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Ommnocno: /lucepmayuonen mpyo Ha mema ,AHanu3 Ha KIUHUKO-TaOOpamopHume
axkmopu 6 9-cooumnama npexcusaemocm Ha NAYUEHMU C OCMBD KOPOHAPEH CUHOPOM
3a npucvicoane Ha obpazoeamenHa u HayyHa cmeneH ,J/lokmop* no npogecuonanto
nanpaenenue 7.1 ,, Meouyuna“ no dokmopcka npoepama ,, Kapouonoeus* (wugvp 03.01.47)
na 0-p Kpvcmunxa Heanosa /lonesa-bawiesa, nexap Kvm KapOUoio2uyHO omoeleHue,

YMBAJIL ,, Ilpogp. Cm. Kuprosuu*, ep. Cmapa 3azopa.

Cerimacao 3amoBen Nel047/28.03.2028 1. ma Pektopa Ha MY-IIneBeH Ha oOcHOBaHUE
3PACPB, IIII3PACPBD, un. 2, an. 2 u 3 ot [IpaBunHuka 3a pa3BUTHE Ha aKaJIEMUYHHUS ChCTaB
Ha MVY-IIneBen u Pemenue Ha AkaneMuynus cbBet (mpotokon Ne22 ot 27.03.2023 r.). He
CbM YCTaHOBUJI IaHHU 3a IUIaruaTcTBo. Hsimam KOH(IUKT Ha UHTEPECH C aBTOpKaTa.

|. KpaTrku 6morpaduynu faHHU:

H-p Kpnctunka [oneBa-bamesa e pomena na 20.10.1979 r. B rp. Homa 3aropa.
3apppmiBa MenunuHa c¢ oriaudeH ycrmex npe3 2006 r. B MenunuHcku (akynTeT KbM
Tpakuiicku ynuBepcuter — Crapa 3aropa. IlpumoOuBa KIMHMYHA CHELHATHOCT I10
Kapauonorus npe3 2012 r. Pabotara cu no temara 3anouBa okoso 2010roauna. IIpe3 2019
roa. a-p Jlonesa-bameBa e 3auncieHa 3a JOKTOpPaHT Ha CaMOCTOSITEIHA MOATOTOBKA KbM
MYV-IIneseH.

1. CTpyKkTypa Ha AHCEPTALMOHHMSA TPYA:

JlucepTallmOHHUAT TpyA BKIoYBa o0mo 168 crpanwmm, ot kowto: | 3ariaBHa
crpannna; CUCHK Ha M3MOJ3BAHUTE CHKpAIICHUS M ChIbpXKaHWe — 5 cTp.; BuBenenue n
mutepatypeH 063op - 35 crp.; Llen u 3amaum — 1 ctp.; Marepuan u merogu — 20 ctp.;
Pesynrtatu — 60 ctp.; O6cwxnane - 27 ctp.; U3Bonu — 2 crp.; [Ipunocu — 1 ctp.; Jlutepatypa
— 16 ctp. Jducepramnusra ¢ onarneaena ¢ 40 purypu u rpaduxu, u 25 Tadbmuy.

Hayuynusar Ttpyn € CTPYKTypHpaH TMpaBUIHO C OTHOCUTEIIHO CIa3BaHE Ha
MPONOPIIMUTE MEXKTY OT/IEITHUTE MY YaCTH CHOpe]l NMPUETUTE Y HAC U3UCKBAHUS.
AKTYaJIHOCT Ha TeMaTa:
Temata Ha &IUCEpTAIMOHHWS TPYJ € aKTyaldHa, KaKTO B TEOPETHYCH, Taka U B
Hay4YHO-TIPAaKTUYECKH TUIaH. Temata e ¢hokyc BpXy KopoHapHara Ooinect (Kb) kato enna ot

BOACHIUTC IIPUYMHU 3a TPCKIACBPEMCHHA CMBPT U HUHBAJIMAU3AlHA B CBCTOBCH Mama6:
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CIOpel JaHHU OT eNMUACMHMOJIOTUYHM Mpoy4yBaHHs 1/3 OT BCHUKM CMBPTHH Cily4aud B
cTpaHute oT EBpomneiickus cpro3 ce abxar Ha KADB. Cnopen eBpomeickure AaHHU B
bbiarapus Bceku 6-TM MBXK U Bcsika 7-ma keHa ymupar or OMMU, He3aBUCMMO OT
CbBPEMEHHUTE IMArHOCTUYHU W TEPaNleBTUYHU CTPAaTeruu, U IOJOOpPEHHUTE TIPUXKH 3a
MALUEHTUTE C OCTHP KOPOHAPEH MHLIUJICHT.

Onenkara Ha pucka npu naumeHtute ¢ OKC e BaxkeH eranm OT JUarHOCTUYHO-
TEpareBTUYHUS Ipoliec. B KIIMHUYHATA NIPAKTHKA CE OCBBPEMEHSIBAT peAMLIa aJTOPUTMHU 3a
OLIEHKA Ha PUCKOBUS PO, HO OT U3KIIIOYMTEIHA BAXKHOCT € Bb3MOKHOCTTA 32 OLIEHKA Ha
Obirapckara Momysanus.

JlaGopatopHuTe OHOMapkepun 3a MHOKapJHa HEKpo3a (TPONOHUHH, KpEaTHH
¢dochokunaza — MB-dpakuus), U3M0OI3BaHN 32 TUArHOCTUKA U CTpaTU(UKaLus Ha pUCKa B
octpara ¢a3za Ha OKC umar ompeneneH MpUHOC 3a ABITOCpOYHATa MPOrHO3a (PUCK OT
[IOBTOPHU MCXEMHYHU CHOUTHUS, CMBPTHOCT, IPEXKUBIEMOCT, yCIoKHEeHus1). CTpeMexbT 3a
orau(epeHIMpaHe Ha TeHETMYHU MapKepu, KOUTO B ONpEJEeIeHa KOHCTEJalUsl MMaT I0-
rojsiMa MPOrHOCTHYHA TEKECT CE YCTAHOBSABA B PEANIIA ChbBPEMEHHHU U3CIIEIBAHMSL.

Ot nutepatypHus 0030p ce BIXK[Ia, ue A-p Kpberunka JloHeBa o3HaBa 3abIO0YEHO
HaJIMYHATA JIUTEpaTypa 1o Beupoca. OnucaHu ca noaApoOHO €THOJIOrUATa U MaToreHes3ara Ha
aTepoCKIepOTHYHATa  ChIOBa  Ooyect,  KiIacHpUKaANMiTa,  KIMHWUYHHTE  (HOpMH,
WHCTpYMEHTAJTHHUTE U JabopaTopuu u3cnenBanus npu KADB, BKIOYHTENHO MPpH MAIMEHTH C
OKC, kakTo M aKTyaJJHUTE alrOpUTMU 3a CTpaTU(HKAIMs Ha KopoHapHHUs puck. Cropen
NpPE/ICTABCHUTE JIAHHH, HSIKOM HOBU OMOMapKepu, KaTo cepyMHa napaokconasa-1 (PON1) u
apujiecTepaza BEpOSITHO MMAaT OTHOIIEHHWE KbM pucka oT pa3BuTue Ha KADB, HO TsaxHara
JMarHOCTMYHATa CTOMHOCT U MPOTHOCTUYEH MOTEHIMAN ca BCe oule ciiabo npoydyeHu. Tosa e
€/IMH OT ChbBPEMEHHUTE aKLEHTH B IPOYyYBaHETO Ha J1-p baiuesa.

IlenTa e KOHKpPeTHA M sicHa:/la ce Mpoy4YaT KIMHUYHUTE, MHCTPYMEHTAJIHH,
OMOXMMHUYHHU H HAKOH FeHeTHYHN MapKepH, N3rPaskaaliy PUCKOBHSA PO HA
nanuentTuTe ¢ OKC u ce anaau3uTa poJisita UM 3a 0JIM3KATA U JaJIeYHa IPOrHO3a HA
Ta3u rpyna 0oJHH.

3agauuTe NMpou3THYA OT U3BOAUTE OT jJutepaTypHus o630p. [-p Kpbcrunka Jlonesa-

bamieBa e popmynupana 7 OCHOBHU 33JJauu.

KiIMHNYHHUAT KOHTHHIEHT W MeTOAMTe JaBaT MbJIHO OCHOBAaHUE J1a CE€ BSpBa Ha
nonydeHute pesynrtatu. J-p Kpbcrunka JloneBa-bameBa e dbopmynupana SCHO U TOYHO
BKJIIOYBALIUTE W W3KIKOYBAIIM KPUTEPUM 3a CBOeTO mpoyuBaHe. Jlmarnosarta ,,OcThp
KOPOHapeH CHHJIPOM™ € IOCTaBEHa CBIJIACHO aKTYaJHUTE IpENopbku Ha EBpomeiickoro
JPY>KECTBO MO Kapauojorus. B ananuza ca Bkmodyenu o6mo 172 manuentu ¢ OKC (ot Tax
96 mMbxe, 55,8%), xocnutammsupanun B YMBAJI B rp. Crapa 3aropa u CBAJIK-SImbon 3a

nepuoga 01.2009 r. mo 02.2010 r. B 3aBucumoct ot kiauHuuHata ¢opma Ha OKC u
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pe3ynraTuTe OT MWHCTPYMEHTATHUTE, W J1a0OpaTOpHU U3CJICIBAaHUSA, NAIMCHTHTE Cca
paznenenn B 3 moarpynu: mamueHTH cbe STEMI, NSTEMI uwnm HAIL 3a nenure Ha
MIPOYYBAHETO € BKJIIOUEHA M KOHTPOJHA rpyna oT 26 3apaBu A00poBoiuu. OT ManueHTuTe ¢
OKC 103 (59,9%) ca 6wmu cbc STEMI, 44 (25,6%) - ¢ NTEMI, a npu ocrananute e
JIUarHoCTHIIMpaHa HecTaOmiHa cteHokapaus (HAIT).

Beuuku manuieHTH ca u3cineABaHU C KIMHUYHU, UHCTPYMEHTAIHM U CTaTHCTHYECKHU
METOJIM.  HANW3WpaHW  ca  pa3au4Hu  JeMorpad)CKd,  COLMANHH,  KIMHUYHH,
(dapmakoTepaneBTHUHU, JAa0OPaTOPHH W HMHCTPYMEHTAIHM MOKA3aTelH, BKIIOUUTEIHO
cepyMHa IapaoKCOHa3Ha U apuiectepasHa akTuBHocT Ha PONI, u pasmpocrpanenue Ha
nonumopduus Bapuant L55SM PONI. Tpurte moarpynu mnamuentd ¢ OKC ca cpaBHeHu
MOMEXJY CH W C TIOKa3aTeJuTe Ha KOHTpOJHATa rpyma 3xapaBu noOposonu. Crex
NEXOCIUTANN3alMATa MMAlUeHTH ca MPOCIeeHH upe3 TenedoHHa aHKeTa B Kpas Ha 1-us
Mecel, 1-Ba, 5-ta u 9-Ta roguHa.

HampaBena e chBpeMeHHa cTaTucTUYecKa 00padOTKa Ha PEe3yJITaTUTE Ype3 MpujaraHe
Ha METOAM OT JCCKPUIITUBHATA CTaTUCTHKA, METOAM 3a TIpOBEpKa Ha XHUIIOTE3H,
KOpENAlMOHEH U PErpecCHOHEH aHalu3, aHalu3 Ha MpexuBseMoctTa U Ap. CTaTHcTUYecKa
3Hauumoct e mnpuera npu p<0,05. [IpomennuBuTe, MpeaCTaBISBAILIN KIMHUYEH UHTEpEC ca
BKJIIOYEHH B TIPOTHOCTHYEH MOJIEN, CBBpP3aH C E€IHOTOJUINHATA, TNETrOJUIIHA U
neserronuinHa npexussieMocT ciien OKC.

[1l. BaxkxHu pe3y1TaTH OT U3CJIeABAHETO ONPeAeIAT KIMHUYHATA MY Te/KeCT !

1. WzcnenBan e KIMHUYHUAT mpoduin Ha Obiarapcka mnomynamus manueHtd ¢ OKC:
MpEeACTaBEeHW ca JaHHU 3a JeMorpad)CKUTE XapaKTePUCTUKH, MPHUAPYKABAIIM PUCKOBU
(haxkTopu M 3a00JsBaHMS, UHCTPYMEHTAIHU W JIA0OPATOPHU H3CJICABAHUS, U TEPANIEBTUYHO
MOBEJICHUE;

2. W3BectHO e e ye ycnexbT Ha jJeueHueTo npu OKC B ronsMa cTeneH 3aBUCH OT BPEMETO
OT HAYaJIOTO HA CHUMMTOMATHKAaTa M0 IbPBUS KOHTAKT C MeAuIMHCKO Juie. Cropen
MPEJICTaBEHUTE Pe3yaTaTH mpeodiagaBamara dact (>55%) or mammentute cbe STEMI B
MPOYYBAHETO THPCAT MEAULMHCKA MOMOI >24 4. cie]] Ha4aJloTO HAa CUMITOMATHUKAaTa, T.€.
3a0aBSHETO Ha MEAMIIMHCKATA MIOMOIIl C€ pealli3upa IIaBHO Ha HUBO JOOOJHUYHA TTOMOII U
€ CBBP3aHO MPEId BCHUKO C TPUYMHH OT CTPaHa Ha MaIMEeHTA.

3. MHoro neHHa e HHGOpMAIUATa 3a €AHOTOUIIIHATA, TIET U JICBETTOAMIITHA TIPESIKUBIEMOCT
Ha nanuentute ¢ OKC. Cnopen pe3ynrarure OT aHaJu3a CMBPTHOCTTA Ha JieBeTaTa rojuHa
cpen aHanmsupanara nonyinanus nauuenture ¢ OKC pocrura no 39%, koero mma Ba)xHO
MEIHUIIMHCKO, COIMAIHO U MKOHOMHYECKO 3HAU€HHE. YCTAaHOBEHO €, e MPEKUBIEMOCTTA

npu nanueHTuTe ¢cb¢ STEMI mpe3 mepBuTe 4 oM. Clle]] NeXOCIUTAIH3AIMATA € TT0-BHCOKA



ciupsimo NSTEMI, cnen koeto kpuBUTE Ha MPEXKUBIEMOCT KOHBEPIHpAT U Ce Ipecuyar OKoJIo
ocMmara rojiiHa clieJi OCTpusi KOpOHApPEH UHIIUICHT.
5. U3cnenBanu ca u ca yTOYHEHH CepyMHAaTa MMapaoKCOHA3Ha U apuiiecTepa3Ha akTUBHOCT Ha
PON1, u nomumopduzmbT Ha PON L55M cpen Obarapcka momymanus namueHta ¢ OKC u
31paBu  00poBOdIM. Pe3ynTarute OT NpOyYBaHETO IOKa3BaT, Y€ KOHICHTpaLUusATa WU
aktuBHOCTa Ha PON1 e mHOro BapmaOwiHa cpejl 4YoBemikara momyianus. KadecTtBoto u
KOJIMYECTBOTO HAa €H3MMa B CEpyMa OKa3BaT BJIMSHHUE BbPXY PUCKA OT aTE€POCKICPOTHYHO
3a0o0JsBaHe.
6. YcranoBeHo e, ye BapuanTHUAT M anen Ha L5SSM SNP B PONI rena ce siBsiBa puCKOB
¢axTop 3a OKC, koeTo aBTOpBT Ha JAUcepTaLusiTa 00SCHIBA C MOHIKEHA KOHIICHTPALUATA Ha
€H3MMa B cepyMa Ha MalMeHTHUTE. Y TOUHEHO € ChII0, Y€ XeTepo3UroTHUAT renotun (LM) u
reHotunure ¢ Bapuant M anen (LM+MM) ca cebp3anu ¢ 2,5 mbTH mo-Bucok puck ot OKC.
7 VYcraHoBeHa € MO-A00pa ABIATOCPOYHA MPOrHO3a HA mamueHTHTe ¢ LL TeHotun B
cpaBaeHue ¢ LM wim MM renotunose, ocooeHo 3a nanueratu ¢ NSTEMI.
8. Pesynrarure or wmyntuBapuaHTHUsS COX-pEerpeCMOHEH aHajiWu3, MOTBBPKIABAT KaTo
€IMHCTBEHU HE3aBUCUMH U 3HAYUMU PUCKOBH (haKTOPHU 32 HEOIArONMPHUITEH U3XOJ B Kpas Ha
1-Bara romuaa ot OKC dakropute kapauoreHeH mok u AV-0510k; 3a 5-ToauIIHUs MepUO
Ha MpociensBaHe TakuBa (pakTopu ca OTHOBO KapauoreHeH moK u AV-0J10K, KakTo M
tpukionoBa KAB, a 3a 9-roauiiieH neproy — mpeuilieH MHOKapIeH HH(APKT U pa3BUTHE HA
OJICH 1V ¢yuknuonanen knac no Killip. Pesyntatute ca moaxofsiio oHarleAeHn Che 32
¢burypu u 17 tabmunu. bubaunorpadcekara crpaBka cbabpxka 203 aurepaTypHU U3TOYHHMIIU
HA AHTJIMICKH €3UK.
J-p bamesa nma 3 myOnukanuu BbB Bpb3Ka C TUCEPTALMOHHMS TPYI, OT TIX 1 cTaTus
B crniucanue ¢ ISl ummnakt-dpaxtop. U B Tpute cratum a-p Jlonesa-bameBa e mbpBU aBTOp.
Pesynrature ot HayyHata pa3paboTka ca TpEACTaBEeHH C JAOKIAAM W TocTepu Ha 1
MeXAyHapoAeH U 3 HauuvoHaiHu HaydHu ¢opyma. I-p Kpbcrtunka JloneBa-bamesa muma
ydacTue U B 1 Hay4deH NMpPOEKT, CBbP3aH C TeMaTra Ha IucepTaluara.
[Ipuemam npuHOCUTE ,KOUTO JOKTOPAHTKATA € U3BENA.
1V 3abenexkn:
e B nmucepranusra ca A0MycHATH MPABOMHCHH, TPAMATUYHH ¥ CTUIUCTHYHU TPEIIKH,
KOUTO MOTar Aa ObaT OTCTPAHEHHU.
e JlucepTanmOHHUAT TPYA OW CIICUEHII aKO CE CMA3AT MpaBUIaTa B OBITapCKUs €3UK.
e l3BoguTe OT nWTEpaTypHHUS 0030p TpsiOBa 1a OBAAT HM3BEACHH KAaTO OTICITHH
MOJATOYKH, KOUTO JIa TIOKa3BaT, Y€ JIOKTOPAHTHT KPUTUYHO € aHAJTU3Upall HaIUnYHaTa
JTUTEepaTypa/u3BECTHUTE JaHHHU JI0 MOMEHTA U € HasCHO C PELIEHUTE M HepelIeHU

BBIIPOCHU 10 TEMATHKaTa, BbPXY KOSITO pabOTH.



e Haanucure BBB ¢urypute TpsOBa na ObAAT NpeBeleHW Ha OBATApCKU €3uK. B
JiereH/iaTa Ha HIKOW (GUTYpH 3aIbJDKUTEITHO C€ TIOCOYBA M3TOUYHUKA FIM.

e 3a mo-rojsMa MPErJICAHOCT Ha Pe3yJATaTUTE W TO-JIECHO CpaBHEHHWE, Ou OWJIo TOo-
100pe U3XOJHHUTE AeMOTpadCK XapaKTePUCTUKU HAa TPUTE MOATPYNHU + KOHTPOJIHATA
rpymna aa ObJaT MpeAcTaBeHH B eqHa obma Tabnuua (mpu HeoOX0oIuMOCT — B 2 TIO-
MaJIKH TaONWIM) B HA4YaJOTO Ha ,,Pe3ynrartu, 3aab/DKUTENHO C MPEACTaBsIHE HA p-
CTOMHOCTTA CJIe]] TOKa3aTeNIuTe, KOUTO CE CPaBHSBAT.

e MmHoro n00po BHeuaTiieHHEe OM HampaBWUJIO MO3HABAaHETO Ha OBJIrapckata Hay4Ha
JUTeparypa 1o temara-B OuOimorpadusaTa HiMa 3arjiaBus OT OBJITapCKH aBTOPU Ha

Kupuivaa.

B 3akiaouyenue:
HpOBeI[eHOTO oT I[-p HOHeBa-EameBa ,Z[’bJ'IFOCpO‘IHO HpquBaHe, B"pry KOCTO €

0asupaH OUCEPTALMOHHHS TpPYA, € IBPBOTO Y HAc, KOETO MpPOCieIsBa M YTOYHSABA
IBJIrocpovHaTa (9 roauiIHa) npexuBsieMocT U cMbpTHOCT npu nanmentu ¢ OKC.

3a mppBH BT B bearapusi ce wW3clieBa W yTOYHSBA CEpyMHATa IMMapaoKCOHA3HA U
apunectepazHa akTuBHOCT Ha PONI, u pasnpoctpanenuero noaumopduus Bapuant L5SM
PON1 cpen 6bnrapcku nmanueHTr ¢ KAbB u 31paBu KOHTPOJIU, U C€ OLICHSIBA POJIsITA HA TE3U
nokasarenu B naroreHesara Ha OKC.

[IpennoxenusT ot A-p bammeBa HeBETrOMUIICH TPOTHOCTHYEH MOJEI, OICHSBAII]
MOKAa3aTeINTe MPEXKUBIEMOCT U CMBPTHOCT Tipu manueHTu ¢ npexussH OKC e BaxkeH 3a
KIMHUYHATAa TPaKTHKa C Orjie]l Mpelu3upaHe Ha KOPOHAPHHS PUCK M ONTHUMH3UpPAaHE Ha
IBJITOCPOYHOTO TEPATICBTUYHO MOBEICHUE TTPU TE3U TAIIMCHTH.

H3ka3BaM cBoOsITa NMOJOKHTETHA OLICHKA 3a JUCECPTAIUMOHHMUA TPYI
Ha 1-p Kpbcrunka /loneBa-bamesa u cuuram, 4e T8 NOKpUBA KPUTEPUUTE
Ha [TPAC na MY-IlieBeH 32 npuchbkKaaHe HA 00Pa30BATEIHATA U HAYYHA
creneH ,,Jlokrop”. ToBa Mu aaBa ocHoBaHue YyO0eleHO Ja rJjacyBaMm 3a
npucbxaanero Ha OHC “moxrop* n-p Kpbcrunka HBanoBa /loneBa-

bameBa, Jekap KbM KapauoJorudHo otaeaenue, YMBAJL ,IIpod. Cr.
KupkoBuu®, rp. Crapa 3aropa

30.05.2023 r. IMogmuc: Ha ocHoBaHuMe un. 59 or 33114

nou. 1-p Koncrantun ['ocnoguHoB, 1M
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Medical University - Pleven
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Academic Staff Development of MU-Pleven and the Decision of the Academic Council (Minutes No. 22 of
27.03.2023). | have found no evidence of plagiarism. | have no conflict of interest with the author.

I.Brief biographical data:

Dr. Krstinka Doneva-Basheva was born on 20.10.1979 in the town of. She was born on 20.20.2018 in
Nova Zagora. She graduated in Medicine with excellent grades in 2006 at the Faculty of Medicine, Trakia
University - Stara Zagora. She obtained a clinical specialty in Cardiology in 2012. She started her work on
the subject around 2010. In 2019, Dr. Doneva-Basheva was enrolled as an independent doctoral student
at MU-Pleven.

. Structure of the dissertation:

The dissertation includes a total of 168 pages, of which: 1 title page; List of abbreviations and contents
used - 5 pages; Introduction and literature review - 35 pages; Aim and objectives - 1 page; Material and
methods - 20 pages; Results - 60 pages; Discussion - 27 pages; Conclusions - 2 pages; Contributions - 1
page; References - 16 pages. The dissertation is illustrated with 40 figures and graphs, and 25 tables.

The scientific work is structured correctly with relative respect to the proportions between the
different parts according to the accepted requirements.

Relevance of the topic:

The topic of the thesis is topical, both in theoretical and scientific-practical terms. The topic focuses
on coronary artery disease (CAD) as one of the leading causes of premature death and disability
worldwide: according to epidemiological studies, 1/3 of all deaths in European Union countries are
attributable to CAD. According to European data, in Bulgaria one in 6 men and one in 7 women die from
AMI, despite modern diagnostic and therapeutic strategies and improved care for patients with acute
coronary events.

Risk assessment in patients with ACS is an important stage of the diagnostic and therapeutic process. A
number of algorithms for risk profile assessment are being updated in clinical practice, but the
possibility of assessing the Bulgarian population is of utmost importance.



Laboratory biomarkers of myocardial necrosis (troponins, creatine phosphokinase - MB fraction) used
for diagnosis and risk stratification in the acute phase of ACS have a certain contribution to the long-
term prognosis (risk of recurrent ischemic events, mortality, survival, complications). The drive to
differentiate genetic markers that in a particular constellation have greater prognostic weight is
established in a number of contemporary studies.

It is evident from the literature review that Dr. Krstinka Doneva has a thorough knowledge of the
available literature on the subject. The etiology and pathogenesis of atherosclerotic vascular disease,
classification, clinical forms, instrumental and laboratory investigations in CAD, including patients with
ACS, and current coronary risk stratification algorithms are described in detail. According to the data
presented, some novel biomarkers, such as serum paraoxonase-1 (PON1) and arylesterase, are likely to
be relevant to the risk of developing CAD, but their diagnostic value and prognostic potential are still
poorly understood. This is one of the current highlights of Dr. Basheva's study.

The aim is specific and clear:To investigate the clinical, instrumental, biochemical and some genetic
markers that make up the risk profile of patients with ACS and analyze their role in the near and distant
prognosis of this group of patients.

The objectives derived from the findings of the literature review. Dr. Krstinka Doneva-Basheva has
formulated 7 main tasks.

The clinical contingent and the methods give full reason to believe the results obtained. Dr Krastinka
Doneva-Basheva has clearly and precisely formulated the inclusion and exclusion criteria for her study.
The diagnosis of acute coronary syndrome was made according to the current recommendations of the
European Society of Cardiology. A total of 172 patients with ACS (96 men, 55.8%) hospitalized at the
University Hospital of Prague were included in the analysis. Stara Zagora and Yambol Hospital for the
period 01.2009 to 02.2010. Depending on the clinical form of ACS and the results of instrumental and
laboratory investigations, the patients were divided into 3 subgroups: patients with STEMI, NSTEMI or
NAS. A control group of 26 healthy volunteers was also included for study purposes. Of the ACS patients,
103 (59.9%) had STEMI, 44 (25.6%) had NTEMI, and the remainder were diagnosed with unstable angina
pectoris (UAP).

All patients were studied by clinical, instrumental and statistical methods. various demographic, social,
clinical, pharmacotherapeutic, laboratory and instrumental parameters were available, including serum
PON1 paraoxonase and arylesterase activity, and prevalence of the L55M PON1 polymorphic variant.
The three subgroups of patients with ACS were compared with each other and with the performance of
a control group of healthy volunteers. After dehospitalization, patients were followed up by telephone
guestionnaire at the end of the 1st month, 1st, 5th and 9th year.

Advanced statistical processing of the results was performed by applying methods from descriptive
statistics, hypothesis testing methods, correlation and regression analysis, survival analysis, etc.
Statistical significance was accepted at p<0.05. Variables of clinical interest were included in a
prognostic model related to one-, five- and nine-year survival after ACS.

lll. Important results of the study determine its clinical severity:



1. The clinical profile of a Bulgarian population of patients with ACS is studied: data on demographic
characteristics, concomitant risk factors and diseases, instrumental and laboratory investigations, and
therapeutic management are presented;

2. Itis well known that the success of treatment in ACS depends largely on the time from the onset of
symptomatology to the first contact with a medical professional. According to the results presented, the
vast majority (>55%) of STEMI patients in the study sought medical care >24 h after the onset of
symptomatology, i.e., the delay in medical care was mainly realized at the prehospital level and was
primarily related to patient-related causes.

3. Information on one-, five- and nine-year survival of patients with ACS is very valuable. According to
the results of the analysis, the mortality rate at the ninth year among the analysed population of
patients with ACS reaches 39%, which has important medical, social and economic significance. It was
found that the survival of STEMI patients in the first 4 years after dehospitalization was higher compared
to NSTEMI, after which the survival curves converged and intersected around the eighth year after the
acute coronary event.

5. The serum paraoxonase and arylesterase activities of PON1, and PON L55M polymorphisms were
investigated and refined in a Bulgarian population of patients with ACS and healthy volunteers. The
results of this study show that PON1 concentration and activity is highly variable in the human
population. The quality and quantity of the enzyme in serum influence the risk of atherosclerotic
disease.

6. The variant M allele of the L55M SNP in the PON1 gene was found to be a risk factor for ACS, which
the author of this thesis attributes to a decreased concentration of the enzyme in the serum of patients.
It was also found that the heterozygous genotype (LM) and genotypes with the M allele variant
(LM+MM) were associated with a 2.5-fold higher risk of ACS.

7 The long-term prognosis of patients with the LL genotype has been found to be better than that of
patients with the LM or MM genotypes, especially for patients with NSTEMI.

8. The results of multivariable Cox regression analysis confirmed cardiogenic shock and AV block as the
only independent and significant risk factors for adverse outcome at the end of the 1st year of follow-
up; for the 5-year follow-up period, such factors were again cardiogenic shock and AV block, as well as
triclonus CAD, and for the 9-year follow-up period, previous myocardial infarction and development of
Killip functional class IV CHF. The results are appropriately illustrated with 32 figures and 17 tables. The
bibliography contains 203 references in English.

Dr. Basheva has 3 publications related to her dissertation, including 1 article in an ISI impact-factor
journal. In all three articles Dr. Doneva-Basheva is the first author. The results of the scientific work have
been presented in papers and posters at 1 international and 3 national scientific forums. Dr. Krastinka
Doneva-Basheva has also participated in 1 scientific project related to the topic of the thesis.

| accept the contributions that the PhD student has made
IV Remarks:

- There are spelling, grammatical and stylistic errors in the thesis which can be corrected.



- The dissertation would have benefited if the rules of the Bulgarian language had been followed.

- The conclusions of the literature review should be stated as separate sub-points to show that the PhD
student has critically analysed the available literature/known data to date and is aware of the resolved
and unresolved issues in the topic on which he/she is working.

- The figure captions should be translated into English. In the legend of some figures the source must be
indicated.

- For greater clarity of the results and ease of comparison, it would be better to present the baseline
demographic characteristics of the three subgroups + the control group in a single table (2 smaller tables
if necessary) at the beginning of the 'Results', necessarily with a presentation of the p-value after the
indicators being compared.

- A very good impression would be made by the knowledge of the Bulgarian scientific literature on the
subject - there are no titles by Bulgarian authors in Cyrillic in the bibliography.

In conclusion:

The long-term study conducted by Dr Doneva-Basheva, on which the thesis is based, is the first in
Bulgaria to follow and specify the long-term (9-year) survival and mortality in patients with ACS.

For the first time in Bulgaria we investigated and specified serum paraoxonase and arylesterase PON1
activity, and the prevalence of the polymorphic variant L55M PON1 among Bulgarian patients with CAD
and healthy controls, and evaluated the role of these parameters in the pathogenesis of ACS.

The nine-year prognostic model proposed by Dr. Basheva assessing survival and mortality in patients
with survived ACS is important for clinical practice to refine coronary risk and optimize long-term
therapeutic management of these patients.

| express my positive evaluation of the dissertation work of Dr. Krstinka Doneva-Basheva and | believe
that it meets the criteria of the PRAS of MU-Pleven for the award of the educational and scientific
degree "Doctor". This gives me a reason to vote for the award of the PhD degree to Dr. Krystinka
Ivanova Doneva-Basheva, physician at the Cardiology Department, University Hospital "Prof. St.
Kirkovich", Sofia. Stara Zagora
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