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|. O6wWwo npeacTaBsHe Ha npoueaypaTa
HacTosweTa peueH3ns e n3rotBeHa B CbOTBETCTBUE C U3MUCKBaHMSATA Ha [paBunHuka 3a
YCTPOMCTBOTO M AenHocTTa Ha MY-lneBeH n cbc 3akoHa 3a pa3BuTUE Ha akageMU4HUSA

cbeTaB B Penybnvka bvnrapus.

npe,D,CTaBeHI/ISIT OT OOKTOpaHTKaTa akageMnyeH KOMMNJIIeKT Matepumnarnn € B CbOTBeTCTBUE C

PernameHT 3a npngobusane Ha OHC ,gokTop®.



Il. KpaTkn 6uorpacdmyHmn gaHHm 3a aBTopa

O-p TaraHa TpenpacdunoBa boaypcka-lNletkoBa e pogeHa npe3 1980r. B rp. loue
Henyes. MNpea 2003r. ce gunnomupa cbC cneynanHocT ,meanuunHa“ B MY - Codus.

Ot 2007-2019r. e HasHayeHa kbM OTgeneHve no Akywepctso Ha YMBAJT [O-p Neopru
CtpaHckn® INne.eH.

Ot 2012r. npuaobmBa KNMHMYHA cneumanHocT ,AKyLLEepPCTBO, rMHekonorna“ B MegmumHcKm
yHuBepcuteT- [1neseH.

Ot 2012r. go momeHTa pabotn kbm ,ML| KNPM* lNneBeH kaTto cneunannct no AKyLepCcTBO

N TMHEKOITorma n acuctupaHa pernpoaykumA.

UneHcTBa B HAay4YHU APY>KECTBA U CbCIIOBHM OpraHnu3aLuu.

lll. O6wo npeacTaBsAHe NO npoueayparTa Ha AUcCepTauMOHHUA TpyA

lMpeacTaBeHMAT HaydeH Tpya € HanncaH Ha 181 cTpaHuum, OT KOMTO yBOA - 7

CTpaHuum, nutepaTtypeH 0630p — 71 cTpaHMuM, MeToAMKa Ha HAaY4YHOTO NPOYyYBaHe C Len n
3agayn — 10 cTpaHuum, pesyntaTtn, COGCTBEHM NPOYYBaHUSA U OUCKYCUSA — 53 CTpaHuLM,
3aKkrtoyeHne n nssoau — 3 cTpaHuuma, npuHocu — 1 ctpaHuua, nyénukauum BbB Bpb3ka C
AancepTaunoHHna Tpya — 1 cTpanuua, npunoxennsa — 1 ctpandmua. OHarneneH ¢ 45 curypm
n 6 Tabnuun.

BubnuorpadckaTta cnpaBka € Ha 36 cTpaHMuM 1 BKNtoYBa 267 3arnasus.

NutepaTypHaTa cnpaBka e npoBedeHa B CUHXPOH C HaW-akTyanHWTe HayyYHu TpyaoBe
3acdrawm npobnema Ha AMcepTauMOHHUS Tpyd, KOeTo noayvepTaBa akTyanHocTTa U
pa3bupaHeTo Ha Npobnema oT agucepTaHTa. [NNPUNoXeHn ca NMYHK Nyenukauum, y4actus B
Hay4YHOM3CNeaoBaTesiCkKM  MPOEKTM U Mpe3eHTauMum Ha KOHIpecu, CBbp3aHu C

avcepTtaumsaTa.

IV. AKTyanHoOCT 1 3Ha4YMMOCT Ha TemaTa

AuncepTaunoHHUAT Tpya NpeacTaBs TeMa, KOSATO 3acsra aktyaneH npobnem 3a pa3dbupaHe
Ha B3auMMoOBpb3KaTa Mexay MuKpobMoma B eHOOMeTpuyma MU Har-4ecTuTe Heycrnexm 3a
penpoaykumusa: noBTapslWnM ce uMnnaHTaumoHHn Heycnexu (RIF) v nosTapswm ce
cnoHTaHHn aboptn (RPL). OHK cekBeHupawmte TexHonorum B nocnegHute 20 roguHu
NoCTaBAT OCHOBUTE Ha HOB pasgen B reHeTU4Ho-nabopaTopHUMTE W3crneaBaHus Ha
MUKpOBMOMa Ha pasfnnyHU TENeCHU KYXUHU, MeTareHoMuKa, KoeTo JaBa npeaumMcTBa Ha

HOB noaxoa um pas6mpaHe Ha peauvua KnMHN4YHO 3Ha4YnMn npo6neM|/1.



AncepTaunoHHMAT Tpy4 NoKasBa pe3ynTaTu OT PETPOCMNEKTUBHO MPOyYBaHe B 4acTu C
NPOCMNEKTMBEH XapaKkTep Ha ronsima rpyna nauueHTtu: 103 naumeHTtkm (51,8%) RIF (rpyna 1)

n 96 nauneHTkn (48,2%) ¢ RPL (rpyna 2) npemuHanun eHgoMmeTpuanHa éuncus.

V. CTpyKTypa Ha gucepTauUoOHHUA TpyA

IlutepatypeH 0630p

JlnutepaTypHuaT 0630p € NpoBeAeH afekBaTHO C Len 3acaraHe Ha U3BEeCTHUTE No Temarta
npobnemu ¢ BKNOYBaHE Ha Hay4yHM Nybnmkauumn ¢ BUCOK MHOEKC Ha UMTUpaHe, OTpassBaLm
Ba)XHOCTTA Ha TAXHOTO A06po nosHaBaHe. CbBpeMeHHUTE pa3bupaHusa 3a eTmonorus,
naTtoreHesa M reHOMHO CEKBEHWpaHe criopen BOAeLLM KONEeKTMBK, pa3paboTealum UH BUBO
onuTK 3a MUKpobuoma ca pasrnegaHy nNogpobHO M e noavepTaH TEXHUSAT MPUHOC UNK
HeJoOCTaTbK 3a OTroBop Ha Bbnpoca 3a RLP/RIF. Npeasng 3acuneHns HaydeH nHTepec 3a
n3crieaBaHe Ha MMKpobuoma Ha eHOoOMeTpyMa ce nogyepraBa HyxaaTa OT AOMbIHUTENHM
Hay4HU n3cnenBaHnsa B Ta3m obnacr.

Matepuanu n metoamn.

[ducepTaHTa npunara xupyprmyeH MeTo 3a M3BnMyaHe Ha npobaTta 4ype3 OGuoncusa Ha
eHOoMeTpuymMa M MeTod Ha cekBeHupaHe ype3 PCR amnnudukauusa Ha TapretHmn OHK
nocrefoBaTesIHoCTM MO YCTaHOBEH NPOTOKON Ha paboTa. [JonbnHuTenHW metoan 3a
aHanus3 Ha JaHHuTe ca rpadoUyHN U CTaTUCTUYECKM.

Llen v 3apgaun. Llenta e popmynmpaHa Ha 6a3aTta Ha 4ob6po No3HaBaHe Ha nuTepaTypaTta
N noctaBeHUTe 6 3agaym ca aHanua Ha 6asata Ha NpoBedeHO Mpoy4vBaHe B nepuoaa
oktomBpu 2019 — HoemBpu 2022 roguHa.

Pe3yntaTtn n o6¢cbxaaHe

YCTaHOBEHO €, Ye Hann4neTo Ha nakrobaumnu e HapyLleHO B rpynarta Ha noBTapswm ce
penpoayKTnBHM Heycnexn B 76.4% oT nacnegsaHntTe nauneHTn n B 62.5% ot naumeHTuTe
NoBTapsLLM ce CNoHTaHHM abopTn 6e3 cTaTMcTUYecKa pasnvka Mexay ABeTe rpynu.
Bb3pacToBuaT nokasaTen B aHanuanpaHaTta koxopTa nauueHTu nokassa, Yye Hau-

BUCOK € MPOLUEHTbT Ha nunceawm nakrtobaumnu BbB Bb3pactta 41-45 r., 66,67%, a
Han-HUCBHK BbB Bb3pacTta 26-30 r. — 48,57%. Ta3n rpyna Ha mnagu naumMeHTKn € C
HaW-BUCOK MPOLEHT Ha naktobaumnyc — AOMUHUPAH MUKpobuom -34,29%, cpaBHEH C
rpynata 41-45r. — 13,89%.

HdeduHupapaHn ca 4eTupu Tvna eHgoMmeTpuaneH MUKpobuom cbobpasHO akTyanHuTe
onuTtn 3a knacudpuumupaHeto my. OT aHanuanpaHute naumeHTn 37.2% nokassaT CUSTHO
HapyweH mMukpobuom, a 22.6% HopmaneH. B rpyna 1 (RIF) uma 50,9% HapyweH
MUKPOBUOM — CUIHO N YMEPEHO HapyLueH, a B rpyna 2 (RPL) Takua ca Hanvue B 54,1% 6e3
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cTaTucTMyecka pasnvka mexagy asete rpynu. lNoctaBa ce guMcKycus 3a T.Hap. MUKPOOHM
TPaHCNNaHTK, akTyaneH BbNpOC 3a HOBM NPOCNEKTUBHU NPOYYBaHMS.

YctaHoBeHu ca Han-mHoro (116 unu 58,3%) ot Fungi Candida spp., cneasaHn ot OAHM
Atopobium vaginae ¢ 30,7% 1 OAHM Mobiluncus spp., a Plus Corynebacterium spp. ¢
22,1%. B rpynaTta RIF gomuHupat OAHM Megasphaera spp. plus Veillonella spp. plus
Dialister spp., a B RPL octaHanute gBe rpynu. [iuceptaHata usnara B pesynratute, ye
HAMA CUrHUUKAHTEH ANCOMOTMYEH MMKPOOPraHm3bM, CTAaTUCTUYPCTKM OTrOBOPEH 3a
RIF/RLP.

3abenexuTernHo e, Ye AncepTaHTa npeanara yHuuumpaH NnpoTokos 3a u3cnegsaHe Ha
eHgoMeTpuanHus MUKpobuom, usnuTaH B Obnrapckata nonynauusi, KOeTo nokassa
WHOBATMBHOCT M NPOABbIPKEHNE HA HAYYHUSA MHTepeC 3a nocrneaBaliy NpoyyYBaHus.
N3Boau

Bcuukn pesyntat ca nogpobHO npeacTtaBeHu U aHanmsmMpaHu 3a BCska OT NOCTaBeHuTe
3agaym nootaenHo. Pesyntatute ca 0606LwweHn B Tabnuum n rpadoukmn, KOUTO aBTOMaTUYHO
npaBaT 4OCTOBEPHN HANpaBeHUTe OT aBTopa M3BOAM.

MpuHocuTe ca obeanHeHu OT AucepTaHTa B ABe rpynun: OpurmHaneH u noTBbpauTENEH
Xxapaktep. HanpaseHuTe 3aknoyeHns, N3BoOAM 1 MPUHOCK NIOTMYHO creaBaTt pesynratute
OT MPeuM3HO NpoBedeHUTe U3CNedBaHWs U HECbMHEHO Ca 3Ha4yMMK 3a CbBpeMeEHHaTa
n3crnegoBaTernicka U KNMHUYHA NpakTuka.

VI. ABTOopechepaTr

ABTOpedepaTbT OTroBapsa HaMbSIHO Ha CbObPXKAHNETO Ha ANCEePTaLNOHHNSA

Tpya W e paspaboTteH CcbobpasHO BBLINPUMETUTE Yy HAC aKageMUYHW W3UCKBAHWUS.
MpeacTtaBeH e cnUCcbK ¢ 3 Ny6nukauumn B YykAeCcTpaHHU CNMCaHUs, Npu 2 oT KOUTO € MbPBU
aBToOp, a 1 OT TAX ca B CMCaHne C UMMakT-gakTop.

[okTopaHTKatTa MMa ydacTua B HayydyHUM opymMuM BBB Bpb3ka C AuceprauusaTa.

MpenctaBeHnTe NyGrMKauMm U y4acTnsa nokpmBaTt U3NCKBaAHUATA.
VIl. KputnyHm 6enexku

Hamam KpuTuyHm 6enexkm

VIIl. 3aknto4yeHue

AncepTaunoHHUAT TPyA, C KOWTO Ce 3ano3Hax Moka3Ba, Ye [AOKTopaHTa A-p TatdHa
TpeHpadunosa boaypcka-lleTkoBa npuTexasa 3aa4bn604eHN TEOPETUYHMN,
n3crnenoBaTenckn, KIMHUYHU MO3HaHUS M npodecuoHanHn ymeHnus. [ucepTtaumoHHaTa
paboTa cbObpXXa Hay4YyHU U MPUNOXHWM pe3ynTaTth, KOUTO npeacTaBnsiBaT OpuUrMHaneH
NPUHOC B HayKaTa U OTroBapsT Ha U3NCKBaAHUATA Ha 3aKOHa 3a pa3BUTUE Ha akageMU4YHUS

cbecTaB B Penybnvka Bvnrapus, MNMpasunHuka 3a npunarade Ha 3PACPB u lNpaBunHuka Ha
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MY - lNneBeH. M3noxeHOTO A0 TyK MU AaBa goBod ybeneHo ga nogkpensa a-p TaTtsHa
Tpengadgunosa boaypcka-leTkoBa, Kato cymMTam, Ye MMa NbSIHO OCHOBaHWE Aa My 6bae
npucbaeHa obpasoBaTeniHa M HayvyHa CTeneH ‘OOKTOP’, KakKTO M Ada npenopbyam Ha

yBa)kaeMuTe YNIEHOBE HA HAy4YHOTO XXypu Aa rnacyBaT NosioXKMTENHO 3a TOBa pPeLLEHME.

Ha ocHoBaHue un. 59 or 33J14
4.07.2024r. Hou. o-p MNeta Yaseesa, A.m.
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|. General presentation of the procedure



This statement has been prepared in accordance with the requirements of the Regulations
for the structure and activity of the MU-Pleven and the Law on the Development of the
Academic Staff in the Republic of Bulgaria.

The academic set of materials presented by the doctoral student is in accordance with the

Regulations for the acquisition of the Doctoral National Academy of Sciences.

Il. Brief biographical data about the author

Dr. Tatiana Trendafilova Bodurska-Petkova was born in 1980 in Gotse Delchev. In 2003
graduated with a degree in "medicine" at the University of Sofia - Sofia.

From 2007-2019 was assigned to the Department of Obstetrics at the "Dr. Georgi
Stranski" UMBAL Pleven.

Since 2012 acquired a clinical specialty "Obstetrics, gynecology" at the Medical University

- Pleven.

Since 2012 until now, he works at "MC KIRM" Pleven as a specialist in Obstetrics and

Gynecology and Assisted Reproduction.

Memberships in scientific societies and professional organizations.

lll. General presentation on the procedure of the dissertation work

The literature reference was conducted in sync with the most current scientific works
concerning the problem of the dissertation work, which emphasizes the relevance and
understanding of the problem by the dissertation student. Attached are personal
publications, participation in research projects, and conference presentations related to the
dissertation.

IV. Relevance and importance of the topic.



The dissertation presents a topic that addresses a current issue in understanding the
relationship between the endometrial microbiome and the most common reproductive
failures: recurrent implantation failures (RIF) and recurrent miscarriages (RPL). DNA
sequencing technologies in the last 20 years have laid the foundations of a new section in
the genetic-laboratory studies of the microbiome of various body cavities, metagenomics,
which gives advantages of a new approach and understanding of a number of clinically
relevant problems.The dissertation presents the results of a retrospective study in parts of
a prospective nature of a large group of patients: 103 patients (51.8%) RIF (group 1) and
96 patients (48.2%) with RPL (group 2) who underwent endometrial biopsy.

V. Structure of the dissertation

Literature review

The literature review was conducted adequately in order to address the known problems of
the subject by including scientific publications with a high citation index, reflecting the
importance of their good knowledge. Current understanding of etiology, pathogenesis, and
genome sequencing according to leading groups developing in vivo microbiome assays
are reviewed in detail and their contribution, or lack thereof, to answering the RLP/RIF
guestion is highlighted. Given the increased scientific interest in studying the endometrial

microbiome, the need for further research in this area is highlighted.

Materials and methods.

The dissertation applies a surgical method for extracting the sample by biopsy of the
endometrium and a sequencing method by PCR amplification of target DNA sequences
according to an established work protocol. Additional methods of data analysis are
graphical and statistical.

Purpose and tasks. The goal is formulated on the basis of a good knowledge of the
literature and the 6 tasks set are an analysis based on a study conducted in the period

October 2019 - November 2022.



Results and discussion

It was found that the presence of lactobacilli was disturbed in the group of repeated
reproductive failures in 76.4% of the studied patients and in 62.5% of the patients with
repeated spontaneous abortions without statistical difference between the two groups.
The age index in the analyzed cohort of patients shows that the most

the percentage of missing lactobacilli is high at the age of 41-45, 66.67%, and the lowest
at the age of 26-30 — 48.57%. This group of young patients has the highest percentage of
lactobacillus - dominated microbiome -34.29%, compared to the group 41-45 years old -
13.89%. Four types of endometrial microbiome have been defined according to current
attempts to classify it. Of the analyzed patients, 37.2% showed a highly disturbed
microbiome, and 22.6% a normal one. In group 1 (RIF) there is 50.9% disturbed
microbiome - strongly and moderately disturbed, and in group 2 (RPL) such are present in
54.1% with no statistical difference between the two groups. There is a discussion about
the so-called microbial transplants, a topical issue for new prospective studies.

The most (116 or 58.3%) of Fungi Candida spp. were found, followed by OAHM
Atopobium vaginae with 30.7% and OAHM Mobiluncus spp., and Plus Corynebacterium
spp. with 22.1%. The RIF group is dominated by OAHM Megasphaera spp. plus Veillonella
spp. plus Dialister spp., and in RPL the remaining two groups. The dissertation states in
the results that there is no significant dysbiotic microorganism statistically responsible for
RIF/RLP.

It is noteworthy that the dissertation offers a unified protocol for the study of the
endometrial microbiome tested in the Bulgarian population, indicating innovation and
continuing scientific interest for further studies.

Conclusions

All results are presented in detail and analyzed for each of the set tasks separately. The
results are summarized in tables and graphs, which automatically make the author's

conclusions credible.



Contributions are united by the dissertation in two groups: original and confirmatory. The
conclusions, conclusions and contributions made logically follow the results from precisely
conducted studies and are undoubtedly relevant to modern research and clinical practice.
VI. Abstract

The abstract fully corresponds to the content of the dissertation

work and was developed in accordance with the academic requirements adopted in our
country. A list of 3 publications in foreign journals is presented, 2 of which are the first
author, and 1 of which is in a journal with an impact factor.

The doctoral student participates in scientific forums in connection with the dissertation.
Submitted publications and participations meet the requirements.

VII. Critical notes

| have no critical comments on the research conducted and the materials presented.

VIII. Conclusion

The dissertation work that | have seen shows that the doctoral student Dr. Tatiana Trenda-
filova Bodurska-Petkova possesses in-depth theoretical, research, clinical knowledge and
professional skills. The dissertation work contains scientific and applied results that repre-
sent an original contribution to science and meet the requirements of the Law on the De-
velopment of the Academic Staff in the Republic of Bulgaria, the Regulations for the Im-
plementation of the National Academy of Social Sciences and Humanities and the Regula-
tions of MU - Pleven. What has been presented so far gives me a reason to firmly support
Dr. Tatiana Trendafilova Bodurska-Petkova, considering that there is full reason to award
him the educational and scientific degree "doctor”, as well as to recommend to the re-

spected members of the scientific jury to vote positively for this decision.

Ha ocHoBaHue un. 59 or 33J214
04.07.2024 Assoc. Prof. Petya Chaveeva, MD



