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CTAHOBHIIE

Ot Jou.a-p Kouu ABanosa-TauneBa, im
Karenpa no o61a v KIMHUYHA NATONOrKs, ChaeOHa MEIULIMHA U IEOHTOJIOTHS, H JEPMAaTOBEHEPOJIOT U
Menuuuncku ®akynrer, Tpakuiicku YHuBepcureT

OTHOCHO: TMCepPTALIMOHEH TP 3a 32 NMPUCHKIaHe Ha 00pa3oBaTeIHa U HAyYHa CTeNeH
»HOKTOP*

Ha a-p Kpacumup Tonopos IleTrpos

Karenpa “Tlaronoroanaromus” — MV — [Inesen, ®akynrer ,,MeauuuHa“, 3a npurobuBaHe Ha
obpa3soBaTenHa U Hay4Ha creneH ,,JIoktop” B obnact Ha BucLieTo oO6pa3zoBanue 7. ,,3npaBeona3BaHe 1
cropt”, mpodecHoHaTHO HamnpaeieHue 7.1 ,MeauuuHa”, Hay4yHa CrieLHaIHOCT ,,[laTonoroanatoMus

LIUTOMATONIOT U™

C rema Ha nucepraumonnus Tpya: ,, MOP®OJIOI'MYHU XAPAKTEPUCTHUKH, TYMOPHO
IIBIIKYBAHE U HUMYHHA CTPOMHA PEAKIIUS U 3BABUCHMOCT OT MYTAITUOHHU 51
IMPOPNJII HA KOJIOPEKTAJIHUTE KAPIHIUHOMM C JISIBA M ISICHA JIOKAJIM3AIMST”

HayyeH prroBoauTen:
Hou. a-p UBan Heaxos UBanos, AM
IIpod. a-p Haranus Ynauaraposa, Am

Kparku 6uorpadpnunu nannn Ha a-p Kpacamup Tonopos Ilerpos

H-p Kpacumup Tonopos IlerpoB e poneH Ha 29 ¢espyapu 1968 r. 3aBppliBa MEAMLMHCKOTO CH
obpaszosanue B MVY-Ilnesen npe3 1994 r, no 2000 r pabotu karo Tepanesr B MBAIJI ,, JI-p JI. Monnos*
rp.Enena, a no 2013 karo obmonpakrukysauy jekap. Ot 2013 no 2017 r cneuuanusupa ,,061a 1 K1M4Ha
naronorus“ B kareapa “Ilaroanatomus” MY Ilneeen. Ilpe3 2018 r npuao6usa cneLManHOCT U 3anoysa
pabora B naboparopus no xucronaronorust Ha MBAJI ,,ABuc Meauka“ rp. [lneseH, jiekap — acHCTEHT B
otaenenue ,,O6ma u kiuHuuHa natosnorus Ha YMBAIJI ,, JI-p I'eopru Crpancku® IlneseH U acHCTEHT B
Karenpa ,IlatonoroaHatromus” Ha MY-IIneBeH. MMa peauua npoBeneHHW KypcoBe B obsactra Ha
naronoruara Ha TUT u numdonaronorusra. Unex e Ha bearapcko Apy»kecTBo 1o natosnorus, bearapcku
Anuanc 3a [Ipeuusupana u Ilepconanuzupana Menuuuna, European Society of Pathology (ESP), ENGIP,

Bbarapcku iekapcku cbio3. Biagee Ha 106po HUBO aHITTMHCKU H PYCKH €3HK.



OHHCﬂHHe, AKTYAJTHOCT H 3HAYHMOCT Ha TéMaTa

HuceprauuoHHuAT Tpyn Ha A-p IlerpoB e mpeacraBeH Ha 205 crpaHuuy, cbabpxa 48 Tabmuum, 16
¢urypu u 31 cHuMkH. TpyIbT c€ CbCTOM OT: ChABPXKAHKE, U3MOJI3BAHH CHKPALIEHHUS, JIUTEPATypeH 0630p,
uen M 3aja4yM, MaTepHald W METOAM, pe3yJITaTH OT W3BBPIUEHM TNPOYYBAHUS M AUCKYCHs, H3BOIM,
NPUHOCH Ha JUCePTALMOHHMA Tpyn, Oubnuorpadus, ykasarend, MyOJaMKau¥M CBbp3aHH C
JUCEPTALMOHHUA TPYA U MPUIOKEHHS.

B Havanoto TpyAbT 3amoyBa ¢ U3MOJI3BAHUTE CHKPALUCHHUS B TEKCTA, CJIE] KOETO CJIe/IBa KPaTKO
BnBenenne, B xoero a-p IletpoB mnpencraBs enuaeMUOJIOTMYHHMTE XapaKTEPHCTHKH, JaHHHMTE I10
OTHOIUEHHE YeCTOTaTa, KaKTO M  pasNpelesIeHUeTO Ha KapLMHOMAa Ha KOJIOHA M PEKTyMa CIpasMo
MOCJIICAHHUTE Knacmbm(auun U JaHHHU OT B‘b.nrapcxm HallUOHAJICEH PAaKOB PETrUCTHDP.

»JIHTEepaTYpHHAT 0030p“ 3amouBa C pa3riexAaHe Ha €THOJOTMYHH [aHHH, TOCIEIBaHO OT
reHeTHYHHTE (aKTOPH, MOJIEKY/IAPHUTE MATOrCHETUYHH MEXAHM3MH, BKIIOUHMTENIHO M MOAPOGHO
onucanue Ha Lynch cunapoma. IIpeacTaBeHu ca JIOKaIM3alUMOHHH W XMCTOJIOTHYHH XapaKTePUCTHKH Ha
KOJIOPEKTATHUS KAapLUHOM, MPOTHOCTHYHHTE CTOWHOCTH Ha pAa3j/IMUYHHUTE XHCTOJIOTHYHH BapHaHTH,
nuM¢oBacKyaapHaTa, IEpUHEeBpaIHa HHBA3Us U TYMOPHHUTE JETIO3UTH.

Cnensa rnasara ,JIlen um 3agaun®, B koAto A-p IleTpoB cu mocraBd 3a wLea Oa NpoOy4H
MOp(ONOrHYHUTE XapaKTEPUCTHKH, TYMOPHOTO IBIIKyBaHe W MMyHHAaTa CTPOMHA peaKLHs U 3aBUCHMOCT
OT MYTAlMOHHHS TMPO(HI Ha KOJOPEKTAIHUTE KAPLUMHOMH C JiiBa M [ACHAa JioKanu3auus. 3a
H3ITBJIHEHUETO Ha LIEJITTA Ce Ca ONUCaHHU NMOAPOOHO MNET 3aaay4H.

B rnaBata ,,Matepuaju H MeTOAH“ € NMPOBEAEHO PETPOCMEKTUBHO MPOYYBAHE HAa MALIMEHTH
paszeNieHH B iBe rpynu: mbpea rpyna — 100 nanyeHTH AMarHoCTULIMPaHH, Ype3 eHI0CKOINCKO M3C/Ie/IBaHe
u BTOpa rpyna ot 100 mauueHTH Ha Gasa Ha pesekunoHeH Matepuain, oT YMBAIJI ,l'eopru Crpancku®
[IneBeH. MeToauTe BKJIIOYBAT: XHCTOJOTMYHO M3C/IE[BaHE; aHAIM3 M OLEHKAa Ha JMMQoBacKyjapHaTa
MHBa3Hsl, IEpUHEBPAJIHATA UHBA3Msl, IEPUTYMOPHHS O'BJMHT; OLEHKA Ha CTAaTyca Ha HAIMYHUTE JIMM(DHH
BB3JIM U TyMOpHH Aeno3utd; UXX uzcnensane Ha MMR cratyc W maHUMTOKEpATHH; FeHETUYEH aHaIu3 U
CTaTMCTHYECKH aHAJIU3 Ha MOJyYEHUTE PE3YJITaTH.

Crnensa rnasata ,,Pe3yJiTaTH OT H3BbPIIEHH NMPOYYBAHHS H AHCKYCHA, BK/IIOYBAlLla peauLa
TaGJMLM, MHOKECTBO YapTOBE M LIBETHH CHUMKH C BUCOKA PEMNpPE3EHTaTHBHA CTOWHOCT, KaTo Ca OMHCaHH
TOJIyYEHHUTE PEe3yJITaTH MO BCAKA OT MOCTABEHUTE 3a/la4ul. BHUMATEHO U CHHXPOHHO Ca ONMMCAHH BCHUKH
HaJIMYHHU JaHHH, KaTO aBTOPBT 0003Ha4aBa CTATUCTHYECKH JIOCTOBEPHUTE Pa3IUKH B OTKPUTHTE OT HEro

JaHHHU ¥ aHanu3u. [lauueHTckuTe rpymnu ca pasnpeAcsieHH MO BB3pacT MU IOJ M ChOTBETHO MbpBHUYHATA
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JIOKaIM3aLKA Ha KOIOPEKTANHHS KapUHHOM. VIBbpILEHO € CpBaHeHHE U CIIOPE/ XMCTONIOTMYHMS TPeHIHHT
M Ca MpEICTABEHM XHMCTONOTWYHMTE cyOrtunose. MspwpmieHa e¢ u ouenka Ha MMR craryca Ha
KOJIOpEKTATHUTE KapUHHOMH, KaKTO U nocpeactom NGS ca u3ciieiBaHH OnpenesieHH MyTalMy Ha HIKOH
F€HH, KBAETO ce OTKpHBa, ye: TP53 e Haii-uecTo cpeluaHara MyTauus mpu ABaTa [Oja, ClEABAHA OT
mytauuure B KRAS, BRAF, PIK3CA, NRAS.

Crnensa mucKycHOHeH paszien, B KOWTO aBTOPBT MpaBH OOLIMPEH aHaIH3 Ha JOCTBIIHM JI0 HETO
JaHHH OT JIMTepaTypara, ChIIOCTABIHKHU ' ChC COOCTBEHHUTE CH PE3yNITaTH.

B rnasure ,Mssogu“ u ,JIpanocu® ca nocoueHn 8 u3Boaa, KakTo U 06O 3 IPyMH MPHHOCH —
TEOPETHYHH, METOIOJIOTHYHH H MPAKTOKO-TIPUIIOKHH.

»bubimorpaduara“ ce cbeTou oT 294 HTEPAaTYPHH H3TOUHKKA, 3 OT KOMTO Ha GBArapcKH aBTOPH,
a 164 ot KoUTO CBBpEMEHHH OT nocsieasuTe 10 roausu.

[lpencrasenn ca ome — 4 mnyGnukauwu, 4 ydyacTus B Haydynu ¢opymu, 16 ywacTus B
CreLHaNM3UpaHy KypCOBE, a ChLIO M 3 Hay4YHO-HU3CJIeJOBATEICKH MIPOEKTA.

B nombnneHue — npenctaBeHUAT aBTOpedpepaT € CHHTe3MpaH MaTepuasl, BKJIHOYBALI Hal-BaKHUTE
TEKCTOBH €JIEMEHTH, TaOMHLH, rpaUKU U CHUMKH OT JUCEPTALIHOHHHS TPYA.

3aka0ueHne

B 3axmrouenue NpeaoCTaBECHUAT MH 3a CTAHOBHILUE OUCEPTALIMOHEH TPYHA Ha O-p Kpacmmp
Toaopos IleTpos, npencrasinsBa 3aapa004eH, MHTEPECEH H HAITBJIIHO 3aBBPIIEH HAayd€eH TPy, BKIFOYBALIL

3aABJDKUTECITHUTE €JIEMEHTH 3a €Ha JUCepTalus.

BB3 ocHOBa Ha TOBa, YBEPCHO OaBaM CBOsiATa NO3HTHBHA OUHEHKA, H yOeAUTENHO [JI2aCYBaM

»3A“ npucexaane na OHC ,.nokrop* Ha a-p Kpacumup Tonopos Ilerpos B O6nact Ha BUCLIETO
obpazoBanue: 7. 3npaBeona3zBaHe W cnopT, IIpodecuonanHo Hampaenenue: 7.1. Menuuuna, Hayuna

CIMELMAIHOCT: ,,]1aToIOr0aHaTOMHMSA W LMTOMATOJIOrMA™, KaTo Npru3oBaBaM KW OCTAaHAJIUTE YJICHOBE Ha

yBakaeMoTo Hay4Ho »ypH Ia ro MogKpernsr.

Ha ocHoBaHue 4n.59 ot 33514

rp. Crapa 3aropa Hou.n-p Konu MBanosa-Tauesa, qm
01.06.2026 r.



Academic Statement

From: Assoc. Prof. Dr. Koni Ivanova - Taneva, MD, PhD

Department of General and Clinical Pathology, Forensic Medicine, Deontology and Dermatovenerology,
Medical Faculty, Trakia University

Subject: PhD-thesis for the award of an educational and scientific degree "PhD”, to
Dr. Krasimir Todorov Petrov,

Department of Pathology — Medical University — Pleven, Faculty of Medicine, Scientific specialist:
"Pathoanatomy and cytopathology" Professional management 7.1. Medicine, Higher Education Area, 7.
Health and Sports,

With PhD-thesis topic: “MORPHOLOGICAL CHARACTERISTICS, TUMOR BUDDLING AND
IMMUNE STRONG REACTION AND DEPENDENCE ON THE MUTATIONAL PROFILE OF
COLORECTAL CARCINOMAS WITH LEFT AND RIGHT LOCATION”

Scientific supervisor:
Assoc. Prof. Dr. Ivan Nedkov Ivanov, MD

Prof. Dr. Natalia Chilingirova, MD

Brief biographical data of Dr. Krasimir Todorov Petrov

Dr. Krasimir Todorov Petrov was born on February 29, 1968. He completed his medical education at
MU-Pleven in 1994, until 2000 he worked as a therapist at the "Dr. D. Mollov" Hospital in Elena, and
until 2013 as a general practitioner. From 2013 to 2017 he specialized in "General and Clinical Pathology"
at the Department of "Pathoanatomy" MU Pleven. In 2018, he acquired a specialty and started working in
the histopathology laboratory of the Avis Medica Hospital in Pleven, an assistant physician in the
Department of General and Clinical Pathology of the Dr. Georgi Stranski University Hospital in Pleven
and an assistant in the Department of Pathology at the Medical University of Pleven. He has conducted a
number of courses in the field of GIT pathology and lymphopathology. He is a member of the Bulgarian
Society of Pathology, Bulgarian Alliance for Precision and Personalized Medicine, European Society of

Pathology (ESP), ENGIP, Bulgarian Medical Union. He is fluent in English and Russian.



Description, relevance and significance of the topic

Dr. Petrov's dissertation is presented on 205 pages, contains 48 tables, 16 figures and 31 photos. The
work consists of: table of contents, abbreviations used, literature review, aim and objectives, materials and
methods, results of research and discussion, conclusions, contributions of the dissertation, bibliography,

indexes, publications related to the dissertation and appendices.

At the beginning, the work begins with the abbreviations used in the text, followed by a brief
Introduction, in which Dr. Petrov presents the epidemiological characteristics, data on the frequency, as
well as the distribution of colon and rectal carcinoma according to the latest classifications and data from

the Bulgarian National Cancer Registry.

The “Literature review” begins with a review of etiological data, followed by genetic factors, molecular
pathogenetic mechanisms, including a detailed description of Lynch syndrome. Localization and
histological characteristics of colorectal carcinoma, prognostic values of different histological variants,

lymphovascular, perineural invasion and tumor deposits are presented.

The following is the chapter "Goal and Tasks", in which Dr. Petrov sets himself the goal of studying
the morphological characteristics, tumor budding and immune stromal reaction and dependence on the
mutational profile of colorectal carcinomas with left and right localization. Five tasks are described in

detail to fulfill the goal.

In the chapter ""Materials and Methods", a retrospective study of patients divided into two groups was
conducted: the first group - 100 patients diagnosed by endoscopic examination and the second group of
100 patients based on resection material, from the University Hospital "Georgi Stranski" Pleven. The
methods include: histological examination; analysis and assessment of lymphovascular invasion,
perineural invasion, peritumoral budding; assessment of the status of the available lymph nodes and tumor
deposits; IHC examination of MMR status and pancytokeratin; genetic analysis and statistical analysis of

the results obtained.

The chapter "Results of the studies performed and discussion" follows, including a number of tables,
numerous charts and color photographs of high representative value, describing the results obtained for
each of the tasks set. All available data are carefully and synchronously described, with the author
indicating statistically significant differences in the data and analyses he discovered. The patient groups
are distributed by age and gender and, respectively, the primary localization of colorectal carcinoma. A
breakdown was also made according to histological grading and histological subtypes are presented. The

MMR status of colorectal carcinomas was also assessed, and certain mutations of some genes were



studied using NGS, where it was found that: TP53 is the most common mutation in both sexes, followed
by mutations in KRAS, BRAF, PIK3CA, NRAS.

This is followed by a discussion section, in which the author makes an extensive analysis of the data

available to him from the literature, comparing them with his own results.

In the chapters "Conclusions" and "Contributions" 8 conclusions are indicated, as well as a total of 3

groups of contributions - theoretical, methodological and practical-applied.

The "Bibliography" consists of 294 literary sources, 3 of which are by Bulgarian authors, and 164 of

which are contemporary from the last 10 years.
Also presented are - 4 publications, 4 participations in scientific forums, 16 participations in specialized
courses, and also 3 scientific research projects.

In addition - the presented abstract is a synthesized material, including the most important text elements,

tables, graphs and photos from the dissertation work.

Conclusion

In conclusion, the dissertation work of Dr. Krasimir Todorov Petrov, submitted to me for opinion,
represents a thorough, interesting and fully completed scientific work, including the mandatory elements
for a dissertation.

Based on this, I confidently give my positive assessment, and I convincingly vote
"POSITIVE" for awarding the educational and scientific degree "Doctor", Dr. Krasimir Todorov

Petrov, in the doctoral program "Pathoanatomy and Cytopathology", field of higher education 7. Health
and Sports, professional field 7.1 Medicine, and I call on the other members of the esteemed jury to vote

positive.
Ha ocHoBaHnume 4n.59 ot 33514

Stara Zagora Assoc. Prof. Koni Ivanova - Taneva, MD,PhD

01.06.2026



