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BbB BPb3Ka C yqacTHeT0 MH KaTO qneH Ha HayqHOT0 )KYPH B ElaCTO}1LUWA KOHKypc neKJlapupaM. qe

I-f}1MaN1 Ha HH•repecH C n-p KpacHMHp TonopoB ClempoB, HRMaVte 06111M HayriHH pa3pa60TKH

H He CbM CBbpgaH0 JIHUe CMJ1aCHO Id3HCKBaHw•ra Ha 3aKOHa 3a pa3BHTHe Ha al€aneMHHHHfl CbCTaB B

PenyöJlH1€a bbJ1rapHfl.

1. AaHHH 3a npouenypaTa

Ha OCHOBaHHe qn. 4. an. 2 H qn. 29a OT 3aKOHa 3a pa3BHTmeTO Ha aKane,MmqEIHS1 CbCTaB B

Peny6JIHKa bbllrapv•ffl, qn. 61 OT MpaBHJIHH1€a 3a npHJ1araHe Ha 3PACPb, 3a110BeJL N2 13

r. Ha Pelcropa Ha MenHLIHHCKH YHHBepCHTeT — LIJIeBeH H pemeHHe Ha [Ipencenamejlfl Ha I-laytiH0T0

-,KY'PH. CbM orrpenenebla na peueH3HS1 Ha JIHcePTaUHOVIHHS1 Ha A-p KpacHMHp Tonop0B

[lempoB BBB BPb3Ka C npouenypa ga TIPHJ106HBaHeHa 06pa30BaTeJIHaTa H HayqHa cerevleH „JL0K10p" 110

Hayt1Ha CilennaJlHOCT ,JlaTOJ10roaHaTOMHS1 H UHTonaTonorHfl". Hanpawtewte 7.1.

,MeAHUHHa", 06naCT Ha BHC11]e 06pa30BaHHe 7. „3npaBeona3BaHe H cri0PT"

A-p KpacHMHp TonopoB [leTpoB e gat-1HcneH Kamo norcropaHT Ha caMOCTOSITe:1Ha nonroTOBKa

KBM ICaTeapa ,JlaTOJ10roaHaTOMHfl" Ha VleAHUHHCKH YHHBePCHTeT — [IJIeBeH Cb1'J1acH0 3a110BeJl N2

I I .2024 r. Ha Percropa Ha MenHUHHCKH YHHBePCHTeT — IlJ1egeH. Caen H31VbJIHeHHe Ila

HHAhBnayaJIHHfl yqe6eH H Hayt1HOH3CJ1eJIOBaTeJICKH nnaH H ycne111H0 [IPHKJIK)CIBaHe Ha mpeJIBHneHHTe

neiiHOCTH. AOKI'opaHVbT e OTLIHCJ1eH C npaB0 Ha 3aLILHTa no pena Ha neiicTBautama HOPMaTHBHa

ypea6a.

AHCepmaUHOHHH%T TPYJI e 06CbJ1eH H npue-r Ha gacenaHHe Ha ICaTenpeHHS1 C'bBeer Ha Karenpa

Kamo e nanevqa [IOJIO'iKMTeJlHa OLteHKa 3a HeroBama HayqHa CTOViHOCT HVlaT0J10roanaT0MHfl'

LOTOBHOCT "Ba nyöJIHLIHa 3acuwra. [IpencTaBeHtiTa AOKYMeHTaLtHS1e B CbOTBeTCTBHe C H3HCKBaHHW1•a Ha

3aKOHa ga pa3BHTHe•ro Ha af€aneMHLIHH}1 C'bCTaB B Peny6JIHKa bbJ1rapHS1. [IpaBHJIHHKa ga HeroB0i'0

[IPHJIO>KCYHHe H Bb-rpe111HHTe HOPMCTHBHH JIOKYMeHTH Ela IVIeAHUHHCKH YHHBePCHTeT — HJ1eBeH.

I-lamme ca BCHqKH He06XOÅHMH AOKYMeHTH •ga npoBOKJtaHe Ha npouenypama. BKJIIOHHTC'JIHO

JIHcep•ra1LHOHeH •rpyn. cr1HcbK Ha H yqac'1'H511t1 B HayqHH

(bopyMH, Katcro H CbOTBeTHvrre aJLMHHHCTPaTHBHH JIOKY'MeHTH. Y'AOCTOBeP}1BaLLIH 3aKOHOCb06pa3HOTO

npoTHqaHe Ha npouenypm•a.



2.KpaTKH 6norpa(bHt1HH naHHH 'Ba norcropaHTa.•

A-p KpacHMHp Tonopon IleTPOB e poneH Ha 29.02.1968 r. B rp. JIeBCKH. Llpe3 1994 r.

vam»p111Ba Bucwe•ro CH 06pa30BaHHe no MejlHUHHa B MenHUHHCKH YHHBePCH•re-r — IlJ1eBeH H

npHÄ06HBa cteneH „Marucnp". MY r1bT

3anotlBa ICaTO neKap-TepaneBT B N'1bAJI „n-p JIHMHTbPM0JIJ10B" — rp. EneHa. KbaeTO pa60TH B

nepmona 1994—20()() r. Caen TOBa B npojlbnnceyme Ha TpHHanecer roj1HHH pa3BHBa neiiHOCT Kan)

0611tonpaKTHKYBa111 neycap B HHAVfBH1tyau'1Ha rtpaKTHKa 3a rn»pBHqHa MenHUHHCKa 110M0111.

[Ipeg 2013 r. HacoqBa CH HHTepecH KbM narronorv•fqrma H

ganoqwa CliennaJIH3aLtHfl no „06Lua H KJIHHHt1Ha naT0J10rHfl" B KaTenpa „[laT0J10roaHaT0MH}1" IIPH

MenHUHHCKH YHHBePCHTeT — IlneBeH. CnetwaJIHocvra IIPHA06HBaycne111H0 npe3 2018 r. , Karo ome
110 BpeMe Ha 06yqeHHe•ro CH ce BKJ110t1Ba aK1'HBHO B npenonaBamencKama H HayqH0H3CJ1e,L0BareJ1cKama

neliHOCT ua Karnpara. OT 2015 r. pa60TH KaTO XOHOPYBaH aCHCTeHT. a BTIOCJ1eACTBHe e Ha3HaqeH ICaTO

nercap-acHcmeHT B (hneJ1eHHe1'0 no 0611ta H KJIHHWIHa KbM YMbAJl „Jl-p I•eoprvt

CTPaHCKH"— ClneBeH H aCHCTeHT B KaTenpa Ha MenHUHHCKH .VHHBePCHTC'T

llneBeH.

OT 2023 r. n-p [IeTPOB 3aeMa aycaneMHt1Ha JIJIb>KHOCT npe110JtaBaTeJ1 B KaTenpa

„FlaTOJ10roaHaTOMHfl". Kato IlapaneJIH0 c TOBa npoJ1b,rrncaBa cBoxra nwarHOCTnqHa J-tejiHOCT Kamo JIG'Kap

Iltrronor B Outenevmel() no 0611ta H KIIHHHt1Ha natonorH}1 Ha YMbAJl „n-p reoprn CTPaHCKH"
LI.1eBeH. Hape;x C YHHBePCHTeTCKaTaH 60JIHHMHaTa CH neiiHOCT TOMI pa60TH H KaTO cneUHaJIHCT [10

06111a H KJIHHHt11-ra namonorHSl B Jla60paTopHflTa 110 ,XHCTonaTOJ10rHSl KbM MbAJl „ABHC Menmca"

[lneBeH.

[Ipo(becH0HaJIHaTa Ha A-p [leTpoB noycagga nocneA0BareJIH0 pa3BHT1-1e

3CLb1160qeH HHTepec ICbM cl.BpeMeHE1a•ra nnarHocTHMHa naTOJ101'Hfl. HaTpyna11HflT KJIHHHqeH H

naT0J10rnqeH orlHT, cbt-leTaH C ax-rHBHa npenonaBaTencKa neiiHoc•r, Cb3JtaBaT CTa6HJIHa OCHOBa ga

pa;pa60TBaHeT0 Ha npeJICTaBeHH}1 nncepu•aLIHOHeH •rpyn. HayqHHTe MY HHTepecH ca HacoqeEIH

npeAHMH0 KbM OHKOnaTOÄOFHwra H Ela CbBpeNteHHHTe

"MYHOXHCTOXHMHMHH M0,aeKY'.upHH MeTOJIH B awarHOCTH1€aTa H nporHocTHMHara OlteHKa Ila

3Ji0KaqeCTBeHHTe ga60J1flBaHH}1.



A-p LleTpoB e qneH Ha bbJ1rapcK0T0 apptcecTB0 no naTOJ10rH}1, bbJ1rapcvcaTa aconwa1AH}1 IAO

H Ha MeAHUHHaTa. European Society of Pathology (ESP). ENGIP H

bbJ1rapcKHfl neycapcKH Cb103. BJ1a;uee pycKH aHrJIH1iCKH e3HK. KOeTO MY' [103BOJ1flBa a}CVHBHO na CJ1eAH

pa3BHTHeTO Ha MOKAYHap0ÅHa-ra HayqHa JIHTepa-rypa H na yqacTBa B rlPO(lRCHOHaJIHH (I)opyMH H

Hay'CIHH HHH11HaTHBH.

3.06ma xapaKTepncTLIR',i Ha JIHcePTaUHOHHHf1Tpyn:

[IpeJLCTaBeHHflT OT A-p KpacHMHp TonopoB VleTPOB AHCePTaUHOE1eH Tpyn. e pa3pa60meH B 13

rnaBH H CbJ1bP>Ka 205 CTaHAaPTHH MatLIHH01UdCHH CTPaHHUH. 168 6e3

JIHTepaTYPHHSIT 06gop cbll'bpnca 51 CTPaHHUW. Pe3YJITaTH:78 cypaHHUH; C)6CbncnaE1e H H3BOJLH: 3

CTPaHHUH. MarpHaJ1bT e OHarneneH B 48 Ta6JIHUH, 16 UBeTHH (l)HrypH H 31 CHHMKH. H'3noj13BaHara

JIHTeparypa 294 3arnaBHfl, 3 OT KOHTO ca Ha bbJ1rapcKH aBTOPH. 164 OT BCHCIKH H3ToqHH11H

ca ny6JIHKYBaHH npe3 nocneJLHHTe neceT I*OJIHHH.

AHCePTaUHOHHHSIT e cerpyycrypmpaH npaBHJIHO CbC cpaBHHTeJIHO cna3BaHe Ha

nponopLIHHTe Mencny OI'neJIHHTe qacTH cnopen 06tuonpHeTHTe y Hac Hayt1HH npaBHJ1a.

[Ipenc•raBeHH ca TPH ny6JlHKaLIHH no TeMaTa Ha JIHceptaunwra B pe(bepHpaHH cnncaHHfl. B JIBe

O'F KOHTO e rlbPBH awrop. C KoeT0 ce 110KPHBaT H3HCKBaHHflTa Ha [IpaBHJIHH1€a ga

YCJIOBHxra H pena '3a IIPHJIOÖHBaHeHa HayqHH CTeneHH H 3aeMaHe Ha aKaneMHt1HH JIJIb>KHOCTH B

MenHUHHCKH 3a cBb1D3aHa C AHCePTaUHOHHHS1 ny6JIHIQUHOHHa alC1'HBHOC11

4. ARTyaJIHOCT Ha TeMara no pa3pa60TRama:

H36pauaTa ga JIHcep•raUHOHHHS1 •rpy;x TeMa e H3KJ110UIHTeJIHO mcryaJIHa. CbBPeMeHHa H C BHCOKa

ElayLIHa npaKTHqecrca 3HaqHMOCT. Konope1craJIHHflT 1€aPUHHOM e epen Han-qecTH•re 3JIOKaqeCTBeElH

3a60Jl}1BaHHfl B CBeTOBeHMama6 IIPOJ1bJ1>KaBa na 6bÅIe ej1Ha or BOJte11LHTe IIPHHHHH •sa CWbPTHOCT OT

OHKOJIOI*HHHH 3a60JUIBaHHS1 Kak-ro B EBpona. TaKa H B bbJ1rapHfl. He3aBHCHMO OT 3HaHHTeJIHHf1

HanpeJ1bK B nuarHOCTHKama, neqeHHe, Jil.qeneqeblueyro H CHCTeMHama npoTHB0TY'Mopna

[IporH03ara IIPH 3Hat1HTeJIHa qacT OT nauueHTHTe octaBa He6J1aronpHflTHa, Koemo onpeJIeJ151

Heoöxonwvtocvra OT HenpeKbCHa•vo YCbBbPL11eHCTBaE1e Ha JIHarHOCTHHHHTe H npornoc'rHt1HHme

NOJIXOAH.



I-Ipe3 nocneÅHHTe JIBe aeceTHJ1eTHfl ce HaTpynaxa y6eAHTeJIHH JIOKa3aTeJICTBa, qe

KaPUHHOM npencTaBJ1}1Ba xeTeporeHHa rpyna Heonna3HH. KOHTO ce pawlHqaBaT 110

CBOSlTa MOJIeKYJ1flPH0-reHeTHHHH xapaycrepHcTHKH. HMYHonorHHHa MHKpocpena H

KJIHHHLIHO 110BeneHHe. Oc06eH0 BHHMaHVte B cbBpeMeHHa-ra Jiwrepa-rypa ce OTAeJ1fl Ha pa3JIHLIHflTa

Me-,KIIY' KaPUHHOMHTe C JlflCHa H JIRBa norcaJIH3a11H51. KOHTO neM0Hc-rpHpaer C'b11teCTBeHVf pa3JIHt1Hfl

Kaycro no OTHOLIRHHe Ha MOJIeKYJISIPHaTa naToreHe3a, TaKa H no OTHOLIJeHHe Ha TepaneBTHqHHS1

OTFOBOP H NPOKHBRMOCT Ha natLHeHTHTe.

KJ1'dCHqecKHTe 110Ka3a-reJIH C HOBH nporHOCTHHHH H npeJIHKTHBHH MapKepH. Cpejl TSIX

oc06eH0 MACTO 3aeMa-r TYMOPHOTO rib11KYBaHe (tumor budding), H

IlepHHeBpaJIHma HHBa3HS1, TYNIopHHTe nen03HTH. HMY'HHa•ra CTPOMHa peaKLIHfl. B

nnismatch repair CHCTevta•ra H MOJIeKYJ1flPHO-reHeTHHHH npoMeHH. onpeneJ1fl[11H

ÖVIOJIOI'HLIHOTO [10BeneHHe Ha He011J1t13H}1Ta. BbnpeKH roneMHS1 6poji ny6JIHKYBaHH npoyt1BaHHfl. BCe

Ollie Cb[UeCTBYBaT pennua HeH3SICHeHH Bb[1POCH OTHOCHO B3aHMOBPb3KHTe •re3H [10Ka3creJIH H

TAXHOTO KOMr1J1eKCHO 3HaqeHHe •ga nporH03aTa H TepaneBTHMH0T0 [10BeneHHe OTAeJIHHTe rpY'11H

nauHeHTH.

Oc06eH0 arcryaJ1eH e Bb[1POCbT 3a ponxra Ha TYMOPHOTO 11b11KYBaHe Karo

H3pag Ela erlHTeJIHO-MeQH,XHMHHS1 npexon H HeroBaTa BPb3Ka C JIOKaJIHaTa HEIBa3Hfl, JIHM(ljoreHHara

H Me-raCTaTHt1HH}1 110TeH11HaJ1 Ha KOJIope1craJIHHS1 KaPUHHOM. [lapaneJIH0 C TOBa BCe no-

I'OJISIMO BHHMaHHe npHBJ1hqa 3HaqeHHeT0 Ha Crohn-like peaK11H}1 Kavo HEIJLHKa•rop 3a

ecljeKTHBHocvra Ha IIPOTHBOTYMOPHHSI HMYHeH 0TroBop H KaT0 [10TeH[1HaJ1eH nporHOCTHqeH Maprcep.

Pa3BHTneT0 Ha CbBPeMeHHHTe MOJIeKYJ1flPHH TeXHOJ101ÄHH. BKJ110qHTeJIHO next-generation sequencing

(NGS). Cb3J1aga Bb3MO)KHOCT 3a ejiHOBPeMeHHO H3CJ1eABaHe Ha MHO>ICCTBO reHeTHt1HH rlPOMeHH H

110-3aÅbJ160qeH0 pa36mpayqe Ha 6HOJ101'HMHaTa xemeporeHHocT Ha 3a60J1*BaHeT0.

B KOHTe1CCT nucePTaLLHOHHHSIT •rpyn Ha n-p Kpacwv1Hp [leTPOB pagrJIOK,ua ejLHH OT Haii-

ax-ryaJIHHTe npoöJ1eMH Ha CbBpeMeHHarra OHKOnaTOJ10rHH. ClonyqeHwre pe'3YJITaTH HNtaT [10TeHLIHaJ1 He

caM0 xa pa3L11HpflT CbLUeCTBYBaLUWre HayqHH r103HaHHfl. HO H na Haytepxr [IpaKTHqecK0 [IPHJIO',KeHHe B

enceJIHeBHaTa JIHarHOCTHt1Ha H KJIHHHt1Ha nptucrmca.



5. J11fTepaTY'peH 0630P 1103HaBane Ha TeMama

JIHTepatypHHflT 0630Pe pa3pa60TeH B 3HaLIHTeneH 06eM H npenceraBJ1flBa e;wa OT Han-CHJIHHTe

qac'1'H Ha AHCePTaUHOHHH}1 •rpyn. ABTOPbTneMOHCTPHpa 3aAbJ160qeHO [103HaBaHe Ha CbBpeMeHHHTe

KOHUer1UHH OTHOCHO 6HOJ1019HflTa. Mop(bonornma H MOJIeKY'J1}lPHaTa naroreHe3a Fla

KaPLUdHOM. H3JIO>KeHHeTO e JIOrnqHO cerpyrcrypHpaH0 H r10CJ1eJ10BaTeJIH0 npocneJ1}lBa pagBHTHe•ro Ela

Hayt1HHTe Bb3rneJIH OTHOCHO Bb3HHKBaHeTO. nporpecHSITa H nporHoc-rvtqHama OLteHl€a Ha

ga60J151BaHeT0. AHaJIH'3HpaHaTa nwreparypa e alayaJIHa H 06xBatua BCHLIKH OCHOBHH HanpaBJ1eHH}l Ha

CbBpeMeHHarra CBBP3aHH C AHarHocTHKa-ra H Ha KOJIopeKTaJIHH}1

KaPUHHOM.

Oc06eH0 J106po BIIet-lC1'J1eHHe [IpaBH CHCTeMaTH3HpaHOT0 Ha CbBpeMeHHVfTe

Ha He011J1ti3HH H TSIXHOTO M%CTO B KJIHHHt1Hara npaKTHKa. ABTOPbT

pagrvjenc;ra noap06H0 ,XMCTonorHLIHHTe BaPHaHTH Ha KonopeK-raJIHHH KaPLLHHOM. (IPHHLLHVIHTe Ha INVI

H POJISlTa Ha KJ1acnqeC1€wre nporHOCTHLIHH (barcropH. HapeJL C TOBa

ca aHaJIH3HPaHH or-paymqeHH51Ta Ha TPUIVfUHOHHVITe nporHOCTHLIHH MOJWIH H He06XOJIHMocna OT

BbBe>KJtaHe Ha HOBH 6H0MapycepH. KOHTO aa 1103BOJISIT no-npe11H3Ha oueH1€a Ha pidc}€a H no-n06po

HHJLHBHJ:tyaJIH3HPane Ila •repar1eBTHCIHH$1 nonxon.

Cb[1teCTBeHO BHHMaHHe e OTAeneHO Ha TYMOPHOTO rlbf1KYBaHe (tumor buddine), Koemo lipe3

110CJ1eAHHTe I*OJIHHH ce YTBbPAH Kamo eAHH OT HaM1-Hane)KJIHHTe 3a

arpecHBH0 110BeneHHe Ha KOJIopeK-raJIHHS1 KaPUHHOM. ABTOPbT [IpenceraB}1 pa3BHTHeTO wa

'Ba TYMOPHOTO [1b11KYBaHe, EleroBaTa BPb3Ka C enHTeJIHO-MeQHXHMHHS1 npexon H pollflTa

MY KaT0 He3aBUCHM rtporHocTHqeH (baycrop. AHaJIH3HpaHH ca KPHTePHHTe Ha International 'l unlor

Budding Consensus Conference (ITBCC). KOHTO [IOHaCTOfl11teN1 npeJICTaBJISIBaT MOKJIY'HaPOJlH0 npwem

CTaHXdPT 'Sa oueHKa Ha 'V03H 110Ka3a•reJ1.

3aJ1b1160qeH0 e pa31"J1enaH H BMIPOCbT 3a TYMOPHaTa MHKpocpena H HeiiHOT0 BJIVfflHHe BT.pxy

nporpecmq•a Ela B TO'3H KOHTeKCT amopyr OTneJ1}1 cneLIHaJIHO BHHMaHHe Ha Crohn-like

peaK11H$1 (CLR), KOATO npe3 nocneAHHTe I'OAHHH ce KaTO

H3p•a3 Ha HMY'HeH OTI'0B0P. AHaJIH3HpaHH ca pa3JIHtdHHTe 3a OlteHlCa Ela



C[.R. Kak-ro H ny6JIHKYBaHHTe naHHH OTHOCHO EleiiHaTa nporHocTHt1Ha CTOÜfHOCT. IlpencTaBeHH ca

y6eAHTeJIHH JIHTepaTYPHH AOKa3aTeJICTBa 3a BPb3Ka•ra Mencny HHTeH3HBHHS1 OTFOBOP H

no-6naronpHflTHOT0 KJIHHHt1HO npoTHqaHe rlPH onpeneneHH nonpyr1H nauHeHTH c

KaPUHHOM.

Oc06eH HHTepec npencTaBJ1fiBa pa3neJ1bT. nocBemeH I-la mismatch repair G'Hcu•etvta1a H

MHKpocaTeJIHTHaTa HeCTa6H,1HOCT. ABTOPbT neMOHCTPHpa OTJIHMHO 1103HaBaHe Ha MexaHH3MHTe.

KOHTO CTOSIT B OCHOBaTa Ha He011JIC3HH. Kajcro H TSIXHOTO 3HaqeHHe 3a

pa3BHTHeTO Ha CHHJ1p0Ma Ha Lynch. Ilonp06H0 ca pawnenaHH (l)YHKLtHHTe Ha OCHOBHHTe VIVIR

VILHI. PMS2, MSH2 H IVISH6. l€-mcro H CbBPeMeHHHTe a-aropHTMH 3anpoTeHHH

HMYHOXHCTOXHMHHHa oueHKa Ha TSIXHaTa eyccnpecua. Y6eJIHTeJIHO ca npencTaBeHH naHHHTe OTHOCHO

BPb3Kara Mencay MMR cTamyca. TYMopHaTa JIOKaJIH3aUHfl, HMY'HHaTa peaK11H51 H •repaneBTWIHHS1

OTFOBOP. Koe•ro Cb3J1aBa J106pa TeopeTHHHa OCHOBa 3a nocnezwauun•e C06CTBeHH H3cnei1BaHHS1 Ha

aBTopa.

-JIHTepaTypHH51T 0630P BKJ110t1Ba H gallbJ160qeH aHaJIH3 Ela CbBPeMeHHHTe MOJIC*KYJIHPHO-

I-eHemmqEIH acneK1'H Ha KOJIopeKTaJIHaTa KaHueporeHe3a. IlpocneneHH ca OCHOBHHTe CHI'HaJIHH

11T»TH11La. yqacTBa11LH B pa3BHTHevro Ha Kax-ro H POJ1}1Ta Ha Haii-qecmo gacernamme

OHKOreHH TYMop-cynpecopHH reHH. Oc06eH0 BHHMaHHe e OTAeneHO Ha MYTaLIHHTe B K RA.S. NRAS
BR,AF, TP 53 H PIK3CA. KOHTO HMaT 1101s-agaH0 3HaqeHHe ga nporH03a•ra H H3Öopa Ha CHCTeMHa

•repallH51. ABTOPbT ycne11iH0 06BbP3Ba MOJIeKY'J1}1PHHTe C xapmcrepHcTHKH

Ha IYMopa H 110Ka3Ba a06po pa36upaHe 3a cbBpevteHHa•ra KOHLter1UHSl ga HHTerpnpaHa

MOJIeKYJ1}1PHa JIHarHOCTHKa.

Bah€eH aKLteHT B 0630pa e [IPHJIO)KeHHeTO Ha TexHOJ10rHHTe ga MaCHBHO napaJ1eJIH0

ceKBeHHpaHe (Next Generation Sequencing — NGS) B CbBpeN1eHHaTa naroJ10FHt1Ha [lpmcrH1€a.

MpencTaBeHH ca Bb3MO>KHOCTHTe Ha Tegm Me-roan 3a extHOBpeMeHHO H3cneJIBaHe Ha MHOHWCTBO

reHeTHHHH rlPOMeHH H 3a no-npetLH3H0 onpeneJIAHe Ha 11P0(bHJ1 Ha TYMopa. ABTOPbT

y6eAHTeJlHO apryMeHTHpa OT BKJ110t/BaHeTO Ha VIOJ106HH IIOJIXOJIH B KOM[1J1eKCHcra

oueHKa Ha KonopercraJIHHR KaPUHHOM H oqepTaBa T*XHOTO "Bldaqevwe ga 6bJte11LOT0 pa3BHTHe Ila

nepc0HaJIH3HpaHama OHKOJIOFH".



B ?.aKJIEoqeHHe CHHTaM. qe JIHTepa'1ypHHflT 0630P e H3FOTBeH Ha BHCOKO HayqH0 HHBO

[10Ka3Ba MHOro n06po r103HaBaHe Ha pa31"J1encnaHaera np06neMaTHKa. JIHTepaTYPHHSIT 0630PHIWIbJIH}1Ba

ycneLIJH0 CBO%1'a na H3rpaJIH reopeTHHHa-ra paMKa Ha JIHcePTaUHOH1dH51 •rpyn H Cb3J1t1Ba

COJIHJIHa OCHOBa •ga (I)opMYJIHpaHe Ha ueJITa, ganaqwre H HayqHata Ha amopa.

I-la pa3neJ1 „uejl, 3anaqH, Marrepnajl H MeerOJIH 111)0BeneH0T0 H3CJ1eABane":

Llema Ha AHCep•ra1LHOHHHS1 TPY'JI e ACHO (bopMYJIHpaHa. Hayt1H0 OÖOCHOBaHa H Ha11bJIH0

CbOTBeTCTBa Ha atcryaJIHHTe •reHneHUHH B CbBpeMeHHaTa AVta1'HOCTHqE1a naT0J10['HS1 H Ilpe1LH3Ha

TSI e HacoqeHa K'bN1 KOMr1J1eKCHO H3cneJIBayqe Ha xapaycrepucTHKH Ha

KOJIopelCTaJIHHTe KaPUHHOMH, oueHl€a Ha TYMOPHOTO libf1KYBaHe H HMYHHa•ra CTPOMHa peaKLLHfl. KaKTO

Ha -rnxHa•ra B3aHMOBPb3Ka C MYTaUHOHHHfl Ha Heonna3MHTe pa3JIHtlHa

aHaTOMHt1Ha JIOKaJIH3aUHS1. (I)OPMYJIHPOBKaTa Ha ueJITa neM0HCTPHpa c•rpeMOK Kb,M HHTerpupaHe Ha

KJ1acHqecKHTe CbC CbBPeMeHHMTe HMYHOXHCTOXH,MHMHH M0J1eKY'J1qpH0-

ret-leTHHHH MeTOJIH, KoeT0 e ezu-la OT BOAeLUHTe HaCOKH B pa3BHTHeero Ha CbBpeNICHHaTa

OHKOnaT0110rHfl.

110CTaBeHHTe '3anaqH rlPOH3THqaT JIOPHHHO OT (I)opMYJIHpaura ueJ1 M oÖXBavuaT BCWIKH

OCHOBHH acne1ÜH Ha H3cneJIBaHH51 np06neM. Te ca 110CJ1eAOBaTeJIHO cvrpyrcrypupaHH H 1103BOJISIBa'V

IIRJIOCTHO npoYLIBaHe Ha BPb3KHTe MOKAY' xaparcrePHCTHKH Ha TYMopa.

[101€a3aRJIHTe Ela -ryvtopvma HEIBa3HS1, OC06eHOCTHTe Ha TYMopHara MHKpocpena H MOJIeKYJ1%PHO-

revqeTHqnwre npoMeHH.

Marrepøanm• Ha npoyt1BaHeT0 e BHHMa•reJIHO r10J16paH H HanbJIHO aneKB•aTeE1 va H311bJIHeHHe na

nocmaBeHHTe ueJIH. VigcJ1eABaHeT() e 6agupaH0 Bbpxy JIBe HC'3aBHCHMH KOXOPI'H OT naumejnu c

K0J10pe1craJ1eH KaPUHHOM. KoeTO ocurYPflBa noceraT'bt1Ha upenCTaBH•reJIHOCT H [103B0JIHBa

H3BbP111BaHeTO Ha Hane)KJteH cpaBHHTeJ1eH aHaJIH3. ABTOPbT e (bopMynnpaJ1 HCHH KPHTePHH ga

BKJ1foqBaHe H H3KJIEOHBatqe Ha cnyqan•re, Koemo rapaHTHpa XOMOreHHOCT Ha V13cneÅBaHHTe rpyr1H H

npenr10CTaBKH ega BHCOKa nocr0BePHOCT Ha 110J1yqeHH're pe3YJITaTH. [IpencTaBeHaTa



opraHngaLIHs1 Ha Mamepnana no}€a3Ba J106pa npeABapHTeJIHa nonrOTOBKa H npeLtH3110 njlavmpalle Ila

H3caeJLOBa-re.aCKH}1 npouec.

MerononorHHHHflT JIH3aiiH Ha AHCePTaUHOHHHS1 TP)'A 3acJIY'A€aBa oc06eH0 BHC01€a ouemca. B

pagpa60TKara ca H3110J13BaHH CbBpeMeHHH MeTOJIH. KOHTO 06xBamaT BCHqKH OCHOBHH HanpaBJ1eHHS1 Ha

CbBpeMeHHa•ra JIHarHocTHt-1Ha namonornq. OCBeH CTaHnapTHama .XHCTonaTOJ10rHt-1Ha oueHKa ca

aHaJIH3HPaHH penmua 1101€a3aTeJIH C A0Ka3aHa nporHocTHt1Ha CTOVIHOCT, BKJ110qwreJIHO

HHTpaMypaflHa H eyccTpaMypaJIHa BeH03Ha HHBa3H}1. .nepHHeBpaJIHa

HHBa3H%. TYMOPHH aer103HTH H perH0HaneH cTaTyc. 110 HaqHH awropbT ocm•ypqwa

KOMI]J1eKCHa xapmcrepucTHKa Ha LBCneJIBaHHTe Eleonna3HH cb3JL"dBa Bb3MO>KHOCT va

MHoronocoqeH aHaJIH3 Ha onpeneJ1fl[11H T%XHOTO 6H0J10rnqH0 110BeneHHe.

AHaJIH3bT Ha eyccnpecHflTa Ha VII-HI. PMS2. MS112 H M.S116 e npoBeneH no Y'TBbPJteHV1

MOK11Y'HaPOJIHH aJ11*OPHTMH H 1103BOJ19Ba I-lanes,KAHa oueHKa Ha MMR cTaryca Ha H3CJleJIB'dHHTe

KaPUHHOMH. T03H nonxo,tl HMa He caM0 HayqHa. HO H np}ll€a KJIHHHt1Ha CTOVIHOCT, Ebii KaT'O

B mismatch repair CHCTeMaTa e CBbP'3aH Karcro CbC CHHAPOMa Ha Lynch. TaKa H C nporH03ata H

•repaneBTHqHHS1 omr0BOP Ha nau1RHTHTe.

OcoÖeH0 BneqaTJIABauto e BKJ1}OtABaHeTO Ha MO,RKYJ1flPHO-reHeTHqeH aHaJIH3 qpe3

ga MaCHBHO napaJ1eJIH0 ceKBeHHpaHe (Next Generation Sequencing). H3f10J13BaHeT0 Ha l'ruSight

rumor 15 nab-len H nnaT(bopMara Illumina NextSeq 1103B0J1flBa ej1HOBpeMeHHO Pf3cneJLBaHe Ela IIIHPOK

cne1C1"bP reHeTHt1HH npoMeHH C JIOKa3aHO 3HaqeHHe •ga K0J10peK-raJIHaTa KaHueporeHe3a. 110 TOMI

HaqHH aBTOPbT Haj1XBbPJ1}1 paMKH-re Ha TPaAHUHOHHa•ra AHarHOCTHKa H pnpa B

V13CJ1eJIBaneTO CbBpeMeHHHTe IIPHHUH[IH Ha M0J1eKynnpHa•ra naroJ101'H51 H nepc0HaJIH3HpaHa•ra

Me;.IHUHHa.

CrantcTHqecKara 06pa60TKa Ha pe3YJITaTHTe e H3BbpmeE1a KopeKTH() H BKJ110HBa nonx0JLfl[1t

Ha60p OT MeTOAH rga aHaJIH3 Ha KaqecvrBeHH H KOJIHqeCTBeHH norcaga-rejlh.

B 060611teHHe CUIHTaM. qe pa3neJ1bT „uen.3anaLIH, Matepuajl M MeTOJIH" e pa3pa60TeH Ha MHOCO

BHCOKO Hayt•lH0 H MeTononorHHHO HHBO.



7.AnaJIH3 na pe3YJIT'dTHTe:

[IpencTaBeHHTe pe3YJITaTH ca n06pe cTpyKTypnpaHH. [lonpeneHH H Ha

110CTaBeHHIC ueJIH H 3anaqH. Te ca mpenc-raBeHH MCHO H y6eJIHTeJIH0. KaTO ca [10jucpeneHH C

IIOJIXOJ.VIIUH era6JIHUH. (l)HrypH H MHKPOCKO[ICKH H306paxeHHS1. [10JIY1eHHTe naHHH ca 06pa60TeHFi

CTaTHCTHqeCKH KOPeKTHO H r103BOJTflBaT (l)opMY'JIHpaHeT0 Ha Hane)KJIHH Hayt1HH H3BOAH.

()coöeH HHTepec [IpencTaBJ1}1Ba cpaBHHTeJIHHSIT ayqaJIH3 KOJIC)peK-raJIHHTe KaPUHHOMH C JISIBa H

JlflCHa JIOKaJIH3aUHfl. ABTopbT YCTaHOBflBa pemma pa3JIHHHS1 B xapaycvepvtcTHKH.

KOHTO C'bBpeMeHHH-re CXBaLuaHHS1 3a CbUIeCTBY'BaHeTO Ha pawlHt1HH 6HOJ10rHt1HH

110JITHr10Be Ha ga60J1flBaHe•ro. AHaJIH3HPaHH ca XHCTOJIOFHCIHHSIT TWI. cTeneHTa Ha

cerm-yc. HaJIHt1He•ro Ha H nepHHeBpa.TIHa HHBa3Hfl. Kaycro H

pa311pocTpaHeHHeT0 Ha 'IYMOPHHTe JteH03MTH.

npHHoc Ha pa3pa60TKaTa e H3CJ1eJIBaHeTO Ha TYMOPHOTO [1b[1KYBa11e qpe3

cmaHnapTH3HpaEIHTe KPHTepHH Ha ITBCC. [lonyqeHHTe pe3YJITaTH [IOTBbP',1C1taBaT BPb3Kama Me-,KJAY

BHCOKara cmeneil Ila TY'Mopuo [1bf1KYBaHe H no-arpeCHBHOT0 ÖHOJIOI'WIHO Ha

()c06eH0 ueHeH e (baKTbT. qe T03H 110Kava-reJ1 e aHaJIH3HPaH CbBMeCTHO C OCTaHaJIHTe

H xapavcrepvtcTHKH Ela TYMopa.

3HaCIHM HHTepec npenc•raBJ1f1BaT H pe3yxraTH1•e. CBbP3aHH C Crohn-like

peaK11Hfl. ABTOPbT JteM0Hcerpmpa BPb31caTa Me)KAY' HMYHHara MHKpocpeaa H

OC06eHOCTH Ha KOJIopewraJIHHfl KaPUHHOM, KaTO nonqepmaBa 110TeHunaJIHara pom Ha C[.R Kamo

nporHOCTHqeH [10Ka3aereJ1 H orrpa-,KeHHe Ha IIPOTHBOTYMOPHH% HMYHeH 0TroBop.

OLIeHKa 3acnyncaBa H aHaJIH3'bT Ha mismatch repair cTaTyca H HeroBaTa 3aBHCHMOCT OT

xapa1crepHcTHKH Ha TYMopa. HonyqeHHTe ca OT 'BHaqeHHe KaKTO 3a

Ha 6HOJ10rHSITa Ha ga60J1flBaHeTO, TaKa H •ga Ha nauneHTH C

TIOTeHLIHaJ1eH HacneÅCTBeH PHCK H Bb3MO>KHOCTH 3a nepc0HaJIH3HpaH •repaneBTHqeH VIOJIXOJI.

Oc06eH0 BLIeqaTMIBatua e MOJIeKYJ1flPHo-reHeTHH11aera qacT Ha H3CJ1eJIBaHeTO. qpeg H3[10J13BaHeTO Ha

NGS e H3BbpmeE1 nemaMJIC*H aHaJIH3 Ha MYTaUHOHHHfl Ha H3CJ1eJIBödHHTe

KaPUHHOMH. KoeTO KOMIlJ1eKCHa OLteHKa Ha BPb3KH•re MOKAY' HMYHHC1•a

peaKLLHS1 H reHeTHq11HTe nporvteHH. Ho T03H Vlat1HH AHCePTaUHOHHHSIT HajIXBbPJIS1 paMKHTe Ha

naT0J10rHLIHa JIHarHOCTHKa H ce CbBPetvteHHVt•re LIPHHUHIIH Ila

[Ipe1LH'3Ha•ra OHKOJIOI'WA.



KaT0 LISIJIO npenc-raBeHHTe pe3Y'JITaTH ca OPHI'HHWIHH, HayqH0 060CHOBaHH H norlPHHaCSIT ga

no-JL06poT0 pa36mpaHe Ha ÖHOJIOI*HMHOTO r10BeaeHHe Ha KOJIOP€'KTWIHH}I KaPUHHOM. Te npeJICTaBJISlBaT

OCHOBa 3a (l)opMYJIHpaHe Ha 3HaqHMH Hayt1HH H H3BOAH.

Ha poyjrraTJITe (JUICKYCHH H V13BOAH):

AHCKYCHSITae pa3paö0TeE1a 3aAbJIÖoqeH0 H 110Ka3Ba cnoc06Hocrra Ha awropa na aHaJIH3Hpa

KPHTHMHO 110J1yqeHHTe H na ru Cbf10CTaBS1 CbC CbBPeMeHHHTe JIHTeparypHH naHHH.

M3J10-nceHHeTO e JIOI*HMHO H rlOCJ1eJIOBaTeJIHO. KaTO He ce Ha6J110JtaBa MexaHHt•1HO 110BTaPSIHe Ha

npencTaBeHHTe pegynva•rn. a TSIXHama HHTepnpeTaLLHfl H [10CTaBflHe B no-IllHpoKHayqeH KOHTeKCT.

Oc06eH0 110110>KHTeJIHO BLIeqaTJ1eHHe npaBH CTPeMOKbT Ha aBTopa na pagrnencna

rlPH KoeTOKonopeKTaJIHVIS1 KaPUHHOM K-aTO xeTeporeHH0 "3a60J151BaHe,

xapmcrepucTHKH, TYMOPHaTa MHKpocpena H M0J1eKynnpH0-reHeTHtlHMTe npoMeHH ca B3aHMOCBbP3aHh

H onpeneJ151T 110BeneHHe Ha Heonna3H51Ta. [IpoBeneH0T0 cpaBHeHHe Mencny

JleBOCTpaHHH're H necHoc'rpaHHH-re KapUHHOMH 110TBbP)1CJ1t1Ba CbBPeMeHHHTe mpencTaBH ga

CbLUeCTBYBaHeT0 Ha pa3JIHLIHH MOJIeKYJ1fiPHH H 110JLTHr10Be Ha ga60JISIBaHeTO.

Ilonyqenwre pe'3YJITaTH OTHOCHO TYMOPHOTO [1b11KY'BaHe, Crohn-like peals-um H

MMR cTamyca ca OÖCbneHH B KOHTeKCTa Ha MOKAYHaPOAHH lipoyqBaHHfl. AB'10PbV

y6eJIHTeJIHO apryvteHTHpa 'I}IXHOTO 3HaqeHHe Kamo nporHOCTHLIHH r101cagaTeJIH H nonqeptana

Bb'3VlO)KHocerwre ga BKJ1}0MBaHeT0 HM B pyrHHHaera naT0J101'Ht1Ha OLLeHKa Ha KOJIopeK-raJIHH}1 KaPUHHOM.

Bnc0Ka OLteHKa "jacnyxaBa H aHaJIH3bT Ha MoneKYJ1qpHo-reHeTHLIHHTe pe3YJITd1'H.

klgcJ1eJIBaHe-ro Ha MYTaUHOHHH51 [103BOJISIBa 110-3aÅbJ160qeH0 pa3öHpaHe Ha BPb3KHTe

H reHeTHt1HHTe MexaHH3MH Ha TYMOPHama nporpecHfl. Ho T03H HatlHE1

JIHcePTa[LHOHHHflT -rpyn Hanrpancna iPaaHUHOHHHS1 H JteMOHCTpHpa

Bb3MO>KHOCTHTe Ha cbBpeMeHHa•ra HHTerpmpaHa naT0J10rHt1E1a nmarHocTHKa.



(I)0PMYJIHpaHHTe OT aBTopa H3BOJIH ca *CHO npeACTaBeHH. norHt1HO cnezwat OT nonyqe14vn••

pe3YJITW1'H H 0'rpa351BaT Harf-Cb111eCTBeHHTe Hayt1HH HaxoniCH Ha npoBeneH0T0 H3cneABaHe. Te ca

KOHKPeTHH. HayqH0 060CHOBaHH H HaribJIH0 C'bOTBeTCTBaT Ha rlOCTaBeHHTe LteJIH H 3aJtat1H. CHHTaM.

qe HanpaBeHHTe H3BOJIH Kope10H0 060Ö1uaBaT pe3YJITaTHTe 01' npoyt1BaHeT() H Y'6eAHTeJIH0AOI€a3BaT

nocTHraHeT0 Ha nocmaBeHaTa HayqHa Lien.

9.111)"HOCH

CHHTaM, qe npeJtcmaBeHHTe OT awropa npHHOCH ca peanHH. HayqH0 060C110BaHH H f1POH3THqaT

HenocpencTBeH0 OT npoBeneH0T0 H'3CJ1eABaE1e. Te VfMaT Karoo HayqeH, TaKa H lipaKVHKo-11PHJIO'A€eH

xapaycrep.

OCHOBeH IIPHHOC Ha JlHcepraLIHOHHH}1 e KOMIV1eKCHOTO H3CJ1eABaHe Ha

xapmcrepHcvrHKH Ha KOJIope1craJIHHTe KaPUMHOMH C JIABa H AHCHa JIOKaJIH3aUH}1 qpe3 HHTerpvtpaHe Ha

KJ1acmqeCKH XHc-ronaTOJ101*HHHH 110Ka3aTeJIH. HMYHOXHCTOXHMHLIHH MapKepH H MOJIeKYJ1flPHO-

rebleTHCIHH naHHH. [Io T03H HaqHH ca pa3[11HpeHH CbLLteCTBYBaLUWre [103HaHH}1 OTHOCHO 6HOJ10FHHHaxa

xereporeHHocer Ha 3a60J19BaHeTO.

Oc06eH0 LteHeH IIPHHOC npe11CTaBJISIBa cTaHnapTH3HpaHara oueHKa Ha TYMOPHOTO ribliKYBaue

H Crohn-like peaKILHfl H aHaJIH3bT Ha TSIXHata BPb3Ka C OCTaHaJIHTe H

MOJIeKYJ1flPHH xapaKrepHCTHKH Ha TYMopa. [IonyqeHHTe pe3YJITaTH 110TBbP>KJUdBaT '3HaqeHHemo Ha •re'3H

norca3aTeJIH Kamo IJORHUH{IIIHH nporHOCTHMHH MapKepH B exeJIHeBHaq•a naT0J10r•wqHa npalcrvnca.

Cbt1LC*CTBeHO3HaqeHHe HMa H H3CJ1eJIBaHeTO Ha mismatch repair cTaTyca H HeroB'dra 3aBHCHMOCT

oc06eHOCIM JIOKaJIH3aLIHflTa Ha K0J10pe1craJIHHTe KaPUHHOMH. IlonyqeHHTe naHHH

;J011PHHaCflT ga no-n06po-ro pa36HpaHe Ha MexaHH3MHTe. CBbP3aHH C MHKpocaereJIHT11W1t1

Hecta6HJIHOCT H HaCJ1eACTBeHHTe Ha 3a60J1flBaHeTO.

HayqHa CTOViHOCT HMa H H3BbP11jeHOTO MOJIeKYJ1flPHO qpeg •rexh10J101'M}1 •ga

Mt1CHBHO napaJRJIH0 ceKBeHHpaHe. KoeT0 1103BOJISIBa KOMIV1eKCeH aHaJIH3 Ha reHeTHt-lHHTe [11)0MeHh

H3CJ1eABaHHTe TYMOPH H cm»3J1i1Ba npeA110CTaBKH 3a no-npe1LH3Ha AHarHOCTWIHa H TepaneBTHHHa

ua naUHeHTH•re.



IlonyqeHHTe pe3Y'JITaTH HMaT nparcruqecKa rlPHJIO>KHMOCT H MoraT aa 6b,ua1' H3110J13BaHH 3a

YCbBbpmeHCTBaHe Ha Mop(bonorHt1HaTa oueHKa Ha KOJIopeycraJIHH51 KaPUHHOM. Kawro H ga

noj1110MaraHe Ha CbBpeMeHHH}1 MYJITHAHCUH11JIHHapeH nonxon neqeHHeero Ha nanneHTHTe.

Kpumuqnume Oucepmauuonnun mpyc) 6/cmowsam.

f-151MaM Cb11teCTBeHH KPHTHMHH 6eJ1e7KKH KbM AHCePTaUHOHHH}1 Pagpa60TKata e

H3r1bJIHeHa Ha BHCOKO HayqH0 H MevrononorHMH0 HHBO. KaT0 H3110J13BaHHTe MeTOJIH ca CbBPeMeHHH H

aneKBaTHH Ha nocTaBeHHTe LteJIH H 3aaaMH.

KaT0 nper10VYbKa 6HX nocoquna Bb3M0',KHOCTra 3a 6bJ1e1110 pa3L11HpflBaHe Ha H'3CJ1eABaneTO C

6poii naUHeHTH H BKJJ}0CIBaHe Ha aHaJIH3 Ha npoKHBqeMocvra, Koemo 6M 1103BOJIHj10 ome no-npeuvpma

oueHKa Ha nporHOCTHt1HOTO 3HaqeHHe Ha H3cneJIBaHHTe 110Ka3a-reJIH.

HanpaBeHMTe KPHTMMHH 6eJIOKKH He HaMaJ1flBaT CTOjiHOCTTa H AOCTOüHCTBaTa Ha npencTaBeHHS1

JIHcePTaUHOF1eH Tpyn.

Bb3 OCHOBa Ela ropeH3J10>KeH0T0 CHHTaM, qe AHCePTaHT'bT 110KpHBa npvte-rmrre OT gal<0Ha H

IIPaBHJIHH1€a Ha MY- IlneBeH M3HCKBaHH}1 "3a IIPHCb>KnaE1e Ha 06pa30BaTeJIHa H HayqHa cmeneH

„noycrop", qpe3 pagpa60•reHHfl AHCePTaUHOHeH TPYA, KOüTO e OflTHMaJIH0 0(bopMeH Kamo cmpyKTypa H

oöeM H MO}Ke na ce pa3rnexaa Karo aKTyaJIHa HayqHa pa60ma C B&KHH •reopeTHLIHH H npaKTHqecKH

HPHHOCH.

Y6eaeH0 naBaM 110110)KHTeJIHHS1 CH BOT H npennaraM Ha YB&KaeM0T0 HayqH0 na rnacyBa

YTBbPAHTeJIHO ga npuc1DKnaHe Ha A-p KpacHMHp TonopoB IleTPOB OHC „noycrop"

10.06.2026 r. Ilonnmc:

Aon. A-p 30pH"ua BecéJIHHOBaropqeBa, AM
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In connection with my participation as a member of the academic jury in this procedure. I

declare that I have no conflict of interest with Dr. Krasimir Todorov Petrov. vse have no joint

scientific developments, and I am not a related person under the requirements of the

Development of Academic StafT in the Republic of Bulgaria Act (ZRASRB).

l. l)ata on thc Procedure

Pursuant to Art. 4, para. 2 and Art. 29a of the Dex elopnwnt of Academic StafT in the Republic

of Bulgaria Act. Art. 61 of the Regulations for the Application of /-RASRB. ()rder No.

13 1 of the Rector of the Medical University — Pleven, and the decision of the

Chairperson of the Academic Jury. I have been appointed to prepare a iew on the

dissertation thesis of Dr. Krasimir Todorov Petrov regarding the procedure för acquiring the

educational and scientific degree "Doctor" (PhD) in the scientific specialty "Pathological

Anatomy and Cytopathology", professional field 7.1. "Medicine", higher education area 7.

"Ilealtheare and Sports".

l)r. Krasimir Todorov Petrov was enrolled as a PhD student on an independent study basis at

the Department of Pathological Anatomy of the Medical University — Pleven. pursuant to

()rder No. 32()7 of the Rector of the Medical University — Pleven. After fulfilling
the individual training and research plan and successfully conlpleting the projected activities.
the PhD student was deregistered with the right to defense in accordance with the current
regulatory tl•anlework.

l'he dissertation thesis was discussed and accepted at a Ineeting of the Departinental Council

of the Department of Pathological Anatomy. where a positive evaluation ssas given regarding
its scientific value and readiness för public defense. The sub!nitted docutnentation complies
vyith the requirements of the Development of Academic Staff in the Republic of Bulgaria Act.

the Regulations för its application. and the internal regulatory doctllnents of the Medical
University — Pleven. All necessary documents for conducting the procedure are present.

including the dissertation thesis. abstract, curriculum vitae- list of publications and

participation in scientific forums. as well as the relevant administratixe doeu:nents certifying

the lawful progression of the procedure.

2. Brief Biographical I)ata of the Phl) Candidate

Dr. Krasimir Todorov Petrov was born on February 29, 1968, in the town of Levski. In 1994.
he graduated with a degree in Medicine from the Medical Uni\ærsity — Pleven, acquiring a

Master's degree. I lis professional career began as a physician-therapist at the [h l)inlitar

Mollov General Hospital in Elena, where he worked from 1994 to 2()()(). Subsequently.



thirteen years, he practiced as a general practitioner in an individual primary medical care

practice.

In 2013. he redirected his professional interests toward pathological anatomy and began a

residency in "General and Clinical Pathology" at the Department of Pathological Anatomy at

the Medical University — Ple\ en. He successfully acquired the specialty in 2018. and even
during his training. he actively participated in the teaching and research activities of the

department. From 2()15, he ssorked as a part-time assistants and was subsequently appointed

as a physician-assistant in the Department of General and Clinical Pathology at the l)r. Cieorgi

s;tran.ski University Hospital — Pleven. and an assistant proiéssor in the Departinent of
Pathological Anatomy at the Medical University — Pleven.

Since Dr. Petrov has held the academic position of Lecturer (Faculty Member) in the

Departinent of Pathological Anatomy. while concurrently continuing his diagnostic work as a

pathologist in the Department of General and Clinical Pathology at the Dr. Cieorgi Stranski

University Hospital — Pleven. Alongside his university and hospital work. he also works as a

specialist in general and clinical pathology in the Histopathology Laboratory at the is

Medica Hospital — en.

l'he protessional biography of Dr. Petrov demonstrates a consistent development and a deep
interest in contetnporary diagnostic pathology. The accutnulated clinical and pathological
experience. combined with active teaching activityu creates a stable foundation for the

development of the presented dissertation thesis. His scientific interests are primarily fi)cused

on oncopathology and the application of modern morphological. immunohistochernieal. and

Inolecular methods in the diagnosis and prognostic evaluation of Inalignant diseases.

Dr. Petrov is a meniber of the Bulgarian Society of Pathology. the Bulgarian Association of
Pathology and Pathophysiology of Medicine. the European Society of Pathology (ESP).

IENGIP, and the Bulgarian Medical Association. Ile is fluent in Russian and English. which
allows hilli to actively follow international scientific literature and participate in

and scientific initiati\es.

3. General Characteristics of the Dissertation Thesis

The dissertation thesis presented by Dr. Krasimir "IOdorov Petrov is structured into 1.3

chapters and contains 205 standard typescript pages (168 pages excluding the

'Bibliography"). lhe literature consists of 51 pages: Results: 78 pages; Discussion and

Conclusions: 3 pages. The material is illustrated with 48 tables, 16 color figures. and 31



photographs. 'Che bibliography includes 294 titles, 3 of which are by Bulgarian authors.

Notably. 164 of all sources have been published ithin the last ten years.

l*he dissertation thesis is structured correctly. maintaining proper proportions between the

separate sections in accordance with generally accepted academic standards in our country.

Fhree publications on the topic of the dissertation have been presented in peer-revievvecl
journals. in two of which the PhD candidate is the first author. This frilly Ineets the

requirements of the Regulations on the Terms and Conditions tor Acquiring Scientific
l)egrees and Occupying Academic Positions at the Medical UJniversity för publication acti\ ity
related to the dissertation thesis. (Note: 'I'he text Illistakenly states "Medical Unixersity•Sotia'
here. which seems to be a technical error in the original Bulgarian text, as the procedure is at

MI -Pleven).

4. Relevance of the Topic

Fhe topic chosen for the dissertation thesis is highly relevant. modern. and carries significant
scientific and practical importance. Colorectal carcinollla is among the 1110.st cononoon
noalignaneies worldwide and continues to be one of the leading causes of cancer mortality

both in Europe and in Bulgaria. Despite significant progress in diagnostics. surgical treatinent.

radiotherapy, and systemic antitumor therapy the prognosis for a substantial portion of

patients remains unfravorable, necessitating continuous improxement in diagnostic and

prognostic approaches.

()ver the past two decades. compelling evidence has accumulated showing that colorectal

carcinoma represents a heterogeneous group of neoplasias that differ in their morphology.
Inolecular-genetic characteristics. immunological microenvironment. and clinical behaxior.
Particular attention in Inodern literature is paid to the between right-sided and left-

sided carcinomas, which demonstrate significant variations both in terms of molecular
pathogenesis and therapeutic response. as well as long-term patient surx ival.

Che contenlporary concept of personalized medicine requires the integration of classical
Inorphological indicators with new prognostic and predictive markers. Arnong the.se. tunnor

budding, ly'mphovascular and perineural invasion. tumor deposits, immune strotnal reaction.
mismatch repair system deficiency, and specific molecular-genetic changes play a crucial role
in determining the biological behavior of the neoplasia. Despite the large number of published
studies, several unresolved questions remain regarding the interrelationships between these
paranleters and their complex significance for prognosis and therapeutic management in
distinct patient groups.



lhe question regarding the role of ttllnor budding as a morphological expression of the
epithelial-nwsenchymal transition and its association with local invasion. lyinphogenous
dissemination. and the metastatic potential of colorectal carcinoma is particularly relevant.
Intersecting ssith this. increasing attention is being dras\ll to the significance of the Crohn-like

IY1nphoid reaction (C LR) as an indicator of the efTectiveness of the anti-tumor immtlne

response and as a potential prognostic marker. The development of Inodern Inolecular
technologies. including next-generation sequencing (NGS). enables the simultaneous

investigation of multiple genetic alterations and a deeper understanding of the biological
heterogeneity of the disease.

In this context. the dissertation thesis of Dr. Krasinlir Petrov addresses one of the most
pressing issues in contemporary oncopathology. The results obtained have the potential not

only to expand existing scientific knowledge but also to find practical application in daily

diagnostic and clinical practice.

5. Literature Review and Knowledge of the Topic

The literature is extensive and represents one of the strongest sections of the

dissertation. The author demonstrates a profound understanding of modern concepts regarding
the biology. morphology, and molecular pathogenesis of colorectal carcinotna. The narrative

is logically structured and consistently tracks the evolution of scientific views regarding the

onset. progression. and prognostic evaluation of the disease. The analY'zedliterature is up-to-

date and covers all major directions of modern oncopathology related to the diagnosis and

stratification of colorectal carcinoma.

The systematized presentation of modern classifications of colorectal neoplasias and their

place in clinical practice makes an exceptionally good impression. The author reviews in

detail the histological variants of colorectal carcinoma. the principles of the TNM
classification. and the role of classical morphological prognostic factors. Alongside this. the
lilüitations of traditional prognostic models and the need to introduce nevs biomarkers to

allow Inore precise risk assessinent and better individualization of the therapeutic
approach are analyzed.

Significant attention is paid to tumor budding, which in recent years has established itself as
one of the most reliable molphological indicators of aggressive biological behavior in

colorectal carcinoma. The author presents the development of the concept of tumor budding.

its connection with the epithelial-mesenchymal transition. and its role as an independent

prognostic factor. The criteria of the International Tumor Budding Consensus Conterenee



(I "IBCC), which currently represent the internationally accepted standard flor evaluating this
parameter.are analyzed.

Che issue of the tumor microenvironment and its influence on disease progression is also

exaniined in depth. In this context, the author dedicates special attention to the Crohn-like

lymphoid reaction (CLR). which in recent years has been viewed as a morphological

expression of the anti-tumor inunune response. Various methods for evaluating Cl.R. as v,ell

as published data regarding its prognostic value. are analyzed. Convincing literature evidence
is presented regarding the connection betvseen an intense l}'lnphoid response and a Illore

fåvorable clinical course in specific subgroups of patients with colorectal carcino:na.

particular interest is the section dedicated to the mismatch repair (MMR) system and
microsatellite instability. The author demonstrates an excellent understanding of the

mechanisms underlying MMR-deficient neoplasias. as well as their significance in the

development of lynch syndrome. The functions of the pritnary MMR proteins — VILHI.
PMS2. MSH2, and MS[16 — are reviewed in detail. along ith modern algorithms for the

immunohistochemical evaluation of their expression. Data regarding the relationship between

presented, creating a solid theoretical framework for the author's subsequent independent
research.

IShe literature review also includes an in-depth anal) sis of modern Inoleeular-genetic aspects
of colorectal carcinogenesis. The main signaling pathways involved in the development of the
disease are traced. along with the role of the most frequently affected oncogenes and tumor-
suppressor genes. Particular attention is given to mutations in KRAS. NRAS. BRA F. 'l'P53,

and PIK3CA. which have proven significance for prognosis and the selection of systenoic

therapy. The author successfully links 11101ecular changes with the morphological
characteristics of the tunnor. showing a strong grasp of the 1110dern concept of integrated
morphological and molecular diagnosis.

An important highlight of the review is the application ofNext-Generation Sequencing (NGS)
technologies in modern pathological practice. The capabilities of these methods
sitnultaneously studying multiple genetic changes and more precisely determining the

molecular profile of the tumor are presented. The author convincingly argues för the necessit.\
of including such approaches in the comprehensive evaluation of colorectal carcinolna and
outlines their significance for the future development of personalized oncology.



In conclusion. I consider the literature review to be prepared at a high scientific level.

to build the theoretical framework of the dissertation and creates a solid iöundation

6. Evaluation of the Section: "Objecti', e, Tasks, Material, and Methods of the Study "

corresponds to current trends in contemporary diagnostic pathology and precision oncology. It

is aimed at a comprehensive study of the morphological characteristics of colorectal
carcinomas. the evaluation of tumor budding and immune stromal reaction, as well as the

analysis of their relationship with the mutational profile of neoplasms at different anatomical

localizations. The förmulation of the ohiective demonstrates an endeavor to integrate classical
morphological approaches with modern immunohistochemical and molecular-genetic

methods. which is one of the leading directions in the development of modern oncopathology.

The set tasks flow logically from the formulated objective and cover all main aspects of the

investigated problem. They are sequentially structured and allow for a comprehensive study
of the links between the morphological characteristics of the tumor. indicators of turnor

invasion. features of the tumor microenvironment. and molecular-genetic changes.

The study material is carefully selected and entirely adequate for achieving the set goals. 'l'he

study is based on two independent cohorts of patients with colorectal carcinotna. which

ensures sufficient representativeness and allows for a reliable comparative analysis. l'he

author has törmulated clear inclusion and exclusion criteria för the cases. guaranteeing the

honujgeneity of the studied groups and setting prerequisites for high reliability of the results.
Ihe presented organization of the rnaterial shoxw good preliminary preparation and precise

planning of the research process.

The methodological design of the dissertation thesis deserves a particularly high evaluation.

Modern methods covering all main areas of contemporary diagnostic pathology are used in

In addition to the standard histopathological evaluation. severalthe development.
morphological indicators with proven prognostic value are analyzed. including
lynphovascular invasion. intramural and extramural venous invasion. perineural invasion.

tilinor deposits. and regional lymph node status. In this way. the author ensures a cotuple.x

morphological characterization of the investigated neoplasias and enables a Inultifaceted
analysis of the factors determining their biological behavior.



The analysis of VII *HI, PMS2. MS112. and MSH6 expression was pertörmed using
established international algorithms and allows for a reliable assessment of the MMR status of

the investigated carcinomas. This approach holds not only scientific but also direct clinical
value, as deficiency in the mismatch repair system is linked to Lynch syndrome. as well as to

patient prognosis and therapeutic response.

Particularly impressive is the inclusion of molecular-genetic analysis via Next-Generalion
Sequencing (NGS). The use of the TruSight Tilinor 15 panel and the Illumina NextSeq
plattörm allows för the simultaneous examination of a wide spectrulll of genetic changes V\ith

proven significance in colorectal carcinogenesis. By doing so. the author goes beyond the

boundaries of traditional morphological diagnosis and integrates the modern principles of

Inolecular pathology and personalized medicine into the study.

Statistical processing of the results was carried out correctly and includes an appropriate set of

Inethods för analyzing qualitative and quantitative indicators.

In sununary. I believe that the "Objective. Tasks, Material, and Methods" section has been

developed at a very high scientific and methodological level.

7. Analysis of the Results

The presented results are well-structured. logically ordered. and correspond to the set

objectives and tasks. They are presented clearly and convincingly. supported by appropriate
tables. figures. and Illicroscopic images. The obtained data have been processed statistically
correctly, allowing för the lörmulation of reliable scientific conclusions.

()f particular interest is the comparative analysis between colorectal carcinomas with left and
right localization. 'I he author establishes a number of ditlérenees in morphological

characteristics, which confirlll modern views on the existence of different biological subtypes
of the disease. The histological type. degree of differentiation. lytnph node status. presence of

lymphovascular and perineural invasion. as vsell as the distribution of turnor deposits. are
analyzed.

A significant contribution of the study is the investigation of tumor budding using the

standardized ITBCC criteria. The results confirm the link between a high degree of tunu»r

budding and more aggressive biological behavior of the neoplasia. It is particularly valuable
that this indicator was analyzed jointly with other Inorphological and molecular characteristics
of the tumor.



The results related to the Crohn-like ly•mphoid reaction also attract significant interest. "l'he
author demonstrates the connection between the inunune microenvironment and the

morphological features of colorectal carcinoma, highlighting the potential role of CLR as a

prognostic indicator and a reflection of the anti-tumor immune response.

The analysis of mismatch repair status and its dependence on the morphological

characteristics of the tumor also deserves high praise. The obtained data are significant both

understanding the biology of the disease and for identifying patients vsith potential
hereditary risk and opportunities for a personalized therapeutic approach.

The molecular-genetic part of the study is particularly impressive. Utilizing NCiS technology
a detailed analysis of the mutational profile of the studied carcinomas was carried out.

allowing for a cotnprehensive evaluation of the connections between morphology, inunune
reaction. and genetic changes. Thus, the dissertation thesis transcends the framework of

traditional pathological diagnosis and aligns with the modern principles of precision

oncology.

Overall. the presented results are original. scientifically substantiated. and contribute to a

better understanding of the biological behavior of colorectal carcinoma. They form the basis

for formulating meaningful scientific and practical-applied conclusions.

8. l)iscussion of Results (Discussion and Conclusions)

[he discussion is developed in depth and demonstrates the author's ability to critically analyze

the obtained results and compare them with modern literature data. The presentation is logical
and consistent. avoiding the mechanical repetition of the presented results. föcusing instead

on their interpretation and placement within a broader scientific context.

A particularly positive impression is made by the author's eflört to view colorectal carcinolna
as a heterogeneous disease in which morphological characteristics. the turnor

and molecular-genetic changes are interconnected and dictate the

biological behavior of the neoplasia. "I'he cotnparison conducted between left-sided and right-
sided carcinonvas confirms modern views on the existence of distinct 11101ecular and

morphological subtypes of the disease.

The obtained results regarding tumor budding. Crohn-like lymphoid reaction. and VIVIR

status are discussed in the context of leading international studies. The author convincingly



argues their significance as prognostic indicators and highlights the possibilities för including
them in the routine pathological evaluation of colorectal carcinonut.

Vhe analysis of the molecular-genetic results also deserves high praise. 'l he study of the

nnutational profile allows a deeper understanding of the links between Inorphology and the

genetic mechanisms of tumor progression. In this way. the dissertation thesis builds upon the

traditional morphological approach and denu»nstrates the capabilities of modern integrated
pathological diagnosis.

The conclusions formulated b) the author are clearly presented, now logically from the

obtained results, and reflect the most significant scientific findings of the conducted research.

They are specific. scientifically substantiated. and fully correspond to the set obieetives and
tasks. I consider that the conclusions correctly summarize the results of the study and

convincingly prove the achievement of the set scientific goal.

9. Contributions

I consider that the contributions presented by the author are real, scientifically justified, and

derive directly froin the conducted research. They have both a scientific and a practical-

applied character.

Che main contribution of the dissertation thesis is the comprehensive study of the

morphological characteristics of colorectal carcinomas with left and right localization through

the integration of classical histopathological indicators. imnnunohistochenlical markers. and

molecular-genetic data. In this wa.N, existing knowledge regarding the biological
heterogeneity of the disease has been expanded.

A particularly valuable contribution represents the standardized evaluation of tumor budding
and Crohn-like lymphoid reaction. along with the analysis of their relationship V\ith other
morphological and molecular characteristics of the tumor. The results confirm the significance
of these indicators as potential prognostic markers in daily pathological practice.

Substantial significance lies in the study of mistnatch repair status and its dependence on the

morphological features and localization of colorectal carcinomas. The obtained data

contribute to a better understanding of the nwchanisms associated iSith lüicrosatellite
instability and hereditary forlns of the disease.



Scientific value is also held by the molecular profiling performed via Next-Cieneration
Sequencing technology, which allows for a complex analysis of genetic changes in the studied
tumors and creates prerequisites for more precise diagnostic and therapeutic stratification of
patients.

The obtained results have practical applicability and can be used to improse the

morphological evaluation of colorectal carcinoma, as well as to support the modern
multidisciplinary approach in patient treatment.

( 'rilical Remarks on lhe Disserlalion Thesis:

I have no significant critical remarks regarding the dissertation thesis. The work has been
carried out at a high scientific and methodological level, and the methods used are modern
and adequate for the set ohiectives and tasks.

As a recommendation. I would point out the possibility of expanding the study in the future
with a larger number of patients and including a survival analysis. which would allow for an

more precise evaluation of the prognostic significance of the investigated parameters.

The minor critical remarks made do not diminish the value and merits of the presented
dissertation thesis.

Conclusion

Based on the foregoing, I consider that the candidate meets the requirements adopted by

and the regulations of MU-Pleven for awarding the educational and scientific degree "Doctor"

(PhD). through the developed dissertation thesis, which is optimally formatted in structure

and volume and can be regarded as an up-to-date scientific work vsith important theoretical
and practical contributions.

I contidently cast my positive vote and propose to the esteemed Academic Jury to vote

affirmatively for awarding [h Krasimir Todorov Petrov the educational and scientific degree

"Doctor" (PhD).

Date: Signature:

Assoc. Prof. Zornitsa Veselinova Gorcheva. MI), PhD


