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CTAHOBUIILIE

ot Axan. /I-p I'purop Anrenos I'opues, 1.M.H.
IHouyeren pexrop Ha Meauuuncku YHuBepcurer - [LiieBen
KinHuka no AKymepcTBo M THHEKOJIOT Ul
YMBAJI ,,CBera Mapuna* — IliieBen
MY - IlieBen

OTHOCHO: TUCepTallMOHEH TPy Ha TeMa: ,,J[peBeH1ns Ha penpoyKTUBHU HEYCIIEXH
Y TIOCTHATAJIHU YCJIOKHEHUS TPH KEHH C TEHETUYHO 00yCIIoBeHa TpoMOoduus™

3a mpuchxkaaHe Ha oOpa3oBaTenHa 1 Hay4Ha cteneH ,,JJOKTOP* B nmpodecuonanno
HamnpasieHue 7.1 ,MenuiuHa”, o61acT Ha Buclie oopazoBanue: 7. 31paBeona3BaHe U CIopT,
B JIOKTOPCKa mporpama ,,AKyIepcTBO U THHEKOIOTUs

Ha n-p 3narko KupoBakoB — Karenpa ,,akymepcku rpuxu, @akynrer ,,31paBHU
rpwxu* Ha MeaunuHcku yHuBepcuteT — [1nesen.

Hay4yen perroBoauresn: Jlou. x1-p Hagexna Xunkona, 1.M.

Hayuen pproBoautesn: Jdou. 1-p Emunusina Konosa, 1.m.

KPATKH BUOTPA®OUYHU JAHHU

J-p 3narko Kuposakor e poaen na 14.11.1977 r., o0CHOBHO H CpeHO 0Opa3oBaHUE €
3apppiuisl B P. CeBepna Makenonus. Bucime oOpazoBanue Maructbp mo MeaullMHa €
npunodbun B MemunuHcku yHusepcuter rp. [lmesen mnpe3 2003 rox. Mma mpupobuta

CHELHUATHOCT M0 AKyepcTBO U ruHekosiorus B MY — Ilnesen, 2010 roxa.

AKTYAJIHOCT HA TEMATA HA IUCEPTALIUOHHUSA TPY [

JucepraimoHHUAT Tpyn o3arnaBeH ,lIpeBeHIns Ha pPEenpoONyKTUBHH HEYCHEXH H
MIOCTHATAHH YCIOXHEHHUSI TIPU KEHU C TEHETUYHO 00ycloBeHa TpoMOOo(huns” MOCBETeHA Ha
aKTyaJHUs TPOo0JIeM 3a MyTaIlMUTE Ha TPOMOO(DUITNIHUTE TEHU U POJIATAa UM B aKyIIEPCTBOTO
W TUHEKOJIOTHATAa W PENpoAyKTHMBHATa MenuuuHa. M30panus 3a m3cienBaHe mpobieM e
N3KJIIFOYUTCIIHO aKTyaIIeH, I/IMaI\/'IKI/I Hpe}IBI/I}I JAaHHUTEC 3a BHCOKUIA pT)CT Ha )IBOﬁKI/ITe C
PENpPOAYKTUBHU MPOOJIEMH, HE CaMO y HAC HO U B CBETOBEeH Maiiad. Bce mo-romsima gact ot

CBETOBHOTO HACEJICHHE € 3aCerHaTo B HIKOW MOMEHT OT JXMBOTa CH OT HapylmicHus B

11 A0RYY.



PENpPOAYKTUBHOTO 31paBe. ToBa € moka3an JOKiaja, myOnukyBaH oT CBETOBHATa 3ApaBHA
opranmzanus (C30). YcranoBeHo e, ye mpu npubnuzurenHo 17,6% oT HaceneHHUETO B
penpoayKTUBHA BB3pacT ce HabmronaBa Oe3mionue. ToBa o3HavyaBa, 4ye 1 OT Bceku 6 Aymin
UMa HapyuleHHMsT B pPENpOAYKTUBHOTO 3zapaBe. (CTAaTUCTUYECKUTE [aHHU IIOKa3BaT, 4Ye
0e3II0IMEeTO Ce cpella C eIHAKBa YeCTOTa KAaKTO B JbP)KaBUTE C BHCOKM JIOXOIM Ha
HACEJICHHETO, TaKa U B TE3U ChC CPElIeH M HUCHK 0X0/. ToBa MoKa3Ba, 4ye penpoayKTHBHOTO

3paB€ MpeaACTaBIsABa BOACIIO IIPEAN3SBUKATEIICTBO 3a 3ipaBHaTa CUCTEMA B riaobaneH Mama6.

Temara Ha OUCEPTALIMOHHUAT TPy € aKTyaJlHA M 3HAa4MMa 3a CbBpeMHeTo. Ts € B
I'BJIHO CHOTBETCTBHE ¢ mpodecuoHanHuss npodmwn Ha aA-p KupoBakoB, KOHTO ymenno
apryMeHTMpa Ta3h 3HauuMOCT. Temara Ha JucepramusiTa € CbC TOJSM  IPUHOC KbM
KJIMHUYHATA MIPaKTUKa Ha JICKApUTE aKyllep-THHEKOJI03HU, padoTelu B JeueOHH 3aBeICHUS 32

OoJIHMYHATA U U3BHHOOIHUYHATA AKYHICPO-TMHCKOJIOIrnHa nmoMoO1I.

CTPYKTYPA HA TMCEPTALIMOHHUSA TPY I

[IpencraBeHusAT 3a OLEHKAa JTUCEPTAllMOHEH TPyJ OTroBaps. Ha W3MCKBAHUATA,
IIOCOYEHH B 3aKOHa 3a pa3BUTHE HA aKaJeMU4YHUS cbcTaB W llpaBuiHHMKa 3a HEroBOTO
npunoxenne. Hanmcan e Bbpxy 181 crpanunu u e onarneaeH ¢ 52 tabmunu u 22 purypu u
enHo npuiioxkeHue. bubnuorpadusta cpabpka 377 nuTepaTypHU W3TOUHHUIM, OT KOUTO 366

Ha Obsirapcku 1 11 Ha kupununa.

JluteparypHUSIT 0030p € CTPYKTypHpaH Taka, 4e Ja OTpa3sBa 3aablI00ueHO |
BcecTpanHo mipoOiema. OO30pbT TOKa3Ba 3aaBJIO0YEHO TMMO3HAHME Ha OOCHKIAHUTE
npobiemu. M3non3BanuTe auTepaTypHH U3TOYHUIIM MPEACTABISABAT HAYYHU MyOIMKAIlMU Ha

YYKACCTPAHHU U 61,J1rap01<1/1 H3CJICA0BATECIN, KOPCKTHO NUTUPAHU.

lenra Ha nucepTallMOHHUS TPyd € sCHO JAepUHMpaHA M OTpassiBa TeMaTa Ha

IMCEPTALlMOHHUSA TPYJ. 3a IOCTUTAHETO Ha LIEITa AUCEPTAaHTA CU ITOCTaBsl 7 3a/lauH.

[TpoBeneHOTO MpOyYBaHE € MPO- U PETPOCHEKTUBHO U MyIATULEHTpUYHO. IIpoBeneHo
B MeauuuHcku LeHThp ,,[Ipaiim knmmauk — a-p KuposakoBu®, rp. byprac, Menununcku
ueHtep KNPM ,,CB. Enucasera® rp. [lnesen u Ponunno ornenenmne Ha YMBAJI Byprac —
AJl. TlepnoabTt, Ipe3 KOMUTO ce peain3upa NpoydBaHeTo € OT sHyapu 2021 r. 10 nekeMBpu

2023 r. u obxBama 459 6peMeHHH KEeHU



OIIEHKA HA PE3YJITATUTE OT IPOYYBAHETO

J-p KupoBakoB € mpeacTtaBui MOJyYEHUTE pE3yATaTH IIOCIEAOBATEIHO U B
CHOTBETCTBUE Ha MOCTABEHUTE 3a/1a4Ml B AUCEPTALIMOHHUS TPYy/. Ta3u 4acT OT JucepTanusara
€ U3KIIOYHUTENHO J00pe MOJpe[eHa W OHArjeleHa C KOPEKTHO IMPEICTaBeHU pe3yiTaTd B
tabnudeH U rpaduueH Buna. M3II0KEHHETO Ha pe3yiTaTHTE € W3pa3 Ha YMEHHETO Ha J-p
KupoBakoB ga 6opaBu 10OpOCHBECTHO U KOPEKTHO C JaHHUTE OT HAYYHOTO HM3CIEJBaHE, /1a

mpujiara nmoaXoadmuTe METOAU 3a aHAJIM3 U Ja MHTEPIIPETUPA 3az[Ln60quo.

Ta3u yacT oT IUCEpTALMOHHUSA TPYJ 3acily’kKaBa 0OCOOCHO BHMMAHUE U BUCOKA OLICHKA
CbC CBOETO aJEKBATHO CTPYKTypHpaHE, JIOTMYeCKa OOBBP3aHOCT M IOCIEJOBATEIHOCT B
KOHTEKCTa Ha OIpeJesIeH METOJUUECKH MOAX0/l Ha HaydyHOTO u3cinenBaHe. lIpoyuBaHeTo Ha
n-p KupoBakoB 3aBbpuiBa ¢ 6 H3BOJA, KOUTO OTpa3sBaT 3HAUYMMOCTTa Ha IOJIy4YEHHUTE

pe3yJiTaTu.
OILIEHKA HA ITPUHOCUTE

[Tpunocure, xouro na-p KupoBako ¢opmynupa ca 10 u ca npeinctaBeHU B TpHU
KAaTEeropuy: Hay4HH IPUHOCU C OPUTHMHAJIEH XapaKTep, IPUHOCH C TOTBbPIAUTEIEH XapaKTep U
IIPUHOCH C TIPAKTUYECKAa CTOMHOCT. Karo Hal-Bak€H ce€ OTrpaHn4YaBa W3TOTBEHUSAT
QITOPUTHM M TPEBEHIMS Ha HEOJATONPUSATHUTE U3XOJH OT OPEMEHHOCTTA NPHU TMAIUEHTH C
BpOJIeHa TPOMOO(D MM, KaKTO U aJlTOPUTHM Ha MOBEACHUE Mpeau 3a0peMeHsBaHe, 110 BpeMe
Ha HaCThIIWIA Beye OpEMEHHOCT W B IyeprepuyMa. AJNTOPUTMHUTE OTpa3siBaT BaXHU
MHTEPAUCLUIUIMHAPHA U MEXKTYCEKTOPHU ITOAXOAUN U CTPATETUH, KOUTO ITPUEMaM 110 HaYMHa,

0 KOUTO ca (hopmynupaHu.
OILIEHKA HA HAYYHATA JEMHOCT HA JIJUCEPTAHTA

BbB Bpb3Ka C aumcepTanMoHHUS Tpya A-p 3natko KuposakoB mnpencraBs 4
II'BJIHOTEKCTOBH MYyOJIMKAIMK, TyOJMKYBaHU B pedeprpaHu U UHIACKCUPAHU HAYYHH U3TaHMUS,
C KOETO OTroBapsl Ha U3MCKBaHUATa Ha MequIMHCKU yHUBepcuTeT — [leBeH 3a npugoOuBaHe

Ha OHC «1okTopy».

3AKJIIOYEHHUE:

HucepranimoHHUAT Tpyn Ha Tema: ,lIpeBeHUMs HA PenpoOAYKTHBHHU HeyClleXH H
MOCTHATAJIHM YCJIOKHEHHMSI TPH KEHW ¢ TeHeTU4YHO 00ycjoBeHa TpomMOopuiausa ” e
OpUTHHAJIHA U aKTyallHa HaydHa pa3paboTKa, KOATO OTroBaps Ha M3UCKBAHUATA HA 3aKOHA 3a

pa3BuTHE Ha akajaeMuyHus cbctaB B PemyOnmuka bouarapus (BPACPB), IlpaBunnuka 3a



npwiarane Ha 3PACPB u IlpaBmiHuka 3a pa3BUTHETO Ha aKaJEeMUYHMSI CBbCTaB B
MenuiuHcku yHuBepcuTeT — [lneBeH.

C ToBa mpenopbuBaM Ha yBakKaeMuUTe wieHOBe Ha HayuHOTO *Xypu Ja riacysar c
MOJIOXKUTEJIEH BOT 3a MPUCHXKJIaHEe Ha oOpa3oBaresiHaTa U Hay4dHa CTeneH ,,JlokTtop” Ha 1-p

3natko KupoBakos.

05.11.2024 r. Usrorsun CTaHOBI/IHleTOZ..I..l..a. OCHOBAHNE . .5.9...07 33na

rp. [IneBen Axanemuk n1-p I'purop Anrenos ['opues, 1.M.H.



OPINION
By Academician d-r Grigor Angelov Gorchev, MD, PhD, DsC
Honorary rector of the Medical University Pleven
Department of Obstetrics and Gynecology
UMHAT ,,St. Marina” — Pleven
MU — Pleven

Subject: Internal 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 preliminary 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, MD, PhD, and
Assoc. Prof. Dr. Emiliana Konova, MD, 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 , 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 project 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.

2. To analyze the frequency of carrier status for the studied gene mutations in the

examined clinical group of women with reproductive failures.

3. To determine the accompanying pathology and family history in both the clinical and

control groups of the examined women.

4. To assess the dynamics in Doppler velocimetry of the uterine arteries, the average Pl
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.

5. 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.

6. 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.

7. 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.

| 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, 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:



| give positive evaluation of the dissertation project 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 project 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.

| cast my positive vote of "YES" and recommend that the members of the Scientific jury,
vote positively to direct the evaluated dissertation project 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.

05.11.2024 Prepared by: Ha ocHoBaHue un. 59 or 3311

Pleven Academician D-r Grigor Angelov Gorchev, MD, PhD, DsC



