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ot nou. 1-p Credpan Haiinenos Haiinenos, im
Knunuka o npormneneBTuka Ha BbTPEIIHUTE OOJIECTH
“IIpod. n-p Ct. Kupkouu”, YMBAJI “Anekcannpobcka” EAJ],

Menunuacku YHausepcuret — Codust

OTtHocHo: J/[ucepTanmoHeH Tpya Ha TeMa ,, AHAJIU3 HA KJIMHUKO-J1a0opaTopHuTe GakTropu
B 9-roauiHaTa mNpe:KMBAEMOCT HA MNAINMEHTH ¢ OCTHP KOPOHApEeH CHHAPOM® 3a
NpUCHXKAaHe Ha o0pa3oBarelHa ¥ HaydHa CTeneH ,,JJokTop® 1o mpodecHoHaTHO
Hanpasienue 7.1 ,Memununaa® mo JgokTopcka mnporpama ,,Kapauonorus®™ (mmudsp 03.01.47)
Ha aA-p Kpbcrunka HBanoBa /loneBa-baieBa, nekap KbM KapIUMOJIIOTUYHO OTAENICHUE,

YMBAJL ,,IIpod. Ct. Kupkosuu®, rp. Crapa 3aropa.

Cerimacuno 3amoBen; Nel047/28.03.2028 1. ma Pektopa Ha MY-IlneBeH Ha oOcHOBaHUE
3PACPBD, IIII3PACPB, un. 2, an. 2 u 3 ot [IpaBunHuka 3a pa3BUTHE HA aKaJIEMUYHUS ChCTaB

Ha MVY-Ilnesen u Pemenue na AkaneMudnus cbBeT (mpotokon Ne22 ot 27.03.2023 1.).

H-p Kpnctunka [oneBa-bameBa e pomena na 20.10.1979 r. B rp. Homa 3aropa.
3apppmiBa MenuuuHa c¢ otiauueH ycmex mpe3 2006 r. B MenunuHcku (akyiTeT KbM
Tpakuiicku ynuBepcuter — Crapa 3aropa. IlpumoOuBa KIMHMYHA CHELHATHOCT I10
Kapnuonorus pe3 2012 r. IIpe3 2019 roa. n-p JloneBa-bamesa e 3aunciena 3a 1OKTOpaHT
Ha caMOCTOSATEIHA IOAT0TOBKAa KbM MY -11nmeBeH.

JlucepTallMOHHUAT TpyA BKIO4YBa o0mo 168 crpanuum, ot kouto: 1 3aryiaBHa
crpanuna; CnUChK Ha M3MOJI3BAHUTE CHKpAIIEHUS M ChIbpXKaHue — 5 cTp.; BbBenenue u
mutepatypeH 003op - 35 crp.; Lenm u 3amaum — 1 ctp.; Marepuan u merogu — 20 ctp.;
Pesynratu — 60 ctp.; O6cwxnane - 27 ctp.; U3Bomu — 2 crp.; [Ipurocu — 1 ctp.; JIutepaTtypa
— 16 ctp. ducepranusra e onarnenena ¢ 40 ¢purypu u rpapuxu, u 25 TabIUIH.

JlucepTallMOHHUAT TPYJ KaTo ISI0 € CTPYKTYpHpaH MO KIACHMYECKHM HauuH C
OTHOCHTEITHO CMIa3BaHe Ha MPOTIOPIUUTE MEXKTYy OTIEITHUTE MY YaCTH CIIOpe OOIIONPUETHTE

y HaC U3UCKBaHUS.

AKTYaJIHOCT HAa TeMaTa
Temara Ha nucepTallMOHHMSA TpyJ € aKTyaldHa, KaKTO B TEOPETHYEH, Taka U B

HAYYHO-ITPAKTUYCCKU ACIICKT. 3a ToBa TBBPACHUEC UMaM CIICAHUTC OCHOBAHMS:



Koponapnara aprepuanna Oonect (KAB) e eanma oT Bojemmure NpPUYUHE 34
MPESKIECBPEMEHHA CMBPT W HMHBAIMIU3AIMS B CBETOBEH Mamiab: cropea JaHHU OT
eNUJAEMUOJIOTUYHU TpoyuBaHusi 1/3 OT BCHYKM CMBPTHH Cllydad B CTpPaHHUTE OT
EBponeiickust c¢pio3 ce npmkar Ha KAB. Octpute KOpoHapHM CHHIPOMH - HECTAOWIHA
creHokapus (HAIT), octep muokapaen nadapkr (OMU) 6e3 ST-eneBarus (NSTEMI) u
OMMU c ST-eneBamust (STEMI) ca cpen xnuauunute dopmu Ha KAB ¢ Haii-romsmo
MEJUIIMHCKO, COI[MATHO U UKOHOMUYECKO 3HaueHue. B brarapus Bceku 6-TH MBX U BCSIKA
7-mMa xena ymupar ot OMU, He3aBUMO OT CHBPEMEHEHUTE JAMATHOCTUYHH H
TEparneBTUYHU CTpaTeruu, U MOJOOpPEHUTE TIPUKHU 3a MAlUEHTUTE C OCThP KOpOHApeH
WHIUICHT.

Crparudukanusra Ha pucka npu nanuenture ¢ OKC e BakeH eranm OT AMArHOCTHYHO-
TepamneBTUYHUS Tpolec. B KiIMHWYHATA MpaKkTHKa ca BHBEJACHH peIulla aJroOpuUTMU 3a
OLICHKa Ha PHUCKOBUS MPOo(uI, HO MOpPagy H3KIIOUMTEIHATA XETEPOreHHOCT Ha Ta3H
MOTyJIAIKs TI0 OTHOIICHWE Ha NPUAPYKABAIIUTE PUCKOBU (aKTOpu W 3a00JsBaHUS, B
4acT OT CIy4YauTe ,,KIaCHYECKUTE alTOPUTMHU TO/ILIEHABAT, a B IPYTU ClIy4au HaALCHSIBAT
KOPOHAPHHUSI PUCK.

JlaboparopHuTe OMOMapKepH 3a MUOKapIHa HEKpo3a (TPOMOHUHU, KpeaTuH GocokrHaza
— MB-dpakius), U3M0I3BaHu 32 TUATHOCTHKA U CTpaTU(UKALKS Ha PUCKa B ocTpaTa dasza
Ha OKC uMmaT cpaBHUTEIHO OIpaHUYEH MPOTHOCTUYEH 3a JIBJITOCPOYHATA IPOrHO3a (PUCK
OT TIOBTOPHM HCXEMHYHU CHOUTHUS, CMBPTHOCT, TMPEKHUBIEMOCT, YCIOKHEHHS).
BxurouBaHeTo Ha JTOMBIHUTENHU MOKa3zaTenu (1a00paTOpHU U APYTH) KbM alTOPUTMHUTE
3a cTpartuuKanys Ha pucka OM MOTJIO JAa Mpeuu3upa AMArHOCTUYHHUS U TepareBTUYEH
noaxon npu OKC, ocobeHo mpu mo-miiagy HMHAWBUIM, MAMEHTH OT KEHCKU IOJ,
KOMOPOUIHU MAIUEHTH, TAIIUEHTH C aTUIHYHA CUMIITOMATHKA U JIp.

Bce omie He e siCHO, KakBM ca ONTHMAJIHHUTE CTPATErHH 3a IMOCTUraHe Ha Haii-mobpa
MHTErpainus Ha JUarHOCTUYHUTE TECTOBE M aJITOPUTMUTE 3a olleHKa Ha pucka npu OKC c
MAIUEHTCKUTE TPKA TI0 KPHUTEPHHTE 3a KIWHWYCH H3XOJ M HEOOXOIUMU 3IpaBHH
pecypcu. He e yrouHeHo fnanmu puCKOBaTa CTpaTH(HUKAIUS Ha MalMEHTH ¢ HeCTaOMIIHA
creHokapaus © NSTEMI Ha 6a3ata Ha MHOTOBapHUaHTHH MOJENH HAa PUCKOBA MPETUKIIUS

moA00psBa KIMHUYHUS U3XO].

ITo3naBane Ha npoOJema

Ot nutepatypHus o00630p ce Bmwkaa, 4ye A-p Kpbcrunka [loneBa-bamesa ce e

3aMo3HaNd 33JbJI00YEHO C HAlMYHATa JIMTeparypa 1o BbhIpoca. OmucaHu ca moJApoOHO

€THOJIOTHATA W TIaTOTeHe3aTa Ha aTepOCKIIEpOTHYHATa ChAOBA Oo0yiecT, KiacH(pUKAIUsATA,

KIMHUYHUTE (OpPMH, HHCTpyMEHTaTHUTE M JabopaTtopHu wu3cnenBanus npu KAB,
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BKJIIIOUMTENHO Tpu narueHT ¢ OKC, KakTo U akTyaJIHUTE alTOPUTMH 32 CTpaTU(UKAIUS Ha
KopoHapHHs puck. Criopea mpecTaBeHUTe AaHHU, HAKOM HOBU OMOMapKepH, KaTo CepyMHa
napaokconasa-1 (PON1) u apuiectepasa BEpOSITHO HMAT OTHOIIEHHUE KbM PHCKa OT Pa3BUTHE
Ha KADB, HO TsAxHara IuarHocTW4YHaTa CTOMHOCT M NPOrHOCTHYEH MOTEHIUAJl ca BCE OIle
cnabo mpoydenu. To3u (akr o00CHOBaBa W CMHCHJIA Ha MpoyyBaHeTo Ha A-p Kpbcruhka

[onesa-bamesa.

OdopmsiHeTO Ha HeJdTa W 3aJa4YUTe MPOU3THYA OT H3BOJUTE OT JIUTEPATYPHHUS
0030p. JI-p KpbcTunka [{onea-bamesa e hopmynupana 7 OCHOBHU 3a1a4H.

MartepuanbT U MeTOAMTE JaBaT IIbJIHO OCHOBAHME Jla C€ BSpBa Ha MOJIYUYEHUTE
pesynraru. J1-p Kpbcrunka JloneBa-bamesa e hopMynupana sicCHO U TOYHO BKIIIOUBALIUTE H
W3KJTIOYBAIM KPUTEPUH 32 CBOETO MpoyuBaHe. Jlnarnosara ,,OCTbp KOPOHAPEH CHHIPOM™ €
MOCTaBEHA CHITIACHO aKTyaJHUTE MPENOpbKU Ha EBpomeiickoTo Apy»KECTBO MO KapAHOIOTHS.
B anaymza ca Bxmodyenn o6mo 172 mammentu ¢ OKC (or Tax 96 wmwxke, 55,8%),
xocnutanusupanu B YMBAJI B rp. Crapa 3aropa u CbAJIK-SM607 3a nmepuoga 01.2009 r. no
02.2010 r. B 3aBucumoct ot kiuHuyHata ¢opma Ha OKC wu pesyarature OT
WHCTPYMEHTAJIHUTE, U J1a00paTOPHU U3CIEABAHUS, TAIIUEHTUTE ca Pa3/IeieHd B 3 TOATPYIIH:
narueHT ¢b¢ STEMI, NSTEMI mmu HAIL 3a nenute Ha mpOydBaHETO € BKIIIOYCHA U
KOHTpOJHA rpyna ot 26 3apasu gooposoiiu. Ot nanuenture ¢ OKC 103 (59,9%) ca Oounu
cee STEMI, 44 (25,6%) - ¢ NTEMI, a npu ocraHanuTe ¢ AMATHOCTUIMPaHA HECTAOHMIIHA
crenokapaus (HAIT).

[Ipu BcHuKM MallMeHTH € CHEeTa MOoJpoOHa aHaMHe3a, U3BBPILIEH € 00CTOeH (U3UKaIeH
mpersiesn, MpoydyeHa € HajJu4yHaTa MeAMIMHCKA JOKyMEHTalMs. AHAJIW3UPAHU ca PAa3INYHU
nemorpadcku,  COUMANHU, KIMHUYHM,  (dapMaKOTEeparneBTUYHHU, JabopaTopHU U
MHCTPYMEHTAJIHU II0Ka3aTelM, BKIIOUUTEIIHO CEPyMHa IAapaoOKCOHa3Ha M apuiecTepasHa
aktuBHocT Ha PONI, u pasnpoctpanenne Ha nonuMopduus Bapuant L55M PONI.
[Tokazarenure Ha Tpute noxarpynu nauueHtd ¢ OKC ca cpaBHEHM MOMEXIYy CH U C
MoKa3aTeJIUTe Ha KOHTpOJIHATa rpyna 3apaBu JoOpoBoamu. Cien JexocnuTanu3anusTa
MAIMEeHTH ca MPOCIeeHN upe3 TenedoHHa aHKkeTa B Kpas Ha 1-us mecen, 1-Ba, 5-ta u 9-Ta
rOJMHa.

Hanpasena e cbBpeMeHHa cTaTucTuiyecka oOpaboTKa Ha pe3yiaTaTUTe 4ype3 MpuiiaraHe
Ha METOAu OT JeCKpUNTHBHATa CTAaTUCTUKA, METOAM 3a IIPOBEPKA Ha XUIIOTE3H,
KOPEJIALMOHEH U PErpPECUOHEH aHalIW3, aHaJlu3 Ha mpexuBsieMocTra U ap. CraThcTHyecKa
3HaynMocT e npuera rnpu p<0,05. [IpomeHmTMBUTE, MpenCTaBIABAIM KIMHUYCH WHTEPEC ca
BKJIIOUEHH B TMPOTHOCTUYEH MOJIEN, CBbpP3aH C €JHOrOJMIIHATA, MEeTroAMIIHA U

ACBCTIrOAUIIHA MIPCIKUBACMOCT CIIC OKC.



XapakTepucTHKA HA pe3yJITATHTE U 00ChKIAHETO:

Hait-Baxxnure pe3ynraTu oT nuceptaimoHHus Tpya Ha A-p KpbcTtunka /loneBa-baieBa
CIIOpE]] MEH Ca CIIETHUTE!
1. VYrounen e KIMHUYHUAT mnpodun Ha Obiarapcka nomymauuss nanueHTH ¢ OKC:
NPEJCTaBeHU ca JaHHUH 3a JAeMOrpacKUTe XapaKTEepUCTHKH, MPUAPYNKABAIIHA PHUCKOBH
¢dakTopu u 3a00JBaHUS, HHCTPYMEHTAIHU M JIA0OPATOPHU H3CJIE/BAHUS, U TEPANCBTHYHO
IIOBEJICHUE;
2. YTOUHEH € BPEMEBUAT MHTEPBal OT HA4aJIOTO Ha CUMIITOMAaTUKaTa [0 IbPBUS KOHTAKT C
MeaumuHcKo nure. Cropen mpeacTaBeHUTe pe3yiTaTH mpeobnamaBamara dact (>55%) ot
narentute cb¢ STEMI B mpoyuBaneTo ThpCIAT MEIUIIMHCKA TOMOII >24 4. clie[] Ha4aJIoTo
Ha CUMITOMAaTHKaTa, T.e. 3a0aBIHETO HAa MEIUIMHCKATa IOMOI Ce pealu3upa IJIaBHO Ha
HUBO JJOOOJIHUYHA [TOMOIL ¥ € CBBP3aHO MPEIU BCUYKO C IPUYMHU OT CTpaHa Ha MalUeHTa.
3. IlpeacraBeHu ca JNaHHW 3a €QHOTOJAMIIHATA, MET W JCBETTOAMIIHA MPEKHUBIEMOCT Ha
nanuenture ¢ OKC. Cnopen pe3yaTaTuTe OT aHajdu3a CMbPTHOCTTA Ha JIeBeTaTa roJiMHa Cpej]
aHanu3upanara nonyiaauus nauueHture ¢ OKC pocrtura po 39%, kKoero MMa Ba)XHO
MEIULUHCKO, COLMAJIHO U HMKOHOMHYECKO 3HaueHHe. VIHTepeceH M BakeH OT KIMHMYHA
TJIe/IHA TOYKA € U (PaKThT, Y€ IMpekuBsieMocTTa pu nanueHTure cb¢ STEMI mpes mepsure 4
rof. Cliea JAeXocmuTanm3anusTa € no-sucoka crnpsiMmo NSTEMI, cnen xoero kpuBHTE Ha
IIPEKMBSIEMOCT KOHBEPIUPAT U CE MPECUYaT OKOJIO OCMaTa NOJIMHA CJIE] OCTpHsl KOPOHAPEH
MHLUJCHT.
5. U3cnenBanu ca u ca yTOYHEHH CepyMHATa MapaoKCOHA3Ha U apuiiecTepa3Ha akTUBHOCT Ha
PON1, u momumopdusmsr Ha PON L55M cpen O6barapcka nmomynamus manuentn ¢ OKC u
31paBu J00poBoiIM. Pe3yntarute OT NpoydyBaHETO MOKa3BaT, Y€ KOHIEHTpauusATa WU
aktuBHocTa Ha PONI1 e MHoro BapuabuiHa cpea 4doBemikara nomynanus. KadectBoro u
KOJMYECTBOTO Ha €H3MMa B Ce€pyMa OKa3BaT BJIMSHHUE BbPXY PUCKA OT aTE€POCKIECPOTHUYHO
3a0o0JsIBaHe.
6. YcraHoBeHo e, ue BapuaHTHUAT M anen Ha L55M SNP B PONI rena ce sBsiBa puckoB
¢axTop 3a OKC, koeTo aBTOPBT Ha JucepTaLusaTa 00SCHIBA C MOHWKEHA KOHIIEHTPALUATa Ha
€H3MMa B cepyMa Ha MalUeHTUTe. Y TOYHEHO € ChINOo, Y€ XeTepo3UroTHUIT renotun (LM) u
reHotunute ¢ Bapuant M anen (LM+MM) ca cBbp3anu ¢ 2,5 nbTH no-Bucok puck or OKC.
7. T'enotunrbr PON1 55MG u reHotunurte ¢ BapuaHTeH anen M ca mpeapasmojaraiiu
¢dakxtopu 3a STEMI, Ho He u 3a NSTEMI nu HAII. VYcranoBeHa e mo-1o0pa IbJIrocpodHa
nporHo3a Ha nauuentute ¢ LL renotun B cpaBHeHue ¢ LM unu MM renortunose, ocobeHo

3a mauueHTy ¢ NSTEMI.



8. Pesynrarure or wmyntuBapuaHTHUs COX-perpecMOHEH aHaiu3, MOTBBPKIABAT KAaTo
€IMHCTBEHU HE3aBUCUMH U 3HAYUMU PUCKOBH (DAKTOPHU 32 HEOIATONMPHITEH U3XOJ B Kpas Ha
1-Bara romuna ot OKC dakropute kapauoreHeH mok u AV-0510k; 3a 5-ToaunIHus Mepruo
Ha MpociensBaHe TakuBa ()aKTOpU ca OTHOBO KapauoreHeH mIOoK ¥ AV-0J0K, KakTo U
tpukiioHoBa KAB, a 3a 9-roxuiieH nepuoa — npeaniineH MUOKapieH HH(APKT U pa3BUTHE Ha
OJICH 1V ¢yuknuonanen kinac no Killip. PesynraTute ca moaxosmio oHarleAeHH ChC 32
¢urypu u 17 tabmumm. bubnuorpadcekara crpaBka cbabpxa 203 auTepaTypHH U3TOYHHIIN
Ha aHTJIMICKHU €3UK.

I-p Kpbsctunka [loneBa-bameBa nma 3 myOnuKanuu BB Bpb3Ka C JUCEPTAMOHHUS
TpyH, oT Tsax 1 cratus B cnucanue ¢ IS| umnakr-daxrop. M B tpute cratum a-p [lonesa-
bameBa e mbpBu aBTOp. Pe3ynrarure or HayuHata pa3paboTka ca MpeACTaBeHH C JOKIAau U
nocrepu Ha 1 MexayHaponeH u 3 HauuoHanHu HayuHu dopyma. J[-p Kpbcrunka Jlonesa-
bameBa nma yvyactue u B 1 HayueH NpPOEKT, CBbP3aH C TeMaTa Ha IMCepTaLUATA.

CprmaceH CcbM C €CTECTBOTO Ha H3BEACHHTE OT JOKTOpaHTa MPHUHOCH Ha

JMCEPTALIMOHHUSA TPY/I.

3a0emexKu:

[IpenopbuBaM CiIeIHOTO MOJAPEKIAHE HAa TEKCTA B 3arjlaBHaTa CTpaHUIIA!

Haii-otrope - uHCTUTYLHATA, B KOSATO € pa3pabOTEH AMCEPTALMOHHUS TPYA U KbM KOSTO
JOKTOPAHTHT 3alllUTaBa CBOSATA JUCEPTALINS,

Tema Ha quCepTALUATA (C THABHU OYKBH) 5yeevvenveerenirenieeeenirenieerenirenieenen e e 5

HNwme Ha noKTOpaHTa;

JlucepTaliioHeH Tpya 3a NMpuaoOuBaHe Ha oOpa3oBaTelHa M HaydHa cTeneH ,,Jloktop® mo
npodecronanno Hampasnenue 7.1 , ,MenuuuHa“, Hay4yHa CHEIUANIHOCT ,,Kapauomorms™
(03.01.47)

Hayunu ppkoBoauTenu

OdunuanHu pereH3eHT!

IInesen, 2023 r.

Chabpxanuero na ObJe NMpEeMEecTeHO Mpeau CHUChKAa C M3MOJI3BaHU ChKpamieHus; Kum
CBHIBPXKAHUETO J1a ce 00aBu U ,,CIIUCHK HA U3MOI3BaHU CHKPAIICHHS .

[IpenopbuBaM MHOrO BHHUMATENEH MPOYUT Ha IUCEPTALMOHHUSA TPy OT JTOKTOpaHTa M
KOPUTHpaHEe Ha BCHYKM IIPABOIMCHHU, IPAMATUYHM W CTUJIMCTHYHU TPELIKH, a CBhLIO U
JBYCTPaHHO MOJIpaBHSABAaHE Ha TEKCTA.

[MpenopwuBam kopurupane Ha ciaeqaute chkpamieHus: ACE-u (wim AKE-u) 3a uHXuOUTOp

Ha aHTUOTEH3WH-KOHBepTHpamus eH3uM BMecTo AllE-unxubutop; AH 3a aprepmanno



10.

11.

12.

13.

14.

HajsiraHe BMecTo eqHoBpemMeHHO u3nomsBane Ha AH u AKH; Kamumes antaronuct — KA
BMecTo CA aHTaroHucT.

Cpkpamenusita ca ynoMeHatd B ,,CIHChK Ha M3MON3BAHUTE CBKPALEHUS -  HE €
HEOoOXOIMMO CBHIIKUTE Jla Cce€ YTOYHSABAT OTHOBO MU B caMus JAHMCEpTallMOHEeH Tpyn; B
OBITapcKaTa JTUTEpaTypa He € MPUETO U3PEUCHHUATA JIa 3all0YBAT ChC ChKPAICHUE - JYMUTE
TpsiOBa Jja ce€ M3MHUCBAT HAIIBJIHO.

[IpemopbuBaM 3arnaBueTo Ha pasnena ,,CoOCTBEHHM pe3yinTaTd OT NpPOyYBaHETO™ B
,,ChIbpkanue na Ob/e MpoMeHeHo Ha ,,Pe3ynratu’; B gucepraumonnus Tpyn ,,Pesynratu
OT MPOYYBAaHETO“ ChINO Aa ObJe camo ,,Pe3ynraru’.

Hymara ,,I'maBa® npu o0o3HauaBaHe Ha HOB Pa3zeil € M3JIMIIHA - MOXE /1a C€ OCTaBH CaMO
pumckata mudpa, Hanpumep ,,1. Jluteparypen o630p*

B ,.Ceabpkanue momszarmaBuero ,,I.1.3. OO6oOmenne u nepuHupanHe Ha mpodieMa™ ce
pasnuyaBa OT ChOTBETHOTO MYy IOJ3arjaBue B JUTepaTypHUs 00630p, koeto € ,,3. M3Boau u
nedunupane Ha mpobnema®. [IpermopbuBaM W Ha JBETE MecTa IMOA3AIJIABHETO Ja Oble
dbopMynmpaHo Karo ,,/13Bou OT TuTepaTypHUs 0030p*.

XKenarenno e uudpure/uncnara Ha crpanunure B ,,Chabpkanue aa ObaaT MOAPaBHEHU 3a
MO-TOJISIMa TIPETJIETHOCT.

[IpenopbuBam ,,MI3n0a3BaHn U3TOYHULM 1a ce 3aMeHH ¢ ,,.bubnunorpadus®, ,,Jluteparypa*
nin ,, Kaurommc*.

[IpenmopbuBaM B nuteparypHust o630p ciuen ,,1.7.1. Cuctema 3a oleHKa Ha OOIIUAT
KOpPOHApeH PHCK B MOMyJalusaTa® qa ce 100aBu 3ariaBue ,,HoBu nabopaTopHu Onomapkepu
3a ChbPJCYHOCHIOB PUCK™ (WJIM TIOIOOHO 3arjlaBHe) U CJe TOBa moj3ariaBue ,,Ilapaokconasu
U ChPJICUHOCHI0BH 3200 IsIBaHUS .

Ha mHOro mecra B nutepaTypHusi 0030p u B 00CHKIaHeTo nurncBat pedepennun. Homepara
Ha IUTUpaHUTE pedepeHIuu TpsOBa da ce MOCTaBAT B Kpas Ha u3pedeHuero. He e
JKEJIaTeJIHO B €JHO M3pEUYeHHE Ja ce LUTUpAT IoBede OT 3-4 HemopeaHu pedepeHINH.
[utatu ¢ mopeaHu HOMEpa, ako ca >2, ce MPEACTABAT pa3elieHu ¢ Aepuc (Majko THPE),
Hanpumep (1-3). B To3u ciyuait Moxe a ce UTHpAT U MOBeYe W3TOUHUIM, Harpumep (1-6,
12, 17). B ,,O0cbxnane’ MUTUpaHUTE peepeHIINH 1a Ce Pa3lelsT ChC 3aneTas, a He TOUKa.
W3BoauTe OT nuTeparypHHUs 0030p TpsOBa na ObJAT W3BEIECHUW KAaTO OTACIHHU TMOATOYKH,
KOWTO Ja TIOKa3BaT, Y€ JOKTOPAaHTHT KPUTHYHO € aHajJu3upajd HaJudHaTa
TUTEepaTypa/u3BECTHUTE JAHHH JI0 MOMEHTA U € HAsICHO C PEIICHUTE W HEPEIIeHH BBIPOCU
0 TeMaTUKaTa, BbPXY KOSATO paboTH.

Haanucure BB purypute TpsiOBa Aa ObaaT MpeBeleHN Ha ObIATapcKu e3uK. B nmerennarta Ha

HSKOU (UTYPH HE € MIOCOYEH U3TOYHHKA, OT KOWTO ca B3ETH.



15. B ,,llen u 3amaun‘ mpenmopbuBaM OpoSIT Ha 3a7aunTe Ja ce Hamanu 1o 4-5. 3agaun 2, 3 u 4
MoraT Aa 0baaT o0eauHeHn/0000IIeHH B €IHA 3a1a4a.
16. Ilpennaram ,,Marepuan u MmeToau™ 1a Ob/1e CTPYKTYPUPAH MO CASAHUS (IPUMEPEH) HAYWH:
1. KnuHMYeH KOHTHHTEHT — Jemorpad)cka W KIMHUYHA XapaKTepUCTHKa Ha
nanuenTure. TyK MOXKe J1a ce ocoyar ,,BKIF0YBAIIN U ,,M3KIIFOUBAIIH * KPUTCPUH.

2. IHCTpyMEHTAJIHH U3CIIEIBAHMS.

4. CTaTUCTUYECKU aHAJIH3. .

17. IIpenopbuBam OII€ B CAaMOTO Hadalo Ha ,,Marepuan U METOAU™ J1a ce MOoCcoYr O0Imus Opoi
Ha BKJIIOYEHHUTE B MPOYYBAHETO MAIMEHTH, pa3MpelesieHneTo >XeHu/Mbxe (Opoit u %),
cpenHa Bb3pacT = SD (MUHUM. — MaKCHUM. Bb3pPacT) TOJl. Ha o0IaTa MaueHTCcKa MOMyIaius
U Ha JKEHUTE, M MBKETE IOOTAENIHO, P-CTOMHOCT 3a CTAaTUCTHYECKAa 3HAYMMOCT Ha
HaOJII01aBaHUTE PA3IIUKH.

18. C men mo-rojsiMa MperjiefIHOCT Ha Pe3yJNTaTUTEe U TMO-JIECHO CpaBHEHME, IMPernopbuyBaM
U3XOJHUTE JeMOrpa)CKy XapaKTepUCTHKH Ha TPUTE MOATPYNH + KOHTpOJHATa rpymna Ja
ObJaT mpeaCcTaBeH B eHa oOmra Tadauna (mpu HeOOXOAUMOCT — B 2 TIO-MaJIKM TaOJIHIIN) B
HAyajJoTo Ha ,Pe3ynratu®, 3aabKUTENTHO C TMPEACTaBIHE HA pP-CTOMHOCTTA CIEN
IIOKA3aTEeINTEe, KOUTO CE CPABHSBAT.

19. BriroyBany KpuTepun: 2-pusT U 3-TUAT KPUTEPH Morar ja ce 00euHAT, a 3a 4-THUs Ja ce
YTOYHH, KOMTO €BPOICHUCKU PHKOBOJCTBA MMa MPEIBH] JOKTOpaHTa (BeposTHO [Ipernopbku
Ha ESC 2020 3a NSTEMI, 2017 3a STEMI u eBenryanno 2018 3a ,,YerBppTa yHUBEpCanHA
nepunuius Ha MuOKapaHus uHpapkT©. IlpenmopbuBam ¢pasara ,,BrxiarouBanetro Ha
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nalueHTuTe Oe Ha ciay4aeH MpUHLOMIL...“ 1a ObJe NpoMeHeHa Ha ,BkiroueHu ca
nocienoarenHo 172 mamumentn ¢ OKC, oTroBapsmm Ha BKIIIOYBAIIUTE 33 TPOYYBAHETO
KpUTepUU 1 06€3 U3KII0YBAIlK TaKuBa.

20.3a na ce usberne edekra Ha ,,3aMBIVISIBAHE™ OT NPUAPYKABAIlM HE3aBUCUMH DPHUCKOBU
¢dakxTopu/3abossBaHusl, KOUTO OMXa MOIJIM Ja MOBIUSAT PE3YITATUTE OT U3CIEIABAHUATA €

JKEJIaTeIHO KOHTpOJIHATa TIpylna Ja HuMa CXOAHM jaeMorpadcku (ol U BB3pacT),

aHTPONIOMETPUYHU (PBCT, TETJIO, U JAp.) U KIMHUYHU XapaKTepUKu (PUCKOBH (akTopH,



21.

22.

23.

24,

25.

26.

27.

28.

29.

30.

31.

MPUIPYKABAIIA/MAHAIN 3a00JIsIBaHMs), U Ja CE pa3jinyaBa caMO M0 MPOMCHJIMBHUTE, YHHUTO
edekT BBPXY HajeH(1) mokazaren(u) e ce aHaIu3upa.

[IpenopbuBaM n1a ce MPOBEPSAT OTHOBO PE3YIATATUTE OT JIOTUCTUYHMSI PETPECUOHEH aHaIU3 B
tabmuna 22: cniopex npeacrasenute nanan U >50% npu OKC npenonpenens 5,4 nbTH 110-
roimsiMa cMbpTHOCT cnpsimMo DU <40%; maumenture ¢ HAII mumar 4,3 mpTH mo-roisima
cmbptHOCT cnpsimo STEMI; CI'd 60-90 ml/min. e cBbp3ana ¢ 5,3 mbTH mo-rojisMa
cMBpTHOCT cpsimo CI'D <60 ml/min.

Tabnumara Ha ctp. 61 ¢ popmynara 3a U3UKCISIBAaHE HA OTHOLICHUETO HA PA3IUKUTE HE €
HOMEepHUpaHa U JUICBa JereHaa; He e Heo6XoauMMO MOJIPOOHO TEOPETUYHO IMpeICTaBsHE Ha
U3IONI3BAHUTE CTAaTHCTUYECKM METOAM - Ta3W HMHQPOpPMALUs € HW3BECTHA W JIOCTBITHA.
JlocTaThuHO € TOKTOPAaHTBHT J1a TOCOYM IPUITIOKEHUTE CTATUCTUYECKH METOM, KaTO 32 BCEKU
OT TSX YTOYHHM HAKPATKO C KaKkBa 11eJ € OMJI U3MOI3BaH.

[IpenopbuBam TabnuuTe, KOUTO OOXBalIaT MoBeye OT 1 cTpaHuia ga ObAAT pa3jelieHd Ha
OTJIEJIHU, TO-MaJIKU TaOJUIM, KOUTO J1a ObJJaT HOMEPUPAHU C MTOATOYKH Hamp. ,,Tabnuua 11a,
11b, 11c...”.

B tabmuuum 7, 8, 11, u 17, u durypu 10, 11, 13, 14, 16, 17, 20, 22 u 27 Hsima npeacTaBeHa p-
CTOMHOCT, KOSITO J1a TIOKa3Ba, J1ali HaOJII0JaBaHUTE PA3JIUKH Ca CTATUCTUYECKU 3HAYNMH.
[IpenopbuBam nanHuTe BHB Qur. 21 na 6paaT npeacraBeHu kKato % BMecTo Karo Opoii. Jla ce
MIPEACTABU U P-CTOMHOCTTA.

B tabmunu 17, 18, 19 u 20 nymara ,,HempexuBenu* Moxe 1a Obje 3aMeHeHa OT ,,TOUYNHATN ",
a ,,[IPEKUBENN" C ,,)KUBH".

B ,,0O6ckxnane - EBpONEWCKOTO KapauoJIOTHYHO ApyxkecTBO cbhino pazaens OKC nHa
STEMI, NSTEMI u HectabuiiHa CTeHOKapaus MOJ0OHO Ha AMEpUKaHCKaTa ChpIcYHA
acoluarus.

[IpenopbuBam B ,,O0chxkaaHe™ 1a ce npemaxHat (pasute ,,3anaun 1 n 2%, , 3agaya 3* (KosATO
ITBK € MO3UIIMOHUpAHA ClIeN ,,3a1a4ua 4°).

[IpenopbuBaMm npepaboTBaHe Ha U3BOJUTE clie] 0OCHKAAHETO, 0COOEHO Ha 2, 3, 4 u 5, Taka
4e Ja ca ChOTBETHU Ha MOCTABEHHTE IeN U 3a7auu (1a 0000IaBaT Hall-BaKHUTE PE3YNITATH
OT AUCEPTALMOHHUS TPYA CHOOPA3HO IMOCTABEHUTE 1IEJT U 33/1a4H).

B Oubnuorpadusra HiMa 3ariaBus oT OBJIrapcky aBTOPU Ha KUPWIMIIA - Y HAC UMa HEMAJIKO
nyoaukauu Ha Tema ,,KopoHnapHa aprepuanHa 6omecT .

[IpenopbuBaM penakTupaHe U o0oOIIaBaHe HAa OPUTHHAIHHUTE NMPUHOCH — MBbPBUTE 4 MOrat
na ce 0006mT B 1-2. 3a MOTBBPAUTENHUTE MPUHOCH CBHINO € HEOOXOoIuMa H3BECTHA

CTUJIIMCTUYHA PCAAKIINA, 0co0eHO Ha IIBPBUTCE JIBA.



32. Cnen ,,bubnmorpadus na ce mobassr , Ilyonukaruu, cCBbp3aHd ¢ AUCEPTALMOHHUS TPYA',
,ydactue B HayyHH cbOuTHs (hopymn)“, ,,Ydyactue B HaydHH npoekTu*. CpluTe 1a ce

OoTpazAr u B ,,ChabpKaHHE .

Te3u 3abenexku UMAT MPENOPBUMATENICH XapaKTep M HE HaMaylsiBaT SBHUTE

JIOCTOMHCTBA Ha AMCEPTALIMOHHUS TPYI.

3akJiiroueHue:

Oco0eHO LIeHHU ca CIeAHUTE IPUHOCU Ha JUCEPTALMOHHUS TPYA!

(1) TIposenenoro ot a-p J[lonea-bBamieBa mnpoyuBaHe, BbpPXY KOETO € Oa3upaH
JUCEPTAllMOHHUS TPYA, € IBPBOTO Y HAC, KOETO MpOCiesBa U YyTOUYHsBA AbIrocpouHara (9
TOJUIIIHA) TpexuBsieMocT U cMbpTHOCT mpu marueHTn ¢ OKC. YTouHeHu ca pa3inuyuHu
nemorpacky, KIMHUYHM W MHCTPYMEHTAJIHM XapaKTEPUCTHKU IpPU TE3M MALMEHTH, Ha
0a3zara Ha KOUTO € Ch3/aIH MPOrHOCTHYCH MO/IEIT 33 OLIEHKA Ha MOCOYCHUTE MOKA3aTEIH.

(2) 3a mppBU BT B bhirapus ce u3cienBa U yToyHsIBa cepyMHAaTa MapaoKCOHA3HA U
apunectepazHa akTuBHOCT Ha PONI, u pasnpoctpanenuero noiaumopduus Bapuant L5SM
PONL1 cpen 6nirapcku nanuentu ¢ KAB u 31paBu KOHTPOIH, U c€ OIICHSIBA POJIsiTa HA TE3U
nokasarenu B naroreHesara Ha OKC.

(3) Ipemnoxkenusr ot a-p JloHeBa-baiieBa IeBETTOAMIIEH MPOTHOCTHYCH MOJEI,
OLICHSABAIIl TTOKA3aTEINTE MPEKUBSIEMOCT U CMBPTHOCT Ipu nanueHTH ¢ npexxkuBsH OKC 6u
MOT'BJI Jla HaMEpU TMPUJIOKEHHE B KIMHUYHATA MPAKTUKA 3a MpelHU3UpaHe Ha KOPOHAPHUS
PHUCK U ONITUMU3HpPAHE HA ABJITOCPOYHOTO TEPANEBTUYHO MMOBEACHHE NP TE€3H MALUEHTH.

ToBa Mu naBa ocHOBaHME Ja IJIacyBaM € IOJIOKMTeJIeH BOT 32 NPUCHKJAHE Ha
oOpazoBaTenHa W HayyHa creneH “Jloktop” mno HayuHa cnenuainHoct 03.01.47

“Kapnuonorus” Ha A-p Kpbcrunka BanoBa /loneBa-bamesa.

10.05.2023r. [Mognuc: Ha ocHoBanme un. 59 or 3311

no11. 1-p Credan Haiinenos, mm



REVIEW

By Assoc. Prof. Dr. Stefan Naydenov Naydenov, M.D.
Department of Propaedeutics of Internal Medicine
“Prof. Dr. St. Kirkovich”, Aleksandrovska Hospital EAD,

Medical University - Sofia

Regarding: Dissertation on “Analysis of clinical and laboratory factors in the 9-year
survival of patients with acute coronary syndrome” for awarding the Educational and
Scientific Degree “Doctor” in 7.1 “Medicine” under the doctoral program of “Cardiology”
(code 03.01.47) to Dr. Krastinka lvanova Doneva-Basheva, doctor in the Cardiology
Department, UMBAL “Kirkovich”, Stara Zagora.

Pursuant to order No. 1047/28.03.2028 of the Rector of the Medical University-Pleven, based
on the Development of Academic Staff in the Republic of Bulgaria Act, Implementing
Regulation on the Development of Academic Staff in the Republic of Bulgaria Act, Art. 2,
Para. 2 and 3 of the Academic Staff Development Rule of MU-Pleven and Decision of the
Academic Council (Proceeding No. 22 of 27.03.2023).

Dr. Krastinka Doneva-Basheva is born on October 20", 1979 in Nova Zagora. She
graduated Medicine with honors in 2006 from the Medical Faculty at Trakia University -
Stara Zagora. She obtained a clinical specialization in Cardiology in 2012 r. In 2019 Dr.
Doneva-Basheva was enrolled as a PhD student in an independent training program in MU-
Pleven.

The dissertation consists of 168 pages in total of which: 1 cover page; List of used
abbreviations and table of content — 5 pages; Introduction and literature review - 35 pages.;
Goals and tasks - 1 page; Materials and methods - 20 pages; Results - 60 pages;
Consideration - 27 pages; Conclusions - 2 pages; Contributions — 1 page; Bibliography - 16
pages. The dissertation is illustrated by 40 figures and graphics, and 25 tables.

Overall, the dissertation has a classical structure preserving relatively the proportions
between the separate parts according to the generally accepted requirements.

Topicality
The dissertation topic is current both in theoretical and in scientific practical aspect. For
this statement, | have the following grounds:



1. Coronary artery disease (CAD) is one of the leading causes of premature death and
disability on a global scale: according to epidemiological studies, 1/3 of all deaths in
European Union countries are attributed to coronary artery disease (CAD). Acute coronary
syndromes - unstable angina pectoris (UA), non-ST elevation myocardial infarction
(NSTEMI), and ST-elevation myocardial infarction (STEMI) are among the clinical forms
of coronary artery disease (CAD) with the greatest medical, social, and economic
significance. In Bulgaria, bearapus, every sixth man and every seventh woman die from
myocardial infarction (MI), regardless of modern diagnostic and therapeutic strategies,
and improved care for patients with acute coronary events.

2. Risk stratification in patients with acute coronary syndrome (ACS) is an important step in
the diagnostic and therapeutic process. In clinical practice, a number of algorithms have
been introduced to assess the risk profile. However, due to the exceptional heterogeneity
of this population in terms of accompanying risk factors and conditions, in some cases, the
"classic™ algorithms underestimate coronary risk, while in others, they overestimate it.

3. Laboratory biomarkers for myocardial necrosis (troponins, creatine phosphokinase-MB
fraction) used for diagnosis and risk stratification in the acute phase of acute coronary
syndromes have relatively limited prognostic value for long-term outcomes (risk of
recurrent ischemic events, mortality, survival, complications). Including additional
indicators (laboratory and others) into risk stratification algorithms could potentially
enhance the diagnostic and therapeutic approach for acute coronary syndrome (ACS),
particularly in younger individuals, female patients, patients with comorbidities, patients
with atypical symptoms, and others.

4. The optimal strategies for achieving the best integration of diagnostic tests and risk
assessment algorithms for acute coronary syndrome (ACS) with patient care, based on
clinical outcomes and required healthcare resources, are still not fully established. It has
not been specified whether risk stratification of patients with unstable angina and
NSTEMI based on multivariate risk prediction models improves clinical outcomes.

Knowledge base

It is evident from the literature review that Dr. Krastinka Doneva-Basheva has
thoroughly reviewed the available literature on the subject. The etiology and pathogenesis of
atherosclerotic vascular disease, classification, clinical forms, instrumental and laboratory
investigations in coronary artery disease (CAD), including in patients with acute coronary
syndrome (ACS), as well as current algorithms for coronary risk stratification, have been
described in detail. According to the presented data, some new biomarkers such as serum

paraoxonase-1 (PON1) and arylesterase likely have relevance to the risk of developing CAD,
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but their diagnostic value and prognostic potential are still poorly studied. This fact justifies
the significance of further research in the field of Dr. Krastinka Doneva-Basheva.

The formulation of the objective and tasks stems from the literature review. Dr.
Krastinka Doneva-Basheva has formulated 7 main tasks.

The materials and the methods provide a solid basis to believe in the obtained results.
Dr. Krastinka Doneva-Basheva has formulated clearly and precisely the inclusive and
exclusive criteria for her study. The diagnosis of "Acute Coronary Syndrome™ has been made
in accordance with the current recommendations of the European Society of Cardiology. A
total of 172 patients with Acute Coronary Syndrome were included in the analysis (of which
96 men, accounting for 55.8%). They were hospitalized in UMBAL Stara Zagora and
SBALK-Yambol during the period January 2009 to February 2010. Depending on the clinical
form of Acute Coronary Syndrome (ACS) and the results of instrumental and laboratory
investigations, the patients were divided into three subgroups: patients with ST-elevation
myocardial infarction (STEMI), non-ST elevation myocardial infarction (NSTEMI), or
unstable angina pectoris (UAP). For the purposes of the study, a control group of 26 healthy
volunteers was included. Out of the patients with Acute Coronary Syndrome (ACS), 103
(59.9%) were diagnosed with ST-elevation myocardial infarction (STEMI), 44 (25.6%) with
non-ST elevation myocardial infarction (NSTEMI), and the remaining patients were
diagnosed with unstable angina pectoris (UAP).

For all patients, a detailed medical history was obtained, a thorough physical
examination was performed, and the available medical documentation was reviewed. Various
demographic, social, clinical, pharmacotherapeutic, laboratory, and instrumental parameters
were analyzed, including serum paraoxonase and arylesterase activity of PON1, as well as the
distribution of the polymorphic variant L55M PONL1. The parameters of the three subgroups
of ACS patients were compared among themselves and with the parameters of the control
group of healthy volunteers. Following hospital discharge, the patients were followed up
through a telephone survey at the end of the 1st month, 1st, 5th, and 9th year.

The results were subjected to contemporary statistical analysis using methods from
descriptive statistics, hypothesis testing, correlation and regression analysis, survival analysis,
and others. Statistical significance was considered at p<0.05. Variables of clinical interest
were included in a prognostic model related to one-year, five-year, and nine-year survival
after ACS.

Characterization of the results and discussion:



In my opinion, the most important results of the dissertation of Dr. Krastinka Doneva-
Basheva are the following:
1. The clinical profile of the Bulgarian population of patients with Acute Coronary Syndrome
(ACS) has been specified. Data regarding demographic characteristics, associated risk factors
and comorbidities, instrumental and laboratory investigations, and therapeutic approaches
have been presented,;
2. The time interval from symptom onset to the first contact with medical personnel has been
specified. According to the presented results, the majority (>55%) of patients with STEMI in
the study seek medical assistance more than 24 hours after the onset of symptoms. This delay
in seeking medical help primarily occurs at the prehospital level and is primarily associated
with patient-related factors.
3. Data on one-year, five-year, and nine-year survival rates of patients with ACS have been
presented. According to the results of the analysis, the mortality rate at the ninth year among
the analyzed population of ACS patients reaches 39%, which holds significant medical,
social, and economic implications. From a clinical perspective, an interesting and important
finding is that the survival rate in patients with STEMI during the first four years after
hospital discharge is higher compared to NSTEMI, after which the survival curves converge
and intersect around the eighth year following the acute coronary event.
5. The serum paraoxonase and arylesterase activity of PON1, as well as the polymorphism of
PON L55M, have been investigated and clarified among the Bulgarian population of patients
with ACS and healthy volunteers. The results of the study show that the concentration and
activity of PONL1 are highly variable within the human population. The quality and quantity
of the enzyme in the serum have an impact on the risk of atherosclerotic disease.
6. It is determined that the variant M allele of L55M SNP in the PON1 gene is a risk factor
for ACS, which is explained by the author of the dissertation with the decreased
concentration of the enzyme in the serum of the patients. It has also been specified that the
heterozygous genotype (LM) and the genotypes with variant M allele (LM+MM) are related
with 2.5 times higher risk of ACS.
7. The genotype PON1 55MG and the genotypes with variant M allele are predisposing
factors for STEMI, but not for NSTEMI and UAP. A better long-term prognosis has been
observed in patients with the LL genotype compared to the LM or MM genotypes,
particularly for patients with NSTEMI.
8. The results of the multivariate Cox regression analysis confirm that the only independent
and significant risk factors for an adverse outcome at the end of the first year of ACS (acute
coronary syndrome) are cardiogenic shock and AV block. For the 5-year follow-up period,

these factors remain cardiogenic shock and AV block, along with triple-vessel coronary
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artery disease (CAD). For the 9-year follow-up period, previous myocardial infarction, and
the development of congestive heart failure (Killip IV functional class) are also identified as
significant factors. The results are illustrated accordingly with 32 figures and 17 tables. The
bibliography contains 203 literary sources in English language.

Dr. Krastinka Doneva-Basheva has 3 publications in relation to the dissertation, of
which 1 article in journal with an ISI impact factor. In the three articles Dr. Doneva-Basheva
is the first author. The results for the scientific research are presented with reports and posters
in 1 international and 3 national scientific forums. Dr. Krastinka Doneva-Basheva has
participated in 1 scientific project related to the subject of the dissertation.

| agree with the nature of the contributions made by the doctoral candidate in the

dissertation work.

Remarks:

I recommend the following alignment of the text on the cover page:

On top — the institution in which has been developed the dissertation and at which the
postgraduate will defend the dissertation.

Topic of the dissertation (Caps 10CK) “..........coovevveeieeiiiieieeeeeeeee e

Name of the postgraduate.

Dissertation for obtaining the Educational and Scientific Degree “Doctor” in the professional
fields of 7.1 “Medicine”, scientific specialty “Cardiology” (03.01.47)

Scientific supervisors

Official reviewers

Pleven, 2023

The table of contents to be moved before the list of used abbreviations; the “List of used
abbreviations” to be added to the table of contents.

I recommend a thorough reading of the dissertation by the postgraduate student and
correction of all spelling, grammar, and stylistic errors, as well as “Justify” alignment of the
text.

I recommend correction of the following abbreviations: ACE-i (or AKE-u) for inhibitor of
angiotensin-converting enzyme instead of ALIE-unxuoutop; AH for arterial pressure instead
of using both AH and AKH; Calcium channel blocker — CA instead of CA channel blocker.
The abbreviations are mentioned in the "List of Abbreviations Used" - there is no need to
specify them again within the dissertation itself. In Bulgarian literature, it is not accepted for

sentences to begin with an abbreviation - words should be written out in full.



6.

10.

11.

12.

13.

14.

15.

16.

I recommend changing the title of the section "Own Research Results” in the "Table of
Contents” to "Results”; In the dissertation work, "Results of the Study" should also be
changed to just "Results".
The word "Chapter” when indicating a new section is unnecessary - only the Roman numeral
can be used, for example, "I. Literature Review".
In the "Table of Contents,"” the subheading "I.1.3. Summary and Problem Definition™ differs
from its corresponding subheading in the literature review, which is "3. Conclusions and
Problem Definition." | recommend formulating the subheading in both places as
"Conclusions from the Literature Review."
It is desirable to align the page numbers in the "Table of Contents” for better readability.
I recommend replacing "W3non3Banu u3rounuy" with "bubmmorpadus,” "Jlureparypa,” or
"Kuauronuc" for consistency and clarity.
I recommend adding a heading, such as "New Laboratory Biomarkers for Cardiovascular
Risk," after "1.7.1. System for Assessing Overall Coronary Risk in the Population,” in the
literature review. Following that, a subheading like "Paraoxonases and Cardiovascular
Diseases" could be included.
In many places in the literature review and discussion, references are missing. The citation
numbers should be placed at the end of the sentence. It is not desirable to cite more than 3-4
consecutive references in a single sentence. Sequential citations with consecutive numbers, if
they exceed 2, should be presented separated by a hyphen (en-dash), for example, (1-3). In
this case, more sources can be cited, for example, (1-6, 12, 17). In the "Discussion" section,
cited references should be separated by commas, not periods.
The conclusions from the literature review should be presented as separate sub-points,
indicating that the doctoral candidate has critically analyzed the available literature/existing
data and is aware of the resolved and unresolved questions within the topic they are working
on.
The captions in the figures should be translated into Bulgarian. In the legend of some figures,
the source from which they were taken is not indicated.
In the "Goal and Tasks" section, | recommend reducing the number of tasks to 4-5. Tasks 2,
3, and 4 can be combined/summarized into a single task.
| propose that the "Materials and Methods™ section be structured in the following (example)
way:

1. Clinical contingent — demographic and clinical characteristics of the patients.

Inclusive and exclusive criteria can be indicated here.

2. Instrumental studies.



17.

18.

19.

20.

21.

22,

2.2. ...

2.3. ...
3. Laboratory researches.
3.1 ...

3.2, .

3.3..... etc.

4. Statistical analysis...
| recommend that at the very beginning of the "Materials and Methods™ section, the total
number of patients included in the study should be stated, along with the distribution of
females/males (number and %), mean age = SD (minimum - maximum age) in years for the
overall patient population, as well as for females and males separately. Additionally, the p-
value for statistical significance of observed differences should be provided.
In order to enhance clarity of the results and facilitate easier comparison, | recommend that
the baseline demographic characteristics of the three subgroups + control group be presented
in a single comprehensive table (or two smaller tables if necessary) at the beginning of the
"Results" section. It is important to include the p-value alongside the variables being
compared.
Inclusive criteria: 2" and 3" criterion can be merged, and for the 4™ must be specified which
European guidelines the postgraduate takes into consideration (probably Recommendations
of ESC 2020 for NSTEMI, 2017 for STEMI and eventually 2018 for “Fourth universal
definition of myocardial infarction”. I recommend the phrase “BxirouBaneTo Ha marueHTHTe
0¢ Ha ciyvaeH npuHIMIL..” to be changed to “Bxirodenn ca mocnempoBateHo 172 manueHTH
¢ OKC, otroBapsu Ha BKJIIOYBALIUTE 32 IMPOYYBAHETO KPUTEPUHM U 0€3 HM3KIIOYBAIIU
TakuBa.”
To avoid the confounding effect of accompanying independent risk factors/diseases that
could influence the study results, it is desirable for the control group to have similar
demographic (gender and age), anthropometric (height, weight, etc.), and clinical
characteristics (risk factors, past diseases), and to differ only in the variables whose effect on
a given indicator(s) will be analyze.
I recommend rechecking the results of the logistic regression analysis in Table 22. According
to the presented data, FI>50% in ACS predisposes 5.4 times higher mortality compared to an
FI<40%. Patients with UAP have a 4.3 times higher mortality compared to those with
STEMI. Additionally, GFR of 60-90 ml/min is associated with a 5.3 times higher mortality
compared to a GFR<60 ml/min.
The table on page 61, containing the formula for calculating the ratio of differences, is not

numbered and lacks a legend. A detailed theoretical presentation of the statistical methods

7



23.

24,

25.

26.

217.

28.

29.

30.

31.

32.

used is not necessary as this information is already known and accessible. It is sufficient for
the postgraduate to indicate the applied statistical methods and briefly specify the purpose for
which each method was used.

I recommend splitting the tables that span more than one page into separate, smaller tables.
These smaller tables should be numbered with subscripts, such as. “Tabauma 11a, 11b,
Ilc...”.

In tables 7, 8, 11, and 17, and figures 10, 11, 13, 14, 16, 17, 20, 22 and 27 there is no
presented p-value, showing whether the observed differences are significant or not.

| recommend presenting the data in Figure 21 as percentages instead of counts. Additionally,
please include the p-value in the figure.

In table 17, 18, 19 and 20 the word “HenpexuBenu’ can be replaced with “nouynnanu”, and
“npexxuBenu’’ with “5xuBu’.

In “Discussion” - The European Society of Cardiology also classifies acute coronary
syndrome (ACS) into ST-elevation myocardial infarction (STEMI), non-ST elevation
myocardial infarction (NSTEMI), and unstable angina, similar to the American Heart
Association.

I recommend removing the phrases "Task 1 and 2" and "Task 3" (which is positioned after
"Task 4") from the "Discussion" section.

I recommend revising the conclusions following the discussion, particularly those related to
2, 3, 4, and 5, so that they align with the stated objectives and tasks of the dissertation. The
revised conclusions should summarize the most significant findings of the research work in
accordance with the defined objectives and tasks.

In the bibliography, there are no titles by Bulgarian authors in Cyrillic script. There are quite
a few publications in Bulgaria on the topic of "Coronary Artery Disease."

| recommend editing and summarizing the original contributions, particularly consolidating
the first four into 1-2 contributions. The affirmative contributions also require some stylistic
editing, especially the first two.

After the "Bibliography," add sections for "Publications Related to the Dissertation Work,"
"Participation in Scientific Events (Forums)," and "Participation in Scientific Projects."” These

sections should also be reflected in the "Table of Contents."

These suggestions are of a recommendatory nature and do not diminish the evident

merits of the dissertation work.

Conclusion:

The following contributions of the dissertation work are particularly valuable:



(1) The conducted by Dr. Doneva-Basheva study, on which the dissertation work is
based, is the first of its kind in our country to investigate and refine the long-term (9-year)
survival and mortality in patients with acute coronary syndrome (ACS). Various
demographic, clinical, and instrumental characteristics of these patients have been specified,
upon which a prognostic model for assessing the mentioned indicators has been developed.

(2) For the first time in Bulgaria, the serum paraoxonase and arylesterase activity of
PONL1 and the distribution of the polymorphic variant L55M PON1 among Bulgarian patients
with coronary artery disease (CAD) and healthy controls are investigated and specified. The
role of these indicators in the pathogenesis of ACS is evaluated.

(3) The proposed by Dr. Doneva-Basheva nine-year prognostic model, assessing the
indicators of survival and mortality in patients with a history of ACS, could find application
in clinical practice for refining coronary risk assessment and optimizing long-term
therapeutic management in these patients.

This gives me grounds to vote in favor of awarding the educational and scientific
degree of "Doctor" in the scientific specialty of 03.01.47 "Cardiology" to Dr. Krastinka

Ivanova Doneva-Basheva.

10.05.2023 Signature: Ha ocHoBaHume un. 59 or 33N
Assoc. Prof. Dr. Stefan Naydenov, M.D.



