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CTAHOBUIIE
Ot ou. n-p Becena Kapamuiesa, 1. M.
Karenpa ,, AKymepcTBO U THHEKOJIOTHS
Menmunuucku daxynrer, MY rp. Codus
Kimanka no O0mia 1 ypOruHEKOJI0THYHa XUPYPIrust

CBAJIAT ,, Maituun gom” rp. Codust

[IpencTaBsM HACTOSIIETO CTAHOBMILE B KAaueCTBOTO CH Ha BBHUIEH WIEH IO
npouenypa 3a npunoobuBane Ha OHC , Jloktop®; mpodecnonanHo nHampasienue 7.1
MeaunuHa ; HaydHa CIEUATHOCT: ,,AKYIIIEpCTBO M THHEKOJIOTHS “; OMpeeNieHO ChC 3amoBe]]
Ne 1432 ot 28.05.2024r. na Pexropa Ha MVY-Ilnesen, [Ipod. Jd-p A. Jumurpos, a. M. u
pemenne Ha Akanemuunus cbBeT ([IpoTokom Ne35 ot 27.05.2024r)

OtHocHo: [luceprauvonnust tpyn Ha JI-p Tarsna TpenpadmiaoBa boaypcka-
IleTrkoBa, peoBeH AOKTOpaHT KbM Kartenpa mo akymepcTBo U ruHekosiorus Ha dakynrer
Menumnumna, MV-IIneBen Ha Tema: « CBCTAB MU XAPAKTEPUCTHUKA HA
EHIAOMETPUAJIHUSA MUKPOBNOM nPu INOBTAPAIIIA CE
PENNPOAYKTUBHU HEYCIIEXW» c nayynu pwkoBoautenu . Jdom. I-p Tuxommp

IHankoB Tortes, a.m. n lou. I-p EMuinsna Uianesa Konosa, 1.m.

CTaHOBUIIIETO € M3TOTBEHO Bb3 OCHOBA Ha IpejacTaBeHus JlucepTanMoHEH Tpyd U
ABtopedepar. Te ca opopMeHH NMPaBUIHO U OTrOBapsAT HAa M3MCKBAHUATA 32 CTPYKTYpa Ha
Hay4yHa pa0oTa, ChIVIaCHO 3aKOHA 3a pa3BUTHE Ha AKaJeMUYHUAT CbCTaB B PemyOiumka
bearapus u IlpaBunHuka 3a ycinoBusiTa U pefa 3a NpuaoOuMBaHE HA HAYYHH CTENEHH U

3a€MaHe Ha aKaJIeMUYHU JUThXKHOCTH B MY rp. [1neBeH.
J{aHHM 32 JOKTOpPaHTA:

J-p Tarsna TpennadunoBa boaypcka-IlerkoBa e ponena na 15.02.1980 r.Cpemnno
obpazoBanue 3apbpuiBa B [IMI" , Slne Cannancku® rp. I'oue Jlenues. Ilpuera e u 3aBbpiiBa
Meauuuncku yHuBepcuteT — Codus npe3 2003 r. IIpe3 2012 r. npugobuBa crenuagsHoCT

,»AKYILIEPCTBO, THHEKOJIOTHSI U PENPOJyKTUBHA MeIUIMHA B MEeIUIIMHCKY YHUBEPCUTET —



[IneBen. B mepuoma ot mexkemBpu 2007 r. mo centemBpu 2019 1. € Omia acuCTEHT B
Meauuunckn ynuBepcurer — IlneBen B Karenpa ,,AxymepctBo u runekonorus. Ot
01.10.2012 r. no momeHnTta — Jlekap-opauHaTop 1m0 AKYIIEpCTBO M TuHekosnorus B MI]

KHPM, rp. [TneBen.MiMa MHOXECTBO KypCOBE U CIICIIMAIM3AIMHN Y HAC U B UY)KOMHA.

AKTYaJHOCT HA TeMaTa:

NudeprunurersT 1o aebununms Ha C30 cnaga KbM Tpynara Ha XPOHHUYHHUTE
0osecTy, KOETO MOKa3Ba MPOABDKUTEIHOCT HA MpoTHYaHe Ha mpouecute. OT apyra crpaHa
TOI € CbhC CHJIHA COLMaTHa 3HAYMUMOCT IMOpPagyl EMOLMOHATHO-TICUXUYECKH M YHCTO
MKOHOMUYECKH acriekTH. HezaBucuMoO OT HampeIbka Ha TEXHOJIOTHUTE U U3CIe0BaTeICKaTa
JNEHHOCT, TPOLIEHTHT Ha 3aCEeTHATUTE MAIMEHTH OCTaBa IOCTOSHHO BHMCOK. ToBa Hajara
THPCEHETO HAa HOBM HACOKH 3a ONpENENsSHE Ha MPUYUHHO-CICJACTBEHUTE BPB3KU WU
nonobpsiBane Ha  pe3ynaTaTure. MHOMXECTBO  NPOYYBaHUS  TOKAa3BaT  CIIOKHUTE
B3aUMOJICHCTBUS MEXAY MHUKPOPTraHU3MHUTE B YOBEHIKOTO TSAJIO, BIUSHHUETO UM BBPXY
MaToreHe3ara W MPOTUYAHETO Ha peauiia 3a00JsiBaHUS B TOBAa YHCIO U HMH(EpTUIUTETA.
HanpenbkbsT B reHeTHKAaTa M HOBUTE TEXHOJIOTUU BOJIM JI0 Pa3BUTHE Ha ChBCEM HOBH KJIOHOBE
B MEJMIIMHATA KaTO HYTPUT€HETHKATa U ChOTBETHO C BOEIA POJIsi HA MUKpOoOHOMa B U3siBaTa

" NpOTUYAaHC Ha 3a00JIIBaHHATA.

B rtasu Bpb3Ka CYHHMTAM TEMaTa 3a MU3KIIOYHUTCIHO MHTCPCCHA, CHLBPECMCHHA U CIUH
norJjca B 6T)JI€HII/ITC HACOKH 3a pa3BUTUC HA MEAHULIMHATA. CamMusat ABTOpP HAa AUCCPTAINOHHUA
TpyA ChbIIO OHpchAcyid sSCHO 3HAUYMMOCTTA Ha np06neMa omie B yBOJZ4, a IMO-KbCHO B

HU3JI0KCHUCTO.

CrpykTypa Ha qucepranuaTa: TpyqbT € HamMcaH Ha JIUTepaTypeH OBIrapCcKu e3uK
U € U3JI0OXKEeH YeTIMBO M HarjenHo. JlucepTanuoHHUAT TpyX € HamucaH B obem ot 181
CTpaHUIH, oHarJie[eH ¢ 6 Tabmuu u 45 gurypu. bubmmorpadusra BkiouBa 267 U3TOUYHUKA,
OCHOBHO Ha YY)KAM €3WIM. ToBa MOKa3Ba CHBPEMEHHOCT Ha MpoOjeM M HEOOXOAMMOCT OT
Owirapcko npoyusaHe. [lucepTallMOHHUAT TPy BKIIIOYBA: IUTEpaTypeH o63op — 8lctp., men
U 3a/1a4u — 2CTp., KIMHUYEH MaTepuan u meroau —9ctp. Pesynratu u obcwxaane ca S0ctp.,

W3BOAH — 3 CTP., MPUHOCH— 2 CTP., KHUTOIUC — 37 CTP.

JluTepaTypHuMAT 0030p € U3KIIOUYUTETHO OoraT, HH(OPMATUBEH , C LSJIOCTEH aHAIIN3
Ha ChblIecTByBalIuTe AaHHU. OuepTaBaT ce M OCHOBHHUTE MpPOOJIEMM: KaKbB € ChCTaBa Ha
€HIOMEeTpUaTHUS MUKPOOHOT MpH 3/1paB U ,,bosen*(c penpoyKTUBEH HEYCIIeX) OpraHUu3bM U

KaK BCUYKO TOBa BJIMAC BHPXY NIOCTYIraHE Ha KCJIaHa 6peMeHHOCT.



IMocraBenara ues e: /la ce npunodicu KOMUIEKCeH NOOX00 34 HAYAIHA OYEHKA HA
CbCMasa u XapaKkmepucmukama Ha MuKpoouoma 6 enooMempuyma, 0a ce NOMmvpcu 8Pb3Kd C
ponsma my npu nayueHmu ¢ noemapsayu ce UMNIAHMAYUOHHU HeyCnexu u nosmapsiuu ce
CNOHMAHHU AOOpmMU U 0a ce U3epaou NPOmoKoJl 34 He2080Mo u3ciedsane, 6A3UPAH HA 2EHHU

mexHoJiocuu, ¢ nPpUIoHCeHUe 6 KiuHuYHama npakmuka.

Llenta ¢ moapoOHO GopMysHpaHa U AaBa MPEICTaBa 3a MOCTABSIHE Ha 33/1a4HTe.

Camure 3aJa4yu ca 6 U TIXHOTO pEeIICHUE OaBa MHOI'O /:[o6pa BB3MOXXHOCT 3a

IIOCTHUI'aHC Ha IToCTaB€HaTa LI CJI.

Martepuan u Meroau: IIpoyuBaHeTo € ¢ Mpo- U PETPOCIEKTUBEH XapakTep.
Bxurouenu ca o6mo 199 xxenu ¢ RIF u RPL, nuarnoctunupanu, 1eKyBaHU U MPOCIEICHU B
MII KUPM IlneBen 3a mepuoga M. oktomMBpu 2019 r. — m. mHoemBpu 2022 1. Ha cpeaHa

BB3pact 35,69+5,16 roguHu

KpI/ITepI/II/ITe 3a BKJIIIOUBAHC MW HM3KJIIOYBAHC Ha O(bOpMeHHTC Irpynu cCa IIPpaBUIIHU U

TOYHMU.

HpI/IJ'IO)KeHI/ITe METOIAHN 3a H3CICABAHC Ca MHOI'O pa3Hoo6pa3HH, BCEOOXBAaTHU U
JOCTaThb4YHHM 3a OLICHKAa Ha pa3pa60TeHaTa Tema. ToBa JOIMIpHHACA 3a SACHOTaTa H )106131/15{

aHAJIM3 Ha MOJyYEHUTE Pe3yITaTH.

Cratucruyecka oOpadoTka Ha pesyararure: I3BbppiieHa € MpenM3HO U
MeToIM4HO. M31on3BaHu ca yTBbpJEHU U CbBPEMEHHU METOJM 3a MAaTEMAaTUYECKU aHAJIN3 Ha

00paboTBaHUTE pE3yJITATH.

Pe3y.11TaTnTe B IMPOYYBAHETO Ca NPCACTABCHU IOCJICAOBATCIIHO U CUCTCMATHU3UPAHO.

Te cneaBart mociiefOBATSIIHO ITOCTABCHUTE 3aaUH.

v' Ome mpu mocTaBsiHE Ha WhpBara 3amada: OmpenessHe HA  KOJMYECTBOTO Ha
JAKTOOAMIINTE B €HIOMETPUYMA MPH MAIUEHTKU C MOBTAPSIIU C€ UMILIAHTALMOHHHU
Heycnexu M 3ary0a Ha OpEeMEHHOCTH, C€ LM peIIeHWEe Ha €AUH OT TOJEMUTE
npoOyeMu, cBbp3aH ¢ MHpepTUiInTeTa. B ChOTBETCTBHE C aKTyaqHUTE JUTEPATypPHU
JaHHU C€ JI0Ka3Ba BUCOKHS IPOLEHT HAa OTKJIOHEHHS OT IPUETUTE 3a HOPMAJIHU
KOHIIEHTpalMU Ha JakToOaumiu. CaMo MpH €Ha YeTBBPT OT CIYYauTe C€ YCTaHOBH
HOpMaJHa KOHIIEHTpalus Ha Jakrobauuiu. B octanamurte 76,4% uma 3HaYUTENTHO

HapylIeHHEe B HOPMaJIHMsI ChCTaB HA MUKPOOHOMa.



v' Tlo OTHOLIEHHE Ha BIUAHUETO HA BH3PACTTa BHPXY KOJMYECTBOTO HA JAKTOOAIMINTE
B eHgomeTrpuyma rpu nanueHTku ¢ RIF u RPL ce ycranossBa, ue npu sxeHute Haja 36
TOAMHM MMa 3HAYUTETHO NMOHWKCHHWE Ha HWHTPAyTEPUHHUTE JAKTOOAIMIH, OCOOCHO
NIPH pakJaJid, CpaBHEHH ¢ Hepaxnaiu. OT MOydeHUTE Pe3y/ITaTi B IsUIaTa rpyma ce
MOTBBPIKIaBa HEraTUBHUS €(PEKT Ha BB3pacTTa BBPXY JAKTOOAIMIIHOTO HACHUINAHE H
JOMHHHUPAHE

v llenna 3a mpaktukata € 3azada 4- J-p Boaypcka e aHamusupana JAUCOMOTHYHUS
CbCTaB HA HaApYIICHUS MHUKPOOMOM, KOWTO TIOKa3a Hai-4ecTO CpeIIaHuTe
MHUKPOOPIraHW3MH, a TaKa ChIIO W BIUSHHETO UM BBPXY CTEICHTAa HAa HAPYIICHUE B
naBere u3cneaBanu rpynu. Hait-muoro (116 mim 58,3%) ca or Fungi Candida spp.,
cnensann ot OAHM Atopobium vaginae ¢ 30,7% u OAHM Mobiluncus spp. plus
Corynebacterium spp. ¢ 22,1%.

v' Ilpu aHanM3upaHe BIMSHUETO HA W30JMPAHUTE JUCOMOTHYHA MUKPOOPIaHU3MH BBPXY
CTENEHTa Ha yBpela Ha MHUKpOOMOMa IMAlMEHTKHUTE C€ Pa3/leisT Ha JBE TPYIH -C
YMEpPEHO M ChC CHJIHO HApyIIeH MHKPOOMOM. YCTaHOBSIBAaHA € HEraTMBHA BpPB3Ka
MEKAy JakrobarmanTe u (GakynTaTuBHE U obnuratHu anaepobu — Staphylococcus,
Enterobacteriaceae, Gardnerella, Prevotella, Porphyromonas, Mobiluncus u
Corynebacterium, Karo Ta3W HETaTHBHA BpB3Ka € HAW-CWIIHO U3pa3eHa IpH
Enterobacteriaceae.

v" Kato 0cobGeHo MMojie3H0 HaMHpaM IoCIeHara 3aaa4a ,,Jla ce mpoydar mojaxoaure 3a
W3Cle/IBAaHE Ha EHAOMETPUATHUS MHKPOOMOM U Ja C€ MPEeIJIOKH Ch3JaBaHE Ha
ONTUMHU3UPAH TPOTOKOJI 3a HEroBaTa OIIGHKAa C MOMOINTAa Ha TeHOM-0a3upaHH

TEXHOJOTUU "
-1300p Ha JJOCTBHI - TPAHCLEPBUKAJICH TOCTBHIL;

- HpO6OB3€MaH€" I/I360p Ha TCXHUKATa HA CHAOMCTPHUAJIHA ouorncus npen aciimpanus, 3a
Aa UMa BB3MOXHOCT IMOJTydaBaHC Ha MaTCpual 3a HU3CJICABAHC U OT I[T)J'I6OKI/IT€ CJIOEBEC Ha

€HJIOMEeTprUyMa.

- YHI/I(bI/II_II/IpaHe N CCJIICKIUA Ha MAIIUCHTKUTC 3a U3CJICIABAHC, XUPYPIrUUYHUA MCTOA U

H3M0JI3BAHUA UHCTPYMCHTApUYM

HpI/I HHTCPIIPETUPAHC Ha COOCTBEHHTE pe3yiaTaT OT AOKTOpPAHTA IIpaBU BIICYATIICHUC U €

IIOXBAJIHO ,4€ CJICIBa 06C'B)K}IaHe N CbOTBCTHUTE U3BOJU, CBIIOCTABKA C UYXKIU U3TOYHUIIH.



M3BoanTe ca ocem Ha Opoi, ca M3BEIEHHM MHOIO TOYHO, HAyYHO, aKaJEMHYHO.
[Iponstnyar OT pe3yiaTaTUTe Ha IMPOYYBAHETO U Ca IOAKPENEHU C JOCTaTbYHO [aHHU.
[lonydyeHuTe pesyaTaTy M U3BOAM MOraT JAa IOCIY)XaT 3a NOJ0OpsBaHE yCIEBaEMOCTTa U

IIPOrHO3aTa Ha MalMEHTKUTE C PENPOYKTUBHU MPOOIEMH.
Karo oco0eHo none3eH 1 KIMHUYHO IPUII0KUM CMSATaM:

1. TloBrapsiuTe ce penpoAyKTMBHM HEYCIEXHW C€ acouuupar ¢ €eHIOMEeTpHUaHa
11cO103a B IOJOBUHATA OT U3CIIEABAHUTE ClIydaH
n

2. HaJIMYMETO Ha H3pa3eHa BPb3Ka Ha MOBTAPSILIUTE CE PENPOJYKTUBHU HEYCIIEXH ChC
CHJIHO HapyLIEHHUsI MUKPOOHOM.

IIpunocuTe ca mpaBUIHO GOPMYIIHPAHH, C HAYYHO-TIPAKTUYECKA CTOWHOCT.

Oco0OeHo MEHHO ¢ pa3paboTeHaTa METOAWKa 3a KilacHu(pukamus Ha BHUIOBETE
€H/JIOMETpUaJIeH MHUKpPOOMOM, KaKTO U TPOTOKOJIMTE 3a M3CIEABAHE U IOCJEIBALIO0
MIEPCOHANU3UPAHO ETUOJIOTUYHO JIEYEHUE, KOMIJIEKCHA OLIEHKAa Ha MaTOYHAaTa KyXHHa.

[yoankanum v yyactue B KOHrpecu: J[OKTOPaHTHT € MPEACTaBUI / MyOIMKalUK

,OT TAX KaTO IIbPBU ITbPBU aBTOp-4 , CBbp3aHU C IUCCPTAIUOHHUA TPYA.

SAKJIIOYEHUE:

[IpencTaBeHUSAT MU 3a CTAHOBUIIE [AWCEPTALIMOHEH TPYyA OTroBaps Ha BCUYKHU
n3ucKkBaHus Ha [IpaBuiHMKa 3a HayyHUTE CTENEHM. B Hero ca mnpeacTaBeHW Hay4dyHU
pe3yJITaTH, KOUTO Ca LIEHHH, AKTYaIHU U IPWJIOKMMU B €XKE/IHEBHATA PAKTHKA.

Bb3 ocHOBa Ha ropeka3aHoOTO JaBaM IOJOXHUTEIHO CTAaHOBHUIIE 3a JUCEPTALMOHHUSA
tpyn Ha TemMa « CBCTAB U XAPAKTEPUCTUKA HA EHJAOMETPHUAJIHUSA
MHUKPOBUOM IIPH ITIOBTAPAIIN CE PEIIPOAYKTHUBHHMU HEYCIIEXH» 3a
IpUCHKIaHeTO Ha oOpasoBatenHa u HayyHa creneH  “JJOKTOP” na JI-p Tarsina

Tpenpapuiosa boaypcka-Ilerkosa.

02.07.2024 r. Wsrorsun cranosumero. Ha ocHoBaHue un. 59 or 33J14
I'p. Codus /Homn. n-p Becena Kapamumesa, a.m./



OPINION
By Associate Professor Vesela Karamisheva, MD, PhD
Department of Obstetrics and Gynecology
Faculty of Medicine, Medical University - Sofia

Clinic of General and Urogynecological Surgery

SBALAG “Maichin dom “ Sofia

[ am presenting this opinion in my capacity as an external member in a
procedure of acquiring an educational and scientific degree “Doctor”; professional
field 7.1 Medicine; doctoral program "Obstetrics and gynecology", according to
the Order of the Rector of MU-Pleven, Prof. Dr. D. Dimitrov, MD PhD, No.
1432/28.05.2024 and decision of the Academic Council (Protocol No.
35/27.05.2024).

About: The dissertation of Dr. Tatiana Trendafilova Bodurska-Petkova,
PhD student in independent form of study at the Department of Obstetrics and
Gynecology of the Faculty of Medicine, MU-Pleven on the topic:
"COMPOSITION AND CHARACTERIZATION OF ENDOMETRIAL
MICROBIOME IN RECURRENT REPRODUCTIVE FAILURE" with
scientific supervisors: Assoc. Prof. Tihomir Pankov Totev, MD, PhD and Assoc.
Prof. Emiliana Ilieva Konova, MD, PhD.

The opinion was prepared on the basis of the presented Dissertation and
Abstract. They are properly formulated and correspond to the requirements for
structure of scientific work, according to the Law for Development of the
Academic Staff in Republic of Bulgaria and the Rules for the Terms and
Conditions for Acquiring Scientific Degrees and Occupation of Academic
Positions at Medical University - Pleven.

Data for the PhD candidate:

Dr. Tatyana Trendafilova Bodurska-Petkova was born on February 15, 1980.
She completed her secondary education at "Yane Sandanski" Secondary School,
Gotse Delchev. She was accepted and graduated from Medical University - Sofia
in 2003. In 2012, she acquired specialty "Obstetrics, Gynecology and Reproductive
Medicine" at Medical University - Pleven. From December 2007 to September



2019, she was an assistant at Medical University - Pleven in Department of
Obstetrics and Gynecology. Since 01.10.2012 she is an obstetrician and
gynecologist at MC CIRM, Pleven. She completed numerous courses and
specializations in Bulgaria and abroad.

Relevance of the topic:

Infertility, according to the WHO definition, belongs to the group of chronic
diseases, which indicates the duration of the processes. On the other hand, it is of
strong social significance due to emotional-psychological and purely economic
aspects. Despite advances in technology and research, the percentage of affected
patients remains consistently high. This necessitates the search for new guidelines
for determining causal relationships and improving outcomes. Numerous studies
have shown the complex interactions between microorganisms in the human body,
their influence on the pathogenesis and course of a number of diseases, including
infertility. Advances in genetics and new technologies lead to the development of
completely new branches of medicine such as nutrigenetics and, accordingly, the
leading role of the microbiome in the appearance and progression of diseases.

In this regard, I consider the topic extremely interesting, modern and a
glimpse into the future directions for the development of medicine. The author of
the dissertation also clearly defines the significance of the problem already in the
introduction, and later in the exposition.

Structure of the dissertation: The work is written in literary Bulgarian and
is presented legibly and clearly. The dissertation work is written in a volume of 181
pages, illustrated with 6 tables and 45 figures. The bibliography includes 267
sources, mainly in foreign languages. This shows the actuality of the problem and
the need for a Bulgarian study. The dissertation includes: literature review - 81
pages, objective and tasks - 2 pages, clinical material and methods - 9 pages,
results and discussion - 50 pages, conclusions - 3 pages, contributions - 2 pages,
bibliography - 37 pages.

The literature review is extremely rich, informative, with a comprehensive
analysis of existing data. The main problems are also outlined: what is the
composition of the endometrial microbiota in a healthy and "Sick" (with
reproductive failure) organism and how all this affects the achievement of a desired
pregnancy.



The objective is: To implement a complex approach to initially assess the
composition and characterization of the microbiome in the endometrium, to look
for a relationship with its role in patients with recurrent implantation failures and
recurrent miscarriages, and to create a protocol for its study based on gene
technologies, with application in clinical practice.

The objective is formulated in detail and gives an idea of setting the tasks.

The tasks are 6 and their solution gives a very good opportunity to achieve
the objective.

Material and methods: This is prospective and retrospective study. A total
of 199 women with RIF and RPL, diagnosed, treated and followed up at MC
CIRM Pleven for the period October 2019 - November 2022, with an average age
of 35.69+5.16 years, were included.

The inclusion and exclusion criteria of the formed groups are correct and
precise.

The applied research methods are diverse, comprehensive and sufficient to
evaluate the developed topic. This contributes to the clarity and good analysis of
the obtained results.

Statistical processing of the results: It was carried out precisely and
methodically. Proven and modern methods for mathematical analysis of the
processed results were used.

The results of the study are presented in a consistent and systematic manner.
They consistently follow the assigned tasks.

v" Setting the first task: Determining the amount of lactobacilli in the
endometrium in patients with repeated implantation failures and
pregnancy loss, the aim is to solve one of the major problems related
to infertility. In accordance with current literature data, the high
percentage of deviations from the accepted normal concentrations of
lactobacilli is proven. A normal concentration of lactobacilli was
found in only a quarter of the cases. In the remaining 76.4%, there is a
significant disturbance in the normal composition of the microbiome.

v Regarding the effect of age on the amount of lactobacilli in the
endometrium in patients with RIF and RPL, it was found that women
over 36 years of age had a significant decrease in intrauterine



lactobacilli, especially in parous compared to nonparous. The results
obtained in the entire group confirm the negative effect of age on
lactobacilli abundance and dominance.

v" Valuable for practice is task 4 — Dr. Bodurska analyzed the dysbiotic
composition of the disturbed microbiome, which showed the most
common pathogenic microorganisms, as well as their influence on the
degree of disturbance in the two studied groups. The most (116 or
58.3%) were from Fungi Candida spp., followed by OAHM
Atopobium vaginae with 30.7% and OAHM Mobiluncus spp. plus
Corynebacterium spp. with 22.1%.

v When analyzing the influence of the isolated dysbiotic
microorganisms on the degree of damage to the microbiome, the
patients are divided into two groups - with moderately and severely
disturbed microbiome. A negative relationship was established
between lactobacilli and facultative and obligate anaerobes -
Staphylococcus,  Enterobacteriaceae,  Gardnerella,  Prevotella,
Porphyromonas, Mobiluncus and Corynebacterium, and this negative
relationship was most pronounced with Enterobacteriaceae.

v" 1 find particularly useful the last task "To explore approaches to study
the endometrial microbiome and to propose development of optimized
protocol for its assessment using genome-based technologies":

- Access selection - transcervical access;

- Sampling - choosing the endometrial biopsy technique instead of
aspiration, in order to obtain tissue from the deep layers of
endometrium;

- Unification and selection of patients for examination, surgical
technique and used instrumentation.

Interpreting the own results, it is impressive and commendable that a
discussion and relevant conclusions follow, comparing together with foreign
sources.

There are 8 conclusions and they are drawn very precisely, scientifically,
academically. Derived from research results and supported by sufficient data. The
obtained results and conclusions can serve to improve the success rate and
prognosis of patients with reproductive problems.

As particularly useful and clinically applicable I consider:



1. Recurrent reproductive failures are associated with endometrial dysbiosis
in half of the studied cases
And

2. The presence of pronounced relationship of repeated reproductive
failures with highly disturbed microbiome.

The contributions are correctly formulated, with scientific and practical
value.

Particularly valuable is the developed methodology for classification of
endometrial microbiome types, as well as research protocols and subsequent
personalized etiological treatment, complex evaluation of the uterine cavity.

Publications and participation in congresses: The doctoral student presented
7 publications and congress participations, in 4 of them as first author, related to
the dissertation work.

CONCLUSION:

The dissertation work submitted to me for opinion meets all the
requirements of the Regulations for Scientific Degrees. It presents scientific results
that are valuable, up-to-date and applicable in everyday practice.

Based on the above, I give a positive opinion on the dissertation work on the
topic "COMPOSITION AND CHARACTERIZATION OF ENDOMETRIAL
MICROBIOME IN RECURRENT REPRODUCTIVE FAILURE" for the
awarding of educational and scientific degree "DOCTOR" to Dr. Tatiana
Trendafilova Bodurska-Petkova.

02.07.2024 The opinion was prepared by: Ha ocHoBaHue un. 59 or 33J1[4
Sofia Assoc.Proff. Vesela Karamisheva, MD, PhD



