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PELEH3UA

BBbPXY
AucepTaunoHeH Tpya Ha
O-p AvnaHa CtedaHosa NeTposa

MeauuuHckn YHuepcuTeT - [neseH
dakyntet ,MeamumHa”
KaTtegpa ,Hedponorusi, xemaTtonorna n racTpoeHTeponorus’

Ha Tema:
"KonopekTaneH KapuMHOM - KIIMHUKO-MOPOSOrMyHN, nabopaTtopHu 1 obpasHy
Kopernauuy ¢ MPOrHOCTUYHA CTOMHOCT NpU pasnuyHa rokanusaums’”

3a nony4yaBaHe Ha obpasoBaTenHarta u Hay4yHa cTeneH
~JoKTop”

PeueHs3eHT:
Mpodh. a-p Bnagnmup AHOOHOB, M.

MepguumHcku YHuBepcuTeT - [nosguse
PbkoBoguTten Btopa Kategpa no BbTpeLluHn bonectu
YMBAIJ “Kacnena” lNnoeaue
HavanHuk KnuHuka no racTpoeHTeponorus

|. 3HAYMMOCT M aKTyasriHOCT Ha pa3paboTBaHMA nNpodnem.

3HaunmocTTa Ha paspabortBaHus oT A-p [unaHa [letpoBa npobnem ce
onpegenst OT ToBa, Ye KOSIOpEKTaNHUA KapuMHOM € CEepuo3eH couuaneH npobnem
nopagu Bucokata My YecTtoTa B CBETOBEH Mallad KakTo U BUCOKATa My CMbPTHOCT.
EnugemuonornyHnte paHHM MokaseBaT 3a €4uMH MHOro Cepuo3eH 34paBOCiOBEH
npobnem 3a obuwectsoTo. [lpeaswxga ce B cneasawmte 10r. yectotata Ha
nauuMeHTUTE C KOSIOpeKTaneH kapuuvHom pga ce ygsou. Moxe ©Ou Han-BaxHaTta
npeBeHUMs Ha ToBa 3abonsBaHe € OCbLUECTBABAHETO Ha CKPWMHWMHI Npu Xopa C
onpeaeneH puck. MHoro gbpasu oTAaBHa ca BbBENW TakMBa CKPUHUIOBU Nporpamm
N Npu TSX Ce oTYuTa 3HavuTeneH edekt. B bbnrapus Ha To3u eTan HAMa BbBeAeHa
TakaBa nporpama u ce onuTBaT OTAENHN NHULUMATUBY NO OTHOLUEHUE HA CKPUHUHTA.

OT Tasu rmegHa To4ka TO3U npobnem e ocobeHo akTyaneH u nscnegsaHeTo
Ha BBMPOCUTE OTHOCHO PaHHUSA CKPUHWHI U AMarHocTvkaTa Ha PUCKOBUTE rpynu
nauneHTn No OTHOLLEHWE Ha KONOopEeKTanHUsa KapLuMHOM € C 0COBEHO BaXXKHO Hay4HO U
NPakTU4YECKO 3HAYEHMe.

Il. TexHM4Yecko onucaHue Ha gUCepPTaLUOHHUA TPYA.

AucepTauynoHHUAT Tpya Ha A-p AunsaHa MeTpoea e HanucaH Ha 196 cTpaHuum.
CTpyKkTypHOTO pasnpegenenune Bkioyea: CbabpKaHue 1 U3nonsBaHn CbKkpalleHus -
5 cTp., BbBegeHue - 4 ctp., JlntepatypeH o63op - 61 cTp., Llen u 3agaum - 2 c1p.,
MaTepuan n metogu - 8 cTtp., CobctBeHu npoyusaHusa - 59 ctp., O6cwxaaHe - 22



CTp., 3akntoyeHue - 2 cTp., Mssoaum - 2 ctp., MpuHocu - 2 cTp., MpunoxeHus - 6 cTp.
Bubnuorpadus - 25 ctpaHuum.

Mponopuunte Mexay oTAENHUTE pasgenu ca cnaseHn. WanonseaH e
nutepatypeH ObnrapckM es3uk ¢ npaBunHa ynotpeba Ha MeguumHckaTa
TepMuHonorus. [lncepTaumoHHUaT Tpya € oHarneaeH ¢ 25 tabnuum n 51 curypu.

lll. Pa36op-npeueHka Ha AucepTaLUOHHUSA TPYA.

1. JlutepatypeH 0630p.

MNpencraesnssa okono 31% oT AucepTauumoHHus Tpyd. CbecTaBeH € oT 5
pasgena.

[MbpBMAT pasgen e NocBeTeH Ha couuanHata 3Ha4YMMOCT Ha KONOPEKTanHus
kapuuHom /KPK/. lMocnepoBaTtenHo ca pasrnefaHn aktyanHaTta 3aboneBaemocT,
CMbPTHOCTTa U MporHosata Ha ToBa 3abonssaHe. [logpobHO M KOMMNETEHTHO ca
onucaHu puckosute daktopu 3a KPK. lNpeacraBeHu ca geete OCHOBHO U3MON3BaHU
ctpatermm 3a ckpuHuHr npu KPK - ckpuHuHr, 6asupaH Ha npegsBapuTenHo
onpegensHe Ha PUCKOBUTE akTtopu K nonynauuoHeH CcKpuHuHr. Cnep TtoBa ca
nokasaHu gaHHute 3a KPK B Bbnrapus - yectota u pasnoctpaHeHue, CMbPTHOCT ”
npexuBsaemMocT. [locoyeHn ca OCHOBHUTE MPUYUHKM 3a HeraTuBHaTa CTaTUCTMKa B
Bbnrapus - nuncaTta Ha CKPUHUHT Y CbOTBETHO KbCHa AMArHOCTUKA.

Bropuat pasgen pasmexga nokanusaumata Ha KPK - Tonorpadwus,
MorekynspHa ©Ouonorma u reHetuyHa nepcnektuBa. Cnep ToBa ca  OnucaHu
craguute npu KPK cnopeg THM cuctemata. B T03u pasgen ca npeacraBeHu
anapmupatyute cumntomu npu KPK - pektoparusi, HUCKO CEPYMHO Xenaso, NpoMsaHa
B puTbMa Ha Aedekauus, ynoputa kopemHa 6onka n HeMoTUBMpaHO oTcrabsaHe.

Tpetnat pasgen € nocBeTEH Ha WU3Non3BaHuTe obpasHu AMarHOCTUYHM
MeToAM C NpeAcTaBfAHE Ha pasfMYHUTE BapuaHTW, KOUTO ce npwunarat crnopepg
nokanusaumsTta Ha KPK.

YeTBbpTUSAT pasgen pasmexga noapobHo 6uomapkepute npu KPK wu
Bb3nanuTtenHute 4YpesHu 3abonaBaHuss - KannpoTeKTWH, NakToepuH, Mueno-
nepokcugasa, M2-nupyBaT kuMHasa, 4oBelwkn GeTa-gedeH3nH-2, maTpukcMmeTano-
npoTenHasun, KapunHo-eMBbpuoHanHua aHTureH n mukpo PHKu.

Mo uHTepeceH HauMH nNOCNEAHVMAT nNeTum pasgen cuctematusupa
npeacTaBeHUTeE [daHHM B LWIECT KoYoBM UM3BOAa, obOycnasslM U3BbPLUEHUTE
cobCTBEHM NPOYyYBaHUS.

B 3aknioyeHne KaTto AOCTOMHCTBO Ha AMCEPTAUMOHHUS TPyd MOXe [a ce
nocoyun, Ye npu paspaboTBaHETO HA NUTEPATYPHUS 0630pP MUYM NIMYHOTO MHEHUE Ha
aBTOpa U KPUTUYHO OTHOLLEHWE KbM pasrnexgaHute npobnemu, Kakto u 4e Tow
cbAbpxa HeobxoaumuTe aprymeHTM 3a wusbopa Ha Uenta v 3agayvute Ha
ancepTauuoHHNS Tpya.

2. Uen n 3apgaum.

LlenTta e npeacTaBeHa iCHO U TOYHO - ,Jla ce npoy4aT KIMHUKO-nabopaTopHu,
MOPGOSIOTMYHN 1 0BpasHM XapaKTEpPUCTUKW Ha KOMOPEeKTaneH KapuuHOM 1
YCTaHOBAT KOpenawumu ¢ MPOrHoCTYHa CTOMHOCT NpY pasnuyHK fokanusaumm’.

3a usnbnHeHueTo Ha Tasu uUen A-p AunsHa [leTpoBa cu noctass LIECT
3agayn, KaTo nocrnegHarta 3agada e u3paboTBaHe Ha AMarHOCTUYEH anropuTbm 3a

CKPUHUHI Ha NauMeHTn C KoropeKTaneH KapLunHomMm.



ToBa ce noakpenst ¥ OT NOrMYECKOTO CbOTBETCTBUE MEXIAY NnuUTepaTypHus
o630p, UenTa u 3agayuTe Ha paboTara.

3. Matepuan u meToaum.

MpoyyBaHeTo obxsawa obwo 90 naumeHta B Tpu rpynu. llbpBa rpyna
/TapreTHa rpyna/ - NnauyneHTn ¢ KONMopeKTaneH KapuuHOM C pasfiuyHu nokanusauuu,
BTOpa rpyna - naumeHtTu c¢ 6onect Ha KpoH u ynueposeH KonuT u TpeTta rpyna -
nauvMeHT! CbC CUHAPOM Ha pasgpasHeHoTo yepso (colon irritabile). MNauneHnTute or
BTOpa U TpeTa rpyna ca U3nosi3aBaHn Kato KOHTPOIHM rpynn Ha nauneHTuTe oT Nbpsa
rpyna.

MepunoabT Ha npoyyBaHeto e 3-roguweH - 2018-2020r. To e petpo-
NPOCMNEKTUBHO, KAaTO peTpocnekTuBHaTa yvact obxsalwja nepuog OT ABe roAWHU -
2018-2019r., a npocnektuBHaTa epgHa roguHa - 2020r. [lpoyyBaHeTo e
MOHOLIEHTPUYHO M B HEro ca BKMIOYEHM NauMeHTU Ha Bb3pacT Hag 18r.,
XOCNUTanuanpaHu niaHoBo UK No cnewHocTt B KnuHukuTe no ,[ractpoeHeponorus”,
Xematonorus”, ,OHkoxupyprusa” u [TepBa xupypruyHa knuHuka” Ha YMBAJT ,O-p .
CtpaHckn” - TlneBeH Ha KOUTO € u3BbpLUEHa [JonHa eHgockonus B ,lacTpo-
AnarHocTn4Ho otaeneHne” kbm KnuHukaTta no ractpoeHteponorus Ha YMBAT ,O-p
. CtpaHcku” - [neBeH.

OnucaHn ca nogpoBbHO BKAYBALUMTE U WU3KIIOYBALUMTE  KPUTEPUN.
[MpeacraBeHn ca nU3non3BaHUTE METOAM 3a U3CNEeABaHe Ha NaUUeHTUTe - aHaMHe3a
n usnkaneH npernes, BbMNPOCHWK, Cb3gageH cnopeq kKrnacudukauusTa Ha
Rasmussen, cbabpxal| HecneumpuyHn u cneundudHn TPEBOXHYU CUMNTOMMU;
cTaHgapTHu nabopaTopHu u3cnegBaHwusi; WHCTPYMEHTAmNHW, XUCTOMOMUYHU U
obpasHn uscnegBaHus U nscneaBaHe Ha dpekaneH KannpoTekTUH u dekanHa M2-
nupyBaTKuHasa.

CTaTUCTUYECKNAT aHanu3 e HanpaBeH c borata rama OT NapamMeTpUyHU U
HenapameTpuyHn Metoan, pobpe noabpaHn n  UHGPOPMATMBHM 3a OLEHKA
pasHoObpa3neTo Ha NonyyeHuTe pesynTtaTu.

4. CoGCcTBEHM pe3ynTaTi.

MNpeactaenssaTr okono 26% oT aunceptaunoHHus Tpya. PasgeneHn ca B
HSAKOJTKO pa3ferna, CbOTBETHO Ha NOCTaBeHUTe 3agayu.

B nbpBUAT pasgen no UHTEpeceH HayuH € npeacTaBeHa egHa obuwja rpyna oT
3795 naumeHTu, npemuHanu npes ,[facTpoanarHoCTU4HO otaeneHne” kbm KnuHukara
no ractpoeHteponorus Ha YMBAJT ,Od-p . CtpaHckn” - [neBeH 3a AnarHOCTUYHA
dumbpokonoHockonusa 3a nepuoga 2018-2020r. Mpn 206 oT TAX € AoKasaH Kono-
pekTaneH kKapuuMHom u Te npeactaBnaBaT 54% OT BCUYKM €HOOCKOMMPAHU
nauveHTn. [lpeactaBeHn ca TexHuTe pgemorpadcku, Tonorpadcky, KIMHUYHM,
nabopaTopHu, 0BpasHM U XUCTOMOrMYHU XapakTepucTuku. CpegHaTa Bb3pacT Ha
nauyneHtute ¢ KPK e 6715.7r. MbxeTe ¢ KPK ca 118 (57.3%), a xeHute - 88 (42.7%).
TonorpadckoTo  pasnpegeneHne e CrnefHoTo -  KapuuHOM  Ha  LeKyMm
- 22 nauyueHTu (10.6%); Ha konoH acueHaeHc - 33 (16.0%); Ha cdnekcypa xenaTtuka -
12 (5.8%); Ha KonoH TpaHssep3yMm -16 (7.8%); Ha dnekcypa nueHanuc - 18 (8.7%);
Ha KonoH gecueHaeHc - 17 (8.2%); Ha konoH curmongeym - 84 (40.8%); Ha pekTym —
4 (1.9%). [llpeactaBeHn ca nabopaTopHUTe AaHHM 3@  NIeBKOUMTO3a,
aHemus u 3aBuweHun crtonHocTm Ha CRP. Tean nabopaTopHu nokasaTtenu
nNposiBABAT CBOATA HaW-BUCOKa CTOMHOCT B rpynaTta Ha nauneHTtn ¢ KPK B nsiB KOnoH,



cbC cratuctudecka 3Hadumoct (p<0.01). [lMpu Tasm nokanusauusi, Ham 4YecTo
3acerHat e konoH curmougeym (p<0.01). Ot o6wo n3sbpueHn 206 abgomuHanHm
exorpacdun, npu 41 ot Tax (19.9%) ca Bu3yanuapaHn MeTacTaTUYHWU Ne3nn B YepeH
apob. Ot Tean 206 cnyyam ¢ [gokasaHa Heonnasuss  Ha  [ONEH
nHTectuHaneH Tpakt, 203 (99%) ca ¢ konopektaneH ageHokapuuHoMm. Cnopen
andepeHunaumsatTa My ca nosiyyeHu cnegHute pesyntaty - npu 87 nauueHTn e
AOKasaH BucokogudepeHunpaH ageHokapuumHom - 42.2%, npu 66 - ymepeHo
andepeHumpad (32.0%), npu 50 - HuckoaundepeHuupaH (24.3%). MNpun Tpuma
nauueHTu € fjoKka3aH HEBPOEHO4OKPUHEH 3nokadecTBeH Tymop (1.5%).

BropusaT pasgen pasrnexga aemorpadckute, Tonorpadcknute U KIMUMHUYHUTE
XapaKTepuUCTUKWU Ha TapreTHaTa rpyna naumeHTu ¢ KonopekTaneH KapLumHom v ABeTe
KOHTpOnHM rpynu. lNpu nauneHTuTe OT TapreTHaTa rpyna C KoflopekraneH KapuuHom
Bb3pacTtTa e ot 48 ao 89 roauHun (cpegHo 70.57 £ 10.11 roauHu; meanaHHa Bb3pacT
71 roguHu). lNMpeobnagasat mbxete - 17; /56.67%/; »eHute ca 13 /43.33%/ (p <
0.05). MNpu naumeHTuTe ¢ 6onect Ha KpoH 1 ynueposeH Konut Bb3pactra e oT 33 Ao
89 roguHn /61.3+16.35r./; meguaHHa Bb3pacT 63r. [peobnagasar MbxeTte - 21;
/70.00%/; »xeHute ca 9 - 30.00% (p < 0.025). lMpu naumeHTUTe c colon irritabile
Bb3pactta e or 35 po 80r. (cpegHo 58.2 + 13.61r.; meguaHHa Bb3pact 61r.
[Mpeobnanasat mbxeTe - 17 /56.67%/, a »xeHute ca 13 - /43.33%/ (p>0.05). OTHOCHO
ctaausa Ha KPK Hai-ronam e oTHOCUTENHUAT ASN Ha NauueHTUTe BbB BTOPU CTaguu
Ha 3abonsisaHeTo - 19 /63.33%/ (p<0.05). [eceT 6onHM ca B MbpBU CTafuii, eaHa
BonHa - B TpeTtu ctaguin Ha KPK.

TpetnaT pasgen npeacraBa uscneaBaHutTe nabopaTopHU nokasatenu -
XemornobuH, neeskountn, C-peakTnBeH NPOTEUH, bekaneH KannpoTeKTUH U dekanHa
M2-nupyBaTkuHasa B TpuTe rpynu. Bcuukm nauveHTu B TapretHaTa rpyna ca C
XemMornobuH noa fonHarta pedepeHTHa rpaHuua, nosuweH C-peakTuBeH NPOTEUH U
dekanHa M2-nupyBaTknHa3a U CTOMHOCTM Ha eKanHus KannpoTeKTUH Hapj
HopMaTa. BbB BTOpaTa rpyna - nayneHTu ¢ bonect Ha KpoH 1 si3BEH KOMUT, neT ca ¢
HUCKM CTOMHOCTU Ha XeMornobuHa, neT CbC 3aBULLUEHW CTOWHOCTU Ha dekanHus
KannpoTekTnH 1 21 cbC 3aBULLUEHN CTOMHOCTU Ha dhekanHaTa M2-nupysaTkuHasa. B
TpeTtaTa rpyna - nauuMeHTU C KONOH uputabune eQuHCTBEHO Ca YCTAHOBEHW LUECT
nauueHTa cbC 3aBULLIEHN CTOMHOCTU Ha (hekanHata M2-nupyBaTkuHasa.

YeTBbPTUAT pasgen npeacraBs pesyntatuTe OT CPaBHUTENHOTO MpoyyBaHe
Ha uscnegBaHuTe nabopaTtopHW MnokasaTenu Mexay nauneHTUTE C KoropekTaneH
KapLUMHOM M Te3n ¢ nauumeHTUTE OT ABETE KOHTPONHW rpynu. Beuvku Guomapkepu
nokassaT CTaTUCTUYECKM MO-BUCOKO 3HAYMMM HMBA HA pasnuyua Mexay Tpute rpynu
- hekaneH KkannpoTekTUH: nbpea rpyna - 589.8, BTopa rpyna - 166.9, Tpeta rpyna
25.4; dpekanHa M2-nupyBaTknHasa - nbpBa rpyna - 52.3, sTopa rpyna - 6.0, Tpeta
rpyna - 3.0. CRP: NMpu C-peakTnBHuUsi NpoTEUH CTOMHOCTUTE B NbpBara rpyna ca no-
BMCOKM OT Te3U B ABETE KOHTPOMHW rPynu, KaTo CTOMHOCTUTE B KOHTPOJSTHUTE rpynu
He nokaseaT cTtaTucTuyecku pasnuyus - 38.4 kbm 3.5 kbm 3.1.

B nocnegHusT netu pasgen ce npeAcTaBsAT YCTaHOBEHUTE Npu U3cneaBaHeTo
KIMMHUKO-MopdpbonoruyHmn, nabopatopHu n obpasHu Kopenaumm € NPOrHOCTUYHA
CTOMHOCT NpU MNauuveHT! C pasnuyHa fokanu3auuss Ha KONopeKkTaneH KapLuHOM.
N3nonaBaHn ca HAKONKO cTatuctudeckn metoga. C  uen ycraHoBsBaHe Ha
Kkopenauun mexgy pasnuyHute ouomapkepu npu naumeHtn ¢ KPK e usrotseHa
KkopenauuoHHa TOMMIMHHA KapTa, KOSITO nokassa cunarta W nocokata Ha fNIMHEHUTe
BPB3KM €QHOBPEMEHHO MeXYy MHOXEeCTBO NMPOMEHNBWN. Pe3yJ'ITaTV|Te nokKkassarT, 4e
KannpoTekTuHbT, M2-nupyBaTkMHasza u C-peakTMBHUA MPOTEUMH Ca  CUSHO
MOMOXWUTENHO KOpPEenupaHu, XemornobuHbT € C oTpuuaTtenHa Kopenauus, a



NEBKOLUMTUTE Ca C YMEpeHa MonoXuTenHa Kopenauus cnpamMo Bb3nanutenHurte
mapkepu. no rpynu. Ypes Boxplot /6okcoBa anarpama/ € yCTaHOBEHO, Ye ca Hanuue
CTATUCTUYECKU 3HAYUMMN PasnNuunsa Mexay TapreTHaTa U KOHTPONHUTE rpynii OTHOCHO
dekanHusa KkannpoTekTH, M2-nupysaTknHasaTa, C-peakTuBHUA NPOTENH - NO-BUCOK
B TapreTHaTa rpyna u xemornobuHa - no-HUCbK B TapreTHata rpyna. Cnep TtoBa ca
N3Mon3BaHu OLLEe HAKOMKO CTaTUCTUYECKU MEeToAa, B MOTBbPXAEHUE Ha NnonyvyeHute
kopenauuu.

5. O6cbxpaHe

O6cbXxpgaHeTo Ha pesyntatute e 3aabnbovYeHO M KOMMNEeTEeHTHo. B Hero
nocnegosaTenHo ce aHanuaupar u obobuwasat nonyyeHuTe pesyntatu o
OTHOLLEHME Ha KIMHMYHATa XapakTepucTuka Ha uscreaBaHuTe nauveHTu, JaHHUTe
oT nabopaTopHUTE M3cneaBaHns 1 uanona3saHute obpasHu METOAMKU U CbOTBETHO
nonyyYyeHuTe pesyntat OT U3Non3BaHUTe CTaTUCTUYECKU METOAM 3a onpeaensHe Ha
CbOTBETHM KOPEnauuMOHHU 3aBUCUMOCTU MeXAy Uu3cneaBaHuTe nokasaTenu.
PasrnegaHn ca npPOrHOCTUYHM KpUTEpUM KaTo Bb3pacT, Mof, Jfokanusauus,
CUMNTOMMW, XUCTONOrMYHA Haxoaka u mnscnegsaHute Guomapkepu. Npgesta e ga ce
KOMOUHUMpAT nokanHu ekanHu Mapkepu CbC CUCTEMHU KPBbBHWU MHAMKaTOopu. Ypes
TO3MU naHen oT nacneaBaHus ce oyepTtasaT TpU BuonornyHu
npoduna - 3n0Ka4YeCcTBEH, Bb3nanuteneH n gyHKUMOHaneH npopunu.

OOGcbXaaHeTo Ha pesynTaTuTe 3aBbpluBa C NPeAnoXeH anropuToM 3a paHeH
ckpuHUHr Ha KPK. ToBa e egHa OT Hal-CUNHUTE CTpaHW Ha AUCEPTaLMOHHUS TPy4 -
anropuTbM 3a paHeH CkpuHUHr 3a KPK, noaxoasiy 3a OTKpMBaHE Ha NauUMEHTU CbC
cpeaex/nosuweH puck ot KPK, nogxoasiy 3a nbpBuyHaTa megumumHcka nomouy. Mo
MHOrO AOCTbMNEH Ha4YuH ca NpefcTaBeHn HeobxoaummuTe CTbIKM 3a NoBedeHue npu
TE3UN NALUUEHTH.

6. U3Boam.

AucepTtauyusaTa 3aBbpLuBa ¢ POPMYyNIMPaHETO Ha WecT nssoga. Becekn eanH ot
TAX € chopMynupaH NpaBuUIHO U CbAbpXXa afeksaTHa MHdopmauusa. Tesn nssoau
HaNb/IHO TOYHO U 060OLWEeHO oTpassiBaT MOMNydYeHWTe AAaHHW M CbOTBETCTBAT Ha
nocraBeHuTe Uen n 3agayu. Cyntam, Yye LWecTua u3Bo4 € AocTa NPOCTPaHCTBEH U Bu
MOrbS1 [ja Ce CbKpaTu.

7.Bbubnuorpadus.

bubnuorpaduaTta Ha anceptTaunoHHUA Tpya cbabpxa 296 3arnasus. OT TaAX
22 ca Ha kupunuua n 274 Ha natuHuua. 3HayuMTenHa 4acT OT uMTMpaHusaTa ca oT
nocnegHute 10 roguHn. BcCuYkuM uUuTUpaHu aBTOpU UMAT HENOCPEACTBEHO
OTHOLLUEHME KbM Npoy4dBaHusa npobnem. Te ca UMTMpaHU KOPEKTHO TaMm, KbAeTo €
Heobxogmmo, cbobpasHo LenTa u 3agaduTe Ha guceprayusaTa.

IV. Hay4yHa CTOMHOCT Ha AucepTaumsaTa.
AvcepTaumoHHuAT Tpya Ha A-p OunsHa [leTpoBa npeacrtaensiza peTpo- U

MPOCNEKTUBHO NPOyYBaHe, NOCBETEHO Ha nauveHTuTe ¢ KPK, Bb3nanutenHu YypesHu
3abonsBaHuss U KONMOH upuTabune. MpunoxeH e LWMPOK naHen oT u3cneaBaHus,



KOUTO MOAKPENAT HanpaBeHuTe 3aknioyeHus. C 0COBEHO Hay4yHO-MPaKTUYECKO
3Ha4eHue 3a cTpaHaTa e Cb3AaAeHus anropuTbM 3a paHeH CKpUHUHT Ha KPK.

MNpuemam HanNbAHO NpUHOCUTE Ha AucepTauuaTa, KOUTO MoraT ga ce
060cobAT KakTo creasa: LLUECT NpUHOCa C OPUrMHaneH xapaktep, ¢ 0COBEHO BaXHO
3HaYeHWe Ha MOoCnefHUA LLeCTU MNPUHOC - NPELNOXeH € anropuTbM 3a paHeH
CKPUHUWHI 3a KonopekTaneH KapuuHom (yoobeH 3a KNMHUYHaTa npakTuka), Lensiy
nogobpssaHe Ha NporHosaTta Ha 3aboNfABaHETO M NET NpUHOCa C NOTBLPAUTENEH U
Hay4YHO-MPUIOXEH XapakTep.

V.My6nukauuu:

BbB Bpb3ka ¢ guceptauumoHHua Tpya A-p OunsHa lMeTpoBa e nybnukysana
OOLLO TPK Hay4HM NyGnukaumm, eaHa oT KOUTO pedepupaHa, Kato BbB BCUYKM OT TAX
€ Nbpsu aBTop. TA UMa 1 ocem yyacTusa B ObNrapcky Hay4yHu koHdepeHuuu. Uma u
€4HO y4yacTue B Hay4yHO-u3cnegoBaTeficku npoekT Ha Tema: ,KonopektaneH
KapuuHOM - KIUHUKOMOPMONOrnyHn, nabopatopHu u obBpasHu Kopenauum cC
MPOrHOCTUYHA CTOMHOCT MpU pasnuyHa fokanusaunsa“. Teea e HambHO AOCTaTb4YyHO

CcrnpsamMo n3ncKkBaHuATa.

O6ob6ieHo pasbopbT-npeueHka Ha JaucepTauusita nokasea, 4Ye T8 €
AbNroroaullieH TPyn Ha M3rpageH racTpoeHTeponor CbC 3aAbfbOYeHO KIUHUYHO
MUCTIEeHe, KOATO NpuTexasa CnoCobHOCT ymMeno aa peanusnpa ugenTe cu U OTANYHO
fla CBbp3Ba COOCTBEHUTE CW pesynTaT C MHOrOTO pasHoobpasHW un 4ecTo
NPOTUBOMNOSOXHU AaHHW B NuTepatypara.

3aknwyeHue:

[MpeacraBeHUAT Tpygh € nnog Ha MHOroroguLIHM Npoy4yBaHus Ha A-p OunsaHa
[MetpoBa. Ton cbabpXa OpPUrMHAMHU U HAYYHO-MPUMOXKHW MPUHOCU 33 PaHHUA
ckpuHuHr npy KPK. 3a yenta € usnonssaH ronam Habop OT pasfnuyHu no xapakrep u
crneuynduyHocT Metoamkn. 1o 3HAYMMOCT, akTyanHOCT U OPUIMHANHOCT TPyAbT
npuTexasa BCUYKM KayecTBa Ha guceptauusa 3a npuagobusaHe Ha obpasoBaTenHaTa
U Hay4Ha cTeneH ,JJokTop” 1 oTroBapsa Ha ycnosusTa 3a TOBa, OnucaHu B 3aKOHbT 3a
pasBuMTUE Ha akafeMuyHus cbcTaB U [1paBUnHUMK 3a pasBUTUE Ha akageMUdHUs
cbeTaB” B MeaunumHckn YHusepeuteT - [neseH.

Bcuuku Te3n OOCTOMHCTBA Ha AMCEpPTaLMOHHMA TPyA MU AaBaTt npaBo
ybegeHo Oa Aam TMoONoOXUTEeNHa peueH3usa Ha A-p Aunsana [letpoBa 3a
nonyyaBaHe Ha oGpa3oBaresiHaTa M Hay4Ha cteneH ,JlokTop” u Aa npusosa
YyreHoOBEeTe Ha YBAXXaeMOTO Hay4HO Xypu CbLUO Aa AafaT CBOATA NONOXUTENHa

OouUeHKa.

Ha ocHoBanme 4n.59 ot 33114
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I. 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.

ll. 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.

lll. 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,
myeloperoxidase, = M2-pyruvate kinase, human beta-defensin-2,  matrix
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 underwent 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<0.05).

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>0.05).

Regarding CRC stage, the largest proportion of patients were diagnosed at
stage Il, accounting for 19 patients (63.33%) (p<0.05). Ten patients were at stage |,
while one female patient was at stage |lI.

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.

| fully endorse the contributions of the dissertation, which can be classified as
follows: six original contributions, the sixth being of particular 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 res‘,ear'c.h
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, | 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 | invite the esteemed members of the Scientific Jury to express their
positive evaluation as well.
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