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MMPEACEJATEJISI HA HAYYHOTO KYPHU,
ONPEAEJIEHO CBhC 3AIIOBE/I Ne 1310/28.04.2026 r.
HA PEKTOPA HA MY-IVIEBEH

CTAHOBHUIIE

oT aou. a-p Becena UBanoBa Toxoposa, 1.m.
PnkoBonuten Karegpa ,,O6ma u KiIMHAYHA NATO 10T M
Menuuuncku daxyarer Ha MeJMUMHCKH YHHBEPCHTET — Codus,

Ha3HA4Y€HA 32 BbHIIEH YJIEH Ha HAYYHOTO KypH

Omnocno: nucepTalliOHeH TPYJ 3a NPUCHKIAHE Ha obpa3oBaresiHa W Hay4yHa CTeleH
»JloKTOp* B I0KTOpCKA Mporpama ,,[1aTo10roaHaTOMHs ¥ UTONATONOTHS, npoeCHOHATIHO
Hanpasnenue 7.1. ,Menununa®“, obnact Ha Buciie oGpazoBaHue 7. »3JIpaBeona3BaHe U

cropr*.

Astop: 1-p Kpacumup Toxopos Ilerpos

Kareapa: ,,Ilatonoroanaromusn®, ®axyarer ,,Meaunuua®, MY-ILiesen

Tema: ,Mopdosoruanu XapakTepHCTHKH, TYMOPHO MbNKYBaHe W MMyHHA CTPOMHA
peaKuusi ¥ 3aBHCHUMOCT OT MYTALHOHHHS NMPO(GHI HA KOJIOPEKTAJHUTE KAPUHHOMH C

JsiBA U ASICHA JIOKAJU3ausa‘

Hay4en pvkoBoauTen: nou. a-p UBan Heaxor UBauos, 1.Mm.;

npod. aA-p Haranus Yuamaruposa, .M.

Buozpaguunu oannu na doxmopanma: n-p Kpacumup Tonopos Iletpos e poaen npe3 1968
r. 3aBbpIlBa MEAUIMHCKOTO cu oOpa3oBanue B MY-Ilinesen nmpe3 1994 r., cien koeto paboTu Kato
TepaneBT ¥ obuonpakTukysau sekap. Ot 2013 go 2017 r. cnenuanusupa ,,O01a ¥ KIMHAYHA
naronorus” B Kareapa “Ilaronmoroanaromus™ Ha MY-Ilnesen. Ilpes 2018 r. mpumobusa
CIIEIMAIHOCT M 3a104yBa paboTa KaTo jieKap — aCUCTeHT B oT/iesieHue ,,O0111a 1 KIIMHWYHA [1aTOJIoTHs ™
na YMBAJI ,.JI-p 'eopru Ctpancku® - [TneseH, naboparopus no xucronarosnorus Ha MBAJIL ,,ABuc
Memuka® - IlneBen u acucrent B Karenpa ,Ilatosoroanaromus™ Ha MVY-Ilnesen. Iloceurasan e

creuyajM3MpaHd KypCoOBE II0 TaCTPOMHTECCTHUHAJIHA IMATOJIOTHS H IIHM(bOHaTOJIOI‘PIH. YneH e Ha



B’bJ’IFapCKO APYXECTBO IIO IIATOJIOTHA, BLnrapcxn AJIMaHC 3a MNpelu3rpaHa U INCpCOHATIM3HpaHa

menunuHa, European Society of Pathology (ESP), ENGIP, Beirapcku jiekapcku Chro3.

Axmyannocm Ha memama: tpenoctaBeHuaT oT A-p Kpacumup Tomopo Ilerpos
JUCEPTALIMOHEH TPYJ € IIOCBETEH HAa aKTyaleH OHKOJIOTHYEH IpobieM: B cBeToBeH Mammad Global
Cancer Observatory oTpexaa Ha KaplMHOMa Ha KOJIOHA YETBBPTO MSCTO IO YECTOTa CpE
3JI0Ka4ECTBEHUTE 3a00JIIBaHMs U IIETO MSCTO KaTO IPUYMHA 32 CMBPT; JAHHUTE 33 PaK HA PEKTyMa
coYyaT PECIEKTHBHO OCMO M JIECETO MSCTO; B Bbirapust KOJOPEKTAIHHUAT KapIMHOM 3aeMa OlIE I10-
IpeaHy Mo3uuuy. TemaTa Ha AucepTalUsaTa € HABIHO B JyXa Ha NpelM3HaTa MeuInHa, Oa3upaHa

Ha 10Ka3aTeJICTBa, 3a IOCTUIaHEC Ha MAaKCUMaJIHa C(l)eKTI’IBHOCT " Ka4Y€CTBO HA )XMBOT Ha IMALIUCHTHUTCE.

Cmpyxkmypa Ha OucepmayuoHHua mpyo: HayyHUST Tpyn € u3nbiHeH B 203 cTpaHuuy,
BKJIIOYBAIIIN:

* YBOI — 5 CTpaHHUILIH;

e qUTEpaTypeH 0630p — 50 cTpaHuLy;

° 1I€J1 ¥ 3aJa4u — | cTpaHuua;

* MaTepuail U MeToau — 18 cTpanuny;

° pe3yJITaTd ¥ JUCKyCHsl — 79 CTpaHMIIH,

° U3BOJHU, IPUHOCH — 2 CTPAHHIIH;

* Gubnmorpadus, ykazaTenu, IPUIOKEHHS - 39 CTPaHHUIIH.

JIutepatypHusT 0630p cUCTEMATH3MPa CHBPEMEHHOTO I03HAHKE 3a ETHOJIOTHS, MOJNEKYJIIpHa
KapUMHOT€HE3a, XUCTOJNIOTHYHH XapaKTEPUCTHKH, NPEAUKTHBHU U MIPOTHOCTHYHHU OHOMApKEpH MpH
KOJIOPEKTAJIEH KapLUUHOM, aHAJIM3UPaiKK ChABPKAHUETO Ha 294 JTUTepaTypHH U3TOYHHUKA (3 OT TAX
Ha 6BIrapcKy aBTOPY; IIOBEYE OT MOJOBMHA OT nocaeauute 10 roaunn). OCHOBEH aKLEHT € II0CTaBeH
BbpDXY 3HQYCHHETO Ha JIOKalW3auuATa JsB / JECeH KOJIOH, MPOTHOCTHMYHUTE CTOMHOCTH Ha
Pa3INYHUTE XUCTOJOTHYHYU BapUaHTH, TMM(OBACKyIapHATa U [IEPHHEBPAIHA MHBA3US, TyMOPHHUTE
JICTIO3UTH. 3aJBIO0YCHO Ca ONUCAHN UMYHHHUTE XapaKTEPUCTUKH U TOIYJIAMUTe HMYHHH KJIETKH,

ydacCTBallk B IPOTUBOTYMOPHUS UMYHHUTET, KaKTO U T.Hap. TYMOPEH OBbIaUHT.

AHaJIM3bT Ha JIUTEPATY PHUTE JaHHHM J1aBa TEOPETHYHA 06OCHOBKA 32 CHO (OPMYJIHpAHa LEL:
»Ja C€ NPOyYaT MOP(OIOTHYHHATE XapaKTEPUCTHKH, TYMOPHOTO NIBIIKYBaHE M MMYHHATa CTPOMHA
peaKiys U 3aBUCUMOCT OT MYTAlHOHHMS NPOQHI HA KOJOPEKTAIHHTE KAPIIMHOMH C JIsIBA U ASCHA

JIOKaNM3aLMs " U JIOTHYHO NPOM3TUYAIIM OT Hest 5 Ha O6poit 3a1aum.

PerpocniexTrBHO ca m3cienBaHu apXuBHE MaTepuanu Ha o6uo 200 HanMeHTa, GUONCUpanu

w/umn onepupanu B YMBAJIL ,JI-p T'eopru Crpancku™ - Ilnesen 3a nepuoga 2020 — 2023 r.,



pasjieJieHd B JIB€ KOXOPTH (CHIOCKONCKM M XUPYprudnu). J[W3adHBT Ha NMPOYYBAHETO € Hay4HO
U3IbpXKaH, IOJlyYeHUTe JaHHH ca JOCTaThYHH IO 00eM, NPUIIOKEHMTE METOAM 3a aHAIA3 —
a/IeKBaTHU 3a M3IIBJIHEHHE Ha IOCTABEHUTE 3aJauyd: aHaIM3 HAa MEIUIUHCKA NOKyMEHTalus |
MaKpOCKOIICKa OLCHKAa Ha TYMOPHTE; XHUCTOJIOTHYHO H3CJIE/IBAHE, BKJIIOYHTENHO OLEHKA Ha
numdoBacKyjapHa M IIEpHHEBpaJHA HHBa3Ms, TYMODHH [EIO3MTH; aHalM3 M OlEHKa Ha
IIEPUTYMOPHHS OBJIMHT; OIICHKA Ha CTaTyca Ha HAIMYHUTE JUMGOHU BB3JIH; HMYyHOXHCTOXMMUYHO
u3cieaBane Ha mismatch repair (MMR) craryc U MaHIMTOKEPATHH; IIPOBEAECH I'€HETUYEH aHAIU3 H

CTAaTUCTHYECKH aHaJIu3 Ha IMOJIYYCHHUTE PE3YJITaTH.

CHCTEMHO U J0OPOCHBECTHO Ca M3JIOKEHH BCHYKHU IOJIyYEHH De3yJITaTd, OHarjeaeHu ¢ 48
tabmauu, 16 ¢urypu u 31 mukpodororpaduu ¢ 1o6po kayecTBo. JIMCKYCHOHHO Ca ChIIOCTABEHH
JAHHW OT JIMTEpaTypara W COOCTBEHHM pE3yJTaTH, KaTo C€ IOTBHPXKJaBa CHIIECTBYBAHETO Ha
WHTEPAKLUS MEeXIy MOPQOJIOTHYHH, HMMYHOXHCTOXMMHUYHM W  MOJICKYJIIPHO-TEHETHYHH
XapaKTepPUCTHKM Ha KOJOPEKTAIHWTE KapLUUHOMH. VIHTErpUpaHMAT aHaiu3 Ha Te3d (akTopu
M03BOJIsIBA TO-100pO pa3bupaHe Ha OMOJIOTMYHATA CBHIIHOCT Ha 3a00JsBaHETO M JONpPUHACS 32
ONTHMH3UPAHE Ha TEPANEBTHYHATA CTPATET s NIPH MAlMEHTH C KOJIOpeKTaleH KapiuuHoM. Hanpasen
€ OIIMT Ja C€ BBBEIAEC JAONBJIHUTEIIHA KOJHYECCTBCHA CHCTEMa 3a OLI€EHKa Ha KOM6PIHPIpaH
NPOTHOCTHYEH PHUCK Ype3 MHTErpanus Ha MOpQOIOrHYHM TYMOPHHM napameTpu. lIpemnoxeHust
Aggressive Score OW MOTBJI Ja c€ M3I03Ba KAaTO IONBJIHUTEIECH MPOrHOCTHYECH WHCTPYMEHT 3a
KJIMHAYHA CTpaTHQHKAlMs Ha IAlMEHTHTE ¢ KOJIOpeKTajleH KapuuHoM. Ilomydenurte pesyiraTi
TIOJIKPENAT PyTHHHOTO BKJIFOYBAHE HA MEPUTYMOPHHUs OBAMHT, THMM(pOBACKyjapHa, IIepHHEBpPaIHa

uHBa3zus ¥ MMR craryca B CTaHIapTU3HUPaH MaToJIOrH4eH IMPOTOKOJIL.

I[Ipsko NpPOM3TMYAIIM OT pe3yiTaTHTe ca HampaBeHuTe 8 u3Boga M (opMmynupaHUTe
TEOPETHYHHU, METOJOJOTHYHA M TPAKTHUKO-NIPHIOKHU TpuHocu. IIpencrasenu ca 4 myOnukanuy,
CBBP3aHH C JMCEPTAMOHHHUS TPy, 3 OT TAX Ca HAMEPHUIIM MSCTO B NMPECTHXKHH MEXIyHApOIHHU
criucanus ¢ Impact Factor. ABropedepaTsT € afeKBaTHO CTPYKTypUpaH ¥ O(OpPMEH, OTpa3sBaiky

TOYHO U M34YepnaTeIHO ChABPXKAHUETO HA IUCEPTALlUATA.

B 3akniouenue, mucepranonnusaT Tpy Ha A-p Kpacumup Tonopos IleTpos € 3a1b1604€H0 1
aKTyaJHO HAay4YHO M3CIIE/IBaHe, B KOSTO JIMYHHSAT IIPHHOC Ha AUcepTanTa € 6escropeH. Paspaborkara
CHIBPXKA HAYYHH ¥ HAYYHONPHIOKHM Pe3yJITaTH, KOUTO OTTOBAPAT Ha H3UCKBaHUsTA Ha 3aKOHA 32

pa3BHTHE Ha aKajeMu4Hus cbera B Pemy6nuka bearapus (3PACPB), [IpaBuiHuKa 3a npHjiaraHe

na 3PACPDB u [IpaBunnuka Ha MY - [1neseH.

[IpeaBu rOpen3I0KEHOTO, JaBaM YBEPEHO CBOSATA IIOJIOKUTEIHA OLICHKA 33 TUCEPTAllHOHHHUA
TPy ¥ Tpe/ylaraM Ha yBa)kKaeMUTE WICHOBE Ha HAYy4YHOTO JKypH Ja rjacyBaT NPUCHKAAHETO Ha

obpaszoBaTesHa W HaydyHa cTeneH ,,JIOKTop® Mo Hay4Ha CIELHAIHOCT ,llaTojloroaHaToMus H



uronaTosorus”, npodecuonanHo Hanpasienue 7.1. ,Meaununa“, obnact Ha BuclIe 00pazoBaHuE

7. .,3npaBeonasBane u cnopt* Ha A-p Kpacumup Toznopos IleTpos.

I'p. Codus
Ha ocHoBanue 4n.59 ot 33514
05.06.2026 r. UzrorBui:

/mou. n-p Becena MBanosa Tonoposa, 1.M./



TO

THE CHAIR OF THE SCIENTIFIC JURY,

APPOINTED BY ORDER Ne 1310/28.04.2026

OF THE RECTOR OF THE MEDICAL UNIVERSITY - PLEVEN

OPINION
by Assoc. Prof. Vesela Ivanova Todorova, MD, PhD
Head of the Department of General and Clinical Pathology,
Faculty of Medicine, Medical University — Sofia,

appointed as an external member of the Scientific Jury

Regarding: PhD thesis for the award of the educational and scientific degree
“Doctor” in the doctoral programme “Pathological Anatomy and Cytopathology”,

professional field 7.1. “Medicine”, higher education area 7. “Healthcare and Sports™.
Author: Dr Krasimir Todorov Petrov

Department: “Pathological Anatomy”, Faculty of Medicine, Medical

University — Pleven

Title: “Morphological Characteristics, Tumor Budding and Immune Stromal
Response and Their Relationship to the Mutational Profile of Left- and

Right-Sided Colorectal Carcinomas”

Scientific Supervisor: Assoc. Prof. Ivan Nedkov Ivanov, MD, PhD;

Prof. Nataliya Chilingirova, MD, PhD.

Biographical data of the doctoral candidate: Dr. Krasimir Todorov Petrov was
born in 1968. He graduated in Medicine from the Medical University — Pleven in 1994,

after which he worked as an internist and general practitioner. From 2013 to 2017 he



specialized in General and Clinical Pathology at the Department of Pathological Anatomy
of the Medical University — Pleven. In 2018, he obtained a speciality qualification and
started working as a physician assistant in the Department of General and Clinical
Pathology at UMHAT 'Dr. Georgi Stranski — Pleven, in the Histopathology Laboratory of
MBAL 'Avis Medica' — Pleven, and as an assistant at the Department of Pathological
Anatomy of the Medical University — Pleven. He has attended specialized courses in
gastrointestinal pathology and lymphopathology. He is a member of the Bulgarian Society
of Pathology, the Bulgarian Alliance for Precision and Personalized Medicine, the

European Society of Pathology (ESP), ENGIP, and the Bulgarian Medical Association.

Relevance of the topic: the PhD thesis submitted by Dr Krasimir Todorov Petrov
is devoted to a current oncological problem: on a global scale, the Global Cancer
Observatory ranks colon carcinoma fourth in frequency among malignant diseases and fifth
as a cause of death; data on rectal cancer indicate eighth and tenth place, respectively; in
Bulgaria, colorectal carcinoma occupies even more prominent positions. The topic of the
dissertation is fully in the spirit of evidence-based precision medicine, aimed at maximising

effectiveness and quality of life for patients.

Structure of the PhD thesis: the scientific work comprises 203 pages, including:
e Introduction — 5 pages;
e Literature review — 50 pages;
e Aim and objectives — 1 page;
e Materials and methods — 18 pages;
e Results and discussion — 79 pages;
e Conclusions and contributions — 2 pages;

e Bibliography, indexes and appendices — 39 pages.

The literature review systematizes contemporary knowledge on the etiology,
molecular carcinogenesis, histological characteristics, and predictive and prognostic
biomarkers in colorectal carcinoma, analyzing 294 literature sources (3 of them by
Bulgarian authors; more than half from the last 10 years). The main emphasis is on the
significance of left/right colon localization, the prognostic value of different histological

variants, lymphovascular and perineural invasion, and tumor deposits. The immune



characteristics and the populations of immune cells involved in antitumor immunity, as

well as the so-called tumour budding, are described in depth.

The analysis of the literature data provides a theoretical basis for a clearly
formulated aim: 'to investigate the morphological characteristics, tumor budding and
immune stromal response and their relationship to the mutational profile of left- and right-

sided colorectal carcinomas' and five logically derived objectives.

Archival materials from a total of 200 patients biopsied and/or operated on at
UMHAT 'Dr. Georgi Stranski — Pleven during the period 2020-2023 were retrospectively
studied, divided into two cohorts (endoscopic and surgical). The study design is
scientifically sound, the data obtained are sufficient in volume, and the methods used for

analysis are appropriate to fulfill the objectives.

All results obtained are presented systematically and conscientiously, illustrated by
48 tables, 16 figures, and 31 high-quality photomicrographs. Data from the literature and
the author's own results are compared in the discussion, confirming the existence of
interactions among morphological, immunohistochemical, and molecular-genetic
characteristics of colorectal carcinomas. The integrated analysis of these factors allows for
a better understanding of the biological nature of the disease and contributes to

optimization of therapeutic strategies in patients with colorectal carcinoma.

Directly arising from the results are the 8 conclusions and the formulated
theoretical, methodological and practical contributions. Four publications related to the
dissertation thesis are presented, three of which have been published in prestigious
international journals with an Impact Factor. The abstract is adequately structured and

formatted, accurately and comprehensively reflecting the dissertation's content.

In conclusion, the PhD thesis of Dr. Krasimir Todorov Petrov is an in-depth and
relevant scientific study in which the doctoral candidate's personal contribution is
indisputable. The work contains scientific and applied scientific results that meet the

requirements of the Academic Staff Development Act in the Republic of Bulgaria, the



Regulations for its implementation, and the Regulations of the Medical University —

Pleven.

In view of the above, I confidently give my positive evaluation of the PhD thesis
and propose that the esteemed members of the Scientific Jury vote to award the educational
and scientific degree 'Doctor' in the scientific speciality 'Pathological Anatomy and
Cytopathology', professional field 7.1. 'Medicine', higher education area 7. 'Healthcare and

Sports', to Dr Krasimir Todorov Petrov.
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05.06.2026 /Assoc. Prof. Vesela Ivanova Todorova, MD, PhD/



