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OTHOCHO: AucepralliOHeH Tpy4 Ha Tema : , IlpeseHIus Ha penpoOAyKTMBHU
HeycIleXil ¥ IIOCTHaTa/HM YCAOXKHEHMs IIpU >KeHU C TeHeTMYHO oOycA0oBeHa
Tpombopuanss” Ha A-p 3aarko Kmposakos 3a npucbxgane na OHC “Jokrop”,
obaact Ha Bucme oOpasoBanme: 7. 3apaseomnassaHe u cropt, IIpodecnonaano
HanpasaeHue 7.1 Meaununa, Jokropcka mporpama ,, AKyLIepCcTBO U IMTHEKOAOT”,
cpraacHo 3amoseg Ne 2807/ 01.10.2024 roa. Ha Pextopa Ha MY - I1aesen

Hayunu ppkoBoaurean: gon.a-p Hagexaa Xunkosa, 4.M.

Ao1.a-p EMuansana Konosa, 4.M.

ILKPATKN BUOTPAOUNYHN AAHHU

A-p 3aatko Knposakos e pogen npes 1977 roguna. 3apbpiisa MeannmHcK
yausepcuteT — [laesen npes 2003 roanna. 2010 e rogmnarta, B KOATO HOpug00MBa
cnenyaAHocT , Akymepcrso u ruHekoaormsa”’, a or 2022 roauHa e MarucTbp U B
crenmalHocTTa  ,3ApaBeH  MeHUAXMBHT . Ilpodecnmonasnoro passurme Ha
KaHAuJaTa npeMunHasa IocaegosateaHo npes LICMII - rp. Knexxa, YMBAA , A-p
I'eoprn Crpanckn”- rp.Jlaesen, a nonacrosmem- YMbBA/L Byprac. Ot 2023 roanna
1 KbM MOMeHTa 4-p Kuposakos e xonHopysan acucreHT B Kateapa ,,3apasun rpyokm”
npu PO33I- byprac npu Yuusepcurer ,Ilpod.a-p Acen 3aatapos”.

KanauaaTsT nMa mpoBeseHI MHOXKECTBO AOIIbAHUTEAHN KBaAM(PUKAIVIOHHN
KypcoBe B bbarapmsa m uyxOmHa - yATpassykoBa AmarHoctuka B Al, ¢derasen

ﬂ,ormep, KOAITIOCKOIIM:I N ACTPYKTMBHO JA€4Y€HIEe Ha M3MEHEHMATa Ha MaTO4YHaTa
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mmuiika, ,TpomOoduansa - axryaaHum npodaemn”’, ,AHTUKOaryJaHTHa U
aHTMarperaHTHa Tepamnus Ha cbaoBuTe 3aboasBaHmsA”, ,Advances in Fetal medicine
course”- /10HAOH.

A-p Kuposakos yaocrosepsBa y4dacTus B peadulla HallMIOHaAHU U
MeXXAYHapOAHU KOH(pepeHITUL.

Yuactea B mpoueaypara ¢ 4 II'bAHOTEKCTOBU IyOAMKaLMM, CBBbP3aHU C
AVICepTallVIOHHIS TPYA.

Baasee anraniicku 1 pycku e3UIIN.

Yaenysa B b/AC, BAAT.

HpMTe)KaBa OTAMYHNM KOMYHMKaLIMIOHHV YMEHIIA 11 TaKlBa 3a pa60Ta B €KIIII.

IL.3HAYMMOCT HA ITPOB/AEMA

Eaun oT Hall-3HaYMMUTE IPOOAeMM B ChBPEMEHHOTO aKyIIepCTBO € CBbp3aH C
pPerpoAyKTUBHITe Heyjaun. BaskHocTTa My ce oOycaaBs M OT roAeMus coIjualeH
3apsA. Bwbopekm cobljecTseHOTO passuTMe B oDaJacTra Ha acucTupaHaTa
penpoAyKIus ocTaBaT peAuiia HesICHOTH.

OTkpuBaHeToO Ha HOBU TeHeTHYHU (POpPMU Ha TPOMOOPMANS IIpe3 MUHAAUS
BeK I HallpedbKa B pa3OMpaHeTO Ha MOAEKyASpHUTe I MeXaHU3MI AOIIpMHecoXa 3a
oOoraTsiBaHe IIO3HaHMATA B ITaTOreHe3aTa Ha pelpoAyKTUBHUTE 3aryOu.

Borpexkn nogobpssamiuTte ce MeAUIIMHCKY TEXHOAOTMM oDade yecroTaTa Ha
CITOHTaHHO 3ary0eHNTe OpeMeHHOCTH He HaMaJsBa. B To31 KoHTeKkcT mo3HaBaHeTo Ha
TpoMOOpMANATa KaTO IIpUYMHA MIMa BaXKHO MSCTO B HAMIPAHeTO Ha pelleHs Ipu
3acerHaTuTe MallVieHTKMU.

IIpeaBu BCMYKO TOBa omIpejelsM TemaTa Ha IIpeAcTaBeHIs AycepTalliIOHeH

TPyA4 KaTO aKTyaJHa VM Ba’XKHa 3a IIpaKTMKara.

L[eATa Ha n3caeaBaHETO € Jda ce pa3pa60TM TepalteBTn4eH 1 IIpeBaHTVBEH

aATOpUTBM Ha IIOBE€4€HIe 3a IIpeaO0TBpaTsiBaHE Ha IIOBTApsIINUTE Ce 3ary61/1 Ha
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111044, IIOCTHaTaAHUTE N TpOM60€M6OAI/I‘-IHI/I YCAOKHEHIsI, acouuMpaHm ¢
HOCUTEACTBO Ha BpPOJ€HN TI€HeTNIHU (l)aKTOpI/I 3a TpOM60(1)I/I/H/I5I Ipm >KeHnm cC

aHaMHeCTUYHN! AaHHI 3a PEIIPpOAYKTMBHU HEYCIIEXIL.

Popmyanpanu ca 7 3agadn:

1. Jda ce onpegeasT aemMorpadcKkaTa XapaKTepUCTIKa, aHAMHECTIYHITE AaHHU I
U3KAIOUBaIuTe (paKTOPHU 3a XapaKTepuslpaHe KAMHIYHATa Ipylla U3cAeABaH! JKeHU
C pPenpoAyKTUBHM HeyclleX I HOCUTEeACTBO Ha eAVH UAM IIOBede T'eHeTUYHU
daxTopu;

2. Aa ce aHaam3ypa yectoTaTa Ha HOCUTEACTBO Ha M3CAeABaHNTe TeHHU MyTallun
IIPU JKEHNTE C pelIPOAYKTUBHIU HeyCIIexu;

3. Aa ce omnpegeam cpITbTCBalllaTa IIaToAoTMs U ¢amMuAHaTa aHaMHe3a B
u3cAeABaHNTe IPYIIN;

4. Ja ce onenm aumHaMukaTta B /JoIlaepoBaTa BeAOCHMETpPMS Ha MaTOYHNTE
aprepun n ocpeanenus Pl or ascHa 1 a4Ba MaTO4YHa apTepus Ha OpeMeHHUTe >KeHU
B ABeTe IPyIy;

5. Ada ce mpocaeaar orkaonHeHusta B IIKK m xemocrasara 1o BpeMe Ha
OpeMeHHOCTTa IIpe3 ollpedeleH MHTepBaa caea 12 r.c.

6. da ce mpocaeaum msxoda OT OpeMeHHOCTTa, paXkgaHeTO M IlyepliepaAHIs
Iepuoa, KakTo U CBbCTOSHMETO Ha I1104a B paHHUA HeOHaTaleH IIepuo/s IIpu
U3cAeABaHNTe IPYIIN JKeHl;

7. Ja ce M3roTBM TepamleBTMYeH I IIPeBaHTUBEH aATOPUTHBM Ha IIOBeAeHUe
cupsMo crienudukaTa M TeXXecTTa Ha TeHHUTe MyTallMi C Ilea IIpejoTBpaTsBaHe
9yecTo NOBTapAIIUTe ce 3ary0M Ha I1104a, TPOMOOeMOOAMYHHUTE ¥ ITOCTHAaTaAHU

YyCAO>KHEHIL.

III.CTPYKTYPA HA AMCEPTAIITVIOHHWS TPY J



Aucepranuara e mnpeacraseHa  Ha 180 cTangapTHM CTpaHMUM M MMa
KJacn4decka CTpPyKTypa.

Msnioassanm ca 377 autepaTypHu M3TOYHMKA, OT KouTo 11 ca Ha Knpnanma n
366 — Ha Aatunmniia.

Hayunusr 1pya e oHaraegeH c 52 Tabanumy, 22 ourypu u 1 npuaosxeHue.

MATEPUAAN N1 METOAWN: BkaioyeHu ca 459 OpeMeHHI >KeH!, IIPOCAeAeHN B
MILI KVPM- rp.11aesen, ML , IIpaiim kannuk- 4-p Kuposakosu”- rp. byprac u
Poanano orgeaenne na YMBA/ Byprac- A4. IlpoyusaneTo oOxBallla iepmoaa
anyapu 2021 roanna- aexkemBpu 2023 roauHa 1 MMa peTpo- U IIPOCIIeKTUBEH

xapakrtep. VI3caeasaHu ca gBe Ipynm: KAMHWYHA Ipy1a ( ¢ ABe HOATPYIIN) U

KOHTPO/Ha IpyIla, KaTO CbOTBETHO ITbpBaTa I'pylla € IpeAcTaBeHa OT HalVIeHTKI C
ycTaHOBeHa BpoJeHa TpoMOo(pnANs, HOCUTEACTBO Ha 1 1AM ITOBeue TeHeTUYHI
TpoMOoduAnaHN PaKTOPU 1 aHaMHe3a 3a perpoAyKTuBHM Heycrexu ( n=309), a
BTOpaTa- OT IallIeHTKV C HOpMaAHO IIPOTeKAV OpeMeHHOCT) U paKAaHus, Oe3

AaHHU 3a TpoMOOPuUANSA ¥ pepoAyKTUBHI Heycrexn ( n=150) .

Vsrnoassanm ca 4 rpynm MeToAN: KAMHUYHY, allapaTHY, TapaKAMHUYHA U
enmuAeMnoAornyHn. Jannure ca cb0panu u peructpupanm B Microsoft Excel.
CraTtuctudecku MeToau- AeCKPUIITUBEH aHaAu3, HellapaMeTPUYHU MeToAl,

AVICIIEpCMIOHEH aHaAu3, TecT Ha Man- YutHy, nocr-xok Tioku 1 bougpeponn recrose.

COBCTBEHMU PE3YATATU U ObCBbXKAAHE: noay4yenara nagpopmarnus e

A0DOpe OHaraejeHa 1 00O0IIeHa ITPeLN3HO, CAeABallKI IIOCTaBeHITe 3alaqll.

QopmyanpanuTe U3Boau ca 6.



IMPMHOCU HA AMCEPTALIMOHHMUS TPY A: Haaure ca TakuBa C
OpUITHA/AEH, IOTBbPAUTEAEH U IIPUAOXKEH XapaKTep, KaTo OMX OTAN4INAA CAeAHUTE:
3a ITbpBU ITBT B bbarapns e n3caeaBaHa U aHaAM3MpPaHa YeCTOTaTa Ha HOCUTEACTBO
Ha 5 TeHHI MyTallli, aCOLIUMPaHN ¢ TPOMOOPUANS IIPU KeHU C pelIPpOAYKTUBHI
HeyCIIexly; 3a I'bPBU ITBT Y HAC e HallpaBeHa OlleHKa BAVSHIETO Ha
TpoMOoduaAnuHNTe PaKTOPU BBPXY U3X04a OT OpeMeHHOCTTa, pa’kAaHeTo U
IyepIiepaAHIsI IIepUOA; U3TOTBEH € aATOPUTHM 3a [OBejeHNe TP IIpocaesIBaHe Ha
MAIIMEeHTKN C BpOAeHN TpoMOopuandan GpaKTopy U peIpoAyKTUBHI HEYCIIeXN B

MIMHaAOTO.

IV. 3AKAIOYEHUNE
IIpeacraBeHUAT AMcepTalIOHEH TPYy4 € aKTyaaHO M C BaKHa IpakTUdecKa
3HAUYMMOCT IIPOYy4YBaHe, KOeTO JAOpasllMpsiBa CbIIeCTByBalllUTe Bedye ITO3HAHMS B
obOaacrra. OrtroBapss Ha wm3nuckBanmusATa Ha 3PACPB, Ilpasmanmka 3a HeroBoTo
npuaarase u cborBeTHNA [Ipasnannk na MY- I1aesen .
ITpeaBns TOpPEeM3A0XK€HOTO JaBaM CBOETO IIOAOXKWUTeAHO CTaHOBUIE U
Ipernopbka KbM  yBaKaeMHUTe YJA€HOBe  Ha Hayunoro >xypm ga raacysar

YIBbpAUTeAHO 3a npucbhxgane Ha OHC , Jokrop” Ha a-p 3aatko Kuposakos.

01.11. 2024 r. Marorsua Cranosuiiero: Ha ocHosaHue un. 59 or 3314

rp. [1aoBans /TIpod. a-p Eaena Aumurpaxosa, 4.m./
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1. SIGNIFICANCE OF THE PROBLEM

One of the most significant problems in modern obstetrics is related to reproductive failures. Its
importance is also determined by its great social charge. Despite significant developments in the
field of assisted reproduction, a number of uncertainties remain.

The discovery of new genetic forms of thrombophilia over the past century and advances in
understanding its molecular mechanisms have contributed to an increased knowledge in the
pathogenesis of reproductive loss.

However, despite improving medical technologies, the incidence of spontaneously lost
pregnancies has not decreased. In this context, knowledge of thrombophilia as a cause has an
important place in finding solutions for affected patients.

Considering all this, | define the topic of the presented thesis as relevant and important for the
medical practice.

The aim of the study is to develop a therapeutic and preventive management algorithm to prevent
recurrent fetal loss, postnatal and thromboembolic complications associated with the carriage of
inherited genetic factors for thrombophilia in women with a history of reproductive failure.

7 objectives were formulated:
1. To determine the demographic characteristics, anamnestic data, and exclusion factors to
characterize the clinical group of women studied with reproductive failures and carriage of one

or more genetic factors;

2. To analyze the frequency of carriage of the studied gene mutations in women with
reproductive failures;

3. To determine the concomitant pathology and family history in the studied groups;

4. To evaluate the dynamics in Doppler velocimetry of uterine arteries and averaged Pl from
right and left uterine arteries of pregnant women in both groups;

5. To follow the abnormalities in peripheral blood smear (PBS) tests and hemostasis during
pregnancy in a defined interval after 12th g.w.

6. To follow the outcome of pregnancy, delivery and puerperal period as well as the fetal status
in the early neonatal period in the studied groups of women;

7. To design a therapeutic and preventive management algorithm according to the specificity and
severity of gene mutations in order to prevent recurrent fetal loss, thromboembolic and postnatal
complications.



I11.  STRUCTURE OF THE THESIS
The dissertation is presented in 180 standard pages and has a classical structure.
377 references were used, of which 11 are in Cyrillic and 366 in Latin.

The thesis is illustrated with 52 tables, 22 figures and 1 appendix.

MATERIALS AND METHODS: 459 pregnant women were enrolled, followed up in the MC
KIRM - Pleven, MC "Prime Clinic - Dr. Kirovakovi" - Pleven. The study was conducted in the
maternity ward of University Hospital Burgas- JSC. The study covers the period from January
2021 to December 2023 and is retro- and prospective in nature. Two groups were studied: a
clinical group ( with two subgroups) and a control group, respectively the first group is
represented by patients with established congenital thrombophilia, carriage of 1 or more genetic
thrombophilic factors and history of reproductive failure ( n=309), and the second - by patients
with normal pregnancies and deliveries, without evidence of thrombophilia and reproductive
failure ( n=150) .

Four groups of methods were used: clinical, instrumental, paraclinical and epidemiological. Data
was collected and recorded in Microsoft Excel.

Statistical methods- descriptive analysis, non-parametric methods, analysis of variance, Mann-
Whitney test, post hoc Tukey and Bonferroni tests.

SIGNIFICANT RESULTS AND DISCUSSION: The information obtained is well illustrated
and summarized accurately following the set objectives.

There are six formulated conclusions.

CONTRIBUTIONS OF THE DISSERTATION: they are those of an original, confirmatory
and applied nature, and | would single out the following: for the first time in Bulgaria the
frequency of 5 gene 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 outcome of pregnancy, childbirth and puerperium has been
evaluated; an algorithm for management in follow-up of patients with congenital thrombophilic
factors and past reproductive failures has been developed.

IV.  CONCLUSION

The presented dissertation is an up-to-date study with important practical implications, which
extends the already existing knowledge in the field. It complies with the requirements of the Law
on Research and Development, its Implementing Regulations and the relevant Regulations of the
Medical University of Pleven.



In view of the above, | give my positive opinion and recommendation to the respected members
of the Scientific Jury to vote affirmatively and award a Ph.D. degree to Dr. Zlatko Kirovakov,
M.D.

01.11. 2024 Review by: Ha ocHoBaHme un. 59 or 331

Plovdiv /Prof. Dr. Elena Dimitrakova, M.D., Ph.D./



