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ABTOOMOrpacpmyHn aaHHU

[-p TartaHa Tpengadunosa boaypcka-IletkoBa e pogeHa Ha
15.02.1980r. Mpe3 1997r. 3aBbpLUBaA CpeaHOTO cn obpasoBaHue B MNMMI
,7AHe CaHpaHckn“ — rp. loue Henues. pe3 2003r. 3aBbpwBa MY —
Codmsa, a npes 2012r. npngobuea cneumanHoCT No AKyLIEPCTBO W
rmHekonorus B MY — lNneseH. OT gekemspun 2007r. oo centemepu 2019r.
e acucteHT B Karegpa ,,Akyliepctso n ruHekonorna“ Ha MY — lNneseH.
Ot 2012r. po momeHTa e nekap-Al B8 ML ,KUPM* — rp. lNneBeH.



[MlpoBena e peguua KypcoBe Mo cneumanHoctta B obrnactta Ha
npeHatanHaTa OuarHocTuka W penpoaykTuBHaTa MeauumHa. Bnapee
aHrnunckun e3nk. YUnex e Ha BJ1C, BOATI, BAYAT.

[OunceptaumoHHUAT Tpya Ha a-p TatsHa boaypcka-lNeTkoBa obxBalia
aKTyaneH W couuanHo-3Hadum npobnem, Kacaew, eHOOMETPUanHus
MUKPOBMOM MpPU XXEHN C NMOBTapPSLWLM Ce PEnpPOAYyKTUBHU Heycnexn. Tosun
doaKT ce noakpens oT crnegHuTe TBbpAEHUS:

NHpepTunutetbT 3acara mexay 8 u 12% oT  aBonkute B
penpoaykTneHa Bb3pacT. OcTaBa BbMPOCHT 3a MNOBTaApALWMTE Ce paHHU
3arybu Ha OpemMeHHOCT BbMpPEKN peguua npoBefeHUM MNPoyyYBaHUSA Mo
Temata 0O MOMeHTa. EHgomeTpuanHusat Mukpobuom e npegMeT Ha
pebatn B obnactrta Ha penpogykTMBHata meguumHa. Kbm MOMeHTa
NMNcBaT LOCTaTbYyHO M3CneaBaHusl CbC 3aKNioveHMe 3a BIUSHUETO My
BbpXy YCMNexa Ha acuctupaHata penpogykuus. EHgomeTpuanHuat
MUKPOOMOM  MNOBMMsIBA  MMMNaHTauusATa, PaHHOTO  eMOpMOHarnHo
pasBMTME, HACTBLMNBAHETO Ha pPaHHW CMNOHTaHHM abopTn, KakTo W
Pa3BUTMETO Ha KbCHU aKyLUEepPCKU YCHOXHEHUS KaTo MpexaeBpeMEHHO
paxxgaHe, NpeeknamMncns, XOpuoamMmHUOHUT.

OT HanpaBeHus nuTepaTypeH 0630p cTaBa sicHO, Ye A-p Bboaypcka-
MNeTkoBa 3aabNOOYEeHO ce e 3ano3Hana C HaydyHaTta nuTepaTypa Mo
Temara, KaTo B Kpasi Ha o63opa cTura 4o crieaHuTe 0606LweHus:

1. MaTtoyHaTa KyxuHa He e cTepunHa cpega. MukpobuombT Ha
rOpHUA N OONMHUA TeHUTaneH TpakT ce pasnuyaBaT Mo CbCTaB U
KONMYecTBO. Bbrpekn BCUMYKM HaNMMYHM OaHHW BCe OLlle Nuncea
CTaHOBULLE KakBO MpeacTaeBnaABa 340paBuA  eHOOMeTpuaneH
MUKpOOMOM. B ropHusi reHuTaneH TpakT € BCe OuWe HECUrypHo
KakbB € edekTa Ha BarvHanHusi MUKpPobuoT m pH n Bbpxy
30paBHUS CTaTyC, OTAENMHO KakK BarMHanHua MMKpobuoT nosnusiBa
pH Ha eHOomeTpuyma.

2. TonepaHCbT KbM €eMOpUOHaNHUTE aHTUreHW OT CTpaHa Ha
MMYHHaTa cucTema Mno3BOfsiBa pas3BUTMETO Ha TpodobnacTtHa
WHBa3NA N CbOOBO pemoaenupaHe rno BpemMe Ha umMmniaHTaumaTa v
paHHUTEe eTann Ha BpemMeHHoCTTa.

3. MatoyHnte NK «knetkm u  nmmdouuTtM nNpuv  Hanudme Ha
eHAoOMEeTpuanHn naTtoreHHn Mukpobu ca B 3HA4YMMO Hamarned
npoueHT. Te3an KIeTkMn ca KYOBW perynaTtopy Ha UMyHHaTa
cuctemMa UM TAXHOTO HamansaBaHe W u34yepnBaHe MoOXe [a
AONpUHece 3a UMMaHTauMOHHM HeYyCnexm n cnoHTaHHu abopTtu.



4. ®dn3nonorn4yHUTEe NPOMEHN B XOPMOHANHUTE HMBA B paMKuTe Ha
MEHCTpyarHus UMKBN ~ OencTBaT  KaTo  perynatop  Ha
dM3nonNornYHNa eHaoMeTpmnaneH MMKPoodmom.

5. MNony4yaBaHeToO Ha eHOOMETpUanHu nNpodbun € UHBa3MBeH METOA Ha
AVAarHoCTMKa, YMATO LUen e ga ce usberHe KOHTamMuMHaUMSA OT
BnaranuwieTo U matoyHara LuinKa.

6. MnkpobmomMbT MOXe Oa 6bae aHanuM3aupaH 4vpe3 OBe OCHOBHU
TEXHUKN — KYNTYPENHO n3cneaBaHe U CEKBEHMPALLN TEXHOMOIMMN.

Te3an wu3BOAM aprymMeHTMpaT OCHOBHWUTE LENn W 3adayn Ha
npoyyBaHeTo Ha a-p boaypcka-leTtkoBa.

CTpyKTypa Ha aucepTaLMoOHHUSA TPyA

HacTtoawuaT guceptaunoHeH Tpyg € B obem 181 cTpaHuum,
pasnpegeneHn Kakto cnegea: Yeog — 2 cTp, JlutepatypeH o63op — 71
cTp, Len n 3agaun — 1 ctp, MaTtepmnan n metogn — 9 ctp, CobectBeHun
pesyntatn — 50 cTp, 3akntodeHus n nssogm — 3 ctp, lNpuHocu — 2 cTp,
Bubnuorpadwusa - 37ctp. HayuyHnat Tpya e oHarneneH ¢ 45 curypm n 6
Tabnmun.  WMsnonsBaHn ca 267  nuTepatypHU  U3TOYHMKA.
AvcepTaumMoHHUAT Tpya € npaBuUnHO CTpyKTypupaH. LUenta w
3agaunte ca SCHO OopMynMpaHu, KOEeTo € npegnocraBka 3a
KayecTBeHa paboTa 1 nonyvyaBaHe Ha agekBaTHWU pesynTtaTu.

N3cnegBaHn ca 199 >xeHM C noBTapsiliyM ce penpoayKTUBHU
Heycnexu, AnarHocTuumpaHu, fiekysanu n npocnegexHn s ML ,,KUPM*
— rp. NneBeH 3a nepuoga M. oktomBpu 2019r. — M. HoemBpu 2022r.
N3nonsBaHn ca  cnegHUTe  METOAWU.  XUPYPrMYeH  MeTo[,
(eHOoomeTpuanHa 6Guoncusa), MOMEKYNApHO-OUArHOCTUYEH  MeTof
(REAL-TIME PCR) un cTtaTuctnyeckn metoau.

U3Boau ot npoy4yBaHeTo.

e MaroyHaTta KyxvHa He e cTepuIiHa cpeaa.

e [lpn NMauneHTKM C NOBTapsLM Ce PEenpoaAYKTUBHWU Heycrnexu mma
BMCOK NPOLIEHT Ha Nuncealm nakrobaumnu.

e [loBTapswmte ce penpoayKTUBHW Heycnexm ce acouummpart C
BakTepmnanHa gucouoasa.

e PaspabotreH e npotokon 3a wu3cnedBaHe W nocneasallo
NepcoHanu3nMpaHo €E€TUOMOMMYHO JleYeHne B  CcnyyYauTe Ha
NaToONOrMYHN pesynTaTn, KOeTo AaBa AOMbIIHUTENHA Bb3MOXHOCT
3a orpaHuyaBaHe ynotpebata Ha aHTMOMOTMUM WM pa3BUTME Ha
aHTMBNOTNYHA PE3NCTEHTHOCT.



N3BoauTe, HanpaBeHU B Kpasi Ha AWCEPTALMOHHWUS Tpyd, cneasat
NOTrMYECKN pe3ynTtaTtuTe OT NoCTaBeHUTe 3aaaqun.

O-p bopypcka-lletkoBa y4actBa B eguMH HaydeH Mpoekt Ha MY —
[MneBeH. Mo TemaTta Ha guceprtaumaTta a-p bogypcka-lletkoBa nma 3
Hay4YHW nyonukauuun. NocoyeHn ca u yyacTma B 6 HaydHW hopymu B
Bvnrapusa n 1 HayyeH hopym B YyxbuHa.

3aknroyeHue:

OuncepTauMOHHUAT Tpya Ha Tema ,,CbCTaB W XapakTepucTuka Ha
eHOAOMETPUanHua MUKpobuMom npu nNoBTapsiLLM Ce PEenpoayKTUBHMU
Heycnexun“ ¢ aBTop A-p TaraHa TpenpadunoBa boaypcka-lletkoBa e
OpUrMHanHa, aktyanHa un 3agbnboyeHa HayyHa paspaboTka B obnactTa
Ha acucTupaHarta penpogykuus. TpyobT OTroBaps Ha M3WCKBaHMATa 3a
3PACPBE wu TlMpaBunHuka 3a HEroBoto npunoxeHme Ha MY-l1neBeH.
KomnnekcHaTa oueHKa Ha Taka npeacTaBeHusl gucepTaumMoHeH Tpyd Mu
[laBa OCHOBaHWe [a rracyBamM MOFIOKUTENHO M [a npenopbyamMm Ha
YBaXXaeMOTO HayYHW Xypu Aa npucbaum obpasoBaTesiHaTa U Hay4vHa
cteneH ,,JJoktop“ B npodecuoHanHo HanpaBneHue 7.1. MeanuuHa,
Nno Hay4yHata cneuuanHocTt ,,AKyllepCTBO WU FMHeEKonorua“ Ha Aa-p
TaTtaHa TpeHpadmnoBa boaypcka-leTkoBa.

[arta: 05.07.2024 . C yBameHme'Ha OCHoOBaHMe un. 59 or 33J11

rp. NneseH (Jou. O-p Hukona MNonoscku, 4.m.)
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Biographical data

Dr. Tatiana Trendafilova Bodurska-Petkova was born on February 15,
1980. She graduated high school at the "Yane Sandanski® Gotse
Delchev in 1997. In 2003 graduated from the Medical University - Sofia,
and in 2012 acquired a specialty in Obstetrics and Gynecology at the MU
— Pleven. Since December 2007 until September 2019 is an assistant in
the Department of Obstetrics and Gynecology at the MU - Pleven. Since
2012 until now, she is a specialist in the Medical Center "KIRM" - Pleven.
She has conducted a number of specialty courses in the field of prenatal
diagnostics and reproductive medicine. She speaks English. She is a
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The dissertation work of Dr. Tatiana Bodurska-Petkova covers a
current and socially significant problem concerning the endometrial
microbiome in women with repeated reproductive failures. This fact is
supported by the following statements:



Infertility affects between 8 and 12% of couples of reproductive age.
The issue of recurrent early pregnancy loss remains, despite a number
of studies conducted on the subject to date. The endometrial microbiome
IS a subject of debate in the field of reproductive medicine. At present,
there is insufficient research with a conclusion on its influence on the
success of assisted reproduction. The endometrial microbiome affects
implantation, early embryonic development, the occurrence of early
spontaneous abortions, as well as the development of late obstetric
complications such as premature birth, preeclampsia, chorioamnionitis.

From the literature review, it is clear that Dr. Bodurska-Petkova
thoroughly familiarized herself with the scientific literature on the subject,
and at the end of the review, she came to the following conclusions:

1. The uterine cavity is not a sterile environment. The microbiome of
the upper and lower genital tract differ in composition and quantity.
Despite all the available data, there is still no consensus on what
constitutes a healthy endometrial microbiome. In the upper genital
tract, it is still uncertain what the effect of vaginal microbiota and
pH is on health status, apart from how the vaginal microbiota
affects endometrial pH.

2. Tolerance to embryonic antigens by the immune system allows the
development of trophoblastic invasion and vascular remodeling
during implantation and early stages of pregnancy.

3. Uterine NK cells and lymphocytes in the presence of endometrial
pathogenic microbes are in a significantly reduced percentage.
These cells are key regulators of the immune system, and their
reduction and depletion can contribute to implantation failures and
miscarriages.

4. Physiological changes in hormonal levels within the menstrual
cycle act as a regulator of the physiological endometrial
microbiome.

5. Obtaining endometrial samples is an invasive method of diagnosis,
the purpose of which is to avoid contamination from the vagina and
Cervix.

6. The microbiome can be analyzed by two main techniques — culture
testing and sequencing technologies.

These conclusions argue the main aim and objectives of Dr. Bodurska-
Petkova's research.

Structure of the dissertation



The current dissertation is 181 pages long, distributed as follows:
Introduction - 2 pages, Literature review - 71 pages, Aim and tasks - 1
page, Material and methods - 9 pages, Own results - 50 pages,
Conclusions - 3 pages, Contributions — 2 pages, Bibliography - 37 pages.
The scientific work is illustrated with 45 figures and 6 tables. 267 literary
sources were used. The dissertation is properly structured. The goal and
tasks are clearly formulated, which is a prerequisite for quality work and
obtaining adequate results.

199 women with recurrent reproductive failure were examined,
diagnosed, treated and followed up in the Medical Center ,,KIRM’-
Pleven for the period of October 2019 — November 2022. The following
methods were used: surgical method (endometrial biopsy), molecular
diagnostic method (REAL-TIME PCR) and statistical methods.

Conclusions of the dissertation work

e The uterine cavity is not a sterile environment.

¢ In patients with recurrent reproductive failure, there is a high rate of
missing lactobacilli.

e Recurrent reproductive failures are associated with bacterial
dysbiosis.

e A protocol has been developed for research and subsequent
personalized etiological treatment in cases of pathological results,
which provides an additional opportunity to limit the use of
antibiotics and the development of antibiotic resistance.

The conclusions drawn at the end of the dissertation follow logically
from the results of the assigned tasks.

Dr. Bodurska-Petkova participated in one scientific project of MU —
Pleven. Dr. Bodurska-Petkova has 3 scientific publications based on the
topic of dissertation. Participation in 6 scientific forums in Bulgaria and 1
scientific forum abroad is also indicated.

Conclusion

The dissertation work on the topic "Composition and
characteristics of the endometrial microbiome in recurrent
reproductive failure" with author Dr. Tatiana Trendafilova Bodurska-
Petkova is an original, up-to-date and exhaustive scientific
development in the field of reproductive medicine. The work meets
the requirements for the Law on the Development of the Academic



Staff in the Republic ot Bulgaria and the Regulations for the
Implementation of the Law on the Development of the Academic
Staff in the Republic of Bulgaria in the Medical University - 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. Tatiana
Trendafilova Bodurska-Petkova.
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