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CerinacHo pemenue Ha Axkanemuunus cbBer Ha MY-Ilnesen ot 27.04.2026 r., 3anosen
Ne 1310/28.04.2026 na Pextopa Ha MY - IlneBeH u Ha ocHOoBaHHe Ha [IpoTOKON OT MBPBOTO
HenpuchcTBeHO 3acenanue Ha HXX cbm ompenenena 3a Ilpencemaren na HXX ¢ mpaBo Ha
CTAaHOBMILE 3a JUCEPTAllMOHHHS TpyA. HacTosmero craHOBUIIE € pa3paboTeHoO W
IpEeACTaBEHO ChOOpa3HO M3MCKBAHMATA Ha 3aKOHA 32 Pa3BUTHE Ha aKaJlEMHYHHUS ChCTaB Ha
Peny6nuka bearapust /3PACPB/, I1pasunnuka 3a npunarane Ha 3PACPD u [IpaBunnuxka 3a
pa3BUTHE Ha aKaJleMU4YHUs cbcTaB B MY -I1neseH.

Jlexnapupam, 4e He ChIIECTBYBa KOH(IIMKT HAa HHTEPECH MEX/Iy MEH U aBTOpa Ha
JACEPTAIlMOHHHUS TPY.

HuceprantbT a-p Kpacumup IletpoB 3aBbpmBa BUcCHIETO CH oOpa3oBaHue B MY —
[IneBen mpe3 1994 r. u mocnenoBaTenHO pa3BUBa CBOSITA podeCHoHaIHa U Hay4yHa IeHHOCT
B 00JIacTTa Ha MaToaHaTOMUATa. B mpolieca Ha crienuanu3anusaTa ¥ HaydHaTa CH IOATOTOBKa
KaHIUAATHT NPUIOOHUBA MPAKTHYECKU U TEOPETUYHH YMEHHUS B 00JIacTTa Ha JUArHOCTHYHATA
XHCTOIATOJIOTHSI, UMYHOXHUCTOXUMHUATA U MOJIEKyJIsipHaTa narojorus. HayyHnure mHTEepecu
Ha JUCEpTaHTa Ca HACOYEHH KbM CHBPEMEHHHMTE IpOOJEMH Ha IacTPOMHTECTHHAIHATA
OHKOTIATOJIOTHS, ¢ 0OCOOEH aKLEHT BHPXY MOP(}OIOrMuHaTa XETEPOr€HHOCT U MOJIEKYJISIDHUTE
0COOEHOCTH Ha KOJIOPEKTATHUS KapIHOM.

AKTyaJIHOCT Ha TéMaTa

KOHOpeKTa.IIHPISIT KapuouHOM € CpEA BOACIIHUTE IIPUYHUHH 3a OHKOJIOTHYHA 3a00J1€Ba€MOCT U
CMBPTHOCT B CBE€TOBCH Maiad U InpeAacraBjiiBa €4HO OT Hal-ChIECTBEHUTE



IpeIN3BUKATENICTBA MIPe]] ChBPEMEHHATa raCTPOSHTEPOJIOT sl U OHKoJorus. I1pe3 nocnenuure
FOJMHHK Ce HaTpymaxa yOemWTeNHH NOKa3aTeNCTBa, 4e Ce Kacae 3a XeTeporeHHa rpymna
HEOILIa3MH C Pa3InYHU MOJIEKYJIIPHH MEXaHH3MH Ha KaHIEPOTe€He3a, Pa3IndHO OHOIOTHYHO
NOBEICHHEe ¥ pa3jIiyeH TepameBTH4YeH OTroBop. ChIIECTBEHO 3HAa4YeHHE MPHAOOU
pa3leNITHETO Ha KOJIOPEKTATHUTE KapUMHOMH Ha JISIBO- M JSCHOCTPAHHO JIOKAJIU3UPAHU
TYMOpH, KOHUTO IEMOHCTpPHpAaT pa3jiiyus HE caMO IO OTHOLIEHHE Ha eMOpHOreHesara H
MOJIEKYJIIPHUS TIPOQHII, HO U TIO OTHOLIEHUE Ha KIMHUYHOTO NMPOTHYAHE U IPOTHO3aTa.

CpBpeMEHHOTO TIOBEJEHHE IIPpH TAIMEHTUTE C KOJOPEKTAIeH KapLWHOM H3HCKBa
UHTETpallisd MEXIy €HIOCKOICKaTa J[JHarHOCTHKA, MOpQOJIOTHYHATa OLEHKa |
MOJIEKYJIIpHOTO npoduaupane. [logoOHKU mpoyyBaHUs MMAaT NPSAKO 3HAYCHHE 3a aKTyalHHs
QITOPUTHM Ha JMAarHOCTUYHO M TEpaleBTUYHO NOBeJAeHHE. B epara Ha mepcoHanM3upaHaTa
MeIUIIMHA IIPOrHOCTUYHATA CTpaTH(UKAIKS ¥ TepalleBTUYHATA CEIEKLUs ca HEMUCIUMHU Oe3
Ta3u 3aIbI00YEHA KOpEIallts.

Temara Ha mucepTaMOHHHS Tpyd € noOpe mnondpaHa, HAyyHO apryMeHTHpaHa H
0e3CropHO aKTyalnHa. ABTOPHT € HACOYMJI HM3CJIEBAHETO CH KbM KOMIUIEKCEH aHAIU3 Ha
B3aUMOBPB3KUTE MeEXAy MOP(DOIOrHYHUTE XapaKTEPUCTHKHM Ha TymMopa, TYMOPHOTO
IOBIIKyBaHE, HMMyHHaTa CTPOMHAa peakUuss M MOJEKYIAPHO-T€HETHYHUTE IIPOMEHH IIpU
KOJIOPEKTAJIHUTE KapLUHOMH C pa3jiMyHa aHaTOMUYHA JIOKaIH3alMs -— I0Ka3aTeju, KOUTO
BCE II0-KaTErOPHYHO C€ YTBBPXKIABaT KarO HE3aBHCUMM IPOTHOCTHYHH (akTopu B

CbBpEMCHHATa MOp(bO.HOl"I/I‘IHa IIpaKTHUKaA.

CTpyKTypa H ChABP>KAaHHE HA JHCEPTALMOHHHUS TPYA

JlucepTalMOHHUAT TPY A € pa3paboteH B 06eM ot 205 cTpaHUIM U € OHarJIeeH ¢ 48
tabmuiy, 16 ¢urypu u 31 MUKPOCKOTICKY U300pakeHHUs.

Bubnaunorpadusta Bkirousa 294 H3TOYHHKA, OT KOUTO 164 myOIuKyBaHH IIpe3 IOCIEIHUTE
10 roguuu, 1 3 myOJIMKalUK Ha OBJITapCKH aBTOPH, KOETO MOKa3Ba AoOpa HHGOPMUPAHOCT
Ha JIOKTOpaHTa 3a TEOpETHYHAaTa JUCKYCHUS 110 TeMaTa B ChbBpPEMEHHATa Hay4yHa JMTEepaTypa.
[To/I0XKUTETHO BIIEYATICHHE MIPABH [IUTHPAHETO Ha OBJIrapCKy U3TOYHHULIM 110 podieMa.

ABTtopedeparsT € pazpaboTeH B 06eM oT 89 cTpaHHLIU U OTroBapsi Ha BCHYKH HOPMaTHBHH
W3UCKBaHHS, KATO CHHTE3UPaHO OTpa3siBa ChABPKAHUETO Ha JUCEPTAllMOHHUS TPY.

JIOKTOPaHTHT € NpeAcTaBUi 4 MyOIMKalii, CBbP3aHU C TEMAaTHKaTa Ha JUCEPTALIMOHHUS
TPYZ, B 2 OT KOUTO TOU € IbPBH aBTOP, 4 JOKJIa1a Ha Hay4HH HOpyMH, 3 yyacTusi B HAy4HO-
U3CIIeI0BATENICKHU NpoekTa. [IpencraBeHaTa HayyHa MPOAYKIHS € JOKA3aTEICTBO 3a aKTHBHA
Hay4YHOHU3CJIEI0BATENICKA IEHHOCT M IIOCIIe0BaTEIeH MHTepeC KbM pa3paboTBaHaTa Hay4YHa
npoOeMaTHKa.

JIMcepTalMOHHUAT TPYH € CTPYKTYpHpaH JIOTHYHO M IOCIEJOBATEIHO ¥ OTroBaps Ha
H3UCKBAHHUATA 3a Hay4yHa pa3paboTka Ha BUCOKO aKaJeMH4YHO HMBO. TOH ChAbpXKa BCHYKH
OCHOBHM KOMIIOHEHTM Ha  Hay4Ho wu3cieaBaHe OHarieneH € ¢ TaOnuuu, rpaduku u
MHKPOCKOIICKH H300paXKeHHs, KOMTO JONpPHHACAT 3a JOOpOTO BHU3yalM3UpaHE U
HHTEPIIPETALMS Ha TIOJyYEHUTE Pe3yJITaTH.

JlurepaTypHusT 0030p IEMOHCTpHpa 3aqbJI0OYEHa TeOpeTHYHa IMOJArOTOBKa U J0OPO
MO03HAaBaHE Ha CHBPEMEHHHUTE KOHLENIMH  3a MOJIEKYJSpHATa I1aTOreHe3a, TYMOPHOTO



OBIIKYBaHE KaTO HE3aBUCHM IPOTHOCTHYEH (GaKkTop M MapKep 3a HWHBa3HBHOCT H
MeTacTaTH4YeH MOTCHIHAN, IMyHHATa peryJjalus, MOJIEKYJIIPHATE NOATHIIOBE W KIMHHYHOTO
3HA4YEeHHE Ha Pa3IHyYMATa MEXIYy JIIBO- M ASCHOCTPAHHO JIOKAJIU3UPAHUTE KOJIOPEKTATHU
HEOIUTa3uHu. ABTOPHT noka3Ba MHOro naobpa HHGOPMHPAHOCT 3a CHBPEMEHHUTE
JIMarHOCTUYHY QJITOPUTMH, IIPOTHOCTHYHH MAapKEepH M aKTyaTHU KiIacH(UKAIMOHHU CHCTEMH
B 00JIaCTTa Ha raCTPOMHTECTHHAIHATA TATOJIOTHS.

[locTaBeHata meJd € SCHO W CHHTE3HpaHO QopMyiaupaHa: ,Ja ce npoydar
Mop(do/IorHYHATa XapPaKTePHCTHKA, TYMOPHOTO NbINKYBaHe M HMMYHHATa CTPOMHA
peakuMsi B 3aBUCHMOCT OT MYTALMOHHHUS NPO(HJI HA KOJOPEKTAJHHTE KapIHUHOMH C
JAIBA M JACHA JIOKAJH3aAIHA.

3a mocTUraHeTo Ha Tasu uen A-p IlerpoB nedunupa S5 3aqa4u, KOUTO Ca METOJOJIOTHYHO
MIOC/IEIOBATENIHM, HAYYHO AapryMEHTHpPaHM M JIOTHYHO MPOW3THYAT OT aHalW3a Ha
JMTEPaTypHHUTE JaHHH.

HOJIGpaHPITC METOAH Ca a/ICKBaTHU Ha IIOCTAaBECHUTEC HAYYHHU 3a/la4d U BKIIIOYBAT:

e JIETAWJIEH XUCTOMOP(OJIOTHYEH aHAIH3;

e aHaMM3 Ha TMM(OoBacKyJapHaTa U IEpHHEBpATIHATA UHBA3KS;

e OLEHKAa Ha TYMOPHOTO IIBIIKYBaHE B OMOJIOTHYEH U ONEPaTUBEH MaTepual, CboOpasHO
CHBPEMEHHUTE MEXIYHAPOIHHU KPUTEPHH;

e aHaiM3 Ha JIUM(O-BBH3JIOBHUS CTATYC M UMYHHATa CTPOMHA PEaKIIMs;

* HUMYHOXHCTOXHMHYHH METO/IH;

e  MOJIEKYJISIPHO-TEHETHYEH aHAJIM3 Ha MyTal[HOHHUS PO,

e CpaBHHUTEJICH aHAIW3 MEXJy JIIBO- U JSCHOCTPAHHO JIOKAIU3UPAaHH KOJOPEKTaIHH
KapIMHOMH;

e CTaTHCTHYeCKa  00paboTka  Ha  pe3yJTaTWTe,  IMO3BOJsABalla  OOEKTHBHO
UHTEPIIPETHPAHE HA Pe3yJITaTUTE.

M3non3BaHusT MaTe€pHall € NPEeACTaBUTEIIEH. KOETO € z[o6pa OCHOBAa 3a CTaTHCTHYECCKa
3HAYUMOCT M [IIO3BOJIsIBAa M3BBPHIBAHEC Ha TIIPEIM3C€H aHajlu3d W aJACKBAaTHU H3BOIH.
CrarucTayeckaTa 06p360TKa € IIpOBE€ACHA KOPEKTHO, MakKap 4€ Ipu 4acCT OT aHAJIM3HUTE ou
MOTJIO Ja c€ O0OCHIAU II0-IEeTAaHIHO KJIMHUYHOTO 3HAUCHHE Ha YCTaHOBCHHUTC 3aBUCUMOCTH U
TAXHaTa NOTCHIHAJIHA IPOTHOCTUYHA CTOMHOCT.

[MonoxxuTenHa OIEHKA 3aciy)kaBa MYJITHIACIUIUIMHAPHUAT MOJXON M CTPEMEXBT Ha
aBTOpa Ja MHTErpupa MOP(OJIOrHYHHUTE KPUTEPHH C MOJIEKYJSIPHUS MpOdHII HA TYMOPHTE,
KOETO MMa MOTEHIHAIHO 3HaYEeHHE 3a MPOTHO3aTa, U300pa Ha TapreTHa Tepanus U OLEHKaTa
Ha pHCKa OT MPOrpecus Ha 3ab0JIBaHETO, KOSTO 3HAYUTENHO MOBHIIABA HayyHATa CTOMHOCT
Ha U3CJIeIBAHETO.

[Tony4yeHuTe pe3yJaraTH ca INPEICTaBEHU SICHO, CHCTEMATH3HPAHO, AHAIUTUYHO U C
HeoOXoJMMaTa HayyHa apryMeHTalus. 1e ca MHTepHpeTHpPaHU 3a1bJI0O0YEHO, MaKCUMAIHO
O0EKTHBHO ¥ Ca CBHIIOCTABEHH KPHUTHYHO CBHC CHLIECTBYBAIIUTE JIUTEPATYPHU [aHHHU.
OO6cBXIaHeTo OTpa3siBa MHIAMBHIYATHHS [OTJIE] Ha aBTOpa KBbM Mpodiema.

BescriopeH mnpuHOC Ha JUCEPTALMOHHUS TPYA INpEACTaBiIsBa aHAJIU3BT Ha
B3aHMOBDPB3KUTE MEXIy TYMOPHOTO ITBIIKyBaHE, HMYHHaTa CTPOMHAa Deakuus H
MYTaLMOHHHS  OpOQHI Ha  KOJOPEKTAIHUTE  KapUMHOMH. ABTOPBT  pasriexzia



MOp(bOJIOI‘I/I‘-IHI/ITe XapaKTCPUCTUKH KAaTO OTpaXCHHUE Ha CJIOXHH OHOJIOTHYHH IIponeECH,
OMpeaCIIAIM HHBA3UBHOCTTA, METACTAaTHYHHA IIOTCHIHUAT U TCpAIICBTHYHATA YYBCTBUTECITHOCT
Ha HEOIlJIa3HsTa.

Hpnnoche Morar jia Obar CHUHTC3HPAHU B CJICAHUTE HACOKH:

1. Kommiekcen aHanu3 Ha MOpP(GOJOTrMYHUTE XAPAKTEPUCTHKM HA KOJOPEKTATHHTE
KapIIMHOMH BBB Bpb3Ka C TSIXHATAa aHATOMHYHA JIOKATTH3AIHS.

2. OrmeHka Ha TYMOPHOTO ITBIIKYBaHE KaTO MapKep Ha TYMOPHA arpeCHBHOCT U
NOTEHLMAJIEH HE3aBUCHUM IIPOrHOCTHUYEH (akTop.

3. AHanu3 Ha MMYHHaTa CTPOMHA peakIHs KaTO HHAMKATOp 3a B3aUMOJICHCTBHETO
MEXy TyMmMOpa W JIOKAJIHUS UMYHEH OTrOBOp, ¥ HEMHOTO 3HAYEHHE 3a TyMOpHATa
porpecus.

4. W3scHsBaHE Ha BpPB3KUTE MEXAY MOP(OIOTMYHHUTE WU3MEHEHHUS U MYTAllMOHHHS
npodun Ha TYMOpHUTE, KOETO HMa 3HAYEHHE 3a CHBPEMEHHHS IEePCOHATU3UpaH
TepaneBTUYEH MOIXO/.

5. IloTBBpKAaBaHE HA KIMHHUYHO 3HAYMMHTE PA3IMYMsI MEX]Y JISIBO- U IICHOCTPaHHUTE
KOJIOPEKTAJIHU KapIIHHOMH, KOETO € B ChOTBETCTBHE CHC CHhBPEMEHHUTE KOHIIEMIIHH 3a
TIXHaTa OMOJIOTHYHA XETEPOreHHOCT.

6. IlpennoxxeH e uHTEerpasieH MopdosoruyeH uHaekc (Aggressive Score), obenuHsIBaI]
tymopuust rpeiinn (G), numdosackynapnata wunBazus (LVI) u nepuneBpanHata
uHBasus (PNI) B enuHHa cucTeMa 3a OLleHKa Ha OMOJIOrMYHaTa TyMOPHA arpeCUBHOCT
U IPOTHOCTUYHHUS pHUCK. VHAEKCHT MOXe Ja ObJe M3MON3BaH KaTo JONBJIHUTENICH
MHCTPYMEHT 3a MPOTHOCTHYHA CTpaTH(UKALKMsS Ha MAlUEHTUTE CJIEJ MOocieaBaua
BaJIMIM3aLlUs B [TO-TOJIEMH KOXOPTH.

OT no3uiUATa Ha KJIMHAYHATA TaCTPOCHTEPOJIOTHS HACTOSIIIOTO M3CIIEBaHEe UMa 0COOeHa
MpaKTHYeCKa CTOMHOCT, Th KaTo MOTBBPXJIaBa HEOOXOJMMOCTTa OT HMHTErpHUpaH IOIXOL
IpU TAUCHTUTE C KOJOPEKTAJICH KaplMHOM. YCTAaHOBEHHUTE pa3jIMyMsi MEXIY JISBO- H
JICHOCTPAHHO JIOKQJIH3HpAaHUTE TYMOPH Ch3/aBaT MIPEIIIOCTABKH 3a IO-TPeli3Ha OlleHKa Ha
pHCKa Olle MpH MbPBOHAYAIHATA JUACHOCTHYHA M CTaJupalia OIeHKa Ha 3a00JIsIBaHETO.
PesynTaruTe MMar 3HaYCHHE M 3a €XKEOHEBHATa €HJIOCKOICKa IpakTuka. [lo3HaBaHETO Ha
OMOJIOTHYHUTE OCOOEHOCTH Ha PA3JIMYHHUTE MOATUIIOBE KOJOPEKTAJIEH KaplIUHOM OU MOTJIO Aa
NOATIOMOTHE HHTEPUpPETAlUsATa Ha EHJOCKOIICKATE HaXOAKH M OIpEAeNSHETO Ha
JIHarHocTHyHata crparerus. CyurtaM, 4ye MoJydYeHUTe JaHHU HAIXBBPJAT PAMKUTE HA YUCTO
MOpGOJOTMYHOTO  H3C/IEBAaHE W  HMMaT peaJlHa KIMHAYHA  IPUWIOKHMOCT B
racTpPOCHTEPOJIOTUATA, OHKOJOIHATA M MYJITHAMCHMIUIMHAPHOTO TMOBeAeHHe. Te umar
NOTEHIIMATHO 3HAYEHHWE 3a pHCKOBaTa CTpaTH(dUKalMsg Ha NalMeHTHTe, H30opa Ha
TEpaneBTHYEH IMOAXOJ M ONTHMH3HPAHETO Ha MHTEPAUCLMIUIMHAPHHS ITOAXOJ IPHU TOBA
COIMATHO3HAYMMO 3a00JIsIBaHe

JluCepTAaUMOHHUAT TPYJ € H3rPajeH Npo(eCHOHATHO, Ha BHCOKO HAyYyHO HHBO H
JIEMOHCTPHpPA CEPHO3HA TEOPETHYHA IMOJArOTOBKA, OTIIMYHA METOHOJIOTHYHA OpPraHU3alus U
3a7bJI00YEH aHATUTHYEH MoaxoA. Hamucan € Ha TOYEH, CTETHAT U HayYHO KOPEKTEH €3HK.
TekcTbT € m0OOpe CTPYKTypHpaH, C SICHO pa3TpaHHYEHH pa3fiend U OOOCHOBAHU IMPEXOJIH.
[IpeseHTanusTa Ha pe3yjiTaTUTE € H3KIIOYUTEIHO TpEUU3Ha M Jo0pe BH3yalu3upaHa C
TaOJHIM U TpadUKH.

Karo npenopubKa 3a 6’5,[161110 pa3BUTHE Ha U3CIICABAHETO OMX IMOCOYMJIA BKJIFOYBAHETO HA
KIIMHAYHO IPOCIIE€AABAHE Ha IalUCHTHTE C aHAJIA3 Ha 06111aTa 154 6C3pCHI/IHI/IBHaTa



IPEXHUBIEMOCT, KOETO OU MO3BOJIAJIO MO-NPENM3HA OLIEHKA Ha MPOrHOCTHYHATAa CTOMHOCT Ha
YCTQaHOBEHUTE MOP(OJIOTHUHM W MONEKYJISIpHM INoKazatend. [lpencTaBnsiBa uHTEepec H
Obaema BaJuaW3alMsg Ha INPEUIOKEHHS HHTErpajeH MopdosorudyeH uHAekc (Aggressive
Score) B mo-rojeMd M HE3aBUCHMHM IAIUEHTCKHM KOXOPTH, KOETO OHM JIONpPHHECTO 3a
YTBBP)KIABAHETO My KaTO NPAaKTUYECKH IPUJIOXKUM HMHCTPYMEHT 3a MPOrHOCTHYHA
crpatuduxanus. [locoyeHuTe npenopbkyu He HAMaJISIBAT 10 HUKAKbB HAaYWH BUCOKATa Hay4Ha
CTOMHOCT Ha AUCEPTALMOHHUS TPYJ U UMAaT €UHCTBEHO HACOYBAIl XapaKTep.

3akiaouenue

HI/ICCpTaHI/IOHHI/IHT TpyA Npe€acTaBiisiBa CaMOCTOATEIIHO, 3a1JI0O0YEHO U AKTYyaJIHO HaY4YHO
H3CJICABAHC C INOAYECPTaH HHTCPAUCHUIUIMHAPECH XapakTep U CBHUIIECTBCHH IIPUHOCH B
objacTTa Ha maToaHaTOMHUATA, TaCTPOCHTEPOJIOTHUATA U OHKOJIOTHUATA.

Bb3 oOcCHOBa Ha U3JIOXEHOTO CYHMTaM, 4Ye [AUCEPTALMOHHHMAT TPyA OTroBaps Ha
H3UCKBAHUATA Ha 3aKOHA 33 Pa3BUTHETO Ha aKaJeMHUYHHUsS chCTaB B PemyOnuka Bwiarapus u
[IpaBunHMKa 3a HEroBOTO INPHJIOXKEHHE 3a NPUCHXKJaHE Ha oOpa3oBaTelnHaTa ¥ HaydyHa

CTEIEH ,,JOKTOp .
Kareropu4Ho maBaM  IOJIOXKHTENTHA OIIEHKA Ha JUCEPTAllMOHHHUS TPYJ M NpeasiaraM Ha

YBaXXaeMOTO HAy4YHO XYpH Ja npuchau Ha a-p Kpacumup Togopos [leTpoB ob6pazoBarennara
¥ HaydHa CTeleH ,,JOKTOp™ M0 Hay4yHa CIeUUaIHOCT ,, ] [aTosoroanaromus .
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Information about the Doctoral Candidate

Dr. Krasimir Petrov graduated from Medical University — Pleven in 1994 and has consistently
developed his professional and scientific career in the field of pathology. During his
specialization and scientific training, the candidate acquired substantial practical and theoretical
expertise in diagnostic histopathology, immunohistochemistry, and molecular pathology.

His scientific interests are focused on contemporary issues in gastrointestinal oncopathology,
with particular emphasis on the morphological heterogeneity and molecular characteristics of
colorectal carcinoma.

Relevance of the Topic

Colorectal carcinoma is among the leading causes of cancer-related morbidity and mortality
worldwide and represents one of the most significant challenges in modern gastroenterology
and oncology. In recent years, compelling evidence has accumulated demonstrating that
colorectal carcinoma comprises a heterogeneous group of neoplasms characterized by distinct



molecular mechanisms of carcinogenesis, different biological behavior, and varying therapeutic
responses.

Particular importance has been attributed to the distinction between left-sided and right-sided
colorectal carcinomas, which differ not only in embryological origin and molecular profile but
also in clinical course and prognosis.

Contemporary management of patients with colorectal carcinoma requires integration of
endoscopic diagnostics, morphological assessment, and molecular profiling. Studies of this
nature are directly relevant to current diagnostic and therapeutic algorithms. In the era of
personalized medicine, prognostic stratification and therapeutic selection are inconceivable
without such comprehensive correlations.

The topic of the dissertation is carefully selected, scientifically justified, and undoubtedly
relevant. The author has focused his research on a comprehensive analysis of the relationships
among tumor morphological characteristics, tumor budding, immune stromal response, and
molecular genetic alterations in colorectal carcinomas with different anatomical locations—
parameters that are increasingly recognized as independent prognostic factors in modern
pathological practice.

Structure and Content of the Dissertation

The dissertation comprises 205 pages and is illustrated with 48 tables, 16 figures, and 31
photomicrographs.

The bibliography contains 294 references, including 164 publications from the last ten years
and three publications by Bulgarian authors, demonstrating the candidate’s excellent familiarity
with contemporary scientific literature and theoretical discussions related to the topic. The
inclusion of Bulgarian references is particularly commendable.

The dissertation abstract consists of 89 pages and fully complies with all formal requirements,
providing a concise and accurate presentation of the dissertation content.

The doctoral candidate has presented four publications related to the dissertation topic, two of
which list him as first author, four presentations at scientific forums, and participation in three
research projects. These scientific achievements clearly demonstrate the candidate’s active
research activity and contribution to the investigated scientific field.

The dissertation is logically and coherently structured and meets the requirements of a scientific
work of high academic standard. It contains all essential components of a complete scientific
investigation. Tables, graphs, and microscopic images effectively support the visualization and
interpretation of the obtained results.

The literature review demonstrates profound theoretical preparation and thorough knowledge
of contemporary concepts regarding molecular pathogenesis, tumor budding as an independent
prognostic factor and marker of invasiveness and metastatic potential, immune regulation,
molecular subtypes, and the clinical significance of differences between left- and right-sided
colorectal neoplasms. The author demonstrates excellent familiarity with current diagnostic
algorithms, prognostic markers, and classification systems in gastrointestinal pathology.



The aim of the study is clearly and concisely formulated: “To investigate the morphological
characteristics, tumor budding, and immune stromal response in relation to the
mutational profile of left- and right-sided colorectal carcinomas.”

To achieve this objective, Dr. Petrov formulated five tasks that are methodologically consistent,
scientifically justified, and logically derived from the literature review.

The selected methods are appropriate for the stated scientific objectives and include:

e Detailed histomorphological analysis;

e Analysis of lymphovascular and perineural invasion;

o Assessment of tumor budding in biopsy and surgical specimens according to
contemporary international criteria;

e Analysis of lymph node status and immune stromal response;

e Immunohistochemical methods;

e Molecular genetic analysis of the mutational profile;

o Comparative analysis of left- and right-sided colorectal carcinomas;

o Statistical processing of the results enabling objective interpretation.

The study material is representative, providing a solid basis for statistical significance and
allowing precise analysis and valid conclusions. The statistical analysis was conducted
appropriately, although in some cases a more detailed discussion of the clinical significance
and potential prognostic value of the observed associations could have been provided.

The multidisciplinary approach and the author's effort to integrate morphological criteria with
the molecular profile of tumors deserve particular recognition. This integration has potential
implications for prognosis, selection of targeted therapies, and assessment of disease
progression risk, significantly increasing the scientific value of the study.

Results and Scientific Contributions

The results are presented clearly, systematically, analytically, and with appropriate scientific
argumentation. They are interpreted thoroughly and objectively and critically compared with
existing literature. The discussion reflects the author’s independent scientific perspective.

An unquestionable contribution of the dissertation is the analysis of the relationships among
tumor budding, immune stromal response, and the mutational profile of colorectal carcinomas.
The author considers morphological characteristics as reflections of complex biological
processes that determine invasiveness, metastatic potential, and therapeutic sensitivity.

The main contributions of the dissertation may be summarized as follows:

1. Comprehensive analysis of the morphological characteristics of colorectal carcinomas
in relation to their anatomical location.

2. Evaluation of tumor budding as a marker of tumor aggressiveness and a potential
independent prognostic factor.

3. Analysis of immune stromal response as an indicator of the interaction between the
tumor and the local immune response and its significance for tumor progression.

4. Clarification of the relationships between morphological alterations and tumor
mutational profile, contributing to contemporary personalized therapeutic approaches.



5. Confirmation of clinically significant differences between left- and right-sided
colorectal carcinomas, in accordance with current concepts of their biological
heterogeneity.

6. Proposal of an integrated morphological index (Aggressive Score) combining tumor
grade (G), lymphovascular invasion (LVI), and perineural invasion (PNI) into a unified
system for assessing biological tumor aggressiveness and prognostic risk. The index
demonstrates an association with advanced stages and unfavorable morphological
characteristics and may serve as an additional tool for prognostic stratification following
validation in larger cohorts.

From the perspective of clinical gastroenterology, the present study has considerable practical
value, as it confirms the necessity of an integrated approach in patients with colorectal
carcinoma. The identified differences between left- and right-sided tumors provide
opportunities for more precise risk assessment even during the initial diagnostic and staging
evaluation.

The findings are also relevant to everyday endoscopic practice. Knowledge of the biological
characteristics of different colorectal carcinoma subtypes may facilitate the interpretation of
endoscopic findings and support the selection of appropriate diagnostic strategies.

I believe that the obtained data extend beyond the scope of purely morphological research and
have genuine clinical applicability in gastroenterology, oncology, and multidisciplinary patient
management. They may contribute to risk stratification, therapeutic decision-making, and
optimization of interdisciplinary care in this socially significant disease.

The dissertation has been prepared professionally and at a high scientific level. It demonstrates
substantial theoretical knowledge, excellent methodological organization, and an in-depth
analytical approach. The text is precise, concise, and scientifically accurate. The dissertation is
well structured, with clearly defined sections and logically justified transitions. The
presentation of the results is exceptionally precise and effectively supported by tables and

graphs.
Recommendations

As a recommendation for future development of this research, clinical follow-up of patients
with analysis of overall and disease-free survival could be included. Such an approach would
allow a more precise evaluation of the prognostic value of the identified morphological and
molecular markers.

Further validation of the proposed integrated morphological index (Aggressive Score) in larger
and independent patient cohorts would also be of considerable interest and could contribute to
its establishment as a practically applicable tool for prognostic stratification.

These recommendations do not diminish in any way the high scientific value of the dissertation
and are intended solely as guidance for future research.

Conclusion



The dissertation represents an independent, comprehensive, and highly relevant scientific study
with a pronounced interdisciplinary character and significant contributions to the fields of
pathology, gastroenterology, and oncology.

Based on the above considerations, I conclude that the dissertation fully complies with the
requirements of the Academic Staff Development Act of the Republic of Bulgaria and its
implementing regulations for awarding the educational and scientific degree Doctor (PhD).

I unequivocally give a positive evaluation of the dissertation and respectfully recommend that

the Scientific Jury award Dr. Krasimir Todorov Petrov the educational and scientific degree
Doctor (PhD) in the scientific specialty Pathological Anatomy.
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