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or npo$. A-p PagNHa Cre$anoea [4aaHoaa-EosHoBa, rqMH

yCEAnE ,,AK. lAaan ileHqee", Karegpa no eH.qoKpl4Honornn, MO, MV-Co$ran

orHocHo At4cepraunor{eH TpyA 3a np}4cbx(,gaHe na o6pa3oBarenHa H HayL{Ha creneH

,,AoKTop" Ha A-p MaprilHa f-eoprrrreea CroeBa, peRoBeH AoKTopaHT KbM Karegpa

,,O6tqa v wrv+lAqHa naronorhn, cr'ge6Ha MeAHqnHa H geoHToflornfl", Oarynrer no

MeAil114Ha npm MY-BalpHa ,,[lp:ocl-r, J-]-p t'lapacKeri CrofiHon",

Ha reMa ,, lzlMyHoxt4croxmMr4l{Ha eKcnpecvA Ha MapKepa 3a HeKponrosa RIPK3 npra

KapqilHoM Ha MneqHa xfle3a" c HayqeH pbKoBo,qnren npo$ !-p Mapun LlaHeBa,qM.

l-'lpegnoxeHrnr MN 3a peLleH3nA nncepraqnoHeH rpyg Ha reMa

,,l4MyHoxt4croxt4Mr4qHa eKcnpeo4n Ha Maprcepa 3a HeKponroea RIPK3 npr KapqnHoM

Ha MneqHa )Kfie3a"" Ha A-p MaprnHa l-eoprueaa Croeaa e aKTyaneH. l-lo

nnreparypHt4 RaHHLT KapqnHoMbr Ha rbpAara e nafr-qecro .qilarHocn4LllrpaHnnr

3noKaqecrBeH TyMop npm xeHnre w e,qHa or Haft-.{ecrnre npnvnHm 3a KapqnHoM-

cBbp3aHa cMbprHocr B pe3ynrar Ha ryMopHa nporpecu+ u Meracra3upaHe. Pe4nqa

pl4cKoBl4 $axropu, BKflHOqr4T'enHo $anrrranna o6perueHeHocr, HflKovr reHern'.{HLl

Myraqnn, xopMoHaflHu, penpogyrfil4BHyt u trpyrw Saxropm Ha oKonHara cperqa

yqacTBaT B oHKoreHe3aTa Ha KapqnHoMa Ha rbpEaTa, Ho ToqHmTe MexaHn3Mn

ocraBar HeRcnn. E pyn4HHara oFtKo.r'tormLtHa npaKrklKa KnmHtlrrHfiTe u mop$oflormvHl4

napaMerpn (xmcronornqeH BuA, creneH Ha guSepeHlryra:1l fl, TNM qanuh Ha

ryMopa), rarro n MoneKynflpHr4nr npo$un Ha ryMopa (excnpecnf, Ha ecrporeHHnn n

nporecrepoHoBmfr peilenrop/ EFi LA PR, tA peqenropa 3a ennflepManeH pacrexeH

Sarrop HER2) 3aeMar ocHoBHo Mncro npn onpe,qenqHe nporHo3ara na naqtaeHTnre

tA ue6opa Ha repanmn. Cr'epenaeHHara oHKonorrfl HenpeKbcHaro ce crpeMr KbM

yClrBlrp[UeHCTBaHe Ha AUaTHOCTI4qHVTe V TepaneBTnqHil nOflXo,qn npu naqueHThTe C

HeonnacrnqHu sa6onnBaHnn qpe3 m3yqaBaHe Ha HoBr4 MoneKynu, Kot4ro 6nxa ttuanu

3Ha'.{eHne Karo nporHocrmr{Ht4 $arropu u nnv noreHqnantn MoneKynu-Mt4tueHn 3a

raprerHa repannn. l-lpee nocnegHilTe rognHr ponnra Ha HeKponro3ara B

perynilpaHero Ha 6laonormqHHre oco6eHocrn Ha 3noKaqecrBeHilTe ryMop14 c

pa3nn"{Ha noKanvaaqu+ e o6exr Ha yc}rneHo n3yqaBane. Herponro3ara e $oprraa na

nporpaMnpaHa KneTbqHa cMbpT, KosTo npilfll4qa no MexaHil3bM Ha anonTo3aTa n

VMa vrop$onormllr"lo {,:XoAClBo C i{eF:po3ara. Krirot{ogi/ MefiHaTopl4 Ha HeKponTo3aTa
irl
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ca RIPKl fi RIPK3 (lleceptor Interactirrg Serine/Threonine Kinase 1 and 3), ra MLKL

(Mixed Lineage Kinase Domain Like Pseudokinase). HarpynaHure rqaHHr noKa3Bar,

qe HeKponro3ara urpae BaxHa ponfl B TyMopHt4r r4MyHr4TeT n nph nporpecvqTa v

Meracra3npaHero Ha 3noKaqecrBeHnre ryMopt4 c pa3nnqHa noKanh3aqnfl.

I'f nreparypHure AaHHh 3a ponflTa Ha HeKponro3ara B ryMopHara 6uonorun n

nporHo3a Ha naqileHTure c KapquHoM Ha MneqHaTa )Kne3a ca ocKbfqHu.

l4syvaeaHero Ha eKcnpecu+Ta Ha Me.qilaropnTe Ha HeKponrorhqHrre ctarHaflHn

nbrilula 6u AonphHecno 3a il3ficHflBaHe ponFTa Ha HeKponTo3ara B pa3BnTnero,

Meracra3npaHero il 6u,qeu{oro neqeHne Ha naqt4eHTilTe c KapqnHoM Ha MneqHara

xne3a.

B raar HacoKa e m,qmcepraqmorit-{Lrnr rpyg Ha A-p Maprnna Croeaa. l-lpegcraBeHunr

gnceprallnoHeH rpyg orroBape Ha n3ncKBa+unra 3a crpyKrypa n o6eu Ha

Oaxynrera no MeghquHa npn MY-Bapna. HanucaH e Ha 134 crpaHnqn ra e 4o6pe

oSopuen B cne,.qHnre ocHoBHl4 pasgenu. BuseAeHHe (2 crpaHmqm), IlmreparypeH

o6aop (42 crpanmqn), Uen v 3agaqil (1 crpaHnqa), Marepuan n Merogt4 (8

crpaHhqn), Peeynraru n o6cux4aHe (57 crpanraqra), lzlseogu (2 crpaHuqra), flpraHoct4

(1 crpannqr), fly6nraraqvvl, cBbp3aHh c fqilceprallnoHHytn rpy4 (1 crpanNqa) v1

lzlsnonsBaHa nnreparypa (17 c;rpaHrqra).

IlrreparypHt4nr o6sop e nocBereH Ha KapqnHoMa Ha MneqHara xne3a n

cilHre3upa cbcrorfHnero Ha HayqHoro 3HaHne noHacrofiuleM. A-p Croeea ce cnnpa

nogpo6Ho Ha enmgeMnonorilsra n pncKoBnre $axropra 3a pa3Bnrilero Ha

KapUmHoMa Ha MneqHara xne3a, Ha ruop$onorhqHara lfiacilSmraquA n AuarHo3a Ha

or,qenHilTe xilcronorilqHH BmrqoBe, H? cbBpeMeHHnTe KpilTephu 3a onpeAenflHe Ha

creneHnre Ha gn$epeHllmaqnn H cragmpaHe Ha KapL{r4HoMa Ha rbpgara, KaKro u Ha

uopSonornqHure v MoneKynnpHr4 MapKepu c nporHocrnqHa u npe4rKrrBHa

crotlnocr. l-onsu Arn or o6sopa e nocBereH Ha HarpynaHnre flaHHL1 B

nnTeparypara 3a Herponro3ara, neilHnre MoneKynspHt4 MexaHN3Mr4 14 ponnra il ea

TyMOpHara nporpecnFr n MeTacra3rpaHe npu 3noKaqecTBeHnTe TyMoph c pa3nhqHa

floKanr43aqne, BKnloqnrenHo KapqnHoMa Ha rbpgara. F.n6nuorpa$unra cbflbpxa

204 nureparypHr u3ToL{HHKa, or Kor4ro caMo 4 - aa 6unrapcKm e3rr. flureparypHara

cnpaBKa e aKTyanHa Karo noBeLre or nonoBnHara qttTarn ca or nocne4Hmre 10

f oAtAHtA.
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lenra Ha AncepraqmoHHne rpyg e SoprvrynupaHa ecHo, a uMeHHo Aa ce

npoyvt4 t4MyHoxmcroxl4Mr4qHara eKcnpecu+ra Ha MapKepa 3a HeKponro3a RIPK3 vl

Bpb3Kara My c Kflt4H14Ko-wrop$oflorvtqHHTe noKa3arefln,peLlenropH14fi craryc,

nponm$eparnBHnn Maprep Ki 67 n npexhBeeMocrra Ha naqneHrhre c KapqHHoM Ha

rbprqara. OnpegefleHu ca 6 3a.qaqr, Kor4To orroBapflT HanbnHo Ha nocraBeHara qen.

3a ilsnunHeHilero Ha nocraBeHilTe 3a,qaqu ca npoyqeHh 79 naUueHTrA c KapqnHoM

Ha rbpAara u 19 cnyvaA c $rrr6po-Kr4crt4r{Ha 6onecr (OKE) na rbp,qara (xonrponHa

rpyna), xncronoruqHo,qnarHocn4qupaHn B Karegpara no o6ula u KnuHytL{Ha

naronornn, cbAeOHa MeflnquHa tA iqeoHTonornn Ha MY-Bapna. llpn 71 or cnyqanre

c MaMapeH KapqhHoM AnarHo3ara n cranvnT Ha ryMopa ca onpe.qeneHn cnope4 5-

ro u3EaHVe Ha C3O Ha ryMopnre Ha MneqHa )Kne3a, 2019 r, Ha xhpyprnqHr

6uoncwu, a nph ocraHanilTe I cnyqan - rquarHo3ara e nocraBeHa Ha ,,tru-cut"

6noncwvt, a craAwAT e onpegeneH cnoperq ,qaHHnre or npoBeAeHnre o6pasnra

n3cneABaHuA. 3a onpegenflHe Ha MoneKynr,pHvlfl npo$ran Ha ryMopa e oqeHeHa

rMyHoxt4croxltMmqHara eKcnpecn+ Ha MapKepnre ER, PR, HER2 n Ki 67. llpu 58 or

OT CnyqanTe e npOBerqeHa nOCnerqBaula XOpMOHO-, fllrqe- unu XilMt4OTepanmF B

yMEAII ,,CB.Mapuna" - BapHa n e onpegeneHa npexmBfleMocrra Ha naqneHTKnre

6eo sa6onsBaHe. l4nayHoxr,rcroxrMnqHara unronfla3MeHa u flApeHa eKcnpecnfl Ha

RIPK3 npr Bcvtt{Kn npoy'{eHu naqneHrra (c KapqnHoM Ha rbp4ara ra OKE) e oLleHeHa

qpe3 n3non3BaHe Ha H-score (xrcronornqeH cxop). l4snoneaHilre Mero4l'i 3a

crarucrnL{ecKil aHanr3, KaKTo u uop$onoruqHnre Merogn Ha r3cnegBaHe ca

aEeKBarHn Ha nocraBeHmre qen n 3agaqn, Karo ca cna3eHil Bcl4qKil Heo6xo4vruvl

ycnoBnfl 3a npoBexAaHero uM.

l-lonyvenn ca opnrnHa nHrA pe3ynrarn, oHarne4eHil c 40 Snrypn n 44

ra6nnqu. l4saupuen e aa4un6oqeH aHanil3 Ha orrqenHnre Kflr4Hr4Ko-

vlopSonornqHure xapaKrepmcrkrKm Ha naqileHrnre c KapllmHoM Ha MneqHara xne3a.

YcranoBeHo e, qe KapqnHoMbr Ha rbp4ara e grarHocrt4qilpaH Hail-qecro npu xeHn

BbB Bb3pacroBara rpyna 61-70 r, Karo 660/o or rrx ca Ha Bb3pacr Ha.q 65 r. I-lpu

80% or cnyqavre xr,rcronorrqHnflT BnA e AyKTaneH KapqHHoM, a npil ocraHanure

20o/o - no6ynapeH KapqhHoM. flo ornouJeHne na T-crant A, xr4cronornqHara-creneH

Ha gn$epeqwa1u* t nponra$eparilBHara aKrhBHocr Ha ryMopa, oqeHeHa Lrpe3

krMyHoxr4croxr4Mvr'{Hara eKcnpecnaTa Ha Ki 67, ce ycraHoBnaa, qe flsnoBere Ha

cnyqarre c T2 cragnil, yMepeHogra$epeHqrpaH (G2) KapqrHoM u Bl4coK Ki 67I
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hHrqeKc ca Hafi-roneMil. AoxnagBaHara cperqHa npexuBneuocr 6eg nporpecnn Ha

npoyqeHnTe naqueHTtA c KapqilHoM Ha rbprqaTa, npn KohTo e npoBegeHa aApBaHTHa

xhMl4o- il nbqerepanhfi N e nocrilrHara peMilc]4F, e 113,8 Meceqa.

PesynrarilTe or npoBefleHoro r4MyHoxrlcroxlrMt4r{Ho t43cneflBaHe Ha MapKepa

Ha HeKponro3ara RIPK3 noKa3Bar cbu{ecrBeHn pa3nuqnn no orHouleHile Ha HuBoro

Ha qilTonna3MeHa n e.qpeHa eKcnpecufl Ha MapKepa npn cpaBHeHHe Ha rpynuTe c

KapqnHoM Ha rbpgara n OK6. L{rronna3MeHara eKcnpecmn Ha RIPK3 B ryMopHara

TbKaH Ha MaMapHilF KapqmHoM e no-Ht4cKa, goKaro ngpeHara eKcnpecufl na RIPK3 e

no-Bt4coKa npu cpaBHeHNe c KoHTponHara rpyna. l4seupureHnre crarilcrltqecKm

aHanv3tA noKa3Bar, qe qilTonna3MeHara eKcnpecrn Ha RIPK3 npn no6ynapHile

KapqHHoM e no-Bl4coKa B cpaBHeHhe c AyKTanHilfl KapqnHoM, KaKTo u npn

Bt4coKo4n$epeHqilpaHnre KapqNHoMl4 Ha rbprqara npn cpaBHeHue c

Ht4cKo,qt4$epeHqnpaHilre ryMop14.flpra KapUuHoMnre Ha rbpgara c m3pa3eHa

ilHreH3nBHocr N BHcoK o6nt cKop na ER nnn PR , vtnn HilcKa eKcnpecufl Ha Ki67 ce

Ha6nroAaea Hah-qecro r4HreH3nBHa qmronna3MeHa eKcnpecn+ Ha R|PK3. O6parno,

npm rpotlno HerarilBHhre KapqmHoMta cpe4Hara crofinocr Ha Llnronna3MeHara

eKcnpecnfl Ha RlPK3, oLleHeHa qpe3 H-score, e HarZ-Hrcxa. L{raronna3MeHara

eKcnpecun Ha RIPK3 B TyMopHara rbKaH He noKa3Ba Bprr3Ka c Bb3pacrra Ha

naqreHTnre c KapLlt4HoM Ha rbpgara, T-cragufl, HoAanHnA craryc, HER2 craryca Ha

ryMopa n He e acollt4npaHa c npexuBneMocrra Ha naqneHTure 6ea nporpecnn. ilo
orHotueHne Ha egpeHara eKcnpecnfl Ha RIPK3 B ryMopHara rbKaH Ha MaMapHilr

KapqilHoM ce ycraHoB*Ba, qe BilcoKara HyKneapHa eKcnpecmn Ha RIPK3 noKa3Ba

Bpb3Ka c Hanrquero Ha Meracra3u a nru$Hnre eunm (N1 wapnil) n no-Ht4cKara

npexnBfleMocr 6es nporpecun Ha naqneHrKilTe c KapqnHoM Ha rbp4ara. figpenara

eKcnpecilF Ha RIPK3 B TyMopHara lbKaH Ha KapqilHoMa Ha rbpgara He noKa3Ba

Bpb3Ka c Apyrrre KfikrHl4Ko-nltopQonorrvHt4 napaMerpkt Karo Bb3pacr Ha

nallreHTKara, xncronornqeH BUA Ha KapqnHoMa, T-craguR, creneHTa Ha

gu$epeHquaque v MoneKynnpHVA npo$ran Ha ryMopa. 3a or6ens3BaHe e, qe

BCl4qKLt nony\.|eHn pe3ynraTu B HacToFt{lAA A/lcepraqroHeH Tpyfl ca MHoro go6pe

nHrepnperupaHu n cbnocTaBeHn c re3u Ha Apyrn aBroptA.

HanpaeeHhre 12 r3Bo,qa orroBapfiT B nbnHa creneH Ha nony'.{eHnre

pe3ynrarn. ilocoqeHnre npnHocn ca c opnrhHaneH u HayqHo-npyrnoxeH xapaKTep H

taMar npflKo 3HaL{eHile 3a cbBpeMeHHara vrop$onornqHa AuarHo3a Ha KapqilHoMa Ha

rbpAara B exeAHeBHaTa KnmHrqHa npaKTuKa.



' Aarope$eparur KbM rqilcepraLlnoHHt4n rpyg Ha A-p Mapnana Croeea

orroBap A Ha u3ncKBa HnATa na flpaBnnHnKa 3a ycnoBh flTa u pe4a 3a npn,qo6naane

Ha HayvHt4 creneHn Ha MY-BapHa v orpa3fiBa ocHoBHnre eneMeHTil or

n 3cn e.qB aHuATa n pe3ynTaTmTe B fq r ce pTa Llu nTa .

Bue Bpb3Ka c AncepraquoHHr4n Tpyrq, AoKropaHrKara nua 2 ny6nnraLluvl (e

HayqHoro cnilcaHre ,,BapneHcKr4 MeAuqHHcKt4 Sopyru"), KaKTo vr 1 xayvHo

cuo6uleHile Ha HaqroHaneH HayqeH $opyrur. ,4-p CroeBa e nbpBr4 aBrop t4 B rqBere

ny6nraxa Llvlt/t, Koero e rqoKa3arencrBo ga Bo4eqara Vt ponff B npoBe4eHilTe

r3cneABaHnA.

B gaKflloqeHue, AncepraqvroHHrrsr rpyrq Ha A-p MaprnHa CroeBa e HanrrnHo

3aBbpueH, c gcHa qen n 3arqaqh , opvfvlHanHn pe3ynrarn u n3BoA14 orHocHo

LlilTonna3MeHara n FApeHara uMyHoxl4croxt4Ml4'.{Hara eKcnpecuf, Ha MapKepa Ha

HeKponro3ara RIPK3 tA Bpb3Kara uM c KnnHnKo-urop$onoru'.{HilTe noKa3arenu,

MoneKynnpHnf, npo$nn u npexnBneMocrra 6eg nporpecuf, Ha naLlileHrKrre c

KapquHoM Ha rbprqara. Tofi orroBap+ Ha n3ilcKBaHnnra na 3aroHa 3a pa3Brrne Ha

aKaAeMtAqHVA cbcraB y Hac u Ha ycnoBn+Ta n peAa 3a npr4o6nBaHe Ha HayL{H}l

creneHil Ha Oarynrera no MeAuqilHa npu MY-Bapna. 3aroaa npenopbqBaM Ha

yBaxaeMnre qneHoBe Ha Hayvnoro xrypn no npoBexgaHe Ha 3aqurara Aa Aagar

nonoxilTefleH Bor 3a npucbxAaHe Ha o6pa3oBarenHara n HayqHa creneH ,,goKTop"

no HayqHara cnelluanHocr ,,llaronoroaHarouufl t4 qilTonaronorilA" Ha A-p MaprnHa

l-eoprraeaa Croeea
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