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[IpencraBeHuUsT 3a 3aMKUTa JUCEPTAIMOHEH TPYJ ChIbpka oomo 181 crpanumm, oHarneneH ¢ 22

¢burypu, 52 TabauIU U €JHO MPUIIOKEHHUE.

B 6ubmmorpadcekust criuchk ca ordoenszanu oomo 377 3arnaBus, ot Kouto 11 Ha kupuimna u 366

Ha JaTHHHIA.
AKTYaJIHOCT Ha npodJiema:

B cBos nucepranmoneH Tpyn ,,IIpeBeHIusS Ha PENPONYKTUBHU HEYCIEXH M TOCTHATAIHU
YCIIOKHEHUS TIPH KEHU ¢ TeHeTHYHO oOycioBeHa TpoMmOodumusa, n1-p KupoBakos pazpaborsa
TCPANICBTUYCH W TPEBCHTUBCH aQJTIOPpUTBM Ha MOBCACHUC C LI MNOpCAOTBpaTdBaHC Ha
MOBTApAILIUTE C€ 3aryOW Ha IUI0/la, IMOCTHATATHUTE W TPOMOOEMOOIHYHU YCIOXKHEHHS,
ACOLIMHMPAHU C HOCHUTEICTBO Ha BPOJIEHU T€HETUYHH (PaKTOpH 3a TpoMOO(WIHS, MPU KEHU C
AHAMHCECTUYHH OaHHU 3a PCIPOAYKTHUBHHU HCYCIICXH. BT)HpeKI/I IIOCTOSIHHOTO HOJIO6p$IBaHe Ha
MCOUIMUHCKUTEC TCXHOJIOTUU U HOJIO6p$IBaHe Ha Ka4C€CTBOTO Ha aKymI€pCKaTa W 'MHCKOJIOrMdHa

ImoMoml, 4YeCToTara Ha CIIOHTAaHHUTC 3ary61/1 Ha 6pCMCHHOCTTa, HjaMa TCHACHIUA KbM



HaMmassiBaHe W Bb3in3a Ha 10 1o 20% B cTpykTypara Ha BCUYKM KJIMHMYHO JUArHOCTULIMPAHU
OpemeHHOCTH. Ta3u MaTojorus NpoabDKaBa Aa ObJEe OCHOBHA NMPUYMHA 33 PEHPOAYKTHBHHTE
3ary0u, KOETO s IMOCTaBs CpeJl Hall-CIeIHUTE TPOOJIeMH HA ChBPEMEHHATA MEUIIMHA HE CaMO Y
Hac, HO U B cBeTa. KiMHMYHUTE 3ary0M BapupaTr B 3aBHCHMOCT OT CpOKa Ha OpeMEeHHOCTTa U

BB3pacTTa Ha )KeHaTa u Morar J1a Obaat:
buoxumuuna 6pemennoct — 8 10 33 % B ob1ara nomynanus

Pannu 3aryou Ha mioga — no 12 r.c. ¢ yecrota cpento 15%, kato BapupaT ¢ Bb3pacrTa:
ot 10% (20 — 24 rox.) no 51 % (40-44 rox.)

Kbcnu 3ary6u (12 — 20 r.c.) — okouno 4 %.

[Ipu Hsikou MBOMKH ce HaO0aBaT MOBTAPAIIM C€ 3aryOu Ha mioaa, kouto cropen (ASRM,
2012), BkiarouyBat: 3ary0a Ha JBE WM MOBEYE MOCIENI0BATEIHA KIMHUYHU OpemeHHocTu A0 20
r.c., a crnopen ( ESHRE, 2017): aBe wiu moBedye 3aryom A0 24 r.c., BKIIOYUTEIHO U
ounoxumuunu. Yecrorara camo Ha KinuaudHute € ot 0,8 % -1,4 %, a ¢ BKIIOUYEHH OMOXUMUYHU: 2
- 3 %. IlpobneMbT C pEmpOayKTHBHUTE HEYCIEXHW IMPOABIDKaBa Ja ObIe eIUH OT Hai-

AKTYaJIHUTC HpO6HCMI/I Ha CbBPEMCHHOTO aKyHICPCTBO.

JlMcepTallMOHHUAT TPYyJ ChIbpXKa H3UeprHareleH JuTeparypeH o030p, Ha 0a3zaTa Ha KOWTO
aBTOPBT MOTBBPXK/ABA, Y€ PENPOIYKTUBHUTE HEYCIEeXU (CTEPUIIUTET, MOBTAPSIIU Ce 3aryOu Ha
IJ10/J1a, YCJIOKHEHUSI Ha OpEeMEHHOCTTa U HEYCIEUIHW HMHBUTPO (QEepTUIM3AIMH) ca CEpPUO3EH
MEIULUHCKY, AEMOrpadcku M €MOLMOHAJIEH NpoOjeM, 3acsrail BC€ MO-TojsMa 4YacT OT

JIBOMKHUTE B Pa3BUTHUTEC CTPAHU.

Bb3 ocHOBa Ha JaHHHMTE CBOpaHM OT JUTepaTypaTa, 3a Ja IOCTUTHE IIOCTaBeHaTa L,

AUCCPTAHTHT C(l)OpMI/Ipa 7 3aga4u, KOUTO Ca sAICHO ,Z[e(l)I/IHI/IpaHI/I.

IIpoyuyBaHeTO € MPOCHEKTUBHO U peTpocnekTuBHO. IIposeneno e B MII ,,IIpaitm kimHUK — 1-p
Kuposakosu®, rp. byprac, MLl KUPM ,,Cs. Enucasera®, rp. Ilnesen, u PogunHo otnenenue Ha
YMBAJI byprac — AJl. O0xBama mnepuona ot sHyapu 2021 r. mo amekemsBpu 2023r. B

MIPOYYBAHETO ca BKIIIOUEHU 459 OpeMeHHHU KEHHU.

[TanmenTkuTE ca pasaeneHu Ha Tpynu, 1-Ba rpymna (c IBe MOATPYNH) C yCTaHOBEHA BPOIEHA

Tpomboprmmmst — (n=309) OpemenHu xeHu. [Ipy TIX € W3BBPIICH aHAIM3 HA: TCHETHYHHS



CIICKTHbP Ha HOCHUTCJICTBO Ha TpOM60(1)I/IJ'II/I‘IHI/I MyTallui; aHaAMHCCTUYHUTEC HaHHU 3a JHNYHU
TpOM6OTI/I‘IHI/I MHIOUACHTH, (baMI/IJIHa dHaMHE€3a; CbI'BTCTBAIlATA IIATOJIOTHA; aAKYIICPCKa
AHaMHEC34a; MPOTHYaHC Ha MHUHAJIA 6peMCHHOCTI/I; MNpOTUYaHC Ha HACTOAIIaTa 6peMeHHOCT;

paXIaHETO U IyepHepaIHus Nepuol.

3a aHanu3 Ha IIPOTHUYAaHCTO HaA 6peMeHHOCTTa, PaXXIaHETO U CICAPOAOBHUA NIECPUOJ KIMHUYIHATA

rpyma € pa3jesieHa Ha JIB€ OCHOBHU MOJTrPYIU B 3aBUCUMOCT OT HocutescTBoTo Ha PAI I u ACE

- I'pyna A - xenu ¢ myrtanus B reHa Ha 4G/5G u 4G/4AG PAI | — (xeTepo uix XOMO3HTOTHO

HocutencTBo), u HopMmaieH rerotun (I//1) na ACE - (n=225).

- I'pyna b — xenu ¢ myranus B reHa Ha PAI I (xerepo WM XOMO3UTOTHO HOCHTEJICTBO) +

XOMO3UTOTHA 1 XeTepo3uroTna myranus B rena Ha ACE (D/D u I/D) - (n=84).

N xoHTponmHa Tpyma OpeMeHHM KeHH Oe3 aHAMHECTHYHU JaHHW 32 TPOMOOQIIIHs,
PENpPOIYKTUBHU HEYCIIEXU U TPOMOOTUYHU UHIIUJEHTH, PETUCTPUPAHU B KEHCKA KOHCYJITAIIHS,

C HOPMAJIHO MPOTEKJIU OPEMEHHOCT U paXkaaHe B MUHaiIoTo (n=150).

Ha 6a3a cobctBenu pesynratu O-p KupoBakoB mpaBu BakHHM M3BOJA, Ype3 KOUTO OMIPENEIIs
MSCTOTO M 3HAYEHHETO Ha Oe3omacHata W eQeKTHBHA ymoTpeda Ha AaHTHKOATyJaHTH H

AHTHArperanTu Ipu 6peMeHHI/I JKCHU C BpOJACHA TpOM60(1)I/IJ'II/I}II

1. TIIpoyuenu ca 309 GpeMeHHM MAIMEHTKU C BpOAEHA TPOMOO(UIIHNS, KOUTO ca HOCUTEIH

Ha T€HETUYHHU TPOMOOPHIHU (HAaKTOPU U PENPOTYKTUBHU HEYCIIEXU B MUHAJIOTO.

2. MynturenHara ¢opMa Ha TpoMOO(DUIMS € MaTOreHeTUYHO HeOiIaronpusaTeH (GoH u
PHUCKOB (haKTOp 3a OTKIIIOYBAHE HA HaW-TEKKUTE aKyIIEPCKU YCIOKHEHHS (ITOBTAPSIIN
Ce paHHU W KBbCHU 3aryOM Ha IJIOJA, TPESKIAMIICHS, TeCTAllMOHEH AUa0eT, KaKTo H

TpoMOo03a ¥ TpoMO0eMOO0IIHS TT0 BpeMe Ha IMyepriepaHUs IEPHO.T).

3. Ilpu mnamueHTKH C TOBTOpHa 3aryba Ha IUIOAA, Haii-uecTUTe HEOIArONMPUATHU
TpoMOopmnnyan daxtopu ca: Myrauus B MTHFR C677T npu 85.43% ot xeHure;
MyTamusi B reHa Ha Muaxuburopa Ha mnasmuHoreHHus aktusatop 1(PAI — 1) 4G/4G n
5G/4G npu 82.84% ot xeHute, 1 MyTanus B aHF€OTEH3UH-KOHBEPTUPALIUS €H3UM IPU

27.18% ot xeHure.



4, damuiaHaTa aHaMHE3a 3a TpomM003a, HH(APKT HA MUOKAp/a W/ WK UHCYAT € oOpeMeHeHa

mpu 13.9% ot xeHuTe, ¢ r’eHETUIHO 00yCIOBEHA TPOMOO(HIIHSI.

5. OmpezneneH € cpeqHUs IyJICaTUBEH HMHJEKC Ha YTEPUHHUTE apTEPUU IOCPEACTBOM
Jloruilep Tpu  TAMEHTKH C TeHeTHYHO oOycinoBeHa TpoMOoQWiIns © HOpMallHa
OopemenHocT. CpeTHUSAT MyJICATUBEH UHJEKC Ha apTepHsl yTepuHa € CUTHU(UKAHTHO I10-
BHUCOK IO BpeMe Ha OPEMEHHOCT MpHU >KEHU HOCUTENIKH Ha TPOMOODUINYHU MyTaluH,

CIPSMO >KEHU C HOPMAJIHO IpOTHYalia OpeMEHHOCT.

6. YcraHoBeHO €, ye KOMOMHHMPAHOTO HOCHTENCTBO Ha moaumopdusmute PAI-1 4G/4G u
ACE D/D, noBumaBamy pucKa 3a penpoAyKTHBHH HEYCIIEXH KAaKTO 32 paHHA M KbCHA
3aryba Ha OpEMEHHOCTTa, BOASAT M JO OYAaKBAaHU BB3MOXHH YCIOXHEHHS Kato [IE,

NYPIL '3, ABT u bTE B nyepnepuyma.

7. llpu mamueHTKH ¢ MyATHreHHa ¢opma Ha TpomOodumus U oOpeMeHEeHa aKyllepcka
aHaMHE3a CBOEBpPEMEHHO 3amoyHara mnpodwiaktuka ¢ HMX, AcnupuH w/unm
Harokunaza no3Bossia B 91.59% o1 ciydaute na HaMajsAT 4ecTOTaTa M TEXKECTTa Ha
PENPOAYKTUBHHUTE HEYCIIEXH, KAKTO W MOJO0OpPSIBAHE HA MEPUHATATHUTE U TOCTHATATHU
pesynratu. besonacHata u edekTrBHA ynoTpeda Ha aHTUKOATYJIaHTH M aHTHArperaHTH
npu OpeMEeHHU >KEHHM Mpearnojiara He caMO HAJIWYHETO Ha WHIUKAIUU 32 TIXHOTO
W3II0JI3BaHE, HO M YCIIOBHUS 3a TSIXHOTO MPHJIaraHe.

OCHOBHHM MPEANOCTaBKY 32 O€30MaCHOTO UM U3IONI3BaHE B aKyIIEPCTBOTO €:

- HAMa MIPU3HAIM Ha OTJIENIBaHE Ha XOPUOHA WUJIH IUIalieHTaTa (MOTBBPACHO Uupe3 YATPa3BYK)
- TUTICa HAa KbPBEHE OT TeHUTAINHUTE, BEHIIUTE U HOCA

- TBJTHOIIEHHA XUPYPTrUIHA XEMOCTa3a [0 BpeMe Ha PaXKTaHeTO

- HsIMa J1oka3aHu aneprun kbM HMX u acniiprn

IlncepTaunﬂTa NUMa BAKHU HAYTHO-NIPAKTUYECCKH MPUHOCH:

1. HayuHu npMHOCH C OpUTHMHAJIEH XapaKTep



» 3a mppBU IBT B bbarapckara nomynamnus € U3clelBaHa U aHAJIM3UpaHa 4ecToTaTa
Ha HOCHUTEJICTBO Ha 5 T€HHU MYTAlLlMHU, aCOUMUPAHU C TPOMOO(UIIUS MPH KEHH C
PETPOAYKTUBHH HEYCIIEXH.

» 3a mppBU BT B bearapus ce oreHsBa BIMSHUETO Ha TPOMOOGMINYHUTE (HaKTOPH
BBPXY M3X0/1a OT OPEMEHHOCTTA, PAKAAHETO U ITyepIepaTHUs IEPHOI.

» V3rorBeH € anropuTbM 3a IOBEACHUE NPHU TNPOCIENsSBAHE HAa MAIMEHTKUTE C
BpOZIeHH TPOoMOODUINYHN (PAKTOPHU M PENPOAYKTUBHH HEYCIEXH B MHUHAIOTO

(paHEH U KbCEH CHOHTaHEH abopT, npeekiamiicusi, UYDP, MbpTHB 1U101).

2. Hay4Hu npuHOCH C MIPaKTUYEeCKa CTOWHOCT

» TeHeTHYHOTO TecTyBaHe 3a TpoMOOGMIMYHH (pakTopu U nomuMophusmu Ha PAI-
1 4G/4G, 5G/4G u ACE D/D u I/D, Moxe ma ce M3MOI3BaT B KJIMHAYHATA
MPaKTHKa U T€HETHYHOTO KOHCYATHpAHE 32 OI[CHKAa Ha PUCKA KAKTO 3a paHHa U
KbCHa 3aryba Ha OpeMEHHOCTTA, TaKka ChIIO U 3a MpOTUYaHe HAa OPEMEHHOCTTa U
oyakBaHUTE BB3MOXKHU Yycnoxknenust karo [IE, UYPIL, I'31, ABT u BTE B
myeprepuyma.

» TloTBBpIIEHO € 3HAUCHHWETO 3a WHIMBHIYaJCH IOAXOMA TPH BCsika OpeMeHHa B
3aBUCHMOCT OT TPOMOO(DUIHHS CIEKTHP U MPUIPYKaBaIUTEe PUCKOBH (HaKTOpU B
KEHCKaTa KOHCYJITAIHS

» HW3paboTeH € ajdropuThM 3a MPEBEHIUS HA PENPOIYKTHBHUTE HEYCIIEXH H

MOCTHATAJIHU YCIIOXKHCHUS, ITPU MMAUCHTKH C BpOACHA TpOM60(1)I/IJ'II/I$I.

IMy0aukanum cBbP3aHu ¢ JUCEPTANMOHHUS TPYI:

Jloktop KupoBakoB npencrass 4 myOoauKaluy CBbp3aHy ¢ JUCEPTAUOHHUS TPYA.

3akjIroueHue:



[IpencraBeHusT AucepTalioHeH TpyA Ha O-p 3natko KupoBakos ,, [Ipesenyus ua
PENPOOYKMUBHU HeYCNeXu U NOCMHAMAIHU YCIONCHEHUS. NPU JHCEHU C 2eHeMUYHO
obycnosena mpombogunus““ € akTyajaeH U 0TToBapsi Ha OOLMIONPUETUTE KPUTCPUH.

['macyBaM MOJIOKUTETHO W TpENOpbyaM Ha YBaKAEMHUTE YJIEHOBE HA HAYyYHOTO
KYpH Jia TTIacyBaT MOJOXKHUTEIHO 3a MPUCHXKJIaHe Ha 0Opa3oBaTelHATa U HaydHa
crenieH ,,JIOKTOP* na n-p KupoBakoB, cnopen mHpaBUJIHMKA 3a pPa3BUTHE Ha

aKaJCcMHUYHUA CbCTAaB B MCI[I/II_II/IHCKI/I YHUBCPCUTCT — IIneBeHn.

Hara: 02.11.2024 1. C yBaxxeHue:.Ha ocHoBanme un. 59 or 3314

rp.Bapna /Mou. n-p Enuc Ucmawmn, n.m.H./
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Dr. Zlatko Kirovakov is a PhD candidate in an independent study program at
the Department of "Health Care," Faculty of "Health Care," Medical University
— Pleven, enrolled by Order No. 789/09.03.2023. He works as an obstetrician-
gynecologist at the Maternity Department of "UHAT — Burgas" AD and "Prime
Clinic" Medical Center — Burgas.

The dissertation submitted for defense consists of a total of 181 pages, illustrated with 22
figures, 52 tables, and one appendix.

The bibliography includes a total of 377 titles, of which 11 are in Cyrillic and 366 in Latin
script.

Relevance of the Problem:

In his dissertation, "Prevention of Reproductive Failures and Postnatal Complications in
Women with Genetically Determined Thrombophilia," Dr. Kirovakov develops a therapeutic
and preventive behavioral algorithm aimed at preventing recurrent fetal losses, postnatal
complications, and thromboembolic events associated with the presence of inherited genetic
factors for thrombophilia in women with a history of reproductive failures. Despite the
continuous improvement in medical technologies and the advancement in the quality of
obstetric and gynecological care, the frequency of spontaneous pregnancy losses shows no
tendency to decrease, remaining between 10% and 20% among all clinically diagnosed
pregnancies. This pathology continues to be a leading cause of reproductive losses, making it
one of the most urgent issues in modern medicine, both nationally and globally. Clinical

pregnancy losses vary depending on the gestational age and the age of the woman and can be:

Biochemical pregnancy — occurs in 8% to 33% of the general population.



Early fetal losses — up to 12 weeks of gestation, with an average frequency of 15%,

varying by age: from 10% (ages 20-24) to 51% (ages 40-44).
Late losses (12-20 weeks) — around 4%.

Some couples experience recurrent fetal losses, which, according to the American Society for
Reproductive Medicine (ASRM, 2012), include the loss of two or more consecutive clinical
pregnancies up to 20 weeks gestation, and according to the European Society of Human
Reproduction and Embryology (ESHRE, 2017), include two or more losses up to 24 weeks
gestation, including biochemical pregnancies. The frequency of clinical losses alone is 0.8%
to 1.4%, and with biochemical pregnancies included, it rises to 2% to 3%. The issue of

reproductive failures continues to be one of the most pressing problems in modern obstetrics.

The dissertation includes a comprehensive literature review, on the basis of which the author
confirms that reproductive failures (infertility, recurrent fetal losses, pregnancy
complications, and unsuccessful in vitro fertilizations) represent a significant medical,
demographic, and emotional issue affecting an increasing number of couples in developed

countries.

Based on the data gathered from the literature, to achieve the stated goal, the dissertation

author formulates seven clearly defined objectives.

The study itself is both prospective and retrospective. It was conducted at "Prime Clinic — Dr.
Kirovakovi," Burgas, "KIRM St. Elisaveta," Pleven, and the Maternity Ward of UHAT
Burgas AD, covering the period from January 2021 to December 2023. A total of 459

pregnant women were included in the study.

The patients were divided into groups, with the first group (further divided into two
subgroups) consisting of pregnant women diagnosed with congenital thrombophilia (n=309).
In this group, an analysis was conducted on the following: the genetic spectrum of
thrombophilic mutation carriers, personal history of thrombotic incidents, family medical
history, comorbidities, obstetric history, course of previous pregnancies, progression of the

current pregnancy, childbirth, and the postpartum period.

For the analysis of pregnancy progression, childbirth, and the postpartum period, the clinical
group was divided into two main subgroups based on the presence of PAI-1 and ACE

mutations:



- Group A: Women with a mutation in the 4G/5G and 4G/4G PAI-1 gene (either
heterozygous or homozygous carriers) and normal ACE genotype (I/I) (n=225).

- Group B: Women with a mutation in the PAI-1 gene (heterozygous or homozygous
carriers) along with a homozygous or heterozygous mutation in the ACE gene (D/D or I/D)

(n=84).

A control group of pregnant women without any history of thrombophilia, reproductive
failures, or thrombotic incidents, who were registered for prenatal care and had previously

experienced normal pregnancies and deliveries, was also included (n=150).

Based on his own research findings, Dr. Kirovakov makes important conclusions,
highlighting the role and significance of the safe and effective use of anticoagulants and
antiplatelet agents in pregnant women with congenital thrombophilia. These conclusions
emphasize the necessity of proper medical management to prevent complications associated

with thrombophilia during pregnancy.

1. A total of 309 pregnant patients with congenital thrombophilia were studied. These
women were carriers of genetic thrombophilic factors and had experienced past
reproductive failures.

2. Multigenic forms of thrombophilia create a pathologically unfavorable background
and serve as risk factors for triggering severe obstetric complications. These include
recurrent early and late pregnancy losses, preeclampsia, gestational diabetes, and
thrombosis or thromboembolism during the postpartum period.

3. In patients with recurrent pregnancy loss, the most frequent adverse thrombophilic
factors were: the MTHFR C677T mutation present in 85.43% of women, the PAI-1
gene mutation (4G/4G and 5G/4G) found in 82.84%, and the angiotensin-converting
enzyme (ACE) mutation detected in 27.18% of women.

4. A family history of thrombosis, myocardial infarction, and/or stroke was present in
13.9% of women with genetically determined thrombophilia.

5. The average pulsatility index of the uterine arteries was determined using Doppler
ultrasound in patients with genetically determined thrombophilia compared to those
with normal pregnancies. The average pulsatility index of the uterine artery was
significantly higher during pregnancy in women carrying thrombophilic mutations

compared to those with normal pregnancies.



6. It was established that combined carriage of the PAI-1 4G/4G and ACE D/D
polymorphisms, which increase the risk of reproductive failures (both early and late
pregnancy loss), also leads to expected complications such as pulmonary embolism
(PE), intrauterine growth restriction (IUGR), gestational diabetes (GD), deep vein
thrombosis (DVT), and thromboembolism (TE) during the postpartum period.

7. In patients with a multigenic form of thrombophilia and a complicated obstetric
history, timely prophylaxis with low molecular weight heparin (LMWH), aspirin,
and/or nattokinase allows for a reduction in the frequency and severity of reproductive
failures in 91.59% of cases, as well as an improvement in perinatal and postnatal
outcomes. The safe and effective use of anticoagulants and antiplatelet agents in
pregnant women not only requires indications for their use but also necessitates

conditions for their application.
The main prerequisites for their safe use in obstetrics are:
- No signs of placental abruption or detachment (confirmed by ultrasound).
- Absence of bleeding from the genitals, gums, and nose.
- Complete surgical hemostasis during delivery.
- No proven allergies to low molecular weight heparin (LMWH) and aspirin.
The dissertation has important scientific and practical contributions:

1. Scientific Contributions of Original Nature:

»  For the first time in the Bulgarian population, the frequency of carrying five
genetic mutations associated with thrombophilia in women with reproductive
failures has been studied and analyzed.

»  For the first time in Bulgaria, the influence of thrombophilic factors on the
outcomes of pregnancy, childbirth, and the postpartum period has been
assessed.

»  An algorithm has been developed for the management of patients with
congenital thrombophilic factors and a history of reproductive failures
(including early and late spontaneous abortion, preeclampsia, intrauterine
growth restriction (IUGR), and stillbirth).

2. Scientific Contributions with Practical Value



» Genetic testing for thrombophilic factors and polymorphisms of PAI-1 4G/4G,
5G/4G, and ACE D/D and I/D can be utilized in clinical practice and genetic
counseling to assess the risk of both early and late pregnancy loss, as well as
the course of pregnancy and potential complications such as preeclampsia,
intrauterine fetal growth restriction (IUGR), gestational diabetes, deep vein
thrombosis (DVT), and pulmonary embolism (PE) during the postpartum
period.

» The importance of an individualized approach for each pregnant woman has
been confirmed, depending on the thrombophilic spectrum and accompanying
risk factors in the women's clinic.

» An algorithm for the prevention of reproductive failures and postnatal

complications has been developed for patients with inherited thrombophilia.

Publications related to the dissertation:

Doctor Kirovakov presents 4 publications related to the dissertation.
Conclusion:

The presented dissertation of Dr. Zlato Kirovakov, titled "Prevention of
Reproductive Failures and Postnatal Complications in Women with Genetic
Thrombophilia," 1s relevant and meets the accepted criteria. I vote positively and
recommend to the esteemed members of the academic jury to vote in favor of
awarding the educational and scientific degree of "DOCTOR" to Dr. Kirovakov,
in accordance with the regulations for the development of academic staff at the

Medical University of Pleven.

Date: 02.11.2024 With respect: Ha ocHosanue un. 59 or 331/

Varna /Assoc. Prof. Dr. Elis Ismail, MD,PhD, DsC/



