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CTAHOBHIIIE
oT
npod. 1-p Becennn T. Benorexnos, M
Prrosomuren va Kateapa no o0ma ¥ KJIMHHAYHA TIaTOIOTHS,

M®, Memurmuacky yHUBEpcUTeT - [110B1HB

B Ka4€CTBOTO MY Ha 4JICH Ha HAYYHO YPH Bb3 OCHOBA

Ha 3anosey Pexropa Ha MY - Ilnosgus Ne P —2459 /15.05. 2025 r.

OMHOCHO OUcepmayuorHer mpyo Ha mema

~EKCITPECHS HA ENIUTEJIHUA U ME3EHXUMHU MAPKEPH, KI-67, TWIST M SNAIL
INPU ITPOT'PECHATA U METACTA3ZHPAHETO HA CTOMAIIHUSI KAPITMHOM”,

3a npucvacoane Ha obpazosamenna u nayuna cmenen ,,JJOKTOP

¢ asTop 1-p BECEJIMH POCEHOB YOHOB,

HayueH ppKoBoauTen Ipod. a-p Enena 'birsGosa [lopsizoBa-Mapkosa, .M.

Kamepda no o6wa v KIuHU4HA RAMON02Us

Daxynmem no meduyuna, MY — I1noedus

3a KOHKypca ca JCNO3WpaHM MaTephald Ha NeKTPOHEH HOCHTeN -  [IMCEePTAlHOHeH TpyA, asropedepar,

Ouorpaduyry H npodheCHOHATHH JaHHH, aAMHHICTPATHBHY JOKYMEHTH, KOIHs oT nyGsmkammu ot 1-p B, YoHos.

J-p HoHOB € 3aBBpIImII e3uKoBa rumMHa3us - [tosus npes 2007 r. [Ipes nepuona 2007 —
2013 r. e crynest B MY — IlnoBous, ciieg KOeTo craBa MarucTsp IO METWIHMHA W 3aloyBa
cienmanmu3arms. [Ipez 2018 r. npumo6uBa crnenuansocT no odia 1 KIMHKNYHA naToiorus, ot 2019
r. € acucteHT B Karenpara no ofma v xiMHu4Ha natojorus #a MY — Ilnosaus, a ot 2023 1. e

AOKTOPAHT Ha CaMOCTOATEITHA TOATOTOBKA.

JucepranoHHuAT Tpy A Ha A-p Becenun YoHOB € mocBeTeH Ha akTyasieH mpobiieM B obiactra
HAa YOBEUIKAaTa NaTOJOTHs - KAapUMHOMBT HA CTOMaxa. [oBa € INETHSAT Ha#-4ecTo cpernaH
3ITOKAYECTBEH TYMOp W € TpeTara BoJella MPHYMHA 32 CMBPTHOCT OT Pak B CBETOBEH Mmarmad.
Coopen HOCICIHUTE CMUACMUOJOTHYHE OaHHH, M3TouHa EBpoma mma eaHa OT HaW-BHCOKHTE
4ecTOTH Ha 3a0oJsiBaHe OT CTOMAIlEH KapuuHOM. B Bbirapus nanueHTd ¢ pak Ha cTroMaxa ce
JUATHOCTUIIMPAT B JIOKAJTHO aBaHCHpaJ WA B METAcTaTHYeH CTaJuH, KOETO HaMalsdBa IaHCOBETE

3d paguKalHO OTCTPAHABAHE Ha TYMOpa ¥ OKOHYATEITHO H3ICKYBaHE. 3aroBa TOTHYEH € CTPEMEIKBT


Elitsa.Davcheva
Typewriter
Р-НО-995/05.08.2025


KbM YCHLBBPIICHCTBAHE HA AWArHOCTHYHHTE M JieycOHMTE METOJH 4pe3 H3y4daBaHE Ha BBH3MOXKHH
HOBM MEXaHW3MH, KOMTO Ouxa WMamd 3HaveHHWe KaTo TPOTHOCTHYHH (akTOpu WIH KaTo
[OTEHUMAIHA MHILCHMY 33 TAPreTHA TePaIns.

Bayxna ponst 1o OTHOIIEHWE HA WHBA3WBHUS ¥ METACTATHYEH TTOTEHIIHAIT HA 3TTOKAYECTBEHHUTE
TYMOPH C pa3lHYHa JOKATH3alidA, BKITIOYATENIHO CTOMAIIHUA Kapi@HOM 3aeMa eIlUTeNTHO-
meseaxumuuar npexon (EMII). Ormmumrenen monexyisipen Oener na EMII e 3arybara wim
HamaneHata ekcrmpecuss #a E-cadherin, a Tpamcdopmaimsta Ha KIETKHTE OT ENHUTENHH KbM
ME3CHXMMHH C€ 3a[IBHXKBa OT PeAHLa TPAaHCKPHILMOHHK (PAaKTOpa, Cpel KOUTO OCHOBHA POJISi MMAT
SNAIL u Twist; 3HaueHre UMa ¥ IponufepaTUBHATa akKTHBHOCT. JMeHHO Ha WM3celBaHeTo Ha
Te3u OMOJIOrMIHO aKTHBHH (DaKTOpH € ImocBeTeHa pabotara Ha A-p YOHOB K TOBa ompeles HeifHara
3HAYHUMOCT.

[TpencraBeHUAT MCEPTALMOHEH TpyH, Kakro M apTopedepaTsT ca ChOOpaseHH o©
M3UCKBAHMATA 32 CTPYKTypa u obem 3anernamd B mpaBunauka Ha MVY- IInosaus. lucepranusara
oOxBamma 174 crpanuuu u ¢ onaryiencHa ¢ 41 durypu, 64 tabnuuu u 22 MEKPOCKOICKH CHHMKH.
Bubnuorpadusra Bmousa 271 nuTeparypHu U3TOUHUKE, OT KOUTO 3 ca Ha Obnrapeku e3uk u 269 —
Ha JJaTHHHIIA,

JluteparypHuAT 0030p € 1oOpe cTPYKTypUpaH U M3ueprnareleH. B Hero ca moco4yeHH Ha-
BAXKHUTE MPOOJIEMH CBLP3aHH C EMHIEMHOJOTHSTA, €THOTIATOTeHe3aTa, PHUCKOBHUTE (AaKTOPH,
knacHpHEKanuATa, OUATHOCTUKATA [POTHOCTHUHHUTE (AKTOpd M TEPaleBTHYHUTE IIOIXOJH.
Iomgueprano e, ge mobpe audepeHnupannTe KaplMHOMH Ha CTOMAaxa WM YPEBHUAT THII U cJ1abo
madeperunpanuTe Wid AUQY3HUST THI KAPUUHOMH MMAT Pa3IWYHM T€HETHYHO-KAHICPOTCHEHHU
meTHIIA. MOJeKyJIHHTe [OBTHINA IIPH paka Ha croMaxa oOIpeAenaT XUCTOJIOTMYHATa
madepeHIHaIms 1 IPyrd MOPGHOreHETUYHA MEXaHH3MHU, CBBP3aHH ca C XPOMO30MHA HECTaOUITHOCT
H eMUreHeTHYHH rpoMend. IloguepTano e, ue ca U3CICIBaHH MHOXECTBO MOJICKYJIIPHU MapKepu
IIpH KapUUHOM Ha CTOMaxa, HO BCE OLLE HsIMA TaKbB, NIPHUTEXKABALI npenHKamBHa CTOMHOCT 32
IPEKUBAEMOCTTA. Y CTAHOBEHO € W e eMUTEIHATHO-ME3EHXUMHHUSAT [IPEXO0J] HIPAae OCHOBHA POJIS B
PDAHHHTE CTAlld HA MHBA3HA H METacTa3HpaHEeTO Ha KapIuHOMHHUTe KieTkd. [lo Bpeme Ha TO3H
[pexXojJ] EeNHTeJHH KJIETKH TyOsAT cBOATa NONAPHOCT H AAXE3Hs, IPUAOOHBAT IOBHIICH
MHUTPalMOHEH KamalWTeT, HaXTyBaT B eKcTpanenynapHus watpukc. [ToBuinenara excnpecus Ha
TPaHCKpHIIKOHHUTE (akropu, karo Slug, Twist u Snaill, peopranuzanpsira Ha UATOCKENCTHHTE
MPOTEMHH, TTPOU3BOICTBOTO Ha €H3UMM PA3TPaK/IAIM €KCTpaleyIapHus MaTPUKC HIPasT BaxKHa
pona mpu ochinecteaBane Ha EMIL Ilonueprasa ce, 4e 10 OTHOLUCHHME HA TYMOPHMTIE TOH urpae
KPUTHYHA POJIA B MPOTPECUATA HA Paka Ype3 IIOBHIIABAHE CLIOCOOHOCTTA HAa PAKOBHTIC KJICTKH 3d
MHUTpalus M WHBa3HsA. [IpH manmenTHTe CHC CTOMAIIEH KapIMHOM HMHBa3juATa HAa TymoOpa H

MeTacTa3uTe ca OCHOBHA IIPHYHMHA 34 MHOI'0O HUCKHTE HHUBA HA MMPEXUBACMOCT. 3aToBa aBTOPHUTE HA



JIUCEPTANMATA U3THKBAT, Y¢ MEXAHU3MUTE Ha MHBA3MA U METACTa3UpaHe HA CTOMAITHHS KApIHHOM
crenBa a 6b1aT U3sCHEHH, 33 KOETO ¢ HEOOXOIMMHE JIOMBIIHHTEHE POy IBAHHS.

Taxa 0630pBT NOrIYHO HACOYBA KBM LEIIATE U 3a/[@YUTE Ha THCEPTANMOHHIS TPY L.

Llenra e GopMyMpana Taka - 1a ce H3CNe/IBa HMYHOXACTOXMMUYHATA eKCIIPECHS Ha
eIMTENHNA Mapkep E-Kajaxepus, MC3eHXUMHUA MapKep BUMEHTHH, TpaHCKpHIILHMOHHKTE (aKTOpH
Snail u Twist, u npormdeparusrus Mapkep Ki — 67 npu naudeHTs ¢he cTOMAIEH KapIHEOM 1
BPB3KATA MM C KTHHHKO-MOP(OIOrHYHATE XapaKTePUCTHKU Ha TYMOPA ¢ OTVIC] H3SCHABAHE Ha
POJIATa UM 32 TYMOPHATA MPOTPECHs, KOETO HAMMPAM 3a [IPABHJIHO.

BbB Bpp3ka ¢ Hes ca mocTaBeH:m 5 3amaum, KOUTO PE30HHO BKJIIOYBAT aHalU3 Ha
XACTOJIOTMYHATC BHJOBE KapIMHOMH HA CTOMaxa, Ha EKCHEPCHATA Ha [OCOYEHHTE

HMYHOXHCTOXHMHYHH MapKEepH B TYMOPHTE H OLIEHKA Ha B3aHMOBPB3KaTa MM C KJIHHHKO-

MOPQOIOTHYHUTE OCOOEHOCTH.

3a pelIaBaHeTO Ha TIOCTABCHHTE 3a@ud Ca M3MOM3BAHH MaTepuayd OoT 158 ciryqast ¢
XHCTOJIQIHIHO THATHOCTHIMPAH CTOMAILICH KapLUHOM 3a TIepHOoT OT cexeM roguuu (2013-2020 r.)
ot Macusa Ha Otenenuara no Kinwauana natonorus sa YMBAJI , Kacnena®, [Tnosmar 1 YMBAJI
HIemven®, Tlnopaus. B 62 cmywas muarsosaTa € IOCTaBeHa HA €HIOCKOINCKH OGHOICHH H pH
ocTamanmure 96 Cilydas — Ha ONEPAaTHBEH MaTepHAl BHomcuuTE ca pasjeneHH Ha JBE TPYIH -
I'PBHYHHI ¥ METACTATHYHYA TYMOPH.

Msnonssanu ca craHfaptHd MOPHONOTHYHW METOIM — KOHBEHLMOHAIHA XHCTOJOIHYHA
TCXHHMKA, MMYHHA XHCTOXAMHS H CTaTHCTHYECKA 00paboTKa Ha JaHHHUTE.

Ot 3navuTeTHES Opoii IOJIydeHH pe3y/TaTH, 3aciyra Ha paborara, Oux 0TGeNs3an Karo
TIO-CBIICCTBCHM CJICAHUTE: Y€ YeCTOTaTa Ha CTOMAUIHUAT KAapIHHOM IIPH MEXKETe B 06Iara rpymna
MalydeHTH € 2 MWBTH TO-TOJIsIMa CIIPAMO Ta3W IPH JKEHWTE, Y€ WHTECTHHAIHHUST THII CTOMAIIEH
KapuuHOM mpeobnajaBa Han nudysHus, Toi ¢ 63%, 4e TyOynapHUAT XHCTOTOTHYEH BAPHAHT €
Hai-yecT - 42%, 4e BHCOKOAM(EpeHIMpanuTe KapiuHoMu Ipeobianasar — 82 %, 4ye BCHYKH
nudy3HH BHIOBE PaK ca HHCKOMU(epeHIHpanu, d¢ Hali-uecto — 45 % ce cragmpar xaro xarto T3
WHTECTHHATHHTE KapUHMHOMHM, a audysHure, Hai-yecto, 42 %, ca T4. Ue ce ycraHoBsBa, 4e
Ju(y3HATE KapIHHOMHE II0-9€CTO METacTasupar, 4e nuM(po-BacKyJlapHATa MHBA3HS € II0-BHCOKA
upy TaX. [lo otHomenwe va UXX mapkepu pesynratue codar - E-cadherin ce excripecupa B 110-
crnaba crenmeH HpH IUQY3HHTE KapLUUHOMH W TIO-PSIKO TPH MBKKH 10N Ilo OTHOIIeHWe Ha
excrmpecuaTa Ha SNAIL, TS HMa 10-BHCOKa HHTEH3UBHOCT NIPH JU(Y3HHTE KapIIMHOMH, TI0O-BHCOKA
€ MPH HUCKOAM(CPCHUMPAHHTE K HAMA 3HAYMMa BPB3Ka MEX Iy Hed, OT eHa CTpaHa M OT JPYyra ¢
TYMOPHHS CTalul, HOZAIHWA CTaryc, nuMbo-BacKynapHara MHOGUITpaUWs WM IEepPUHEBpaTHA

uHBasud. 3a mapkepa TWIST mmncea craTHCTHYeCKW 3HAYMMAa PA3MKa 110 OTHOIIEHHE Ha

-—\‘b’\



MHTEH3UTETa Ha EKCIPECUSTA My TIPH CPABHEHUETO MKy JBATa THIA CTOMAIIEH KaPITHIOM, JISTBT
Ha MAIMEHTUTE OT CHCKH 10 U BUCOKa excrpecus Ha TWIST e mo-roisma oT Ta3u Ha MBKETE C
BHCOKa ChC CBLIO TaKa BUCOKA EKIPECHs, HO 6e3 CTAaTHCTHYECKH 3HAauMMa pasiiika W 9€ BHCOKA
eKCIpecHs ce HabJIroaBa [10-9€CTO M NPH HUCKOMM(epeHImpanuTe KapuuHomy. Y B BeTe rpymu
CTOMAIIHK KaplUHOMH, Cropel Kiacuukanmsara Ha Lauren, 6posT Ha ciiydyauTe ¢ HeraTuBHa
€KCNpecHs Ha BMMCHTHH € IIpeo0liajiaBai, He Ce yCTaHOBsIBA CTATHCTHYECKHM 3HAYMMA BPB3KA
MEXIY CKCIPECHATA HAa BUMEHTHH C TYMOPHHUs CTaMM, HOJANHUA cTatyc, MuMQo-BacKylapHaTa
WM TepHHeBpanHa uHBasMsa. MapkepsT 3a mpommdeparusHa aktuBHOCT Ki-67 € To-yecto
LIO3MTHBEH B TYMOPHHTE KJICTKH H B IOAIPyNaTa ¢ HHTECTHHANCH KapIIAHOM.

B muckycuara ma paboTara ca HAIpaBEHH CIEJHATE 3aKTIOYEHHS — Bh3 OCHOBA HA
H3BBPLICHUS CPaBHHUTENICH aHANIM3 Ha CPeIHATa BB3PACT IMPH TPYIMTE MAHCHTH ¢ UHTECTHHAIEH U
madpysen tum CK ce pgoka3ea, 4e cpeamata BB3pacT Ha LALMEHTHTE OT OBpBaTa Ipymna
(MHTCCTHHANCH THI) € 3HAYMMO TIO-BHCOKA OT Ta3d HA MAIMEHTHTE ¢ AU(Y3eH THII CTOMALIEH
KapIuHoM, 4Y¢ JANBT Ha CIIydauTe ¢ XUCTOJIOTHYHO JOKA3aHW METACTA3H B JU(HHTE BLANH ¢
3HaYMMO II0-TOJISIM B TIpymaTa ¢ AMGY3eH THI B CPAaBHEHHE C MHTECTMHATHUS THI CTOMALICH
KapruHoOM, Y€ WMa Ipska 3HaudMa Bpb3ka MexTy ekcnpecuara Ha E-Cadherin m Bn3pactra,
TYMOPHHSL CTa/{iii ¥ KIacH(pUUMpanus OTHT Ha TyMOopa criopel Kiacudukanus Ha Lauren, KakTo
H 3a 110-7106pa MPOTHO3a IpPH CIIyIauTe ¢ HO3UTHBEH pe3ynrar. OT pesyITaTHTE 3a eKCIIPECHSITA Ha
Snaill xumoresara Ha aBTOpHMTEe €, 4e Te BAMAAT Ha nposBuTe Ha E-Cadherin-a u ue Bucoxa
excrpecus Ha SNAIL ce ycranoBsiBa pu cliiydauTe ¢ HalpeIHAN CTOMAITCH KapLuaoM, e TWIST
C€ yCTaHOBsBA [IPH BCHIKH H3CJIEBAHA TYMOPH C BAPUPAN] MHTCH3UTET M IPOLEHT, BKIL. TIPH J(BETE
TpynH TyMOpH. Bmknawwsra 3a ciryyaure ¢ excupecus Ha Ki-67 ca, 4e Te ca mo-HMCKH IIpH
CIy4auTe C HaNpeJHal CTOMAIUCH KaplMHOM M HATH4YHE Ha METacTasd B JHUMQPHUTE BBH3TH U de
[apajIcjIHOTO U3C/Ie/IBaHe Ha eKcmpecHaTa Ha Ki67 xaro npomudeparnsen mapkep u E-Cadherin
KaTo CTPYKTYPEH aAXC3HOHCH IPOTEHMH MOraT Jia Cé M3MOJ3BAT 3a OIPCHCIHE Ha I10-arpeCHBHH
(EHOTHUIIOBE IIPH paKa Ha CTOMAaxa.

B xpas Ha qucepTanuoOHHMS TPYJ ca HampaseHu 13 u3Bosa ¥ 6 3aKIIIOYeHHs, BB3 OCHOBA
Ha KOHTO ca 0()OPMEHH M IPHHOCHTE, KOHTO 0606mIeH0 MoraT aa 6aT NpeCTABEHN Taka ;

OpuruHamHH - OBPBOTO I[POyYBaHe B DEITapha, KOGTO H3CICABA CHHTENHH H
MC3CHXMMHHM MapKepH, TpaHCKpPHNIWOHHUTE akTtopn Snail u Twist B chuyeranus c
nposmbeparupuna Mapkep Ki — 67 u ¢ mapkepure E-Cadherin ¥ BAMeHTHH TIpH IALMEHTH CHC
CTOMANTCH KapLHHOM, IbPBOTO H3cieaBane Ha EMII mpn mbpBHYHM CTOMAIIHE KAPIIHAOMH ChC H
Oe3 MeTacTasu U BbB BPB3Ka C HOMAIHAS CTATYC W TYMOPHATA IPOTPECHS.

IToTBbp/MTENHY - yCTAHOBEHATA BUCOKATA CTOWHOCT Ha excripecksaTa Ha Twist u Snail,

CBbp3aHa ¢ HHBa3WBHaTa nponudaepau,uﬂ Ha KapIlHHOMHTE Ha CTOMaxa, BUCOKHS] I'IpOJ].H[i)epaTHBeH



HHJIEKC B TPyTIaTa ¢ MCTACTATHYEH CTOMAIIEH KapIMHOM B JupHU BB3/H, ciabaTa 10 JUncBama
ekcrpecus Ha Twist u Snail B HHTaKTEH clivTe Ha JIMTABATIATA HA CTOMAXa, HAMAIEHATA
excnpecus Ha E-cadherin cbnsTeTBaHa OT BHCOKa eKcnpecus Ha Snail w/umn Twist u

MIOJIOJKUTETHA EKCIPECHd Ha Bumentus.

JlarHwTe OT JUcepTALMATA Ca IPEJICTABEHN B TPH HAyYHH ITyOIHKAIIHY, €/IHATA OT KOHTO €

HUTHpaHa, | B IICT HAYYHU C’BOﬁE[[BHHH.

B®3 0cHOBA Ha TOpE H3MOKEHOTO CYMTAM, Ye JAHCEPTAHOHHUAT TPy Ha A-p YOHOB e
HaI'BJTHO 3aBBPILICHA PaboTa, ChABPIKAINA 3HATHTENICH OPoii pe3yaTaTh — Mopdonoruymy,
KJIMHHYHH, CTATUCTHYECKA W CHOTBETHUTE CHIIOCTABKH MEK/TY TAX, Bb3 OCHOBA HA KOHTO Ca
HANpaBeHH PeMLA 3aKIIOYCHHS i M3BO/IM N1aBAIllH OCHOBAHME 32 0QOPMAHE Ha MIPUHOCH, HAKOH
OT KOMTO C TCOPETHUEH XapaKTep, a PYIH ¢ IpakTHIecKa IpHIokuMoct. Toit oTroBaps Ha
H3MCKBAHMATA Ha 3aKOHA 3a PA3BUTHE HA aKaJeMHUYHNS ChCTaB B Bhirapus H Ha yCIOBHSTA U

penia 3a npuaoOuBaHe Ha HAy4YHH cTenenu B MY - IlnoBaus.

3aToBa 1aBamM MO3HTHBHA OUEHKA HA AMCEPTANMATA, IIE IIACYBAM 3a, 4 H CH
N03BONABAM /I NIPENOPbYaM H HAa WieHOBeTe Ha yBaxaemoro Hayunoro sxypu aa
HOAKPENAT NPHCHKIAHETO HA 00Pa30BATE/IHATA M HAYYHATA CTENEH ,,A0KTOP” HA 1-p

Beceun Yonos.
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