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PEUEH3Le151

Bbpxy
AVICePTa14VIOHeH TPYA Ha

A-p AL•1J7fiHaCTe$aHOBa neTpoBa

MeAVIUVIHCKV1YHVIBePCL,1TeT - nneBeH
„MeAV114VIHa'

KaTeapa „He$ponorMR, xerv1aTonorL,1fi VI racTpoeHTeponorY1fi

Ha TeMa:
'KonopeKTaneH KaP14VIHOM - KilVIHVlKO-MOP$onorVIHHV1, na60paTopHL'1 VI 06pa3Hl'1

C nporHOCTL,1YHa CTOVIHOCT npvl pa3JIL,1HHa J10KaJIM3a14L,1R"

3a nonyqaBaHe Ha 06pa30BaTeJIHaTa VI Hayq}-la CTeneH
„AOKTop"

PeqeH3eHT:
npo$. A-p AHAOHOB, AM.

MeAVIUVIHCKV1YHVIBePCVITeT- nn0BAVIB
PbKOBOAVlTen BTopa KaTeapa no BbTpeU.lHV1 60necTY1

YM6AJ1 "Kacnena" FIJIOBAVIB
HaqaJIHVIK KJIYIHL,1Ka no racTpoeHTeponorL,1fi

I. 3HaMhMOCT h aKTyanHOCT Ha pa3pa60TBaHY151 np06neM.

3HaHVIMOCTTa Ha pa3pa60TBaHL4fi OT A-p AL,1J1fiHa IleTpoBa np06neM ce
onpeaenfi OT TOBa, He KonopeKTaJIHV1fi KaPUVIHOM e cepV103eH COUV1aneH np06nerv1
nopaAY1 BVICOKaTa MY qecTOTa B CBeTOBeH Mauga6 KaKTO VI BVICOKaTa MY CMbPTHOCT.
EnvweMnonornqHb,1Te aaHHVl nol-«a3BaT 3a eAVIH MHOro cepL,103eH 3gpaBocnoBeH
np06neM 3a 06LUeCTBOTO. npeABM>KAa ce B cneABal.14L,1Te 10r. yecTOTaTa Ha
na14V1eHTVITe c KonopeKTaneH KaP14VIHOM aa ce YABOVI. Moxe 6v1 Havi-Ba>KHaTa
npeBeH14L,1A Ha TOBa 3a60J1fiBaHe e OCbLUeCTBfiBaHeTO Ha CKPVlHVIHr npL,1 xopa C

onpeaeneH PL,ICK. MHoro AbP>KaBV1 OTAaBHa ca BbBerlV1 TaKVlBa CKPVIHV1rOBV1 nporparvll,l
VI npv•l THX ce OTMVITa 3Haqv1TeneH e$eKT. B bbnrapM9 Ha T03V1 eTan HAMa BbBeaeHa
TaKaBa nporpaMa VI ce oru,1TBaT OTAeJIHV1 VIHV114V1aTVIBVl no OTHOLUeHV1e Ha CKPMHVIHra.

OT rneAHa TOMKa T03V1 np06neM e oc06eH0 aKTyaneH VI v13cneABaHeT0
Ha Bbnpocme OTHOCHO paHHMR CKPVIHL,1Hr VI AharHOCTL,1KaTa Ha PVICKOBVITe rpynvl
naumeHTV1 no OTHOU-EHE Ha KonopeKTaJIHL,1fiKaPUVIHOM e C oc06eH0 Ba>KHO HayHHO VI

npaKTnqecK0 3HaqeHme.

II. TexHhqecK0 onncaw•le Ha AHCePTaUMOHHhR TPYA.

AVICePTaUVlOHHVlfiTTPYA Ha A-p Al/lJIRHa neTpoBa e HanncaH Ha 196 CTPaHVIUV1.

CTPYKTYPHOTOpa3npeaenel-uqe BKJ1}OHBa: CbAbP)KaHme VI M3n0J13BaHL,1 CbKpaLUeHV1fi -

5 CTP., BbBeaeHne - 4 CTP., JIYITepaypeH 0630P - 61 CTP., I-len 3aaaHL,1 - 2 CTP.,

MaTepman VI MeTOAV1 - 8 CTP., C06CTBeHV1 npoy-lBaHL,1fi - 59 CTP., 06Cb>KAaHe - 22



CTP., 3aKmoqeHne - 2 CTP., b'13BOAV1- 2 CTP., [IPL,IHOCVI - 2 CTP., - 6 CTP.
- 25 CTPaHVIUV1.

nponop14L,1MTe Me»qy OTAeJIHVITe pa3aeJ1b•1 ca cna3eHV1. L/13n0J13BaH e
Jll,1TepaTypeH 6bnrapcK1,1 e3VlK C npaBYIJIHa ynoTpe6a Ha MeAVIL4VIHCKaTa
Teprv1MHonorL,19. AVICePTa14VlOHHV1fiTTPYA e 0HarneaeH c 25 Ta6JIV114V1VI 51 cbmrypvl.

Ill. Pa360p-npeqeHKa Ha AMCePTaUhOHHM51

1. JIMTepaTypeH 0630p.

npeacTaBJ1fiBa 0Kono 31% OT AVICePTaL4VIOHHV1fi TPYA. CbCTaBeH e OT 5
pa3Aena.

(1bPBV1fiT pa3Aen e n0CBeTeH Ha coumanHara 3HaHVIMOCT Ha KonopeKTaJIHV1fi
KaP14VIHOM /KPK/. nocneA0BaTeJIH0 ca pa3rneaaHL'1 aKTyaJIHaTa aa60neBaerv10cT,

CMbPTHOCTTa YI nporH03aTa Ha TOBa 3a60J1fiBaHe. nogp06H0 VI KOMneTeHTHO ca
onncaHY1 PVICKOBVITe cpaKTopL,1 3a KPK. npeacTaBeHb,1 ca ABeTe OCHOBHO V13n0J13BaHV1

aa CKPVIHVIHr npL,1 KPK CKPVlHVIHr, 6a3b4paH Ha npeABapL,1Tef1H0
onpeaenm-le Ha PVICKOBVITe CbaKTOPV1VI nonyna14h0HeH CKPVIHVIHr. Cnea TOBa ca
noKa3aHL,1 aaHHVITe 3a KPK B bbnrapY1fi - qecT0Ta VI pa3nocTpaHeHme, CMbPTHOCT
npe)KMBneMOCT. nocoqeHb1 ca OCHOBHVITe npVIH1,1HV1 3a HeraTVIBHaTa CTaTVICTVIKa B

Bbnrap'.lfi - nuncaTa Ha CKPVIHVIHr VI CbOTBeTHO KbCHa AVIarHOCTVIKa.
BTOPVIRT paaaen pa3rne»qa Ha KPK Tonorpa4)L4fi,

MoneKynnpHa 6L,10norL'1R reHeTVlHHa nepcneKTYIBa. Cnea TOBa ca onncaHL.4
CTaAV11,1Te npV1 KPK cnopea THM CVICTeMaTa. B T03L4 pa3Aen ca npeacTaBeHL,1
anapMnpau4MTe CVIMnTOML,1 npv•l KPK - peKToparV1fi, HMCKO cepyMH0 xeriR30, nporv1RHa
B PYITbMa Ha ynopma KopeMHa 60nKa VI HeMOTVIBVIPaHO 0Tcna6BaHe.

TpeTv1fiT paaaen e nocBeTeH Ha Y13n0J13BaHb,1Te 06pa3HM AL,1arHOCTMHHV1

MeTOAV1 C npeacTaBRHe Ha BapmaHTV1, KOVITO ce npv1naraT cnopea
J10Kar1',13a14L4RTa Ha KPK.

qeTBbPTV1fiT pa3Aen pa3rne»qa nogp06H0 npL,1 KPK M

Bb3naJIMTeJIHVITe qpeBHL,1 3a60J7ABaHVIR Kannp0TeKTL,1H, naKT#ePVIH, MMeno-
nepoKcvlAa3a, M2-nnpyBaT KVIHa3a, HOBeLUKV1 6eTa-AecPeH3MH-2, MaTpvlKcrv1eTano-

Kapqv1Ho-eM6PV10HaJIHb•1fi aHTmreH VI ML,IKPO PHKYI.

no b4HTepeceH Hat-IVIH nocneAHVIRT nena pa3Aen cucTerv1aTM3npa
npeACTaBeHVlTe gal-IHVI B U.ECT KJIIOHOBVI V13BOAa, 06ycnaB9114L•1 V13BbPUEHVITe
C06CTBeHV1 npoYHBaHY1fi.

B 3aKnyoqeHb•1e KaTO AOCTOVIHCTBO Ha AVICePTaLWIOHHL,1R TPYA MO>Ke aa ce
nocot-ll,l, qe npu,l pa3pa60TBaHeT0 Ha nmepaTypHL,1fi 0630P JIVIHVI JUIHHOTO MHeHV1e Ha

aBTopa KPVITVIHHO OTHOLLJeHne KEM np06neMM, KaKTO He TOVI

CbAbP>Ka He06XOAVIMVITe aprYMeHTL.4 aa M360pa Ha ueJITa VI 3aaaqv1Te Ha
AVICePTaUVIOHHV1fi TPYA.

2. I-len M 3aaaqn.

I-lerlTae npeacTaBeHa RCHO VI TOHHO - „Aa ce npoyqaT
MOPCPonorVIHHl,4 VI 06pa3Hv1 xapaKTepmcTL,1KV1 Ha KonopeKTaneH KaPUVIHOM VI

YCTaHOBfiT KOPena14L,1V1 C nporHocTL,1HHa CTOVIHOCT npl,l JIOKaJIL,13aUVIV1"

3a 1,13nbJIHeHY1eT0 Ha Tasm gen A-p AvlJ19Ha neTpoBa CVI nocTaBR UECT
3aaaM1-4, KaTO nocneAHaTa 3aaaqa e L,13pa60TBaHe Ha AVIarHOCTnqeH anropL,1TbM 3a

CKPVlHL,1Hr Ha nal.4VleHTVl C KonopeKTaneH KaPUVIHOM.



TOBa ce noAKper1R OT normqeCKOTO CbOTBeTCTBV1e MOKAY
0630p, ueJITa VI 3aaaHVITe Ha pa60TaTa.

3. MaTepnan M MeTOAh.

IlpoYHBaHeT0 06XBau.4a 06140 90 naumeHTa B TPVI rpynm. rlbpBa rpyna
/TapreTHa rpyna/ - naumeHTV1 c KonopeKTaneH KaPUVIHOM c pa3f1MYHL,1

BTopa rpyna - na14VleHTL,1 c 60necT Ha KPOH ynuep03eH KOTIVIT VI TpeTa rpyna
nagueHTV1 CbC CVIHAPOM Ha pa3apa3HeHOT0 qepB0 (colon irritabile). naumeHTMTe OT

BTopa VI TpeTa rpyna ca KaTO KOHTPOJIHVI rpyru,l Ha nagueHTVITe OT rlbF)Ba

rpyna.
2018-2020r. To e peTpo-neph0AbT Ha npoYHBay-leT0 e 3-rOAV11.ueH

npocneKTVIBH0, KaTO peTpocneKTVlBHaTa MacT 06XBaLUa nepv10A OT ABe rOAVIHV1

2020r. npoYMBaHeT0 e2018-2019r., a npocneKTL,1BHaTa eAHa roAL.,1Ha

MOHOqeHTPVIMHO VI B Hero ca BKmoqeHV1 naUV1eHTV1 Ha Bb3PaCT Haa 18r.,

xocr1L,1Tanv13mpaHL.4 nnaHOB0 ',1JIV1 no cneUJHOCT B KTIVIHVlKVITe no „racTpoeHeponorMfi",
„XeMaTonornn", „OHKowpyprv1fi" VI „llbpaa xmpyprL,1HHa KJIVIHVIKa" Ha YM6Afl „A-p r.
CTPaHCKV1 nneaeH Ha KOVITO e V13BbPl.UeHa AOf1Ha eHAOCKor1V1fi B „racTpo-
AVIarHOCTVIHHO 0TaeneHne" KEM no racTpoeHTeponorL,1R Ha YM6AJ1 „A-p
r. CTPaHCKV1"- nneBeH.

OnncaHY1 ca nogp06H0 BKJIK)HBaU4VITe V131ffl}OHBaU4VITe
IlpeACTaBeHV1 ca MeTOAV1 3a M3cneABaHe Ha naumeHTVITe - aHaMHe3a
VI npernea; BbnPOCHVIK, Cb3AaaeH cnopea KnaCV14)MKaUVIRTa Ha
Rasmussen, CbAbP>KaU4 1-lecneL4V14)VIMHb4 YI cne14L44)b4HHV1 TPeBO>KHV1 CVIMnTOML,1;

CTaHaaPTHV1 na60paTopH1/1 V13cneABaHL,1R; MHCTPYMeHTaJIHV1, XVICTonorVIHHV1 VI

06pa3HL,1 L,13cneABaHV1fi VI V13cneABaHe Ha cPeKaneH KannPOTeKTVIH VI #KaJIHa M2-
nupyBaTKYIHa3a.

CTaTVICTV1qeCKV1fiT at-lar1L,13 e HanpaBeH c 60raTa raMa OT naparv1eTpw-lHL,1

MeTOAV1, A06pe nog6paHb•1 VI VIH4)OPMaTVIBHV1 3a oqeHKa
pa3H006pa3L.qeT0 Ha nonyqeHMTe pe3YJITaTL,1.

4. C06CTBeHh pe3YJITaTh.

npeacTaBJ1fiBaT OKOJIO 26% OT AVICePTaUVIOHHVlfi TPYA. Pa3aeneHL'l ca B

HRKOJIKO pa3Aena, CbOTBeTHO Ha nOCTaBeHVlTe 3aaaYYl.
B nbPBVlRT pa3Aen no VIHTepeceH Hat-IVIH e npeacTaBeHa eAHa 06u.4a rpyna OT

3795 nagueHTV1, nperv1L,1HaJIL4 npe3 „raCTpoauarHOCTL,1HH0 0TaeneHne" KEM KTIVIHL,1KaTa

no racTpoeHTeponorv•1R Ha YM6Afl „A-p r. CTPaHCKh" - nneBeH 3a AVIarHOCTVIHHa
cPL,16p0K0J10HocKor1Y19 3a nepnoaa 2018-2020r. Ilpvl 206 OT TRX e AOKa3aH Kono-
peKTaneH KaPUVIHOM VI Te npeACTaBJ1fiBaT 5.4% OT BCVIMKVI eywocKonmpaHL,1
na14EHTV1. npeacTaBeHh ca TeXHVITe Tonorpa$cw, KMHVIHHVI,
na60paTopHY1, 06pa3HM VI xncTonorL'lHHL,1 CpeAHaTa Bb3pacT Ha
naqneHTVITe c KPK e 67±5.7r. Mb>KeTe c KPK ca 118 (57.3%), a >fGHVITe - 88 (42.7%).
Tonorpa#K0T0 pa3npeaeneHL,1e e cneAHOTO KaPUVIHOM Ha qeKYM
- 22 naUVleHTV1 (10.6%); Ha KOJIOH acqeHAeHC - 33 (16.0%); Ha $neyccypa xenaTL,1Ka -

12 (5.8%); Ha KOJIOH TpaH3Bep3YM -16 (7.8%); Ha $necypa nneHannc - 18 (8.7%);
Ha KOJIOH aecqeHAeHC - 17 (8.2%); Ha KOJIOH CVIrMOVlgeyrv1 - 84 (40.8%); Ha peKTYM —

4 (1.9%). IlpeacTaBeHl/1 ca na60paTopHvlTe aaHHL,1 3a neBK014MT03a,
aHeMV1fi VI 3aBL,1U-leHb4 CTOLhHOCTV1 Ha CRP. Te3V1 na60paTopHL,1 noKa3aTerlL,1

nPORBRBaT CBOATa Hail-BVICOKa CTOVIHOCT B rpynaTa Ha na14EHTV1 C KPK B JIAB KorlOH,



CbC CTaTL,1CTnqecKa 3HaHVIMOCT (p<0.01). [lpm Ta3v1 JIOKaJIV13aL.WIR, Havi yeCTO

3acerHaT e KOI-IOH CVTMOVlaeyrv1 (p<0.01). OT 06140 V13BbPU.EHL,1 206 a6AOMVIHaJIHb•1
exorpacbvu,l, npL,1 41 OT TAX (19.9%) ca BY13yanv13paHL.4 MeTaCTaTVIHHV1 ne3v1L,1 B qepeH
AP06. OT Te3L,1 206 cnyqal,l c AOKa3aHa Heonna3L,1R Ha goneH
VIHTeCTVIHaneH TPaKT, 203 (99%) ca C KonopeKTaneH aaeHOKaPUVIHOM. Cnopea
AL,1CPepeHl.4V1aUVlRTa MY ca nonyqeHb•1 cneAHb•1Te pe3YJITaTb,1 - npv,1 87 na14EHTl,1 e
AOKa3aH Bb4COKOAV1$epeHUVlPaH aaeHOKaPUVIHOM - 42.2%, npv•1 66 - YMepeH0
ALII$epeHunpaH (32.0%), npL,1 50 HVICKOAV1$epeH14L,1PaH (24.3%). npvl Tpnrvla
nal-W1eHTV1 e AOKa3aH HeBpoeHAOKPVIHeH 3J10KaqecTBeH TYMOP (1.5%).

BTOPVIRTpa3Aen gennorpa#Kb4Te, Tonorpa#cKYITe VI KJIVIHL,1MHVITe

Ha TapreTHaTa rpyna naL.weHTV1 c KonopeKTaneH Kapi-VIHOM VI ABere
KOHTPOIIHVI rpynn. naL4V1eHTVITe OT TapreTHaTa rpyna c KonopeKTaneH KaPUVIHOM
Bb3PaCTTa e OT 48 AO 89 roAVIHV1 (cpeAH0 70.57 ± 10.11 roAVIHV1; MeanaHHa Bb3PaCT
71 roAVIHM). npe06naaaBaT Mb>KeTe - 17; /56.67%/; ca 13 /43.33%/ (p <

0.05). npvl naUV1eHTVITe C 60necT Ha KPOH VI ynuep03eH KOJIL,IT Bb3PaCTTa e OT 33 AO
89 roAVIHV1 161.3±16.35r./; MeanaHHa Bb3PaCT 63r. npe06naaaaaT Mb>KeTe - 21;
/70.00%/; ca 9 - 30.00% (p < 0.025). [lpm nagueHTVITe c colon irritabile
Bb3pacrra e OT 35 AO 80r. (cpeAH0 58.2 ± 13.61r.; MeanaHHa Bb3PaCT 61r.

npe06naaaBaT Mb>lGTe - 17/56.67%/, a ca 13 - /43.33%/ (p>0.05). OTHOCHO
CTaAV1fi Ha KPK Hah-ronnrvl e OTHOCVlTeJIHMfiT Ha nat4V1eHTMTe BBB BTOPVI CTaAVlV1
Ha 3a60J1fiBaHeTO - 19 /63.33%/ (p<0.05). AeceT 60JIHV1 ca B rlbpBL,1 CTaAVlVl, eAHa
60JIHa - B TpeTb4 CTaAL,1bi Ha KPK.

TpeTV1fiT pa3Aen npeacTaBfi M3cneABaHVITe na60paTopHL,1 noKa3aTeJ1b4
xeMorn06L4H, neBKOUVITV1, C-peaKTb4BeH npoTev1H, cbeKaneH KannPOTeKTVIH VI

M2-nnpYBaTKMHa3a B TPVITe rpynvl. BCVIHKVI naL4VleHTV1 B TapreTHara rpyna ca C

xeMorn06L4H noa AOJIHaTa pe#epeHTHa rpaHL,1ua, n0BVIUjeH C-peaKTL,1BeH npoTeL,1H VI

#eKaJIHa M2-nnpYBaTKMHa3a VI CTOLhHOCTV1 Ha cPeKaJIHL,1fi Kannp0TeKTMH Haa
HOPMaTa. BbB BTopaTa rpyna - nagueHTV1 C 60necT Ha KPOH VI fi3BeH KOJIL,IT, neT ca C

HVICKVI CTOiHOCTV1 Ha xeMorn06MHa, neT CbC aaBVIUEHV1 CTOVIHOCTVI Ha cpeKaJIHL,1R

KannPOTeKTVIH YI 21 CbC 3aBVlU-EHl,1 CTOLhHOCTV1 Ha 4)eKaJIHaTa M2-nnpyBaTK1'1Ha3a. B

TpeTara rpyna - naumeHTL4 c KonoH mpL4Ta6nne eAL4HCTBeHO ca YCTaHOBeHL,1 1-IECT

naumeHTa CbC 3aBV11.UeHV1 CTOLiHOCTV1 Ha (bearlHaTa M2-nnpYBaTKl,1Ha3a.
qeTBbPTMRT pa3Aen npeacTaBR pe3YJITaTL4Te OT cpaBHVITeJIHOTO npoyHBaHe

Ha V13cneABaHVITe na60paTopHv1 noKa3aTeJ11,1 Mexay naumeHTVITe c KonopeKTaneH
KaPUL,1HOM VI Team C naumeHTMTe OT ABeTe KOHTPOJIHVI rpyru,l. BcMHK1,1 61,10MapKepb4

noKa3BaT CTaTVICTV1qeCKV1 no-BVICOKO 3HaHVIMV1 HVIBa Ha Me»qy TPL,1Te rpynm
cpeKaneH KannPOTeKTVIH: rlbF)Ba rpyna - 589.8, BTopa rpyna - 166.9, TpeTa rpyna

25.4; #eKaJIHa - nbpBa rpyna - 52.3, BTopa rpyna - 6.0, TpeTa
rpyna - 3.0. CRP: [lpm C-peaKTVIBHV19 npoTeVlH CTOVIHOCTVITe B nbpaaTa rpyna ca no-
BVICOKVI OT Te3L,1 B ABeTe KOHTPOJIHVI rpynu, KaTO CTOVIHOCTVlTe B KOHTPOJIHMTe rpynv•l

He noKa3BaT CTaTVICTmqeCKVl pa3J1b'1Llb49 - 38.4 KEM 3.5 KEM 3.1.
B nocneAHL,1RT neTL,1 pa3Aen ce npeACTaB9T YCTaHOBeHVITe npv•l V13CneABaHeTO

MVIHVIKO-MOP$onorVIHHV1, na60paTopHL,1 06pa3HL,1 KOPena14VIV1 c nporHocTl,11-lHa

CTOVIHOCT npv•l nagueHTV1 C pa3J11,1MHa JIOKaJIL,13a14VIR Ha KonopeKTaneH Kapi-VIHOM.
L"13n0J13BaHY1 ca HAKOrlKO CTaTVICTmqeCKV1 MeTOAa. C gen YCTaHOB9BaHe Ha
KopenaL4L,1V1 MOKAY pa3rlL,1HHMTe 61,10MapKepv1 npL,1 naqneHTL,1 c KPK e V13rOTBeHa
KopenaL4L40HHa TonnVIHHa KapTa, KORTO noKa3Ba cnnaTa VI nocoKaTa Ha JIVIHeLiHVITe

BPb3KV1 eAHOBPeMeHHO Me»qay MHO>IGCTBO Pe3YJITaTL,1Te noKa3BaT, He
KannPOTeKTMHbT, M2-nmpYBaTK"1Ha3a VI C-peaKTVIBHVIR npoTeL,1H ca cunH0
norlO>KVITeJIHO KopennpaHL,1, xervqorn06MHbT e c OTPV1qaTeJIHa Kopena14L,1fi, a



neBKOUVITVITe ca c YMepeHa KopenalÅVIR cnpRM0 Bb3nanv1TenHL,1Te

MapKepv1. no rpynvl. Mpe3 Boxplot /60KCOBa AYIarpaMa/ e YCTaHOBeHO, ge ca Hannue
CTaTVICTV1qeCKV1 3HaHVIMV1 pa3JIYIHL,1R Me»qy TapreTHaTa VI KOHTPOJIHVITe rpynv•l OTHOCHO

#eKaJIHV1fi Kannp0TeKTVlH, M2-nmpYBaTKL4Ha3aTa, C-peaKTVIBHV1fi npoTeL,1H - no-BVICOK
B TapreTHaTa rpyna VI xeMorn06b4Ha - no-HVICbK B TapreTHaTa rpyna. Cnea TOBa ca
I,13n0J13BaHM ouge HRKOJIKO CTaTVICTV1yeCKV1 MeTOAa, B n0TBbP>iqeHV1e Ha nonyqeHL,1Te

Kopenaunvl.

06Cb)1qaHeTO Ha pe3YJITaTYITe e 3aAbJ160qeH0 VI KOMneTeHTHO. B Hero
nocneA0BaTenH0 ce aHaJIL,13L.qpaT VI 06061-qaBaT nonyqeHMTe pe3YJITaTM no
OTHOLLleHV1e Ha KJIVlHVIMHaTa xapaKTepncTVIKa Ha V13cneABaHVITe naumeHTV1, aaHHVlTe
OT na60paTopHL,1Te VI 06pa3Hv1 MeTOAVIKV1 VI CbOTBeTHO
nonyqeHL,1Te pe3yr1TaTL4 OT L,13n0J13BaHMTe CTaTVlCTVlqeCKVl MeTOAV1 3a onpeaenmqe Ha
CbOTBeTHV1 KOPenaUVIOHHV1 3aBVICVIMOCTV1 Me»qy V13cneABaHVITe noKa3aTeJIY1.

Pa3rneaaHY1 ca Kp1'1TepL,1L4 KaTO Bb3PaCT, non, JIOKaJIV13aUVlfi,

CVIMnTOMV1, XVICTonorVIMHa HaxoAKa VI V13cneABaHVlTe 6v10MapKepL,1. VIAeRTa e aa ce
KOM6VIHb4PaTJ10KaJIHL4 #eKaJIHV1Maptcepb.,l CbC CVICTeMHV1 KPbBHV1 VIHAVIKaTOPV1. qpe3

6monorMMHV1naHen OT V13cneABaHV1fi ce oqepTaBaTT03Vl

npoc>nna - 3110KaqeCTBeH, Bb3nanv1TeneH VI $YHK14VlOHaneHnpo$nnvl.
06Cb>KaaHeTO Ha pe3YJITaTL4Te 3aBbPU-lBa C npeanoxeH anropL,1TbM 3a paHeH

CKPVIHVlHr Ha KPK. TOBa e eAHa OT Hail-CVlf1HL,1Te CTpaHl,1 Ha AVICePTalAVIOHHV1fi TPYA -

anropL,1TbM 3a paHeH CKPVIHVIHr 3a KPK, n0AXOARU4 3a OTKPVIBaHe Ha naumeHT1-4 CbC
CPeaeH/nOBL,1U-jeH PVICK OT KPK, nOAXOAfiLU aa nbPBvlMHaTa MeAVIUVIHCKa nOMOU4. no
MHoro AOCTbneH HaqVIH ca npeacTaBeHl,1 He06XOAVIMVlTeCTMIKVI 3a noBeaeHne npvl

Te3L,1 naumeHTV1.

6. V13BOAh.

AncepTa14M9Ta 3aBbPUJBa C 4)opMynnpaHeT0 Ha I-UeCT V13BOAa. BceKY1 eAL4H OT

TAX e cpopMynnpaH npaBVIJIH0 YI CbAbP>Ka ageKBaTHa VIH$OPMaUV1fi.Te3L•1 V13BOA1,1

HanbJIH0 TOMHO Lil 0606L.UeHO 0Tpa3RBaT nonyqeHMTe gam-IVI VI CbOTBeTCTBaT Ha
nocTaBeHVITe gen VI 3aaaqv1. CHVITarv1, He L.UeCTV1fi V13BOA e AOCTa npocTpaHCTBeH VI 6V1

Morbil aa ce CbKpaTV1.

7.Sh6nnorpaci)hR.

6m6nnorpa4)Y1fiTa Ha AVICePTaUVIOHHV1fi TPYA cbAbpxa 296 3arnaBL,1fi. OT
22 ca Ha Kb•lpvtnmua VI 274 Ha naTL,1Hnqa. 3HaHMTeJIHa qacT OT UVITVlpaHV1fiTa ca OT

nocneAHv1Te 10 rOAVIHV1. Bc',1HKL-4 14VITL.,1paHV1 aBTOPV1 VIMaT HenocpeACTBeH0
OTHOU.EHV1e KEM nPOY'-lBaHL,151 np06nerv1. Te ca KOPeKTHO TaM, KbAeTO e
He06XOAVIMO, Cb06pa3H0 ueJITa VI 3aaaHL.4Te Ha AVICePTaUV1fiTa.

IV. HayHHa CTO"HOCT Ha AhcePTaUMfiTa.

AMCePTaUVIOHHV1fiTTPYA Ha A-p AL,1JIRHa neTpoBa npeacTaBJ1fiBa peTpo- VI

npocneKTVIBH0 npoyHBaHe, nocBeTeH0 Ha na14EHTVITe C KPK, Bb3nanVITeJIHV1 qpeBHV1
3a60JIRBaHb4fi M KOJIOH upv1Ta6mne. npmnoxeH e UJVIPOK naHen OT L.43cneABaHVlR,



KOVITO noAKpenfiT HanpaBeHL,1Te 3aKmoqeHVIR. C oc06eHO HaygH0-npaKTnqecK0
3HaqeHl'1e 3a cTpaHaTa e Cb3aaaeHVIR anr0PL,1TbM 3a paHeH CKPVIHVIHr Ha KPK.

npnennarvl HanbJIHO npMHocL,1Te Ha ancePTaL4V19Ta, KOVITO MoraT aa ce
060C06fiT K2KTO cneABa: ld-ECT npb,1Hoca c opurL,1HaneH xapaKTep, c oc06eH0 Ba>KHO
3HaqeHne Ha nocneAHVlR UECTVI npL,1Hoc - npeanoxeH e anropL4TbM aa paHeH
CKPVlHVIHr aa KonopeKTaneH KaPUVIHOM (ya06eH 3a KJIVIHVIHHara npaKTL4Ka),

nog06pABaHe Ha nporH03aTa Ha 3a60J1fiBaHeT0 M neT npL,1Hoca C n0TBbPAL,1TeneH VI

HayHH0-npnnoxeH xapaKTep.

V.ny6r1hKaL4hM.•

BBB BPb3Ka c AVICePTaUVIOHHVIR TPYA A-p AvlJ1fiHa neTpoBa e ny6JIMKYBana
061.40 TPI,I HayHHY1 ny6J1b1KaLW1b4, eAHa OT KOVITO pe$epnpaHa, KaTO BBB BCVIHKVI OT TRX
e rlbpB1,1 aBTOP. Tn b4Ma 1-4 oceM B 6bnrapcKL.'l KOH$epeHUVIL4. L'IMa
eAHO yqacu•le B Hay-IHO-V13cneAOBaTeJ7CKV1 npoeKT Ha Tervla: „KonopeKTaneH

KJIL4HVlKOMOP$onorL,1HHV1, na60paTopH1,1 06pa3HL4 Kopenauvll,l cKaPUVIHOM
nporHocTL,11-lHa CTOLiHOCT npl,l pa3J7L4HHa JIOKaJIV13a14L,1fi" . TOBa e HanbJIHO AOCTaTbYHO
cnpmvlo

0606u.4eH0 pa360pbT-npeueHKa Ha AVICePTa14b,1fiTa noKa3Ba, ge TA e
AbnrorOAVILLEH TPYA Ha L,13rpaaeH racTpoeHTeponor CbC 3aAbn60qeHO KJIVIHVIHHO

MmcneHe, KOVITO npL,1TexaBa cnOC06HOCT yrvleno aa peanuwpa VIAeL.4Te CVI OTJUIYHO

aa CBbP3Ba C06CTBeHVITe cvt pe3YJITaTb,1 C MHOrOTO pa3H006pa3HL,1 m qecT0

gab-II-WI B Jil,1TepaypaTa.

3aKJ1}oqeHhe:

npeacTaaeHYIRT TPYA e nnoa Ha MHOrorOAVILLlHV1 npoYMBaHL,1R Ha A-p AL.1JIRHa
neTpoBa. Tovi CbAbP)Ka VI npvuqocb,1 3a paHHL,1fi

CKPVlHVIHr npl,l KPK. 3a ueJITa e 1,13n0f13BaH ronRM Ha60p OT no xapaKTep
cneUV1$VIHHOCTMeTOAVIKV1. no 3HaHVIMOCT, aKTyaJIHocT opurL,1HarlHocT TPYAbT
npv1TexaBa BCVIHKL,I KaqecTBa Ha AVICePTaUV1fi 3a npL,1A06MBaHe Ha 06pa30BaTef1HaTa
HayMHa cTeneH „A0KTop" VI 0Tr0BapR Ha ycJ10BL.4fiTa 3a TOBa, onncaHL,1 B 3aKOHbT 3a

Ha aKaaeMVIMHV1fi CbCTaB „npaBVIJIHL,1K 3a Ha aKaaeMVIHHVIR
CBCTaB" B MeAV1141,1HCKM YHb•1BePCVITeT- nneBeH.

BchMKh Te3h AOCTOiHCTBa Ha AVICePTaUhOHHb•1R Tpya Mh aaBaT npaB0
y6eaeH0 aa aaxa nono>KMTeJIHa peueH3b•1R Ha A-p AhJIRHa neTpoBa 3a

nonyqaBaHe Ha 06pa30BaTerjHaTa h Hayql-la cTeneH „AOKTOP" h aa nph30Ba
qneH0BeTe Ha YBaxaeMOT0 HayMH0 CbLUO Aa AaaaT CBORTa nono>KMTenHa
ogeHKa.

06 OKTOMBPL,1 2026r.
/npo$. A-p BINAOHOB,AM./
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l. Significance and Relevance of the Research Problem

The significance of the research problem addressed by Dr. Dilyana Petrova
stems from the fact that colorectal carcinoma represents a major public health

concern owing to its high incidence worldwide and its considerable mortality.
Epidemiological data indicate that it poses a substantial health burden on society.
The number of patients with colorectal carcinoma is projected to double over the next
ten years. Perhaps the most important preventive measure against this disease is
screening among individuals at defined levels of risk. Many countries have
implemented such screening programmes for a considerable period and have
reported substantial benefits. At present, Bulgaria has no established national

screening programme, although individual screening initiatives are being undertaken.

From this perspective, the research problem is particularly relevant.

Investigating issues related to early screening and the identification of patient groups
at risk of colorectal carcinoma is of considerable scientific and practical importance.

II. Technical Description of the Dissertation

Dr. Dilyana Petrova's dissertation comprises 196 pages. Its structure is as
follows: Table of Contents and Abbreviations - 5 pages; Introduction - 4 pages;
Literature Review - 61 pages; Aim and Objectives - 2 pages; Materials and Methods -



8 pages; Original Research - 59 pages; Discussion - 22 pages; Conclusion - 2 pages;
Contributions - 2 pages; Appendices - 6 pages; Bibliography - 25 pages.

The proportions of the individual sections are appropriate. The dissertation is
written in grammatically correct Bulgarian, with proper use of medical terminology. It

is illustrated with 25 tables and 51 figures.

Ill. Critical Analysis and Evaluation of the Dissertation

1. Literature Review

The literature review accounts for approximately 31% of the dissertation and
consists of five sections.

The first section addresses the public health significance of colorectal
carcinoma (CRC). The current incidence, mortality and prognosis of the disease are
examined systematically. The risk factors for CRC are described in detail and with a
high degree of competence. The two main screening strategies used for CRC are
presented: screening based on prior risk assessment and population-based
screening. Data on CRC in Bulgaria are then reviewed, including incidence,
prevalence, mortality and survival. The principal reasons for the unfavourable
national statistics are identified as the lack of screening and the resulting late
diagnosis.

The second section examines the anatomical distribution of CRC, its molecular
biology and the genetic perspective. The stages of CRC are then described
according to the TNM classification. This section also presents the alarm symptoms
associated with CRC, including rectal bleeding, low serum iron levels, changes in
bowel habits, persistent abdominal pain and unexplained weight loss.

The third section is devoted to the imaging modalities used in diagnosis and
presents the different options employed according to the location of CRC.

The fourth section provides a detailed review of biomarkers associated with
CRC and inflammatory bowel diseases, including calprotectin, lactoferrin,

beta-defensin-2, matrixmyeloperoxidase, M2-pyruvate kinase, human
metalloproteinases, carcinoembryonic antigen and microRNAs.

The final, fifth section provides an interesting synthesis of the data presented,

organised into six key conclusions that underpin the original research conducted.

In conclusion, one of the strengths of the dissertation is that the literature
review reflects the author's own perspective and critical assessment of the issues
discussed. It also provides the necessary rationale for the selection of the
dissertation's aim and objectives.

2. Aim and Objectives



The aim is clearly and precisely formulated: "To investigate the clinical,
laboratory, morphological and imaging characteristics of colorectal carcinoma and to

establish correlations with prognostic value across different tumour locations.'

To achieve this aim, Dr. Dilyana Petrova has formulated six objectives, the

final one being the development of a diagnostic algorithm for screening patients for
colorectal carcinoma.

The logical consistency between the literature review, the stated aim and the
research objectives further supports the soundness of the research design.

3. Materials and Methods

The study includes a total of 90 patients divided into three groups. The first
group (target group) comprises patients with colorectal carcinoma at different
anatomical locations; the second group comprises patients with Crohn's disease and
ulcerative colitis; and the third group comprises patients with irritable bowel syndrome
(colon irritabile). The patients in the second and third groups served as controls for
those in the first group.

The study covers a three-year period, from 2018 to 2020. It has a
retrospective-prospective design, with the retrospective component covering two
years (2018-2019) and the prospective component covering one year (2020). The
study is monocentric and includes patients over 18 years of age who were admitted
electively or as emergencies to the Departments of Gastroenterology, Haematology,
Oncological Surgery and First Surgery at Dr. Georgi Stranski University Hospital,

Pleven, and who undement lower gastrointestinal endoscopy in the Gastro-
Diagnostic Unit of the Department of Gastroenterology at the same hospital.

The inclusion and exclusion criteria are described in detail. The methods used
to assess the patients are presented, including medical history and physical
examination; a questionnaire developed in accordance with the Rasmussen
classification and comprising nonspecific and specific alarm symptoms; routine

laboratory tests; instrumental, histological and imaging investigations; and the
assessment of faecal calprotectin and faecal M2-pyruvate kinase.

The statistical analysis employs a broad range of parametric and non-
parametric methods, appropriately selected and informative for evaluating the
diversity of the results obtained.

4. Original Research Findings

The original research findings account for approximately 26% of the
dissertation. They are divided into several sections corresponding to the stated
research objectives.

The first section presents, in an informative manner, a general cohort of 3,795
patients who underwent diagnostic fibrocolonoscopy at the Gastro-Diagnostic Unit of
the Department of Gastroenterology at Dr. Georgi Stranski University Hospital,

Pleven, during the period 2018-2020. Colorectal carcinoma was confirmed in 206 of



these patients, representing 5.4% of all patients who underwent endoscopy. Their
demographic, topographical, clinical, laboratory, imaging and histological
characteristics are presented.

The mean age of the patients with CRC was 67±5.7 years. There were 118
men (57.3%) and 88 women (42.7%). The anatomical distribution was as follows:

caecal carcinoma - 22 patients (10.6%); ascending colon - 33 (16.0%); hepatic
flexure - 12 (5.8%); transverse colon - 16 (7.8%); splenic flexure - 18 (8.7%);
descending colon - 17 (8.2%); sigmoid colon - 84 (40.8%); and rectum - 4 (1.9%).

Laboratory findings of leukocytosis, anaemia and elevated C-reactive protein
(CRP) levels are presented. These laboratory parameters reached their highest
values in the group of patients with left-sided colonic CRC, with statistical significance
(p<0.01). Within this anatomical location, the sigmoid colon was the most frequently
affected site (p<0.01).

Of the 206 abdominal ultrasound examinations performed, metastatic liver
lesions were visualised in 41 cases (19.9%). Of the 206 cases with confirmed
neoplasia of the lower intestinal tract, 203 (99%) were diagnosed with colorectal
adenocarcinoma. The distribution according to the degree of differentiation was as
follows: well-differentiated adenocarcinoma in 87 patients (42.2%), moderately
differentiated adenocarcinoma in 66 (32.0%), and poorly differentiated

adenocarcinoma in 50 (24.3%). A malignant neuroendocrine tumour was confirmed
in three patients (1.5%).

The second section examines the demographic, topographical and clinical
characteristics of the target group of patients with colorectal carcinoma and the two
control groups. In the target group, patients with CRC ranged in age from 48 to 89
years, with a mean age of 70.57±10.11 years and a median age of 71 years. Men
predominated, accounting for 17 patients (56.67%), while women accounted for 13
(43.33%) (p<O.05).

Among patients with Crohn's disease and ulcerative colitis, ages ranged from
33 to 89 years, with a mean age of 61.3±16.35 years and a median age of 63 years.
Men predominated, accounting for 21 patients (70.00%), while women accounted for

9 (30.00%) (p < 0.025).

In the group of patients with colon irritabile, ages ranged from 35 to 80 years,
with a mean age of 58.2 ± 13.61 years and a median age of 61 years. There were 17
men (56.67%) and 13 women (43.33%) (p>O.05).

Regarding CRC stage, the largest proportion of patients were diagnosed at

stage II, accounting for 19 patients (63.33%) (p<0.05). Ten patients were at stage I,

while one female patient was at stage Ill.

The third section presents the laboratory parameters investigated in the three

groups: haemoglobin, leukocyte count, C-reactive protein, faecal calprotectin and
faecal M2-pyruvate kinase. All patients in the target group had haemoglobin levels

below the lower reference limit, elevated CRP and faecal M2-pyruvate kinase levels,
and faecal calprotectin levels above the normal range. In the second group,



comprising patients with Crohn's disease and ulcerative colitis, five patients had low

haemoglobin levels, five had elevated faecal calprotectin levels, and 21 had elevated

faecal M2-pyruvate kinase levels. In the third group, comprising patients with irritable
bowel syndrome, elevated faecal M2-pyruvate kinase levels were identified in only six
patients.

The fourth section presents the results of the comparative analysis of the

laboratory parameters between patients with colorectal carcinoma and those in the
two control groups. All biomarkers demonstrated statistically significant differences
across the three groups. Faecal calprotectin levels were 589.8 in the first group,
166.9 in the second group and 25.4 in the third group. Faecal M2-pyruvate kinase
levels were 52.3, 6.0 and 3.0, respectively. Regarding CRP, the values in the first
group were higher than those in either control group, whereas no statistically
significant difference was observed between the two control groups. The respective
values were 38.4, 3.5 and 3.1.

The fifth and final section presents the clinical, morphological, laboratory and
imaging correlations with prognostic value identified in patients with colorectal

carcinoma at different anatomical locations. Several statistical methods were
employed. To identify correlations between the different biomarkers in patients with
CRC, a correlation heatmap was generated to illustrate the strength and direction of

linear relationships among multiple variables simultaneously. The results showed
strong positive correlations between calprotectin, M2-pyruvate kinase and C-reactive
protein. Haemoglobin showed a negative correlation, whereas the leukocyte count
demonstrated a moderate positive correlation with the inflammatory markers. Box
plots revealed statistically significant differences between the target and control

groups in faecal calprotectin, M2-pyruvate kinase and C-reactive protein levels, which
were higher in the target group, and haemoglobin levels, which were lower in the
target group. Several additional statistical methods were subsequently applied to
corroborate the observed correlations.

5. Discussion

The discussion of the results is thorough and competent. The findings are
analysed and synthesised systematically in relation to the clinical characteristics of

the patients studied, the laboratory results, the imaging methods employed and the
findings obtained through statistical analyses designed to establish correlations
between the variables investigated.

Prognostic factors such as age, sex, tumour location, symptoms, histological
findings and the biomarkers examined are discussed. The underlying concept is to

combine local faecal markers with systemic blood indicators. This panel of

investigations delineates three biological profiles: malignant, inflammatory and
functional.

The discussion concludes with a proposed algorithm for early CRC screening.
This is one of the strongest aspects of the dissertation: the proposed early screening
algorithm is suitable for identifying patients at moderate or increased risk of CRC and
can be applied in primary healthcare. The recommended management steps for
these patients are presented in a clear and accessible manner.



6. Conclusions

The dissertation concludes with six statements. Each is appropriately
formulated and contains relevant information. Together, these conclusions accurately
and concisely reflect the findings and correspond to the stated aim and objectives. In
my opinion, the sixth conclusion is rather lengthy and could be shortened.

7. Bibliography

The dissertation bibliography contains 296 references, of which 22 are in
Cyrillic script and 274 in Latin script. A substantial proportion of the cited publications
date from the last ten years. All cited authors are directly relevant to the research
topic. References are appropriately cited wherever necessary and in accordance with
the aim and objectives of the dissertation.

IV. Scientific Value of the Dissertation

Dr. Dilyana Petrova's dissertation presents a retrospective and prospective
study focusing on patients with colorectal carcinoma, inflammatory bowel diseases
and irritable bowel syndrome. A broad panel of investigations was employed to
support the conclusions drawn. Of particular scientific and practical significance for
Bulgaria is the development of an algorithm for early CRC screening.

I fully endorse the contributions of the dissertation, which can be classified as
follows: six original contributions, the sixth being of patticular importance, as it

proposes an algorithm for early colorectal carcinoma screening that is suitable for
clinical practice and aims to improve the prognosis of the disease; and five
contributions of a confirmatory and applied scientific nature.

V. Publications

In connection with the dissertation, Dr. Dilyana Petrova has published a total
of three scientific papers, one of which is indexed in an abstracting database. She is

the first author of all three publications. She has also participated in eight Bulgarian

scientific conferences and in one research project entitled "Colorectal Carcinoma —

Clinical, Morphological, Laboratory and Imaging Correlations with Prognostic Value
According to Tumour Location". This publication and research activity fully meets the
relevant requirements.

Overall, the critical assessment of the dissertation demonstrates that it is the
result of many years of work by an established gastroenterologist with well-developed
clinical reasoning, who possesses the ability to translate ideas effectively into

research and to relate her own findings skilfully to the extensive, diverse and often
conflicting evidence in the literature.

Conclusion

The dissertation submitted is the outcome of many years of research
conducted by Dr. Dilyana Petrova. It contains original and applied scientific



contributions to the field of early CRC screening. A broad range of methods differing
in nature and specificity has been employed to achieve this aim.

In terms of significance, relevance and originality, the dissertation meets all
the requirements for the award of the educational and scientific degree of "Doctor"
and complies with the provisions of the Development of Academic Staff in the
Republic of Bulgaria Act and the Regulations on the Development of Academic Staff
at Medical University - Pleven.

In view of all these merits, I am confident in giving a positive assessment of Dr.
Dilyana Petrova's dissertation for the award of the educational and scientific degree
of "Doctor", and I invite the esteemed members of the Scientific Jury to express their
positive evaluation as well.

6 October 2026 Reviewer:

(Prof. Vladimi onov, MD, PhD)


