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Jo Ilpencenarens na HXK
CwriacHo 3amoBen Ne 2872 /15.09.2026
Ha PexTopa Ha M V - [1neBen

PEIMIEH3 U
Ha JUCEPTALMOHHHUS TPYH
“Konopexmanen KapyuHom — K1UHUKOMOPPON0ZUUHU,
Jlabopamopuu u 00pA3HU KOPeNayuu ¢ nNPOZHOCMUYHA CMOUHOCH
NpU PA3IUYHU TOKAU3auyuu”

Ha 1-p Junsna Credanosa Ilerposa,

JloxTtopant kbM  Karengpa mnmo  Hedpomorus, Xemarojnorus H
[actpoenteponorus, @akynrer Mequuuna npu M VY - [1nesen

3a npuckxaase Ha OHC “dokmop”

o IIpodecuonanyo Hanpasnenue 7.1 — Meouyuna

JloxTopcka nmporpama ,, I acmpoenmeponozus“

Penenzent: npod. n-p Pocen Errennes Mamxos, 1.M.H.,

Kpatku 6uorpadpuyHu JaHHH

JI-p Munsna Cr. [TerpoBa e poaena Ha 27.04.1988 roauna.

2013 - 3aBppiiBa MeaunrHa B MY — I1nesBen

2016 — acuctenT 1o racrpoenteposnorus, M@ npu MV - Ilnesen

2019 — npuaobuBa CrieUaIIHOCT — raCTPOCHTEPOJIOTUS.

2021 — npodecronansa KBaTu(uKanus ,,3ApaBeH MEHUKMBHT®

2022 — noxropanT kbM Karenpa Hedponorus, Xemaronorus u ['actpo-
enteposiorusi, M® npu MV — IInesen

Braziee OTIMYHO aHIVIMMCKH €3UK — IMCMEHO ¥ TOBOPUMO.

UneH e Ha bwarapckoto apyxectso no ["actpoenrteponorus u bJIC.

OneHKa HAa aKTYaJHOCTTA HA TeMATa
Jucepraunonuust Tpyn Ha A-p Junsana Credanosa IlerpoBa Tpetupa
CepHo3eH U BaxeH KiuHu4eH npobieM — Konopekranuuar kapuunoM (KPK).

KPK e 3mokayecTBeHO 3a00JiIBaHE C OIPOMHO MEIMKO-COLIMAJIHO M
UKOHOMMUYECKO 3HaueHHe. Heropara yectoTa B CBETOBEH Mainad HapacTBa
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IIOCTOSIHHO ¥ TOBa My 3ala3Ba BOJEIIO MSCTO Cpell Hal-pa3npoCTpaHEHUTE
OHKOJIOTUYHH 3a00JsIBaHMS B CBETA - yecToTa ~ 10% OT BCUYKH OHKOJIOTHYHH
3a00JIBaHus U KapLUMHOMHO CBBp3aH jeTanuTeT 9,4%.

IIpeBeHUMATa, CKPUHUHIBT, PAHHOTO JUArHOCTHILUPAHEe, KOMILIEKCHOTO
JICYEHWE W TIPOCNIEASBAaHETO Ca OCHOBHUTE TpajuBHU €IUHULM 3a
ONTHMHU3HMPAHE HAa KPAWHUTE pe3yTaTH 3a NalMEeHTUTE U 0OILEeCTBOTO.

OcnoBrata mnen npu KPK, kakTo W mNpd BCHYKM OHKOJIOTHYHH
3a00JABaHMsl, € HaMajlsiBaHE Ha CMBPTHOCTTA, YyBeJWYaBaHE Ha
IPEXKUBIEMOCTTA, HaMaJIsiBaHe Ha PELUAMBUTE U OCUTYypsIBAaHE KaueCTBOTO Ha
YKUBOT Ha NallMUECHTUTE.

ITpe3 mocnenHuTe TOAMHU Pa3BUTUETO Ha OOpa3HaTa AMArHOCTHKA U
MUHHUMQJIHO HHBA3MBHUTE METOAU CE€ $ABSIBAaT BaXXHO [OIBIHEHUE KbM
MOJCPHU3UPAHUTE XUPYPrHYECKU IOAXONY B LSJIOCTHUS JUAarHOCTUYHO
nevyebeH npouec. Heobxonuma e olieHKa Ha IMarHOCTHYHATA M TEpAIlEBTHYHA
CTOMHOCT  Ha  BCEKM  METOJ, OTYHUTaHe Ha  CHOTHOLICHHETO
TOJI3U/PUCKOBE/pE3yNITaTH M KadeCTBOTO Ha JKMBOT CJlIE[l BCAKA €JIHa
IPOLEaYpa ¥ TO IIPHU ClIa3BaHE Ha CHU MOKa3aHUs U KPUTEPUHU.

CTpyKTYypa Ha AMcePTAUNOHHUS TPY

IIpencraBenuar nucepranuoHeH Tpya Ha a-p JunsxHa Credanoa
IlerpoBa € BBB BuA M oOeM oTromapsu] Ha u3uckBanusta Ha 3PACPB,
[TpaBunHuKa 3a mpuaoxeHuetro My u Ilpasunauka Ha MY-ITneBen.

Otnevaran Ha 196 craHmapTHH CTpaHHUIM, CTPYKTYpUpPaH PABHUIIHO.
Omnarnenen ¢ 51 ¢urypu, 3 npunoxenus u 25 tabnuuu. Bubnuorpadbusta

obxBaiua 296 3arnaBusi, OT KOUTO 22 Ha OBJIrapCKU U 274 Ha JaTUHUIA.
JIurepaTtypHusAT 0630p € oO0eMeH, LielleHacoueH, SICHO CTPYKTYPHpaH H

BKIIIOYBa  HeoOXogumara ChbBpeMEHHa  HWHG(OpMalks  I03BOJIsIBalla
060cobsBaHeTO Ha Hay4yHUs npobieM. J[UCEpPTaHTBHT KAaTO ILsIO IO3HaBa
MHOro no0pe mpobieMa - HUTHPaHH Ca MHOTO BOJELIM aBTOPH W IIKOJH,
3aHMMAaBally Ce C NPOOIEeMUTE Ha NPEBEHLUSITA, PAHHOTO JAUArHOCTUIMPAHE
U ONTHMaJIHOTO KOMIUJIEKCHO JIEYeHHE Ha MalMUEHTUTE C KOJIOpEeKTaJleH
KapIHHOM.

ABTOp®T cu nocTass 3a L{EJI:

»la ce mpoyuam knunuxo-n1abopamopHu, Mop@onocudHu U 06pazHu
XapaKkmepucmuxkuy Ha KOAOPeKmaneH KApYuHOM U YCMAHOBAM KOpelayuu C
NPOCHOCMUYHA CMOUHOCH NPU PA3TUYHU TOKATUAYUU.



O6mara uen e pnobpe QopmynupaHa ¢ OrjaeA Ha UAIOCTHHA
JUCEPTAllMOHEH TpyA. 3a ONTUMAJIHOTO pEUIeHHE Ha OCHOBHaTa IENl ca
onpeneneHu 6 3agaqu:

1. [IpoyuBane Ha gemorpa¢cku M KJIMHHYHU XapaKTEPUCTUKU HaA MAUEHTH
C KOJIOPEKTAJICH KapLHOM C Pa3JIMYHU JIOKATU3ALKH.

2. IlpoyuyBaHe Ha 0a3uCHHM JIaOOPATOPHHM MNOKA3aTeJM IIPH MAlMEeHTH C
KOJIOpeKTaJeH KapiuHoM ¢ pasnuyHd Jokanusanuu (IIKK — xemorno6wuH,
neBkonuTH; C-peakTUBEH MPOTEHH ).

3. [IpoyuBaHe Ha (ekajieH KAINPOTeKTHH U (eKanda M2-nupyBaTkuHasa npH
NAlMEHTH ¢ KOJOPEKTAIeH KapLUHOM C pa3iIu4HHU JOKaIHM3aI|H.

4. IlpoyuBaHe Ha pe3yJTaTH OT MOPGOJIOTHYHH, HHCTPYMEHTAIHH U OOpa3Hu
JUArHOCTHYHHA METOMHM NPH MAIMeHTH C KOJIOPEKTalIeH KapliMHOM C Pa3IM4yHU
JIOKaIU3aLliH.

5. Jla ce aHanM3WpaT pe3yJTaTUTE OT IIOCOYEHHUTE IPOYYBAHHs C OIJIEN
YCTaHOBSBaHE Ha KOpENalMd C IPOrHOCTHYHA CTOMHOCT IpU pa3IMuHU
JIOKaJIU3alliH.

6. V3paboTBaHe Ha NUArHOCTHYEH AJIFOPUTHM 32 CKPUHHMHI Ha MAlUeHTH C
KOJIOPEKTAJIEH KapLUUHOM, IpelU3upall HeoOX0AMMOCTTa OT U3BbpILIBaHE Ha
(brOPOKOIOHOCKONHS U YJIECHSBAILl paHHAaTa JIHarHo3a v MporHosa.

3amaunre ca AoOpe (GOpMyJIMpaHd U Pa3sBUTUETO Ha JAUCEPTALMOHHMUS
TPYI CJeNBa TSXHOTO JIOTUYHO pa3pelliaBaHe.

JI¥3aliHBT € peTPO-MPOCIEKTUBHO NIPOYYBAHE 38 TPUTOTUILIECH IIEPUOA.

Pe3zyararu:

3a mepuonma 2018-2020 r. mpe3 racTpoAMarHOCTUYHOTO OTHAEICHHE
(TJIO0) 3a muarHocTHyHa (UOPOKONOHOCKOMHMS ca mnpemMuHamd 3 795
nanuesTy. [Ipu 206 ot TX € nokasaH KogopekTaied kapuunom (KPK) u te
npencTaisnBar 5.4 % OT BCUYKU €HJOCKONUPaHH OOJIHH.

[To Tomorpad)cku KpUTepui, Hai-4ecTUTe CHeUUPUYHM CHUMIITOMH,
noseny nauyentute no auarHoctuyHa OKC ca 6w ¢ JlokanyM3anus B JIeBUS
KOJIOH, KaTO Pe3yJTaThT € CTATHCTHYECKH 3HAYMM B HACTOSIIOTO IMPOYYBaHE
(p < 0.01). KonukoobpasHara 0ojKa U NosiBaTa Ha KPbB B U3NPAXKHEHUATA Ca
BOJICLIM U CTATUCTHYECKH 3HAYMMH JaHHU OT aHaMHe3aTa Ha MaldeHTUTE C
KPK or neBute otmenu Ha aebenoro uyepo (p < 0.01), a mpomsHara B
KOHCHUCTEHLIMATA Ha H3MPAXHEHUSATA U H3MEHEHHUSATA B HMHTEPBAIUTE H
YyecToTaTa Ha U3XOXKJaHMSTA ca Half- 4eCTO ChOOILEHHUTE NIPH JIOKAIU3alus Ha
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KPK B nmecnute otnenu (p < 0.02). Ilpu nokanuzauuure Ha KPK B pextyma
€IHAKBO YECTO U B KOMOHMHAIMs ca ChOOIIEHU CUMIITOMHM KAaTO HaJlW4Me Ha
pEeKTOparus, MpOMEHN B KOHCUCTEHLMATA Ha U3NPAKHEHUATA, TCHE3MHU.

[Io oTHouIeHHWe Ha W3sBa Ha JAOOPAaTOpPHMU [aHHU 3a JIEBKOLUTO3a,
aHeMus U 3aBULIEHU cTOMHOCTH Ha CRP — u Tpute nabopaTopHu MoKasareiau
IpeBajMpaT M IPOSBSIBAT CBOSTA HaW-BUCOKAa CTOMHOCT B rpynara Ha
nanueHTH ¢ KPK B JI1B KOJIOH, KOETO € CTAaTHCTUYECKU 3HAUUM pe3ynTar (p <
0.01). ITpu Ta3m Jokanu3anwus, Haii-uyecTo 3acerHara e curmara (p < 0.01).
[Tpu noxkanmuzauuss Ha KPK B JecHUs KOJIOH Hal-4ecTOTO JabopaTOpHO
OTKJIOHEHHE € aHemuueH cuHapoMm (p <0.01), mocneaBaH OT 3aBUILEHU HHUBa
Ha CRP (p<0.02) u B mo-ciaba creneH u3siBa Ha JieBkouutosa (p < 0.03)

[Tpu Bcuuku narnuenTd ¢ KPK e u3BbpiieHa abnoMuHaiHa exorpadus,
KaTo IpY pa3IMyHUTE JOKAIU3ALUK Ha TYMOPHUS MPOIEC IO X0Ja Ha KOJIOHa
ca OTUETEeHM CJIyyauTe C HOpManHa exorpadus M Takasa, MOKa3Balla
IUCEeMHHAlMsl Ha OCHOBHHS MpOIEC B YepHOApPoOHUs mapeHxuM. OT obiio
206 abpmomuHanmHu exorpaduu, npu 41 ot Tax (19.9%) ca BuzyanuspaHu
METacCTaTUYHH JIE3UH B YepeH apo0.

Ot Bcuuku 206 ciyyau ¢ gokazaHa HEOIJIa3Msl Ha JOJIEH UHTECTUHAJIEH
TpakT, 203 (99%) ca c xonopekTajieH aneHokapiuHOM. [lo oTHolIeHHE Ha
nudepeHanuaTa - npu 87 MaMEHTH € J0Ka3aH BHCOKOIU(epeHLUpaH
azeHokapuHoM — 42.2%, npu 66 — ymepeno nudepenumpan (32.0%), npu 50
— Huckonubepenuupan (24.3%). [Ipu Tpuma nanyeHTH € J0Ka3aH HEBPO-
€HJIOKpUHEH 37I0KauecTBeH TyMop (1.5%).

ITo oTHOLIEHUE HA CTAAUUTE NPU Pa3IUYHUTE JIOKAJIM3al|H ca:

[ ct. (10 6.) — yeTupu GOJHHU C JOKAIM3aLUs B CU'Ma U LIECT — C PEKTaJleH
xapuuHoM; II ct. (19 6.) — Tpuma ¢ nokanu3auus B c. ascendens, TpuMa ¢
JIOKaJIu3alys B ¢. transversum, aBama — B ¢. descendens, JeceT B CUIMa, eOUH
¢ KapuuHoM Ha pektyma. B III cT. e eqHa manueHTka ¢ pak Ha curma.

Paszputuero Ha KPK e 6aBeH, MHOrocrsmajieH mpouec, MpoabJiKaBalll
YeCcTO HaJ JeceT TIOJWHM, KOETO OTBaps I[IMPOK IMPO30pel] 3a pPaHHO
OTKpPHBaHE Ype3 HEMHBA3UBHU OMOMapKepu U OOpa3HU METOIH.

CbBpeMeHHHUTE Hay4YHHU H3ciieBaHus noka3paT, ye KPK He e XomorenHa
HO30JIOTWUYHA eOuHuLa, a ce pazgens Ha paecHoctpaHeH ([JKPK) wu
neBoctpaHeH (JIKPK) xapuwHOM BB3 OCHOBAa Ha TEXHHUS pas3lUyueH
eMOpUOHAJIEH NpPOU3X0Jl, aHATOMUYHO KpBHBOCHAOJsBaHE, XMCTOJIOTHYEH U
reseruydeH npodus (MSI cipsmo CIN mpTuina).



Pa3kprBaHETO Ha MPELU3HUTE KIMHUKOMOPGHOJIOTHYHH, J1abOpaTOPHU H
oOpa3Hu KopeNaluu, KakTo U Iu(epeHIUpaHeTO Ha PaKOBOTO Bb3MAJIEHUE OT
XpOHUYHHUTE aBTOUMYHHH M (DYHKIIMOHAIHU YpPEBHH 3a00JIIBaHUS, € KIIFOYBT
KbM  HHIAWBHAyAJIM3HUPAaHUS  OUATHOCTHUYHO-TEPAlleBTUYEH IOAXOd H
no100psiBaHeTO Ha HeOaronpusTHaTa IPOrHOCTHYHA PaMKa Y Hac.

Jloka3aHo e, ue TYMOpPUTE Ha JECEH KOJIOH C€ OTIMYaBaT XHUCTOJIOTHYHO
OT TE3M Ha JISIB KOJIOH 10 Xurepekcrnpecus Ha mapkepute CD44s, CD 44v6,
B- xatrenuHn u CD 68+. PexranHuTe TyMOpH, 3a pa3jiMKa OT T€3H B JIsIB KOJIOH,
ce XapaKTepu3HupaT ¢ MO-HUCHK T-cTaTyc, peCEKTUBHO pa3Mep, U ca C IIo-
BHCOKa CTENeH Ha eKclnpecus Ha e-kaaxepuH. IIpu cpaBHsBaHe Ha
XHCTOJIOTHYHUTE pPa3IndyHsl Ha JECeH KOJIOH M PEKTyM C€ yCTaHOBsBa, 4e
TYMOPHTE C AsCHA JIOKaJIM3alKs UMaT MO-TOJIsIM AUaMEThP, No-HanpeaHain pT
cTaTyC W MHOIO II0-4€CTO HMAaT MHKpPO-CATeIMTHA HECTaOMJIHOCT IIpU
reHeTHYEH aHaJIU3.

ABTOPBT MOAXO0XJA KOMIUIEKCHO, M3XOXIaHKH OT KIIOYOBH €Tald B
KaHLEpOreHe3aTa U moadupa OMoMapKepH, KOUTO OOXBallaT TPU pa3IdYHH
OHOJIOrMYHH ITBTS Ha paHHATa KOJOPEKTaJIHa OHKOreHe3a:

- Mera6oauteHn npeBkaouBaresn (M2-PK): M2-PK e knro4oB AuMeEpeH
TJIMKOJMTHYEH €H3UM, CBpPBXEKCIpecHpaH OT NpoiHMdepupalii TyMOPHH
kneTku. Tolf oTpassBa MPOMEHEH TYMOPEH MeTabonu3bM (aepoOHa ITIMKOIHM3a
— T.Hap. ,,edekT Ha BapOypr®), a He kppBeHe. M2-PK mo3BosisiBa Ha maHena
Ja YJIOBH HEKBPBAIIM aJeHOMU M TYMOPH B DpaHEH CTaJud, KOHTO
crangapTauTe $hexaHu uMyHoxuMuuHH TecToBe (FIT) yecto mporyckar.

- JlokajdeH Bb3nmaaurejeH OTroBop (¢exaleH KaJANPOTEKTHH):
KanmpoTekTMHBT € TPOTEHH, TMOJy4yeH OT HeyTpouiy, II0Ka3Balll
Bb3MaJIeHHE Ha upeBHaTa nurasuna. Komounupanero My ¢ M2-PK mnomora 3a
nudepeHUpaHe Ha 3JI0KQUECTBEHO BBb3MAlIEHHE OT J0OpOKaYeCTBEHH
OpraHWYHHU YPEBHU 3a00JIIBaHHUS.

- Cucremna kackaga (CRP, WBC u Hb): C nporpecupanero Ha
JOKalM3UpaH TyMOp, TOW  TNpeAu3BUKBa  He3abeleXMM  CHUCTEMEH
BB3nanuTeneH orropop (mosumaBane Ha CRP u WBC) M MHKpPOKBpPBEHE
(MOHMXaBaHe Ha CHCTEMHHSI XEMOTJIOOHH C TeYEHHE Ha BPEMETO).

Upe3 wusnonsBane Ha ¢ekaneH kammnpoTekTuH (@KII), M2-nupysat
kuHaza (M2-PK), C-peaktuBen nporen (CRP), xemorno6un (Hb) u 6poit Ha
6enute kpbBHU KiIeTkn (WBC), aBTOpBT cuMTa, Ye MPOEKTHT e KOMOMHMpa
(bexanHu Mapkepu (JIOKaJTHH) ¢ KPbBHU UHAUKATOPHU (CUCTEMHH).



Hacrosmusar nuceprauvoHeH TpyZ IOTBBPXKAaBa, Y€ CHIIECTBYBAT
KIMHUKOMOPGOJIOTMYHN ¥ JIaDOpaTOPHM KOpeNalMd MpU  pa3jingHa
noxaymsauys Ha KPK o xona na gebenoro yepBo u Te TpsOBa Jja ce B3eMar
IpeaBHJI B OLICHKaTa Ha CTpaTerusATa Ha JICYEHHETO Ha KOHKPETHHUS MMallUeHT,
KakTO ¥ 3a IpPOrHo3ara 3a S5-TOOUINHA NPEXUBIEMOCT CIEJ MPOBEACHO
KOMIUIEKCHO  XHPYTMYHO Y  OHKOJIOTMYHO JieyeHuwe. Jlumcarta Ha
3aJIbJDKMTENIEH CKPUHUHT OCTaBsi MHOTO MAaLlMeHTH ¢ HavayleH craguii Ha KPK
HeoTKpuTH. ToBa mpezpasnonara KbM OaBHO pa3BUTHE U HampenBaHe Ha
CTajusi Ha 3a00JIIBaHETO, OOKAaTO Ce€ M35IBH Beue C HIAKOU OT CBOHMTE
ycnoxHeHus. ToBa moka3Ba HEOOXOOMMOCT OT HallMOHAJIHA CTpaTerds Io
OTHOIIEHHUE Ha 3a4bJDKUTENEH CKpuHUT 3a KPK.

Hs3Boaure — oOumo mect Ha Opodl ca moOpe (GOpMyJIHpaHu H Te
OTroBapsT Ha pPEIIaBaHETO Ha OCHOBHATa LeJ U 3aJayhTe, KOUTO CH €
TIOCTaBUJI JOKTOPAHTA.

IIpuHoOCHTE, KOUTO JUCEPTAHTBHT € U3BEN B Kpas Ha OUCEPTALUMOHHUSA
TPY[, Ca C HAyYHO-IIPUJIOXKEH XapaKTep U ca pe3ysTarT OT ACHHOCTTa JIMYHO
Ha MCepTaHTa, KakTo U Ha KojekTuBa Ha Karenpara mo BrTpewnu Gonectu
npy Memuuuackus dakynrer npu MYVY-IlneBeH. MHOTO IOJIOXKHTENEH €
NPEIJIOKEHUAT alfOPUTHEM 33 PAaHEH CKPUHUHI 3a KOJIOPEKTaJIeH KapLMHOM
(ymoOen 3a KIMHUYHATA MPaKTHKa), eIl MoAo0psBaHe Ha IPOrHo3ara Ha
3a00JIIBaHETO.

ABTopedeparsT € MHOro n00pe opoOpMEH ¥ OTpas3siBa HAIIBJIHO
CBIIHOCTTa Ha IUCEPTALMOHHMS TpyH. IlpaBu MHOro moOpo BreyaTiieHHE
OTJIUYHOTO CTHJIMCTUYHO U U3alHEPCKO OGOpMIICHHE, KAKTO U KauyeCTBOTO

Ha OTIIeYaTBaHe.

H-p Munsana Credanosa [lerpoBa mma 3 MBIHOTEKCTOBH ITyOJIMKALMK
BbB BpPh3Ka C AMCEPTALMOHHHUS TPYH, KaTo MbpBU aBTOp. MIMa ydacTus B
Hay4YHU KOH(EPEHIMU 1 CUMIIO3HMYMH I10 TeMara Ha JUCEPTALMOHHUS TPY/I.

3AKJIFOYEHHUE

IIpencTaBeHUAT [OUCEPTAllMOHEH TpPYA € 3aabibodeH, MpoOJeMeH,
OoYepTaBa ChBPEMEHHUTE CTAHOBHUILA 32 CKPUHUHT, paHHO JMArHOCTHIMpPaHe,
NIOKa3aHUsl, METOOU U KOMIUIEKCEH NUAarHOCTUYHO-TEpPANleBTUUEH IMOIXO IIPH
nanueHTH ¢ KPK. M3rpaneH u BHeOpeH B KIIMHUYHATA NMPAKTHKA aIrOPUTHM
3a paHEH CKpUHUHT. MiMa pe3yntaT ¢ IpUHOCEH XapakTep U MyOIUIUCTUYHH
IIPOSIBU.



H-p Junsna Cr. IleTpoBa nokpuBa HaI'bJIHO MHHUMAJTHUTE HAIIHOHATHH
usrckBanus cbriiacHo 3PACPD u IlpaBunHuka 3a NpUiIoXeHHUETO MY, KaKTO
u [IpaBunnuka Ha MY - [1neBen.

Bcuuko ToBa M /1aBa IpaBO U OCHOBAHHUE Jla MPENOphYaM Ha UIEHOBETE
Ha HX na nagar cBos mosioxuTe/IeH BOT U Ja IPHCHAAT 0Opa3oBaTeHaTa U
Hay4Ha CTelleH “0okmop” Ha n-p Junsna Cr. [letpoga.

Ha ocHoBaHue 4n.59 ot 33J/14

08.10.2026 r. PernienseHr:
/mpod. n-p Pocen MamxoB, 1.M.H./
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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 underwent
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
movements were 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 abnormality was



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

Abdominal ultrasonography was 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 | (10 patients) — four patients with sigmoid colon localisation
and six with rectal carcinoma.

Stage Il (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 Il — 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, B-catenin and 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:

o 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 "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.

o 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.

o 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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