe Ha Nnoc/efHaTa € OCHOBHA NMPUYMHA 3a HacTbMBaHe Ha
(haTanHMs M3X04 B M3CnefBaHaTa MnauueHTCcKa rpyna. AHanM3mMpaHu ca noApo6HO w
3aibN60YEHO NPOTrHOCTUYHWUTE KayecTBa Ha ronaMm 6poit  nabopaTopHW napameTpu,
BK/IIOYNTE/THO U HOBUTE MMYHONOTMYHU Mnokasatenn 3a yUIAW. dopmupaHute naHenm 3a
(hataneH 1 6naronpuaTeH MU3X0[ ca CpaBHEHU C efUHUYHUTE BUOMAPKEPU, KaTo Ca OTUYETEHM
NPOrHOCTUYHNTE MpeAnMMCTBA Ha NbpeuTe. MpenoxeHata 0T aBToOpa HOBa Knacuukaumus sa
TexecTTa Ha YVIAWM moxe fa 6bAe Bb3npueTta B KAMHUYHATA NPaKTMKa, Tbil KaTo afjeKBaTHO
NporHosupa nNpoTUYaHeTO W MNOBMLUEHaTa CMbPTHOCT. ToBa TBbPAEHWE € MNOAKPeneHo oT
thakTa, 4e cTpatuduumpaHe Ha nekn YUAWM, Texkm YUAWM ©n TexXbK YCNOXHEH
WHTpaabLoMMHANEH CENCcUC KOpe/nupa MpaBWIHO C peauua OT U3C/efBaHUTE OCHOBHMU
XapakKTepucTUKKN, KNMHUYHU 1 NabopaTopHX NapameTpu.

MpefcTaBeHUTe M3BOAM ca 8 U CLOTBETCTBAT Ha MOCTaBeHWUTe Len U 3agadn. ChliunTe ca
060CHOBaHN N (POPMYMPaHN Bb3 OCHOBA Ha M3BbPLUEHWSA aHaIN3 U JOCTOBEPHO 0606l aBaT

pesynTaTuTe OT NMPOYyYBaHETO.

5. TMpuHOCK Ha aucepTaUNOHHUA TPy
KaTo opUruHanHy NpuHOCK MOra a nocoya CrefHuUTe:

1 TpegnoxeHa e Knacuukauma Ha TexecTta Ha YVIAW, KakBaTo KbM MOMEHTa NUNCBa
B K/IMHWYHATA NnpaKTuKa.

2. W3BbplieH e 06CTOeEH aHanu3 Ha peguua PYTUHHU KAWHWYHU U nabopaTopHM
nokasartenu, Npu KOeTo e NpoyyeHa CnocobHOCTTa UM [a NpeABuXaaT NpoTUYaHeTo U
n3xoga ot yIAW.

3. 3a npuB NbT B CBETOBEH MJiaH ca W3C/MeABaHW MNPOrHOCTUYHWUTE KayecTBa Ha
UMYHONOTMYHUTE Ouomapkepu nCD16, nCD64, mMoHounTHUTe CD14++CD16-,

CD14++CD16+, CD14+CD16++, CD4+CD25+CD1271ow/neg T-regs n sCD163 npwu

60nHM ¢ YMAW, kakTo n Ha mMHLA-DR npu 6bnarapckn nauneHtn ¢ yymAIN.



4., Cb3pgafeHu ca OpuUrnHanHu naHenm 6nomapkepu 3a MPOrHo3a Ha M3xoda Npu 60NHK e

yVAMN.

6. lMpeueHKa Ha Ny6NMKaLUUTe M NMMYHUSA NPUHOC Ha JOKTOpaHTa

[vicepTauMOHHWAT TPYL € IMYHO Aeno Ha A-p AuMUTpoB, NPoBefeHO Nof pbKOBOACTBOTO
Ha HayYHUs CU PbKOBOAUTEN - Mpod. A-p VoBuO 0BUYEB M HayuHUS CU KOHCYNTaHT - npod.
a-p Kpacummpa XanauveBa. [JOKTOpaHTBHT NOKas3Ba MHOr0 A06pW TEOPETMYHWM MO3HAHMA U
NMPaKTUYECKN YMEeHWUs, KOMUTO Ca [0Ka3aTeNcTBO 3a WM3BbpLUBAHE Ha CAMOCTOATENHU Hay4yHW
paspaboTKu.

O-p AuMnTpoB npefAcTaBa 3 HayyHW CTaTMM BbB BPb3Ka C AMCepTauuMOHHWUS Tpya: 1 B
cnucaHne ¢ MMnakT paHr, SJR2020 ~ 0.29, Q3; 1 MHAeKcupaHa B CBETOBHUTE 6a3n gaHHWU
Crossref 1 DOAJ u 1 B HauwoHanHua pedepeHTeH CMNUCbK Ha CbBPEMEHHWU OBLATapCKu
HayYHU M3[4aHUA C Hay4yHO peueH3npaHe. BbB BCUYKM CTAaTMM JOKTOPAHTHLT € MbpBU aBTOp.
Mpe3 nocnegHnte 5 1. e npugobun H-index = 3 B Scopus n H-index = 2 B Web of Science.

MpenctaBeHn ca owe 15 yyactva B HayyHu ¢opymun - 11 B bbarapua v 4 B yyK6uHa.

My6nukaymoHHata [eWHOCT Ha A-p AUMUTPOB € B CbOTBETCTBME C W3UCKBAHUATA,
onpegeneHn B [MpaBufHUKA Ha TpY © WU3UCKYeMUTe MUHUMANHW W3UCKBAHWUA CbI1acHO
3PACPBE 3a Hay4HOo-06pas3oBaTe/siHa CTeneH ,,40KTOp“ B o6nact 7. 3apaBeonasBaHe W CNopr,

MpogecnoHanHo HanpasneHue 7.1. MeanuunHa, HayyHa cneymanHoct: O6uwa Xupyprus.

7. ABTOpedepart

MpeactaBeHUAT aBTopedepaT e ¢ 06em 76 CTpaHULM, NO-AbAbI OT CTaHAAPTHO MPUETKS.
Cowuatr e pfobpe CTPYKTypupaH crnopef O0OWONPMETUTE HOPMATUBHWU KPWUTEPUMN, KaTo
CbAbpXa BCUYKM OCHOBHW pasfenV W rnasu Ha AUCEPTALWOHHWUA TPyL C MOCTUrHATUTe

KAMHUYHKU pe3ynTaTun. [loKasaTeNCTBEHUAT Matepuan e n3noxeH B 30 Tabnuum un 54 gurypu.
ABTopedeparbT OTroBaps afeKBaTHO KaKTO Ha AucepTtauvoHHMA TPyA, Taka M Ha

N3UCKBaHMATa Ha Tpakninckn YHueepcuteT - CTapa 3aropa.

8. KpuTuUHMK 3a6eneXxkKn u npenopbKu



KaTto 3a6enexKn 1 Npenopbky KbM NMPOBEAEHOTO NPOyYBaHe Mora fja nocoya CneaHoTo:

1 Hsakou OT npefioXKeHUTe MPUHOCK MOraT Aa Cce 06efuHAT.
2. OnuTBLT Ha HAKOW GbArapcky Xupypsu npu 601HKU ¢ YVIAU moxe fa 6bae oTpaseH.
3. YMeCTHO e A-p AumunTpoB Aa nonynsapusupa noayyveHUTe peguua HayyHn 1 KIMHUYHO

MPUNOXUMMN Pe3yNTaTh B YyXKAECTPAHHU 1 6BArapCKU CrINCaHUS.

SAK/TIOYEHWE

[-p EBreHn AuMMWUTPOB e pefoBeH [OKTOPaHT, aCUCTEHT MO XWPYPruyHu 6ofectn u
CMeunanncT-xupypr. Yyacrea pefoBHO B HayuHW (OpyMU B CTpaHata M Yy>k6rHa. YneH e Ha
BJIC 1 Ha pefuLa eBPONeiCK XMPYPruyHW ApY>KecTBa.

[O-p AMmnTPOB NpeacTaBsa AUcepTaLvOHeH TPYA M0 BaXEH U 3Ha4YMM npobnem B ob6nactra
Ha CrellHaTa XWpyprus, KOMTO CbAbpXa HayYHU W MPUIOXKHW pe3yntaTv C OpUrMHasleH
Hay4eH 1 KVHWYeH NPUHOC, OTroBapsLiy Ha 3akoHa 3a pasBuUTUE Ha aKafeMWYHUS CbCTaB B
Peny6nuka bvnrapus (3PACPE), MpasunHuka 3a npunaraHe Ha 3PACPB u cbOTBETHMA
npasunHUK Ha TpY - Crapa 3aropa.

[vcepTaunoHHMAT TPy MOKa3Ba, Ye [LOKTOPAHTLT MpuTexasa 3a4b/1604eHN TEOPETUUYHM
1 NpogecMOHaHN YMEHWSA MO HayyHaTa crneyunanHocT ,,06wa xmpyprua®. MNpeacTaBeHn ca
KayecTBa M CNOCOGHOCT 3a CAMOCTOATE/IHO U3BBPLLBAHE Ha HAYy4YHO M3C/efBaHe.

Bb3 0CHOBa Ha ropen3noXXeHOTO NPeropbYBaM Ha yBaXkaeMoTo HayuHO >Xypu fa rnacysa
MOJIOXMUTETHO M Ja npucban obpasoBaTesiHa M Hay4yHa cTeneH ,JJOKTop* Ha A-p EBreHu

Hukonaes AuMMTPOB.

21. 11.2022 . PeueH3eHT: ..
p. Codpust (Mpo™l'a-p MeHo Kupos, 4. M. H.)
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1. General Overview of the Procedural Requirements

The set of materials submitted both in hard and soft copy complies with the requirements
of Art. 48, Section Il “Acquiring the Educational and Scientific Degree “DOCTOR" at
Trakia University - Stara Zagora” of the Regulations of the Faculty of Medicine, Trakia

University, Stara Zagora, and includes all the documents required.

2. Applicant Information Summary



Evgeni Nikolaev Dimitrov, MD, was bom on 19.05.1984 in Plovdiv. He graduated as a
medical student in 2012 from the Medical University in Plovdiv. In the same year he became
a member of the Surgical Department team at the Multi-Profile Hospital for Active Treatment
“Dr. Dimitar Chakmakov,‘ in Radnevo.

Since 2014, Dr. Dimitrov has been a member of the Clinic of Surgical Diseases team at
the University Multi-Profile Hospital for Active Treatment “Prof. Dr. Stoyan Kirkovich™ in
Stara Zagora. In 2020, the PhD student acquired a surgical specialty. Since 2015 he has been
working as a part-time Assistant Professor at the Department of Surgery, Neurosurgery and
Urology, Faculty of Medicine, Trakia University, Stara Zagora, and since 2019 he has been
on the position of a full-time Assistant Professor at the Department of Surgical Diseases and
Anesthesiology, Faculty of Medicine, Trakia University, Stara Zagora.

The PhD student takes part in a number of scientific forums in Bulgaria and abroad. For
the period from 2016 to 2022, he took part in the implementation of 3 scientific research
projects. The Applicant has a command of both English and German. He is a member of the
Bulgarian Medical Association (BJ/1C), the European Digestive Surgery, the Global Alliance
of Infections in Surgery, the Upper Gastrointestinal Surgery (TUGS) Group, the European
Association of Endoscopic Surgery, the Surgical Infection Society Europe and the United

European Gastroenterology.

3. Relevance and Significance of the Dissertation Topic

The complicated intraabdominal infections (clAls) are among the most common causes in
the abdominal surgery for an emergency surgical intervention. Even nowadays, regardless of
the modem surgical techniques, the intensive care and the antimicrobial medications, clAls
are associated with a high mortality rate, sometimes exceeding 40%.

They often lead to sepsis which might evolve into a septic shock with a subsequent
multiorgan failure and exitus. The clAls affect large and heterogeneous groups of patients
which makes it difficult to create a versatile algorithm for treatment and highlights the
necessity of an individual approach towards each patient.

The early prognostic assessment of the clAls is of vital importance for determining the
patient outcome. The search for suitable prognostic tools has been ongoing whereas in the
recent year the attempts have been focused on the biomarkers. The existing methods for the
assessment of the severity of the clAls and the patient outcome are still unsatisfactory and
hence have not been adopted for use in the clinical practice, meaning that the dissertation of

Dr. Dimitrov is relevant and timely.



4. Dissertation Structure

The dissertation volume is 193 standard pages and it contains 62 figures and 38 tables. It
is properly structured and consisting of the following parts: Literature Overview (32 pages);
Objective and Tasks (2 pages); Materials and Methods (17 pages); Results (58 pages);
Discussion (47 pages); Conclusions (2 pages); Contributions (2 pages) and Bibliographic
Reference (26 pages) consisting of 383 literature sources of which 5 are in the Cyrillic script
languages and 378 are in the Latin script languages.

Formulated are 1 objective and 7 tasks, drawn are 8 conclusions, 9 original and 11
confirmatory contributions.

To implement the dissertation objectives, 62 patients with clAls and 31 healthy control
subjects were tested.

The Literature Overview is profound and critical revealing the good theoretical
preparation of the PhD student on the research matter. The introduction contains data on the
mortality rate resulting from clAls over the past 130 years and cites a Section of the Bulgarian
Surgical Society Consensus dedicated on the current approaches in the peritonitis treatment
dated 2021 reporting on the mortality rate in Bulgaria for the period from 2017-2020.

In the next part “Definition and Classification” presented are the types of IAls in
accordance with their distribution and place of acquisition. Clearly defined are the modem
terms for clAls, sepsis and sepsis-related conditions, as well as the evolution of these
definitions over the past 30 years.

Discussed are the latest pathophysiological mechanisms contributing to the transition of
an uncomplicated Al into a complicated one, the development of sepsis and septic shock, and
the complexity of the immune response to the infection.

It is pointed out that the diagnostics of clAls requires a step-by-step approach considering
the resources and the type of the healthcare facility. In the part “Prognosis” it is stated that the
early assessment of the clAls is of vital importance for determining the severity of the disease
and the aggressiveness of the therapy as well as that differentiating the patients at a high risk
of a fatal outcome might change the treatment plan at an early stage.

The PhD student reports that predicting future death with the help of biomarkers is a fast
and easy way for providing adequate information on the risk of a fatal outcome. However, at
present even not a single biomarker has been made a part of the routine work in the treatment

of patients with clAls. Discussed are the markers having the highest prognostic potential



which could demonstrate similar abilities with regard to the studied pathology. In this Section
cited are 1 chapter of the Consensus and 4 scientific review articles whose lead author is Dr.
Dimitrov, which demonstrates exceptionally profound knowledge in the research matter.

The objective of the dissertation is clearly defined, the tasks for its achievement are well
specified and correspond to the scientific topic.

Contemporary scientific research and statistical methods for processing the clinical
material are used in the section “Materials and Methods™ in order to ensure high statistical
reliability.

Within a period of 34 months at the Clinic of Surgical Diseases, University Multi-Profile
Hospital for Active Treatment “Prof. Dr. Stoyan Kirkovich”, prospectively tested were 62
patients who had undergone a surgery in connection with a clAl. The established median age
in the group is 65 years with the male patients predominating (56.5%). Described in details
are the methods used - clinical, imaging, standard laboratory methods, immunological
methods - flow cytometry and ELISA, microbiological and surgical. Applied are all
contemporary statistical methods ensuring methodological correctness of the research paper.

The results obtained are correctly and profoundly processed and the indicator values of
the patients tested are presented both in a tabular and graphical form.

At the beginning of the section, the PhD student comes out with a classification of the
clAls based on their severity, dividing the patients into 3 groups using the SOFA and WSES
SSS score systems, i.e. patients with mild clAls, patients with severe clAls and patients with
severe complicated sepsis. The created classification is subsequently assessed against all
parameters studied by the author. It is to be noted that a very large number of indicators have
been studied, some of them previously unknown to our country.

For the first time on a global scale, the prognostic qualities of the immunological markers
nCD16, nCD64, sCD163, T-regs, classical, intermediate and non-classical monocytes have
been studied in patients with clAls, and for the first time the prognostic qualities of mHLA-
DR have been studied in Bulgarian patients with clAls.

Based on the established abilities of the immunological indicators to predict the outcome,
created are original biomarker panels for a favourable and a fatal outcome whereas their

prognostic qualities are assessed.

In the section titled “Discussion” the author presents a comparison of the results from his
research with the results of a number of prominent authors, demonstrating critical thinking on

the research matter.



In this section Dr. Dimitrov cites 8 of his own publications which confirms his profound
knowledge on the topic. At the beginning of the Discussion, presented is a comparative
epidemiological analysis between Bulgarian and foreign patients diagnosed with clAls.

During the analysis of the prognostic abilities of the preoperative clinical parameters
measured, Dr. Dimitrov finds out that only the average blood pressure demonstrates such
qualities. On the other hand, all post-operative clinical parameters measured (with exception
of the axillary temperature) demonstrate a prognostic ability as individual indicators and
moreover with a high level of significance.

Since these parameters are an expression and a result of the systematic pro-inflammatory
reaction, the author believes that the postoperative presence of the latter is a main reason for
the fatal outcome in the group of the patients involved in the study.

Analyzed in details and profoundly are the prognostic qualities of a large number of
laboratory parameters including also the newly introduced immunological indicators for
clAls. The created panels for a fatal and a favourable outcome are compared with the
individual biomarkers, pointing out the prognostic advantages of the former ones.

The classification for the severity of the clAls may be adopted for use in the clinical
practice as it adequately predicts the course of development and the increased mortality. This
statement is supported by the fact that the stratification of mild clAls, severe clAls infections
and severe complicated intraabdominal sepsis correlates properly with a number of the
examined main characteristics, clinical and laboratory parameters.

The author draws 8 conclusions which align with the objective and the tasks set. They are
justified and formulated on the basis of the analysis made and convincingly summarize the

research results.

5. Contributions of the Dissertation

The following original contributions can be pointed out:

1. Proposed is a classification for the severity of the clAls which has been absent in the
clinical practice so far.

2. A thorough analysis of a number of routine clinical and laboratory indicators has been
made on the basis of which their ability to predict the development course and the
outcome of the clAls is studied.

3. For the first time on a global scale, the prognostic qualities of the immunological
markers nCD16, nCD64, and the monocyte CD14++CD16-, CD14++CD16+,



CD14+CD16++, CD4+CD25+CD1271ow/neg T-regs and sCD163 in patients with
clAls, and those of mMHLA-DR in Bulgarian patients with clAls have been studied.
4. Created are original panel biomarkers for predicting the outcome in patients with

clAls.

6. Evaluation of the Publications and the Author’s Contribution to the Topic

The dissertation is Dr. Dimitrov’s personal scientific research paper elaborated under the
supervision of the Dissertation Supervisor Prof. Yovcho Yovchev, MD, PhD and the
Dissertation Consultant Prof. Krasimira Halacheva, MD, PhD. The PhD student has
demonstrated very good theoretical knowledge and practical skills confirming his ability to
independently conduct a scientific research.

In connection with his dissertation, Dr. Dimitrov has submitted 3 scientific articles: 1in a
scientific journal ranking SJR2020 ~ 0.29, Q3; 1 indexed in the Crossref and DOAJ world
databases and 1 in the in the National Reference List of Contemporary Bulgarian Scientific
Publications.

The PhD student is the lead author of all 3 articles. Over the last 5 years he has achieved
H-index = 3 in Scopus and H-index = 2 in the Web of Science.

Further, submitted is evidence for his participation in 15 scientific forums of which 11 in
Bulgaria and 4 abroad.

The publication activity of Dr. Dimitrov is in compliance with the requirements set out in
the Trakia University Regulations and the minimal requirements stipulated in the Act on
Development of the Academic Staff in the Republic of Bulgaria with regard to conferring the
educational and scientific degree “doctor” in field: 7. Healthcare and Sports, Professional

field: 7.1. Medicine, Specialty: General Surgery.

7. Abstract

The Abstract presented has a volume of 76 pages hence it is longer than the generally
accepted. It is well-structured in accordance with the normative criteria and containing all
main section and chapters and including the obtained clinical results. The evidence is
presented in the form of 30 tables and 54 figures. The Abstract is in full compliance with the

dissertation but also the requirements of Trakia University - Stara Zagora.



8. Critical Comments and Recommendations

As comments and recommendations with regard to the conducted research, | would mention

the following:

1 Some of the contributions proposed can be jointed together.

2. The experience of some Bulgarian surgeons in patients with clAls could also be
included.

3. 1 find it reasonable that Dr. Dimitrov promotes the obtained scientific and clinically

applicable results in foreign and Bulgarian journals.

CONCLUSION

Dr. Evgeni Dimitrov is a full-time PhD student, Assistant Professor in Surgical Diseases and
a Medical Doctor Specialist in Surgery - Surgeon. He participates regularly in scientific forums
in Bulgaria but also abroad. He is a member of the Bulgarian Medical Association (BJ1C), and a
number of European surgical societies.

Dr. Dimitrov has submitted a dissertation on a relevant and significant topic in the field of
emergency medicine containing scientific and applied results with original scientific and clinical
contribution, in compliance with the Act on Development of the Academic Staff in the Republic
of Bulgaria and the applicable Regulations of Trakia University-Stara Zagora.

The dissertation shows that the PhD student has profound theoretical knowledge and
professional skills in the scientific specialty “General Surgery”. He has demonstrated skills and
qualities proving his ability to independently conduct a scientific research.

On the grounds ofthe above-mentioned, | would recommend to the Honorary Scientific Jury
to vote positively and confer the educational and scientific degree “Doctor” to Dr. Evgeni

Nikolaev Dimitrov.

21.11.2022 Dissertation Reviewer:
Sofia (Prof. Geno Kirov, DMSc)



