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Ha JMCEepTAallOHEH TpyA 3a npuaoOuBaHe Ha oOpa3oBaTelHaTa M Hay4yHa CTEIEH
”I[OKTOP“
B o0macT Ha BHCIIETO oOOpa3oBaHMe 7. 3apaBeora3BaHe W CIOPT, NPO(ECHOHATHO
HarnpasieHue 7.1. Meaununa, 1oKTopcka nporpama ,,Kapauoaorus ™.
ABTOop: 1-p Kpvcmunka Heanoea /lonesa-bawmesa
@®opMa Ha JOKTOPAHTYpaTa: JOKTOPAHT HAa CAMOCTOATEIHA MOArOTOBKa KbM MYVY-
[IneBeH.
Hay4Ho 3BeHO: JOKTOPAaHT Ha CaMOCTOSIT€IHA MOAroToBka kpM MY-Ilnesen, zexkap xvm
kapouonoz2uyno omoenerue, YMBAJI ,, [Ipogp. Cm. Kuprosuu*, 2p. Cmapa 3azopa.
Tema: ,,Ananu3 na K1unuKko-nadopamopuume paxmopu ¢ 9-200uwinama npeIcUAEMOCH
Ha nayueHmu ¢ 0Cmvp KOPpOHaApeH cuHopom“
Hayunu ppkoBoguTenu:
[Tpod. n-p Cuexxana Tomosa Tumesa, AMH
[Ipod. Tarsna MiBanoBa BnaiikoBa, 10H
1. OO0 nmpeacTaBsiHe HA MPOLEAYPATA M JOKTOPAHTA
[Ipu HanucBaHeTO Ha JUCEPTAIIMOHHUSA TPYA Ca CIa3eHU BCUYKU U3UCKBAHUSA 32
MpoLeaypara 1o OTHOLIEHUE Ha JUCEPTaOUIHOCT, U300p Ha TeMaTa, 3a4rCisIBaHe Ha
JOKTOpaHTa, BhTPELIHA 3a1uTa 1 u36op Ha HayuHo xypu.
Cnc 3anmoBen Ne 1047/28.03.2023 r. Ha Pexropa Ha MVY-IlneBeH , cbM omnpejieneH 3a BbHIIEH
wieH Ha HaydyHOTO )ypu BBB Bpb3Ka ¢ IucepTaliuoHHus Tpya Ha A-p Kpwvcmunka Heanoea
Jlonesa-bawesa
Omnpenenex cbM n1a npectaBsi CTaHOBUILE.
Jexnapupam, 4e HIMaM KOH(DIUKT HA HHTEPECH C aBTOpa Ha TUCEPTALMOHHHUS TPY/I.
|. KpaTku 6morpauyHu JaHHM:

J-p Kpbsctunka JloneBa-bamesa e pogena Ha 20.10.1979 r. B rp. Hoa 3aropa. 3aBbpiiBa
Memununa ¢ oriandeH ycnex npe3 2006 r. B MenuuuHcku ¢akyiateT KbM Tpakuiicku
yauBepcuteT — Ctapa 3aropa. [Ipuao6uBa knnHu4Ha crienuaiHocT no Kapanosnorus npes
2012 r. Paborara cu o Temara 3anouBa okosio 2010roauna. Ilpe3 2019 roa. a-p Jlonesa-
bameBa e 3aunciena 3a JOKTOPAHT HA CAMOCTOSATENIHA MOATOTOBKa KbM MY -I1neBeH.

2. AKTyaJIHOCT HAa TeMaTHKaTa

TemaTa Ha nUcepTAalMOHHUSA TPYJ € aKTyallHa, KaKTO B TEOPETHUYEH, TaKka U B HAy4HO-
npaktuuecku TuiaH. Koponapuata Oonect (Kb) e emna ot BomemuTe NpUYUHH 32
MPEeKIEBPEMEHHa CMBPT W WHBAIWIM3AIUS B CBETOBEH Maiad.YCTaHOBSBAHETO Ha
gecroTata Ha MoauduuupyeMutre W HeMOIU(UIUPYEMUTE PUCKOBU (aKTOpH cpen
xocnutanuzupanute auna ¢ OKC, noTBbpkaaBaHETO HA TPAJIUIIMOHHUTE PUCKOBU CKAJIM 32
omm3ko mporHosupane cienq OKC, ThpceHe, OTKpUBaHE W BKJIIOYBAHE HA JIOMBIHUTEITHH
MPOTHOCTUYHM (pakTopu, MoraT J1a ObJaT OT 3HAYEHWE 3a JBITOCPOYHATAa MPOrHO3a Ha
OoomuuTe. BritOuBaHETO HA JOMBJIHUTETHU TMPOMEHIUBH KbM  TPATUIIMOHHUTE PHUCKOBH
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(hakTopu M THPCEHETO Ha HOBHU TaKWBa Cpel ObJIrapckara MOIyJalus MalueHTHd, B YaCTHOCT
U 3][paBU KOHTPOJIM OM MOTJIO J1a JIONIPEHECe 3a MO-PAaHHOTO OTKPUBAHE HA PUCKOBHUTE IPYNHU
JUIa U HABPEMECHHA IIbPBUYHA M BTOpUYHA MPOQUIIAKTHKA, U JiedeHune. OeHKaTa Ha prCKa
npu namuenture ¢ OKC e BakeH eram OT JMAarHOCTHYHO-TEPANIEBTHYHUS IPOLIEC.
JlaGopaTopHuTe OMOMapKepH 3a MHOKapJHAa HEKpo3a (TPOIOHMHH, KpeaTuH (ochokuHaza —
MB-¢paxuus), U3M0a3BaHU 3a IUAarHOCTUKA U CTpaTH(UKalus Ha pUCKa B ocTpara ¢a3a Ha
OKC umMmar noka3zaH MpPUHOC 33 ABITOCPOYHATA MPOTHO3a (PUCK OT MOBTOPHU HMCXEMHUYHU
CbOUTHUS, CMBPTHOCT, MPEKUBSIEMOCT, YCIOKHEHUS).

Ot nutepaTypHus 0030p ce Buxaa, ue 1-p Kpbcrunka JloneBa mo3HaBa 3a1b1004€HO
HAJIMYHATA JIUTEpaTypa 1o Beupoca. Onucanu ca moJpoOHO €THOJNOTHATA M TTaTOreHe3aTa Ha
aTepoCKJIepOTHYHATAa  ChJIOBa  Ooject,  KilacHuukanuara, KIMHAUYHHTE  (HOpPMH,
WHCTpYMEHTAJIHHUTE U JabopaTopuu u3cnensanus npu KADB, BKIIOUNTENIHO NpU HMAMEHTH C
OKC, kakTo M aKTyaJHUTE JITOPUTMHU 3a CTpaTH(HKAIMUig HAa KOpoHapHHsA puck. Crmopen
[PEICTaBEHUTE JaHHM, HIKOW HOBH OMOMapKepH, Kato cepyMmHa mapaokconasa-1 (PON1) u
apujiecTepaza BEpOSTHO MMAaT OTHOIIEGHHWE KbM pucka oT pazsutue Ha KADB, HO TsaxuaTa
JMarHOCTHYHATA CTOWHOCT U MPOTHOCTUYEH MOTEHIMAI ca Bce olie cnabo mpoydeHu. Tosa e
€IMH OT ChBPEMEHHHTE aKIIEHTH B IpoyuyBaHeTo Ha A-p bamiesa.

3. Ilo3naBaHe Ha mpo0JieMa
JIOKTOpaHTBT T103HaBa CBCTOSHHMETO Ha TNpodsieMa H  OLEHSBA TBOPYECKU
JUTEPATYPHUS MaTepHaL.

4. MeToauka HA U3CJIeABAHETO
N306panara MeToarKa Ha W3CIEIBAaHE IO3BOJISIBA IMOCTUTAaHE Ha TOCTAaBEHATa el U
MOJIy4aBaHe Ha aJIeKBATEH OTIOBOP Ha 33JJaYUTe, pellaBaHU B JUCEPTALIUOHHUS TPYA.

5. XapakTepucTHKA ¥ OLIEHKA HA TUCEPTALMOHHHUS TPY/A U MPUHOCHTE
JlucepTallmOHHUAT TpyA BKIoYBa o0mo 168 crpanwmm, ot kowto: | 3ariaBHa
crpannna; CrUCHK Ha M3MOJ3BAHUTE CHKpAIICHUS M ChIbpXKaHWe — 5 cTp.; BuBenenue u
mutepatypeH 003op - 35 crp.; Llenm u 3amaum — 1 ctp.; Marepuan u merogu — 20 ctp.;
Pesynrtatu — 60 ctp.; O6cwxnane - 27 ctp.; U3Bonu — 2 crp.; [Ipunocu — 1 c1p.; Jlutepatypa
— 16 ctp. duceprauusra e onarnenena ¢ 40 purypu u rpapuxu, u 25 TabIUIH.
Hayunusar tpyn € CTPYKTYpHUpaH NpPaBWIHO C OTHOCHTEIHO CIa3BaHE Ha
MPONOPIIMUTE MEXKY OT/IEITHUTE MY YaCTH CHIOpe]l NMPUETUTE Y HAC U3UCKBAHUS.

Bveeoenue u numepamypen 0630p. llpoGnembr € no06pe Qopmynupan u e
000CHOBaHa IIeNTa HA W3CJICIBAHUS B AMCEPTAMOHHUS TpyA. Hammcan e KoMIeTeHTHO U
MoKa3Ba J00pO MO3HaBaHE Ha pas3riekJaHusd MpoOJeM B Ppa3IUYHUTE MY aCHEKTH.
Omnucanu ca NMogpoOHO €THOJOrMATa M MaTOreHe3aTa Ha aTepOCKIEpOTHYHATa ChA0Ba
Oonect, kimacupukauuara, KIMHUYHUTE (GOPMHU, HHCTPYMEHTAIHUTE U JabOpaTOpHU
nzcnenanus npu KADB, BkmoumtenHo npu nanueHtTd ¢ OKC, kakTo M akTyalnHHTE
ITOPUTMHU 32 CTpaTU(UKAILIUSA HA KOPOHAPHUS PHCK.

IJenma na oucepmayuonnua mpyo ¢ noo6pe GpopMmynupaHa B CbOTBETCTBUE C TeMaTa Ha
JcepTalusaTa U IpeacTaBeHus: nuTteparypeH o03op. IloctaBenute 3amaum, obmo 7 ca
HAITBJTHO JOCTaThYHU M Ca PeaTH3UpaHU HM3IBUI0 B TUcepTannoHHMs Tpyn.Hacrosimara
paboTa 1enu aa ce Mpoy4yaTr KJIAMHUYHHUTE, HHCTPYMEHTAJIHH, OUOXUMHYHHN U HAKOH



reHeTHYHU MapKepH, u3rpakaamm puckosusi npopua Ha nanuenture ¢ OKC n ce

aHAJTM3HPA POJIATA UM 32 0JIM3KATA M JaJIeYHA MPOTrHO3a HA Te3u 00JHH.
B pasnena ,,Mamepuanu u memoou“ noapoOHO ca OMHCAHH, W3CICIBAHUTE 3a TEPUOJA
01.2009 r. mo 02.2010 r obmo 172 mamuentu ¢ OKC (ot Tx 96 mbxke, 55,8%),
xocnutanuzupann B YMBAJI B 1p. Crapa 3aropa m CBAJIK-SImM6on B 3aBucuMOCT OT
knmuHuyHata ¢opma Ha OKC u pesyiarature OT UHCTPYMEHTAIHUTE, W J1a0OpaTOPHU
M3CIIC/IBaHMS, MAITUEHTUTE ca pasaeneHu B 3 noarpynu: nanueHta cbe STEMI, NSTEMI nnmn
HAII. 3a nenute Ha NpoydyBaHETO € BKJIIOYEHA W KOHTpOJHA rpyma oT 26 3apaBu
nooposoiim. Ot namuentute ¢ OKC 103 (59,9%) ca ounu cbe STEMI, 44 (25,6%) - ¢
NTEMI, a nmpu ocrananure € nuarHoctTuipana HectabunHa creHokapaust (HAIT). Benuku
MalMeHTH Ca W3CIEABAHU C KIMHUYHHU, WHCTPYMEHTAIHU M CTATUCTUYECKH METOMU.
HAIM3UPAHU Ca Pa3NUYHU JAeMorpadcKu, COIHMAHU, KIMHUYHH, (HapMaKOTepareBTHUYHU,
nabopaToOpHH W HMHCTPYMEHTAIIHU IOKAa3aTeNH, BKJIIOYHUTEIHO CEpyMHA IMapaoKCOHA3Ha W
apwiectepa3Ha akTuBHOCT Ha PONI1, u pasnpoctpanenue Ha nosmMmopdHus BapuanT L55M
PONL1. Tpure noarpynu namuentu ¢ OKC ca cpaBHeHH MOMEXAY CH M C MOKa3aTeIuTe Ha
KOHTpOJHATa Tpymna 3apaBu noOpoBoimu. Cref JexocnuTalu3alusTa NalueHTH ca
mpocieieHy upe3 TenedoHHa aHkeTa B Kpast Ha 1-us mecen, 1-Ba, 5-tau 9-Ta roauHa.

3a craructuueckata oOpaOOoTKa Ha JAHHUTE Ca M3MOJ3YyBaHU MOIXOMISAIIM METOIH,

KOETO TapaHTHpa JOCTOBEPHOCTTA Ha MOydeHuTe pe3dynraru. CTaTucTuyecka 3HaYUMOCT €
npuera nipu p<0,05. [IpomeHTUBUTE, TIPEICTABISBAIIA KIMHHYECH HHTEPEC Ca BKIFOYCHU B
MPOTHOCTUYEH MOJIE], CBBpP3aH C E€IHOTOJUWIIHATA, IMETrOJAMIIHA U JCBETIOJUIIHA
npexussiemoct cien OKC.
Pesyaratu u obGcbxnane: IlperncraBenute pesynratu ca yOeAuTenTHH U sicHH. Te ca
aHaAJIM3UPaHU, 0OCHICHU U CPABHEHH C JIUTEPATYPHUTE JaHHH.
N3Boau n npuHocu:Bb3 ocHOBa Ha moxy4yeHUTe pe3yntaT 1-p Kpsctunka JloHeBa TOruyHO

MpaBU HW3BOJIM, KOUTO CHOTBETCTBAT HA MIOCTABEHUTE 3a7a4uu. MHOTO I[eHHA €
nH(popMaIuaTa 3a €IHOTOIUIIHATA, €T U JEBETIOUIITHA TPEKUBSIEMOCT Ha MAIIUEHTUTE C
OKC. Cnopen pe3yaTaTuTe OT aHaIM3a CMBPTHOCTTA Ha J€BeTaTa TOAUHA CPell
aHanu3upanara nomnynamus naupenture ¢ OKC gocrura 10 39%, Kk0eTo nMa BaKHO
MEIUIIUHCKO, COITMATHO U MKOHOMHUYECKO 3HaUEHHE. Y CTAaHOBEHO €, Y€ TMPEKUBIEMOCTTA
npu nanueHtute cbe STEMI mpe3 mbpBuTe 4 TOA. Cliea AEXOCTTUTATU3AIMATA € TT0-BHCOKA
cupsmo NSTEMI, crnex koeto kpuBUTE Ha IPEKUBIEMOCT KOHBEPTHPAT U c€ IpecuyaT OKOJIO
ocmara rojiiHa clieJl OCTpus KOpoHapeH UHIMAEHT. M3cieBanu ca U ca yTOUYHEHHU
CepyMHaTa MapaoKCOHa3Ha U apuiecTepasHa akTuBHOCT Ha PON1 u momumopdu3MbT Ha
PON L55M cpen 6barapcka nomynarus nanueratu ¢ OKC u 3npaBu 1o006poBoIIn.
PesynTature oT mpoyuBaHETO MOKa3BaT, Y€ KOHIIEHTpalusaTa U aktTuBHOcTa Ha PON1 e
MHOTO BapuaOWIIHA CpeJl YOBEIIKaTa momynanus. KauecTBoTo U KOIMYECTBOTO HAa €H3MMA B
cepyMa OKa3BaT BIUSHHE BbPXY PUCKA OT aTePOCKICPOTHYHO 3a0osiBane. CpenHuTe
CTOWHOCTH Ha MapaoKCOHAa3HA U apuiiecTepa3Ha aKTUBHOCT MIPH MAIIUEHTUTE U KOHTPOJTHUTE
WHIVBUIM C€ pa3inyaBaxa CTATUCTUUYECKU 3HAYMMO, KATO CTOMHOCTUTE 0sXa 3HAUYUTEITHO
IIO-HUCKHM ITpH nanueHTute, kakto cb¢ STEMI, taka n ¢ UA.CToliHOCTHTE HA CEpyMHAaTa

MapaoKCOHAa3HA U apuiiecTepa3Ha aKTUBHOCT 0siXxa 3HAYMMO MMO-HUCKH TPUKJIOHOBA



KopoHapHa 6onect, 31, AX u npu nmuuata ¢ npexxussH OMU. Pezynrarure ot
MynTHBapuaHTHUS COX-perpecuoHeH aHajiu3, MOTBbP)KIaBaT KaTo €MHCTBEHH HE3aBUCUMHU
Y 3HAYMMU PUCKOBH (DaKTOpH 3a HEOJIAronpusTeH U3Xo B kpas Ha 1-Bara ronuHa ot OKC
(bakTopuTe KapauoreHeH mok 1 AV-6110k; 3a 5-roauIIHus nepuo] Ha IpocieiBaHe TaKUBa
(akTopH ca OTHOBO KapauoreHneH mok u AV-0110k, kakto u TpukioHoBa KADB, a 3a 9-
TOAMILEH MEePUOJ — MPEIUILIEeH MUOKap/eH nHdapkT u pazsutue Ha OJICH IV
¢ynkunonanen kiac o Killip. . Perpecnonnunst Cox-ananus noka3zsa CHrHU(HKaHTHO I10-
BHCOKa IIPEKUBEMOCT Ha MallMeHTUTe ¢ quarHo3a UA B cpaBHEHHE HA TE3U C AMArHO3a
STEMI na 9-ta roguHa(p=0.028) u nurca Ha TakaBa mexxay STEMIu NSTEMI.
Pasnpenenenue Ha renoruna L55M PONI1 onpenens noseue oT 2 bTH O-BUCOK PUCK OT
pa3BUTHE HA OCTHP KOPOHAPEH CUHIAPOM, KOTaTO MHAWBUIBT € HOCUTEN HA TCHOTHIIOBE C

BapuaHTHUs M.

IIpunocu 3a mepBu T B bearapus ce uscnenBa U yTovHsBa cepyMHaTa NapaoKCOHA3HA U
apunectepazHa akTuBHOCcT Ha PON1, u pasnpocrtpanenuero nonumopduusi Bapuant L55M
PONI1 cpen 6barapcku namuentu ¢ KAbB u 31paBu KOHTPOJIM, M C€ OLICHSIBA POJISITA HA TE3U
nokazatenn B maroreHe3ara Ha OKC. WM3paGoTeHu ca nOporHOCTMYHH MOJCIH 3a
MPEKUBSIEMOCT U CMBPTHOCT 10 Bcuuku npuunHu nipu 6omau ¢ OKC, kouto Ouxa Moriu aa
MOCIyKaT B KJIMHUYHATA MpaKTUKa MpPU HayallHaTa PUCKOBA cTpaTH(UKaIuUs HAa OOJHUTE C

OKC, nporHo3upane Ha npexuBsieMocTTa (01M3Ka U 1ajieuHa) U OL€HKA Ha PUCKa 3a CMBPT.
[IpennoxenusT ot na-p bameBa fAeBeTroguIIEH MPOTHOCTHYEH MOJEN, OLEHSBAL]
[IOKA3aTEINTE MPEXKUBIEMOCT U CMBPTHOCT npu nanueHTH ¢ npexnssH OKC e BaxkeH 3a
KJIIMHUYHATAa NPAaKTHKa C OIVIe] NPELU3NpaHE HAa KOPOHApHHUsS PUCK M ONTHMM3UpPAHE Ha
IBJITOCPOYHOTO TEPANIEBTUYHO MOBEEHUE NTPHU TE3H MALUEHTH.

C noTBBpAUTENIEH XapaKTep ca OCOUYEHU clieHUTE NpuHOCH I10TBBbpkKAaBaT ce N3BECTHUTE
TBBPJCHMS 32 MIOJIOBUTE Pa3INuus BbB Bb3pacTTa 3a HacTblnBaHe Ha OKC., crpatudunupane
Ha MalMeHTUTe CboOpa3HO pUCKOBUS npodui , noTBbpxkaaBaHe poista Ha GRACE-ckopa B
MIPOrHO3HMpaHe Ha pUCKa OT HEOIAronpusATEeH U3XO0 NMPU XOCIUTATU3ALUATA U Ha 6-1s Mecell
Y IOTBBP>K/IaBaHE Ha POJIsAiTa HA KOHBEHIIMOHAIIHUTE PUCKOBU (DAaKTOPH U POJISITA UM B
Onu3KaTta 1 oTAa’IeueHara npexusseMoct Ha nanuenture ¢ OKC.

[Ipuemam npuHOCUTE ,KOUTO TOKTOPAHTKATA € U3BEIA.

6.ABTOpedepaThT 0Tpa3siBa HAMMCAHOTO B AMCEPTAMOHHUS TpyA. ChoOpa3eHo ¢
aKaJIeMUYHUTE U3UCKBAHUSI, B HETO ca MPEACTaBeHH MPUHOCUTE U € MPHIIOKEH CIUCHK Ha
yOIMKAMUTE BbB Bpb3Ka C JUCEPTAUOHHUS TPYA.

7. Ilpenenka Ha NyOJIMKANMUTE U JTUYHUS NPUHOC HA JOKTOPAHTA
JIOKTOPAHTHT € MPUIIOKII 3 IMyOJIUKAIMH, | OT KOMUTO B MEXITYHAPOIHO CIIHCAHHE C

IF u 2 Hayynu chOOIICHHS HA HAITMOHATTHU U MEXIyHapO HHU HayuHu dopymH. [-p



Kpbcrunka JloneBa-bamieBa nma yuactue ¥ B 1 HayueH pOeKT, CBbpP3aH C TeMara Ha
aucepTanusTa.

Ta3u HayyHa aKTHUBHOCT € JIOCTaTh4YHA U MOKPHUBA MUHUMAITHUTE U3UCKBAHU TOUYKH 32
oOpasoBarenHara U Hay4dHa crerneH «J{okrop» nHa HALI/I.
[Ipunemam npuHOCHTE ,KOUTO TOKTOPAHTKATA € U3BEJA.

B 3akiarouenue:
Hucepraumonnuar Tpya Ha JloneBa-bamesa , € mbpBOTO IBJATOCPOYHO NIPOYUYBAHE Y

Hac, KOETO MpOoCeIsiBa U YTOUHsIBa AbJIrocpovHarta (9 roauIiiHa) npexuBsieMocT 1
cMmbpTHOCT ipu nanentu ¢ OKC. Ilpemnoxenust ot a-p baiiesa geserroauiieH
MMPOTHOCTHUYEH MO/IEJ, OLICHSBAIII TOKA3aTEIUTE MPEKUBIEMOCT U CMBPTHOCT TPH MMAIIUCHTH
¢ npexxkuBsiH OKC € BaxkeH 3a KJIIMHUYHATA MTPAKTUKA C OIJIE] MIPEIU3UpaHe Ha KOPOHAPHUS
PHUCK U ONITUMU3ZUPAHE HA TBJITOCPOYHOTO TEPANCBTUYHO MMOBEICHUE MPU TE3U MAIIUECHTH.

ToBa Mu 1aBa OCHOBaHME J]a IJIaCyBaM € MOJIOKUTEJIeH BOT 32 IPUCHKIaHE Ha
oOpa3oBarenHa 1 Hay4Ha cTeneH “/[okTop” mo gokTopcka nporpama ,,Kapauonorus™ na a-p
Kpbcrunka UBanoBa /loneBa-bameBa, jekap KbM KapAH0JOTHYHO OT/eJIeHHUE,
YMBAUJ ,IIpo¢. Ct. KupkoBnu“, rp. Crapa 3aropa.

17.06.2023 r. IMoanuc: Ha ocHoBaHue un. 59 or 3314

[Ipod. n-p Kupun Kapamdunos Kapamdunos, im



STATEMENT
By Prof. Kiril Karamfilov Karamfilov, M.D., PhD
Clinic of Cardiology, Department of Internal Diseases
UMHAT ,,Alexandrovska“
Medical University — Sofia
Concerning a dissertation work for acquiring an educational and scientific degree ,,Doctor
PhD* in the field of higher education ,,Healthcare and sport®, professional direction 7.1 ,,Medicine*
in the Cardiology doctoral program.
Author: Krastinka Ivanova Doneva-Basheva, M.D.
Type of doctoral training: a PhD student of independent training at Medical University —
Pleven.
Scientific unit: a PhD student of independent training at Medical University — Pleven, a
medical doctor at the Cardiology Department of UMHAT ,,Prof. St. Kirkovich* — Stara Zagora.
Topic: ,,Analysis of clinical-laboratory factors in 9-year-long survival of patients with acute
coronary syndrome*
Scientific supervisors:
Prof. Snezhana Tomova Tisheva, M.D., PhD, DSc
Prof. Tatyana Ivanova Vlaikova, DSc

1. General presentation of the procedure and the doctoral student

All the requirements concerning the procedure regarding dissertationability, choice of topic,
enrollment of the doctoral student, internal presentation and choice of Scientific jury have been
observed in writing the dissertation work.

By Order No. 1047/28.03.2023 of the Rector of Medical Univeristy — Pleven, | was
appointed as an external member of the Scientific jury in connection to the dissertation of Krastinka
Ivanova Doneva-Basheva, M.D.

I have been appointed to present a Statement.

I declare that | have no conflict of interest with the author of the dissertation work.

I. Brief biography:

Krastinka Doneva-Basheva, M.D. was born on 20.10.1979 in Nova Zagora. She graduated
with honours in Medicine in 2006 from the Faculty of Medicine at Trakia University - Stara
Zagora. She acquired a specialty in Cardiology in 2012 and began working on this doctoral topic in
2010. In 2019 Doneva-Basheva, M.D. was enrolled as a doctoral PhD student of independent
training at the Medical University — Pleven.

2. Relevance of the topic:

The topic of the dissertation work is relevant both in theoretical, as well as scientific and
practical terms. Coronary disease (CD) is the leading cause of premature death and disability
worldwide. Establishing the frequency of modifiable and non-modifiable risk factors among the
patients hospitalized with ACS, as well as confirming the traditional risk scales for short term
prognosis after ACS, searching, finding and adding additional prognostic factors, could be relevant
for the long term patients’ prognosis. The inclusion of additional variables to the traditional risk
factors and looking for new ones amongst Bulgarian patients and healthy individuals could
contribute to earlier detection of individuals at risk and timely primary and secondary prevention
and treatment. Risk assessment in patients with ACS is an important step in the diagnostic and
therapeutic process. Laboratory bio markers for myocardial necrosis (troponins, creatinine kinase —
MB fraction) that are used in the diagnosis and risk stratification in the acute phase of ACS have a
proven contribution to the long term prognosis (risk of repeat ischemic events, mortality, survival,
complications). The literary review shows that Krastinka Ivanova Doneva-Basheva, M.D. has
thorough knowledge of the available literature on the subject. The etiology, pathogenesis of
atherosclerotic vascular disease, classification, clinical forms, instrumental and laboratory tests in



CAD are described in detail, including in patients with ACS and so are the current algorithms for
coronary risk stratification. According to the presented data, some new bio markers, such as serum
paraoxonase-1 (PON1) and arylesterase are probably related to the risk of developing CAD.
However their diagnostic value and prognostic potential are still poorly studied. This is one of the
current aspects of Basheva, M.D.’s study.

3. Knowledge of the problem
The PhD student shows the current state of the problem and creatively evaluates the literary
material.

4. Research methodology
The chosen methodology allows for the research goal to be achieved and for the tasks,
solved in the dissertation to be answered.

5. Characteristic and evaluation of the dissertation and the contributions
The dissertation work contains 168 pages in total, out of which: 1 titular page, List of abbreviations
and contents — 5 pages, Introduction and literary review — 35 pages, Aim and tasks — 1 page,
Materials and methods — 20 pages, Results — 60 pages, Discussion — 27 pages, Conclusion — 2
pages, Contributions — 1 page, Literary sources — 16 pages. The dissertation work is illustrated with
40 figures and graphs, as well as 25 tables. The scientific work is structured correctly with relative
adherence to the accepted requirements in terms of the proportions between its different parts.

Introduction and literary review: The problem is well formulated and the purpose of the
dissertation work is justified. It is competently written and shows good knowledge of the subject at
hand in its different aspects. The etiology, pathogenesis of atherosclerotic vascular disease,
classification, clinical forms, instrumental and laboratory tests in CAD are described in detail,
including in patients with ACS and so are the current algorithms for coronary risk stratification.

The aim of the dissertation is well formulated in accordance with the topic of the dissertation
work and the presented literary review. The tasks set, 7 in total, are completely enough and have
been completely realised in the dissertation work. The present work aims to study clinical,
instrumental, biochemical and some genetic markers that attribute to the risk profile of
patients with ACS and to analyze their role in short and long term prognosis of those patients.

In the ‘Materials and methods’ section there is a detailed description of the studied 172
patients with ACS (of which 96 men, 55,8%), admitted to UMHAT — Stara Zagora and Clinic of
Cardiology and active treatment SBALK — Yambol in the period 01.2009 — 02.2010. Depending on
the the clinical form of ACS and the instrumental and laboratory tests results, the patients are
divided into 3 subgroups: patients with myocardial infarction with elevation of the ST segment
(STEMI), with myocardial infarction without elevation of the ST segment (NSTEMI), unstable
angina. For the purpose of the study a control group of 26 healthy volunteers is also included in the
study. From the patients with ACS 103 (59,9%) presented with STEMI, 44 (25,6%) with NSTEMI
and the rest were diagnosed with unstable angina. All the patients were examined using clinical,
instrumental and statistical methods. Different demographic, social, clinical, pharmacotherapeutical,
laboratory and instrumental parameters were analyzed, including serum paraoxonase-1 (PON1) and
arylesterase activity, as well as the prevalence of the polymorphic variant L55M PONL1. The three
patient subgroups with ACS are compared with each other, as well as with the parameters of the
control group consisting of healthy volunteers. After their discharge the patients are monitored
using a phone survey at the end of the first months, first, fifth and ninth year.

Suitable methods are used in the statistical processing of the data which guarantees the
reliability of the obtained results. Statistical relevance is accepted at p < 0,05. The variables that are
of clinical interest are included in a prognostic model, related to the one-, five- and nine-year
survival after ACS.



Results and discussion: The presented results are convincing and clear. They are analyzed,
discussed and compared to the literary data.

Conclusion and contribution: Based on the obtained results Doneva-Basheva, M.D. comes to
logical conclusions that correspond to the set tasks. Very valuable is the information about the one-,
five- and nine-year survival of patients with ACS. According to the results of the analysis, 9" year
mortality among the surveyed population of patients with ACS reaches 39% which has an important
medical, social and economical meaning. It has been determined that survival in patients with
STEMI during the first four years after discharge is higher than that in NSTEMI patients, after
which point the survival curves converge and cross each other around the 8" year after the acute
coronary incident. The serum paraoxonase-1 (PON1) and arylesterase activity, as well as the
polymorphism of PON1 L55M among the population of Bulgarian patients with ACS and healthy
volunteers have been studied. The results of the study show that the concentration and activity of
PONL is very variable amongst the human population. The quality and quantity on the enzyme in
the serum have an effect on the risk of atherosclerosis. Mean levels of paraoxonase-1 and
arylesterase activity in patients and healthy control individuals were statistically significantly
different. These levels were significantly lower in patients with STEMI, as well as with unstable
angina. The level of serum paraoxonase-1 and arylesterase activity were significantly lower in triple
vessel CAD, diabetes, arterial hypertension and in people with a myocardial infarction in the past.
The results of the multivariate Cox-regressional analysis confirm cardiogenic shock and AV-block
as the only independent and significant risk factors for adverse outcome at the end of the first year
after ACS. As for the 5-year observation period such factors are again cardiogenic shock and AV-
block, as well as triple vessel CAD and as for the 9-year period — a previous myocardial infarction
and development of Acute left-sided heart failure functional class IV according to the Killip
classification. The regressional Cox-analysis shows significantly higher survival in patients
diagnosed with unstable angina in comparison to those diagnosed with STEMI at the 9" year point
(p=0.028) and a lack of such between STEMI and NSTEMI. Distribution of L55M PON1 genotype
determines two times higher risk of ACS when the individual carries genetypes with a variant M.

Contribution — For the first time in Bulgaria the serum paraoxonase-1 (PON1) and arylesterase
activity, as well as the distribution of the polymorphic variant L55M PON1 among Bulgarian
patients with CAD and healthy controls is studied and specified and the role of these parameters in
the pathogenesis of ACS is evaluated. Prognostic models for survival and mortality due to whatever
cause in patients with ACS have been developed, which could serve in the clinical practice as part
of the initial risk stratification of patients with ACS, short and long term survival prognosis and
determining the risk of death. The nine-year prognostic model, as proposed by Basheva, M.D.,
which evaluates survival and mortality as indicators in patients with ACS, is important for the
clinical practice with the aim to specify coronary risk and optimise long term therapeutic behaviour
in these patients.

Of a confirmatory nature are the following contributions: Known statements about gender
differences concerning the age of ACS onset have been confirmed in a stratification of patients
according to their risk profile. The importance of GRACE Risk Score in predicting the risk of
adverse outcome at hospitalization and at 6 months has been confirmed. The significance of
conventional risk factors and their role in short and long term survival in patients with ACS has also
been confirmed.

| accept the contributions that the doctoral student has listed.

6. The autoabstract reflects what was written in the dissertation work. In accordance with
academic requirements, it presents the contributions and a list of publications related to the
dissertation has been included.

7. Assessment of the publications and personal contribution of the doctoral student



The doctoral student has included three publications related to the dissertation work, one of
which an article from a magazine with an impact-factor and two scientific announcements at
national and international forums. Krastinka Doneva-Basheva, M.D. has participated in one
scientific project, related to the dissertation’s topic. I accept the contributions that the doctoral
student has listed.

This scientific activity is sufficient and fulfills the minimum required points for the
educational and scientific degree ,,Doctor PhD* of NACID.

| accept the contributions that the doctoral student has listed.

In Conclusion:

The dissertation work of Doneva-Basheva, M.D. is the first long-term study in Bulgaria,
which monitors and specifies long term (9-year) survival and mortality in patients with ACS. The
nine-year prognostic model, as proposed by Basheva, M.D., which evaluates survival and mortality
in patients with ACS, is important for the clinical practice with the aim to specify coronary risk and
optimise long term therapeutic behaviour in these patients.

This gives me cause to give a positive vote for awarding educational and scientific degree
,Doctor PhD* in the Cardiology doctoral program to Krastinka Ivanova Doneva-Basheva, M.D., a
medical doctor at the Cardiology Department of UMHAT ,,Prof. St. Kirkovich* — Stara Zagora.
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