
no
IIPEACEÅATEJIA HA HAYLIHOTO *CYPH,
OIIPEÅEJIEHO 3Ar10BEÅ N! 1310/28.04.2026 r.HA PEKTOPA HA MY-IIJIEBEH

CTAHOBHU(E

OT aou. A-p Bece.ma IdBaHOBa TonopoBa, A.M.

PbKOBOAHTeJ1KaTenpa „061ua n KJIHHWIHa naT0J10rnq"

MeAH11HHcKH d)aKYJrreT Ha MeAHUHHCKHYHHBepcHTeT — Cod)Hf1,

lla3HaqeHa 3a BbHmeH t1J1e•H Ha Hayt1H0T0

OnmocHo: AHCePTaUHOHeH 3a Ilpnc6)KJ1aHe Ha 06pa30BaTeJIHa H Hayt1Ha cTeneH

,Å0KTop" B AOKTOPCKa nporparvra „IIaTonoroaHaTOMH%H IIHTonaTOJ101"H51", npo(becH0HaJIH0

HanpaBJ1eHue 7.1. „MeÄH11HHa", 06J1aCT Ha BHC111e 06pa30BaHne 7. „3npaBe011a3BaHe H

cnopT"

ABTop: A-p KpacHMH1) TonopoB IleTPOB

KaTenpa: „IIaTOJ10roaHaTOMHf1", (baKYJITeT „MeAH11HHa", MY-IIneBeH

Tertia: xapaKrrepncTHKH, 'IYMOPHO 11b11KYBaHe n HMYHHa CTPOMHa

peaKIÅHH n 3aBHCHMOCT OT MYTa1ÅH0HHHf1 npod)HJ1 Ha KOJIopeK•raJIHHTe KaPUHHOMH C

JIHBa n nqcHa JIOKaJIH3a1UIH"

HayqeH PbKOBOAHTeJ1: AOI(. A-p "Ball HeAKOB VIBaHOB, A.M.;

npod). A-p HaTaJIHf1 LIHJIHHrnpoBa, A.M.

BuozpaØut1HL1 Damtu na Dmcmopanma: A-p Kpacmup TonopoB Ile-rpoB e poneH rlpe3 1968

r. 3aBbP111BaMeÅHUHHCKOTO CH 06pa30BaHHe B MY-IlJ1eBeH npe3 1994 r., cnen KOeTO pa60TH KaTO

TepaneBT H 06LL10npaKTHKYBa111 neKap. OT 2013 no 2017 r. cneuuaJIH3upa „06111a H KJIHHUt1Ha

naTOJ101'H%" B KaTenpa "TIaTOJ10roaHaTOMH51" Ha MY-IIJ1eBeH. Mpeg 2018 r. IIPHA06HBa

CilenuaJIHOCT H ganoqBa pa60Ta KaTO JleKap — aCHCTeHT B OTAeJ1eHue „06ma H KJIHHHt1Ha naTOJ10rnq"

Ha YMBAJI „Å-p reoprH CTPaHCKH"- LIJIeBeH, na60paTopH% 110 XHCTonaTOJ101"HHHa MbAJI „ABHC

MeÅHKa" - IlneBeH H aCHCTe1-1T B Karrenpa ,JIaTOJ10roaHaTOMHS1" Ha MY-IIneBeH. floce111aBaJ1 e

ClleUHUIH3HPaHH KypcoBe no raCTPOHHTeCTHHaJIHa naTOJ10FHf H JIHM(bonaTOJIOrHA. LIJIeH e Ha

1



BBJ1rapcK0 npyxecTB0 no naT0J10rH51, bbJ1rapcKH annaHC 3a npe11H3HpaHa H nepc0HaJIH3npaHa

MenVIUHHa, European Society of Pathology (ESP), ENGIP, bbJ1rapcKH JleKapCKH CbY03.

AKmyaJIHocm l-ta memanaa: npeAOCTaBeHHAT OT A-p Kpacvnmp TonopoB IleTPOB

AHCePTa11HOHeH Tpyn e 110CBeTeH Ha aKTyaJ1eH OHKOJIOFHHeH np06J1eM: B CBeTOBeH Mama6 Global

Cancer Observatory 0Tpe)KÅa Ha KaPUHHOMa Ha KOJIOHa qeTBbPT0 M51CTO TIO qecT0Ta cpeÅ

3JIOKaqeCTBeHHTe 3a60J151BaHH% H neT0 MACTO KaTO npHt1HHa 3a CMbPT; naHHHTe 3a paK Ha peKTYMa

coqaT pecneKTHBHO OCMO u neceT0 MACTO•, B bbJ1rapHfl KOJIopeKTUIHHHT KaPUHHOM 3aeMa 011-xe no-

IIPeÄHH 1103HUHH. TeMaTaHa AucepTa11M51Tae Ham,JIHO B Ayxa Ha npe11H3HaTaMeÅHUHHa, 6uupaHa

Ha AOKa3aTeJICTBa, 3a nocTuraHe Ha MaKCVIMUIHa ed)eKTHBHOCTm KaqecTB0 Ha )KUBOT Ha naumeHTHTe.

Cnapywnypa Ha Ducepmaquomtun mpyD: HayHHHSIT rrpyn e H3r1"bJIHeH B 203 CTPaHHUH,

BKJIK)HBa11ÅH:

• YBOÄ — 5 CTPaHHUW,

• JIHTeparrypeH 0630P — 50 CTPaHHLIH•,

• uen H 3aAa11H — 1 CTpaHHua•,

• MaTepuaJ1 MeTOÅH — 18 CTpaHuuu•,

• pe3YJITaTH — 79 CTpaHmuw,
• H3BOÅH, npvmocm — 2 CTPaHHUW,

• YKæaTeJIH, IIPHJIO)KeHHA - 39 CTPaHHUH.

JIHTepaTypHHflT 0630P CHCTeMaTH3upa CbBpeMeHHOTO 1103HaHHe 3a eumonorH51, MOJIeKYJIAPHa

KapuvmoreHe3a, XHCTOJIOI'HHHH xapaKTepHCTHKH, IIPeÅHKTHBHH H TIPOFHOCTHHHH 6HOMaPKePH
KOJIopeKTaJ1eH KaPUHHOM, aHaJIH3HpaiiKH CbAbP)KaHneTO Ha 294 JIHTepaTypHHH3TOHHHKa (3 OT THX

Ha 6bJ1rapcKH aBTopw,110Beqe OT 110JIOBHHa OT nocJ1eÅHHTe 10 FOAHHH). OCHOBeH aKUeHT e T10CTaBeH

Bbpxy 3HaqeHmeT0 Ha JIOKUIH3aUHxra JIHB / AeceH KOJIOH, IIPOFHOCTHHHHTe CTOÜHOCTH Ha

pa3JIHHHHTe XHCTonorW-1HH BapmaHTH, H nepHHeBpaJIHa HHBUHSI, TYMOPHHTe

Aer103HTH. 3aÅbJ160qeHO ca 011HcaHH HMYHHHTe xapaKTepHCTHKH H norlYJ1aLIHHTe UMYHHH KJ1eTKH,

yqacTBa111H B IIPOTHBOTYMOPHHH HMYHHTeer, KaKTO H T.Hap. TYMOPeH 6bAHHr.

AHQTIH3bT Ha JIHTepaTypHHTenaHHH naBa TeopeTHHHa 060CHOBKa ga ACHO uen:
, ce npoyqaT xapaKTepucTHKH, TYMOPHOTO 11b11KYBaHe HMYHHaTa CTPOMHa
peaK11HR M 3aBHCMMOCT OT MYTaUHOHHHA Ha KOJIOPeKTaJIHHTe KaPUHHOMH C JIABa M AAC1--1a

JIOKaJIH3aUHS1" H norw-1H0 IIPOH3TmqaL11H OT Hen 5 Ha 6poii 3anaqu.

PeTPOCIEKTHBHO ca H3CJ1eÄBaHH aPXHBHH MarreppraJIH Ha 061110 200 nallHeHTa, 6H011CHPaHU
H/HJIH onepnpaHH B YMbAJ1 „A-p reoprn CTPaHCKH"- IIJ1eBeH 3a nepuona 2020 — 2023 r.,
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pa3ÅeJ1eHH B ABe KOXOPTU (eHÅOCK011CKH H xmpyprHHHH). ÅH3aiiHbT Ha npoY1-1BaHeT0 e HayqH0

H3ÅbP)KaH, 110J1yqeHHTe naHHU ca AOCTaTbHHV1 no 06eM, IIPHJIO)KeHHTe MeTOÅH 3a aHUIH3

aneKBaTHH 3a H3r1bJIHeHne Ha 110CTaBeHHTe 3anaqq: aHaJIH3 Ha MeÅHUUHCKa AOKYMeHTaLIH% H

MaKPOCKor1CKa Ol_1eHKa Ha TYMOPHTe; XHCTOJIOFHHHO H3CJ1eÅBaHe, BKJT1-Ot1VITeJIHO oueHKa Ha

H nepHHeBpaJIHa UHBUH%, TYMOPHH ne1103HTH•, aHaJIH3 H oueHKa Ha

nePHTYMOPHH% 6bAHHr•, oueHKa Ha cTaTyca Ha HUIWIHHTe Bb3JIW, HMYHOXHCTOXHMHLIHO

V13CJ1eÅBaHe Ha mismatch repair (MMR) CTaTYC naHLIHTOKepaTHW, npoBeneH reHeTHHeH aHaJIH3 H

CTaTHCTHqeCKH aHaJIH3 Ha nonyqeHHTe pe3YJITaTM.

CHCTeMHO H Å06POCbBeCTHO ca H3JIO'A€ey-1H BCHHKH nonyqeHH pe3YJITaTH, OHarneneHH C 48

Ta6JIHLIH, 16 (burypu H 31 C Å06po KaqecTB0. AHCKYCUOHHO ca Cb110CTaBeHH

naHHH OT JIMTepaTypama H C06CTBeHH pe3YJITaTH, KaTO ce 110TBbP)KÅaBa Cb11xeCTBYBaHeTO Ha

HHTepaK11HH Mexny MMYHOXUCTOXUMHHHH H MOJIeKYJMPHO-reHeTHHHH

xapaKTepHCTHKH Ha KOJIopeKTaJIHHTe KaPUUHOMH. HHTerpupaHH%T aHaJIH3 Ha 're3H (baKTopu

1103BOJIABa no-n06po pa36HpaHe Ha 6HOJ10rHt1HaTa Cb1UHOCT Ha 3a60JIABaHeTO nonpHHacq 3a

OllTHMH3HPaHe Ha •repaneBTHtmarra cTpaTerHA nanneHTU C KOJIOPeK'ra.J1eH KaPUHHOM. HanpaBeH

e OTIHT na ce BbBeAe A011%JIHwreJIHa KOJIMqecTBeHa CHCTeMa 3a oqeHKa Ha KOM6HHHPaH

nporHocrrmqeH pucrc qpe3 HHTerpaLIHH Ha TYMOPHH napaMe-rpn. IlpeÅJ10xeHHHT

Aggressive Score 6m MOEbJ1 Aa ce U3110J13Ba KaTO A011bJIHHTeneH nporHOCTHHeH UHCTPYMeHT 3a

KJIHHVfHHa Ha nanneHTHTe C KOJIopeKTU1eH KaPUHHOM. flonyqeHHTe pe3YJITaTH

nomcper1%T PYTHHHOTO BKJIYOHBaHe Ha nepHTYMOPHH% 6bÅHHr, nepHHeBpaJIHa

MMR cTæryca B cTaHÅapTH3upaH naT0J10ruqeH IIPOTOKOJI.

Ilpmco npoH3Tuqa111H OT pe3YJITaTHTe ca HanpaBeHHTe 8 H3BOna H (bopMYJ1upaHHTe

TeopeTHt-1HH, MeTOÄOJ101'HHHH H npaKTHKO-HPHJIO)KHH IIPHHOCU. IlpencrraBeHH ca 4 ny6JIHKaUUH,

CBbP3aHH C AHCePTaUHOHHHH rrpyn, 3 OT THX ca HaMePHJIH MACTO B IIPeCTH)KHH MOKÅYHaPOÅHH

CHUCaHH51 c Impact Factor. e meKBaTHO cnYKTypupaH 0(bopMeH, 0Tpa3flBaiiKM

TOLIHO H H3qepnaTeJIH0 cbAbpxaHueT0Ha AHcepTaumma.

B 3awuoqenue, AUCePTaLIHOHHH51T I-la A-p Kpacmmp TOÅopoB FleTpoB e 3aÄ%J160qeH0

aKTyaJIH0 Hay-IHO H3CJ1eÅBaHe, B KoeTO JIHHHH%T IIPHHOC Ha nvrcepTaHTae 6e3cnopeH. Pa3pa60TKaTa

CbÅbP)Ka Hayr1HH H HayqH011PHJ10)KHH pe3ymaTH, KOHTO 0Tr0Bap51T Ha H3HCKBaHHHTa Ha 3aKOHa 3a

pa3Bmrrue Ha mcaÅeMHt1HH51 CbCTaB B Peny6JIHKa BbJ1rapH% (3PACPb), IlpaBHJIHUKa 3a npprnaraHe

Ha 3PACPb ElpaBHJIHHKa Ha MY - VIJIeBeH.

HpeABHA ropeH3noxeHOTO, AaBaM YBepeH0 CBOATa 110JIO)KnrreJIHa OLIeHKa 3a AHCePTaLIHOHHHR

H npeAJ1araM Ha YBaxaeMHTe LIJIeHOBe Ha HayHH0T0 >KypH na rnacyBaT IIPHCb)KÅaHeTO Ha

06pa30BaTeJIHa H Hayt-ma cTe11eH „AOKTOP" 110 Haytma CileLIHUIHOCT „11arronoroaHaTOMH% H
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UHTonaTonorH51",npo(becH0HaJIH0 HampaBJ1eHHe 7.1. „MeAHUHHa", 06J1aCT Ha BHCL11e 06pa30BaHHe

7. „3npaBeona3BaHe H CIIOPT"Ha A-p KpacHMup TonopoB FleTPOB.

rp. C0(bnq

05.06.2026 r. H3rOTBHJ1:

/AOII. A-p BeceJ1a MBaH0Ba TonopoBa, A.M./
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TO

THE CHAIR OF THE SCIENTIFIC JURY,

APPOINTED BY ORDER N! 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, TumorBudding 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 Medical — 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 ofthe PhD thesis: the scientific work comprises 203 pages, including:
• Introduction — 5 pages;

Literature review — 50 pages;

Aim and objectives — I page;

Materials and methods — 18 pages;

Results and discussion — 79 pages;

Conclusions and contributions — 2 pages;

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 IO 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 ofthese 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. l. 'Medicine', higher education area 7. 'Healthcare and

Sports', to Dr Krasimir Todorov Petrov.

Sofia

05.06.2026

Prepared by:

/Assoc. Prof. Vesela Ivanova Todorova, MD, PhD/


