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BbB Bpb3Ka ¢ y4acTMETO MM KaTO Y/IEH HA HAYYHOTO KYPH B HACTOALLMA KOHKYPC JCKIapupam. ue
HAMaM KOH(IUKT Ha uutepecu ¢ a-p Kpacumup Toaopos [letpos. Hamame oOuiu Hay4HH paspadoTky
M HE CbM CBBP3aHO JIMIE CIVIACHO M3UCKBAHMATA HA 3aKOHA 3@ Pa3BUTHE HA aKaACMUUHMA CbCTaB B

Penybiuka bbarapus.

1. lanuu 3a npoueaypara

Ha ocuoBanue ui. 4. an. 2 w wi 29a oT 3aKoHa 3a pa3sBUTHETO HA AKAJICMUYHUA ChCTAB B
Peny6nuka Buarapus. un. 61 ot [Npaeunnuka 3a npunarane na 3PACPb. 3anosea Ne 1310/28.04.2026
r. Ha Pexropa Ha MeauumHcku yHusepcuteT — [lnesen u peweHue Ha Ilpeacesarensn na Hayunoto
JKYPH. CbM OMpeJie/ieHa ja W3roTBs PELEH3Us Ha AMCepTalMoHHus Tpya Ha JA-p Kpacumup Toiopos
[TeTpoB BBB Bpb3Ka ¢ Mpoleaypa 3a npuiaobuBaHe Ha obpasoBaTeHaTa W HayyHa crenen JIok1op™ no
HayuHa criemmaitoct . [1atonoroaHaToMus M LIMTONATONOTMA ™. NpodecHoHalno Hanpasienue 7.1.

~Meauimna®. obnacTt Ha Buciue obpazoBaHue 7. ,,3/paBeorna3BaHe U crnopr-.

JI-p Kpacumup Topopos IleTpoB € 3auuciieH Kato JOKTOPAHT HA CaMOCTOATE/IHA MOArOTOBKA
kbm Kareapa . Jlatonoroanaromua™ Ha Meauumnceku ynusepeuteT — Ilnesen cbrnacho 3anosen No
3207/11.11.2024 r. Ha Pekropa Ha MeauuuHckn yuupepcuter — [lieen. Cien u3mbiaHCHHME Ha
WHAKBUAYaIHUS yueOeH W HaYYHOMW3CIC/I0BATEICKH MJIaH U YCIELTHO NPUKIKOYBAHE HA 1IPCABH/ICHUTC
JCHHOCTH. JIOKTOPAHTBT € OTYMCIEH C MpaBO Ha 3alll4Ta No peja Ha JeHcTBallara HOpMaTHBHA

ypeaba.

llucep’raum)mm;rr Tpya € O6CLI1€H U MpUET Ha 3acelaHue Ha Ka'rezlperma CHBET Ha Ka'l‘c;lpu
JllartonoroanatoMus®™. Karo e JajeHa MoJIoKMUTEIHa OLEHKa 3a Heropara HaydyHa CTOHHOCT M
rOTOBHOCT 3a nybsudHa 3aimra. [lpeacraBeHara 10KyMEHTALMS € B ChOTBETCTBHE C U3UCKBAHUATA Hd
3akoHa 3a pa3BUTHETO Ha akajeMU4yHus cberaB B Penybiuka bbarapus. llpaBuiHuka 3a HEroBoro
NPUIOKCHUE W BLTPCIIHMTE HOPMATHBHU JIOKYMEHTH Ha MeauuMHCKH yHupepcuter — [lieseh.
Hanauie ca BCHMUKM HEOOXOAMMM [IOKYMEHTHM 3a MPOBEK/JaHe Ha Mpoueaypara. BKIHOYHTCIHO
JIMCEpTattMoHel Tpy/. asropedepar. aeTobuorpadus. cnuchbk Ha NyOIMKaLMUTE M y4acTHsTa B Hay4HH
(OPYMH. KAKTO M CHOTBETHUTE & IMMHUCTPATHBHK JIOKYMEHTH. YIOCTOBEPABALUH 3aKOHOCHOOPA3HOTO

NPOTHYAHE Ha NpoLe/lypara.



2.Kparku GnorpadHyuHm J1aHHH 32 IOKTOPAHTA:

JI-p Kpacumup Toaopor Iletpor e poaen Ha 29.02.1968 r. B rp. Jlescku. [lpe3 1994 r.
3aBbpLUIBA BUCLIETO €W oOpasoaHWe 1o MeauluHa B MeanumHckn yHnusepcuter — [laesen w
npuaodusa oOpaszoBare/iHo-KBaIHUKALIMOHHA cTeneH . MarucTbp™. [IpodecHoHaanuaT My nwrt
sanousa Karo siekap-tepanesr B MBAJl [JI-p Iumutbp Monnos™ — rp. Enena. kbaero pabotu B
nepuosa 1994-2000 r. Caen ToBa B NpOAbIKEHHE HA TPUHAZECET rOJAWHW Pa3BUBA JICHHOCT Kato
0OLIONPAKTUKYBALIL IEKap B MHAWBH/yaHa MPAKTHKA 3a MbPBAYHA MEAULIMHCKA MOMOLIL.

[Tpes 2013 r. Hacoura npoeCHOHANIHUTE CH MHTEpPEeCH KbM MaTOJOrHYHATA AHATOMUS M
3anoysa crieumManusanms no ,,Odwa W kiMHMuHa naronorus™ B Kareapa . Ilaronoroanatomus™ 1pu
Mennumneku ynusepeurer — [Mnesen. CneunanHoctra npuaobusa yenewno npes 2018 r. karo oue
10 BpeMe Ha OOYUEHMETO CH Ce BKJIKOYBA aKTUBHO B MperojaBareicKkaTa U Hay4YHOM3CIe0BaTeIcKara
aerdHocT Ha kareapara. Ot 2015 r. paboTi KaTo XOHOPYBAaH ACMCTEHT. @ BIOC/IEACTBUE € HA3HAYEH KaTo
aAekap-acucrent B Otaenenuero no obwa W KiMHuuHa narojorus kem YMBAJL [JI-p leopru
Crpanckn™ — Ilneen v acuctent B Kareapa ,Jlaronoroanaromus™ Ha MeAMUHHCKH YHHBCPCHTET
[M1eBeH.

Ot 2023 r. a-p [IletpoB 3aema akageMuuyHa JUIbKHOCT npenojasaren B Kareapa
.JlarororoanatomMus™. Kato napasieiHo ¢ TOBa NPOABL/KABA CBOATA JAMArHOCTHYHA JCHHOCT KaTo JieKap
narosior B OraeneHuero no odua M karHuyHa narosorus Ha YMBAJL [JI-p l'eopru Crpancku™ —
[11esen. Hapen ¢ ynupepcuterckara u GoHMYHATA CH ACHHOCT TOH paboTH M KaTo CHEHMHANNCT 110
obla ¥ KiMHKuHa narosorus B Jlaboparopuara no xucronarosorus kbM MBAJI | Asuc Meanka™ —
[TaeseH.

[Ipodecnonannara Ouorpadus Ha a-p [leTpoB nokasBa Mocael0BaTeNHO pa3sBUTHE U
32/1b100YEH MHTEPEeC KbM ChbBpPEMEHHATa JIMArHOCTHYHA narojorus. Harpynauuar KiuHHueH W
NaroJiorM4YeH OMNMT. CbYC€TAH C aKTUBHA MperoaBarciicKka JICHHOCT. Cb3j1aBar crabuiiHa OCHOBA 34
pa3padOTBAHETO HA [PE/ACTABEHHUS AMCEPTALMOHEH Tpyd. HayuyHuTe My HHTEpPECH C€a HACOHCHM
MPCAMMHO  KbM  OHKOMATOJIOTMSITa W NPWIOKEHHETO HAa  CbBPEMEHHUTE  MOPHOIOTHUHH.
MMYHOXMCTOXUMHYHM M MOJICKY.ISIPHM METOAM B JMArHOCTHKATa W MPOrHOCTUYHATA OlleHKa Ha

3I0Ka4yeCTBEHUTE 3a0019BaHuUs.



J1-p IlerpoB e 4jeH Ha bbarapckoTo Apy:KecTBO no narojorus. bbarapckara acoumatms 1o
naroorus M naroM3Moorus Ha meauitMHara. Luropean Society of Pathology (ESP). ENGIP u
bbarapckus nexkapcku cbio3. Bnajee pycku v aHMIMHACKH €3MK. KOETO MY [103BOJIsSIBA aKTHBHO J1a CJIC/1H
Pa3BUTHETO HA MeEKAyHapoJHaTa HayyHa IuMTeparypa M jga ydactsa B npodecuonantn Gpopymu v

Hay4YHU MHULHATHBYU.

3.061ma xapaKTepHCcTHKA HA JIMCePTALHOHHUS TPYI:

[Mpeacrasenust ot a-p Kpacumup Togopos Iletpos aucepraumonen Tpyi. € paspaboren B |3
riaBu W chabpka 205 CcTaHAapTHU MalMHONWCHM cTpanuuu. 168 6e3 . bubanorpadus
Jlureparypuust 0030p chabpika S| crpanuum: Pesynraru: 78 crpanuum: OOCHAKLAHE W M3BOAM: 3
crpanuum. Marepuanabt e oHarneaeH B 48 tabauum. 16 usetHu Gurypu u 31 caumku. Msnonssanara
auTeparypa cbibpika 294 3arnaBus. 3 oT KOUTO ca Ha bbarapcku aBropu. 164 OT BCUUKH M3TOUHMIIM
ca nyOJAMKYBaHHW NPE3 MOCHCAHUTE JICCET FOJIMHM.

JIMcepTauMOHHUAT TPy € CTPYKTYPUpaH [MpPaBUIHO CbC CPaBHUTENHO Cla3BaHe Ha
MPONOPLUUUTE MEXLY OT/ICTHUTE YaCTH criopel OOLONPHETUTE Y HAC HAYYHH NpaBHJa.

[MpencraBeHn ca Tpu NyGAMKaLMK 10 TeMara Ha JucepTauusaTa B peepupatu Criucaius. B Jise
OT KOMTO JIMCEPTAHTBT € MbPBH ABTOP. C KOETO C€ NOKPHBAT M3MCKBaHUATa Ha [lpaBuianuKa 3a
YCIOBHMATA W peja 3a npuaoOMBaHe HA HayYHHW CTENEHM M 3aeMaHe Ha aKaJeMHYHM JUIBKHOCTH B

v

Meaunumncku ynupepeuteT-Codus. 3a cBbp3aHa ¢ AMCEPTALMOHHMUS TPY1 NYOIUKALIMOHHA AKTUBHOCT.

4. AKTya/IHOCT Ha TemaTa no paspaborkara:

M'¢6pana'ra 3a JIMCEPTALIMOHHMWS TpYd TEMA € U3KITHOYUTEITHO aKTyaliHa. CbBPEMCHHA M C BHCOKA
Hay4yHa W MNpakKTHycCKa 3Ha4YUMOCT. KOIIOpCKTBI]HHﬂT KapunHOM € Cpcll HAW-4YECTUTE 3JIOKAYECTBEHH
3a00JIIBAHUS B CBETOBEH Maiab u NnpoabJiKaBa ja Ob/ie e1Ha OT BOJACILMUTE MNPpUYHUHHK 32 CMBPTHOCT OT
OHKOJOIMYHK 3a00/I9BAHUS KAKTO B EBpona. TaKka U B B'bjll‘ﬂpl’lﬂ. He3zaBMCHUMO 0T 3HA4YMTEIIHMS
HanpeabK B JIMArHOCTUKATA. XUPYPrUYHOTO JICYEHHUEC. JIbYECICYCHHUCTO U CUCTEMHATA 1TIPOTUBOTYMOPHA
Teparums. 1pordosara pu sHa4yuTe/iHa 4actT OT NaluMueHTUTE ocTaBa He()naronpuﬂma. KOCTO OIIpe/Icis
HeoOXOMMOCTTa OT HEMPEKbCHATO YCBBBPLUECHCTBAHE HA JHAIHOCTHYHHTE W TIPOTHOCTHUYHUTC

IMOJIXO/1H.



[Ipe3 rnociaeaHdTe /Be JIeCETWIETUs Ce HaTpynaxa YOeIMTE/IHM JlI0Ka3aTelcTBa. ue
KOIOPEKTAIHMAT KapUMHOM MPE/ICTaBIsiBa XETEPOreHHa rpyna Heornja3uu. KOMTO Ce pasjivyasar 1o
cBosiTa MOPGONOrHs. MONEKYIAPHO-FEeHETUYHH XapaKTEPUCTUKH. HMYHOJIOTMYHA MHKpocpeaa |
KIMHMYHO noBeaeHue. OcobeHo BHUMaHMe B ChBpEMEHHATa JIMTepaTypa Ce OT/AE/NA Ha pasjiuuusiTa
MEXK1Yy KapLuHMHOMHTE C JAsfCHA W JidBa JIOKajJHu3alusa. KOHWTO JIEMOHCTpUpAT CHIIECTBEHHU pasjiHyui
KaKTO 10 OTHOLIEHME Ha MOJEKYJspHaTa MaroreHes3a. Taka M 10 OTHOLIEHWE Ha TepaneBTHYHMS

OTIroBOp W ABJIrocpoyHara rnpeKuBaeMOoCT Ha NALHCHTHUTE.

CbBpeMeHHaTa KOHUEMNLMA 3a MNepcoHaJM3MpaHa Me/MIMHA Hajara WHTEerpHpaHeTo Ha
KJacH4yecKuTe MOp(OIOrHYHM N0Ka3aTe/ i ¢ HOBH NMPOTHOCTHYHK M MPEAWKTUBHH Mapkepu. Cpej TsixX
0CODEHO  MSCTO  3aemMar TyMOpHOTO mbhkysawe (tumor budding). aumdosackyrapuara ¢
[IlEpUHEBpA/IHATA MHBA3MA. TYMOPHHTE JIENO3WTH. MMYHHATa CTPOMHA peakuus. JAePUUMTHT B
mismatch repair cucremara W cneuMPUYHUTE MOJIEKYISAPHO-TEHETHYHH T[IPOMEHHU. OMNpe/e/isiim
OMOJIOMMUHOTO T0BEJEHUE HAa HeonuazusTa. Bounpeku ronemus Opoil nmyOAMKyBaHH MpoOyuBaHUs. BCe
OlIle ChILECTBYBAT PEAMLIA HEU3SICHEHH BBIIPOCH OTHOCHO B3aUMOBPB3KHTE MEXK/1y TE3M 10Kasare/in 1
TAXHOTO KOMITJIEKCHO 3HAY€HWEe 3a NMporHosara W TepaneBTHYHOTO [OBEACHUE TPU OTACITHUTE IPYIN

MalueHTH.

OcobeHo aKkTyaseH € BbIPOCHT 3@ PoJsTa HAa TYMOPHOTO NBIIKYBaHE Karo MOp(oIorhyeH
W3pa3 Ha ENUTETHO-ME3CHXHMHMS NPEX0/ W HEroBara Bpb3Ka C JOKalHaTa WHBa3Ws. JIuUMQoreHHara
JAMCEMWHALIMA U METACTATHYHMS NOTEHIIMAJ Ha KOJIOpEeKTalH|s KapuuHoM. [lapasiesiHo ¢ ToBa Bee no-
roiiMO BHUMaHHe npusivua 3HayeHueto Ha Crohn-like simmdonanara peakuus Karo MHMKATOP 3d
eeKTUBHOCTTA HA NPOTHBOTYMOPHUS MMYHEH OTIOBOP M KAaTO MOTEHLMAJNEH MPOrHOCTHYEH MapKep.
Pa3BUTHETO HA CHBPEMEHHHMTE MOJEKYJISPHH TEXHOJIOIMH. BKIIOUMTEIHO next-generation sequencing
(NGS). ¢b3aBa Bb3MOKHOCT 3a €/IHOBPEMEHHO M3C/e1BaHe Ha MHOKECTBO F€HETHYHH MPOMECHH M 3a

10-3a1b1004eH0 pa3zdupane Ha GHOJOrHYHATA XeTEPOreHHOCT Ha 3a00.1BaHETO.

B To3m koHTekeT aucepraudontuaT Tpya Ha a-p Kpacumup [letpos pasraexia e iMH 0T Haid-
aKTyajHuTe npobaeMH Ha CbBpeMeHHaTa oHKonaroaorus. [loayueHnuTe pesyarard umar noTeHimall He
CamMo Ja pa3tiMpAT ChLIECTBYBALLMTE HAYUHH MO3HAHUA. HO M J1a HAMEPST NPAKTHYECKO NPHIIOKEHHE B

CACC/IHCBHATA AMArHOCTUYHA U KIIMHWUYHA NpaKTHKa.



5. JIuteparypeH 0630p ¥ NO3HABAHE HA TeMaTa

JluteparypuusaT 0630p € pazpaboTeH B 3HaUMTENCH 00EM M NPEACTAB/IABA €/1HA OT HAH-CHIIHUTE
YACTH HA JMCEPTALMOHHMS TPYA. ABTOPBT AEMOHCTPUPA 3aAbI00YEHO MMO3HABAHE HA CHBPEMCHHMTC
KOHICMLMK OTHOCHO GuojorusTa. Mop(hoJaorusarta W MOJIeKyIspHaTa NaToreHesa Ha KOJOPEKTalHus
KapLHHOM. N35105)KeHUeTo € JIOrMUHO CTPYKTYPUPAHO W MOCICAOBATCIHO MPOCICAdBa pa3BUTHCTO Ha
HAYYHUTE BBL3IJICJM  OTHOCHO Bb3HMKBAHETO. [IporpecusaTa  #“W I1pOrHocTHYHara OUCHKa Ha
3a00/151BaHETO. AHA/IM3UpaHaTa JuTeparypa e akTyaliHa W 00XBalla BCUYKH OCHOBHHM HANpPaBICHMs Ha
CbBpEMEHHATa OHKOMATOJOrMs, CBbP3aHW C JMArHOCTHKAaTa U CTpaTHQUKALMATA HA KOJOPEKTa/HHS

KapuUHUHOM.

Ocobeno 100po  BrieyarjieHne MNpPaBW CUCTEMATH3UPAHOTO TMIPEACTABAHE HA CbBPEMCHHHUTC
KJ1aCH(UKALMK HA KOJOPEKTANHUTE HEONIA3UH U TAXHOTO MACTO B KIMHMYHATA NpaKTUka. ABTOPbI
pasriexaa noapobHO XUCTOIOrHYHUTE BAPUAHTH HA KOJIOPEKTAIHUSA KApUMHOM. NpUHLMIKTE Ha | NN
KracMPUKauMaTa M poasTa Ha KJiacuyeckuTe MOpPQOIOrHYHK rporHocTuynn daxkropu. Hapen ¢ tosa
ca aHaliMm3upaHy OrpaHUYEHHUsTa Ha TPAJIULMOHHUTE MPOTHOCTUYHHU MOAEIH M HEOOXOAMMOCTTA O1
BbBEIK/IaHe Ha HOBM OMOMapKepH. KOMTO Ja MNO3BOJAAT MO-NMPELM3HA OLEHKA Ha PUCKA U no-100po

HHJIMBH/IYAJIIH3UPAHEC HA TCPAreBTUYHUA 110JIXO0/1.

ChIIECTBEHO BHUMaHHE € OTJENICHO Ha TYMOPHOTO mbiKyBaHe (tumor budding). koero npes
MOCJEAHUTE TOJMHHU CE€ YTBBPAM KAaTO €IWH OT HaW-HajexkAHuTe MOP(OJOrMYHM rokasarean 3a
arpecuBHO OHOJIOMMYHO MOBEAECHHE HA KOJOPEKTANHHUS KapLIMHOM. ABTOPBT MPECTaBs Pa3BUTHETO Ha
KOHLIETMIMATA 3a TYMOPHOTO II'BbIIKYBaHEe. HEroBara Bpb3Ka C €MUTEIHO-ME3EHXUMHHUS MPEXO/L U POJIATa
MY KaTO HE3aBMCHMM TPOrHoCTHUYeH ¢akTop. AHalu3upanu ca Kputepuute Ha International Tumor
Budding Consensus Conference (ITBCC). KoHTO noHAcToOsLIEM MPEACTABIIABAT MEKAYHAPOJAHO MPHET

CTAHJ4pPT 3d OLCHKA HaA TO3H IoKas3arell.

3a1bA004EHO € pa3rieaad U BbIPOCHT 3a TYMOPHATa MUKPOCpeda H HEHHOTO BIIMSHUE BbpX)
nporpecusTa Ha 3abonasaneto. B 1034 KOHTEKCT aBTOPBT OT/1€/s crielnaiHo BHumanue Ha Crohn-like
aumpounHata peakus (CLR), KoSTO npe3 nocieaHuTe roiMHi ce pasriexaa karo Mophoaoriyei

nipas Ha NpoTuBOTYMOPHHA HMYHEH OTIrOBOP. AHaJIM'XHPaHM ca pasjIMYHHUTE MCTOJM 3a OlCHKa Ha



CLR. kakto ¥ ny6/IMKYBaHMTE JaHHM OTHOCHO HeiHarta nporHocTuyHa croiHoct. IlpejicraBenn ca
yOCAMTEIHM IMTEPATYPHH JI0KA3aTe/ICTBA 3a BPb3KATa MEALY MHTEH3MBHUS TUM(OMACH OTrOBOP H
[l()-6,1aFOl'IpM$ITHOTO KIWHWYHO TNpOTHYAHE TMpH ONpPEACICHH TNMOArpyrnu nauMeHTH C KOJIOPEKTAJICH

KapLHUHOM.

OcobeH uHTEpec npejacTapisBa pa3lenbT. MOCBETeH Ha mismatch repair cucremara u
MHMKpOCATE/IMTHATA HECTAOWIHOCT. ABTOPBT JAEMOHCTPHpPA OTIMYHO [O3HABAHE HA MEXaHM3MMTE.
KOWTO CTOAT B ocHoBata Ha MMR-geuUMTHHTE HEOMJa3uU. KAKTO M TAXHOTO 3HAYECHUE 34
pa3BUTHETO Ha cuHAapoMa Ha Lynch. [loapobHo ca pasraesanu QyHkuuure Ha ocHoBHure MMR
nporeunn - MLHI. PMS2. MSH2 wu MSHO6. kakto M CbBPEMEHHUTE aIrOpuTMH 3a
MMYHOXHCTOXMMHMYHA OLIEHKA HA TAXHATa excnpecus. YOeaMTeHO ca MnpeiCcTaBeHH JaHHUTE OTHOCHO
Bpb3kara mexay MMR craryca. TymMopHara J0KajlM3alUMs. MMYHHaATa peakuus W TepaneBTHYHMS
OTIOBOp. KOETO Cb3jlaBa J00pa TEOPEeTHYHAa OCHOBA 3a [OC/EABALLUTE COOCTBEHH M3C/IC1BAHUA Ha

aBropa.

Jlureparypuusat 0030p BK/AOYBA M 3aAbAOOYEH aHAIM3 HA CbBPEMEHHHUTE MOJIEKY/JISPHO-
FEHETHYHU aCNEeKTH Ha KOoJIOpEeKTa.HaTta KaHueporeHesa. llpocneneHu ca OCHOBHMTE CHIHAIHM
MbTHILA. YYacTBalllM B Pa3BUTHETO Ha 3a00JSIBAHETO. KAKTO M pOJATAa HAa HAM-4ecTo 3acerHarute
OHKOI€HHM U TYMOp-CynpecopHu renun. OcodeHo BHUMaHKe € oTaeleHo Ha myTaumute B KRAS. NRAS.
BRAF, TP33 v PIK3CA. kouTO MMar J10Ka3zaHO 3HaA4YeHHE 3a MporHosara v v3dopa Ha CUCTEMHa
Tepaius. ABTOPBT YCNELHO 0OBbP3Ba MOJIEKYJISAPHUTE NPOMEHHU ¢ MOPPOJOIrHUHHTE XAPAKTEPUCTHKH
Ha TymMOpa M rnokassa 100po pazOupaHe 3a CbBpPEMEHHATa KOHLEMNLUS 3a MHTErpupaHa Mop(hoaoruuHa

H MOJEKY/IApHA IMarHoCTHKa.

Baxen akueHt B o0030pa € NPUIOKEHMETO HA TEXHOJIOIMMUTE 3a MACHBHO Mapajie/iHo
cekpenupane (Next Generation Sequencing — NGS) B cbBpeMeHHara Maro/ordyHa MNpakTuka.
[lpeacTaBeHn ca BB3MOKHOCTHTE Ha TE3W METOAM 3a €IHOBPEMEHHO W3CJIE/IBAHE HAa MHOKECTBO
FEHETHUYHH MPOMEHH M 3a NO-NPELH3HO ONpeJIe/IsHe HAa MOJEKYIApHUS npodul Ha Tymopa. ABTOPBT
VOCIMTEIHO apryMeHTHpa HeoOXOMMOCTTA OT BKJIKUYBAHETO HA NMOAOOHM MOJAX0/AH B KOMILIEKCHATA
OLEHKAa Ha KOJNOPEKTaJHMA KapLUMHOM M O4epTaBa TAXHOTO 3HayeHHe 3a Ob/CUIOTO pa3BUTHE Ha

NEpCoHAIU3HMPpaHaTa OHKOI0T U,



B sakiioueHue cyuTam. de JIUTEPATYpPHUAT 06’30[) € HU3IroOTBCH Ha BHCOKO HayyHO HHWBO H
[NoOKasBa MHOIO ﬂO6pO [NI03HaBaHE Ha pasrjickKaaHara ﬂpO6.’lCMaTMKa. ﬂm‘epa’rypﬂnn'r ()630p U3ITBJIHA BA
YCHEWHO CBOsATA (I)yHKLlMﬂ Ja ru3rpaiy TeopeTHyHara paMKa Ha JMCEepPTalMOHHMUA TPy W Cbi/ldaBa

CO/IW/IHa OCHOBA 3a (bopmynupanc Ha leJiTa. 3a/1a4MTC U HayyHaTa XUIoTe3a Ha aBropa.

6.0uenka Ha pa3jen ,Ilen, 3a1aun, MaTepHa H METOIH Ha NPOBEIEHOTO H3C/EIBaAHE™

LlenTa na aucepranMoHHUs Tpya € sCHO (GopMmyiupaHa. HayyHo OBOCHOBAHa M HAMbLIHO
CbOTBETCTBA HA AKTYaJIHUTE TEH/CHUMHW B CbBPEMEHHATA JWHArHOCTHYHA NATOJNOIMs W IIPEHM3HA
oHkonorua. Ta e HacoyeHa KbM KOMIUIEKCHO M3c/eaBaHe Ha MOP(ROJOTHUHMTE XapaKTepUCTUKKM Ha
KOJIOPEKTAIHUTE KapLMHOMM. OLEHKA HAa TYMOPHOTO IMBIKYBAHE M MMYHHATA CTPOMHA PeakLins. KakTo
M aHajiM3 Ha TAXHATA B3aMMOBPB3KA € MYTAUMOHHMS TNMPOQMI HA HEOIUIa3MUTE MNpU pasinyHa
AHATOMMYHA JIOKa/u3aUus. POpMYIMPOBKATA HA LEITA JEMOHCTPUPA CTPEMEN KbM MHTEIrpUpaHe Ha
KJacuueckuTe MOP(OJOrHUHH NOAXOAM ChC CHBPEMEHHUTE HMYHOXHCTOXMMHUYHH M MOJICKYISAPHO-
FCHETHYHM METOAM. KOETO € e€/Ha OT BOACLUMTE HACOKM B Pa3BUTHETO Ha ChBpEMCHHATa

OHKONAaToJiorusi.

[TocTaBenuTe 3a/la4yd  MpoUusTHYaT JIOFHYHO OT (J)opMy;mpaHm‘a uesl M oOXBallar BCHYKH
OCHOBHH acCrneKTH Ha H3cieBaHus ﬂpOGHCM. Te ca nocnenoBarenHo CTPYKTYPHPAHHU K 1103BO.IABAT
LBJTIOCTHO  TPOYYBAHE HA  BPB3KHUTE MEKY MOp(bOﬂOl“M‘IHHTC XapakKTepHCTHKH  Ha TyMopad.
NoKa3areJIMTe Ha TymMOpHara MHBaA3MI. 0COOCHOCTUTE Ha TYMOpHara MHKpocpelda U MOJCKYJIAPHO-

FCHCTHYHHUTEC INNTPOMCHH.

MarepuaabT Ha NpoyyBaHEToO ¢ BHUMATEIHO NOAOpaH M HAMBIHO aA€KBATEH 3a H3ITLAHCHHE Ha
nocraBeHuTe Leau. Micneasanero e 0a3upaHo BbpXY /JABE HE3aBHCMMHM KOXOPTH OT MAUMEHTH C
KOJIOPEKTaJeH KapUMHOM. KO€TO OCHrypsABa J0CTaTbyHa [PEACTABUTENHOCT W [03BOJISBA
M3BLPUIBAHETO HA HA/ICXK/IEH CPABHMUTENIEH aHa/lW3. ABTOPBLT € (OPMYJIMpal SCHHU KPUTEPHH 3a
BKJIFOYUBAHE W M3K/IIOYBAHE HA ClIyyauTe. KOETO rapaHTHpa XOMOI€HHOCT Ha M3CIAC/ABAHUTE IPYIH M

Chb3/laBa MPEANOCTABKM 3@ BMCOKA JIOCTOBEPHOCT Ha [oJiydeHute pesyararu. [lpeacraBenara



OpraHusalids Ha MarTepuala rnokassa 1106pa NpeaBapUTeiHa NOAroToBKa W rpern3Ho rJianupate Ha

H3CIC/10BaATC/ICKHA TpotLec.

MeToA0N0rMYHHAT AW3aiH Ha JAWCEPTALLMOHHMUA TPYA 3aciy’kaBa ocobeHo BUCOKa oueHka. B

pa3paboTKaTa ca U303BaHN ChBPEMEHHH METOAN. KOUTO 00XBALIAT BCUYKK OCHOBHM HArpaBieHUs Ha
CbBpeMEHHATa JMarHocTuyHa narosorus. OCBeH CTaHJapTHaTa XMCTOMATOJNOIMMYHA OLEHKa ca
aHa M3MpaHy peanua MophosorMuHM NOKa3aTeln ¢ J0Ka3aHa NpOrHOCTHYHA CTOHHOCT. BKIIOUUTEIHO
aumQoBackynlapHa MHBA3MA. MHTpaMypaiHa M eKCTpamypajHa BEHO3HA MHBA3MA. TEepHHEBpasHa
MHBA3MA. TYMOPHH J€NO3HTH W pervoHaseH aumden craryc. [1o 1034 HaYWH aBTOPBT OCHIypsiBa
KOMIIJIEKCHa MOP(OIOrHiYHa XapaKTepucTHKa Ha M3C/IE/BAHUTE HEOTUIA3MM U Cb3/1aBa Bb3MOKHOCT 3a
MHOTOMOCOYECH aHalu3 Ha (GaKTOpHTE. ONPEeACIaLIN TAXHOTO OUOIOrHYHO NOBEICHHE.
AHanu3bT Ha ekcnpecusta Ha MLHI. PMS2. MSH2 u MSIHG6 e npoBeaeH 1o yrBbp/cHH
MEK/1YHApOAHH allrOpPUTMHM M NO3BOJIABA HaaekaHa oueHka Ha MMR craryca Ha wscieasanute
KapunMHoMu. To3M NOAX0A UMa He camMo HayuyHa. HO M MpsiKa KIMHWYHA CTOMHOCT. Thil Kato AehuiUTLT
B mismatch repair cucremara € CBbp3aH KakTo CbC CHHApoma Ha Lynch. Taka u ¢ nporHosara w
TEpaneBTHYHUs OTIOBOP Ha MNaLlMEHTHTE.

OcobeHo Bneyat/IaBallo € BKIUYBAHETO Ha MOJIEKY/ISPHO-TEHETHUYEH aHa/Iu3 Ype3 TEXHOJIOI s
3a MacuBHO napajienHo ceksenupane (Next Generation Sequencing). Msnosssanero na ruSight
lumor 15 nanen u naardopwmara lllumina NextSeq no3BosisBa eAHOBPEMEHHO W3C/IE/BAHE HA LIMPOK
CNEKTbp TEHETHUYHHW INPOMEHHM C JI0Ka3aHO 3HAYeHWE 3a KoJlopeKTajHara kaHueporenesa. Ilo To3u
HaYMH aBTOPBLT HAAXBBPIIS PAMKHTE Ha TPAaAHUMOHHATA MOP(OJIOrMYHA AHATHOCTHKA U MHTEIpUpa B
M3CIICABAHETO CHBPEMEHHHUTE [PUHUMIIK HA MOJEKYJIspHATa [Marojorus W [epcoHaau3upanara
MCIMLIMHA.

CrarucTryeckara oOpaboTka Ha pe3y/ITaTuTe € M3BbPLUIEHA KOPEKTHO M BKIIOYBA MOAXOASLIL
Habop OT METO/M 3a aHa/IN3 Ha KAYeCTBEHU M KOJIMYECTBEHH MOKa3aTelH.

B ob6obuwenne cuuram. ye pazaenst .llen. 3agaun. marepuan v MeToad™ € pazpaboTeH Ha MHOIO

BHCOKO HAYYHO W METO0TONMYHO HHUBO.



7.AHa/IN3 HA pe3y/ITaTHTe:

[IpeacraBenute pesynraru ca 100pe CTPYKTYPUPAHHU. JIOTHUHO MOAPEACHH W ChOTBETCTBAT Ha

MocTaBeHuTe LeAn M 3azadd. Te ca npeacTaBeHH SACHO M yOEAMTENHO. KATo €@ MOJKPErcHu ¢
noaxoaan Tabamumn. Gurypu U Mukpockoncku usobpaxenus. [lonyuenure nannu ca 0OpadoTCHH
CTATUCTHYECKHU KOPEKTHO W MO3BOABAT (POPMYIUPAHETO HA HAJICHK/IHH HAYUHH H3BOJIH.
OcoOeH uHTEepec NpeicTaBiisBa CPaBHUTEIHHAT aHAIM3 MEXK/LY KOJIOPEKTaIHHTE KApUMHOMM C JIsBa 1
JSICHA JIOKaM3alks. ABTOPBT YCTAHOBSIBA peaMlia paziuuusi B MOP(HOIOrHUHUTE XapaKTEPHUCTHKH.
KOMTO MOTBBPK/1aBaT CbBPEMEHHUTE CXBAll@HWS 3a CBUIECTBYBAHETO HA paziM4yHM OHOJOrHUHM
NoATHNIOBE Ha 3ab0J1ABAHETO. AHanmupaHu‘ ca XHCTOJIOPMYHMSAT THIL. CTENEHTA Ha JU(epeHLHalma.
AMMOHUAT  cTaryc. HaluMyuero Ha JauM@poBacKylapHa MW TNEpUHEBpAIHA MHBaA3HA. KaKTo M
Pa3NpoOCTPAHEHHETO HA TYMOPHUTE JICTTO3UTH.

ChluiecTBeH NpUHOC Ha paspaboTkara € W3C/e/BAHETO Ha TYMOPHOTO NbIIKYBaHe 4pes
cranjaprusupanure kpurepuu Ha I'TBCC. [MonydyeHute pesyatatd MOTBbPXK/ABAT BPb3KATA MEWKIY
BMCOKATA CTENEH Ha TYMOPHO MbIKYBAHE W M0-arpeCUBHOTO OMOJOIMHUHO MOBEACHHE HA HEOILIA3HTA.
OcobeHo HeHeH ¢ (aKTBT. Ye TO3M 10Ka3aTesl € aHAIU3UPaH ChbBMECTHO ¢ OCTaHANUTE MOP(OIIOTHYHH
U MOJIEKY/ISIPHW XapaKTepUCTUKH HA TYMOPA.

3HauMM  MHTEpec npeacraBassar U pesyiararure. cgbp3add ¢ Crohn-like aumdonanara
peakuus. ABTOPBLT [AEMOHCTpUpa Bpb3KAaTa MCEKAY MMYHHATa MHKpocpeda W Mop(hoaoruumuTe
0CODEHOCTH HAa KOJIOpEKTaJIHMS KapUMHOM. Karo nojayeprasa noreHuuaiHara poias na CLR karo
MPOrHOCTHYEH MOKa3aTel U OTPaKEeHUe Ha NMPOTHUBOTYMOPHUS UMYHEH OTIOBOP.

Bucoka oueHka 3acinykaBa M aHajiM3bT Ha mismatch repair craryca M Heroparta 3aBMCHMOCT O1
MOP(OJOTHUHMTE XapaKTepUCTUKKW Ha Tymopa. [loaydeHure gaHHM ca OT 3HAYEHME KaKTo 3a
pasbupaHeTo Ha OuosorusTa Ha 3a00JsiBAHETO. Taka M 3a MIACHTHGULMPAHETO Ha MNALMCHTH C
MOTEHIMAJICH HACEACTBEH PUCK M Bb3MOKHOCTH 3a MEpPCOHAIU3UPaH TePaneBTHYEH MOAX0/I.

OcobeHo BrieyaTnsBalla € MOJIEKYIsSpHO-reHeTHYHATa YacT Ha M3caeaBaHeTo. Upes u3oa3BaHeTo Ha
NGS  TeXHOI0rus € W3BbPLUCH JleTal/leH aHajlu3 Ha MYTallMOHHMSA npodui Ha u3CiIeABAHUTE
KapLUMHOMM. KOETO MO3BOJABA KOMIUIEKCHA OLIEHKA HA BPB3KUTE MEAAY MOpPPONOrusTa. UMyHHaTa
peaKinsl M reHeTHyHuTe rnpomeHu. 1o To3uM HauMH AUCEPTALMOHHUAT TPYL HAAXBBLPIS PAMKHTE Ha
TPAJMIMOHHATA ATOJIONMYHA JMArHOCTUKA M ce A00aMKaBa 10 CbBPEMEHHMTC [PHHUMIIK Ha

[PELHU3HATA OHKOJIOIUA.



Karo usno MpeJACTaBeHUTE pe3yTaTh ca OpUrHHaIHH. HAyYHO 000CHOBAHU H JIONPpHHACAT 34a
I'IO-,7106[’)OTO paz6upaHe Ha OMOJIOrHYHOTO MOBEJACHUE HA KOJIOPECKTAJIHHUA KapLUHHOM. Te npeacraslisiBart

0CHOBA 3a OPMY/IUpaHe Ha 3HAYUMH HAYYHH W MPAKTHKO-TIPHIOKHH H3BO/IH.

8.06¢chxaaHe HA pe3yaTaTHTe (IHCKYCHS H H3BO/IH):

Jluckycusita € paspaboTeHa 3a1b1004eHO M NoKaspa ClIOCOOHOCTTA HAa aBTOpa /la aHalu3npa
KPUTHYHO T10JYYEHHTE PE3y/iTartd M Ja M CbMOCTABA ChC ChbBPEMEHHUTE JIMTEPATYPHU JIaHHM.
M3105KEHHETO € JIOFMYHO M T0C/IE0BaTeIHO. Karo He ce Had/10/aBa MEXaHMYHO MOBTapsHE Ha

[pEeACTABEHHUTE PE3YATATH. & TAXHATA HHTEPINpeETaLUa U MOCTABAHE B No-1KUPOK HAYHEH KOHTEKCT.

OcoBeHO NOJIOKUTEIHO — BlieYaTi€HWE [paBM CTPEMEKBT Ha aBropa ja pasrieikia
KONOPEKTAIHUS  KapLMHOM  KaTO  XETEpOreHHo 3abosisBaHe. MPH  KOETO  MopdoiornyHure
XapakTepHCTHKH. TYMOpHATa MUKpOCpea U MOJIEKYIIPHO-TEHETHYHUTE IPOMEHH Ca B3aMMOCBbP3aHH
W onpeaenarT OHOJOIMUHOTO MOBejeHHe Ha HeorsasuaTa. [IpoBeaeHOTO CpaBHEHME MEWKIY
JEBOCTPAHHMTE W JICCHOCTPAHHMTE KApPUMHOMM MOTBbPIK/1aBa CbBPEMEHHWUTE MPEACTaBH  3a

ChUICCTBYBAHETO Ha pa3/IMUHK MOJICKYJIAPHH H MOp(bOHOFMHHM NOJITHITOBE Ha 320015 BaHETO.

[TosyueHuTe pesyaTaru OTHOCHO TyMOpHOTO nbnkyBate. Crohn-like sumdounanara peakuus u
MMR craryca ca OOCHJEHM B KOHTEKCTa Ha BOACULM MEHIYHAPOAHW NPOYy4YBAHUA. ABTOPbHI
yOeJIMTEIHO  aprymMeHTHpa TAXHOTO 3HAYE€HME Karo [IPOrHOCTUYHM T[OKasaTeau W 1nojaueprasa

BB3MOKHOCTHTE 3@ BK/IKOYBAHETO UM B pPYTHHHATA MaTOJOrM4YHa OLEHKA Ha KOJIOPCKTATHWSA KapLUHHOM.

Bucoka oueHka 3aciaykaBa M aHaJM3bT Ha  MOJIEKYJIAPHO-TEHETUUHUTE  pe3ysITary.
M3caeaBaHeTo Ha MyTaLlMOHHMS TpOQUII NO3BOJSBA M0-331bJI00YEHO pa3dupaHe Ha BPBH3KUTE MEKILY
MopoIOrMsTa W IEHETHUHMTE MEXaHW3MHW Ha TymopHara nporpecus. [lo  To3u  Hauuu
JIMCEPTAIMOHHUAT  TPYA HaArpakja TpaAMLUMOHHUA MOP(OJIOrHYeH TOAX0A W JAEMOHCTpHpa

Bb3MOKHOCTHUTE Ha CbBpPEMEHHATa MHTErpUpaHa rnarojorudyHa adarHocTHka.



<Dopmynwpaume OT aBTOpa M3BOAM Ca ACHO MPECACTABCHWU. JIOTHYHO ClICABAT OT MOJYYCHHTC
pe3yJTaT W oTpassaBar Hal-CbILECTBEHUTE HAay4YHHW HAXOJIKH Ha I[pPOBCACHOTO M3CIIC/IBAHEC. Te ca
KOHKPETHH. HAYYHO 00OCHOBAHM M HAMBJIHO CLOTBETCTBAT HA MOCTABEHWTE LEIW W 3ajaun. Cyuram.
4C HAMpaBEHUTE H3BOJH KOPEKTHO obobdu1aBaT peE3YATATHTE OT MPOYUYBAHETO H y’ﬁCLlH'I'CJ]HO JOKas3Bal

NOCTUIAHETO Ha NnocTaBcHara Hay4yHa e

9.11puHocH

CuuraM. ye npejacTaBeHnTe OT aBTOpa NPUHOCH ca peasiHi. HayYHO 000CHOBAHH U NPOU3THYA]
HEMOCPEJACTBEHO OT MPOBEACHOTO M3ciieaBaHe. Te MMar Kakro HaydeH. Taka M IpPaKkTHKO-IPHIIOKEH
xapakrep.

OCHOBEH 1PUHOC HA JAWCEPTALIMOHHMS TPY/ € KOMIIEKCHOTO M3CJe/IBaHe Ha MOphOJI0ruiHuTEe
XapaKTEPUCTUKH Ha KOJOPEKTATHUTE KapUMHOMM C JsBa M JSiCHA JIOKAAM3aLMs Ype3 UHTEIrpUpaHe Ha
KJACHYECKH XMCTOMNATOJOMMYHHU  [MOKA3aTelu. HMYHOXHCTOXMMHYHM MapKepH M MOJICKY.IPHO-
FeHETUYHM AaHHU. [10 TO3M HAYMH ca pa3lIMPEHH ChILECTBYBALMTE MO3HAHUA OTHOCHO OMONOrHYHaTa
XETEepOreHHOCT Ha 3a00JIsBAHETO.

OcobeHO LeHEH NPUHOC NpeaCcTaBIsiBa CTaH/1apTH3MpaHaTa OLleHKa Ha TYMOPHOTO MMbIKYBaHe
u Crohn-like numdounanara peakumus ¥ aHanW3bT Ha TAXHATA BPBH3KA C OCTAHAIUTE MOPGOIOIHYHHK ¢
MOJICKYJIAPHH XapaKTepHUCTUKK Ha Tymopa. [TosyyeHuTe pesyiraTi noTBbpIKAaBaT 3HAUCHHUETO Ha TE3n
NOKa3aTe/Ik Karo MoTeHUHaIHU NPOrHOCTUYHH MAPKEPH B ©KC/JHEBHATA MATOJIOrMYHA NPAKTHKA.
ChUICCTBEHO 3HAYCHUE WMaA M M3CJIC/IBAHETO HA mismatch repair craryca M HEroBara 3aBUCHMOCT O1
MOP}OJIOTHUHUTE OCOOCHOCTH U JIOKAIU3ALMATA HA KOJIOPEKTAJIHUTE KapUMHOMM. [losyuenuTe nannm
,'IOHPHHaCﬂT 3a l'l()-ﬂ.O6p()TO pm(mpane Ha MEXAHHUIMHUTE. cm)p'zaHu C M HKP()CL!'I'CJ! UrHara
HECTAOMIIHOCT W Hac/ieACTBEHUTE GOpMH Ha 3a00/1BAHETO.

HayuyHa CTOHHOCT MMa M M3BBPLIEHOTO MOJIEKYJISAPHO NPOGUIMPAHE YPE3 TEXHOJIOIMS 3d
MACUBHO Mapajie/IHO CEKBEHUPaHEe. KOETO [M03BOISABA KOMIJIEKCEH aHa/Ii3 HA IeHETHUYHMUTE NPOMEHH
MpHU W3CIIEABAHNUTE TYMOPH M Cb3/1aBa MPEANOCTABKM 3a MO-Mpeli3Ha AHarHOCTUYHA W TepareBTHYHa

cTpaTtU(UKaLKMs Ha NalMeHTHTe.



ﬂonyqeﬂme pesyiararti Wmar npakruyecka MnpujioKUMOCT W Morar aa Objar MU3IoA3BaHK 3a
YCBBBPIICHCTBAHE Ha MOpd)OIlOFH'-IHaTa OllCHKAa Ha KOJIOPEKTAa/IHWA KAapLUHHOM. KAKTO H 34

nojinoMaraHe Ha CbBpEMEHHUA MYJITHAUCUHIUTHHAPEH NMOAXO/ NMPH JICHECHHUETO Ha NALKUCHTHUTEC.

Kpumuunume benexcku koM oucepmayuoHHus mpyo 6Kaoueam:

HsiMam  CbLIECTBEHH KPUTHUYHH O€Ne’KKM KbM JIMCEpPTalMOHHMA Tpyd. Paspaborkara ¢
W3ITbJIHEHA HA BUCOKO HAYYHO W METOZOJIOMMYHO HUBO. KAaTO M3MOI3BAHWTE METO/IM Ca ChBPEMECHHH U
a/IcKBaTHU Ha NOCTABEHMTE LIE/H W 3a/1a4M.

Karo npenopbka 6UX MocouMIa Bb3MOKHOCTTA 3a OBELIO pa3sLIMpABAHE HA U3CJICIBAHETO C M0-T0/AM
OpOM MaUMEeHTH W BK/IIOYBAHE HA aHAJW3 Ha MPEeKUBAEMOCTTA, KOETO O MO3BOJIMIIO OLle NO-NpeLH3Ha

OLICHKA Ha MPOrHOCTUHYHOTO 3HAYCHUE HA U3CJIEABAHUTE MOKA3aTCIIH.

Hanpasenute KpuTHYHK Oesle’KKM HE HaMajfBaT CTOMHOCTTA M JOCTOMHCTBATA HA MPE/ICTABCHUS

JIMCEPTALIMOHEH TPYIL.

B3 OCHOBa Ha rOPEM3IOKEHOTO CYUMTaM. Ye JMCEPTAHTBT MMOKPHBA MPUETUTE OT 3aKOHA H
npapuinvka Ha MY- [laeBen M3HcKBaHMA 3a NpUCHKAaHe Ha oOpasoBare/iHa M HayyHa CTCICH
JlokTop”. upes pa3paboTeHUs AMCEPTALMOHEH TPYI. KOHTO € ONTUMAaIHO O(hOpPMEH Kato CTPYKTYpa U
obeM M MOJKe Jla ce pasriiek]a Karo akTyalHa HayyHa paora ¢ BaKHHW TEOPETHYHM M 1PAKTHYECKH
MPUHOCH.

Y6eaeHO 1aBaM MOJ0KHTENHMA CH BOT M Mpeiaram Ha yBakaemoTo HayuHo sKypw jaa riacysa

YTBBPAHTEHO 3a NpHcbikaane Ha a1-p Kpacumup Togopos Ierpos OHC , Jlokrop™.

Ha ocHoBaHume 4n.59 ot 33114
10.06.2026 1. [Toanuc:

Jou. J1-p 3opHuua Bec€uHona ['opueBa. M
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In connection with my participation as a member of the academic jury in this procedure. |
declare that I have no conflict of interest with Dr. Krasimir Todorov Petrov. we have no joint
scientific developments. and I am not a related person under the requirements of the
Development of Academic Staff in the Republic of Bulgaria Act (ZRASRB).

1. Data on the Procedure

Pursuant to Art. 4. para. 2 and Art. 29a of the Development of Academic Staff in the Republic
of Bulgaria Act. Art. 61 of the Regulations for the Application of ZRASRB. Order No.
1310/28.04.2026 of the Rector of the Medical University — Pleven. and the decision of the
Chairperson of the Academic Jury. | have been appointed to prepare a review on the
dissertation thesis of Dr. Krasimir Todorov Petrov regarding the procedure for 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.
"Healthcare and Sports".

Dr. 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
Order No. 3207/11.11.2024 of the Rector of the Medical University — Pleven. After fulfilling
the individual training and research plan and successfully completing the projected activitics.
the PhD student was deregistered with the right to defense in accordance with the current
regulatory framework.

&

I'he dissertation thesis was discussed and accepted at a meeting of the Departmental Council
of the Department of Pathological Anatomy. where a positive evaluation was given regarding
its scientific value and readiness for public defense. The submitted documentation complies
with the requirements of the Development of’ Academic Statl in the Republic of Bulgaria Act.
the Regulations for its application. and the internal regulatory documents 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 administrative documents certitying
the lawful progression of the procedure.

2. Brief Biographical Data of the PhD 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 University — Pleven. acquiring a
Master’s degree. His professional carcer began as a physician-therapist at the Dr. Dimitar
Mollov General Hospital in Elena, where he worked from 1994 to 2000. Subsequently. for



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 — Pleven. 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 2015, he worked as a part-time assistant, and was subsequently appointed
as a physician-assistant in the Department of General and Clinical Pathology at the Dr. Georgi
Stranski University Hospital — Pleven. and an assistant professor in the Department of

Pathological Anatomy at the Medical University — Pleven.

Since 2023, Dr. Petrov has held the academic position of Lecturer (Faculty Member) in the
Department of Pathological Anatomy. while concurrently continuing his diagnostic work as a
pathologist in the Department of General and Clinical Pathology at the Dr. Georgi 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 Avis

Medica Hospital - Pleven.

The professional biography of Dr. Petrov demonstrates a consistent development and a decp
interest in contemporary diagnostic pathology. The accumulated clinical and pathological
experience. combined with active teaching activity. creates a stable foundation for the
development of the presented dissertation thesis. His scientific interests are primarily focused
on oncopathology and the application of modern morphological. immunohistochemical. and
molecular methods in the diagnosis and prognostic evaluation of malignant diseases.

Dr. Petrov is a member of the Bulgarian Society of Pathology. the Bulgarian Association of
Pathology and Pathophysiology of Medicine. the European Society of Pathology (ESP).
ENGIP. and the Bulgarian Medical Association. He is fluent in Russian and English. which
allows him to actively follow international scientific literature and participate in professional

forums and scientific initiatives.

3. General Characteristics of the Dissertation Thesis

I'he dissertation thesis presented by Dr. Krasimir Todorov Petrov is structured into 13
chapters and contains 205 standard typescript pages (168 pages excluding the
"Bibliography"). The literature review 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. The bibliography includes 294 titles. 3 of which are by Bulgarian authors.
Notably. 164 of all sources have been published within the last ten vears.

The dissertation thesis is structured correctly. maintaining proper proportions between the
separate sections in accordance with generally accepted academic standards in our country.

Three publications on the topic of the dissertation have been presented in peer-reviewed
journals, in two of which the PhD candidate is the first author. This fully meets the
requirements of the Regulations on the Terms and Conditions for Acquiring Scientific
Degrees and Occupying Academic Positions at the Medical University for publication activity
related to the dissertation thesis. (Note: The text mistakenly states "Medical University-Sofia”
here. which seems to be a technical error in the original Bulgarian text. as the procedure is at
MU-Pleven).

4. Relevance of the Topic

The topic chosen for the dissertation thesis is highly relevant. modern. and carries significant
scientific and practical importance. Colorectal carcinoma is among the most common
malignancies 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 treatment.
radiotherapy. and systemic antitumor therapy. the prognosis for a substantial portion of
patients remains unfavorable, necessitating continuous improvement in diagnostic and
prognostic approaches.

Over the past two decades. compelling evidence has accumulated showing that colorectal
carcinoma represents a heterogeneous group of neoplasias that differ in their morphology.
molecular-genetic characteristics. immunological microenvironment. and clinical behavior.
Particular attention in modern literature is paid to the differences between right-sided and lefi-
sided carcinomas. which demonstrate significant variations both in terms of molecular

pathogenesis and therapeutic response. as well as long-term patient survival.

The contemporary concept of personalized medicine requires the integration of classical
morphological indicators with new prognostic and predictive markers. Among these. tumor
budding. lymphovascular and perineural invasion. tumor deposits. immune stromal 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
parameters and their complex significance for prognosis and therapeutic management in
distinet patient groups.



The question regarding the role of tumor budding as a morphological expression of the
epithelial-mesenchymal transition and its association with local invasion. lymphogenous
dissemination. and the metastatic potential of colorectal carcinoma is particularly relevant.
Intersecting with this. increasing attention is being drawn to the significance of the Crohn-like
[vmphoid reaction (CLR) as an indicator of the effectiveness of the anti-tumor immune
response and as a potential prognostic marker. The development of modern molecular
technologies. including next-generation sequencing (NGS). enables the simultancous
investigation of multiple genetic alterations and a deeper understanding of the biological

heterogeneity of the disease.

In this context. the dissertation thesis of Dr. Krasimir 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 review 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 carcinoma. The narrative
is logically structured and consistently tracks the evolution of scientific views regarding the
onset. progression. and prognostic evaluation of the disease. The analyzed literature 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
limitations of traditional prognostic models and the need to introduce new biomarkers to
allow for more precise risk assessment and better individualization of the therapeutic

approach arc analyzed.

Significant attention is paid to tumor budding. which in recent years has established itself as
one of the most reliable morphological 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 Conference



(I'TBCC). which currently represent the internationally accepted standard for evaluating this

parameter. are analyvzed.

I'he issue of the tumor microenvironment and its influence on disease progression is also
examined in depth. In this context. the author dedicates special attention to the Crohn-like
lymphoid reaction (CLR). which in recent vears has been viewed as a morphological
expression of the anti-tumor immune response. Various methods for evaluating CLR. as well
as published data regarding its prognostic value. are analyzed. Convincing literature evidence
is presented regarding the connection between an intense lvmphoid response and a more
favorable clinical course in specific subgroups of patients with colorectal carcinoma.

Of 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 primary MMR proteins — MLHI.
PMS2. MSH2. and MSH6 — are reviewed in detail. along with modern algorithms for the
immunohistochemical evaluation of their expression. Data regarding the relationship between
MMR status. tumor localization. immune reaction. and therapeutic response are convincingly
presented. creating a solid theoretical framework for the author's subsequent independent

research.

Fhe literature review also includes an in-depth analysis of modern molecular-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. BRAF. TP33.
and PIK3CA. which have proven significance for prognosis and the selection of systemic
therapy. The author successfully links molecular changes with the morphological
characteristics of the tumor. showing a strong grasp of the modern concept of integrated
morphological and molecular diagnosis.

An important highlight of the review is the application of Next-Generation Sequencing (NGS)
technologies in modern pathological practice. The capabilities of these methods for
simultaneously studying multiple genetic changes and more precisely determining  the
molecular profile of the tumor are presented. The author convincingly argues for the necessity
of including such approaches in the comprehensive evaluation of colorectal carcinoma and

outlines their significance for the future development of personalized oncology.



In conclusion. | consider the literature review to be prepared at a high scientific level.
showing a very thorough knowledge of the subject matter. It successfully fulfills its function
to build the theoretical framework of the dissertation and creates a solid foundation for
formulating the objective, tasks. and scientific hypothesis of the author.

6. Evaluation of the Section: ""Objective, Tasks, Material, and Methods of the Study"

The objective of the dissertation thesis is clearly formulated. scientifically justified. and fully
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 formulation of the objective 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.

I'he 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
ol the links between the morphological characteristics of the tumor. indicators of tumor
invasion. features of the tumor microenvironment. and molecular-genetic changes.

The study material is carefully selected and entirely adequate for achieving the set goals. The
study is based on two independent cohorts of patients with colorectal carcinoma. which
ensures sufficient representativeness and allows for a reliable comparative analysis. The
author has formulated clear inclusion and exclusion criteria for the cases. guaranteeing the
homogeneity of the studied groups and setting prerequisites for high reliability of the results.
I'he presented organization of the material shows 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
the development. In addition to the standard histopathological evaluation. several
morphological indicators with proven prognostic value are analyzed. including
lymphovascular invasion. intramural and extramural venous invasion. perineural invasion.
tumor deposits. and regional lymph node status. In this way. the author ensures a complex
morphological characterization of the investigated neoplasias and enables a multifaceted

analysis of the factors determining their biological behavior.



[he analysis of MLHI1. PMS2. MSH2. and MSH6 expression was performed 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 1o
patient prognosis and therapeutic response.

Particularly impressive is the inclusion of molecular-genetic analysis via Next-Generation
Sequencing (NGS). The use of the TruSight Tumor 15 panel and the [Humina NextSeq
platform allows for the simultancous examination of a wide spectrum of genetic changes with
proven significance in colorectal carcinogenesis. By doing so. the author goes bevond the
boundaries of traditional morphological diagnosis and integrates the modern principles of
molecular pathology and personalized medicine into the study.

Statistical processing of the results was carried out correctly and includes an appropriate set of
methods for analyzing qualitative and quantitative indicators.

In summary. | 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 microscopic images. The obtained data have been processed statistically
correctly, allowing for the formulation of reliable scientific conclusions.

OF particular interest is the comparative analysis between colorectal carcinomas with left and
right localization. The author establishes a number of differences in morphological
characteristics. which confirm modern views on the existence of different biological subtypes
of the disease. The histological type. degree of differentiation. lvmph node status. presence of
lymphovascular and perineural invasion. as well as the distribution of tumor deposits. arc
analyvzed.

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



The results related to the Crohn-like lymphoid reaction also attract significant interest. The
author demonstrates the connection between the immune 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.

I'he 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
for understanding the biology of the disease and for identifying patients with potential
hereditary risk and opportunities for a personalized therapeutic approach.

The molecular-genetic part of the study is particularly impressive. Utilizing NGS technology.
a detailed analysis of the mutational profile of the studied carcinomas was carried out.
allowing for a comprehensive evaluation of the connections between morphology. immune
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. Discussion of Results (Discussion and Conclusions)

The 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. focusing instead
on their interpretation and placement within a broader scientific context.

A particularly positive impression is made by the author's effort to view colorectal carcinoma
as a  heterogencous disease in which morphological characteristics.  the  tumor
microenvironment. and molecular-genetic  changes are interconnected and dictate the
biological behavior of the neoplasia. The comparison conducted between left-sided and right-
sided carcinomas confirms modern views on the existence of distinct molecular and

morphological subtypes of the discase.

The obtained results regarding tumor budding. Crohn-like lymphoid reaction. and MMR
status are discussed in the context of leading international studies. The author convincingly



argues their significance as prognostic indicators and highlights the possibilities for including

them in the routine pathological evaluation of colorectal carcinoma.

The analysis of the molecular-genetic results also deserves high praise. The study of the
mutational profile allows for a deeper understanding of the links between morphology and the
genetic mechanisms of tumor progression. In this way. the dissertation thesis builds upon the
traditional morphological approach and demonstrates the capabilities of modern integrated
pathological diagnosis. '

The conclusions formulated by the author are clearly presented. flow 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 objectives and
tasks. | 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 from the conducted research. They have both a scientific and a practical-
applied character.

The 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. immunohistochemical markers. and
molecular-genetic  data. In this way. 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 with 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 mismatch repair status and its dependence on the
morphological features and localization of colorectal carcinomas. The obtained data
contribute to a better understanding of the mechanisms associated with microsatellite
instability and hereditary forms of the disease.



Scientific value is also held by the molecular profiling performed via Next-Generation
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 improve the
morphological evaluation of colorectal carcinoma. as well as to support the modern
multidisciplinary approach in patient treatment.

Critical Remarks on the Dissertation Thesis:
| 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 objectives and tasks.

As a recommendation. | 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
even 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 law
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 with important theoretical

and practical contributions.

[ confidently cast my positive vote and propose to the estecemed Academic Jury to vote
affirmatively for awarding Dr. Krasimir Todorov Petrov the educational and scientific degree
"Doctor" (PhD).

Date: 10.06.2026 Signature: ~ Ha ocHoBahue un.59 ot 33114

Assoc. Prof. Zornitsa Veselinova Gorcheva, MD. PhD



