CTAHOBHIIIE

ot aou. 1-p Mapust AHresioBa AHre/jioBa, im
PBKOBOAUTEN KaTepa ,,AKyIIepCTBO U THHEKOIOTUS *, MeUIIMHCKU (DaKyIITeT,

Tpaxuiicku ynusepcutetr — Ctapa 3aropa

OT1HocHO: BpHIIHA 3amura 1O TMpoleAypa 3a NpuaoOuMBaHE Ha
oOpa3oBaTenHa M HayyHa cTerneH ,,Jloktop“ Ha na-p 3matko KupoBakoB —
JIOKTOPAHT B CaMOCTOsITEIHA (hopMa Ha 00yUYeHUE, OTUUCIIECH C TIPaBO Ha 3alUTa
[0 JIOKTOpCKa TmporpamMa AKYyIIEpCTBO M THUHEKOJIOTHS, MTPOPEeCHOHATHO
HanpaBienue 7.1 ,MeaunuHa”, oOnact Ha Bucuie oOpa3zoBaHue: /.
3npaBeona3zBaHe u cnopt kbM Karteapa ,,Axymepcku rpuwxu‘‘, dakyinrer
»3JpaBHU Tpuku‘* — MeauunHcku yHuBepcutet-11nesen;

Tema Ha pgucepranmoHus Tpyd ,llpeBeHHUsT Ha PpenpoayKTHUBHU
HEyCleXy U MOCTHATAJHU YCJI0KHEHHUS MPHU )KEeHH ¢ TeHETHYHO 00yCJI0BEHA

TpoMOOuINa”

HactosmusaT oT3uB NpeACTaBsIM B Kaue€CTBOTO CH Ha YJIEH HA Pa3UIMPEH
cecTtaB Ha Karempen cwBer — Karempa ,, AKymepcku rpuwxu’, daxkynrer
,,3apaBHU Tprku‘ onpezaeneH c¢be 3amoBen Ne 2807/01.10.2024 r. na Pexropa
Ha MenuuuHck YyHHBepcuTeT - I[lneBeH, BBB Bpb3Ka € Mpoueaypa 3a
npeABapuTeIHA 3allluTa Ha JAUCEPTAllMOHEH TPyJ 3a NpujoOuBaHE Ha
oOpaszoBarenHa W Hay4yHa ctemneH ,,Jloktop™ Ha 1-p 3marko KupoBakoB —
JIOKTOpaHT B caMocTosiTesHa hpopmMa Ha oOydeHue 1o nporpama AKyIIepcTBO U
TUHEKOJIOTHs, TpodecuoHanHo Hampasienue 7.1 ,Menuruna”, o0nacT Ha
BUCIle oOpa3oBaHue: 7. 3mpaBeomna3BaHe U CIOPT KbM KaTenapa ,,AKYIIepCKH

rpuxu‘‘, @akynTer ,,3paBHU TPUKU‘ — MeAUIMHCKU yHUBEpcUTeT-11neBen ¢



Hay4yHH pbkoBoaurenu [ou. n-p Hapexxna Xunkosa, a.m. u lou. n-p Emuinsna
Konogsa, .M.

CraHoBHILETO € U3pabOTEHO Ha 0a3ara Ha MPEICTABEHUTE JOKYMEHTH I10
Mpoleaypara, B MbJIHO ChOTBETCTBUE ¢ M3UCcKkBaHusTa Ha 3PACPB, [IpaBunnuka
3a HEroBOTO HIpwiokeHue W [IpaBHiHMKAa 3a pa3BUTMETO HA aKaJIEMUYHHUS
CbCTaB B MeaunuHCKN yHUBepcuTeT-1eBeH, chriiacHO MpuiioxeHue 8.3.

OO0110 onmucaHue HA TUCePTALMOHHMSA TPYA:

Temara Ha qucepTalMOHHUAT TPy Ha A-p 3naTko KupoBakoB € mocBeTeHa Ha
aKTyaJHHUs TpoOJieM 3a MyTAllMUTE HA TPOMOO(DHINYHUTE T€HU U POJISITA UM B
aKyIIEpCTBOTO M TMHEKOJOTUATA U PENpOAyKTUBHATA MeaulnHa. M30panus 3a
U3cJeIBaHe TPo0JieM € U3KIIIOUUTENHO aKTyaJleH, UMalKu MPeIBU]l TaHHUTE 3a
BHCOKHS PBCT Ha JIBOMKHUTE C PENPOJYKTUBHH IPOOIEMH, HE CAMO Y HAC HO U B
CBETOBEH Mailad. Bee no-rossMa yacT OT CBETOBHOTO HAacEJIEHUE € 3aCETHATO B
HSKOM MOMEHT OT JKMBOTa CH OT HAPYIICHHS B PEIPOIYKTUBHOTO 3/1paBe. Tosa
€ mokazan JokJaj, myonukyBaH or CBeToBHaTa 3apaBHa opranuzanus (C30).
YcranoBeno e, ue mnpu npudamzurenHo 17,6% OT HacelneHUETO B
pEenpoayKTUBHA BB3pacT ce HabmomaBa Oesmnonue. ToBa o3HauaBa, ye 1 oT
BCEKHM 6 Iyl MMa HapylIEHHs B PENPOAYKTUBHOTO 31paBe. CTaTHCTUYECKUTE
JaHHU TI0Ka3BaT, uye OE3IUI0JUETO Ce Cpellla C €JHAKBa 4YecToTa KakTo B
IBbP’KABUTE C BUCOKU JIOXOAM HA HACEJIEHUETO, TaKa U B TE€3U ChC CPEACH U
HUCBK J0x0A. ToBa MOKa3Ba, Y€ pENpOIyKTHBHOTO 3paBE IPEIACTaBISABA

BOJIEIIO MPEIU3BUKATEICTBO 3a 3[[paBHATA CUCTEMa B ri1o0ajieH Maiao.

[IpencraBeHUsIT 3a OLIEHKA MPOEKT Ha JMCEPTAIIMOHEH TPYyA OTroBaps Ha
M3MCKBaHUATA, MTOCOYEHM B 3aKOHA 3a pa3BUTHE Ha aKaAEMHUYHHUS CHCTaB U
[IpaBwiHuKa 3a HeroBoto mnpujiokeHue. Cohabpka 181 crpaHunm W BKIIIOYBA
BCUYKHM pazaenu: (uTepaTypeH o030p; Ie M 3aaadd; MaTephal M METOJM;
pe3ynratu ¥ oOChXKIaHe; WM3BOAM M 3aKIIOUEHMs; MPUHOCH, Oubnuorpadus,

CBBP3aHU CTATHUH).



JlucepTaliuoHHUs TPYA € OHarjieZieH ¢ 52 tabiuuu u 22 Qurypu u eaHo
npuioxkenue. bubnuorpadusta cbabpka 377 IUTEpPATypHU H3TOYHHUIU, OT

KouTo 366 Ha Obarapcku u 11 Ha kupuHIa.

Temara Ha nucepranmoHHUsA TpyA: .,llpeBeHHusi HAa penpoAyKTUBHH
HeyCIIeXH U NMOCTHATAJIHHU YCJIOKHEHHS IPH KEHH C TeHETUYHO 00yCJI0BEeHA
TPOMOO(pUINA” € aKTyaJlHa ¥ 3HAa4MMa 3a CbBPEMHUETO, B ITBJIHO ChOTBETCTBUE
¢ npodecuonanaus npodui Ha a-p KupoBakos, KOMTO yMeno apryMeHTHpa Ta3u
3HAYMMOCT. B Tazu Bpb3Ka OT M3KIIOYMUTEIIHA BAKHOCT € PA3LIMPSABAHETO HA
MMO3HAHUATA 32 MyTalMUTe HAa TPOMOOPUIHUTE TE€HU M POJsATa UM B
aKyIIEPCTBOTO THHEKOJOTHATA PENpoAyKTUBHAaTa MenunuHa. [IpencraBenara
TEeMa Ha JUCEPTAlMOHHHUSA TPYyJ € JucepTadWiIHAa C NMPUHOC KBM KIMHUYHATA

IIPpaKTHKa Ha THHCKOJIO3UTC OT OOJTHMYHATA ¥ N3BHLHOOTHHYHATA IIOMOI1I.

JlutepaTypHusT 0030p € CTIPYKTypHUpaH Taka, 4Ye Ja OTpas3siBa
3a1bJI00YEHO W BCECTpaHHO npobnema. OO30pbBT  KAaTErOpUYHO IOKa3Ba
IBIOOKO TMO3HAHUE Ha OOCHKAaHUTE mpobiemu. M3mom3BaHuTe TUTEpaTypHU
U3TOYHUIM MPEACTaBIsBAT HAyyHU MyOJMKalMKM Ha YYXKICCTpAaHHU U

OBJTapCKu U3CIEA0BATENN, KOPEKTHO LIUTHPAHHU.

[lenta Ha nucepTauroOHHUS TpyA € (GopMypHpaHa TOYHO M SICHO: ,,]1a C€
pa3paboTH TepaneBTUYEH U NPEBEHTHUBEH AJITOPUTHM Ha IOBEJCHHE C LEJ
MPEOTBpPATABAHE HA MOBTAPAIIMTE CE€ 3aryOM Ha IUIOAA, NMOCTHATAIIHUTE H
TPOMOOEMOOJIMYHN YCIIOKHEHUS, aCOIMMPAHU C HOCUTEJICTBO HAa BPOJCHU
FeHEeTUYHU (PakTopu 3a TPOMOOMIMS, MPU KEHU C aHAMHECTUYHU JaHHU 32
PENPOAYKTUBHU HEYCHEXM.*. 3aladynTe, KOUTO HM3CIEAOBATENS CH IOCTaBs, ca

000cobeHu B 7 IIYHKTa, CBbP3aHU C IIOCTUTI'AaHC HA M3CJICA0BATECI/ICKATA LS.

1. la ce onpenenar nemorpadckata XapakTepUCTUKA, aHAMHECTUYHUTE JaHHU
U U3KITIOYBANIUTe (PaKTOpH, 3a XapaKTepu3WpaHe Ha KIMHWYHATA Tpyma
U3CIICIBAHN JKCHU C PEMPOAYKTHBHU HEYCIIEXH M HOCHTEICTBO Ha CIAWH WIIH

noBe4e OT CIEAHUTE 5 TeHEeTUYHH (akTopa, acolMHpaHu c TpomOoduIus:



@axtop V Leiden; Mytamus G20210A B IIporpomOunoBusi reH; ['enernden
Bapuant C677T B rena Ha Metunenrerpaxuapodonat peaykrasa; [ eHeTnueH
BapuaHT B TeHa Ha [lnasmuHoren aktuBatop wuHXxuOuTop 1 (PAI-1)
(mocutenctBo Ha renotun 4G/4G); AHruoreHsuH — kousepTupail ensum ACE

D/D renorwurr.

2. I[a CC HAIIpaBH aHAJIN3 HA YCCTOTATAa HAa HOCUTCJICTBO HAa U3CJICABAHUTC I'CHHU
MyTallH B U3CJICIBaHATa KIIMHNYHA I'pyIla )KCHU C PCIIPOAYKTHBHHU HGYCHCXI/I.?).
,Z[a CC oImIpcaciii CbIIbTCTBAIATa IIATOJIOTHA H (baMHJIHaTa dHaMHC3a, B

KIIMHUYHATa U KOHTPOJIHATA I'pyIla U3CJICABAHU KCHU.

4. Jla ce HampaBW OIICHKAa Ha JWHAMHKATa B JOIUIEpOBaTa BEJIOCHMETPUS Ha
MaTOYHUTE apTepuu, ycpeaHeHusT Pl oT asicHa u nsiBa MaToyHa apTepus Ha
OopemennuTe xxenu (6-7 r.c., 11-13+6 r.c., 20-22 r.c. u 35-36 1.c.) B KIIMHUYHATA
U KOHTpoJHaTa rpynu.S. Jla ce mpocneasT B quHamuka oTkiaoHeHusta B [IKK u
XeMocTazara IMmpe3 BpeMe Ha OpeMeHHocTTa — mpe3 4-5 ceqMUYeH HMHTEpBall,

cnen 12 r.c., B KIMHUYHATA U KOHTPOJIHATA TPYIIN.

6. a ce mpocinean u3xoja OT OPEMEHHOCTTa, PAXIAHETO U ITyepHepaHUs
Mepuojl, KaKTO U CHCTOSHUETO Ha IUIOJIa B paHMUS HEOHATaJeH NEpUoi, B

oOcneIBaHUTE TPYIH JKEHH.

7. Jla ce W3rOTBM TEpameBTUYEH U TMPEBEHTUBEH AJITOPUTHM Ha TOBEIICHUE
crpsiMO creuudukara M TEXKECTTa Ha TEHETUYHUTE MYyTalluu, C Ie
MpEeIOTBpaTABAaHE HA  4YECTO TOBTApAIIMTE C€ 3aryOMm Ha  IUJI0Ja,

TPOMOOEMOOJIMYHUTE U MOCTHATAITHU YCIIOKHEHUS.

CnenBa mocienoBaTENIHO NPEICTaBSIHE Ha Ju3ailHa Ha IPOYYBAHETO,
eIMHULM Ha HaOmoaeHue (BKJIIOUMTENHO KPUTEPUH 3a BKIIOYBAHE W
U3KJII0YBAaHE B 00XBara Ha MPOYYBAHETO U M3KIIOYBAIIM KPUTEPUH),

IIPOMCHJIIMBH, CTATUCTUYICCKH MCTOIH.



Jln3aitH Ha npoyuBaHeTo: TO € NPOCIEKTUBHO M PETPOCHEKTUBHO.
IIposeneno ¢ B MII , Ilpaiim ximHuk — n-p Kuposakosu®, rp. byprac, MIL]
KHUPM ,,CB. Enucasera®, rp. IlneBen, u PoawnHo otrnenenne Ha YMBAJI
byprac — AJl. O6xBamia nepuona ot ssHyapu 2021 r. no nekemspu 2023 r. B

IPOYYBAHETO ca BKIIOYEHU 459 OpeMeHHU KeHH

Pesynraru u obcwxnaane: JI-p KupoBakos ru nmpencraBs MocieoBaTeHo,
CbOTBETHO HAa IIOCTAaBEHUTE 3a/Jauyd B JIUCEPTALMOHHMS TpyA. Ta3um 4vact ot
AUcepTanusaTa € U3KIYUTENIHO 100pe MoJpe/eHa M OHAarje/leHa ¢ KOPEKTHO
MPEACTABEHU PE3YJITaTU B TAOJMWYEH BHUJl U LIBETHU TIpaduyuHU H300paKeHUs.
W3noxeHneTo Ha pe3ynraTtuTe € M3pa3 Ha ymMeHueTo Ha a-p KuposakoB na
O0opaBH 10OPOCHBECTHO M KOPEKTHO C JAHHUTE OT HAyYHOTO HU3CJE/ABaHE, Ja
IIpwjara MOAXOASIIUTE METOAU 3a aHAIM3 U Ja MHTEPIPETUPA 3aAbI00YEHO.
Ta3u yacT oT nucepTalMOHHMS TPy 3acilykaBa 0COOCHO BHMMAHHUE U BUCOKa
OLICHKa CBbC CBOETO AaJEKBATHO CTPYKTYpPUpPAHE, JIOTMYECKAa OOBBP3AHOCT U
MIOCJIEZIOBATETHOCT B KOHTEKCTa HA OIPENENeH METOAUYECKH IMOAXOJ Ha

HAaY4YHOTO HU3CJICABAHC.

J-p KupoBaxos ¢popmynupa 6 n3Bona u 10 nmpuHoca, KOHTO ca pa3aeneHu
U MIPEJICTaBEHU B TPU MOATPYIHU: HAYYHH MPUHOCH C OPUTHHAJIEH XapakTep, C

NOTBBPAUTENEH XapaAKTEP U C MPAKTUYECKA CTOMHOCT

CMHTaM, Y€ Taka HOpcAaACTaBECHU, NMPUHOCHTC MAKCUMAJIIHO CHHTC3UpAT
CbIIHOCTTAa Ha TO3HW AUCCPTAIMOHCH TPYA, OCBCT/IABAIl BAaXKHH AaCIICKTU Ha

U3CJICIBAaHUS MPOOIIEM.

J-p KupoBakoB mnpencraBs cpmio Taka lIpunokeHne 3a alropursm M
MPEBEHIIMSI Ha HEOJAronpusITHUTE U3XOAU OT OpEeMEHHOCTTa MpU MAlUEHTH C
reHeTU4YHa TpoMOO(duInsg, KakTO U aIrOpUThbM Ha TOBEACHHE MpPEau
3a0peMeHsiBaHe, 110 BpeMe Ha HAacThIIKja Bede OPEMEHHOCT U B IyeprepuyMma.
ANTOpUTMHUTE OTpa3siBaT BaXXHU HWHTEPAUCUUIUIMHADHU W MEXKIYCEKTOPHHU

ImoaAxoau U CTpaTreruu, KOUTO IMprueMaM I10 Ha4MrHa, 1o KOMTO ca (bopMmepaHH.



BbB Bpb3Ka ¢ qucepTallMoHHUS TPy A-p 3naTko KupoBakoB npejncrass 4
IBTHOTEKCTOBU TYOJIMKAIIMA B TPECTIDKHU TICPUOAUYHM HAYYHU W3IaHUS B
I'BJIHO CHOTBETCTBUE C M3UCKBaHUsATa 3a npuaoduBane Ha OHC «ioktop» 3a
npodecruonanno HampasieHue 7.1. MeaumuHa B MeIUIIMHCKH YHUBEPCUTET-
[IneBen. IIpoekTsT Ha aBTOpedepar € pa3paboTeH Ha /8 CTpaHMIIM, MPABUIHO
CTPYKTYpHUPAH, ChIbpPHkKAa OCHOBHHUTE pE3YyJTaTH OT HAYYHOTO MPOYYBAHE H

CIIMCBbK Ha CBbP3aHUTC HY6JII/IK3HI/II/I.

3AKJIIOYEHUE:

JlaBaM ISJIOCTHA MOJIOKMTEIHA OLEHKA Ha MPEJICTaBeHUs OT JI-p 3JIaTKO
KupoBakoB — JOKTOpaHT Ha CaMOCTOSITENIHA IIOATOTOBKA, IO JOKTOpPCKa
mporpamMa AKyIIEpCTBO W THUHEKOJIOTHs, MPOQPECHOHATHO HaIpaBIECHUE
7.1,,Meaumnuna”, obnact Ha BUCIIe oOpa3oBaHue: 7. 37paBeora3BaHe U CIOPT
kbM  Karenpa ,,Axkymepcku rpuxu‘‘, Pakynrer ,,3IpaBHU TPUKU" —
MenuuuHcku yHUBepcUTET-111eBEH - MPOEKT Ha JUCEPTAILMOHEH TPy Ha Tema:
»lIpeBeHMsI HA PeNpPOAYKTHBHHU HeEyCIeXHM M NOCTHATAJIHM YCJI0KHEHHA
IPHU KeHH € TEHETHYHO 00ycJI0BeHa TpomMOopuius .

[IpoekThT Ha JUCEPTALMOHHHSA TPYJX ChABpPKA HAYYHO-TEOPETHUYHH,
METOJIOJOTUYHN W MPUJIOKHU PE3yJTaTH, KOUTO MPEACTABISIBAT OPUTHMHAJICH
MIPUHOC B HayKaTa W OTTOBapsT HAa BCUUKH M3UCKBAaHUS Ha 3aKOHA 3a Pa3BUTHE
Ha akajgemMu4Husi chcTaB B PemybOnuka bearapus (3PACPB), IlpaBunnuka 3a
npunarade Ha 3PACPD u [IpaBuiiHnKa 3a pa3BUTHETO HA AKaJIEMUYHHS ChCTAB B
MenuuuHcku yHuBepcuter-I1neseH.

JlaBam CBOsI TIOJIOKUTENEH BOT ,,JIA” W mpenopbyBaM Ha YIEHOBETE HA
HayuHoro *Xypu, 5a riacyBaT MOJIOKHTEIHO 3a HACOYBAHE Ha OLCHSIBaHUS
IIPOEKT Ha JHCEPTAUMOHEH TPYyJA 3a NMyOJMYHA 3alIUTa 32 NPUCHKIAHE Ha
oOpa3oBarenHaTa U HayyHa cTemneH ,,Jlokrop” Ha a-p 3narko KupoBakoB 1o

JIOKTOpCKa TMporpamMa ,, AKYHIEPCTBO W THHEKOJIOrHs”, MpOoPECHOHAIHO



HampaBiaenue 7.1 ,Memununa”, o0mact Ha Bucme oOpa3oBaHue /.

3npaBe0na3BaHe H CIIOPT.

01.11.2024 r. Nzroreun Cranosumiero. Ha ocHosaHme un. 59 or 3311

rp. Ctapa 3aropa nou. A-p Mapus AHrenoBa AHrenoBa, M



STATEMENT

By Assoc. Prof. Dr. Maria Angelova Angelova, MD, PhD
Head of the Department of "Obstetrics and Gynecology," Faculty of Medicine,

Of Trakia University — Stara Zagora.

Subject: External Review for the Procedure of Acquiring the Educational and Scientific
Degree of "Doctor" for Dr. Zlatko Kirovakov — a doctoral candidate in the independent form
of study, dismissed with the right of defense under the doctoral program Obstetrics and
Gynecology, professional field 7.1 "Medicine", area of higher education: 7. Health and
Sports, within the Department of "Midwifery Care", Faculty of Health Care" — Medical

University of Pleven;

Title of the Dissertation: 'Prevention of Reproductive Failures and Postnatal

Complications in Women with Genetically Determined Thrombophilia"

This review is presented in my capacity as a member of the extended committee of the
Departmental Council of the Department of "Midwifery Care," Faculty of "Health Care,"
appointed by Order No. 2807/01.10.2024 of the Rector of the Medical University of Pleven,
in connection with the procedure for the public defense of the dissertation for the acquisition
of the educational and scientific degree "Doctor" by Dr. Zlatko Kirovakov, a doctoral student
in independent study in the Obstetrics and Gynecology program, professional field 7.1
"Medicine," area of higher education: 7. Health and Sports, under the Department of
"Midwifery Care," Faculty of "Health Care" at the Medical University of Pleven, with
scientific supervisors Assoc. Prof. Dr. Nadezhda Hinkova, PhD, and Assoc. Prof. Dr.

Emiliana Konova, PhD.

The statement has been prepared based on the submitted documents related to the procedure,
in full compliance with the requirements of the Law on the Development of Academic Staff
in the Republic of Bulgaria (ZRASRB), its implementing regulations, and the regulations for
the development of the academic staff at the Medical University of Pleven, according to

Appendix 8.3.

The topic of Dr. Zlatko Kirovakov's dissertation focuses on the current issue of thrombophilic
gene mutations and their role in obstetrics, gynecology, and reproductive medicine. The
chosen problem is highly relevant, considering the increasing number of couples

experiencing reproductive issues, not only in our country but also globally. A growing portion



of the world’s population faces reproductive health disorders at some point in their lives. This
has been demonstrated by a report published by the World Health Organization (WHO). It
has been established that approximately 17.6% of the population of reproductive age
experiences infertility. This means that 1 in 6 individuals faces reproductive health

challenges.

Statistical data indicate that infertility occurs with equal frequency in countries with high
incomes as well as those with middle and low incomes. This shows that reproductive health

represents a major challenge for healthcare systems worldwide.

The submitted dissertation work for evaluation meets the requirements outlined in the Law on
the Development of Academic Staff and its Implementing Regulations. It consists of 181
pages and includes all the necessary sections: (literature review; objectives and tasks;
materials and methods; results and discussion; conclusions and summaries; contributions,

bibliography, and related articles).

The dissertation is illustrated with 52 tables, 22 figures, and includes one appendix. The

bibliography contains 377 references, of which 366 are in Bulgarian and 11 in Cyrillic.

The topic of the dissertation, "Prevention of Reproductive Failures and Postnatal
Complications in Women with Genetically Determined Thrombophilia," is both current
and significant for today's context, fully aligning with Dr. Kirovakov's professional profile,
which he skillfully justifies. In this regard, expanding knowledge on thrombophilic gene
mutations and their role in obstetrics, gynecology, and reproductive medicine is of utmost
importance. The presented dissertation topic is substantial, offering valuable contributions to

the clinical practice of gynecologists in both hospital and outpatient care.

The literature review is structured in a way that thoroughly and comprehensively reflects the
problem. It clearly demonstrates a deep understanding of the issues discussed. The sources
used consist of scientific publications by both foreign and Bulgarian researchers, all correctly

cited.

The objective of the dissertation is formulated precisely and clearly: "to develop a therapeutic
and preventive algorithm for managing recurrent fetal loss, postnatal, and thromboembolic
complications associated with the presence of congenital genetic factors for thrombophilia in

women with a history of reproductive failures."



The researcher has defined seven tasks aimed at achieving the research goal:

1.

To determine the demographic characteristics, anamnesis data, and exclusion factors
for characterizing the clinical group of women studied with reproductive failures and
carriers of one or more of the following five genetic factors associated with
thrombophilia: Factor V Leiden; G20210A mutation in the Prothrombin gene; C677T
genetic variant in the Methylenetetrahydrofolate reductase gene; genetic variant in the
Plasminogen activator inhibitor 1 (PAI-1) gene (carrier of the 4G/4G genotype);
Angiotensin-converting enzyme (ACE) D/D genotype.

To analyze the frequency of carrier status for the studied gene mutations in the
examined clinical group of women with reproductive failures.

To determine the accompanying pathology and family history in both the clinical and
control groups of the examined women.

To assess the dynamics in Doppler velocimetry of the uterine arteries, the average PI
from the right and left uterine arteries of pregnant women (6-7 weeks, 11-13+6 weeks,
20-22 weeks, and 35-36 weeks) in both the clinical and control groups.

To monitor the dynamics of deviations in complete blood count (CBC) and
hemostasis during pregnancy — at 4-5 week intervals, after 12 weeks, in both the
clinical and control groups.

To track the outcomes of pregnancy, childbirth, and the puerperium, as well as the
condition of the fetus in the early neonatal period, in the studied groups of women.

To develop a therapeutic and preventive algorithm for behavior tailored to the
specifics and severity of genetic mutations, aimed at preventing recurrent fetal losses,

thromboembolic events, and postnatal complications.

The following is a sequential presentation of the study design, units of observation (including

inclusion and exclusion criteria for the study scope), variables, and statistical methods.

Study Design: The study is both prospective and retrospective. It was conducted at “Prime

Clinic — Dr. Kirovakovi” in Burgas, “St. Elizabeth” Medical Center in Pleven, and the

Obstetrics Department of UMBAL Burgas — AD. The study covers the period from January

2021 to December 2023 and includes 459 pregnant women.



Results and Discussion: Dr. Kirovakov presents the results sequentially, corresponding to the
tasks outlined in the dissertation. This section of the dissertation is exceptionally well-
organized and illustrated, featuring correctly presented results in tabular form and colorful
graphic representations. The presentation of the results reflects Dr. Kirovakov's skill in
diligently and accurately handling the data from the scientific study, applying appropriate
analysis methods, and providing in-depth interpretations. This part of the dissertation
deserves particular attention and high praise for its adequate structuring, logical coherence,
and consistency within the context of the specified methodological approach of the scientific

research.

Dr. Kirovakov formulates six conclusions and ten contributions, which are categorized and
presented in three subgroups: scientific contributions of an original nature, confirmatory

contributions, and contributions with practical value.

I believe that this presentation effectively synthesizes the essence of the dissertation,

shedding light on important aspects of the researched problem.

Dr. Kirovakov also presents an Appendix containing an algorithm for the prevention of
adverse pregnancy outcomes in patients with genetic thrombophilia, as well as a behavioral
algorithm for preconception, during an existing pregnancy, and in the puerperium. These
algorithms reflect important interdisciplinary and intersectoral approaches and strategies,

which I accept as they are formulated.

In connection with the dissertation work, Dr. Zlatko Kirovakov presents four full-text
publications in prestigious scientific journals, fully complying with the requirements for
obtaining the educational and scientific degree of "Doctor" in the professional field 7.1
Medicine at the Medical University of Pleven. The draft of the abstract is developed over 78
pages, well-structured, and contains the main results of the scientific research along with a

list of related publications.
CONCLUSION:

I give an overall positive evaluation of the dissertation work presented by Dr. Zlatko

Kirovakov — a doctoral candidate in independent study under the doctoral program in

Obstetrics and Gynecology, professional field 7.1 "Medicine," area of higher education: 7.

Health and Sports, at the Department of "Midwifery Care," Faculty of "Health Care" —



Medical University of Pleven, on the topic: '"Prevention of Reproductive Failures and

Postnatal Complications in Women with Genetically Determined Thrombophilia."

The dissertation work contains scientific-theoretical, methodological, and applied results that
represent an original contribution to science and meet all the requirements of the Law on the
Development of Academic Staff in the Republic of Bulgaria and the Regulations for the
Development of Academic Staff at the Medical University of Pleven.

I cast my positive vote of "YES" and recommend that the members of the Scientific jury vote
positively to direct the evaluated dissertation work for public defense for the awarding of the
educational and scientific degree "Doctor" to Dr. Zlatko Kirovakov in the doctoral program
"Obstetrics and Gynecology," professional field 7.1 "Medicine," area of higher education 7.
Health and Sports.

01.11.2024 Prepared by: Ha ocHosaHme un. 59 or 3314

Stara Zagora Assoc. Prof. Dr. Maria Angelova Angelova, MD, PhD



