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Jlo Ilpencenarens na Hay4noto xxypu
Hasnaueno cbe 3anoBen Ne 2872/15.09.2026 r.
Ha Pextopa Ha MY — IlneBen

CTAHOBHUIIE
ot ipod. a-p Ilenyo Tonues, .M.
karezpa ,,JIporenerTruka Ha Xupypruueckute bonectu*
Menununcku yauBepeuteT — [lieBen
Ynien na Hayuno xypu no [Ipouenypa 3a npunoduBane Ha oOpa3oBaTe/iHa ¥ Hay4YHa CTEINEH
Jlokrop®, ompezneneno cbe 3amoBen Ne 2872/15.09.2026 r. ma Pexropa Ha MenuuuHCKu
yauBepcuteT — IlneBen. O6nact Ha Bucuie oOpasoBaHMe: 7. ,,3/paBeona3’BaHe W CIOPT,
[Tpodecuonanno HarpasJIeHHE: e LMenuuuHa®, JloxTopcka nporpama
.l 'acTpoeHTeposiorus.
OTHOCHO JIMCEPTAIlMOHEH TPy Ha TeMa
,,KoJ/l0peKxTajen KapuuHOM — KIMHHKOMOP(0JI0rHIHH, 1a00paTOPHU M 00pa3Hu
KOpeJIAIHMH ¢ NPOrHOCTHYHA CTOHHOCT NPH Pa3/IMYHA JOKAIH3anus
Atop: a-p JAuasna Credanosa IlerpoBa, JOKTOPAHT B caMocTosiTe/iHa (opma Ha
o0y4yeHHe KbM KaTeapa ,,Hedposorus, xeMaToIorusi ¥ ractpoenrepoJorus®, ®@axyarer
HMequuuna“, MY — I[lneBen
Hayuen pbkoBoauTes: aoi. a-p 3opuuna Becerunosa IN'opuesa, a.m., MY — Ilaesen
CTaHOBUIIETO € M3rOTBEHO CHIVIACHO 3aKOHa 3a pa3BUTHE Ha aKaJEMUYHHS ChCTaB B
Peny6uka Bearapus u [IpaBuiiHika 3a NPHIIOKEHUETO My, KakTo  [IpaBuinika 3a pa3Butue
Ha axkajeMHuHus chetaB B MY — IlneBeH. IlpencraBeHUsAT MM KOMIUIEKT JOKYMEHTH € B
cvotBeTcTBHE ¢ IIponenypara no npupoduBane Ha OHC ,,Jloktop* B MY — Ilnesen.
JIOKyMEHTHTE W MyOJUKALMUTE OTroBapsAT Ha MHHHUMAJHMTE HAIMOHAIHM W3MCKBaHUS 3a
npugobusane Ha OHC ,,Jloktop™ B npodecroHanHo Hanpasiaenue 7.1. Menuuuna: o rpymna
nokasarequ A — 50 Touku npu usuckyemu S50, ¥ no rpyna nokaszatenu I — 50 Touku npu
usuckyemu 30.
KpaTku 1aHHM 32 KAaHAHJATa
J-p Munsua [letpoBa 3abpiusa Meauurna B MY — Ilnesen npes 2013 r. Ot 2014 r. pabotu B
Knaukara o racrpoenteposiorust Ha YMBAJL, JI-p 'eopru Ctpancku® EAJT — ITnesew. [1pe3
2019 r. npumobusa crenuanHoct ,,l'actpoerrteponorus”, a npe3 2021 r. — npodecronanHa
KkBanupuKaIms ,,31paBeH MeHUUKMBHT . IIpuTexaBa cepTuuKaTH 3a KOHBCHLIHOHATIHA U
MHTEPBEHI[MOHAIHA EHJOCKONMsS M 3a abJOMMHAJIHA, JOIJIepOBa M HHTEPBEHIHOHAIIHA
exorpadus. Ot 2016 r. e acucTeHT mo racTpoeHteposorus keM MY — Ilinesen, ¢
Tperno/iaBaTelicka JEHHOCT Ha OBJIrapckd U aHTJIMACKH €3UK, a oT MapT 2026 r. e ynpaBHTe
na JIKI[ II — IlneBen. Jloxtopaut e or 10.10.2022 r. IlpodunsT Ha KaHaupara oveprana
YTBBP/IEH KIMHHUIECT-TACTPOSHTEPOJIOT C MOCIE0BATENEH HAayYeH HHTePEC KbM XPOHUYHUTE
BB3MAIUTENHH 3a00JIBaHHUS HA YepBaTa U KOJOPEKTAIHATa OHKOJIOTHS.
AKTyaJHOCT Ha npobjema
Konopexranuust kapuuHoM (KPK) e Tperoro mo yectora W BTOPOTO IO CMBPTHOCT
OHKOJIOTHYHO 3aboJ1sBaHe B cBeTa. B Buarapus exeronHo ce perucrpupar 6au3o 5000 HoBU
cinyudas (oxkoso 15,5% 0T OHKOJOrMYHaTa 3a00JIIeMOCT), KaTro CTpaHara € Cpell MaJIKOTO B
Esponeiickus cpro3 ¢ HapacTaiia cMbpTHOCT 0T KPK. OcHOBHA nprvnHa 32 TOBA € HUCKHSAT



00XBaT Ha npoduIaKTUKaTa U KbCHaTa quarHosa — Hag 60% ot nauueHTuTe ce oTkpusar B I11-
IV craguii. ExenHeBHaTa XMpypruyHa IpakTHKa MOTBBPXKIAABa, 4€ 3HAYMTEIHA 4acT OT
OOJHHUTE MOCTHIIBAT 32 ONIEPATHUBHO JICUEHUE C HAIIPEIHAI UIIH YCIIOXKHEH TYMOD.
HapacrtBamure qoKaszareincTBa, 4e JecHOCTpaHHUAT U seBocTpaHHusT KPK ca OGuonoruyno
pa3nuuHu 3abonsBanus (emOpuonaneH npousxon, MSI cpemy CIN mbTHING, XHCTOJIOTHYEH
npoduin) M orpaHuyeHara YyBCTBUTECJIHOCT Ha (EKaJTHUTE WMYHOXUMHYHHM TECTOBE
000CHOBaBaT THPCEHETO HAa HEUHBA3HUBHU OMOMApKepH, KOUTO Ja IMOANOMOTHAT PaHHOTO
OTKpHMBaHE U Ju(epeHIralHaTa AMarHo3a ¢ XpOHUYHUTE BH3NAIUTEIHH U QYHKIMOHATHUTE
3a0oisiBaHUs Ha depBara. JIMCepTALMOHHUAT TpPYA € akTyaleH, ThH Karo cbyeTaBa
tonorpadcekus ananus Ha KPK ¢ eqHoBpeMeHHO n3cieqsane Ha (exaiHu (KaamnpoTeKTuH, M2-
nupyBatkuHasa) u cucteMHu (CRP, neBkouuTu, XeMornoOuH) MapKkepu, ¢ Mpsika HaCOYEHOCT
KBbM KJIMHUYHUS TPHAXK B YCIIOBHUSTA HA JIMIICBAL HALMOHAJICH CKPUHHHT.

XapakTepuCcTHKA HA IMCePTALHOHHUS TPy

JlucepTaiMOHHUAT TPy € HanucaH Ha 196 cTaHaapTHU CTPAHUIIM U € OHArJIEIeH ¢ 25 Tabuuu,
51 ¢urypu u 3 npuiioxeHusi (aHKETHH KapTh U GopmyJisp 3a MHOOPMHUPAHO ChIJIAcHE).
BubnuorpadckusaT cnuchK BKIIIOYBa 296 JIMTEpaTypHU U3TOYHHKA, OT KOUTO 22 Ha KUPHUIHLIA
¥ 274 Ha naTMHHUIA, KaTO OKOJIO €/Ha TpeTa OT TAX ca MyOJMKYyBaHH Ipe3 MOCIEJAHUTE IMET
rogvHu. TpyabT € CTpyKTypHpaH ChOOpa3sHO HOPMATUBHUTE H3UCKBAHUS M ChAbpXKA
BBBEJICHHE, JIUTEPATYPEH 0030, e ¥ 3a/1a4i, MaTePUAIA U METOJIH, pe3yJITaTH, 00CHK/IaHe,
3aKJIIOUEHHUE, U3BOIU, IIPUHOCH, TIPUIIOKEHUS U Oubmorpadus.

JIutepaTypHuaT 0630p € pa3paboTeH B IeT ri1aBu ¥ oOxBala corpainnara 3HaaumocT Ha KPK
(3a06051€MOCT, CMBPTHOCT, IIPOTHO3a, PUCKOBHU (haKTOpH, CKPUHMHI U JaHHM 3a bearapus),
JIOKaIM3aysiTa, CTaAUpaHeT0 M CHUMITOMAaTHKara, OOpa3HUTE JAMArHOCTUYHU METOAM H
6uomapkepure npu KPK u npu xponuunure Bu3nanutenHu Oonectu Ha yepsata (XBBY).
O0630pbT € 3a1ba00YeH, CHbBPEMEHEH W 3aBbpIBa ¢ 0000IIEHHE HA KIIOUOBHMTE ACIEKTH,
000CHOBaBallY COOCTBEHUTE IIPOYYBAHHS.

Ieara e sicno Gopmysupana — 1a ce npoyyar KJIMHHKOJIabopaTropHUTE, MOPHOJIOTHYHUTE U
oOpasuure xapakrepuctiku Ha KPK u 1a ce ycTaHOBAT KOpenauuu ¢ IpOrHoCTUYHA CTOHHOCT
IIpY pa3auyHy Jokanu3auuu. IlocraBeHuTe mecT 3aJa4M ca JIOTHYECKU TOCIIE0BATE/IHU U
M3IBJIHEHUETO MM BOJAM JI0 NOCTUraHE HA LENITa, Karo IOocie/JHaTa OT TAX MMa W30
IPUJIOKEH XapakTep — u3paboTBaHe HA JUArHOCTHYEH AJITOPUTHM 3a CKPUHHHT.

[IpoyuBaHETO € peTpO-NIPOCIEKTUBHO U MOHOLIEHTPUYHO, rpoBeieHo B YMBAIJL . JI-p I'eopru
Crpancku™ EAJ] — IlneBen 3a nepuona 2018-2020 r., ¢ pa3pemenue Ha GoNHMYHATA €THYHA
komucus. To e usrpazsieno Ha Be HUBa: obuia rpyna ot 206 nauuentu ¢ KPK, yctanosenu cpen
3795 6onnu ¢ quarHoctuyHa Gpudpokosonockonus (5,4%), u TapreTHa rpymna ot 30 manueHTH
¢ KPK, cenocraBeHa ¢ [iBe KJIMHUYHO PEJICBAHTHU KOHTPOJIHU rpynu — 30 nmauueHTtu ¢ 6osiect
Ha Crohn u ynueposeH koyutT U 30 MalMEHTH ChC CHH/POM Ha pa3Jpa3HEHOTO 4YEPBO.
UscnenBanusTra Ha (ekajeH KalInpoTeKTHH U ¢ekanHa M2-nupyBaTKHHa3a ca (UHAHCHPAHH
no HayyHouscieaoBarencku npoekt Ne D2/2024 na MY — I1nesen.

MerosuTe ca KOMIJIEKCHM M QJICKBaTHH Ha 3aJauydTe. COLMOJIOTMYEH, JOKYMEHTAJIEH,
kiauHu4yeH, naboparopuu (IIKK, CRP, ¢exanen kannporexktuH, pexanna M2-PK upe3 ELISA),
NaTOAHATOMUYHM M WHCTpyMeHTaIHM (exorpadus, ¢ubdpokononockonusi ¢ 6uoncus, KT).
CTaTuCTUYECKUAT HHCTPYMEHTapuyM € oO1mpeH U agekBatHo nojaodpan — ANOVA, Kruskal—



Wallis ¢ post-hoc ananu3 (Mann—Whitney U ¢ kopekuus Ha Bonferroni, Dunn), kopenanuonen
aHayu3 1o Pearson u Spearman u ananu3 Ha Bland—Altman (IBM SPSS Statistics 21.0).
OCHOBHH pe3yJITaTHU:

O6ma rpyna: Cpeanara Bb3pact Ha 6osiHuTE € 67 & 5,7 ronuny, ¢ npesec Ha MbxeTe (57,3%).
Haii-yecTa € Jokanu3anusaTa B CHIMOBHAHOTO 4epBo (40,8%), a MBXKKUST 1OJI JOCTOBEPHO
npeobnanasa npu JeBoctpanaute Tymopu (p < 0,01). IIpu neBoctpannus KPK Bomemm ca
KOJMKOOOpa3HaTa OOJIKa M XeMaToXe3usiTa, a IpU [ECHOCTPaHHHMsS — IPOMEHHUTE B
KOHCHCTEHIIMATA M YECTOTAaTa Ha M3XOXJIaHUATa. Exorpadcky 4epHOAPOOHM MeTacTasH ca
ycraHoBeHH 1pH 19,9%, a 99% oT TyMopuTe ca aleHOKapIMHOMH.

Taprerna rpyna u kourpouu: Benuku nanuentu ¢ KPK ca ¢ anemus (Hb 101 + 10,9 g/L) u
¢ mnosumenn CRP, o¢exanren xammporektiH W M2-PK. Tpurte rpynu ce pasjinyaBar
BHCOKOIOCTOBepHO 1O Bcuyku Ouomapkepu (p < 0,001), xaro e Hamune sicHa rpajanus:
dexanen kanmnporektrH — 589,8 cpemry 166,9 cpemy 25,4, a M2-PK — 52,3 cpemty 6,0 cpery
3,0 U/mL (KPK > XBBY > cuHIpoM Ha pa3pa3HEHOTO 4epBO). DEKaIHUAT KaIMPOTEKTHH,
M2-PK u CRP KopenupaT CHIHO MOJIOKHTETHO TOMEXIY CH M OTPUIATENHO C XEMOTJIOOHHA,
a agamm3bT Ha Bland—Altman poka3Ba, 4e JOKaJHUTE M CUCTEMHHTE MapKepd He ca
B3aMMO3aMEHSEMH, a B3aUMHO JIOIIBJIBAILH CE.

Ilpuiosken pesyarar: Bb3 oCHOBa Ha MOJydYEHHTE JAHHU Ca OYEPTAHH TPU OMOJOTHYHH
npoduiia — 370Ka4eCTBEH/META00IUTEH, Bh3NAIUTENEH U (QYHKIHOHAIEH, ¥ € MpPe/IoXkKeH
aIrOpuTHM 3a paneH ckpunuHr Ha KPK, ocHOBaH Ha cTpaTuduKalys Ha pucKa U MOAXOMSII 3a
I'bPBUYHATA MEAMLIUHCKA TOMOLII.

JIOKTOpaHTBHT KOPEKTHO IOCOYBAa OrPAHMYEHHSTa HA NPOYYBAHETO — MAaJKHs O0eM Ha
TapreTHaTa rpymna ¥ pa3npeelleHUeTO i B MAJIKU MOATPYIIH 110 CTa/Iui 1 JIOKaIH3alus, KOeTO
ompezens TMWIOTHHUS M XapakTep. B 3axmodenue ca (GopMyJMpaHd LIECT WU3BOJA, KOUTO
[POU3THYAT OT Pe3yJITaTUTE U UMAT IIPaKTHYECKa HACOYCHOCT.

IIpunocu

®opMyTHpaHH ca IIeCT IPUHOCA C OPUTMHAJIEH XapaKTep | IIECT C MOTBBPAUTENICH U HAYYHO-
NPUIIOXKEH XapakTep. Karo Hal-ChIIECTBEHU IIPHEMAM:

+  MsrpaxkaaHeTo 3a IbPBH OBT B PErHOHANCH Maiab Ha MHTETpUpaH MOJEN, CBBP3Ball
anaToMuuyHata Jokamuzauus Ha KPK (meceH KOJOH, JIIB KOJIOH, PEKTyM) C
KJIMHUKOMOP(OJIOrMYHUTE, JIaOOPATOPHUTE U OOpAa3HUTE MY XapaKTEPHUCTHKH BBPXY
rojisiMa €HJ0CKOIICKa KOXOpTa;

- EnnoBpeMeHHOTO wu3cnenBaHe Ha (exaleH KammpoTeKTHH H  (ekanna M2-
NMpyBaTKMHA3a B ChyeTaHue che cucTeMHH Mapkepy npu KPK cripsamo aBe KOHTpOIHHA
rpynu (XBBY © CHHAPOM Ha pa3pa3sHEHOTO YEPBO), C JOKa3aHa TIpajalus Ha
CTOHMHOCTHUTE;

« (OB6OCHOBAaBAHETO HAa METKOMIIOHEHTEH HEMHBA3WMBEH INaHes (KampoTeKTuH, M2-PK,
CRP, xemorno6uH, JIEBKOIIMTH) KaTo HMHCTPYMEHT 3a JAudepeHuHualHa JMarHosa u
KJIMHUYEH TPUaAX;

+ Pa3paGoTBaHETO HA KJIMHWYHO NPHJIOKHM aIrOPUTHM 3a paHeH cKpuHuHT Ha KPK,
choOpa3eH ¢ ObJrapckara 3/jpaBHa CUCTEMA.

[IpemMaM ONKMCAaHHUTE NPUHOCH KaToO JOCTOBEPHHM M OTpa3sBallli pealHUs HayueH u
NPaKTUYECKH IPUHOC HA KaH|1aTa.



ABTopedepar u nydauKauuu

ABTopedepaTsT € NpeacTaBeH B 61 CTpaHUIM, CTPYKTYPHPaH € ChoOpa3sHO M3HUCKBAHUATA U
0TpassiBa TOYHO U KOPEKTHO ChIAbPIKAHUETO, OCHOBHUTE PE3yJITATH, U3BOAUTE U IIPUHOCUTE HA
JMCepTallMOHHUSA TPy . BBB Bpb3Ka ¢ TeMarta ca peanu3upanu Tpu myoukamnuu ¢ 1-p [lerposa
Kato mbpBH aBTOp — eaHa B J of IMAB (Web of Science, 2026) u age B c. ,, Xupyprus* (2025),
C €IHO LMTHUpaHEe, KaKTO M Yy4YaCTHsd B HALMOHAIHM TacTPOCHTEPOJIOTHYHH (POPYMH.
Wscnenpanero e cepp3ano ¢ npoekt Ne D2/2024 na MY — [1neBeH.

beJieskku 1 npenopbKu

Wmam cnennute GeNexKd, KOUTO He HamallsiBaT CTOMHOCTTa Ha Tpynda: (1) mporHoctHyHara
CTOHHOCT Ha YCTAaHOBEHHMTE KOpEeNallid Ce H3BEeXJa KOCBEHO, 0O€3 MpocieadBaHe Ha
NPEKUBIEMOCT U PEIHUIUBH — NPENOPHYBAM IIPOCIEKTHBHO MPOABIDKEHHE Ha MPOYUYBAHETO;
(2) mocoveHuTE B U3BOAMTE CTOMHOCTH 3a YyBCTBUTEIHOCT U CNEUU(DUUHOCT Ha (eKaTHaTa
M2-PK ca nutepatypuu — ROC-aHanm3 BbpXy COOCTBEHUTE NAHHH U OTPE/ENSHE HA TPAaHHYHH
CTOWHOCTH OMXa 3aCHIMIM JIOKa3aTelICTBEHAaTa CHJa Ha IaHela M OMXa I103BOJIMIIH
BKJIFOYBAHETO MY B MPEJIOKECHHUS ITOPUTHM.

3akiaoueHue

IIpefcTaBeHuaT nucepTalMoHeH Tpyx Ha A-p Juisua IleTposa pa3paboTBa akTyaneH u
COUMANHO 3HaYMM npobiieM, uMa J00pe pa3BUTa TEOPETHYHA OCHOBA, IOIXOSLI
METOZOJIOTHYEH [M3aiiH ¢ KOHTPOJIHM TPYIH U Pe3yJITaTH, KOUTO OTrOBApSAT Ha IOCTaBeHaTa
uen. M3nonsBaHMTE CTATHCTHYECKH METOIM Ca ChbBPEMEHHH, a M3BOJMTE ca aJeKBATHH Ha
MOJy4YCHUTE JaHHH. TpyabT MMa cOOCTBEH NPUHOC B 00JAaCTTa Ha TaCTPOCHTEPOJIOTHATA U
KOJIOPEKTaHaTa OHKOJIOTHUS, C MPSKO NPHJIOKEHHE B KIMHUYHATA MPaKTHKA. [[OKTOPaHTHT
II0Ka3Ba yMEHHs 3a IUIAHWpaHE, OpPraHM3UMpaHe M 3aBbpILIBAHE HA CAMOCTOSTEIHA HAy4Ha
pazpaboTka.

JCEePTAMOHHUAT TPy U CHIPOBOXIALIKNTE 'O MATEPHAIX OTIFOBApAT Ha KPUTEPHHUTE,
3aJIOKCHH B 3aKoHa 3a Pa3BUTHE HA aKaJAeMUYHUsI ChCcTaB B PemnyGimka Boirapus u B
IIpaBuiHuKa 32 pa3BUTHE HA aKaJleMHYHHs CbeTaB Ha MY — [nesen, 3a npuao6usane na OHC
»JLOKTOp™.

Y6eneno naBaM CBOSATA MOJIOXKHUTETHA OLIEHKA 32 HAy4YHUS TPYJ M IPU30BaBaM U OCTAHAIUTE
ureHoBe Ha Hayuwoto »xypum na npucwsasr wa a-p Jwisna Credanosa Iletposa
ofpasoBaresHaTa i Hay4yHa CTerneH ,,JIoKTop® 1o J0KTopcKa nporpama ,,l acTpoeHTepoIorus®,

npodecoHaIHO Hanpasiaenue 7.1. . Meaununa®.
Ha ocHoBaHume 4n.59 ot 33J/14

910, 2026 = 00000 eeeesressasmsnsssmosssmmsesmsssammamrass

rp. Ilnesen npod. a-p I1. Tonues, .M.



To the Chairman of the Scientific Committee
Appointed by Order No. 2872/15.09.2026
of the Rector of MU — Pleven

OPINION
by Prof. Dr. Pencho Tonchev, MD, PhD
Department of Propaedeutics of Surgical Diseases
Medical University — Pleven
Member of the Scientific Committee for the procedure for acquiring the educational and
scientific degree "Doctor", appointed by Order No. 2872/15.09.2026 of the Rector of Medical
University — Pleven. Field of higher education: 7. "Healthcare and Sports". Professional field:
7.1. "Medicine". Doctoral programme "Gastroenterology".
Regarding the dissertation on the topic
"Colorectal Carcinoma — Clinico-morphological, Laboratory and Imaging Correlations
with Prognostic Value in Different Localizations"
Author: Dr. Dilyana Stefanova Petrova, doctoral student in independent (self-study) form
of training at the Department of '"Nephrology, Haematology and Gastroenterology",
Faculty of Medicine, MU — Pleven
Scientific supervisor: Assoc. Prof. Dr. Zornitsa Veselinova Gorcheva, MD, PhD, MU —
Pleven
This opinion has been prepared in accordance with the Law on the Development of Academic
Staff in the Republic of Bulgaria and the Regulations for its implementation, as well as the
Regulations for the Development of Academic Staff at MU — Pleven. The set of documents
presented to me complies with the Procedure for acquiring the educational and scientific degree
"Doctor" at MU — Pleven.
The documents and publications meet the minimum national requirements for acquiring the
educational and scientific degree "Doctor" in professional field 7.1. Medicine: 50 points under
group of indicators A against the 50 required, and 50 points under group of indicators G against
the 30 required.
Brief Information about the Candidate
Dr. Dilyana Petrova graduated in medicine from MU — Pleven in 2013. Since 2014 she has been
working at the Clinic of Gastroenterology of University Hospital "Dr. Georgi Stranski" —
Pleven. In 2019 she acquired a specialty in Gastroenterology, and in 2021 a professional
qualification in Health Management. She holds certificates in conventional and interventional
endoscopy and in abdominal, Doppler and interventional ultrasonography. Since 2016 she has
been an Assistant Professor of Gastroenterology at MU — Pleven, teaching in both Bulgarian
and English, and since March 2026 she has been Manager of Diagnostic and Consultative
Centre II — Pleven. She has been a doctoral student since 10.10.2022. The candidate's profile
outlines an established clinician-gastroenterologist with a consistent scientific interest in
chronic inflammatory bowel diseases and colorectal oncology.
Relevance of the Problem
Colorectal carcinoma (CRC) is the third most common and the second most lethal malignancy
worldwide. In Bulgaria, nearly 5,000 new cases are registered annually (about 15.5% of all
cancer incidence), and the country is among the few in the European Union with rising CRC



mortality. The main reasons are the low coverage of prevention and late diagnosis — more than
60% of patients are detected in stage III-IV. Daily surgical practice confirms that a considerable
proportion of patients are admitted for surgical treatment with an advanced or complicated
tumour.

The growing evidence that right-sided and left-sided CRC are biologically distinct diseases
(embryological origin, MSI versus CIN pathways, histological profile), together with the
limited sensitivity of faecal immunochemical tests, justifies the search for non-invasive
biomarkers that can support early detection and the differential diagnosis from chronic
inflammatory and functional bowel disorders. The dissertation is timely, as it combines the
topographic analysis of CRC with the simultaneous study of faecal (calprotectin, M2-pyruvate
kinase) and systemic (CRP, leukocytes, haemoglobin) markers, with a direct focus on clinical
triage in the absence of a national screening programme.

Characteristics of the Dissertation

The dissertation is written in 196 standard pages and is illustrated with 25 tables, 51 figures and
3 appendices (questionnaires and an informed consent form). The bibliography comprises 296
literature sources, of which 22 in Cyrillic and 274 in Latin script, with about one third of them
published in the last five years. The work is structured in accordance with the regulatory
requirements and comprises an introduction, literature review, aim and objectives, materials
and methods, results, discussion, conclusion, findings, contributions, appendices and
bibliography.

The literature review is developed in five chapters and covers the social significance of CRC
(incidence, mortality, prognosis, risk factors, screening and data for Bulgaria), localization,
staging and symptomatology, imaging diagnostic methods, and biomarkers in CRC and in
chronic inflammatory bowel diseases (IBD). The review is thorough and up to date, and
concludes with a summary of the key aspects that justify the author's own research.

The aim is clearly formulated — to study the clinical-laboratory, morphological and imaging
characteristics of CRC and to establish correlations with prognostic value in different
localizations. The six stated tasks are logically consistent and their fulfilment leads to
achieving the aim, the last of them being entirely applied in nature — the development of a
diagnostic screening algorithm.

The study is retro-prospective and single-centre, conducted at University Hospital "Dr. Georgi
Stranski" — Pleven in the period 2018-2020, with the approval of the hospital ethics committee.
It is built on two levels: a general group of 206 patients with CRC, identified among 3,795
patients undergoing diagnostic colonoscopy (5.4%), and a target group of 30 patients with CRC
compared with two clinically relevant control groups — 30 patients with Crohn's disease and
ulcerative colitis and 30 patients with irritable bowel syndrome. The faecal calprotectin and
faecal M2-pyruvate kinase tests were funded by Research Project No. D2/2024 of MU — Pleven.
The methods are comprehensive and adequate to the tasks: sociological, documentary, clinical,
laboratory (complete blood count, CRP, faecal calprotectin, faccal M2-PK by ELISA),
pathological and instrumental (ultrasonography, colonoscopy with biopsy, CT). The statistical
toolkit is extensive and appropriately selected — ANOVA, Kruskal-Wallis with post-hoc
analysis (Mann—-Whitney U with Bonferroni correction, Dunn), Pearson and Spearman
correlation analysis and Bland—Altman analysis (IBM SPSS Statistics 21.0).



Main Results:

General group: The mean age of the patients is 67 + 5.7 years, with a predominance of men
(57.3%). The most frequent localization is the sigmoid colon (40.8%), and the male sex
significantly predominates in left-sided tumours (p <0.01). In left-sided CRC, colicky pain and
haematochezia are leading, whereas in right-sided CRC changes in stool consistency and bowel
movement frequency prevail. Liver metastases were found by ultrasonography in 19.9%, and
99% of the tumours are adenocarcinomas.

Target group and controls: All patients with CRC have anaemia (Hb 101 + 10.9 g/L) and
elevated CRP, faecal calprotectin and M2-PK. The three groups differ highly significantly in
all biomarkers (p <0.001), with a clear gradation: faecal calprotectin — 589.8 vs. 166.9 vs. 25.4,
and M2-PK — 52.3 vs. 6.0 vs. 3.0 U/mL (CRC > IBD > irritable bowel syndrome). Faecal
calprotectin, M2-PK and CRP correlate strongly positively with each other and negatively with
haemoglobin, and the Bland—Altman analysis demonstrates that local and systemic markers are
not interchangeable but complementary.

Applied result: Based on the data obtained, three biological profiles are outlined —
malignant/metabolic, inflammatory and functional — and an algorithm for early CRC screening
is proposed, based on risk stratification and suitable for primary health care.

The doctoral student correctly indicates the limitations of the study — the small size of the target
group and its distribution into small subgroups by stage and localization, which determines its
pilot nature. In conclusion, six findings are formulated which follow from the results and have
a practical orientation.

Contributions

Six contributions of an original nature and six of a confirmatory and scientific-applied nature
have been formulated. I accept the following as the most substantial:

+ Building, for the first time on a regional scale, an integrated model linking the anatomical
localization of CRC (right colon, left colon, rectum) with its clinico-morphological,
laboratory and imaging characteristics in a large endoscopic cohort;

« The simultaneous study of faecal calprotectin and faecal M2-pyruvate kinase combined
with systemic markers in CRC compared with two control groups (IBD and irritable
bowel syndrome), with a demonstrated gradation of values;

« Substantiating a five-component non-invasive panel (calprotectin, M2-PK, CRP,
haemoglobin, leukocytes) as a tool for differential diagnosis and clinical triage;

+ Developing a clinically applicable algorithm for early CRC screening, adapted to the
Bulgarian healthcare system.

I accept the described contributions as reliable and reflecting the actual scientific and practical
contribution of the candidate.

Abstract and Publications

The abstract (autoreferat) is presented in 61 pages, is structured in accordance with the
requirements and accurately and correctly reflects the content, main results, findings and
contributions of the dissertation. Three publications related to the topic have been produced
with Dr. Petrova as first author — one in J of IMAB (Web of Science, 2026) and two in the
journal "Surgery" (Khirurgiya, 2025), with one citation, as well as participations in national
gastroenterology forums. The research is linked to Project No. D2/2024 of MU — Pleven.



Remarks and Recommendations
I have the following remarks, which do not diminish the value of the work: (1) the prognostic
value of the established correlations is derived indirectly, without follow-up of survival and
recurrence — I recommend a prospective continuation of the study; (2) the sensitivity and
specificity values of faecal M2-PK cited in the findings are taken from the literature — a ROC
analysis of the author's own data and the determination of cut-off values would strengthen the
evidential power of the panel and allow its inclusion in the proposed algorithm.
Conclusion
The dissertation presented by Dr. Dilyana Petrova addresses a timely and socially significant
problem, has a well-developed theoretical foundation, an appropriate methodological design
with control groups and results that correspond to the stated aim. The statistical methods used
are contemporary, and the findings are adequate to the data obtained. The work makes its own
contribution to the field of gastroenterology and colorectal oncology, with direct application in
clinical practice. The doctoral student demonstrates skills in planning, organizing and
completing independent scientific research.
The dissertation and the accompanying materials meet the criteria set out in the Law on the
Development of Academic Staff in the Republic of Bulgaria and in the Regulations for the
Development of Academic Staff at MU — Pleven for acquiring the educational and scientific
degree "Doctor".
I confidently give my positive evaluation of the scientific work and call upon the other members
of the Scientific Committee to award Dr. Dilyana Stefanova Petrova the educational and
scientific degree "Doctor" in the doctoral programme "Gastroenterology", professional field
7.1. "Medicine".
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