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AKTYAINOCK Ha paspaborxara

Boe DO-rOJAMOTO TPWIOKCHHE Ha HONM3UPANMETE NBYEHHA B NPOMHMIINICROCTTE €
CELPIBHG ¢ PHCK OT BBSHMKBAHE HA DAITUAUMORRH WHIGACHTH. Tosa noRkIIABE 3
BEPOATHOCTTA OT WHIUBACHTHO H3NAraHe wa JelCTBHETC HA HOHMIMPAEMTC XMhUEHRA HA
paxmigen Gpoli sRna, 38 KORTO € HEoGxomWMa Obp3a M TOYHA ONLCHKA Ba A03aTa Ra
33CEruaTHIe, ¢ eN ANEKBETHO NPOHERAZHE HA MEAUIMHCKO JISYCHHS, CsniecTBYRAT PERANA
(H3RYHA METOAM, HO FGPACTBA REOOXORAMOCTTE 32 MPWNATAHE HA AITEPHATHERM METOIH,
KOAYO MOTAY JA QNEAST NO-TOYHC NOTHAHATATA 4034, BHONmoraukaTta no3pMeTpus ¢ TakbB
MEeTOR, KATO aKTYa7eH IpobaeM e paspafoTpaHeTo Ha HOBH to-0ORpIM 1 B CHIIOTO BpPEME
AOCTATBYHO ©(EKACH® METOOH 33 OUCHKA HA MOrkinaTara 1033, B TazsH BpBIKa
JUCEPTAMKOAHMAT TPYA 683 ChMNEHHe € ¢ BHCOKA RKTYAIHOCT, THHt KaT0 € HacoHEH KbM
IPUIOGBRANETO Ha HORM 3HAHMA B TA3H OONACT.

XapaxTepaeTAKS A8 AHCCPTANHOMHHA TPYA

Obujo npedcmassne Ha OUCCPMAUORRIE MPYO

Tpymet ¢ Tpencrased B o0eM 124 c1p. H & WHOCTPHDaH < 24 1abmud 1 19 durypn.
CTpYKTYpHPAH ¢ Ha MOJYREH [PHUIEN, CHABPKELL YBO, IATCPATYPCH o630p, HeN K 3RIBTH,
METEPHAT ¥ METOZH, PEIYNTATH, AUCKYCHA, JAKMORCHIE, A3BOAM, IPHHOCH.

Jhumepamypen 0030p

HMiaronspawata SUITEpaTypa BKMOUBa 162 3arjasts. B awreparypnad ob3op T
acuctenT CTaiipora ONMCBE HAUHEMTE HA B3aUMOZCHCTEME Ha WONMIWPAUIOTO JRNEHAE C
BEMIECTBOTO, BUXOBETE PAAHAGHOHHO MHAYLHPAHH YBPEXIAHNA B JAHK » TaxHaTa nonpaska,
BHJIOBETE XPOMOBOMRY abepaiirzt, KAKTO M (OPMEPANETO HA PAIHAUKOHHO KU YITSPANH
xpomozomin abepaurn, Cuenianto BHEMARYE & OTCNCH0 Ha fHOMOrMYHA OLICAKA HE 103818
% NPUIOKEHHETO Ha DHONOrHYHATE NOIHMETPHN H PONATA Ha EHTOTCHETHIHETE MCTON IIPA
nefidaTa ouenka, Omucans ca DROMApKEpR 3a ACTOKYHpAHe Ha neofinosepiorsr  FHX
PazKBLOBAHMKA, KOWTO Ca Hal-CePHO3HOTO YBPEHAAKE, KOCTO HOHEAMpPAIOTO NHICHHE MOXE N
NpeARIBHKE B KNeTKATe, JIRTeparypBusT 0630p NpeAcTaBLABa HHTEPEC 11O BpodAeMuTE A2
GHONOrWYEA ONERKA A2 703aT4, KAKT0 H NIO OTHOMEHHE HA BHREKIAHETO Ha HOH MCTOX 33
SHOJ0IAMETPHA IPHA MACOBH PATHAIMORHY UHIHICHTA

Henr

ITenma Ha JHCEPTANMOBHMA TPYA € 1a ¢ OUSHA MOThAHATA 034 HOHHAPAIQ
JpYeHHe Ha NHOA, MOCTpajaty B PALMALMCHHE RBAPHA K A& € Npoydd, OIOTHMA4MPA B
BATHIMPA HOB METON 38 B1ONOTMYILA NOSMMETPHA.



3a HIMBSHEAHETC Ka NOCTaBeRara led, AOKTOPAHTKATa € TOCTARKIA NCT OCHOBAA
337201 OHOIOTHMHA OLICHKA HA 4032Ta H#a JOCTPRAMINTE NPH PARMAIMOHHA ABAPHA B rp.
CraMGoma#CKH, Ype3 XOHBEHUMOHANEH AHIEHTPASEH aHaATH3, DHONOCHYHA OUCHKE HA 03413
A MOCTPARANHTE PR PeIHALHOHHA asapux B Ip. CramGoumiickd, Ipes UMTOKGHEIHC-GroK
MHKPOHYKJIEYC TeCT; RPOC/ENBAHE ECTOTATA HA XNUEHTPHON H GPRCTCHH B THMPOURTH OT
ncpadgepHa KPBB Ha NOCTPANANUTE NPH ABapHATA IIHNA; W3FpAXaLe 1 3aBUCHMOCT 303a-
eeKT 34 HapacTRaHe wecroraTs Ha y-H2AX/53BP1 doxycn, 4 9aca cnex in vitro ofireasane
Ha THMOIUTE C Y-THUK; H3IPOKAANE Ha 328HCUMOCT A03a-e(IeKT 33 FapacTpaue “ecToTaTa
na y-H2ZAX/53BP1 oxycu, 24 waca ciept in vitro ofnsusane Ha aamdomrra © y-TbIx.

Mamepuaiy u wemodu

MaTepRannTe K METOAMTE Ch UIICPIATENNG NPEACTABSHH. IIpeaCTaBCHO & ONHCAHHE
1a praMANOHHaTR aBapEd 8 rp. CramMGonHICKH Tped 2011 r,, KAKTO # BICNCABAHATA FPYIA
MHIA 33 QeAWTS HA HACTOSIIOTO sipoydsane. [TPANONKERK ¢a PAsHOOOPAIHE METOIM, KOHTO
RETOYBAT: [MTOTEHETWMHH METOAH 32 GHATH3 HA XPOMOJOMHM aDepaltau, METOR 33
GUONOTHIEA OLEHKZ HA A034T4, 38 M3PANIRHE HA 3ABHCHMOCTTA J038-eQeKT & NPUIOKeH
apamis Ha vH2AX/S3BP1 dokycn s mumbounTs oT Z0BCUIKE nepupepua Kpbs. CuOpanmATe
AaBEH ca 0OpaGoTEHA ¢he CHBPEMEHEH CTRTHCTHIECKH METOME.

Pesyamanti, 400U ¥ npunocy

B TpeTa rARa ca NPSACTABEHH peayITaThTe OT APOREACHOTO NPoyHaane.

I[4TOreReTRIAKAT aHanN3 Hanpaber 40 yaca cfie/l 2BapHATa B Tp. Cramboag#icxd
[TOK2382 HAHNHETO HE 03082 3aPHCAMOCT B MPONEHTHOTO CHIBPHANKE HA RNETKH C NOBLYE
OT €aHIl AALEHTPHK MIH DPBCTSH, OPH NOCTPRAAIKTS B PAAMAIHONHATA 2BAPRTA. Haii-
CEPHO3HO 3@CETHATOTO JTMHC € ¢ Hall-BACOK (POLEHT (44%) na NUMPOUNTH, C MHOXECTBO
HECTaORUIHE XpOMO3OMHY aCepaiiii, a HUeTO NONy¥AId BaH-HIRCKa 1038 € C nA#-EACHK
upouert (7%), Jo3080 3aBMCHMO TOBRICHAHE & ualrogaRage # NG OTHONIEHWE HA
HPOUSRTHOTC CHALDKARNE HA KNETKH ¢ TIOBCUS OT CIHH MUKPORYKISYC — chotheTHe 31% |
11%.

YeTApy Mecela Cej| aBapHATa IbPBOHALYATRATA IeCTOTA Ha RAUCHTPALM B NpLCTeHH,
Tp¥ NUIETO (ONY4uno Hali-BUCOKA 103a $¢ OHIDKABA © 55%, AOKATO GpH IIMIETO LONYYHIO
uali-HHCKA 1034, TAlM JECTOTR OCTABA HEmpomeHeda [asu#Te NOKAIBAT, ¥e NPH JAUSTO C
Mall-BHEOKA 03, TEMIIOTe ¢ KOETD ¢¢ & MOHFXKNA YeCToTara Ha HECTAGHIILE XPOMOIOMHY
afeparurk, Bpes TbpBaTa roanna (0codeno npes NEPBHTE YCTHPH Mecela) ¢ne/| aBapHaATa, &
SHAYHTERHO N0-OBp30, B CPUAHEHHE ¢ TEMIIOTO, KOCTO fie BabnIOAaRAA0 TPe3 OCTAHATHA
Nnepuon.

Ejxga rouHa Clef PajHaNAOHHATA aBapHR BLC OME €€ nabmogaBaKa  1030Ba
3aBRCHMOCT B CYMAPHATA YeCTOTA Ha PANRAURORSO HEIYIUPAHHE ARUERTPARA A UPBCTEHA,
KOCTO ORHAYARA, e KONKOTO NO-BACOKA € TIONYHEHATZ 4032, TOAX0BA NO-TOVIEMA & JecTOTaTa
Ha HecTaGHRRE XpoMoloMEH abepanun. [lpes crensammTe TPH TOIAMN, DOHXEHHCTO B
QeCTOTATA HA JMUEHTPHUM M DPLCTCHW NP TEIW U NPOALIKABA, HO 3RAMHTATHO MG
GaBno, B CPABREMNE C NOHWKeuHeTo, koero G¢ mabnionasakto Hped UBPEATA FOAMEE citen
ABAPHATA.



B kpas wa wuzcacusawma nepaon (4 roauuE cieR paaMaNHOHHAYa aBAPHH).
PEIVATATHTS (IOKAIBAT CHUIECTBCHA PAIIAKA B 3JABMCHMOCT OT JIG3HTE, KCHTO C3 MIOUIYYMAH
AOCTPAzARATEe MRNA, KaTo Hp¥ JMOETC ¢ Hal-BHCOKA 1033, WECTOTAara Ha abepauuure
GOHMKENA B HAN-TOJIAMA CTENCR, NOCTHIAHKY A¢ 5% OT MbPBOHAYaiHATa 2eCcToTa, ACKRTO
npa JMRATa, DONYSHAM LOO-HHCKH NO3H, MECTOTATA Ce peayumpa mo 22-23% cripaMo
TIHPHOHAMANHATE CTOHROCT.

BakeH pesyITaT OT HMPOBEACHOTO [POYUBAHE € PRTPRKAAHCTO HA JBE JABHCUMOCTH
nosa-2deKT 3a HAPACTBa#e vecTorara Ha y-H2AX/53BP1 doKycy B 3REMCHMOCT OT 103418 Y-
nbyy, Ha 4-1a ¥ 24-TH uac, cheg in vitro ofirsesane na KonMpany TMMGONATH. Peayrrarrre
NIOKE384T, ¥¢ MOAHWIENaTa vecTota Ra Y-H2AX/53BP1 doxycn B auMboustH o1 nepubepsa
KPBB MOXE il Cé M3IE03BE KaT0 HAASKISH DHOMILANKATOP 38 PARHAIHONHO ALifelicTaRe.

Ipencraseny ca 10 n3s0A8 0T DOAYICHATE PESYRTATH KA ARCEPTANMORHES TpyA. Ha
OCHOBATa HE 06CHKEIZHESTO HA MONYYCHATE PEIYITATA ¥ Ha GOPMYNTHPAHHTE OCHOBHH W30
c2 HSBEACHH NMprHocuTe (5 HAYJHO-IPHAOKHA M 1 METOAMYCH) HA THCEPTANMOHNHR TDYA,
KOUTO TIPUEMAM,

Hayann ny0i#KaAUNE BbB BPBLIKA C JHCCPTATHETA
I'nm, acucrent Cralinosa HMa 3 naywiu nyGRMKANYE (B ¢UHA OT THX ¢ BBPBH ABTOD) H
3 yqacTas B Hay4uy GOPYMH BBB BPBIKA G AMCCPTAMOHBAS TPV,

ABTOpedepar

fipeanoxenngr astopedepar OTpassBa CHUKOCTIA HA IICCPTAUMOHHMA TDYA,
NPaBHIHO € CTPYKTYPAPAH H EANPABCH CNOPSR HINCKBAHWATA Ha 32KOHA 32 PA3BATAE A
axaneMuunns cherap B PenyOnrka Brarapus # TIpapEIHAKA 33 REIOBOTO OPANICKEHHE 1t B
[TpaBAnsnka 3a NpuaoOABANE Ha HayuHA u 06PaIOBATE/HE CTENSH L TOKTODP™ H HA HaywHaTa
crened ,10KTOP Ha RayxaTe” B HI{PP3.

JAKJIFOUEHHME

JIHcepTAMORHAST TPYX ¢ PaIpaboTeH B CHOTBCTCTEHS ¢ U3WCKBAHWATA HA JaKORA 32
pazBHTHC A AKATEMKIHHA CbCTaR B PenyOmmxa Bearapus, [JpaBuiIBHRZ 33 UpHIAraHe Ha
IPACPS n ITpanenuyxa 33 OprIoGHBaNe Ha HayIRa B 0OpatOBATENHA CTEIEH LJOKTOP" U Ha
HayuHaTa cTenen ,Jokrop Ka Hayxwre” B HIIPP3. OueHsranM noNoMHTEIHO NPENCTABSHHN
AMCEpTaNMORES TPYH, KOHTO ¢€ ONMH4ABR2 ¢ HayyRa AOCOGPOCLBECTHOCT W NpaKTHIECKa
HACOYCHOCT, CHABPKA BAXHW HAYYHO-NDHAOKHA pPeaymrard. JIUCepTaRTRT HpHTEX2Da
3aXBAGOYCH AHAKHA ¥ YMEHUS, NOTEHIYAT H AACH XOKTO MOT2T Aa O6IaT NPHIOKEHY NpH
upoBeszane #a ObeIH BayuHn Hicnensauud. MsaoxerATe ChOOpaXEHHA MH Japat
OCHOBAAHE f[A NPEIOKZ HA WIeHOpBeYe Ea YBRXKACMOTO RAYUNO KYPH O3 OLEHAT BUCOKC
RUCEPTAIAOHMK TPYA H A4 TNACYBAT NONMKHTENHO 32 NPUCHRIBHE Na RaydHaTa R
ofipazonareHa creneH , JJoxTop" Ha TABEH aCHCTEHT Anbera [letxona C oza.
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