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O6nact na Bucme o6pasosanue 7. 3apaseonassate u criopt. [Ipodecuonanno napasaenne 7.1 Memuumna. Hayuna
crierpannoct 03.01.03 | ITatonoroanaroMua ¥ MTONATONOTHS

Tema: “ATIOITTO3A M HEKPOTITO3A TTPH BbBPEYHOKJIETBYEH KAPIIMHOM”
Agrop: 1-p Hesena Jensskosa Suynosa
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Karenpa: O61ma i KIMHHYHA naTonorus, cbhaeGHa MEINIIHHA M ICOHTONOTHS

Hayuen pekosoauten: Ipod. a-p Mapus Llanera, 1.m.

Ik KpaTkn Guorpaguyunn 1anHn 3a KAPHEPHOTO PAIBHTHE HA KAHIAWAATA

JA-p Hesena Jensskosa flmynosa ¢ pomena B rpax JloGpwd. 3apbpumsa cpenHo o6pasoBaHHE C OTIHYME B
IIpuposomaremarnyecka rumuaszus “"Hpan Basos" B chiums rpaa ¢ npodun Guonorns u xumus. Ilpes 2013 r.
nMpu06HBa MarMCTBPCKa CTeNeH, crieumanHoct "Meanumna" B Meauumnucku yuusepenrer ,[Ipod. JI-p [Tapackes
Crosnos" — Bapma c¢ ommmuwme. 3anousa paGora B MBAJI-/Io6pwu, karo B mepuoma 2014 r. go 2018 r e .
crietmani3ant B Kareapa no O6ma v KITHHHYHA NATONOTHSA, ChAe6HA MEIMIMHA U ICOHTONOTHA KbM MeInuHHCKH
ynusepcutet ,IIpod. a-p [Napackes Crosnos" — Bapna. IIpes 2015 r. e usbpana 3a XoHOpYBaH acHCTEHT, a ot 2019
(2020) r. ¢ penosen acuctenT KbM Katenpara no O6ia ¥ KIMHHYHA NaTONOr|s, chaebHa MeIUIMHA H ICOHTONOTHs
kbM MY-Bapua. Crenmamuct ¢ no O6ma u KIHHHYHA NATONOrHA 0T sHyapn 20191 PaGoTu Kato jieKap-acHCTeHT
kbM Kiunuka o O6ma u xmauyHa natonorus 8 YMBAJT ,,.Cs. Mapuna” EAJI — Bapua ot 2019 r. Ot 2020 roauna
€ 3a4HCNICHA 32 PE/IOBEH JIOKTOPAHT KbM KaTe/para no O6ma u KIMHHYHA natonorus Ha MY-Bapha

Kato acucrent n-p Slynosa yuactsa akTMBHO B yueGHaTa paGoTa Ha KaTeapara, IPOBEKIA MPAaKTHYECKH 3aHATHA
no Obma 1 KIMHUYHA NaTONOTHA Ha MEIMIIH, IEHTAITHH METHIIH M (hapMalleBTH Ha GBITapCKH e3HK.

A-p Anynosa e 3auucnena cue 3anoses Ne P-109-444/ 28.10.2020 3a penioBHa JOKTOpanTypa Ha Tema ,,ANONTO3a W

HEKPOMTo3a NpH GhOpeuHoOKIeThYEH KapuuHOM . BBB BPB3Ka ¢ IMCEPTAIHOHHMS CH TPYI HMa JIBE IThIHOTEKCTORH
nmyGHKamiy B GhITapcko ClMcaHwe.

J-p Sluynora e unen na Buirapckoto apyxectso no aronorus.



Il. Q0o npeacTapsine HA KAHAWIATA

[lpencTaBeHuTe MaTepPHANH HA €NEKTPOHEH H XapPTHEH HOCHTEN OTTOBapAT Ha M3MCKBaHuATa Ha [lpaBuiHuka 3a
Pa3BHTHETO Ha aKajemuuHus cheras B MY Bapna ot 2018 roamna mo Ilpouenypa 3a npunobusane va OHC
Joktop™ B MY Bapha. JIOKTOPaHTBT € TIONOMKHII M3MMT 33 JOKTOPAHTCKH MHHHMYyM NO crneuuansoct ,,O0wa u
KNMHMYHA natonorus” Ha 25.02.2022r. ¢ oTiM4HA oueHKa. JJOKTOpaHThT € OTYMCIEH C MpaBo Ha 3allMTa C’bC!
3anosea Ne P-109-357 ot 25.10.2024r.

1. OueHKa Ha JHCEPTANMOHHUS TPYA

JlncepTalMOHHUAT TPYA Ha TéMa ,,AIONTO3a M HEKPONTO3a Tpu GbOpeuHOKIeThYEH KapuuHOM™ € a00pe
CTPYKTYpHpaH ¢ 000cOOEHH OCHOBHM €NEMEHTH: BBBE/CHHE, JIMTEpaTypeH 0030p, uei H 3a7auH, MaTepHald H
METOIM, pe3yiTarTH M OOCHKIAHE, M3BOAM, NPHHOCH HAa JMCEPTAUMOHMA TPYA, NyONMKAauMu M H3M0N3BaHA
nureparypa. Toii e nanucan Ha 169 cTasjapTHM CTpaHMIHM M ¢ oHarieseH ¢ 80 Tabmuun u 65 Qurypu, karo
JIMTEPAaTYPHUTE H3TOYHULM BKIKOYBAT 266 3ar1aBus, OT KOMTO 5 Ha KMpUIMLA M 261 Ha naTHHUUA.

Temara Ha IMCEPTALMOHHMA TPy H3C/IE/BA Hal-4ecTHA TyMOp Ha GbOpexa ¢ KIMHHKOMOP(OIOrHYeH ananu3 1
ThpceHe Ha GHOMApKepH eKCIPEecHpAlli ce B TYMOPHATa ThKaH CBBP3aHM C alloNTo3a M HEKPOITO3a C OIMie]l Ha
NporHo3Mpane Ha GUOIOTHYHOTO NOBEJICHHE H BB3MOKHOCT 3a TEPANEBTHYHO MOBANABAHE HA TYMOpHTE.

JlutepaTypHus 0630p € U3uepraTeleH, aKkTyaleH, HACOYCH KbM 0OCTOMHO pa3riiekAaHe Ha eruIeMHOIOTHATA, B
CBCTA H B B'bnrapm{, pasnpee/IieHHeTo Mo I0J1, FeHETHYHATa NpeApasiioIokKeHoCT ¢ pasricKaaHe Ha OCBET
CHH/IPOMA CBBP3aHM C Pa3sBUTHE Ha TyMOpHTe Ha GbOpexa, puckoBuTe (HaKTOPH, CHBPEMEHHHTE KlacH(pHKauus Ha
" 30, KOHTO ca HHTEIPUPAaHH M €4 CBBP3aHH ¢ MOPQOIOrHYHH, HMYHOXHCTOXHMHYHH W MOJIEKYIAPHH GHOMapKepH
¢ MPOTHOCTHYHM M NMPEIMKTHBHU NapaMeTpH Ha GuOpeunHokneThuHMa KapuuHoM. OTeaHO ca pasrieaanu u obmo
MPOLECHTE Ha aloNTo3a ¢ aNoNTO30MHAYLHpams Gakrop u HekponTosa Meauupana oT RIPK3, kouro ca rasHara
€1 B HACTOAIIOTO H3CIelBaHe I10 OTHOHICHHE Ha YYacTHETO MM [PpH pPasBHTHETO Ha Gsﬁpﬂnommqm
KapLHHOM.

llenra e neuHMpaHa SCHO C M3MNOI3BAHE HA AMArHOCTHIMPAHH GHONCHYHM cay4ad Ha OnOpedHOKIeTHYEH
KAPLUMHOM CE€ AHANH3HPA MONYKONMYECTBEHO MMYHOXMCTOXMMHMYHATA EKCIIPEeCHs HAa KOHKPETHH Mapkepu 3al
anonTosa M Hekpontosa. CiydanTe ca pasfpe/ieieHd B TPH TPyNH, CboOpa3sHO C XMCTOJOTMYHMA BapHaHT Ha
xapunHoma: 20 cay4as ¢ nanuiapeH KapuuHoM, 21 nauuentu ¢ xpomoobeH U 39 ¢bC CBETIOKIETHYEH KAPLHHOM
Ha Ob0peka.

[TonyueHnTe pe3ynTaTH ca OUEHEHH CIPAMO MOPGONOrHYHM MOKa3aTeNH KaTo XMCTOJIOrMYEH THII, CTENeH Ha
audepeHManms, JOKAIN3AMA M CTAJHH, HAIMYME W IUIOLl Ha TYMODHM HEKpO3H, NPHCBCTBHE HA TYMOp-
vHGUITPUpAIIM THMGOLMTH M CBHAOBA MHBa3MA. MOp(ONOrHYHHTE HAXOAKM Ca CBIOCTABEHH C KIMHHYHM
XapaKTEPUCTHKM Ha MALMEHTHTE, KaTo I0J, Bb3pacT M mpexuBieMocT. M3nonssanuTe METONM Ca ChbBPEMEHHH,
cboOpaseHH ¢ LeNTa U 3aJa4uTe.

CobeTBeHUTe Pe3yNTaTH ca MpecTaBeHy CleABaiku peaa Ha GpopMynupanuTe 3azauu. Cnel NpeacTaBiHETO Ha
pe3y/ITaTHTe 0 BCAKA OT 33Ja4MTe € HAaNpaBeHo 06CHKAAHE M CBIIOCTABKA C JAHHHTE OT JIMTeparypara.

JI-p SlnynoBa ycTaHOBsABa, 4e LMTOIUIasMeHara excnpecusa Ha AIF B TymOpHuTe KIETKM € MO-BHCOKAa OT
HYK/ICapHaTa, HO JIMICBA PA3/IMKa CIPAMO OKOJHarta Ha Tymopa Thkawu. Hykneaphara exkcrnpecus Ha AlF ne
/ KOpeHpa ¢ HHKOil OT M3C/eABaHHTe KIMHUKO-MOP(OJIOrHYHH [10Ka3aTeNlH, J0KaTO IMTOIIA3MEHATA EKCIIPECH € B
3aBHCHMOCT OT Bb3PACTTa, CTAANA H JIMIICATA HA TYMOpHH eMboH.

[pu RIPK3 b0 ycTaHOBEHO € UMTON/IA3MEHO HUBO B TYMOPHMTE KJIETKH, NI0-BUCOKO OT AIPEHOTO
CBABPMAHHE, HO € MO-HACKO B CPABHEHHE C OKOJIHATA HA TYMOpa ThKaH.

[uronnasmenara excrnpecus Ha AIF mma orHomenue xbM numQoBacKylapHaTa WHBa3HA M aBaHCHpPaHE Ha
TyMOpa, JOKAaro uMTomnasmeHara excnpecus nHa RIPK3 e cBppsaHa ¢ audepeHumanuara M IofBaTa Ha
numpoBacKynapHa MHBa3UAL. _ §

I-p SluynoBa e MOCTHIHANA Pe3yiaTaTH, KOMTO Ca OCHOBA 3a MHTEpHpeTauud B Tasd obaact B Obaelle.
Pesynrarute ca CHCTEMarH4HO OIMCAHH, JIOTHYECKH MOAPENEHHM MO pela Ha noaydasaHeto MM. Ilomyyenure
pes3yiTaTH ca OpWruHanHM. B aMcKycHusaTa e HanpaBeHo OOCTOHHO CpaBHEHHE Ha TOIYHEHHMTE Pe3yJTaTH ¢
nyGIHKyBaHUTE B JIKTEPATYpAaTa JaHHH.

V. Ouenxa Ha ny0IHKANMATE H JJHYHUSA NMPHHOC HA JOKTOPaHTa

J1-p SInynosa e aBTop Ha 2 BJIHOTEKCTOBH MyOIHKaHK B GBATapCKH CIIMCAHMA, KaTO € €IMHHCTBEH aBTOP B €/IHO
OT TAX W 'BPBH @BTOP BbB BTOpaTa nybnuKaums.



V. Artopedepar

AptopedepaThT Ha JWCEPTAIMOHHHMA TPYA € HM3rOTBEH CBITIACHO M3WCKBaHMATA Ha [IpaBHiIHMKA Ha
aKaJleMHYHHUA cheTaB Ha MY-BapHa, kaTo oTpa3siBa aJleKBaTHO M B JIOCTaThueH 00eM CLCTOTHMETO HA M3yuYaBaHHs
npobneM, MOCTaBeHHTE LEN W eKCINepUMMEeHTAlHW 3a/layd, W3MOJ3BAHMTE METOAM 3a TAXHATA NpaKTHYecKa
peayn3aiusi, NoJyYeHUTe Pe3yNTaTH, TAXHOTO aHAJIMTHYHO ONHCAHME W MHTEPIIPETHPAHE Ha COOCTBEHMTE JaHHH,
KaKTO ¥ HallpaBeHUTEe aBTOPCKH H3BOAH M MPHHOCH.

VI. 06ma ONEHKA 32 CHOTBETCTBHETO MO OTHOUIEHHE HA 3AABIKHTETHHTE YVCJIOBHSA, KOJTHYECTBEHHTE
KPHTEPHH M HAYKOMETPHYHHTE MOKA3ATEIH, ChIVIACHO 3aKO0HA 32 PAIBHTHE HA AKANEMHTHHS
cheras B Penybaunka Buarapus u [Ipasninunka 3a npuiokenuero my.

Cnasenu ca KolnMYecTBeHHTe HaykoMeTpudHu kputepuu 3a OHC | Jlokrop®“, cbriacHo 3PACPB, [paeuanuka
3a npwiokenuero My M [lpaswiamka sHa MVY-Bapua - neobxommm e obuy c6op ot 30 Touxu: moxazaren I
(mybnukanuu) - 30 Toukm.

Jakinouenne

Karo 4nen Ha Hay4qHOTO JXYPH, JaBaM TOJOKUTENTHA OLIEHKa 3a NpuaoOHBaHe Ha Hay4YHa CTeneH ,,JOKTop'
ot 1-p Hesena XKenaszkosa Snynosa. [IpeactaBenuTe AMcepTalMoHeH Tpya, astropedepar U NMyOIMKYBaHH HayuHH
TPYAOBE OTTOBapAT Ha M3MCKBAHMATA Ha 3aKOHA 32 PA3BMTHE HA aKaJCMHYHMA ChcTaB Ha Penybnmka Bharapus

;(BPACPB) u Tlpasunuuka wa MY-Bapua. JIMcepTauMOHHMAT TPy 3acsra akTyaleH B HAYYHO M KJIMHWYHO
OTHOIIEHHE MpoGIeM, a HallpaBeHHTE 3aK/TIOUEHHS ca C MOTEHIHAN 3a ObelIM TPOyYBaHMs B 06nacTTa.

20.12.2024 ron. o, a-p Hesnpfxenkor, a.m
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To the Attention of:
The Scientific Jury,
Determined by Order No. R-109-357/25.10.2024
of the Rector of the Medical University of Varna,
Prof. Dimitar Raykov, MD, DSc

Regarding Protocol No. 1/04.11.2024

Attached, please find the following:
OPINION

Regarding the dissertation for awarding the educational and scientific degree "Doctor"
By Assoc. Prof. Deyan Lyudmilov Dzhenkov, MD, PhD, Department of General and Clinical
Pathology, Forensic Medicine and Deontology, Medical University of Varna

Appointed as a member of the Scientific Jury/Order No. R-109-357/25.10.2024 of the Rector of the
Medical University of Varna, Prof. Dimitar Raykov, MD, DSc.

Professional field 7.1 Medicine; Scientific specialty 03.01.03 "Pathology and Cytopathology”
Subject: APTOPOSY AND NECROPTOSIS IN RENAL CELL CARCINOMA

Author: Dr. Nevena Zhelyazkova Yanulova

Form of doctoral studies: full-time

Department: General and Clinical Pathology, Forensic Medicine and Deontology

Scientific supervisor: Prof. Maria Tsaneva, MD, PhD.

L. Brief biographical data about the candidate's career development

Dr. Nevena Zhelyazkova Yanulova was born in Dobrich. She graduated with honors from the Ivan
Vazov High School of Natural Sciences and Mathematics in the same city with a biology and
chemistry profile. In 2013, she obtained MD at the Medical University of Varna (MU-Varna) with
honors. She started working at the Dobrich Hospital, and from 2014 to 2018, she was a resident at the
Department of General and Clinical Pathology, Forensic Medicine and Deontology at MU-Varna. In
2015, she was elected as a part-time assistant, and since 2020, she has been a full-time assistant at the
Department. She has been a specialist in General and Clinical Pathology since January 2019. She has
been working as an assistant physician at the Clinic of General and Clinical Pathology at the St
Marina University Hospital - Varna since 2019. Since 2020, she has been enrolled as a full-time
doctoral student at the Department of General and Clinical Pathology at MU-Varna.

As an assistant, Dr. Yanulova actively participates in the educational activities of the department,
conducting practical classes in General and Clinical Pathology for physicians, dentists and
pharmacists in Bulgarian.

Dr. Yanulova was enrolled by order No. R-109-444/ 28.10.2020 for full-time doctoral studies with
subject: Apoptosis and necroptosis in renal cell carcinoma. In connection with her dissertation work,
she has two full-text publications in a Bulgarian journal.

Dr. Yanulova is a member of the Bulgarian Pathology Association.

L General presentation of the candidate



The materials presented in electronic and paper format meet the requirements of the Regulations for
the Development of Academic Staff at MU-Varna from 2018 under the Procedure for Acquiring the
ESD "Doctor" at MU-Varna. The doctoral student passed the exam for the doctoral minimum in the
specialty "General and Clinical Pathology" on 25.02.2022 with an excellent grade. The doctoral
student was given the right to enter the competition by Order No. R-109-357 of 25.10.2024

1L Assessment of the dissertation

Dr. Yanulova's dissertation is a well-structured study, incorporating the following sections:
Introduction, Literature Review, Objectives and Tasks, Materials and Methods, Results and
Discussion, Conclusions, Contributions, Publications, and References. It comprises 169 standard
pages and is enriched with 80 tables and 65 figures. The references include 266 sources (5 in Cyrillic
and 261 in Latin).

The study addresses renal cell carcinoma (RCC), the most prevalent kidney tumor, through
clinicopathological analysis and biomarker research. The focus is on identifying apoptosis- and
necroptosis-related markers expressed in tumor tissues to predict biological behavior and therapeutic
responses.

The literature review is comprehensive, up-to-date, aimed at a thorough examination of the
epidemiology in the world and in Bulgaria, distribution by gender, genetic predisposition with an
examination of nine syndromes associated with the development of kidney tumors, risk factors,
modern WHO classification, which are integrated and associated with morphological,
immunohistochemical and molecular biomarkers with prognostic and predictive parameters of renal
cell carcinoma. Separately, the processes of apoptosis with the apoptosis-inducing factor and
necroptosis mediated by RIPK3 are also examined in general, which are the main goal of the
presented study in terms of their participation in the development of renal cell carcinoma.

The goal is clearly defined using diagnosed biopsy cases of renal cell carcinoma. The
immunohistochemical expression of specific markers for apoptosis and necroptosis was analyzed
semi-quantitatively. The cases were divided into three groups according to the histological variant of
the carcinoma: 20 cases with papillary carcinoma, 21 patients with chromophobe and 39 with clear
cell carcinoma of the kidney.

The results obtained were evaluated according to morphological indicators such as histological type,
degree of differentiation, localization and stage, presence and area of tumor necrosis, presence of
tumor-infiltrating lymphocytes and vascular invasion. The morphological findings were compared
with clinical characteristics of the patients, such as gender, age and survival. The methods used are
modern and consistent with the goal and tasks.

The results are presented following the order of the formulated tasks. After the presentation of the
results for each task, a discussion and comparison with the data from the literature are made.

Dr. Yanulova found that cytoplasmic expression of AIF in tumor cells is higher than nuclear, but there
is no difference compared to the surrounding tumor tissue. Nuclear expression of AIF did not
correlate with any of the studied clinico-morphological indicators, while cytoplasmic expression
depended on age, stage and the absence of tumor emboli.

RIPK3 was also found to have a cytoplasmic level in tumor cells, higher than the nuclear content, but
lower compared to the surrounding tumor tissue.

Cytoplasmic expression of AIF was related to lymphovascular invasion and tumor progression, while
cytoplasmic expression of RIPK3 was associated with differentiation and the occurrence of
lymphovascular invasion.

Dr. Yanulova achieved results that are basis for future interpretations in this field. The results are
systematically described, logically arranged in the order in which they were obtained. The results
obtained are original. In the discussion, a thorough comparison of the results obtained with the data
published in the literature is made.



II. Evaluation of the doctoral student's publications and personal contribution

Dr. Yanulova has authored two full-text publications in Bulgarian journals, serving as the sole author
of one and the first author of the other.

V. Thesis summary

The summary of the dissertation is prepared in accordance with the requirements of the Regulations of
the Academic Staff of MU-Varna, reflecting adequately and in sufficient volume the state of the
problem under study, the set goals and experimental tasks, the methods used for their practical
implementation, the results obtained, their analytical description and interpretation of the own data, as
well as the author's conclusions and contributions.

V. Overall assessment of compliance with the mandatory conditions, quantitative
criteria and scientometric indicators, according to the Act on the Development of
Academic Staff in the Republic of Bulgaria and the Regulations for its
Implementation.

The dissertation and supporting materials meet the quantitative and scientometric criteria outlined by
the relevant Bulgarian academic regulations. The total required points (30) have been achieved,
demonstrating compliance with the Medical University of Varna's standards.

Conclusion

As a member of the Scientific Jury, I provide a positive evaluation for awarding Dr. Nevena
Zhelyazkova Yanulova the educational and scientific degree "Doctor." The presented dissertation,
summary and published scientific works meet the requirements of the Act on the Development of the
Academic Staff of the Republic of Bulgaria and the Regulations of MU-Varna. The dissertation
studies a current scientific and clinical issue, and the conclusions made haye potential for future
research in the field. /

3aTHYeHO Ha OCHOBAHHE WL 5,
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Signed:
Assoc. Prof. Deyan Lyudmilov éﬁenkov, MD, PhD







