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Ha 0-p Kpvcmunka Heanoea J/loneea-bawesa, nexap Kvm KapouoiocUyHoO omoeeHue,
YMPBAJI ,, IIpogh. Cm. Kuprosuu “, ep. Cmapa 3acopa.
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caMOCTOsATeNIHa TOAroToBKa KbM MVY-IIneBeH , zexap xvm xapouonocuuno omoeneHue,
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Hayynu pbKkoBoaUTEIN:

[Tpod. n-p Cuexxana Tomosa Tumesa, AMH

[Ipod. Tatsna MBanosa BuaiikoBa, 10H

Hayunoto xypu e Ha3HadeHo cbe 3anoBes Ne1047/28.03.2023 r. na Pexropa Ha MY -IlneBen
Ha ocHoBaHue 3PACPD, IIII3PACPB, ui. 2, an. 2 u 3 ot [IpaBuniHuKa 3a pa3BUTHE Ha
akajieMuuHus cberaB Ha MY-IlneBen u Pemenne Ha AxkageMuynus cbBeT (IpoToko Ne22 ot
27.03.2023 1.).

BbB Bpb3Ka ¢ mpelocTaBeHaTa MU 3a U3TOTBSIHE HA CTAHOBUIIE JOKTOpPCKa padora,
JeKIapupam ye HsMaM KOH(JIMKT Ha HHTEPECH U HE YCTaHOBSIBaM JaHHHU 34 IJIaruaTcTBO.

Kparku 6uorpaduyunu nanHu:

I-p Kprsctunka [loneBa-bamesa e pomena nma 20.10.1979 r. B rp. Hosa 3aropa.
3apppmiBa MenunuHa c¢ oriauueH ycmex npe3 2006 r. B MeaunuHCKH (akynreT KbM
Tpakuiicku ynuBepcuter — Crapa 3aropa. IlpumoOuBa KIMHMYHA CHELUATHOCT I10
Kapnuonorus npe3 2012 r. Paborara cu no temara 3amnouBa okoiio 2010 roauna. Ilpes 2019
roa. a-p Jlonesa-bameBa e 3auncieHa 3a JOKTOPAHT Ha CaMOCTOSITENIHA MOATOTOBKA KbM
MYV -11neBeH.

AKTYaJIHOCT HA TemMaTa:

Temara Ha nucepTallMOHHUS TPYA € aKTyalHa, KakTO B TEOPETUYEH, Taka U B
HayyHoO-TpakTudyecku IuiaH.  Koponapuara  Oonect (KB) e Boagema mnpuunHa 3a
NpeXJAEeBpeMEHHAa CMBPT M UWHBAIMAM3AlMA B CBeToBeH Mamab.Cropen JAaHHU OT
eMUJIEMHOJIOTMYHH NTPOyYBaHUs 1/3 OT BCHUKM CMBPTHHU CIIydau B cTpaHuTe oT EBponeiickus
cbto3 ce nwpkaT Ha KAB. Cnopen eBponeiickute naHHu B bbiarapus Bceku 6-TH MBXK U
BcAka 7-Ma xkeHa ymupar or OMMU, He3aBHUCHMMO OT CBHBPEMEHHUTE AMATHOCTUYHU U
TEparneBTUYHU CTPAaTEeruH, U TMOAOOPEHHUTE TPUKHU 3a MHAIUEHTUTE C OCThP KOpPOHApeH
WHIUCHT.

Octpusr koponapen cuuapom (OKC), karo uzsasa Ha UbC 3aema uenHo MAICTO B
€THOJIOTUYHUTE IPUYMHHU 32 3a00J1€BaeMOCT U CMBPTHOCT OIleHKaTa Ha pUcKa Mpu
nanuentute ¢ OKC e BakeH erar oT JUarHOCTUYHO-TEpaneBTUYHUSA ITpolec. B brirapus
“Ma MaJIbK Opoit HHTepBEHIIMOHAIHY npoyuBaHus npu nanueHntu ¢ OKC, kourto nasat
IIpe/ICTaBa 3a IPOrHO3aTa, MPEXUBIEMOCTTA Ha MMALIUEHTUTE CIIE JEXOCIUTAIN3ALMAITA.



Bb3H1NKBa HEOOXOJUMOCTTA OT ONPEACISIHE Ha PUCKOBUSAT MPOGHI HA Ta3H XETEPOreHHa
rpyrna NanueHTH, KaKTo U 3a T0JTy4aBaHe Ha JaHHU 32 MPEKUBIEMOCTTa U CMBbPTHOCTTA MM B
KPaTKOCPOYEH M ABJITOCPOUYCH IUIaH. Y CTAHOBSBAHETO HA YECTOTAaTa HA MOAU(PUINPYEMUTE U
HEMOJU(PHUIUPYEMHUTE PUCKOBHU (akTopH cpen xocnuTtanusupanute auna ¢ OKC,
MOTBBP)KJABAHETO HA TPAJUIIMOHHUTE PUCKOBHU CKaM 3a Omm3ko npornosupane cieq OKC,
ThpPCEHE, OTKPUBAHE U BKJIIOUBAHE HA JOMBIHUTEIHN IPOTHOCTUYHU (PaKTOpH, OUXa MOTIIH
na ObAaT OT 3HA4YEHHE 32 IBJITOCPOYHATa IPOTHO3a Ha OosHUTEe. BrittouBaneTo Ha
JOM'BIHUTEITHA TPOMEHIIUBY KbM TPAAULIMOHHUTE PUCKOBU (PaKTOPH U THPCEHETO HAa HOBU
TaKUBa Cpej ObJirapckKara MomyJIays NalueHTH, B YaCTHOCT M 3/{paBU KOHTPOJIH OU MOTJIO
71a TOTIpEHece 3a O-PaHHOTO OTKPUBAHE HAa PUCKOBUTE IPYIH JIMIA U HAaBPEMEHHA IbPBUYHA
U BTOpHYHA MPO(DUIAKTUKA, U JICYCHHE.

JlaGopatopHuTe OHOMapkepu 3a MHOKapJHa HEKpo3a (TPOIOHHMHHU, KpEaTuH

dhochokunnaza — MB-dpakius), U3noa3BaHu 3a TUArHOCTUKA M CTpaTU(HUKAIKUSI Ha PHCKa B
octpara ¢aza Ha OKC ummar ompezneneH NTpPHUHOC 3a JBJITOCPOYHATA MPOTHO3a (PHCK OT
MOBTOPHU HMCXEMHYHH CBOWUTHUS, CMBPTHOCT, IPESKUBIEMOCT, YClIoxHeHHs).B penuna
CBHBPEMCHHHU U3CJICJIBAHHS CE TIOCOYBA MSCTOTO HA HSAKOM TEHETHMYHH MapKEepH, KOUTO B
orpeJiesieHa KOHCTENAIHsl JOIPHHACST 32 MPOrHOCTUYHATA OICHKA .

Ot nutepaTypHus 0030p ce Buxkaa, ye A-p Kpbctunka /loneBa no3HaBa 3aabs1004€HO
HAJIMYHATA JINTEpaTypa 1mo Beipoca. Onucanu ca moIpoOHO €THOJIOTHATA U TTaTOreHe3aTa Ha
aTepoCKJIepOTHYHATAa  ChJIOBa  Ooyect,  KilacHuukanuara, KIMHAYHATE  (HOpMH,
WHCTPYMEHTAIHHUTE U JabopaTopHu u3ciensanus npu KADB, BKIIOUATEIHO MPHU NMAIIMEHTH C
OKC, kakTo M aKTyaJHUTE alrOpUTMH 3a CcTpaTUdUKalug Ha KopoHapHHs puck. Cropen
MpPE/ICTAaBEHUTE JIaHHU, HSIKOM HOBU OMOMapKepH, KaTo cepymHa napaokconasza-1 (PON1) u
apuiiecTepaza BEpPOSTHO MMAaT OTHOIICHHE KbM pucKa OT pasputue Ha KADB, HO TsxHara
JMAarHOCTHYHATA CTOWHOCT M IPOTHOCTUYEH MOTEHIIMAN ca BCE OIIe ¢aabo MpoydeHH.

3. [lo3naBaHe Ha mpo0JieMa
JIOKTOpaHTBT TI03HaBa CBCTOSHHMETO Ha TpodsieMa ¢  OLEHSBA TBOPYECKH
JUTEPATypHUS MaTepUall.

4. MeToauKa HA N3CIeABAHETO
N30panata MeToquKa Ha HW3ClEIBaHE TMO3BOJIsIBa MOCTUTaHE Ha MOCTaBeHATa el U
MOJIy4aBaHe Ha aJIeKBATEH OTIOBOP Ha 3aJa4UTe, pellaBaHU B JUCEPTALIMOHHUS TPYI.

5. XapakTepuCTHKA M OLCHKA HA IUCEPTALMOHHMA TPy U NIPHHOCUTE

JlucepTalmoHHUAT TPY/A BKIItoYBa 00110 168 cTtpanumm, oT KouTo: 1 3armaBHa CTpaHUIIA;
CriuchK Ha M3MOJI3BAaHUTE CHKPAIICHUS U ChIBPKaHUE — 5 cTp.; BpBenenne u nureparypen
0030p - 35 c1p.; Llen u 3amaum — 1 ctp.; Marepuan u metoau — 20 ctp.; Pesynratu — 60 ctp.;
Ob6cwxnane - 27 ctp.; U3Bonu — 2 ctp.; [Ipunocu — 1 ctp.; Jluteparypa — 16 ctp.
HucepranusTa e onarieneHa ¢ 40 urypu u rpaduku, u 25 rabnuu. bubmmorpadcekara
cripaBka cbabpka 210 aurepaTypHU U3TOYHUIM HA QHTJIMHCKU €3UK.
Hayynust Tpyn e CTpyKTypHpaH MPaBUIHO C OTHOCUTEIHO CIIa3BaHe Ha MPOMOPIIMHUTE
MEXy OTJEITHUTE MYy YacTH CIIOpE] MPHETUTE Y HAC M3UCKBAHMS.
Ilenma na oucepmayuonnus mpyo e nodpe GopmynupaHa B CbOTBETCTBHE C TeMaTa
Ha JTUCEePTANHATA U MIPECTaBEHUs InTepaTypeH 0030p. [loctaBennre 3amaqn, odmo 7 ca
HAITBJTHO JIOCTaThUHH U Ca PeaTM3UPaHu H3IUIO B JUCEPTAMOHHUS TPY/I.
Hacrosimara pabota nenu 1a ce npoy4aTt KJIMHUYHUTE, HHCTPYMEHTAJIHM,

OMOXMMMYHHU U HSAKOU FeHeTHYHU MAPKePH, H3rPaxKIaly PUCKOBUS NPodu Ha



napuenTuTe ¢ OKC 1 ce ananu3npa poJssita UM 3a 0JIM3KaTa M Jaj1e4HA IPOrHO3a HA
Te3H 00JIHU.

3agauMTe NpouU3THYA OT U3BOAUTE OT JIUTEPATYPHUS 0030D.
B pazgena ,,Mamepuanu u memoou“ nonpoOHO ca ONMUCAHU, W3CICIBAHUTE 3a MEpHOIA

01.2009 r. mo 02.2010 r ob6mo 172 mamuentu ¢ OKC (or 1x 96 wmbxke, 55,8%),
xocnutanuzupann B YMBAJI B 1p. Crapa 3aropa m CBAJIK-SIMG6on B 3aBucuMOCT OT
kmuHnyHata ¢opma Ha OKC wm pesynrarure OT MHCTpYMEHTAJHUTE, M JabOpaTOpHU
U3CIeBaHMs, AIIMEHTUTE ca pa3aeneHu B 3 noarpynu: nauueHTa cbe STEMI, NSTEMI wnn
HAII. 3a nenute Ha NpoydyBaHETO € BKJIIOYEHA W KOHTPOJHA rpyma oT 26 3apaBu
noo6posoiim. Ot namuentute ¢ OKC 103 (59,9%) ca ounu cbe STEMI, 44 (25,6%) - ¢
NTEMI, a npu ocrananure € nuarHoctunmpana HectabunHa crenokapaus (HAIT). Benuku
MAalUMEHTH ca W3CJIEABaHU C KIMHUYHU, WHCTPYMEHTAJIHU W CTAaTUCTUYECKH METOJU.
HAJIM3UPAHU Cca Pa3IUYHU JAeMorpadCKH, COIMAlHU, KIMHUYHH, (apMakoTepaneBTUYHU,
nabopaTopHU U HMHCTPYMEHTAIIHW IOKa3aTelH, BKIIYUTEIHO CEpyMHA IMapaoKCOHa3Ha W
apuiectepaszHa aktuBHOCT Ha PONI1, u pasnpocrpanenue Ha nmonmuMop¢dHus Bapuant L55M
PONL1. Tpure noarpynu nauuentun ¢ OKC ca cpaBHEHH NMOMEXAY CH U C MMOKa3aTeIUTe Ha
KOHTpOJHATa Tpymna 3apaBu noOpoBoimu. Cref OexocnuTalu3alusTa NalUueHTH ca
mpocieieHy upe3 TenedoHHa aHkeTa B Kpast Ha 1-us mecen, 1-Ba, 5-tau 9-Ta roauHa.

3a craructudeckata oOpa0OTKa Ha JAHHUTE Ca HM3MOJI3yBaHU MOIXOASAIIN METOAU, KOETO
rapaHTUpa JOCTOBEPHOCTTA HA MOJYyYEHUTE PE3YJITATH.

Pesyaratu u oOcwbxnane: IIpencraBeHure pesyntaTu ca yOequTenHUM M scHU. Te ca
aHaJM3UPaHU, 00CHIEHU U CPABHEHH C JINTEPATYpHUTE TaHHHU.

M3Boam m npuHocu: Bb3 ocHOBa Ha nomyueHute pesynratu 1-p [loneBa-bamesa noruuno
IIpaBU H3BOJHU, KOMTO CHOTBETCTBAT HA IMOCTABEHMUTE 3a1aud. [lo-BakHHTE, OT KOMTO ca:
u3cieABaH € KIMHUYHUAT NOpopui MU ca MpeIcTaBeHH JaHHU 3a JieMorpadCckute
XapaKTepUCTHKH, MPUAPYXKaBallll PUCKOBU (PaKkTOpu U 3a00JsBaHUS, UHCTPYMEHTAIHU U
7a0b0paToOpHU U3CJENBaHMS, W TEPANeBTUYHO I[OBEACHHWE  Ha ObJArapcka MomyJanus
nanueHTH ¢ OKC. YcenexsT Ha nedenuero npu OKC B ronsiMa creneH 3aBUCH OT BpPEMETO OT
HA4yaJioTO Ha CHUMITOMAaTHKaTa OO0 I'bPBUS KOHTAaKT C MEAMIIMHCKO JIMLE U  CIOpeNn
MpeJICTaBeHUTE pe3yaTaTH mpeodbnamaBamara 4act (>55%) or maumentute cbe STEMI B
MPOYYBAHETO THPCAT MEIUIMHCKA MOMOI >24 4. cliefl Ha4aJloTO Ha CUMIITOMAaTHKaTa, T.e.
3a0aBsHETO Ha METUIIMHCKATa IOMOII[ C€ pealn3upa IJIaBHO Ha HUBO J00OJHUYHA MOMOII U
€ CBBP3aHO NPEIU BCUYKO C MPUYMHU OT CTpaHa Ha mauueHTta. Cropen pe3ynTaTute OT
aHaJl3a CMBbPTHOCTTA Ha JieBeTaTa TOJMHa CpeJl aHaJIu3upaHaTa MOMyJalus MalueHTUTe C
OKC poctura jgo 39%, koeTo HMMa Ba)XKHO MEIMIIMHCKO, COIMAIHO H HKOHOMHYECKO
3Ha4YeHHE. YCTAaHOBEHO €, Ue MPEXHUBIEMOCTTa IpH naruenTuTe cbe STEMI mpes mepBute
4 ron. cnen aexocmHTamU3anuATa € mo-pucoka cupsmo NSTEMI, cinen xoeto xpuBuTe Ha
IIPEKMBSIEMOCT KOHBEPTUPAT U CE MPECUYaT OKOJO OcMaTa NOJIMHA CJIE] OCTPHsl KOPOHAPEH
MHIMACHT. 5. M3cienBanu ca U ca yTOUHEHU CepyMHATa MapaoKCOHAa3HAa U apuiecTepa3Ha
aktuBHOocT Ha PONI1, um nmomumoppusmbr Ha PON L55M cpen Obirapcka momysanus
narieHTd ¢ OKC u 31paBu goOpoBonuu. Pesynratute OoT mpoydyBaHETO MOKa3Bar, 4e
KOHIIEHTpanusaTa u aktuBHOcTa HAa PON1 € MHOTO BapraOuiiHa cpeji YOBEIIKaTa MOMYyJIalus.
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KadecTBOTO M KOJNIMYECTBOTO Ha €H3MMa B CEpyMa OKa3BaT BIMSHHE BBPXY pHUCKA OT
aTepOCKJICPOTHYHO 3abossiBaHe. Y CTaHOBEHO €, ue BapuaHTHuiAT M anen Ha L55M SNP B
PONI rena ce sBsiBa puckoB (akrop 3a OKC, koeTo aBTOpBT Ha AuCEpTAIMATAa OOSICHsIBA C
MIOHM)KEHA KOHLEHTpalusATa Ha €H3MMa B CEpyMa Ha IalUEHTUTE. YTOYHEHO € ChLIO0, Y€
xeTepo3uroTHusAT renotun (LM) u renotunure ¢ Bapuant M anen (LM+MM) ca cBbp3anu ¢
2,5 mptu mo-Bucok puck or OKC. VYcraHoBena e mo-m00pa ABIATOCPOYHA MPOTHO3a HA
nanueHture ¢ LL renotun B cpaBHenue ¢ LM wim MM reHoturioBe, 0COOCHO 3a MaIlUEHTH C
NSTEMI. Pesynrarure ot MynrtuBapuanTHUs COX-perpecHOHEH aHaIM3, MOTBBPIKIABAT
KaTo €IMHCTBEHU HE3aBUCUMH M 3HAYUMHU PUCKOBU (akTOpu 3a HEOJArompuaTeH H3XOJ B
kpas Ha 1-Bata ronuna ot OKC dakropute kapauoreHeH mok u AV-0110k; 3a S-rogumHus
MIEpUOJT Ha MPOCIIeIBaHe TaKuBa (PaKTOPH ca OTHOBO KapaUOTreHeH oK 1 AV-0JI0K, KaKTO U
tpukiioHoBa KAB, a 3a 9-ronuiieH nepuoa — nNpeaniineH MUOKapieH HH(APKT U pa3BUTHE HA
OJICH 1V ¢ynkunonanen knac no Killip.

IIpunocu -C Hay4yHO-TeOpeTHYEH XapaKTep ca, Ye 3a PHB MbT CE U3CJIEIBA CEpyMHATa
[apaoKCOHAa3HA U apuiiecTepa3Ha akTUBHOCT, U HocutencTBoTo Ha PONT SNP L55M cpen
brvarapckoto Hacenenue-3apaBu u ¢ OKC. [TonmyuenuTe pe3ynratu AaBaT OCHOBaHUE Ja ce
MIPEINOJIOKH Bb3MOXKHATAa MY pOJisi B TeHe3aTa Ha aTepockiepo3aTa u B yactHocT OKC. 3a
MPBB BT CE U3cieIBa BIUsHUETO Ha HocuTeacTBOTO PON1 SNP L55M BBpXy Onn3kara u
otnanedyeHara npexupsemoct Ha nauueHntutre ¢ OKC(1-Ba, 5-ta, 9-ta roguum), Kato He ce
J0Ka3a 3HaYnMa acoruanus.l3paboTreHu ce MpOrHOCTHYHU MOJAEIH 32 MIPEKUBSIEMOCT U
CMBPTHOCT 110 BCHUKH nprauHH 1ipu 601HM ¢ OKC, KonTo 6uxa MOTiH Jja MoCIyXar B
KIIMHUYHATA IPAaKTHKA MPU HavajgHaTa puckoBa ctpaTudukanus Ha 6onnute ¢ OKC, npor-
HO3UpaHe Ha MpexuBsieMocTTa (OJIu3Ka U JajieyHa) U OlIeHKa Ha pHCcKa 3a CMbPT. AHAIU-
3WpaHU ca 3a IbPBU MbT KoJMYecTBeHaTa 3aBucuMocT Ha PON1-akTuBHOCTTA OT THIIa
TeHOTHUI ¥ 3HAUEHUETO i B ONIM3KaTa, U JAajieuHa MIPOrHO3a Ha Ta3u XeTepOreHHarpymna
nanuentu (1-Ba,5-Ta,9-Ta roguHa), KaTo HE ce OTKpH acoruarus.M3padoten e 1, 5, 9-
TOJIAIIIEH TPOTHOCTHYEH MOJIEI 32 MPEKUBIEMOCT U CMBPTHOCT 110 BCUYKH TPUYUHU TIPU
601H1 ¢ OKC, K0SITO € Bb3MOKHO J1a OCTYXH 3a OIpe/esiHeHa IpexXuBsieMocTTa (0au3Ka u
JlajieyHa) Bb3 OCHOBA HA HayaJHaTa PUCKOBa CTpaTU(UKALKS IPU XOCIIUTAIU3AIMATA.

C norBbpauTesieH xapakrtep ca :IloTBbpkIaBaT ce U3BECTHUTE TBBPACHMS 3a IMOJIOBUTE
pasnuuus BBB BB3pacTTa 3a HactbnBaHe Ha OKC B JleraitmHo crpatudumnmpane Ha
MalUeHTUTe ChoOpa3sHo puckoBus . IllotBepkmaBa ce possta Ha GRACE-ckopa B
IIPOrHO3UpPAHE Ha PUCKA OT HEOJAronpusATEeH U3XO NP XOCIUTATU3AMATa U Ha 6-Us Mecell.
[ToTBBpkAaBaHe Ha pPONATa Ha KOHBEHIMOHATHUTE PUCKOBU (DaKTOpu M poisiTa UM B
O6nmu3kara M oTnanedeHara npexuBseMocT Ha nanueHtute ¢ OKC. IlpemyoxxkeHUsT oT a-p
bameBa neBeTrofMIIEH NMPOrHOCTUYEH MOJEN, OLICHSBAL IIOKA3aTEIUTE IMPEKUBIEMOCT U
CMBPTHOCT IIpu nanueHTH ¢ npexuBsH OKC e BakeH 3a KIMHHWYHATA NPAKTUKA C OTJIEN
MpEeUU3NpaHe Ha KOPOHApHMS PUCK W ONTHMHU3UPAHE HA JBITOCPOYHOTO TEPANEBTUYHO
ITOBEJICHUE IIPU TE€3U MALUEHTH.

6.ABTOpedeparTbT OTpa3zsgBa HANKWCAHOTO B JAuMcepTalMoOHHUSA TpyA. CboOpazeHo c
aKaJIEMAYHNTE W3UCKBAaHHWsI, B HEro ca NPEJICTAaBEHH NPUHOCHUTE M € MPUIOKEH CIUCHK Ha
MyOJIMKAaLMUTE BB Bpb3Ka C AUCEPTAUOHHUS TPYA.

7. IlpeneHka Ha MyOIMKALMMUTE U JTUYHUS MPUHOC HA IOKTOPAHTA
JokropanTkata a-p [loneBa-bameBa e mpunoxwuna 3 myOiaukanuu BbB Bpb3Ka C
JMCEePTALlMOHHUS TPYI, OT TIX | cTaTus B cnucaHue ¢ UMNakT-(akrop. B Tpure cratuu a-p
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JloneBa-bameBa e mbpBHu aBTOp. Pesynrature OoT HayuyHaTta pa3paboTka ca MPEICTAaBEeHH C
JOKJIaIM ¥ TIOCTEpH Ha 2 MEXJYHapOJeH W HauuoHaIHU HaydyHHu (opyma. [-p Kpbcrunka
JloneBa-bameBa nma y4yactue U B 1 HayueH NPOEKT, CBbP3aH C TEMATa Ha AUCEPTALMITA.
IIpuemam NpUHOCHTE , KOUTO TOKTOPAHTKATa € U3BEJIA.

Oco0eHO LIeHHU cTOpe MeH ¢a JaHHUTeE 3a:
- W3CJIEJIBAHETO HA CEpyMHATa MAPAaOKCOHA3HA W apuiiecTepa3Ha aKTUBHOCT, U
HocutenctBoto Ha PON1 SNP L55M cpen bearapckoro nacenenue-3npasu u ¢ OKC 3a
nepBU 1BT. [lomydeHnuTe pe3yaTaTu qaBaT OCHOBAHUE JIa CE MPEANOIOKH Bb3MOKHATA MY

PpOJId B Ir€HE3aTa Ha aTCPOCKIIEpO3aTra U B YaCTHOCT OKC.

- UscnenBane Ha BiausHUETO Ha HocutelacTBOTo PONI SNP L55M BepxXy Onm3kara u
otnanedyeHara npexussemoct Ha nmarueHTute ¢ OKC(1-Ba, 5-ta, 9-ta ronuan) u AHanu3 Ha
KoJinyecTBeHaTa 3aBUCUMOCT Ha PONI-akTHBHOCTTA OT THIIA T€HOTHI W 3HAYCHHETO U B
Onmu3kara, M JajiedHa MPOTHO3a MPHU Ta3W XeTeporeHHa rpyma namueHtd (1-Ba,5-ta,9-ta
rOJIMHA), KaTO HE CE OTKPHBA aCOIUAIIUS.

- W3paboTBaHe Ha MPOTHOCTHYHU MOJENU 3a MPEKUBSIEMOCT U CMBPTHOCT MO BCHYKH
npuunHu npu 6onau ¢ OKC, kouto 6mxa MOIIM Aa MOCTyXKaT B KIMHUYHATA TIPaKTUKA HpU
HavajHaTta puckoBa crparudukanus Ha 6omauTe ¢ OKC, npornosupane Ha MpeKUBSIEMOCTTA
(6nu3ka M ganedyHa) U OLEHKA Ha pUCKa 3a CMBPT.

3AK/IIOYEHUE

Ilopaau ropemn3ioKeHOTO, 1aBaM CBOSITA NOJIOMHCUMENIHA OYeHKa W TNpenopbyBaM Ha
wieHoBeTe Ha Hay4yHOTO Kypu /[a OLEHST TMOJIOKUTETHO IHCEPTAUMOHHUS TPYA
wAHAMU3 HA KAUHUKO-TaOOpamopuume axmopu ¢ 9-200uminama npercueaemocm Ha
nayuenmu ¢ OCmvp KOpoHApeH cuHOpom* N 1a NPUCHAAT HA 0-p Kpvcmunka Heanoea
/lonesa-bawesa nayynarta u odpa3zoBartesnna cremnet ,,/JOKTOP” B o6aact na Bucuero
o0pazoBanue 7. 3apaBeoma3BaHe W CHOPT, npodecMoHaJHO HamnpaBjenue 7.1.
Meauuuna, 10KTOpCcKa nporpama ,,Kapauosorna®

19.06,2023 T. M3rorBuia CTaHOBUIIIETO: Ha ocHoBaHue un. 59 ot 33N
I'pag Codus notu. a-p Pas Credanosa BanoBa, 1M
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1. Brief biography:
Krastinka lvanova 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. According to the epidemiological data one third of all deaths in the countries in the EU
can be attributed to coronary disease. According to European data one in six Bulgarian man and one
in seven Bulgarian women die as the result of acute myocardial infarction, regardless of the modern
diagnostic and therapeutical strategies, or improved care for the patients presenting with an acute
coronary incident.

Acure coronary syndrome (ACS), as a presentation of the ischaemic heart disease, is the
leading etiological cause of morbidity and mortality. Risk evaluation in patients with ACS is an
important step in the diagnostic and therapeutic process. In Bulgaria there is a small number of
interventional studies of patients with ACS that provide insight into the prognosis and survival of
the patients after they are discharged.

It is needed to determine the risk profile of this heterogenic patient group, as well as to
obtain data on their survival and mortality in the short and long term. 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. Adding
different 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.

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 certain
contribution to the long term prognosis (risk of repeat ischemic events, mortality, survival,
complications). A number of modern studies show the importance of some genetic markers that in a
certain constellation contribute to the general prognostic assessment.

The literary review shows that Krastinka lvanova 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.

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 bibliographic reference contains 210 literary
sources in English. The scientific work is correctly structured with relative adherence to the
accepted requirements in terms of the proportions between its different parts.

The aim of the dissertation work is well formulated in accordance with the subject of the
dissertation 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.

The tasks derive from the conclusions of the literary review.

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.

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. More importantly: the clinical profile is studied
and data is presenting pertaining demographic characteristics, attributing risk factors and illnesses,
instrumental and laboratory tests, as well as therapeutic behaviour in a population of Bulgarian
patients with ACS. The success in treatment of ACS largely depends on the time passed since the
onset on symptoms until the first contact with a medical specialist. According to the presented
results, the majority (>55%) of patients with STEMI included in the study seek medical assistance >
24 hours after the onset of symptoms, meaning delay in providing medical help is realised mainly at
the level of pre-hospital care and is due to mainly patient-related reasons. 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 prevalence of the polymorphic variant L55M PON1 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 PONL1 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. It
has been determined that the variant M allele of L55M SNP in the PON1 gene is a risk factor for
ACS, which the author of the dissertation work explains with reduced concentration of the enzyme
in the patients’ serum. It has also been established that the heterozygous genotype (LM) and
genotypes with the variant M allele (LM + MM) are related to 2,5 times higher risk of ACS. A
better long term prognosis has been determined in patients with LL genotype compared to LM or
MM genotypes, especially in patients with NSTEMI. The results of the multivariate Cox-
regressional analysis confirm cardiogenic shock and AV-block as the only independent and
significant risk factors for unfavourable 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.

Contribution — Of a scientific-theoretical nature are: It is for the first time that serum
paraoxonase-1 (PON1) and arylesterase activity, as well as carriage of PON1 SNP L55M are
surveyed among the Bulgarian population — healthy individuals and patients with ACS. The
obtained results give a reason to assume their possible role in the genesis of atherosclerosis and
ACS in particular. It is for the first time that the effect of the carriage of PON1 SNP L55M on the
short and long term survival of patients with ACS (1%, 5™, 9" year) is surveyed, no significant
association has been proven. 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. For the first time the quantitative dependence of PON1-activity on the
genotype and its significance concerning short and long term prognosis of this heterogenous patient
group (1%, 5™, 9" year) has been analyzed, no association has been found. An one-, five- and nine-
year prognostic model for the survival and mortality for whatever reason in patients with ACS has



been developed, which could serve to determine the survival (short and long term) based on the
initial risk stratification at hospitalization.

Of a confirmatory nature are: Known statements about gender differences concerning the
age of ACS onset have been confirmed in a detailed 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. 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.

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 Krastinka Ivanova Doneva-Basheva, M.D. has included three
publications related to the dissertation work, one of which an article from a magazine with an
impact-factor. In the three articles Doneva-Basheva, M.D. is listed as a primary author. The results
of the scientific work are presented at two international and national forums using reports and
posters. 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.

According to me, especially valuable is the data regarding:

- studying serum paraoxonase-1 (PON1) and arylesterase activity, as well as carriage of
PON1 SNP L55M among the Bulgarian population - patients with ACS and healthy individuals for
the first time. The obtained data give cause to assume its probable role in the genesis of
atherosclerosis and ACS in particular.

- studying the effect of PON1 SNP L55M carriage on short and long term survival in
patients with ACS (1%, 5™, 9" year) and analysing the quantitative dependence of PON1 activity on
the genotype and its effect on short and long term prognosis of patients from this heterogenous
group (1%, 5™, 9™ year), no association has been found.

- developing prognostic models for survival and mortality for whatever cause in patients
with ACS which could serve in the clinical practice as a part of the initial risk stratification of
patients with ACS and as a part of the prognosis of short and long term survival and to evaluate the
risk of death.

CONCLUSION
Due to everything aforementioned, | give my positive assessment and | recommend that the
members of the Scientific jury assess positively the dissertation work titled Analysis of clinical-
laboratory factors in 9-year-long survival of patients with acute coronary syndrome’ and to award
Krastinka lvanova Doneva-Basheva, M.D. the 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.
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