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JOKTOpPCKa Mporpama ,,AKyIIepcTBO M THHEKOIOTHS

1. IlpoueaypHu BeIpocH

Ha ocxoBanue 3anosea Ha Pexropa Ha Meauumscku yausepeurer — [1nesen Ne 1087/31.03.2026r. u
pelICHKE OT MbPBO HEMPUCHCTBEHO 3aCEAAHHE HA HAYYHOTO JKYPH CbM OINPEJCIICH 32 H3rOTBAHE HA
peLeH3us o MpOoLEeAypaTa 3a 3al0KTa Ha JUCePTAaLMOHHMS TPY,T Ha A-p Ea Iletposa [lonesa.

JIOKTOpaHTBT € MPEACTABHI BCHYKH HCOOXOAMMH AOKYMEHTH, ChIVIACHO HOPMATUBHUTE U3UCKBAHMS HA
HALMOHA/HO M MHCTHTYLIHOHAIHO HMBO (3aKOHa 3a Pa3BUTHE HA aKaJEMHYHHUS ChCTaB B PeryOmika
Bwarapus u [IpaBuiHHLMTE 32 HETOBOTO NMPHIIOXKEHHUE).

II. buorpaduunu JaHHU

J1-p EBa ITetposa Lioxena 3aBbprusa Meauumna npe3 2021 r. B Meanuuncku yausepeurer — Codust.
JIOKTOpaHTBT € ¢ MHTEpECH B c(hepaTa Ha TMHEKOJIOTMYHATa OHKOJIOTHs, MOJICKY IsIpHAaTa OHOIOrHs U
CBbBPEMECHHHTE JHATHOCTHY HH MOAXOAH B MCAHLIMHATA.

[Ipe3 aexemspu 2024 r. ¢ 3auncaeHa KaTO JOKTOPAHT B cBOGOAHA (hopma kM KaTeapara 1o akymepcrso
 ruHekonorus Ha MeanuuHcku yausepeuret — [Ineen. CbpriacHO aBToOHOrpaduuHu JaHHH, Bliagee
AHITMHCKH M HEMCKH €3HK, KOCTO I ITO3BOJISIBA AKTHBHO Y4aCTHE B MEXKAyHapOAHATA Hay4Ha OOLIHOCT U
paboTa ¢ akTyaJHaTa CIICLIHaIM3HPaHa JIUTepaTypa.



Hayunara npoxykuus Ha a-p EBa Ilerposa LloHeBa, cBbp3aHa ¢ AMCEPTALMOHHUS TPY I, BKIIOYBA 3
ITBJIHOTEKCTOBH ITyOuKkarmu, neaekcupanu B Scopus 1 Web of Science.

III. AkTyasiHOCT Ha TeMaTHKaTa

Temara Ha AUCEPTALMOHHMS TPY € aKTyaIHa M Hay4YHO 3Ha4uMa. KapLMHOMBT Ha MaTOYHATa LMK
NpoAbKaBa Ja ObA€ €HO OT BOJCIIUTE OHKOJIOTHYHH 3200 1BaHHS ITPH XKCHUTE, a H3CICABAHETO Ha
MOJIEKYJIIPHUTE MEXaHU3MH, cBbp3anu ¢ HPV-unaynmpanarta kanueporeHesa, € cpes OCHOBHHUTE
HaNpaBJICHUS HAa CbBPECMCHHATAa OHKOTMHEKOJIOTHS.

Uscneasanero Ha ROMOI B kOHTEKCTa HAa OKCHAATHBHUS CTPEC U MUTOXOHAPHAIHATA JUC(YHKLIHS
nocTaBs pa3paboTKaTa B I0JIETO Ha MOAEPHATa MOJIEKY ISPHA MEAMLIMHA U Ch3JaBa MPCATIOCTABKY 3a
Pa3BUTHE Ha HOBHM JMArHOCTHYHM M MPOTHOCTHYHU MapPKEPH.

Cuuram, ye u3bpaHaTa TeMa € aKTyajHa.

IV. XapakrepucTuka Ha JMCEPTALMOHHUS TPYA

[IpeacTaBeHUAT AMCEPTALMOHEH TPYA € CTPYKTYPHPAH ChIIIACHO OOIIONMPUETHTE U3UCKBAHKS, JIOTHYHO U
T0CJIeA0BATEIHO HarmcaH. PaspaboTkara fJeMOHCTpHpa MHOTO J06pa TEOpETHYIHA MOATOTOBKA,
3aab1004EH aHATM3 Ha NpobieMa U YMEHHE 3a KPUTHYHA HHTCPIPETALMS Ha ChBPEMECHHATA JIUTEPATYPa.

PaspaboTrkara € MHTEPAUCLMIUIMHAPHA, HACOYECHA KbM Pa3IUMPSIBAHE U 00OTraTABAHE HA
(l)yHI[aMCHT AJTHUTE MO3HAHUA. T Ch3AaBa NMPCANIOCTAaBKHU 3a BHCAPSABAHC Ha HOBH ITO3HAHHA B
KJIMHUYHATA MPaKTHKa U XUcToMOp(doorndHaTa MeTogonorus. Hayunusr Tpya npeacrasisBa
GanaHCHpPaHO CHYCTAHME MEXKIY MO3HAHMA U METOAM OT HAKOJIKO C)epy Ha MEAMLIMHCKATA HAyKa U
MPaKTHKA.

[Ipeacrasenuar prkommc € nomecTeH Ha 130 crpaHuLm, npuTekaBa u clieaBa OOMONPHETaTa 3a
AMCCPTALMOHCH TPYA CTPYKTYpPa M MOCIECA0BATEIHOCT B CBOETO ChABPIKAHHE, BCTHIIUTEC/IHA YaCT
u3noxenue, umoctpupa € ¢ 20 Gpurypu u 4 Tabmvm. 3asbprusa ¢ gedunupanu 7 ussoxa. [Ipeacraseru
ca 3 MPUHOCH ¢ HAayYHO-NPAKTHYCH H/HIIM OPUTHHANICH XaPAKTep U 4 TPHHOCH € Hay9H0-TEOPETHICH
xapakrep. Msnonssanu ca 96 nurepaTypHH M3TOYHKMKA HA aHTTHMCKHU C3HK.

[Ipencrasenu ca 3arnaBus OT 3 6pOsi IBJIHOTEKCTOBH Iy GIMKALMHU B M3AAaHHS MHACKCUPAHH B SCOPUS H
Web of Science.



V. JIutepaTypeH 0030p

JlurepatypHusT 0630p € HamucaH Ha 6a3a 3aAb1004CH aHaIM3 Ha ChbBPEMEHHHOTO TCOPUTHIHO
nosHasaHe 1o npobyema. [IpeacTaBeHn ca CHHTE3UPaHU HaydHH JaHHM oTHOCHO HPV-unayumpanara
KAHIIEPOTeHE3a, OKCHAATHBHHSA CTPEC M MUTOXOHAPHAIHATa perynamus, kakTo 1 otHocHo ROMOLI u
HEroBsarta poJs.

[Moapo6HO pasrieAaHy U CXEMAaTHYHO OHATTICACHHU Ca MEXaHM3MHMTE Ha AckicTBue Ha HPV
OHKONPOTEUHMUTE, POJIATA HA PEAKTHBHUTE KUCIOPOAHH (JOPMM, MUTOXOHIPHATHATA AUCHYHKIMA 1
3HaueHHeTo Ha ROMOI B pas MYHM HEONIACTHYHH TPOLICCH U ETaNH OT OHKOTreHe3aTa. ABTOPBT
YCIIENTHO aHATM3HUPa K CHCTEMATU3UPa A0CTAaThYCH 00eM HaydHa HH(OpMAIKs, KaTO Ch3JaBa 1
apryMEHTHPA XMIIOTE3H 3a NOCICABAIIOTO COOCTBEHO MPOYYBAHE.

VI. llen, 3aaa4yu, MaTepuaIu U METOAH

[lenTa Ha AMCEPTALMOHHMS TPY A € IOAYMHEHA HA 3aIJIaBUCTO, SICHO (hOpMyTHpaHa, KaTo ¢ chobpascHa
ChC CHBPEMEHHMTE HAYYHH TCHACHLMH B 0071aCTTa Ha MOJIEKY/IIPHATa OHKOTHHEKOJIOTHS.

[TocTaseHuTe 3a4a44 Ca KOHKPETHH, IOAIMHCHH Ha LE/ITA HAa IPOYYBAHETO, IOTHIHH, IPABHIIHO U
T0CIeA0BATEIHO CTPYKTypupany. Hacouenu kpMm oueHka Ha excripecusita Ha ROMO]1 no ontumarsa
MeToauKa B pasmranuTe etany Ha HPV-acommmpanara nepsukaiHa HEOMa3usl.

[IpOBEACHOTO MPOYYBAHE BKIFOYBA MMYHOXUCTOXHMMUUCH aHATH3 HA CETICKTUPAHH ThKaHHH POOH,
PENpe3eHTATHBHH 32 HOPMaJIHA LIEPBHUKAIHA ThKaH, IPCKAHLIEPO3HHU JI€3MH U HHBa3UBCH KAPLIMHOM.
U3non3BaHUTE METOAM €A CHbBPEMEHHHU, YTBBPACHH B PAKTHKATA, CbOOPA3EHH C IOCTABEHUTE LICIH U
MO3BO/ISIBAT HAAEHKIHA CTATUCTUYECKA U MOP(OJOTHYHA OLEHKA Ha MOTYYEHHUTE PE3YJITATH.

VII. Pe3ynTaTH OT NPOYy4YBAHETO

PesynTaTure ca OMMCAHM ACHO, OHATIIEACHHU IPa(pUUHO, TOTHYHO U TIOCIICAOBATEIHO H3IoXeHH. JlaHHuTe,
NPEACTABCHH B H3JIOKCHHMETO, NOKA3BaT 3aKOHOMEPHOCTH B ekcrpecusita Ha ROMO1 B pazmranuTe
craguu Ha HPV-acoummpanara Heommnazus.

BaxkeH akueHT B pesyarature ¢ omucaHara Bucoka ekcrpecust Ha ROMO1 npu unTpaenureHuTe
LCPBUKATHUA JIE3UH U IMOCJICABAINATa TCHACHLMS KbM HAMA/SIBAHE P MHBA3UBEH KaPLIUHOM.

[TonyvenuTe AaHHU Ca aHATU3UPAHH YPE3 MOAXOASAIIO NOAOPAHH, YMECTHH 32 KOHKPETHHUTE U3BAAKH
CTATHCTHYCCKU METOAH U Ca UHTEPIPETUPAHU B KOHTEKCTA HA ChbBPEMEHHMAT TEOPUTHYCH U
NPAKTHYECKHU OIUT U 3HAHUS, IOMECTEHH B AKTYaJIHH HAYIHH H3JaHUS.



VIII. O6¢cbixnane, M3BOAH U MPUHOCH

B paszena ,,O6¢cbxnance’, noxropautst a-p EBa [lerposa LloneBa, nemMoHCTpHpa crIOCOOHOCT 3a CHHTES,
AHAJIMTHYHO U KpUTHIHO MucjeHe. COOCTBEHHTE pe3y ITaTH Ca ChIIOCTABEHH C ITy JIMKYBaHH PE3yJITaTH
JIMTEPATYPHU JAHHH U Ca U3BCACHH JIOTHYHH, PABAONIOA00HH U 100PE apryMEHTEPAHH 3aK/IFOUCHUS.

DopMyIMpaHUTE H3BOAH Ca B ChOTBETCTBHE C IIOCTABCHUTE LICIIH M 3a8a91 U IPOU3X0XKAAT MIPSKO OT
MPOBEACHOTO U3CICABAHE. -

[IpuHOCHTE Ha AUCEPTALMOHHMS TPY Ca C HAYYHO-TEOPETHYCH M HayIHO-NPHIIOXKEH XapakTep. 3a MePBH
BT CC MpezIara MOAEN Ha AuHamudHa excrpecus Ha ROMOI B paznuanute ctaguu Ha HPV-
aCOLMMPAHATa LIEPBUKAHA KAHLIEPOreHE3a.

OcobeHO LIEHEH NMPUHOC € YCTaHOBABAaHETO Ha noTeHumanHara poiast Ha ROMO1 kxaro mapkep 3a akTHBHa
TYMOPHA TpaHC(OPMALMs U KaTO Bb3MOXKCH IMPOrHOCTHYCH IOKA3aTe N MPH KapLMHOMAa Ha MaTOYHaTa
LIHHKa.

Pegynrarure OT H3CIEABAHETO MPUTEKABAT PEajiCH MOTCHLMA 3a 6BACIIO NMPHIOKEHUE B
JUarHOCTHYHATa MOP(OIOrHYHA MPAKTHKA U NIEPCOHATM3UPAHH TEPATICBTHYCH IOAXO/ IPHU MALMEHTKH C
HPV-acoumupanu ne3un.

IX. Ily6amKkauoHHa aKTUBHOCT

Hayunure pesynrari, mpou3TeKIM OT AUCEPTAUMOHHMS TPY €a MOy ISPU3HPAHH Upe3 Ty OIHKaLHy B
MEXAYHapOJHH Hay4HH CIIMCaHus, HAeKcupanu B Scopus u Web of Science, kaxTo u npeacraBeHu Ha
CBIICCTBCHU MEXIyHApOoAHH HaydHH (opymu, BmouaurenHo ESGO u EUROGIN.

Hy6nnxax.mox—mara AKTHBHOCT Ha AOKTOPAHTA HAN'b/JIHO IMOKPHUBA MUHHUMATTHHUTC HAllMCHAJTHHM U3HCKBAHHA
3a npuaoOuBaHe Ha 0Opa30oBaTE/IHATA U Hay4Ha CTereH ,,JJokTop™.

X. ABTopedepar

[Ipeacrasenmsar asropedepar e ¢ obugaiiHa CTpyKTypa ¥ 06eM, IPEACTABIL JOCTOBEPHO CTPYKTYpaTa,
MCTOIOJIOTHATA, PE3YITATHTE, H3BOAUTE U IPUHOCHUTE TIOMECTEHH B JUCCPTALIMOHHUS TPYA.

XI. lIpennopbku

HomepauusaTa Ha urypute 1 TAXHOTO O30BaBaHE B TEKCATA € yMECTHO /A CE MPEIIEAA U KOPHIHPa,
CBOTBETHO € TAXHaTa nopeaHocT. Ha MecTa B TekcTa ¢ OTKPUBAT MyHKTYALMOHHH HETOYHOCTH U
MHTCPBAIH, KOUTO Ca MOYTH HEU30EKHU 3a rOJsIM 00eM TeKCT. M3n013BaHeTo Ha Yy>KAMIM B TEXHHYECKH
TCKCT Ca NpUAOOUIM MHMPOKA MOMYISIPHOCT U IO MPUEMaM KaTo 9acT OT €3MKOBATa ,,CBOMIOLMA ™, HO OHX
TMIOCHBETBAT AOKTOPAHTA Ja CE MPHABPIKA KbM OBIArapcKkust €3UK M Ja U3M0JI3Ba OBIrapCKuTe



CKBHBAJICHTH Ha AyMH KaTO , MMIUTHKALMH  (M3M0J3BaHO B KOHTEKCT: ,, KIIMHMYHN HMITIHKALMH U
Obaemm Hacoku ). Usnonssaneto Ha ROMO]1 karto , J0mbIHHTEICH AMarHOCTHICH MapKep™ TPH JIe3HH
Ha MaTOYHATA LIMMKA € BAXKCH aCIICKT M MPEHopbYBaM Ha AOKTOPAHTA Ja 3abI004YH NMPOYIBAHHATA CH B
Ta3H NOCcoKa B ObaeLe (IIpH XKEJIaHHE U Bb3MOXKHOCT OT HElHa CTpaHa).

XII. 3axkmroueHue

[IpeacTaBeHUAT AUCCPTALMOHEH TPYA ChAbPIKA 3HAYMMHU HAYIHH H HAYIHO-IPHIOXKHH IPHHOCH U
OTroBaps Ha M3UCKBAHMATA HA HOPMaTHBHaTa 6a3a (3aKOHa 3a Pa3BUTHE HA aKaJEMUYHIs CHCTAB B
Peny6nuka Bbarapus u [IpaBriHnka 3a HErOBOTO MPHIIOXKEHHUE).

[IpeacraBenusT auceprauoHeH TpyA Ha a-p Epa Ierposa Llonesa € o cBOsTa CHIUIHOCT € 3aBBPIICHO
CAMOCTOSATETHO HAay49HO M3CJIE[BAHE C BUCOKA TCOPETHIHA M MPAKTHIECKA CTOUHOCT, H3MIBJIHEHO B
CBOTBETCTBHE C ABPYKABHHTC H HHCTHTYLIHOHATHH H3HCKBAHMSL.

B3 OCHOBa Ha FOPEH3JI0XKEHOTO JaBaM CBOATA IOJIOKUTEIIHA OLICHKA ¥ yOSACHO MPEnopsuBaM Ha
YJICHOBETE HA YBAXKAEMOTO HAy4HO JKyPH Ja JaJaT CBOATA MOJIOXHUTENHA OLICHKA 33 MPHCHKIAHCTO Ha 1I-
p EBa INetposa LloneBa Ha 06pasoBaTeiHaTa U Hay4Ha CTENEH ,,JOKTOp™ 1o Hay4HaTa CrIeIHaTHOCT
AKy1IepcTBO ¥ FTHHEKOIOTHS .

Jata: 18.05.2026 )
Moanuc: ... Ha ocHoBanue un.59 ot 33111

/Tou. a-p Usan Henxos MBanos, a.m./
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regarding the dissertation thesis of Dr. Eva Petrova Tsoneva entitled:
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submitted for the acquisition of the educational and scientific degree “Doctor™
in the field of higher education 7. “Health Care and Sports”,
professional field 7.1 “Medicine™,

doctoral programme “Obstetrics and Gynecology™

I. Procedural issues

Based on the order of the Rector of the Medical University - Pleven No. 1087/31.03.2026 and
the decision of the first absentee meeting of the scientific jury, I am appointed to prepare a
review on the procedure for the defense of the dissertation work of Dr. Eva Petrova Tsoneva.

The PhD candidate has submitted all necessary documents, in accordance with the regulatory
requirements at the national and institutional level (the Academic Staff Development Act in the
Republic of Bulgaria and its implementing regulations).

I11. Biographical data

Dr. Eva Petrova Tsoneva graduated from the Medical University of Sofia in 2021. The PhD
candidate has interests in the field of gynecological oncology, molecular biology and modem
diagnostic approaches in medicine.

In December 2024, she was enrolled as a free-form doctoral student at the Department of
Obstetrics and Gynecology of the Medical University of Pleven. According to autobiographical
data, she 1s fluent in English and German, which allows her to actively participate in the
international scientific community and work with current specialized literature.

The scientific output of Dr. Eva Petrova Tsoneva, related to the dissertation work, includes 3
full-text publications, indexed in Scopus and Web of Science.



I11. Relevance of the topic

The topic of the dissertation is relevant and scientifically significant. Cervical cancer continues
to be one of the leading oncological diseases in women, aud the study of molecular mechanisms
associated with HPV-induced carcinogenesis is among the main directions of modern
oncological gynecology.

The study of ROMOI1 in the context of oxidative stress and mitochondrial dysfunction places the
development in the field of modern molecular medicine and creates prerequisites for the
development of new diagnostic and prognostic markers.

I believe that the chosen topic is relevant.

IV. Characteristics of the dissertation work

The presented dissertation work is structured according to generally accepted requirements,
logically and consistently written. The work demonstrates very good theore.ical knowledge of
the PhD candidate, in-depth analysis of the problem and the ability to critically interpret
contemporary literature.

The dissertation work is interdisciplinary, aimed at expanding and enriching fundamental
knowledge. It creates prerequisites for implementing new knowledge in clinical practice and
histomorphological methodology. The scientific work represents a balanced combination of
knowledge and methods from several areas of medical science and practice.

The presented manuscript is written on 130 pages, has and follows the generally accepted
structure and sequence for a dissertation work in its content, introductory part and results. It is
illustrated with 20 figures and 4 tables. It ends with 7 defined conclusions, 3 contributions of a
scientific-practical and/or original nature and 4 contributions of a scientific-theoretical nature are
presented. 96 literary sources in English were used.

Titles of 3 full-text publications in issues indexed in Scopus and Web of Science are presented.

V. Literature Review

The literature review is written on the basis of a thorough analysis of the current theoretical
knowledge on the problem. Comprehensive scientific data on HPV-induced carcinogenesis,
oxidative stress and mitochondrial regulation, as well as ROMOI and its role are presented.
The mechanisms of action of HPV oncoproteins, the role of reactive oxygen species,
mitochondrial dysfunction and the importance of ROMOI in various neoplastic processes and
stages of oncogenesis are examined in detail and schematically illustrated. The author
successfully analyzes and systematizes a sufficient amount of scientific information, creating
hypotheses for the subsequent own research.
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V1. Purpose, tasks, materials and methods

The purpose of the dissertation is corresponding to the title, clearly formulated, and is consistent
with modern scientific trends in the field of molecular medicine and oncologic gynecology.

The tasks set are specific, corresponding to the purpose of the study, logical, correctly and
consistently structured. Aimed at assessing the expression of ROMO1 using an optimal
methodology in the different stages of HPV-associated cervical neoplasia.

The study includes immunohistochemical analysis of selected tissue samples, representative of
normal cervical tissue, precancerous lesions and invasive carcinoma. The used methods are
modern, well-established in practice, consistent with the set goals of the study and allow for
reliable statistical and morphological evaluation of the obtained results.

VII. Results of the study

The results are described clearly, illustrated with graphics, logically and consistently presented.
The data presented in the presentation show patterns in the expression of ROMOI in the
different stages of HPV-associated neoplasia.

An important emphasis in the results is the described high expression of ROMOI in
intraepithelial cervical lesions and the subsequent tendency to decrease in invasive carcinoma.
The obtained data were analyzed using appropriately selected, relevant statistical methods for the
specific samples and were interpreted in the context of modern theoretical and practical
experience and knowledge, published in current scientific publications.

VIIL. Discussion, conclusions and contributions

In the "Discussion" section, the PhD candidate Dr. Eva Petrova Tsoneva demonstrates the
ability for synthesis, analytical and critical thinking. The results from the study are
comparable with published results in literature data and logical. Plausible and well-
argued conclusions are drawn.

The formulated conclusions are in accordance with the set goals and objectives and
originate directly from the conducted research.

The contributions of the dissertation work are of a scientific-theoretical and scientific-
applied nature. For the first time, a model of dynamic expression of ROMO1 in the
different stages of HPV-associated cervical carcinogenesis is proposed.

A particularly valuable contribution is the establishment ot the potential role of ROMO1
as a marker for active tumor transformation and as a possible prognos.ic indicator in
cervical carcinoma.



The results of the study have real potential for future application in diagnostic
morphological practice and personalized therapeutic approaches in patients with HPV-
associated lesions.

IX. Publication activity

The scientific results resulting from the dissertation work have been popularized through
publications in international scientific journals indexed in Scopus and Web of Science, as well as
presented at significant international scientific forums, including ESGO and EUROGIN.

The publication activity of the PhD candidate fully covers the minimum national requirements
for acquiring the educational and scientific degree "Doctor".

X. Abstract

The submitted abstract has a usual structure and volume, faithfully presenting the structure,
methodology, results, conclusions and contributions contained in the dissertation work.

XI. Recommendations

The numbering of the figures and their references in the text should be reviewed and corrected,
respectively, with their order. In places in the text, punctuation inaccuracies and spaces are
found, which are almost inevitable for a large volume of text. The use of foreign words in
technical text has gained wide popularity and I accept it as part of the linguistic "evolution", but I
would advise the PhD candidate to stick to the Bulgarian language and to use the Bulgarian
equivalents of words such as "implications" (used in the context: "Clinical implications and
future directions"). The use of ROMOI as an "additional diagnostic marker" in cervical lesions is
an important aspect and I recommend that the PhD candidate deepens her research in this
direction in future (if she wishes and is able to do so).

XII. Conclusion

The presented dissertation contains significant scientific and scientific-applied contributions and
meets the requirements of the regulatory framework (the Academic Staff Development Act in the
Republic of Bulgaria and its implementing regulations).

The presented dissertation of Dr. Eva Petrova Tsoneva is, in its essence, a completed
independent scientific study of high theoretical and practical value, carried out in accordance
with state and institutional requirements.



Based on the above, I give my positive assessment and I strongly recommend that the members
of the esteemed scientific jury give their positive assessment for awarding Dr. Eva Petrova
Tsoneva the educational and scientific degree "Doctor" in the scientific specialty "Obstetrics and
Gynecology". ‘

Date: 18.05.2026

Signature: HaOCHOBaH"e 4n.59 ot 3314

/Assoc. Prof. Ivan Nedkov Ivanov, MD Ph.D/



