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Ot dou. x-p Cuasust Huxkonaesa I'enoBa, am,
Karegpa ,,O6ma 1 KJIMHHYHA TATOI0OrHA“
MY-IlnoBaus
Ha IMCEepTallMOHEeH TPYX 3a MpuaoOuBaHe Ha 00pa3oBaTe/iHa ¥ HAy4YHA CTENeH “IoKTop”

npodgecHoHaIHO HanpaBJIeHHe: MeIUIMHA

JOKTOpCKa mporpama: ,,[lamonozoanamomus u yumonamonozusa*, mudsp 03.01.03

ABTop: a-p Jlennna 3naTkoBa Cepresa-Capuepa

@®opma Ha JOKTOPAaHTYPAaTa: CAMOCTOSTEHA IIOATOTOBKA

Karenpa: ,,O0ma u ximuaryna natonorus™, MY-ITiosaus

Tema: “EnuTenHo-Me3eHXHMEH NPeX0] NPH eHIOMEeTPHAIHA KAPLHHOMH, KapUUHOCAPKOMH
HA MaTOYHOTO TAJIO H €HAOMETPHO03a”

Hay4en perosoguten: mou. x-p Enena I'niin60sa Iopsizosa-Mapkosa, a.M.,

Karenpa ,,06ma n xiuau4ana natoaorus® MY -ILiosaus

1. O6mo mpeacrapsiHe HA MPOLEAYPATA H JOKTOPAHTA

IIpencTaBeHUAT KOMIIIEKT MaTEepUAH Ha XapTHEH M eJIeKTPOHEH HOCHUTEN € B ChOTBETCTBHE C
H.115 (1) ot Ilpouenypa 3a npunobupare na OHC »10kTop“ B MY — Ilnopnus; [IpaBuianuk Ha
MY-ITnoaus ot 06.11.2014 r. ¥ BKIIFOYBA BCHUKH HEOBXO IUMHA JOKyMEHTH.

IIOKTopaHTKéTa € NPHUJIOXHIA IET MyOJuKaluuu, TpU B OBJIrapcky U JABE B Uy)KIECTPAHHH
pedepupany u31aHus, 0 TeMaTa HA JUCEPTALHATA.

A-p Mennna Cepresa e ponena Ha 02.08.1984r. B rp. CMOIISH. JunomMupa ce KaTo MarkcTsp
1o mexunuHa B MY-Codus ipes 2010 r. 3anoysa crienuain3anusTa mo naToaHaToMus npe3 2011r. B
6omnunua ‘H.H. ITuporos’, Codus, a mpe3 centemBpu 2014 r. ce mpexBwpiis B Ip.J1I0BIMB, KBIETO €
Ha3HaueHa KaTo acucTeHT KbM Karempara nmo OO6ma M KIMHMYHA [ATOJNOTHS M KaTo
eKap-cnennanusant B Otaenennero no Kimanusa natonorust Ha YMBAJI “Ceern I'eopru” - rp.
ITnoBmms. Jl-p CepreBa npumo6uBa CIEMHATHOCT 10 MATOTOrOAHATOMHS H LUTOIIATOJIOTHS TIpe3

nexemBpu mecen 2015 r.,cien KoeTo mMpoxbiDKaBa 1a BOIM YIPAXKHEHHS [0 06MA ¥ KIMHHIHA



IIaTOJIOTHS HA OBIrapcKd M aHIVIMMCKM €3HK Ha CTYISHTH [0 MEMIMHAE, JEHTalHa MeIUIMHA U
¢papmarnusa. Pabotu u B VYHuBepcurercka Oommumima YMBAJI | JIlsaMen’, B OTHelIeHHMETO IO

natoaHaToMus. OTIHYHO BlIaJie€ aHTJIMMCKU B IIOPTYTaJICKH €3HK.

2. Onenka 3a JJMYHOTO yJacTHe HA JOKTOPAHTA B JHUCEPTALUOHHUS TPY/X
Temara Ha oUCepTAalMOHHUSA TPYA € aKTyalHa U He IOBTapsl JPYTH NPOYYBAHUS BB BPB3Ka C
€HIOMETPHATIHATE KAPLIUHOMH, KapIMHOCADKOMHTE Ha MaTOYHOTO TSUJIO M €HJOMETPHO3aTa y Hac

WY B qyXOUHa.

Ot mpernega Ha JHMTepaTypara Majlko Ha Opod DIpoydyBaHHS 3acsAraT TeMmara 3a
enuTenHo-Me3enxuMHus npexon (EMII) u enmoMeTpHalHUsS KapIHHOM, KaTO MPOYYBAHHSATA Ca
IPEAMMHO BHpXY OMOJIOrHATa M METACTa3UPAHETO HA T€3H TyMOPH. JJaHHMTE Ha pa3IMYHUTE aBTOPU
ca TpPOTHBOPEYMBH II0 OTHOIIEHHE HA IPOrpecHsATa HA EHIOMETPHAIHHUS KapIMHOM,
EHJIOMETpHo3aTa W KapuumHocapkomure. IIpoyuBanusTa ca INpeIUMHO BBpPXy uYecToTara Wu
pa3IpOCTPAaHEHHETO Ha E€HJOMETPHAJHUTE KapIMHOMHM, IPEXHBIEMOCTTa M IOCTOIIEpaTHBHATA
IbYe- U XUMHOTEpAIus IPU MallUEeHTKH ¢ TO3U BUJ TyMOpH. J[o cera He ca HanpaBeHH 3a1bJI00YEHN
NpPOYyYBaHUs BBPXY MMYHOXHCTOXMMHMYHATA €KCIIPECHs Ha OHOJIOTMYHH MapKepH BbB BPB3Ka C
EMII, eBomonMsTa M NPOrPecHsTa Ha EHIOMETPHAIHHUTE KapIMHOMHM, KaKTO M 3a pOJsITa Ha
EIUTENHO-ME3EHXUMHMS IIPeXo]] INpU EHAOMETPHO3a, KAapUHUHOCAPDKOMH M EHIOMETpPHAIIHU

KapIMHOMH.

EHIOMETPUATHHUAT PaK € Hal-4ecTOTO 3JI0KAUYeCTBEHO 3a00JIABaHE HA JKEHCKMs TEHHUTAJIEH
tpakt. Kapiusocapkomute cbeTaBisiBa 10% oT Tymopure Ha renutaindus Tpakt u EMII e crabo
npoydeH. KapuuHOCapKOMHTE ca CHJIHO IIOJMMOP(HH, € HEPABHOMEPHO Y4acTHe KakTo B
eNUTeNHATa, Taka U B Me3€HXMMHATa KOMIIOHEHTa U ¢a NIPEACTaBeHH OT PasHOOOpa3sHM IIOJBH/I0BE

CIIOpEe. IIpeXoia MEXAY ABETE.

Crnep neiOMHOMHMTE HOJIYJIHM, eHAOMETPUO3aTa € BTOpATa 10 YeCTOTa IPUYMHA 32 ONIEpaTHBHA
HaMeca [IpH )KeHUTe Ipeau MeHonay3aTa. T 3acsra npeliMHO JXCHH B PENPOJyKTHBHA BB3pPacT, OT
KOETO IIPOM3THYa M aKTyaIHOCTTa Ha mpoOsiema. Yecrorata Ha €HAOMETPHO3aTa HE € TOYHO
oIpeseNeHa, Ho crope] MamabHo Ipoy4ysane okoso 10% ot o0iaTa nomynamnus IpeMeHonay3anty
KeHH CTpajaT OT EHJOMEeTpHo3a. JIMICBAT JOCTATHYHO IPOYYBAHMS B CBETOBEH Malllad, KOHTO
[O-CHO Ja OIpEeIEeNST poJiiTa Ha €HAOMETpHO3ara 3a Mporpecusra M IIPOrHo3ara Ha
SHIOMETpHAIHATE KapIHUHOMH. IIpoyuBaHHMsATa MMOKA3BaT, Y€ MMa LUTOCKENETHO NPEHAPEKIaHE B
eHOMETPHAJIHY €NUTETHH KIETKH 10 BpEME HA MMIUIAHTHPAHE Ha €HJOMETPHO3HaTa ThKaH, a OT

TaM ¥ UHBA3UBHOTO IIOBEACHUC Ha Ta3H I[OGpOKa‘ICCTBCHa I1aTOJIOTHA.

Ilo BpEMEC Ha CM6pHOF€H€3aTa Ha ypor¢HUTalHaTa CUCTEMA, CHAOMCTPUYMBT CC IIOJydaBa OT

MEXIMHEH Me30JepM 4Ype3 Me3eHXHUMHO - emuTenqeH mnpexox (MEID. B mocnenctsue,
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SHJIOMETPHATHATE EIUTEIHN KJIETKA MOraT Ja ce BhpHAT B ToBa chcrostHUE dpe3 EMIL 3arosa
n3cnensaHeTo Ha Mapkepu 3a EMII nmpu ne3um Ha MaTkaTa IpeAaCTaBisBa TIOJIIM HHTEPEC.
JIOKTOpaHTKaTa H3MOJI3BA IIECT MMYHOXHUCTOXUMHYHH Mapkepu: E-xamxepuH, bera-kareHuH,
BumentuH, Ectporen, p53 u Ki67 3a qoxa3saHe Ha TO3H IIPEXOJ B €HI0OMETPUANHM KapuuHomu ™ u
II"" THm, KapUUHOCApKOMHM, €HIOMETPHO32a U aJeHOMMO03a. MapKepHTe ce M3IO0N3BaT B pyTHHHATA
IIPaKTHUKa 3a JMarHOCTHKA U Hay4YHH H3CJIEIBAHMs, KOETO JaBa BB3MOXKHOCT 3a AudepeHIraiHa

AHarHoCTHKa U B €XXEAHEBHATA ITPAKTHUKA.

JIoKTOpaHTKaTa IoKa3Ba OOCTOMHO II03HABaHE HA CHCTOSHHETO HA MpoOJeMa M H3MOJ3Ba
TBOPYECKH JIMTEPAaTYpHHs MaTepHall, KaTo IpaBH JHUTepaTypeH 0030p BbpXy 43 crammmu c¢ 279

JUTEePaTyPHH U3TOYHHUKA, OT KOUTO 5 ca Ha OBJIrapcKd aBTOPH.

BbBeeHHeTo IpencTaBs OpoGJIEMHTE  CBBpP3aHM C  €HAOMETPHANIHHA  KapIHMHOM,
KapIIMHOCapKOMHUTE W €HIOMETPHO3aTa Ha MATOYHOTO TSJIO M YMEJIO HacoyBa KbM HEpEIICHUTE
HaydHd W [UarHOCTHYHM IpoOneMH 10 TeMarukara. JluteparypHHST 0030p BKIIOYBA
CTUIEMHOJIOTHS ¥ COIMATHO 3HAYEHWE Ha €HIOMETPHATHHUTE KapIIMHOMH, KapIIMHOCAPKOMHUTE Ha
MaTOYHOTO TAJIO M CHIOMETPHO3aTa, IPOM3XOJ HA EHAOMETPUAIHHTE KapIUHOMH U
KapIHHOCApDKOMHTE Ha MATOYHOTO TSJIO, POJI HAa €CTPOre€Ha M IPOrecTepoHa B Pa3BUTHUETO Ha
CHIOMETPHO3aTa, pojsiTa Ha ecrtpamuosia (E2) m bera-kateHnHa npm eHgomerpuoszata. B
3aKIFOYEHUE CE IOCTaBsl aKUEHT BBPXY EIHMTEIHO-ME3CHXUMHUS MIPEX0J, HEFOBUTE MEXAHU3MH H
poliTa My B KapUWHOIreHe3ara, Kakto ¥ poysita Ha EMII 3a uHBasuBHHTE KadecTBa IIpU

SHIOMETPHO3aTa, IIPo6IeM KOHTO He € pasriiexkJaH OT HUKOM aBTOp 0 TO3H MOMEHT.

B nureparyphms o0630p ca [afeHM OCHOBHHTE XapaKTepHCTHKH Ha M3IIOJI3BAHUTE
UMYHOXMCTOXUMHYHU MapKepH, KakKTO M Bpb3KaTa MM C CMUTEIHO-ME3CHXHUMHHS IPEXO] H
OTYATAHE HA TAXHATA EKCIOpeCHs. YTOYHABAT CE METOMUTE 3a OTYUTAHE HA PE3YITATUTE OT
MMYHOXHCTOXMMHYHO u3cnenBane 3a E-xanxepun, bera-katenun, pS3 u Ki-67 npu Tymopu Ha
MaTOYHOTO Ts1710. OCOGEHO TOYHO € HalpaBeHa BPb3KaTa MeXAy Wnt/B-KaTeHHH CHTHAIHHUS BT U
KJIeThYHATA aIX€3Us KaTO KIIIOYOBaTa poJidi B €MOPHOHAIHOTO pa3BUTHE M KapLIUHOIEHE3aTa.

Pasrnenana e u ponsara B MEXIyKIIeThYHATa anxe3us u uaayknusata Ha EMIT u Bera-kaTrenuna.

AHaJIM3BT Ha TIMTEPATYPHUS 0630p € 06CHAeH B 4 TOUKH H B 6 TOUKH M3BOIH, KOUTO CIIy>Kar 3a
OCHOBA Ha IIOCTABEHUTE II€JI M 331a41 Ha AUCEPTAIHATA.

[enta e Qopmynmpana sicho u TouHO. IIBpBHTE IBE 3amaun [IpOy4YBaT JeMOoTrpadCKuTe
[TOKa3aTeIi M C€ H3MOJ3Ba KAaTO METOJ JCCKPHITHBHA CTATHCTHKA Ha EHIOMETPHO3aTa H
CBHUCTAHHETO i C Jpyra TyMOpHA M HETyMOpHA IIATOJOTHS. 3ajaud OT 3 JO 6 OTroBapsT u
JOIPHUHACAT 3a MOCTHraHe Ha GopMyIHpaHara Lel.

PerpocniextuBHO ca mpoydenu 261 cimydas ¢ TymopH Ha MaTkaTa u CIly4ad C €HIOMETPHO3a.

W3nomsBanuar B IIPOYYBAaHETO MaTE€pHal € OJOCTAaThYECH 3a NIOJTy4aBaHE Ha CTAaTUCTUYECKH
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J0CTOBEpHH pe3ynraTu. IlanuenTkuTe 0T noAOpaHUTE Cllydad, ca OHOIICHPAHU W/UIU ONIEPUPAHH B
Al'-otmenenusta Ha YMBAJI “Ceru ['eopru”-Ilmomme m YMBAJI “IIsnmen”- Ilnoraus.
MetoauTe Ha U3CIEABAHETO Ca CHBPEMEHHM U TAXHOTO OTYMTAHE, OMCAHKE M KOMEHTApH MMOKAa3BaT,
Yye JUCEPTAHTHT YMEJIO CU CITyXH C TsX.

Marepuanure ca pa3zeneHy Ha TPU I'PYIHM, HAKOU C TPH INOATPYIH, HAITBIHO OTTOBAPSIIY Ha
[oCTaBeHaTa LeNl U JaBallld BB3MOXKHOCT 3a CTaTUCTH4Yecka oOpaborka. M30panata MeTomuka Ha
H3CNIe/IBaHE TI03BOJISIBA IIOCTUTAaHE Ha MOCTaBeHaTa Ie]l U IoJIydYaBaHE Ha aleKBaTeH OTrOBOp Ha
3aJaynTe, pelllaBaHU B JUCEPTAllMOHHUS TpyA. TpsOBa ma ce oTOENeX)H HU3KIIOYMTETHO H00paTa
craTucTHyecka 00paboTKa Ha MaTepUaIuTe, KOETO JaBa JOCTOBEPHOCT Ha IOJIyYEHHUTE Pe3yJITaTH.

I'maBa Pe3ynraTu € mpencraBeHa Ha 59 cTaHAApTHU CTpaHULM, OHArjeaeHu ¢ 35 ¢urypu, 17
Tabmuy ¥ 46 MUKPOCKOIICKH CHAMKH.

[TonyueHHuTe OT W3CJICIABAHHUNTA pE3YITaTH, ca J0O0pe OOSCHEHH, KOPEKTHO OIMCaHH,
JIOTMYECKH IIOAPENECHN W NPUIPYXKEHH OT J0Ope CTPYKTYpUpaHH TabIuIM, QUIYpH U CHUMKU.
JTo6po BreYaT/ICHUE NPaBH OTIMYHOTO KAa4ECTBO HAa CHUMKOBMA Marepuai. [IpaBunnusar uzdop Ha
U3II0JI3BAHUTE CTATHCTHYECKH METOIM JOIpMHACS 32 JOCTOBEPHOCTTa HAa HAIPaBEHUTE H3BOJIH.
Bceku pe3ynTar e IpHIpYyXKeH ¢ 00SICHEHHE M CTATUCTUYECKH M3BOIH.

B I'maBa V e HampaBeHO HOAPOOHO OOCHXKIaHE Ha PE3yITaTHTE, CTPYKTYpUpPaHH ChOOPasHO
GopmynupanuTe 3amaud. HampaBeH e mapanen MeXIy NaHHHTE B JIATEPATYPHUTE H3TOUHHMIIM,
CBETOBHHMSI OIUT U IIOCTUIHATHTE COOCTBeHH pe3ynaTatd. OOCHXKAaHETO € Ha MHOTO J0OpO HUBO, C
SCeH M TOYEH HayueH ¥ CTATHCTUYECKH €3HK.

®opmyupanu ca 11 13Bozaa, 0600IIEHN B 3aKIIOYEHHE OT 5 TOUKH, 6 IPMHOCH C OPUTHHAIIEH U
9 ¢ MOTBBPAMTENEH XapakTep. M3BomuTe ca BB3 OCHOBA Ha CTATUCTHCTHYECKaTa KOpenauus Ha
U3CIeABAHUTE ClIydyaW M IpPaKTH4YecKaTa MHTEPIpETalds Ha Pe3yNTaTHTEe CIOpe] IMOCTaBEHHUTE
3anaun. [1o OTHOIIEHHE HA IPUHOCUTE JOKTOPAHTKATA 32 IBPBM IET B bhirapus npaBu IpoyvBaHe
BBPXY EHNMTENHO-ME3CHXUMHUS NPEX0J] IPH E€HIOMETPHUATHU KapUUHOMHM, KapUHHOCApKOMH Ha
MATOYHOTO TSJIO M €HIOMETPHO3a, pa3riiexk/a ChYeTaHUETO Ha €HJOMETPHO3a C Apyra TYMOpPHa U
HETYMOpHA T1aTOJIOTHs ¥ [PaBH CTaTHCTHYECKH aHaIu3. 3a IbpBH T ce uscnensa EMII cratyca Ha
eHJIOMETpHAIHUTE KApIUHOMH M KapIHHOCAPKOMHTE Ha MATOYHOTO TSANO M BPB3KATa MEXIY
excrpecusita Ha p53 u Ki67, Kakro u acolmanuaTa Ha npommpeparusaus unuexc (Ki67) ¢ p53
eKCIIpeCcUsTa MPH CHIOMETPHAIHUTE KapluHoMu. Hali-3HadyuTeNeH NPUHOC MMa JOKa3BAHETO Ha
Bph3kaTa Ha nonoxurenHus EMII cTaryc mpu mpoueca Ha EHIOMETpHO3a H pOJiATa Ha
EHIOMETPHO3aTa B MPOTPECHATA HA CHIOMETPUATHHS KAapLUHOM, 0COOCHO NpH CHUYCTAHHE HA TE3U
JIBe TIATOJIOTUYHK ChCTOSHHUA. Jl0Ka3Ba ce CTaTHCTHYECKH 3HauMMa pasnuka B cramus o PUI'O xa
pasIMYHHUTE TPYIIHU NALHEHTKY C eHJOMETPHAIIEH KapLIHOM, KaTO TOH € MO-BUCOK IIPH NAaLMEHTKH C
KOMOMHAIMS Ha €HI0METPHAICH KapIIMHOM ¥ €HIOMETPHO3a.

Ily6iuxkanuua W JuveH npuHoc Ha Aokropanta. [I-p CepreBa e -IpeAcTaBuia IET

HY6J'IHKaIII/II/I IO TeMara Ha [OUCEpTAalMOHHMS TpPYyZA, Karo H B IETIC € IIbPBU aBToOpP. Ot
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Ipe/ICTABEHUTE IyOIUKaIMK 3 ca B OBATapCKA CIHMCaHUS M 2 B UyXJIecTpaHHH. FIMa 5 y4acTus Ha
Harnmonamuu u 1 wa Mexnynaponen ¢opymu. IlpencraBenure Ha HAIMOHATHH KOH(MEPEHINU
pesynTaTH Osxa Ipe3eHTUpaH! 3aBJaIsSBallo U Ha BUCOK Hay4yeH CTUIL.

IToznaBam n-p CepreBa oT chBMecTHaTa paboTta B Kareapara u OTaeneHHeTo o MaToJIOTHS B
YMBAIJI ,,C. I'eopru® u cpM TBBEPIO yOeleHa B caMOCTOsTeNHaTa pa3paboTka Ha Temara, a
[TOKa3aHUTE PE3YNTATH S OIPENENSIT KaTo OTTOBOPEH, CTapaTeieH M MOCIeA0BaTENeH MJIaj Y4EH,
KOWTO MHOro nobpe GOpaBHM ¢ HAayYHH W3TOYHHIM M (DaKTH, yMee Ja aHAIU3UPA, CHIOCTAaBS U
00001aBa IOy4eHUTE PE3yNTaTH, IMa aHATHTHYHO U MpakTHuHO MucieHe. J[-p CepreBa mokasa
3aBH/IHA IIOCJIEAOBATENHOCT U amMOuIus ga paboTw B oOJlacTTa Ha HaykaTa W Ja C€ pa3BHBA B

1po(eCHOHATHO HaIpaBJIEHHUE.

ABTopedepar
ABTopedepaTsT € H3pabOTEH CIOpel W3UCKBAHWATA M BKIIOYBA OCHOBHH 4YacTH Ha
JUCEPTAllMOHHUS TpyHA, HeoOxomumus obOem Tabmuuy, ¢urypu u cHuMKHA. ChHIBPKAHHETO HA
aBTopedepara JaBa OTINYHA NIPEICTABA 328 WUIOCTHUS NUCEPTALMOHEH TPy ¥ OTPa3sBa OCHOBHHTE

pe3yJsITaTH, U3BOAHU U IPHHOCH.

3AK/IIOYEHHUE

B 3akmrouenne uckam Ja Kaxa, 4e B IPEICTABEHUST MU JUCEPTALOHEH TPy JOKTOPAaHTKaTa
Ipoy4YBa 3a IbPBW T B HamaTa cTpana EMII B TymMopHa 1 HeTyMOpHa MaTOJIOTHsI Ha MaTOYHOTO
TAJIO, KaKTO M B PEIKH TYMOPH Ha €HIOMETpHyMa Ha MaTkarta. [[HCepTaluOHHUAT TPYI CbOBpIHCaA
Hay4HU, HAYYHO-NPUNIONHCHU U NPUNONCHU PE3YTMAaAmu, KOUMO NpeoCHmasiiéam OpuZUHAIeH
NPUHOC € HAYKama V1 OTrOBAPSAT HA BCMYKH H3UCKBaHMS Ha 3aKOHA 32 pa3BUTHE Ha aKaJeMUYHHUS
cbeTaB B Perybnuka beirapus (3PACPE), IpaBuinuka 3a npunarane Ha 3PACPE u [Ipapunnuka
Ha MYV - Tlnomus. IlpencTaBeHHTe MarepHald W MCEPTALHOHHH pE3yNTaTH HAMBJIHO
CBOTBETCTBAT Ha ClICHHM(DHYHNTE U3NUCKBAHUSI, IPHETH BB Bph3ka ¢ [IpaBumauka Ha MY — [InoBaus

3a npuioxxerune Ha 3PACPBE.

B®3 ocHoBa Ha TOPCHUBJIOKECHOTO CHYMATAM, 4€ AJUCepTalusiTa Ha A-p I[GHI/IHa 3aTkoBa CepTeBa

[IPpCACTAaBJIsIBa HAIIBJIIHO 3aBBPIIEH HaY4Y€H TpPYA. YBepeHo JdaBaM CBOSATa HOJOKHTEIHA OIEHKA

KkaTo raacysam ‘3a’ mpuchbxiaane va OHC ,.noxTop® Ha a-p denmuma 3aarkosa Cepresa.

HpI/I3OBaBaM OCTAHAJIUTE YJIE€EHOBE Ha IMOYHUTAECMOTO HAYIHO JKypH CBINO Jda rJjacyBar

IMOJIOKHMTEJIHO.

12.09. 2019 . HN3rorBuJ craHoBHINE

...................................

Hou. a-p Cnasusi Hukonaesa I'enosa, a.m.






