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[o Hay4yHus cekpetap Ha MY - lNneBeH
PELUEH3UA
ot dou. A-p Hukona KanuHos lNonoscku, a.m.,

HoueHT kbM Kateapa ,,AKyLLepcTBO U rmHekonorus®, ®axkyntet
,,MeguunHa“, MegmumHckn yHnsepcuteT — [neBeH, YneH Ha
Hay4Ho Xypu, onpegerneHo cbe 3anoses Ha Pektopa Ha MY —
NneBeH Ne2807/01.10.2024r. Ha ocHoBaHKe Ha PeweHne Ha AC
(MpoTokon Ne38/30.09.2024r.)

OTHOCHO: AMCepTaLMOHEH Tpya Ha Tema

,,[ipeBeHuUnsA Ha penpoayKTUBHU HeyCcnexmu u NoCTHaTanHu
YCNOXXHEHMA NPU XKeHU C reHeTUYHO OobycroBeHa
Tpombodunua“

3a npucbXxgaHe Ha obpasoBaTeniHa U HaydHa cteneH ,, [loktop®

O6nacT Ha BucLle obpasoBaHue: 7. 3apaBeonasBaHe 1 CnopT,
[MpodgecnoHanHo HanpasneHue 7.1. MeguunHa, Hay4yHa
cneumanHocT ,,AKyLLepCTBO U rMHekonorma“

Ha a-p 3naTtko KnposakoB

OOKTOpaHT kbM Kateapa ,,Akywiepcku rpmxun”, dakynteT ,,34paBHU
rpuwxun“, MY — lNneBeH

Hay4Hu pbkoBogMTENMN:
Hou. o-p Hagexaa XpuctoBa XnHKOBA, .M.

Hou. a-p EmununaHa nuesa KoHosa, a.Mm.

ABTOOMOrpachmniHn gaHHU

[-p 3natko Knposakos e pogeH Ha 14.11.1977r. B rp. Npunen, P.
CeBepHa Makenonud. lNpe3 2003r. 3aBbpwBa MeguumHa B MY —
[MneBseH, a npe3 2010r. npngobuea cneumnanHocT No AKyLLIEPCTBO U
rmHekonorua. [pes 2022r. npugobuBa cneunanHocTt ,,3apaBeH
MEHUIKMBHT® B YHuBepcuteT ,,lNpod. a-p AceH 3narapos® rp.
Byprac. lNpodecnoHanHuatT my nbT npemuHasa npes LUICMIT — rp.
KHexxa (2003-2009r.) n KnuHuka no AKyLIEepCTBO M MMHEKOSOrnA Ha



YMBAN ,,0-p leoprm CtpaHckn™ (2009-2011r.). Ot 2011r. pgo
MOMEHTa e aKyulep-ruHekonor B PogunHo otaeneHne Ha YMBAIJT —
byprac. Ot 2023r. e xoHopyBaH acucteHT B KaTtegpa ,,34paBHu
rpwkun”, ®O33I, YHusepcutet ,,lpod. a-p AceH 3natapos” — rp.
Byprac. Ot 2021r. no momeHTa e ynpasuten Ha MU ,,l1panm KnnHuK
— a-p Kuposakosun“ EOOL, rp. byprac. Npoeen e peanua Kypcose
No cneumanHocTTa B obnacTtta Ha ynTpasBykoBaTa [MarHOCTMKa B
aKylwepcTBOTO W TMHEKOSOrnATa, MpeHaTanHa  MeguuuHa,
Konnockonusa, Tpoméogunmsa. ABTop e Ha goknagu n nybnukauuu,
KakToO M Y4acTHUK B MHOXECTBO HaUMOHaNHM N MeXOyHapO4HU
KOHdepeHUMn B obnactrta Ha cneuyuanHoctta. YUneH e Ha BJIC,
Bbrirapcko OpyXecTBO MO aKkywepcTBO M ruHekosnorns. Bnapee
aHrmMUNCKK N pyckn e3nk. Mima gobpa KoMnoTbpHa rPaMOTHOCT.

AuncepTaumoHHnaT Tpya Ha O-p 3natko KuposakoB obxBauia
aKTyaneH v couuanHo-3Ha4dum npobnem, Kacaew, penpoayKkTUBHUTE
Heycnexm Ha naumeHTKM C BpodeHa unu npugobuta Tpomoodunus
KaTo CMOHTaHHM abopTu B pasnMyeH TrecTauMoHEeH CpOK,
CTEPUNUTET, YCNOXHEHUS HA DPEMEHHOCTTa U HeyCcneLwHn UH-BUTPO
depTunusaumn. PenpoaykTMBHUTE Heygayu npogbikaeBaT ga ca
CepuoseH MeguUMHCKU, gemorpaddCkm u emoumoHarneH npobnem,
3acdraly Bce no-rofisiMa 4YacTt oT ABOWMKUTE B pasBuTUTe cTpaHu. B
YyacT OT criydamTe Tesu naTosniormm ca obycnoBeHu OT HannM4YneTo Ha
BpogeHa unn  npugobuta  TEeHOEHUMA  KbM  MOBULLEHO
TpomboobpasyBaHe B apTepuaniHOTO UM BEHO3HO CbAOBO PYCIO,
KnacudpuumpaHa kaTto Tpombodunma. CnoHTaHHUTE abopTtu
npoabiikaBaTt Aa 6baaT aktyaneH npobnem BbMNpeKn Hanpeabka Ha
MeONUMHCKNUTE TEexXHONorMm u nogobpsiBaHe Ha KayeCcTBOTO Ha
aKyllepo-rmHekonormyHata nomow n 3acarat mexay 10-20% ot
BCUYKM  KIMWMHMYHO  AmarHoctmuyupaHu 6pemeHHocTn. Cnopefn
nnTepaTypHN U3TOYHULM YecToTaTa Ha pPaHHUTE CMOHTaHHK abopTu
poctura oo 50% oT BCUYKM DPEMEHHOCTU, BbMPEKM Ye YacT OT TsX
ocTaBaT HeauarHoCTUUMpaHU KaTo CrnoHTaHHM abopTu nopagu
paHHaTta 3aryba Ha OpemeHHocTTa. Cnopen C30 cTepunuTeTbT
npeacraBngBa HEBbL3MOXHOCT 3a 3ayeBaHe cnen enHOrOAWMLLIHK
perynsapHn onuty Npu xxeHn nofd 35r. n cneg 6 meceua nNpu XeHu
Hag Ta3u Bb3pacT U 3acdra or 1 0O 6 OBOMKM B pernpoaykTUBHa



Bb3pacT. Uectotata Ha Tas3m natonorna ce yBennyaBa C
HarpeasaHe Ha Bb3pacTTa.

OT HanpaBeHua nuTepatypeH 0630p CcTaBa $CHO, 4e A-p
KupoBakoB 3aab51604€HO ce € 3ano3Han ¢ Hay4yHaTta nuTteparypa no
Temarta, Kacaelwa BIUSAHMETO Ha TpoMbounnyHuTe drakTopu
BbpXY pa3BUTUETO Ha BpeMeHHOoCTTAa.

CTpyKTypa Ha AucepTauMoHHUA TPy,

HactoawmaTt guceptaunoHeH Tpyg € B obem 181 cTpaHuum,
pasnpeneneHn Kakto crnegsa: BbreegeHne — 3 c1p, JintepartypeH
0630p — 58 c1p, Uen n 3agaum — 2 ctp, Matepuan n metogn — 5
ctp, CobcTtBeHun pesyntatm — 49 ctp, HAuckycusa — 3 cTp,
3aknoveHna n mnssogn — 3 ctp, lNpnHOCK Ha gucepTaunoHHUSA
Tpya — 2 cTp, bubnuorpagums — 40 ctp. HayyHuatr Tpyg e
oHarnegeH ¢ 22 cdurypu n 22 Tabnumuun. UsnonseaHu ca 377
nuTepaTtypHn Kn3TodHMKa, 11 OT KOUTO OT Obirapcku aBTOPW.
[uceptaumoHHna Tpya € npaBuiTHO CTPYKTypupaH. Llenta wu
3agadunTte ca SCHO doopMynvMpaHu, KOeTo € npegnocTaBka 3a
KadecTBeHa paboTa 1 nonyvyaBaHe Ha afekBaTHU pe3ynTaTtu.

N3cnegBaHn ca 459 OpeMeHHM XKeHu, pasnpederieHn B
KnuHndHa (309 6pemMeHHN XeHu C ycTaHOBeHa BpoAdeHa
TpomMbohunus, HOCUTENM Ha €OuvH WU MOBeYEe TEeHETUYHM
TpOMOOMNUYHM  (PaKTOpU U aHamHe3a 3a pPenpoayKTUBHMU
Heycnexn) W KOHTponHa rpyna (150 ©OpemMeHHM ©Ge3
aHaMHEeCTUYHW [daHHKM 3a TpoMbodunua u penpoayKTUBHU
Heycnexu). lNpoyyBaHETO € NPOCMEKTUBHO W PETPOCMNEKTUBHO.
MpoBegneHo e B ML, ,,lpanm knnHuk — g-p Kuposakosu® — rp.
byprac, MU KWPM ,,Cs. Enucaseta“ — rp. lNneseH n PogunHo
otaenenHve Ha YMBAJlT byprac B nepuoga sHyapu 2021r. go
aexkemspun 2023r.

B npoyyBaHEToO Ca W3NnoJjisBaHn cnegHnte MeToan Ha
n3cneaBaHe: KIMTMHNYHN, anapartHu, napakimnHn4HN,
ennaeMmnonormM4Hn n CTatTuCtn4eCkn MmeTogn.

XapakTepucTuKa Ha pe3yntaTute u obcbXxaaHe



C uen npocnegsiBaHe Ha MNpPoOTMYAHETO Ha OpeMeHHOCTTa,
paXxgaHeTo U nyeprnepuyma KivHUYHaTa rpyna oT NauMeHTKu e
pasgerneHa Ha ABe noarpynu: rpyna A - XXeHn ¢ TpoMBodUnnyHmn
doakTopu + myTtauma B reHa Ha PAI | 1 HopmarneH reHotun Ha ACE
I/l v rpyna b - xeHn ¢ TpoMbounnyHM hakTopu + myTaumsa c
reHa Ha PAIl | + mytauus B reHa Ha ACE (D/D, I/D). C ornen
N3MNON3BaHNUTE METOAM Ha u3cnegBaHe cTaBa HACHO, Ye [OBETe
rpynn uscrnegBaHM >XEHW ca C efHakBa cpefHa Bb3pacT U
egHakbB NTM. YcTtaHoBeHa € nNo-BMCOKa YecToTa Ha nylaykuTe
B rpyna A. Hanuue e no-BMCOKa 4ecCcToTa Ha npuapyxasaiim
3abonsiBaHNA KaTto Bapuko3Ha OONecT Ha AOSHU KpanHuUW,
XUNEepPTOHUSA, UHCynuHoBa pesucteTtHoct, 301.2 u [IKOC npwu
naumeHTkute B rpyna A. lNaumeHTkuTe OT rpyna A ca u B no-
ronama cTteneH damMunHo obpeMeHeHW Mo OTHOWEHWEe Ha
TpomboobpasyBaHe, WH(MapPKT Ha MuUoKapga W/wunu Mo3buYeH
MHCcynT. [JokasaHO € Hanuune Ha HOCUTESICTBO Ha MyTauus Ha
daktop V Leiden n mytauunsa B npotpombuHosma reH G20210A B
Nno-ronsam npoueHT npu nauueHtkmte ot rpyna A. [lpwu
npocnegsiBaHe Ha wuaxoga OT OpeMeHHOCTTa CTaBa $ICHO, 4e
naumeHTkuTe ¢ mytauma Ha reHa ACE + myTtaumsa Ha PAIl | umart
No-BUCOKA YeCcToTa Ha HebnaronpusaTeH naxod ot bpemeHHoOCTTa
B CpaBHEHWe C KOHTposiHaTa rpyna. Han-sHauyntenHa pasnuka ce
OTKpMBaA MpwU MHTpayTeEpUHHaTa peTapaaumsa Ha nnoga, Kosito e
12 NbTK No-4yecta npu xeHn ¢ reHotun ACE D/D OTKOMKOTO npwu
naumeHTkn 6e3 mytaums B reHa Ha ACE. lNoBuweHa e n 4yectorta
Ha MbPTBOPAXOAaHMA U pa3BUTUE Ha MPeeKnamrcusi.

Cnopef pe3yntatute OT HAacTOALWETO NPOyYBaAHETO pasfNYHUTE
dakTopu Ha TpomMboMUINA ca OTrOBOPHWU 3a MOBEYETO PaHHU U
KbCHM 3arybu Ha OpeMEeHHOCTU, KakTo M 3a pas3BuTUE Ha
pasfM4yHN  YCNOXHEHUss No BpemMe Ha OpeMeHHOoCTTa.
Pesyntatute  nogdepraBaT  CTerneHTa Ha  pucka  OT
HebnaronpusaTHMW  KM3X0o4u, CBbP3aHW C  KOHreHutanHarta
Tpombopunus, n B YAaCTHOCT  HOCWUTESICTOBOTO  Ha
Tpombodunuuum daktopu PAI | 1 ACE D/D. MyntndaktopHaTta
Tpombopunuss ce npossBABa C TPOMOOTUYHM ne3mn B
nraueHTata, C KOMMPOMEHTUpaHe Ha YyTepo-nnaueHTapHOTO
KpbBOOOpaLleHne, KOeTo No-KbCHO AoBeXaa 00 MHTpayTepuHHa



peTapgauvMs  Ha nnoga, npeeknamrcus, abpynuuo  Ha
nnaueHTaTa u MbpTBOpaXKaaHe.

C ornepn npeacrtaBeHuTe pesyntaty A-p Kuposakos ctura Oo
crneaHuUTe U3BOAMW:

1. MynTtureHHaTa copma Ha TpoMbodmnms e puckoB oakTop 3a
OTKMOYBAHE HAa TEXKU aKyLUEpPCKN YCNOXHEHMsa  KaTto
NOBTaApsAWM Ce paHHM U KbCHM 3arybum Ha nnoaa,
npeeknamncus, rectaumMoHeH amabet, Kakto u Tpombosa wu
Tpomboembonuna no Bpeme Ha nyepnepuyma.

2. [lpn naumeHTKkM C NoBTOpHa 3aryba Ha nnoga Ham-4YecTu
HebnaronpuaTHn TpombodunmyHn akTopn ca MyTauusi B
MTHFR C677T, PAI-I n myTtauna B ACE.

3. Hanuue e dpamunHa obpemeHeHOCT 3a TpoMb03un, MrmokapaeH
MHAAPKT M MO3bYEH MHCYNT TMNPU XKEHU C TEHETUYHO
obycnoBeHa TpoMbodunus.

4. CpegHunaT nyncaTtMBeH MHOEKC Ha MaTo4YHUTE apTepun e
CUTHUUKAHTHO  MO-BUCOK MNPU  XXEHW, HOCUTENKM Ha
TpoMOOMNMYHM  MyTauuMm B CpPaBHEHWE CbC 34paBu
OpeMeHHN XKeHN.

5. NMpodunaktukata ¢ HMX, AcnvpuH wn HaTtokuHasa npu
NauMeHTKM ca MyNnTUreHHa copma Ha Tpombodunna Bogm Ha
HamansaBaHe Ha 4YecToTata U TeXecTTa Ha PenpoayKTUBHUTE
Heycnexmn, KakTo un nogobpsiBaHe Ha nMepuHaTanHuTe W
NoCTHaTanHUTE pesynraTtu.

Tean n3BooM aprymeHTMpaT OCHOBHWUTE LEeNn W 3adadn Ha
npoy4BaHeTo Ha AO-p KnpoBakoB, KakTo M cnegpaTt NOrMYecku
pe3yntaTtute OT NOCTaBEHUTE 3adauu.

MNpuHOCUTE Ha HacTosALUMS AUcepTaLMoHeH Tpya ca 3 ¢
opurMHaneH xapaktep, 4 C NOTBbpAUTENEH Xxapaktep M 3 C
npakTuyecka CTOMHOCT. 3a NbpPBM NbT B Bbbnrapus e nacnensaHa
N aHanuaupaHa 4ecTtoTa Ha HOCUTENICTBO Ha 5 reHHW myTauuw,
acouumpaHn ¢ TPoMOGoUNNS, KakTo N € OLEHEHO BIUSIHMETO Ha
Te3n pakTopu BbpXy pasBUTUETO Ha OPEMEHHOCTTa, paXaaHeTo
n nyepnepanHus nepuod. OpurnHanHuUAT — xapakTep Ha
HacTosALNS TPYA Ce CbCTOM B U3rOTBAHETO Ha anropuTbMm 3a



noBeAeHne nNpu npocrneasiBaHe Ha MauMeHTKU C BPOAEHMU
TpomMOo(pUnNMUHN chpakTopu U penpoaykTUBHU Heycnexu B
MMHanoTo.

O-p  KnpoBakoB wnma 4 nybnuvkaumm, CBbp3aHU C
avceprtaumoHHna Tpyan, 1 oT KoMTo e B pedepupaHo cnucaHue.
[Moco4eHn ca 1 yyactma B 5 Hay4HU hopyma B bbnrapus.

3aknoyeHue

OuceptaumoHHnAT Tpya Ha Tema ,llpeBeHUMs Ha
penpoaAyKTUBHU Heycnexu U NMocTHaTarHU YCIOXHEHUA npwu
XX€HU C reHeTU4YHo obycnoBeHa Tpombocdunua“ c astop a-p
3natko KupoBakoB € opuriHanHa, akTyanHa v 3agbnboyeHa
Hay4yHa paspaboTka, KOATO npegnara anropuTbM 3a NoBedeHue
npu npocrnegsiBaHe Ha MauueHTKN C BpogeHa Tpombodunua um
penpoaykTUBHU Heyadadn. TpyabT OTroBaps Ha U3MCKBaHWUSATA 3a
3PACPE wn [lMpaBunHuMKa 3a HEroBOTO MNPUNOXeHue Ha MY —
[MneBeH. KomnnekcHata oueHKka Ha Taka npeacraBeHus
aucepTtaumoHeH Tpya MM JaBa OCHOBaHWe [Ja rracyBam
NONOXUTENHO 1 Ja npernopbYyamM Ha yBaXaeMoTo Hay4dHo Xypu
Aa npucbam obpasoBaTesiHaTa U Hay4yHa cTteneH ,,JlokTop“ B
npodecuoHanHo HanpasneHue 7.1. MegnumHa, No Hay4yHaTa
cneuunanHocT ,,AKylIepcTBO U rMHeKonorma“ Ha Aa-p 3naTtko
KupoBakos.

[ata: 01.11.2024 r. C yBaxeHue: Ha ocHoBaHue un. 59 or 3311

rp. NneseH (Jou. O-p Hukona lMonoscku, 4.Mm.)



REVIEW
by Assoc. Prof. Nikola Kalinov Popovski, MD, PhD

Associate Professor in the Department of Obstetrics and gynecology,
Faculty of Medicine, Medical university — Pleven, Member of the
Scientific Jury appointed through Order Ne2807/01.10.2024 of the Rector
of Medical University - Pleven, on the grounds of the decision of the
Academic Board (Protocol Ne38/30.09.2024)

Regarding: Dissertation work on subject

,,Prevention of reproductive failure and postnatal complications in
women with genetically determined thrombophilia”

For the award of educational and scientific degree - DOCTORAL
DEGREE Field of higher education: 7. Medicine and sport, occupational
branch 7.1.Medicine, scientific specialty Obstetrics and Gynecology of
Dr Zlatko Kirovakov

Department of Obstetric care, Faculty of Health care, Medical university
— Pleven

PhD Advisor: Assoc. Prof. Nadezhda Hristova Hinkova, MD, PhD

PhD Advisor: Assoc. Prof. Emiliana llieva Konova, MD, PhD

Biographical data

Dr Zlatko Kirovakov was born on 14.11.1977 in Prilep, Republic of
North Macedonia. In 2003 graduated in Medicine at the Medical
university - Pleven, and acquired a specialty in Obstetrics and
Gynecology in 2010. In 2022 acquired a specialty "Health Management"
at the University ,,Prof. Dr. Asen Zlatarov" Burgas. His professional path
goes through Emergency department in Knezha (2003-2009) and
Deparment of Obstetrics and Gynecology of UMHAT ,,Dr. Georgi
Stranski" (2009-2011). Since 2011 until now, he is an obstetrician-
gynecologist in the Obstetrics Department of UMHAT - Burgas. From
2023 is a part-time assistant at the Department of Health Care,
University ,,Prof. Dr. Asen Zlatarov" - Burgas. From 2021 until now, he is
the manager of the ,,Prime Clinic - Dr. Kirovakovi", Burgas. He has
conducted a number of specialty courses in the field of ultrasound
diagnostics in obstetrics and gynecology, prenatal medicine, colposcopy,
thrombophilia. He is the author of reports and publications, as well as



a participant in numerous national and international conferences in the
field of specialty. He is a member of Bulgarian Medical Union, Bulgarian
Society of Obstetrics and Gynecology. He speaks English and Russian.
He has good computer literacy.

The dissertation work of Dr Zlatko Kirovakov covers a current and
socially significant problem concerning the reproductive failures of
patients with congenital or acquired thrombophilia, such as spontaneous
abortions at different gestational periods, sterility, pregnancy
complications and failed in-vitro fertilizations. Reproductive failure
continues to be a serious medical, demographic and emotional problem
affecting an increasing proportion of couples in developed countries. In
some cases, these pathologies are determined by the presence of a
congenital or acquired tendency to increased thrombus formation in the
arterial or venous vascular circulation, classified as thrombophilia.
Spontaneous abortions continue to be a current problem despite
advances in medical technology and improvement in the quality of
obstetric and gynecological care and affect between 10-20% of all
clinically diagnosed pregnancies. According to literature sources, the
frequency of early miscarriages reaches 50% of all pregnancies,
although some of them remain undiagnosed as miscarriages due to early
pregnancy loss. According to the WHO, sterility is the inability to
conceive after one year of regular attempts in women under 35 years
and after 6 months in women over this age and affects 1 to 6 couples of
reproductive age.
The frequency of this pathology increases in advancing age.

From the literature review, it is clear that Dr. Kirovakov has thoroughly
familiarized himself with the scientific literature on the topic concerning
the influence of thrombophilic factors on the development of pregnancy.

Structure of the dissertation

This dissertation is 181 pages long, distributed as follows: Introduction
— 3 pages, Literature review — 58 pages, Aim and tasks — 2 pages,
Material and methods — 5 pages, Own results — 49 pages, Discussion —
3 pages, Conclusions - 3 pages, Contributions of the dissertation work -
2 pages, Bibliography - 40 pages. The scientific work is illustrated with 22
figures and 22 tables. 377 sources were used, 11 of them by Bulgarian
authors. The dissertation is properly structured. The goal and tasks are
clearly formulated, which is a prerequisite for quality work and obtaining
adequate results.



459 pregnant women were examined divided into a clinical (309
pregnant women with established congenital thrombophilia, carriers of
one or more genetic thrombophilic factors and a history of reproductive
failures) and a control group (150 pregnant women without history of
thrombophilia and reproductive failures). The study was prospective and
retrospective and it was held in the "Prime Clinic - Dr. Kirovakovi" -
Burgas, CIRM "St. Elisaveta" - Pleven and the Obstetrical department of
UMHAT Burgas in the period between January 2021 and December
2023.

The following research methods were used in the study: clinical,
instrumental, paraclinical, epidemiological and statistical methods.

Characteristics of results and discussion

In order to monitor the progress of pregnancy, childbirth and the
puerperium, the clinical group of patients was divided into two
subgroups: group A - women with thrombophilic factors + mutation in the
PAI | gene and normal ACE I/l genotype and group B - women with
thrombophilic factors factors + mutation in the PAI | gene + mutation in
the ACE gene (D/D, I/D). In view of the research methods used, it is clear
that the two groups of examined women have the same average age and
the same BMI. A higher frequency of smokers was found in group A.
There was a higher frequency of accompanying diseases such as
varicose disease of the lower limbs, chronic hypertension, insulin
resistance, diabetes mellitus type 2 and PCOS in patients in group A.
Group A patients also have a greater family history of thrombus
formation, myocardial infarction and/or stroke. The presence of factor V
Leiden mutation and mutation in the prothrombin gene G20210A was
demonstrated in a higher percentage in group A patients. When followed
the outcome of pregnancy, it is visible that patients with ACE gene
mutation + PAI | mutation have a higher frequency of adverse pregnancy
outcome compared to the control group. The most significant difference
was found in intrauterine fetal retardation, which was 12 times more
frequent in women with the ACE D/D genotype than in patients without a
mutation in the ACE gene. The incidence of stillbirths and the
development of preeclampsia is also increased.

According to the results of the present study, different thrombophilia
factors are responsible for most of the early and late pregnancy losses
as well as the development of various complications during pregnancy.



The results highlight the degree of risk of adverse outcomes associated
with congenital thrombophilia, and in particular the presence of
thrombophilic factors PAI | and ACE D/D. Multifactorial thrombophilia
manifests with thrombotic lesions in the placenta, with compromise of the
uteroplacental circulation, which later leads to intrauterine fetal
retardation, preeclampsia, placental abruption, and stillbirth.

In view of the presented results, Dr. Kirovakov reaches the following
conclusions:

1. The multigenic form of thrombophilia is a risk factor for the
development of severe obstetric complications such as recurrent
early and late fetal losses, preeclampsia, gestational diabetes, as
well as thrombosis and thromboembolism during the puerperium.

2. In patients with recurrent fetal loss, the most common unfavorable
thrombophilic factors are mutation in MTHFR C677T, PAI-l and
mutation in ACE.

3. There is a family history of thrombosis, myocardial infarction and
stroke in women with genetic thrombophilia.

4. The mean pulsatility index of the uterine arteries is significantly
higher in women carrying thrombophilic mutations compared to
healthy pregnant women.

5. Prophylaxis with low-dose heparin, Aspirin and Nattokinase in
patients with a multigenic form of thrombophilia leads to a
reduction in the frequency and severity of reproductive failures, as
well as an improvement in perinatal and postnatal outcomes.

These conclusions argue the main aim and tasks of Dr. Kirovakov's
research, as well as logically follow the results of the set tasks.

The contributions of the present dissertation work are 3 of an
original nature, 4 of a confirmatory nature and 3 have a practical
value. For the first time in Bulgaria, the carrier frequency of 5 gene
mutations associated with thrombophilia was investigated and
analyzed, as well as the influence of these factors on the development
of pregnancy, childbirth and the puerperal period was evaluated. The
original nature of the present work consists in the preparation of an
algorithm for the follow-up of patients with congenital
thrombophilic factors and reproductive failures in the past.



Dr. Kirovakov has 4 publications related to the dissertation work, 1
of which is in a refereed journal. Participation in 5 scientific forums in
Bulgaria is also indicated.

Conclusion

The dissertation work on the topic "Prevention of reproductive
failures and postnatal complications in women with genetically
determined thrombophilia” with author Dr. Zlatko Kirovakov is an
original, actual and deep scientific development that offers an
algorithm for the follow-up of patients with congenital
thrombophilia and reproductive failures. The work meets the
requirements for the Law on the Development of the Academic Staff in
the Republic of Bulgaria and the Regulations for the implementation of
the Law on the Development of the Academic Staff in the Republic of
Bulgaria in Medical Univeristy — Pleven. The complex evaluation of
the dissertation presented in this way gives me the reason to vote
positively and to recommend to the respected Scientific Jury to
award the educational and scientific degree "Doctor" in
professional direction 7.1. Medicine, in the scientific specialty
"Obstetrics and gynecology” of Dr. Zlatko Kirovakov.

Date: 01.11.2024 Signature: Ha ocHoBaHue un. 59 or 33N
Pleven (Assoc. Prof. Nikola Popovski, MD, PhD)



