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CbrnacH0 pemeHue Ha AKaneMHLIHH51 CBBeT Ha MY-FIJIeBeH OT 27.04.2026 r., 3a110BeÅ
NQ 1310/28.04.2026 Ha PeKTopa Ha MY - FIJIeBeH H Ha OCHOBaHne Ha VIPOTOKOJIOT m.pB0T0
HellPHCbCTBeHO gaceAaHue Ha I-DK CBM onpeÅeJ1eHa ga IlpenceÅæreJ1 Ha 1--1)K C npaB0 Ha
CTaHOBH11_1e 3a AHCePTaUHOHHViH TpYÅ. HacT0A1ueT0 CTaHOBH1-qe e pa3pa60TeH0 H

npencTaBeH0 Cb06pa3H0 H3HCKBaHHHTa Ha 3aKOHa 3a pa3BHTue Ha mcaneMHHHH51 CbCTaB Ha
Peny6JIHKa bbJ1rapuq /3PACPb/, FIpaBHJIHHKa 3a npHJ1araHe Ha 3PACPb H IlpaBHJIHHKa 3a

pa3BHTue Ha mcaneMHt1HHA CbCTaB B MY-IIJ1eBeH.

AeKnapnpaM, He He Cb1UeCTBYBa Ha HHTepecMMexcny MeH H aBTopa Ha

AHCePTaUHOHHH% Tpyn.

AHCePTaHTbTA-p KpacHMHp IleTpoB 3aBbP111Ba BHC111eTO CH 06pa30BaHne B MY
IIJ1eBey-1 npe3 1994 r. H 110CJ1eÅOBaTeJIHO pa3BHBa CBOHTa u Hayma ÅeiiHocT
B 06J1aCTTa Ha naToaHaT0Muwra. B npoueca Ha cneuna-11H3aumxra HayHHaTa CH FIOLUOTOBKa

KaHnmnaTbT npHÅ06HBa IIPaKTøqeCKH u TeopeTHHHH YMeHH% B 06J1acrra Ha nuarHOCTHHHarra
XHCTonaTOJ101'H%, HMYHOXHCTOXHMHHTa H MOJIeKYJ1%PHaTa naT0J10rmq. Hay-IHHTe HHTepecn

Ha nncepTaHTa ca HacoqeHH KBM CbBPeMeHHHTe np06J1eMH Ha racTp0HHTecTHHaJIHaTa
OHKOnaTOJIOrHH, c oc06eH aKUeHT Bbpxy xeTeporeHHocT H MOJIeKYJIAPHHTe
OC06eHOCTH Ha KOJIopeKTaJIHUH KaPUHHOM.

AwryaJIHOCT Ha TeMaTa

KonopeKTaJIHVIHT KaPUHHOM e cpen BOAeLUHTe IIPHHHHU 3a OHKOJ10rHLIHa 3a60neBaeMOCT H

CMbPTHOCT B CBeTOBeH Mama6 H npeACTaBJ1%Ba eÅH0 OT Hai-Cb111eCTBeHHTe



npeÅH3BHKaTeJICTBa upen CbBpeMeHHaTaracTpoeHTep0J10rmqH OHKOJIOI"HH. Ilpe3 nocneÅHHTe
roÅHHH ce HaTpynaxa y6eÅHTeJIHH AOKæaTeJICTBa, He ce Kacae 3a xeTeporeHHa rpyna
I-leonna3HH C pa3JIHHHH MOJIeKYJ1%PHH MexaHH3MH Ha KaHueporeHe3a, pa3JIMHH0 6HOJIOFHHHO
110BeneHne H pa3J1uqeH TepaneBTuqeH 0Tr0BOP. Cb11-xeCTBeHO 3Haqe1-me npHÅ06H

pa3ÅeJ1%HeT0 Ha KOJIopeKTaJIHHTe KaP1_1HHOMH Ha MBO- H AACHOCTPaHHO JIOKaJIH3mpaHH

TYMOPH, KOUTO neMOHCTpupaT pa3JMHHH He caMO 110 OTH0111eHqe Ha eM6puoreHe3aTa
MOJIeKYJIAPHUH HO u no OTH0111eHme Ha KJIHHHHHOTO npoTnqaHe u nporH03aTa.

CbBpeMeHHOTO 110BeAeHHe IIPH nanneHTHTe C KOJIopeKrræneH KaPUHHOM H3UCKBa

HHTerpa11HA eHÅOCK011CKaTa AHarHOCTUKa, MOPd)0J10rHHHaTa oneHKa u

MORKYJIAPHOTO IIOA06HH IIPOYHBaHH% HMaT npAK0 3HaqeHue 3a aKTyaJIHV1%

anrOPHTbM Ha nuarHocTHt-1H0 H TepaneBTHHH0 110BeÅeHue. B epaTa Ha nepc0HaJIH3HpaHaTa
MemåUHHa nporHocTH11Hama TepaneBTHt1HaTaceneKUH51 ca HeMHCJIHMH 6e3

3aÅbJ160qeHa Kopenauuq.

TeMaTa Ha AHCePTaUHOHHHR Tpyn e n06pe non6paHa, HayqH0 aprYMeHTnpaHa H

6e3cnopH0 aKTya-JIHa. ABTOPbT e HaCOLIHJ1 U3CJ1eÅBaHeTO CH KBM KOMITJ1eKCeH aHaJIH3 Ha

B3aHMOBPb3KHTe Mem,KÅY xapaKTePHCTHKH Ha TYMopa, TYMOPHOTO
11b11KYBaHe, HMYHHaTa CTPOMHa peaK11H% H MOJIeKYJIAPHO-reHeTHHHHTe IIPOMeHH
KOJIopeKTUIHHTe KaPUHHOMH C pa3JIHHHa aHaTOMHLIHa JIOKaJIH3aUH% 110Ka3aTeJIH, KOUTO

BCe 110-KaTeropHHH0 ce YTBbP)KÅaBaT KaTO He3aBucHMH MPOPHOCTHHHH B

CbBPeMeHHaTa npaKTHKa.

CTpymypa H Ha anceprraunoHHnq rrpym

AncePTaUHOHHHHT e pagpa60TeH B 06eM OT 205 CTPaHHUH H e 0HarJ1eÅeH C 48
rra6JIHUH, 16 31 MUKPOCKOTICKU U306paxeHH%.

bH6nuorpad)HATa BKJ1}Ot1Ba 294 H3TOHHHKa, OT KOUTO 164 ny6JIHKYBaHH ripe3 110CJ1eAHVITe

10 EOÅHHU, H 3 ny6JIHKaUHH Ha 6bJ1rapcKV1 aBTOPH, KoeTO r10Ka3Ba Å06pa HH(bOPMHPaHOCT

Ha AOKTOPama 3a TeopeTHHHaTa AvrcKycHH no TeMaTa B CbBpeMeHHaTa Hayt1Ha JIHTeparrypa.

IIOJIO)KHTeJIHO BneqarrneHue npaBH UUTMPaHeTO Ha 6mrapcKH H3TOHHULIH no np06neMa.

e pa3pa60TeH B 06eM OT 89 CTPaHHUH H 0TF0Bapq Ha BCHHKH HOPMaTHBHH
M3MCKBaHH%, Karro CHHTe3HPaHO 0Tpa3%Ba CbAbpxaHneTO Ha AHCePTaUHOHHMH Tpyn.

AOKTOPaHTbT e npeÅCTaBHJ1 4 ny6JIHKa11HH, CBBP3aHH C TervraTHKaTa Ha AHcePTa11HOHHH%

erpyn, B 2 OT KOUTO TOii e 11bpBH aBTOP, 4 AOKJ1aÅa Ha Hayr-1HH 3 yqacTH% B Hayt1H0-
Vi3CJ1eAOBaTeJICKU npoeKTa. IlpeAcTaBeHaTa Hayt1Ha npoÅYKLIH% e AOKuaTeJICTBO 3a aKTUBHa
Hayt1HOH3CJ1eÅOBaTeJICKaneiiHOCT m nocJ1eÅOBaTeJ1eH HHTepec KBM pa3pa60TBaHaTaHayma
np06J1eMaTHKa.

AHCePTaUHOHHHflT e cTpYKTypupay-1 JIOIMHHO TIOCJ1eÅOBaTeJIHO H 0TroBapq Ha

H3UCKBaHH%Ta 3a Hayt1Ha pa3pa60TKa Ha BHCOKO aKaÅeMHLIH0 HHBO. Toii cbAbpxa BCHLIKH

OCHOBHH KOM110HeHTH Ha Hayt1H0 U3cneABaHe OHarJ1eneH e C Ta6JIHUH, rpad)HKH H

MUKPOCKOHCKH H306paxeHH%, KOHTO Å011PHHaCAT 3a A06POT0 BH3yaJIH3HpaHe H

HHTepnpeTaLIHAHa nonyqeHHTe pe3YJrræru.

JTHTeparrypHHf1T 0630P neMOHCTpupa 3aÅbJ160qeHa rreoperwma nonroTOBKa u n06po

1103HaBaHe Ha CbBPeMeHHHTe KOHUe11UHH 3a MOJIeKYJIHPHaTa naToreHe3a, TYMOPHOTO



11611KYBaHe KaTO He3aBHCHM nporHocrruqeH (baKTOP H MapKep 3a MHBUHBHOCT H

MemaCTærnqeH 110TeHUHU1, HMYHHaTa perynauuq, MOJIeKYJ1%PHHTe 110ÅTH110Be KJIHHHHHOTO
3HaqeHHe Ha pa3JIHHH%Ta MBO- H AHCHOCTPaHHO JIOKUIH3HPaHHTe KOJIopeKTaJIHH

110Ka3Ba MHORO A06pa 3a CbBPeMeHHHTeHeonna3MH. ABTOPbT
nnarHOCTHHHH anopHTMH, IIPOFHOCTHHHH MapKepn H aKrryaJIHH CHCTeMH
B 06nacrra Ha raCTPOHHTeCTHHUIHaTanaT0J10PHH.

110CTaBeHaTa ueJ1 e *CHO CHHTe3HPaHO „Aa ce npoyqaT
xapaKTepncTHKa, TYMOPHOTO 11b11KYBaHe H HMYHHaTa CTPOMHa

peaKunq B 3aBHCHMOCT OT MYTauHOHHHH npod)11J1 1-la KOJIopeKeraJ11-mrre KapuHH0MH C

JIHBa n AHCHa JIOKaJIH3aunq".

3a 110CTuraHeT0 Ha uejl A-p FleTPOB 5 3aAaHH, KOHTO ca MeTOÅOJ10rHLIHO
nocneAOBaTeJIHH, HayqH0 aprYMeHTnpaHH H JIOFHHHO npoH3TuqaT OT aHaJIVi3a Ha

JIHTeparrypHHTe naHHH.

F10Å6paHHTe MeTOAn ca azxeKBaTHH Ha ITOCTaBeHHTe Hayt-1HH 3anaqn H BKJ1fOHBaT:

ÅeTaiiJ1eH XHCTOMOPd)OJIOrøqeH aHaJIH3•,

aHaJIM3 Ha H nepvmeBpaJIHaTaUHBUHW,
OLIeHKa Ha TYMOPHOTO TIMIKYBaHe B 6HOJ10rnqeH onepaTHBeH MaTepnan, cb06pa3H0

CbBPeMeHHHTe MOKAYHaPOÅHH KPHTepuw,
aHaJIH3 Ha JIHMd)O-Bb3JIOBHA cmaTYC HMYHHaTa CTPOMHa peaKLIHY,

UMYHOXHCTOXHMHHHH MeTOÄW,

MOJIeKYJ1%PHO-reHeTHHeH aHaJIU3 Ha MYTaUHOHHHA npod)HJ1•,

cpaBHHTeJ1eH aHaJIH3 Mexcny MBO- H AHCHOCTPaHHO JIOKUIU3MPaHH KOJIopeKTUIHH
KaPUHHOMW,

06eKTMBHOCTaTHCTHqeCKa 06pa60TKa Ha pe3YJITaTHTe, 1103BOJ1na11_1a

HHTepnpeTqpaHe Ha pe3ymaTHTe.

143110J13BaHVffT MaTepuaJ1 e npeÅCTaBHTeneH. KoeT0 e A06pa OCHOBa 3a CTaTVICTHqeCKa

3HaqHMOCT H 1103BOJ1%Ba H3BbP111BaHe Ha npeLIH3eH aHaJIH3 u ameKBaTHH U3BOAH.
CTaTHCTnqeC1€aTa 06pa60TKa e npoBeneHa KOPeKTHO, MaKap I-le qacT OT aHaJIH3HTe 6m
MOI'JIO Aa ce 06CbÅH no-AerraiiJIH0 KJIHHHHHOTO 3HaqeHne Ha YCTaHOBeHHTe 3aBUCHMOCTH H

TRXHaTa 110TeHUHUIHa nporHOCTH11Ha CTOiiHOCT.

VIOJ10xurreJIHa oueHKa gacJIY)KaBa MYJITHÅUCIUff1JIHHaPHHHTnoncom H CTPeMOKbT Ha

aBTopa na HHTerpupa MOPd)OJ10rHHHHTe KPHTePHH C MOJIeKYJIAPHH% npod)HJ1 Ha TYMOPHTe,
KOeTO HMa 110TeHLIVWIHO 3HaqeHue 3a nporH03aTa, H360pa Ha TapreTHa Tepa11HA H oueHKaTa
Ha PHCKa OT nporpecH% Ha 3a60JIHBaHeTO, KOeTO 3HaqMTeJIHO 110BH111aBa Hay'HHaTa CTOiiHOCT

Ha Vf3CJ1eÅBaHeTO.

IlonyqeHHTe pe3YJITaTH ca npemcrraBeHH HCHO, CHCTeMaTH3HPaHO, aHaJIHTHHHO H C

He06XOÅHMaTa Haytma aprYMeHTaLIH%. Te ca HHTepnpeTupaHH 3aAbJ160qeH0, MaKCHMaJIHO
06eKTHBHO H ca Cb110CTaBeHH KPHTVIHHO CbC Cb1-qeCTBYBa111HTe JIHTepaTYPHH ÅaHHH.
06Cb)KÅaHeTO 0Tpa3%Ba nornen Ha aBTopa KBM np06J1eMa.

Be3cnopeH IIPHHoc
B3aHMOBPb3KHTe MOKÅY
MYTaUVIOHHH% npod)HJ1

Ha AHCePTaUVIOHHvrn rrpeÅcTaBJIABa aHaJIH3bT Ha

TYMOPHOTO 11b11KYBaHe, HMYHHaTa CTPOMHa peaK1_1HH H

Ha KOJIopeKTaJIHHTe KaPUHHOMU. ABTOPbT purnexna



xapaKTepucTHKH KaTO 0TpaxeHue Ha CJIO)KHH 6HOJ10rW11--1H npouecn,
onpeneJIH1_un HHBa3HBHOCTra, MeTaCTaTHHHH% 110TeH1_1HaJ1 H TepaneBTHHHaTaHYBCTBHTeJIHOCT
Ha Heor1J1a3MATa.

IlpnHocme MoraT Ila 6bÅaT cHHTe3upaHH B CJ1eAHHTe HaCOKn:

l.

2.

3.

4.

5.

6.

KOM11J1eKceH aHUIH3 Ha xapaKTepHCTHKH Ha KOJIopeKTUIHHTe

KaPUHHOMH BBB BPB3Ka C aHaTOMV111HaJIOKa.JIH3aUH%.
OueHKa Ha TYMOPHOTO 11b11KYBaHe KaTO MapKep Ha TYMopHa arpecHBHocT H

110TeH1_ua.J1eH He3aBHCHM nporHocTuqeH d)aKTOP.
AHUIH3 Ha HMYHHaTa CTPOMHa peaK11H% KaTO MHAHKaTOP 3a B3aHMOÅeiiCTBneTO
MOKÅY TYMopa n JIOKUIHHH HMYHeH OTFOBOP, H HeiiHOT0 3HaqeHue 3a TYMOPHaTa
nporpecuq.
V'13%CHHBaHe Ha BPb3KUTe Mexny U3MeHeHHH H MYTaUHOHHHA
npo(bHJ1 Ha TYMopme, KoeTO HMa 3HaqeHue 3a CbBPeMeHHH% nepCOHaJIH3mpaH
TepanexruqeH noncom.
110TBbP)KAaBaHe Ha KJTHHHLIHO 3HaqMMHTe pa3JIHMHH MOKÅY JIABO- ARCHOCTPaHHHTe
KonopeKTaJIHHKaPUHHOMH, KoeTO e B CbOTBeTCTBue CbBPeMeHHHTe KOHI_1e11UHH 3a
T%XHaTa 6HOJ10rHLIHa xeTeporeHHocT.
IlpeAJ10)KeH e HHTerpaJ1eH HHÅeKC (Aggressive Score), 06eÅHH51Ba111
TYMOPHH% rpeiiÅ (G), (LVI) n nepHHeBpaJIHaTa

(PNI) B eÅHHHa CMCTeMa 3a oueHKa Ha 6HOJ10FHHHaTa TYMopHa arpecHBHocT
H IIPOFHOCTHHHHH PHCK. MHÅeKCbT Momce Aa 6bÅe Vf3110J13BaH KaTO A011bJIHHTeJ1eH

HHCTPYMeHT 3a nporHocTHtma CTPaTHd)HKaUHH Ha nal_tneHTUTe cnem nocJ1eÅBa11xa
BUIHÅH3aUH% B no-roneMH KOXOPTH.

OT 1103muuwra Ha KJIHHHLIHaTa racTpoeHTeponormn HaCTO%1UOTO H3CJ1eABaHe HMa oc06eHa

npaKTuqecKa CTOiiHOCT, Tbii KaTO 110TBbpxcnaBa He06x0ÅHMocrra OT MHTerpupaH 110ÅXOL(

HaqueHTHTe C KOJIopeKrraJ1eH KaPUHHOM. YCTaHOBeHHTe pa3JIHHHH JIBO- H

AHCHOCTPaHHO .JIOKaJIH3HPaHHTe TYMOPH Cb3ÅaBaT npeA110CTaBKH ga 110-npeAH3Ha oueHKa Ha
pucKa ome rlbpB0HaqaJIHaTa nuarHOCTHHHa H cTanupa1-ua oueHKa Ha 3a60JIABaHeTO.

Pe3YJITaTHTeVfMaT 3HaqeHne H 3a exeÅHeBHaTa eHAOCK011CKa rrpaKTHKa. 1103HaBaHeTO Ha
6uonorHt1HHTeOC06eHOCTH 1--1a pa3JIHHHHTe 110ÅTH110Be KOJIopeKTueH KaPUHHOM 6m MOFJIO Aa
110Å110MOFHe HHTepnpeTaLIH%Ta Ha eHÅOCKOHCKHTe HaXOÅKM onpeneJIHHeT0 Ha

nuarHOCTMLIHaTa cTpaTeruq. CHUTaM, qe nonyqeHHTe naHHH HaÅXBbPJIAT paMKHTe Ha MHCTO
MOP(bOJ10rHLIHOTO H3CJ1eÅBaHe vmaT pea.JIHa KJIHHHHHa npHJ10)KMMocT B

racTpoeHTep0J10rnxra, OHKOJIOrnxra H MYJITHÅHCUM11JIHHaPHOTO r10BeÅeHHe. Te VIMaT

TIOTeHqmaJIHO 3HaqeHue 3a PHCKOBaTa Ha naumeHTHTe, H360pa Ha

TepaneBTuqeH noncom H OHTHMH3VIPaHeTO Ha HHTePAHCLUff1JIHHaPHH% r10ÅxoÅ TOBa
COLIP1aJIH03HaqHMO 3a60J151BaHe

AHCePTaUHOHHH51T e H3rpaneH Ha BHCOKO Hayrmo HUBO H

neMOHCTPHPa cepH03Ha rreopeTHHHa nomrOTOBKa, OTJIHHHa MeTOÅOJIOFHHHa opraHH3aLIHA M

3aÅbJ160qeH aHaJIHTmqeH nonxom. HanucaH e Ha ToqeH, CTerHaT H HayHH0 KOPeKTeH e3HK.
TeKCTbT e A06pe cTpYKTypupaH, c RHO purpaHuqeHH pume11H H 060CHOBaHH rrpexonu.
Elpe3eHTaLIHATa Ha pe3YJITaTHTe e M3KJ11-OHHTeJIHO npeLIH3Ha A06pe BH3yaJIH3upaHa c

Ta6JIV11-1H rpa(bHKH.

KaT0 npenopbKa 3a 6bÅeUlO pa3BHTue Ha H3CJ1eÅBaHeTO 6HX nocormna BKJ110t1BaHeTO Ha
KJIHHWIHO npocJ1eÅ%BaHe Ha naumeHTHTe C aHaJIU3 Ha 06111aTa H 6e3pe11HÅHBHaTa



HPOKHBRMOCT, KOeTO 6m 1103BOJIHJIO no-npe1_1H3Ha oueHKa Ha nporHocrrut1HaTa CTOiiHOCT Ha

YCTaHOBeHHTe H MOJIeKYJIHPHH 110KæaTeJIH. IlpeÅCTaBJIABa MHTepec H

6bÅeuxa BaJIHÅM3aLIHH Ha npeÅJ10)KeHH1 MHTerpaJ1eH HHÅeKC (Aggressive
Score) B no-roneMH H He3aBMCHMH llanneHTCKM KOXOPTH, KoeTO 6m A011PHHeCJIO 3a
YTBbP)KÅaBaHeT0 MY KaTO npaKTnqecKH TIPHJIOYCHM HHCTPYMeHT 3a nporHocTH1-1Ha

flocoqeHHTe IIPe110PbKH He HarviaJ1%BaT 110 HHKaKbB HaHHH BHCOKaTa Haytma
CTOiiHOCT Ha AHCePTaLIHOHHH% H HMaT eAHHCTBeHO HacoHBa1L1 xapaKTep.

3aK.ruoqe1-1ne

AHCePTaUHOHHHHT npewraBJIHBa caMOCTOflTeJIHO, 3aÄbJ160HeHO H aKrrya.JIH0 HayHH0
H3CJ1eÅBaHe C 110ÅqepTaH HHTePAHCLIH11JIHHapeH xapaKTep H Cb111eCTBeHH npvmocu B

06J1aCTTa Ha llaToaHaTOMHHTa,racTpoeHTep0J10ruma H OHKOJ10rH%Ta.

Bb3 OCHOBa Ha U3J10xeHOTO cqurraM, qe AUCePTaUHOHHUAT 0TF0Bapq Ha

H3HCKBaHHxra Ha 3aKOHa 3a pa3BHTuerro Ha aKaneMHHHHA CBCTaB B Peny6JIHKa Bwmrapvrq u
IlpaBHJIHHKa 3a HerOBOTO IIPHJIO)KeHUe 3a npncb>KmaHe Ha 06pa30BaTeJIHaTa H HayqHa

CTeneH „AOKTOP"

KaTeropHHH0 naBaM 110JIO)KHTeJIHa oueHKa Ha mqcePTa11MOHHHH TPYÅ H npeÅJ1araM Ha

YBOKaeMOTO Hay-IHO xypu Ila rrpncbAH Ha A-p KpacHMup T0AopoB IleTPOB06pa30BaTeJIHaTa
H Haytma CTeneH „ÅOKTOP"FIO Hayt1Ha cneUHUIHOCT „IIaT0J10roaHaT0MH%".

Am: 05.06.2026 r. Aou. A-p M. BJ1axoBa A.M.
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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



molecularmechanisms ofcarcinogenesis, 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 ofBulgarian 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 ofa 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
ofcontemporary 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:

Detailed histomorphological analysis;
Analysis of lymphovascular and perineural invasion;
Assessment of tumor budding in biopsy and surgical specimens according to

contemporary international criteria;
Analysis of lymph node status and immune stromal response;
Immunohistochemical methods;
Molecular genetic analysis of the mutational profile;
Comparative analysis of left- and right-sided colorectal carcinomas;
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.

2.

3.

4.

Comprehensive analysis of the morphological characteristics of colorectal carcinomas
in relation to their anatomical location.
Evaluation of tumor budding as a marker of tumor aggressiveness and a potential
independent prognostic factor.
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.
Clarification of the relationships between morphological alterations and tumor
mutational profile, contributing to contemporary personalized therapeutic approaches.



5.

6.

Confirmation of clinically significant differences between left- and right-sided
colorectal carcinomas, in accordance with current concepts of their biological
heterogeneity.
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 andmay 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 ofthe dissertation and respectfully recommend that
the Scientific Jury award Dr. Krasimir Todorov Petrov the educational and scientific degree
Doctor (PhD) in the scientific specialty PathologicalAnatomy.

Date: 05.06.2026

Assoc. Prof. Margarita Dimitrova Vlakhova, MD, PhD


