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PeueH3eHT: A-p PoceH EBreHueB MamK0B, A.M.H.,

KpaTKH 6norpad)HLIHH Aar-IHM

A-p AHJIHHaCT. IleTpoBa e poneHa Ha 27.04.1988 romvma.
2013 - 3aBbP111BaMeÅULIMHa B MY — IIJ1eBeH

2016 — aCHCTeHT no racTpoeHTep0J10ruq, MO MY - IheBeH
2019 — Ilpum06HBa cneumaJIHOCT — racTpoeHTeponormq.
2021 — „3ApaBeH MeHHAXMbHT"
2022 — AOKTOPaHT KBM Karrenpa XeMaTOJ10ruq m racTpo-

eHTeponoruq, MO MY — FIJIeBe}-1

Bnanee OTJIHHHO aHrJIUüCKU e3HK — IIHCMeHO H roBOPHM0.

qneH e Ha bbJ1rapcK0T0 ApyxecTB0 no racTpoeHTep0J10rH% u BJIC.

Onem«a Ha meryaJIHOCTTa I-la TeMaTa

AHCePTaUHOHHH%T Ha A-p AHJIHHa IleTpoBa rrperrupa

cepH03eH H BaxeH KJIUHmqey-1 np06J1eM — KOJIopeKTaJIHH%T KaPUHHOM (KPK).

KPK e 3JIOKaqeCTBeHO 3a60JIHBaHe C orp0MH0 MeAHKO-C01-1maJIHO H

HKOHOMmqeCKO 3HaqeHue. HeroBaTa qecTOTa B CBeTOBeH Mauxa6 HapacTBa

1



ITOCTOHHHO H TOBa MY 3ana3Ba Bonemo MACTO cpen Haii-pænpocTpaHeHHTe
OHKOJIOIMMHH 3a60JT51BaHH% B CBeTa - qecT0Ta 10% OT BCHt-1KH OHKOJIOFW-IHH

3a60JIABaHH% H KaPUHHOMHO CBbP3aH JleTaJIHTeT 9,4%.

ElpeBeHuuma, CKPHHUH%T, paHHOTO AHarHocTmumpaHe, KOMIU1eKCHOTO
Jleqemme H npocnemnaHeT0 ca OCHOBHHTe rpaAHBHH eAHHUUH 3a

orlTHMM3mpaHe Ha KpaiiHHTe pe3YJITarru 3a naumeHTHTe H 06111eCTBOTO.
OCHOBHaTa uen KPK, KaKTO H npu BCHHKH OHKOJIOFHHHH

3a60JIHBaHHA, e HaMaJIABaHe Ha CMbPTHOCTTa, YBeJ1uqaBaHe Ha

npe)KHBRMocrrra, HaMaJIHBaHe Ha per-IHAHBHTe H ocurypHBaHe KaqeCTBOTO Ha

>KHBOT Ha naumeHTHTe.
Elpe3 nocJ1eÅHHTe roAHHH PUBHTHeTO Ha 06pa3HaTa AHarHOCTHKa H

MUHHMUIHO HHBa3HBHHTe MeTOAH ce *BHBaT BOKHO moribJIHeHHe KBM

MonepHH3mpaHHTe xupyprmqecKH nonconn B I-IHJIOCTHHH muaPHOCTH1-1H0

neqe6eH npouec. He06x0AHMa e OUeHKa 1--1a AHarHOCTHHHaTa TepaneBTHHHa
CTOiiHOCT Ha BCeKH MeTOA, 0THHTaHe Ha CbOTHOLL1eHneTO
110J13H/pmcK0Be/pe3YJITarru H KaqeCTBOTO Ha )KHBOT cnem BCHKa eAHa

npoueÅypa H TO cr1a3BaHe Ha HCHH 110KæaHHH H Kpvnepuu.

CTpyKTypa I-la AncepTaun0HHHf1 rrpyn
ElpeACTaBeHH%T AHCePTaLIUOHeH TPYÅ Ha A-p AHJIHHa

TleTpoBa e BBB H 06eM 0Tr0Bap%111 Ha H3HCKBaHHHTa Ha 3PACPb,
IlpaBHJIHHKa 3a npHJ10)KeHuerro MY IlpaBHJIHHKa Ha MY-FIJIeBeH.

OT11eqaTaH Ha 196 CTaHmaPTHU CTPaHHUU, cTpYKTypnpaH npaBWIH0.
OHarneAeH C 51 3 H 25 Ta6JIHUH.

06XBa1-Ua296 3arJ1aBHH, OT KOUTO 22 Ha 6bJ1rapcKH u 274 Ha naTHHUUa.
JIHTepaTypHHHT 0630Pe 06eMeH, ueneHacoqeH, ICHO cTpYKrrypmpaH H

BKJIYOHBa He06XOAHMaTa CBBpeMeHHa HH(bOPMa1-1HH 1103BOJ1na1-L1a

060C06naHeTO Ha Hay-iHun np06neM. AHCePTaHTbT KaTO I-IHJIO 1103HaBa

MHOro Å06pe np06neMa - UHTHPaHH ca MHOro BOAe111H aBTopu H 111KOJIH,

3aHHMaBa111H ce C np06neMMTe Ha npeBeHLIH%Ta, paHHOTO AHarHOCTHUHPaHe
H 011THMaJIHOT0 KOM11J1eKCHO Jleqeyme Ha naumeHTHTe C KOJIOPeKTaneH
KaPUHHOM.

ABTOPbT CH nocTaB% 3a LIEJI:
,ua ce npoyqam uuuwco-naöopamopnu, Mop+onoeuqnu u 06pa3Hu

xapaKmepucmt1Rt1 Ha KonopacmaJ1eH Rapt!UHOM u ycmanognm ,zcopenauuu c

npoenocmuqua cmoÜHocm npu pa3J1t1LIHt1 nomca-awauuu.
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061uarra uen e A06pe (bopMYJ1upaHa c ornem Ha UWIOCTHHH

AHCePTaUHOHeH Tpyn. 3a 011THMaJIHOT0 pemeHue Ha OCHOBHaTa uejl ca

onpemeJ1eHH 6 3amaqm:

1. IlpoYHBaHe Ha aeMorpa(bcKH n K,nm-1HU-1HH xapaKTePHCTHKH Ha nauueHT1d
C KOJIopeKTaJ1ey-1 KaPUHHOM C pa3JIHHHH JIOKaJIVi3aUHH.

2. Ilpoy-1BaHe Ha 6a3HCHH Jla60paTopHn nor-ca3aTeJIH naumeHTH c

KOJIopeKTaJ1eH KaPUHHOM C pa3JIHLIHH JIOKaJIH3a1-1HH (11KK — xeMOFJ106HH,

neBKOUHTU•, C-peaKTHBeH npoTeuH).

3. IlpoYHBaHe Ha KaJ111POTeKTHH u M2-nupyBaTKHHUa

nal-1HeHTH C KOJIopeK'raJ1eH KaPUHHOM C pa3JIHLIHH JIOKa.JIVi3aUUH.

4. IlpoYMBaHe Ha pe3YJITaTH OT UHCTpyrvreHTaJIHU H 06pa3HH

AHarHOCTHHHH MeTOÅU nanneHTVi C KOJIopeKTaJ1eH KaPUHHOM C pa3JIHHHH

JIOKaJIU3aLIHH.

5. Aa ce aHaJIM3mpaT pe3YJITaTHTe OT nocoqeHHTe npoy-1BaHH% c orneÅ

YCTaHOBHBaHe Ha KopenaLIMH C nporHocTHHHa CTOiiHOCT PUJIHHHU
JIOKUIH3aUHH.
6. V13pa60TBaHe Ha mvrarHocTnqeH a.nropvwm,f 3a CKPUHUHP Ha naumeHTH c

KOJIopeKrraJ1ey-1 KaPUUHOM, npeLIH3mpaL11 He06xomuMocrra OT H3BbP111BaHe Ha

u yneCHABa111 paHHaTa nuarH03a u nporH03a.
3amaqwre ca A06pe u pa3BHTneT0 Ha AHCePTaUHOHHHH

TPYA CJ1eABa THXHOTO normHH0 pa3peLL1aBaHe.

AH3aäHbTe perpo-npocneKTHBH0npoyqBaHe 3a TPWOAML1.1eH nepuom.

Pe3YJITaTn:
3a nepuona 2018-2020 r. npe3 racTpomuarHOCTHHHOT0 OTAeJ1eHue

(FAO) 3a AHarHOCTHHHa ca npeMHHaJIH 3 795

nauueHTH. I-IPH206 OT THX e ÅOKuaH KOJIOPeKTa,meH KapunH0M (KPK) H Te

npemcTaBJIABaT 5.4 % OT BCHHKH eHmocKonupaHH 60JIHH.

110 rronorpacbcKH Kpmepuü, Haii-qecmmrre CUMIITOMH,

AOBeJIH nauueHTurre AO ÅuarHocTHHHa OKC ca 6MJIH C JIOKaJIU3aLIHA B JleBUH

KOJIOH, KaTO pe3YJITaTbT e CTaTUCTmqeCKH 3HaqHM B HaCTO%1110TO npoyqBaHe
(p < 0.01). KOJIHK006pa3HaTa 60JIKa H nonaTa Ha KPbB B ca

Boneuxu H CTaTHCTuqeCKH 3Hæ-1HMH maHHH OT aHaMHe3aTa Ha nauueHTHTe C

KPK OT neBUTe OTAeJIH Ha me6eJIOTOqepB0 (p < 0.01), a npoMHHaTa B

KOHCHCTeHLIHATa Ha H3npa)KHeHuwra H H3MeHeHH%Ta B HHTePBaJIHTe H

qecT0TaTa Ha H3xoxcnaHnwra ca HaM- qecT0 CB061ueHHTe JIOKaJIH3a1-xnq Ha
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KPK B mecHHTe OTAeJIH (p < 0.02). I-lpm JIOKaJIH3aUHUTe Ha KPK B peKTYMa

eAHaKBO qecT0 H B KOM6HHaUHH ca CB06rueHH CHMIITOMH KaTO Hanuqvre Ha

peKToparHH, nporvreHH B KOHcmcrreHLIUHTaHa H3npa>KHeHvwra, TeHe3MH.

110 OTH01.11eHme Ha M3HBa Ha na60paTOPHH naHHH 3a neBKOUHT03a,

aHeMHH 3aBHLIRHH CTOiiHOCTH Ha CRP — TPHTe na60paTopHH 110Ka.3aTeJIH

npeBa.nupaT CBOwra Haii-BHCOKa CTOiiHOCT B rpynaTa Ha

nauueHTH c KPK B JIAB KOJIOH, Koero e CTaTHCTuqeCKH 3Har-1HM pe3YJITaT (p <
0.01). Elpn .JIOKaJIH3a1_1Hfl, Haü-qecT0 3acerHaTa e currvmam (p < 0.01).

TIPH JIOKUIH3aLIHH Ha KPK B mecHV1% KOJIOH Haii-qecT0T0 na60paTopH0

OTKJIOHeHHe e aHervmqeH CUHAPOM (p <0.01), nocneABaH OT 3aBHL1.1eHU HHBa

Ha CRP (p<0.02) H B no-cna6a CTeneH H3HBa Ha neBKOUUT03a (p < 0.03)

Ilpu BCHHKH nauueHTH c KPK e H3Bbp111eHa a6AOMUHUIHa

KaTO PUJIHHHHTe JIOKUIH3aUHH Ha TYMOPHHH npouec no xona Ha KOJIOHa
ca OTI-1eTeHH cnyqame C HOPMaJIHa u TaKaBa, A0KUBama
AHCeMUHa1.1H% Ha OCHOBHVIA npouec B qepH0Ap06Hvrq napeH>CMM. OT 061110
206 a6AOMHHaJIHU 41 OT THX (19.9%) ca BH3yaJIH3pa1--1V1

rueTaCTaTHHHH Jle3HH B yepeH np06.
OT BCHHKH 206 cnyyan C A0Ka3aHa He011J1a3HH Ha AOJ1eH HHTeCTViHaJ1eH

TpaKT, 203 (99%) ca C KOJIopeKTaJ1eH ameHOKaPUHHOM. 110 OTHOL11eHme Ha

- 87 naumeHTH e AOKa3aH
aneHOKaPLIUHOM — 42.2%, npu 66 — YMepeH0 (32.0%), 50

(24.3%). IIPH rrpvn„ra naumeHTH e AOKa3aH HeBP0-
eHAOKPHHeH 3JIOKaqeCTBeH TYMOP (1.5%).

110 OTH0111eHme Ha ceraAHHTe pa3JIH1-1HHTe JIOKaJIH3aUHH ca:
I CT. (10 6.) — qeTmpu 60JIHH C JIOKaJIH3aLIHH B curMa H Ll_1eCT — C peKTaJ1eH

KapuHHOM; II CT. (19 6.) — rrpHMa C B C. ascendens, TPHMa C

JIOKUIH3aUHH B C. transversum, ABarvra — B C. descendens, neceT B CHFMa, eAHH

c KaPUViHOM Ha peKTYMa. B III CT. e eAHa nauueHTKa c paK Ha currvla.

Pa3BurrueT0 Ha KPK e 6aBeH, MHOROCTbnaJ1eH npouec, IIPOAbnxaBa1-u
qecT0 Han meceT FOAMHH, KoeTO OTBap% II_IHPOK np030pe1-1 3a paHH0

OTKPHBaHe qpe3 HeHHBa3UBHH 6H0MapKepu H 06pa3HH MeTOAH.
CBBpeMeHHwre Hay-MH Vi3cneABaHH% AOKUBaT, ye KPK He e XOMoreHHa

H030J10rHHHa emmmua, a ce pumejll Ha mecHOCTpaHeH (AKPK) H

neBOCTPaHeH (JIKPK) KaPLIHHOM BB3 OCHOBa Ha TeXHH% pa3J1uqeH
ervi6pH0HaJ1eH npoH3XOA, aHaTOMHHHO KPbBOCHa6AHBaHe, XHCTOJ10ruqeH H

reHeTH1-RH (MSI cnpflM0 CIN 11bTH1ua).

4



Pa3KpHBaHeT0 Ha npeLIH3HHTe na60paTOPHH H

06pa3HH Kopenaumu, KaKTO u Ha paKOBOTO BB3naJ1eHme OT

XPOHHLIHHTe aBTOHMYHHH H qpeBHH 3a60J1%BaHViH, e I-CJ11-OWbT

KBM HHÄMBvmyaJIH3upaHH51 muarHocTHHH0-TepaneBTHL1eH H

nom06pnaHeT0 Ha He6J1aronpHATHaTa nporHocTut1Ha paMKa y Hac.

A0KæaH0 e, qe TYMopmrre Ha AeceH KOJIOH ce OTJIHHaBaT XHCTOJIOPHHHO

OT rre3M Ha KOJIOH no xurreperccnpecun Ha MapKepvne CD44s, CD 44V6,

ß-KaTeHHH u CD 68+. PeKrraJIHHTe rryrvropu, 3a pa3JIHKa OT Te3H B JIHB KOJIOH,

ce xapaKTepH3upaT c no-HMCbK T-cTæryc, pecneKTHBHO pa3Mep, H ca c 110-

BHCOKa cTe11eH Ha eKcnpecH% Ha e-KamxepHH. IIPH cpaBH%BaHe Ha

XHCTonorH1-1HHTe pa3JIHHVfA Ha neceH KOJIOH H peKTYM ce YCTaHOB%Ba, qe

TYMopwre c AACHa JIOKaJIH3aUU51 HMaT no-roJ1%M nuarvrenp, no-HanpeÄHaJ1 PT
CTaTYC H MHOro no-qecT0 HMaT MHKPO-caTeJIHTHa HeCTa6HJIHOCT r-rpu

reHeTuqeH aHaJIH3.

ABTOPbT nomxoxma KOM11J1eKCHO, H3XO>KAaiiKHOT KJIYOHOBH eTa11H B

KaHL1eporeHe3aTa u r10A6upa 6H0MapKepu, KOUTO 06XBa111aT TPH pa3JIMHHM

6UOJ10rHLIHH 116TH Ha paHHaTa KOJIopeKrraJTHa 0HKoreHe3a:
- MeTa60JIHTeH npeBKJIK)ABaTeJ1 (M2-PK): M2-PK e KJIK)HOB AHMepeH
rnv-1KormrruqeH eH3HM, cBpbxeKcnpecupaH OT npoJIH(bepupaL1-1H TYMOPHH

KJ1eTKU. TOM 0Tpa3%Ba nporvreHeH TYMOPeH MeTa60JIU3bM (aep06Ha EJIHKOJIH3a

T.Hap. Ha Bap6ypr"), a He KbPBeHe. M2-PK 1103BOJIHBa Ha naHena

ma YJIOBU HeKbPB%1UH aneHOMH TYMOPH B paHeH CTaÅHM, KOUTO

CTaHÅapTHHTe UMYHOXHMUHHU TeCTOBe (FIT) qecT0 nponycKaT.
J10KaJ1eH Bb3naJIHTene1-1 0Tr0BOP (d)eKaJ1eH Ka,J111POTeKTHH):

Kæmp0TeKTHHbT e IIPOTeHH, nonyqeH OT HeyTP0(bHJIH, 110Ka3BaLU

Bb3na.neHue Ha qpeBHama JIHraBmua. KOM6HHHPaHeTO MY c M2-PK 110Mora 3a

AHd)epeHuupaHe Ha 3JIOKaqeCTBeHO Bb3naneHme OT A06POKaqecTBeHH

opraHHt1HHqpeBHH 3a60JIABaHH%.

CncTeMHa KacKaAa (CRP, WBC n Hb): C nporpecmpaHeT0 Ha

JIOKWIU3HPaH TYMOP, TOM mpenu3BHKBa He3a6eJ10KHM CHCTervreH

Bb3naJIUTeneH 0Tr0BOP (rlOBHL11aBaHe Ha CRP H WBC) u MUKPOK%PBeHe
(r10HH>KaBaHe Ha CHCrreMHHH xeMorJ106HH C TeqeHue Ha BPeMeTO).

T-Ipe3 H3110J13BaHe Ha KaJ111POTeKTHH (OKII), M2-nupyBaT

KHHa3a (M2-PK), C-peaKTHBeH npoTeHH (CRP), xeMorJ106HH (Hb) H 6poii Ha
6eJIHTe KPbBHU KJ1eTKH (WBC), aBTOPbT cqvna, qe npoeKTbT Ille KOM6HHUPa

MapKepH (JIOKQJIHU) C KPbBHH HHÄUKaTOPH (CHCTeMHH).
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HacT0H11_1HHT mucePTa1-1HOHeH Tpym 110TBbpxmaBa, qe CB111eCTBYBaT

H na60paTopHH KOPenaUUH npu pa3JIHHHa
JIOKa.JIVi3aUHH Ha KPK 110 xcua Ha me6eJ10T0qepB0 H Te TPA6BaAa ce B3ervraT

npeABHA B 01-1eHKaTa Ha cTpaTeruma Ha neqeHqeTO Ha KOHKpeTHHA naUHeHT,
KaKTO H 3a rrporH03aTa 3a 5-r0ÅH111Ha Cilen npoBeneH0
KOM11J1eKCHO xupyruqH0 H OHKOnornqHO neqeyme. JIHncaTa Ha

3aAbJ1>KmrreJ1eH CKPHHHHr OCTaB% MHOFO nauueHTH C Haqa.neH crraAHMHa KPK
HeOTKPHTH. TOBa npenpagnonara KBM 6aBHO pa3Bmrrue H HanpeABaHe Ha

CTaÅHfl Ha 3a60JIABaHeTO, AOKaTO ce U3%BH Beqe C HAKOH OT CBOHTe

YCJIO)KHeHUfl. TOBa 110KUBa He06XOAUMOCT OT HaUHOHaJIHa cnaTeruq no
OTH0111eHme Ha 3aAbJ1>KHTeneH cKpMHur 3a KPK.

V13BOAHTe 061110 1-neCT Ha 6poii ca A06pe H Te

0TP0Bapwr Ha pemaBaHeT0 Ha OCHOBHaTa ueJ1 H 3anaqvne, KOHTO CH e

TIOCTaBHJ1Ä0KTopama.
IlpnHocnTe, KOUTO AHCePTaHTbT e H3BeJ1 B 1<pan Ha AHCePTaUHOHHHA

TpyÅ, ca c Hayt1HO-11PHJIO)KeH xapaKTep H ca pe3YJITaT OT meMHocrra JIHHHO

Ha mucepTaHTa, KaKTO u Ha KOJIeKTHBa Ha KarrenpaTa no Bwrpe111HH 60neCTH

npu MeAVIUUHCKHH IIPH MY-IIJ1eBeH. MHoro r10J10)KHTeneH e

npeAJ10xeHHHT a-TIFOPHT%M 3a paHeH CKPHHHHP 3a KOJIOPeKTaneH KaPUHHOM
(yn06eH 3a KJIHHHHHaTa npaKTHKa), neJ1511U 110A06pnaHe Ha nporH03aTa Ha
3a60J151BaHeTO.

ABToped)epaTbT e MHOro m06pe u 0Tpa3HBa HarlbJIHO

Cb1UHOCTtra Ha AHCePTaLIHOHHH% 'Tpyn. IlpaBH MHOEO A06po BneqaTJ1eHme

OTJIHHHOTO CTHJIUCTUHHO u AH3aiiHepcK0 KaKTO u KaqeCTBOTO

Ha 0TneqaTBaHe.

A-p AHJ1%Ha ElenoBa UMa 3 rlbJIHOTeKCTOBH ny6JIHKaUHH

BBB Bpb3Ka C AHCePTaUHOHHV•1H Tpym, KaTO 11bPBH aBTOP. VIMa yqacTH1 B

Hayt1HH H CUM1103HYMH no TerviaTa Ha AHCePTa1_1HOHHHATpym.

3AKJ1kOHEHUE
IlpeÅCTaBeHHflT mmcePTa1_1HOHeH rrpym e 3aA%J160qeH, np06J1ervreH,

oqepTaBa CbBpeMeHHHTe CTaHOBHIUa 3a CKPHHHHr, paHH0 nuarHocrruumpaHe,
110KuaHHH, Merromu H KOMr1J1eKCeH nuarHocTHLIHo-TepaneBTnqeH nonxon
nauueHTH C KPK. V13rpaneH H BHenpeH B KJIUHUt-1HaTa npaKTHKa anrOPHTbM
3a paHeH CKPUHHHF. HMa pe3YJITaTH c rrpHHoceH xapaKTep H ny6JIHUHCTHHHU

npoHBH.
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A-p AHJ1%HaCT. IleTpoBa r10KpHBa HarlbJIHO MHHHMaJIHHTe HaUHOHaJIHU
U3UCKBaHH% cnJ1acH0 3PACPB u IlpaBHJIHHKa 3a npHJ10)KeHueT0 MY, KaKTO

H IlpaBUJIHHKa Ha MY- EIneBeH.

BCHHKO TOBa MH Ana IlpaB0 H OCHOBaHHe ma npenopbqaM 1--1a qneHOBeTe

Ha 1--1)K Aa mamaT CBOA nonomnener-l BOT aa 06pa30BaTeJIHaTa

Hayma cTer1eH "D0Rmop" Ha A-p AHJIAHaCT. IleTpoBa.

08.10.2026 r. PeueH3eHT:
/npo(b. A-p PoceH MaA)KOB, A.M.H./
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of the Rector of the Medical University of Pleven

REVIEW
of the dissertation entitled

"Colorectal Carcinoma — Clinical, Morphological, Laboratory and
Imaging Correlations with Prognostic Value at Different
Locations"

by Dr. Dilyana Stefanova Petrova,

PhD candidate at the Department of Nephrology, Hematology and
Gastroenterology, Faculty of Medicine, Medical University of Pleven,

for the award of the educational and scientific degree of "Doctor"
(PhD)

in Professional Field 7.1 — Medicine

Doctoral Programme I'Gastroenterology"

Reviewer: Prof. Rossen Evgeniev Madzhov, MD, PhD, DSc

Brief Biographical Information

Dr. Dilyana St. Petrova was born on 27 April 1988.

2013 — Graduated in Medicine from the Medical University of Pleven.

2016 — Assistant Professor of Gastroenterology at the Faculty of
Medicine, Medical University of Pleven.

2019 — Obtained a specialty in Gastroenterology.

2021 — Obtained a professional qualification in "Health Management".



2022 — Enrolled as a PhD candidate at the Department of Nephrology,
Hematology and Gastroenterology, Faculty of Medicine, Medical
University of Pleven.

She has an excellent command of English, both written and spoken.

She is a member of the Bulgarian Society of Gastroenterology and the
Bulgarian Medical Association.

Assessment of the Relevance of the Topic
The dissertation by Dr. Dilyana Stefanova Petrova addresses a serious
and important clinical problem — colorectal carcinoma (CRC). CRC is a

malignant disease of enormous medical, social and economic
significance. Its incidence worldwide continues to increase,

maintaining its leading position among the most common
oncological diseases globally, accounting for approximately 10% of all
oncological diseases and a cancer-related mortality rate of 9.4%.

Prevention, screening, early diagnosis, comprehensive treatment and
follow-up are the fundamental building blocks for optimising
outcomes for patients and society.

The primary objective in CRC, as in all oncological diseases, is to
reduce mortality, increase survival, reduce recurrence rates and ensure
patients' quality of life.

In recent years, advances in diagnostic imaging and minimally
invasive methods have become an important complement to
modernised surgical approaches within the overall diagnostic and
therapeutic process. It is necessary to assess the diagnostic and
therapeutic value of each method, taking into account the balance
between benefits, risks and outcomes, as well as quality of life
following each procedure, while adhering to clear indications and
criteria.

Structure of the Dissertation

The submitted dissertation by Dr. Dilyana Stefanova Petrova is

presented in a format and volume that meet the requirements of the



Academic Staff Development Act in the Republic of Bulgaria
(ZRASRB), its implementing regulations and the regulations of the
Medical University of Pleven.

It comprises 196 standard pages and is properly structured. It is
illustrated with 51 figures, 3 appendices and 25 tables. The
bibliography includes 296 references, of which 22 are in Bulgarian and
274 are in Latin-script languages.

The literature review is extensive, focused and clearly structured. It

includes the necessary up-to-date information to define the scientific
problem. Overall, the doctoral candidate demonstrates a very good
understanding of the subject, citing numerous leading authors and
research groups working on the prevention, early diagnosis and
optimal comprehensive treatment of patients with colorectal
carcinoma.

The author has formulated the following AIM:

"To investigate the clinical, laboratory, morphological and imaging
characteristics of colorectal carcinoma and to establish correlations
with prognostic value at different locations."

The overall aim is well formulated in view of the dissertation as a
whole. To achieve the main aim optimally, six objectives have been
defined:

1. To investigate the demographic and clinical characteristics of
patients with colorectal carcinoma at different locations.

2. To investigate baseline laboratory parameters in patients with

colorectal carcinoma at different locations (complete blood
count — haemoglobin and leukocytes; C-reactive protein).

3. To investigate faecal calprotectin and faecal M2-pyruvate kinase
in patients with colorectal carcinoma at different locations.

4. To investigate the results of morphological, instrumental and
imaging diagnostic methods in patients with colorectal
carcinoma at different locations.



5. To analyse the results of the aforementioned investigations in
order to establish correlations with prognostic value at different
locations.

6. To develop a diagnostic algorithm for screening patients for

colorectal carcinoma, refining the need for colonoscopy and
facilitating early diagnosis and prognosis.

The objectives are well formulated, and the development of the
dissertation follows their logical resolution.

The study design is a retrospective-prospective study conducted over
a three-year period.

Results

During the period 2018—2020, a total of 3,795 patients undement
diagnostic colonoscopy at the Gastrointestinal Diagnostic Unit (GDU).
Colorectal carcinoma (CRC) was confirmed in 206 of them,
representing 5.4% of all patients who underwent endoscopy.

According to the topographic criterion, the most common specific
symptoms that led patients to undergo diagnostic colonoscopy were
associated with lesions located in the left colon, with the result being
statistically significant in the present study (p < 0.01). Colicky
abdominal pain and the presence of blood in the stool were
predominant and statistically significant historical findings in patients
with CRC of the left colon (p < 0.01), whereas changes in stool
consistency and alterations in the intervals and frequency of bowel
movementswere most frequently reported in patients with CRC of
the right colon (p < 0.02). In rectal CRC, symptoms such as rectal
bleeding, changes in stool consistency and tenesmus were reported
with equal frequency and in combination.

Regarding laboratory findings of leukocytosis, anaemia and elevated

CRP levels, all three parameters were predominant and reached their
highest values in the group of patients with CRC of the left colon,
representing a statistically significant result (p < 0.01). At this location,
the sigmoid colon was the most frequently affected site (p < 0.01). In

CRC of the right colon, the most common laboratory abnormalitywas



anaemic syndrome (p < 0.01), followed by elevated CRP levels (p <
0.02) and, to a lesser extent, leukocytosis (p < 0.03).

Abdominal ultrasonographywas performed in all patients with CRC.
For the different locations of the tumour process along the colon,
cases with normal ultrasonographic findings and cases demonstrating

dissemination of the primary process to the hepatic parenchyma were
recorded. Of the 206 abdominal ultrasound examinations, metastatic
liver lesions were visualised in 41 cases (19.9%).

Of all 206 cases with confirmed neoplasia of the lower intestinal tract,

203 (99%) were colorectal adenocarcinomas. Regarding
differentiation, 87 patients were diagnosed with well-differentiated
adenocarcinoma (42.2%), 66 with moderately differentiated
adenocarcinoma (32.0%) and 50 with poorly differentiated
adenocarcinoma (24.3%). In three patients, a malignant
neuroendocrine tumour was diagnosed (1.5%).

The stages at the different locations were as follows:

Stage I (10 patients) — four patients with sigmoid colon localisation
and six with rectal carcinoma.

Stage II (19 patients) — three patients with localisation in the

ascending colon (c. ascendens), three in the transverse colon (c.

transversum), two in the descending colon (c. descendens), ten in the

sigmoid colon and one with rectal carcinoma.

Stage Ill — one female patient with sigmoid colon cancer.

The development of CRC is a slow, multistep process that often
continues for more than ten years, providing a broad window of
opportunity for early detection through non-invasive biomarkers and
imaging methods.

Contemporary scientific research demonstrates that CRC is not a

homogeneous disease entity but is divided into right-sided colorectal
carcinoma (RCC) and left-sided colorectal carcinoma (LCC), based on
their different embryological origins, anatomical blood supply,
histological profiles and genetic profiles (MSI versus CIN pathways).



Identifying precise clinical, morphological, laboratory and imaging
correlations, as well as differentiating cancer-related inflammation
from chronic autoimmune and functional intestinal diseases, is the
key to an individualised diagnostic and therapeutic approach and to
improving the unfavourable prognostic outlook in our country.

It has been demonstrated that right-sided colon tumours differ
histologically from left-sided colon tumours through the

overexpression of the markers CD44s, CD44v6, ß-cateninand CD68+.
Rectal tumours, in contrast to those in the left colon, are characterised
by a lower T stage and, correspondingly, smaller size, and
demonstrate a higher level of E-cadherin expression. A comparison of
the histological differences between right-sided colon tumours and
rectal tumours shows that right-sided tumours have a larger diameter,
a more advanced PT stage and a much higher frequency of
microsatellite instability on genetic analysis.

The author adopts a comprehensive approach, drawing on key stages

of carcinogenesis and selecting biomarkers that encompass three

different biological pathways of early colorectal oncogenesis:

Metabolic switch (M2-PK): M2-PK is a key dimeric glycolytic
enzyme that is overexpressed by proliferating tumour cells. It
reflects altered tumour metabolism (aerobic glycolysis, the so-
called I'Warburg effect") rather than bleeding. M2-PK enables
the panel to detect non-bleeding adenomas and early-stage
tumours that standard faecal immunochemical tests (FIT) often
miss.

Local inflammatory response (faecal calprotectin):
Calprotectin is a protein derived from neutrophils that indicates
inflammation of the intestinal mucosa. Combining it with M2-PK
helps differentiate malignant inflammation from benign organic

intestinal diseases.
Systemic cascade (CRP, WBC and Hb): As a localised tumour
progresses, it induces a subtle systemic inflammatory response
(an increase in CRP and WBC) and microbleeding (a gradual
decrease in systemic haemoglobin levels over time).



By using faecal calprotectin (FC), M2-pyruvate kinase (M2-PK), C-
reactive protein (CRP), haemoglobin (Hb) and white blood cell count
(WBC), the author considers that the project will combine faecal
markers (local) with blood indicators (systemic).

The present dissertation confirms that clinical, morphological and
laboratory correlations exist in CRC at different locations along the

colon and that these should be taken into account when assessing the

treatment strategy for an individual patient, as well as the prognosis
for five-year survival following comprehensive surgical and
oncological treatment. The absence of mandatory screening leaves

many patients with early-stage CRC undetected. This allows the

disease to develop slowly and progress to a more advanced stage

before manifesting through some of its complications. This

demonstrates the need for a national strategy concerning mandatory
CRC screening.

The conclusions, six in total, are well formulated and correspond to
the achievement of the main aim and the objectives set by the

doctoral candidate.

The contributions identified by the doctoral candidate at the end of
the dissertation are of a scientific and applied nature and result from

the candidate's own work, as well as that of the team at the

Department of Internal Medicine, Faculty of Medicine, Medical
University of Pleven. The proposed algorithm for early colorectal
carcinoma screening, which is convenient for clinical practice and aims
to improve the prognosis of the disease, is particularly commendable.

The abstract is very well prepared and fully reflects the substance of
the dissertation. The excellent stylistic and design presentation, as
well as the quality of printing, make a very positive impression.

Dr. Dilyana Stefanova Petrova has three full-text publications related
to the dissertation, in which she is the first author. She has also

participated in scientific conferences and symposia related to the

dissertation topic.

CONCLUSION



The submitted dissertation is a thorough and in-depth study that
outlines contemporary views on screening, early diagnosis,
indications, methods and the comprehensive diagnostic and
therapeutic approach to patients with CRC. An algorithm for early
screening has been developed and implemented in clinical practice.
The work contains results of contributory scientific value and has been
disseminated through scientific publications and presentations.

Dr. Dilyana St. Petrova fully meets the minimum national
requirements pursuant to the Academic Staff Development Act in the

Republic of Bulgaria (ZRASRB) and its implementing regulations, as
well as the regulations of the Medical University of Pleven.

All of the above gives me the right and grounds to recommend that
the members of the Scientific Jury cast their positive vote and award
the educational and scientific degree of "Doctor" (PhD) to Dr.

Dilyana St. Petrova.
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