
BrrryR
oQiqifiHoro orroHeHTa

na 4uceprarliftny po6ory Iropx KpABqyKA
"Ei.nox-6i.nroni nraenro4ii pH gorueny ra crpyrcryp'o-eynrcqiona.nrni

ocoO.nnsocri c2 4oueuy 6i.rrrca BCR npr.r phr-nornrrrB'rrx JrefirceMisx..
qpe.qcraBJreHy na e406yrrx HayKoBoro cryflerur KaHAr,(Aara 6ionoriqH[x HayK 3a

cneqianuricrro 03.00.03. _ MoneKyrurpna 6ioaori_{

Arrya;rrnicru o6panoi po6oru.
,(raceptarliftna po6ora Irop.a KPABITKA rprcBsqeqa BrBqeHHro

MorreKynrrp'r'x ocHoB rrarorerre3y xponivnoi ruienoiluoi nefir<err,rii (XMJr), ffa e
o4niero e nafiuourzpeninrrx pi3lrorn4ir nefixeuift, rqo e aKTyanEHr{M, ocr<inrrr.r
ni*ric* qrrx 3axBoproBaH' HeB[r4HHo 3pocrae, a e$exrunnoro nircyraunr .qoctrT'l
He BAaerEcr, He3Baxaroqr{ na sHa.rHi ycnixu n aircyranni XMJL Brysnserbc, rqe
6araro rznagxir, .uri He nigAarorrcr c)iqac'llM MerOAaM repanii, ',Io Mo)ftJrr{Bo
nor'-sgauo 3 Br{coKoro necra6inrnicrro reHoMy, rKa 3Mer ,,y€ e0ercrv",ricrr repauii.
To6ro upo6neuu nirynannx ,qaHoro 3axBoproBa'Hr He e ocraroq'o no,qoJraHr,rM[ Ta
3aJrr4rrraror6cr aKTyarrEHzMrr. flpn ruevenni uarorenesy xponivnoi uieaoi.guoi
:refir<eruii ocHoBHa yrara nplrAinxnacx 4ocni4xe."."rc ABLI y ri6pulnonay reni.BCR-
ABLI , a BCR sacmr'a rlboro 3Jrr.rroro re'a sarfirn*rac . ne 4ocnigxenorc. caue
rouy gocni4xennro .BCR -*acrrr*Lr ri6prqnoro rena BCR-ABL1, fioro poni y
uaroresegi xponivuoi rr.rieloi4uoi nefirenaii i npzcr.avena 4ucepraqiilna po60ra
Iropx KPAB9YKA.

3stsgorc po6o.ru 3 Hayr(oBrrMrr nporpaMaM[, nJranaMrr, TeMaMn.
.{ucepraqiftna po6ora ni4norigae ocHoBHoMy rrnany HayKoro-gocnignr.rx

po6it riggiry Morre*ynrp'oi renerurur Incraryry MoJreKyn p'oi 6ioaorii i rensrr.rxtl
HAH Yrpainr' i nzrouyaanacb B paMKEx 6ro4xernr,rx reu: <<ponr Bcr-acouiftosa'ux
6imir y cr{r'aJrBHrrx [uuD(ax upu nienouponi(peparzrnux 3ixBoproBa'Hrn> (nouep
4epxannoi peecrpaqii - 0108u008527,2009-2013 pp.), <ponr pisnrx soprvr 6inra
Bcr-ABLI B cur'arrbHr.rx rrrJr.nxax ra lpopuynau*r rryxJrr,rH'oro (leuorurry npu
uienouponiQepar?rB'r{x'eorrrra3MaxD (norraep 4epxannoi peecrpaqii -0113u004305,
2014-2018 pp.), <<Engoren'i .rzHuzKz po3Bt'TKy rr,rienonponiQeparr{Brrrrx r)rxJr4H ra
paxy nepe4uixyponoi 3.rrro3r{> (uorr,rep gepxaruoi peecrpaqii - 0l l9u100g 2l, z0lg-
2023 pp.), <<oco6nusocri ercupecii renir, rqo o6yuornrororr po3BttroK Ta
sopuynannx xirraiopeszcreurnocri e uienoi4nr.rx rroBoyBrope'rurD> (nouep
gepxarnoi peecrpaqii - 0123U 102367, 2024_202g pp.).
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BrrcHoBrcin,

c$oprvryJrboB aHrrx y Arr cepraqifi Hifi po6ori.

Marepi ailvr Aucepraqifinoi po6oru BrrKJraAeHo sriAHo rrocraBnenoi Merrr ra

3aBAaHr AocriAI(eHHs. V ruacepraqifiHifi po6ori AeraJrbHo tlpoaH€urisosaHo cyqacuy

HayKoBy nirep arypy IqoAo rrarofeHe3y XMJI. Als Aoc,flrHeHH.f, rocraBneuoi Merlr

6yna Br{KopncraHa BeJrnKa nimricru .rrK KJracuqHrrx, TaK i nosirHix MeroAis

MoneKyrrpuoi ra rnirunsoi 6ionorii. Orpuuaui pe3yJrbrarv\ sx i spo6neui ua ocHosi

Hr{x BrrcHoBKr4 e o6rpynroBaH?rMrr ra rrepeKoHJrprBrrMlr. Ocuonni noro)KeHH.f,,

Br,rcHoBKr{ Ta nparruuui peKoMen.qaqii Ar4ceprarlii Iropx Kpanuyra nori.rHo

surixarcru is orpuMaH?rx Hr,rM eKcrreprrMeHTaJrbHr{x pe3ynbraris i e 4o6pe
o6qpyHroBaHr4Mpr.

HayrcoBa HoBrr3Ha rrpeAcraBJreHr{x peymrarin, rroBHora BrrKJraAeHHfl B

ouy6niKoBaHrrx rparlfl x

Orpnlaani aBTopoM pe3ynbraru xapaKTepn3yrorbc.f, HoBr.r3Horo i uonnicrro

nigo6paxeHi B ouy6niKoBaHux rparlflx. Tax, Brreprue 6yno orpr{MaHo

perorvr6iuaHasrlnvfir C2 AoMeH 6inra BCR i naeroAovr KpyroBoro 4nxpoi3My 6ym

ui4rnepAx{eHa fioro BTopHHHa crpyKTypa, ilIo Ao3BoJrrrJro BcraHoBvrrvr B3aeMoauo C2

AoMeHy qboro 6inra 3 pisuurvru $oc(poniuiAarraH. Ha ocrroei qux [auvrx MoxtHa

3po3yMiru noranigaqiro ra Mox{Jrrrne $ynrqionyBaHHfl o6ynaoureHe cuequQi.{Hicuo

ranoi 6inor<-niuigHoi sgaeNaoAiI. Bnepure noKa3aHo B3aeMoairo 6ima FNBP1 s PH

AoMeHoM 6ima BCR rrrJrsxoM roinryuorperlnuiraqii i nilreepAxeHa )nracrb N-

riHrlenoi ginruru FNBP1 y nsaeuogii 3 PH AoMeHoM. Bu.ssreHa raKoxr

KonoKaJrisarliq SMCIA 3 BCR. Anroponr cmopeui renerlr.rHi KoHcrpyxqii Anfl
6anrepianruoi eKcrpecii 6inra HSPB I ra crrcreMH CRISPR-Cas9 crp.nMosaHoi Ha

nnicqe po3praBy rpu xpoMocorrauifi TpaHcnor<aqii. Pesynrraru rliei po6orn BKa3yrorb

Ha loci uesiAolai gs'rgrr BCR-ABLI 3 rlinunr prAoM rcriruuHrlx upoqecin i

ni4rpuBarorb Hoei repcuercrueHi Harrp-rrMKrr AocnigxeHr.
3a uarepiananru Eneepraqifinoi po6orr,r ony6niKoBaHo 20 yayKoBrrx po6ir, is

HHX 11 crareiry SaxouEx )Kypuarax (3 s nKr{x BxoA-f,rb Ao Q4) ra9 re3 Aorloei4efi y

s6iprcax naarepianis sirqkr3nflHr4x i rvrixuapoAHkrx HayKoBHX roHQepeHqifi, g'igAis ra

rourpecin.

.{ocronipHicru ocHoBHrrx HayKoBrrx rroJror(eHb, BrlcHoBrcin ra oAepr(aHrlx

pesyJrbrarin

[ocronipHicrr oAep)KaH?rx pe3ynbrarin, ocHoBHHx HayKoBpIX noJloxteHb i

sr,rcHoexis He Br4KJrr,rKae ni.sKux cyuHinin, ocrinmu .qocnipKeHH.fl qacro

rpoBoAvrrrucb pieuunau MeroAaMr, s6imruyrcql4 ix saranrHufi pineHr

in$ opruarr4BHocri ra AocroBipHocri.
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TeopernrrHe ra rrpaKTr{qHe 3HarreHHfl pe3yJrbraris ArIcepraIliftuoro

locrilxeHHfl
Pesynrrarr.(ocniAxceHb y rpeAcraBneHifi po6ori, vrarorb BI{coKe reoperl4qHe

Ta rrpaKTr4qHe 3HarreHnx. flpeAcraBneHe AocriAxenH;l po3KpvIBae nosi AaHi crocoBHo

MoneKyn,flpHr,rx ocHoB rraroreHe3y xponiuuoi uienoilsoi lefirevrii, u1o clrpilfle

KparrloMy posynriHuro MoJreKyn.flpHrrx vlexauisr\din raToreHe3y Ph[ -rIo3HT]IBHI{x

nefireuifr, noxcHroe BrJrrrB BCR qacruHu ri6puAHoro BCR-ABLI na qefi rpoqec.

Bus.reHi aeropoM crpyKrypno-Synrrliosamsi oco6nueocri C2 AoMeHy

Ao3Bon.f,rorb po3KpraTn ocoSruaeocri po6oru 6irxa BCR, a fioro sgaevloAi.fl 3

$ocSoniniAavrn BKa3y€ Ha Moxrusi nricqq fioro roxarigallii. BcrauoBJreHa

B3aeMolis PH AoMeHy g 6inxorrn FNBPI, a raKoxt KoJroKitrigaqis BCR s FNBPI ra

SMC1A Aarorb npnrwfii sprxi4 Ha xliruHui rpoqecr, ua qxi Moxtyrb 3an1"larllcb

BCR ra BCR-ABLI. llparrr{que 3HarreHHfl oAepxaHrrx pe3ynbraris rloJl.flrae y

posrpurri HoBr{x rniurnHrrx npoqecin, B srci saryueui -xK HopManauuit BCR, TaK

ri6pngHi BCR-ABLI, vepe3 B3aeMoAiro s PH ra C2 AoMeHanrn. Crnopeui nerropui

KoHcrpyr<qii, lqo Mo)Kyrb 6yru BuKopucrani Anfl HacTytIHI4x AocniAxeHb y IIifi

o6nacri. Crnopeuo CRISPR-Cas cucreMy crprMoBaHy rlporl4 xpoMocoMHrlx

TpaHcnoxaqifi, lr1o rroreHrlifiHo Mox{e rocnyxvrrr4 p^nfl pospo6ru HoBrrx

TepaneBrur{Hnx niAxoAis He rinmu 3^nfl Ph'-nogvrvrBnkrx nefireuifi, a i Als isruux

rraro Jrorifi s aHoMaJrbHrrMrr xp oMo c oMHlrMu uep e 6yA o B aMI4.

Crpynrypa Arrcepraqii. Oqiurca rrvricry ArrcepraqifiHoi po6oru, MoBrI,

CTIIJIIO.

,{racepraqifina po6ora Iropa KPABTIyKA BHKJIaAeHa yxpaiHcbKoro MoBorc Ha

I42 cropiHnax ApyKoBaHoro reKcry, cKJraAaerbc.fl 3 aHoraqii, Bcryry, orJIflAy

lireparypv, orurcy nrarepiaris ra naero4in, pe3ynbraris eKcrepLIMeHraJIbHux

AocniAxeHb, aHanisy ra y3araJrbHeHHfl orprrMaurrx p$ynbtatin, BLIcHoBrcis i cruIcKy

Br{KopucraHr4x Ax{epen, nrcuir orJr}oe 213 HafinaeHyBaHb. Po6ora rrlicrum 27

pr4cyHKw, 2 ra6twli ra 1 AoAaror. Einrruicrr ,qocnilnteHb BHKoHaHo AI4cepraHToM
oco6vcro.

y ncryni Br{KnaAeHo lani npo aKTyanrnicrr po6oru, Mery AocniA}KeHHrI,
3aBAaHHr, o6'eKT Ta rrpeAMer AocniAx(eHHr, MeroAI{, HayKoBy HoBrr3Hy, [paKTIlrIHe

3HaqeHH.s orprlMaHrrx pe3ynbrarin, oco6ucruir BHecoK s4o6yn aqa, .qani rpo

aupo6aqirc pe3ynbraris Aucepraqii, uy6rir<aqii, crpyKrypy ra o6csr ALIcepraIIii.
Ornx4 nireparypw cKJraAaerbcr ig r''flTvr ui4pos4inis. ,{eralruo

npoaHzlrrisosaHa BeJrrrKa xilrricrr lnaflBnvrx Ha Aanufr MoMeHT HayKoBrrx AaHIrx 3a

reMoro Ar,rcepraqii, sxi o6ryyuroByrorb neo6xiAsicm BITKoHaHHs Iliei po6orn. y

pos4ini <<Marepiann ra MeroAr AocniAXeHH,sD AerarlbHo orucaHi BunopucmHi

aBropoM cyrracHi ueroApr MoneKynxpuoi 6ionorii Ta 6ioxivrii: uoliuepa3na
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naHuroroBa peaKrlifl, KJroHyBaHHfl SparvreHrie AHK Anf, crBopeHHfl feHerIrrIHpIX

KoHcrpyxqifi, rpancsopnaaqir 6ar<repifi, 6arrepiamsa erccupecix uporeiuin,

oqulqeHH,fl penovr6inanrnux 6inKie 3a AorloMororc aSiHHoi xpoMarorpa$ii,

rpaucSerqis eyrapiorrrrrHr,rx xlirus, eJreKrpoSopes 6imis y uouiarpHlaui4HoMy

reni, Becrepn-6nor aHanis, rynAayH aHanis, far-eecrepH-6Jlor ananis,

roirrayHorrpeqr4uirarli.s, 6ioiu$opu aruqnuir aHarig crpyKrypl{ 6inxa, MeroA

KpyroBoro Ardxpoisvry, 6ioin$oprr,raruquufa aHarig Aanr4x ceKBeHyBaHH.l HacryrlHoro

uoroliHH.fl, inaynoSnyopecqeuurufi aHanis, (pnyopecueHrHa i xonQoralrHa

uir<pocrconix, xinrricmwit allanig so6paxeHb rolrlo. y HacryrHoMy porgini aBTop

[peAcraBJrffe pe3ynbrarvr. AocniA]KeHb ro crBopeHHro pisHlrx reHerlrqHux

KoHcrpyrqifi, 6ioiH(popMarurrHux auanisin, pe3ynbrarie ssaevloAifi 3 6inrannu ra

SocSoniniAannu, pe3ynbrarv nrir<pocxoui.ruux AocniAx(eHb KorloKanisaqifi, qrci e

4o6pe o6rpyHToBaHrlMrr ra ui4rpuMyrorbc.f, AaHvrMvr crarucTuqHoro aHanisy.

Pncyuxu, uane4eHi y rlboMy posgiri, suicronHi, a uiguncn Ao HIax .rirKi. Bapro

ni4ruiruru, uo orpunaaHi Iropervr KPABI{yKOM pe3ynbrarvr AeriurbHo
rrpoaHanigoeani. BucHosxu e KoHKperHr{MIl, csopnrynrosaHi .Iirro i uosHicrrc

e igo 6p axrarorb p e3ynb r arrz^ e cix o cHoBHI4x Ao cniAxenr .

Cnncor Br4Koprrcraur{x Axepen uicrum BerruKy rinrricrr rocldJlaHb Ha

cfracHi crami y niruu3Hrlul{x i rvriNnapoAurrx BI4AaHHtx.

Taruu qprHoM, Auceprarlix Iropr KPABT{yKA BLIKJTaAeHa y HayKoBoMy crnui,

fpaMorHoro MoBoro, ei4noei.{ae gircuuu BrIMoraM, IIIo npeg'rBn,f,Iorbc.tt Ao

Anceprauifinwx po6ir ra e 3aBepueHoro HayKoBoro rpa{oo, pe3ynbrarvr sroi 3naqHo

AorroBHrororb uaui 3HaHH.f, rrloAo (pyunuioHyBaHux ri6puAHoro reHa BCR-ABLI i

poni Aouenin BCR y rrarorenesi XMJI. OrpurvraHi pe3ynbrutv Moxyrb 6yr*r

ocHoBoro cyqacuoi aA X roBaHTHoi repanii qroro 3axBoproBaHHt.

HeAo"uinn Ar{cepraqifrnoi po6orn uloAo ix sr,ricry ra or[opltJreHHr.

fiuceprautfiLra po6ora Iropx KPABr{yKA uicrurr Bcro seo6xiAHy Ant

Ar,rceprarlii iH$oprraarliro, lnarrucana i oSopnrJreHa Harre)KHIdM rrrHou. fIpLIHIIrroBr{x

HeAorir<is B po6ori He Br4.rrBJreHo, a uooAnsori rpaMarn.IHi rroMHJIKH icrorHo He

BrJrr,rBarorb Ha Brrcory oIliHxy po6orrl.

flpore e AerilbKa rrrraHb, rrlo Hoc.flrb rrepeBaxHo Al{cKyclimuit xapaKrep.

1. -fr< Br sealxaere, rrn MolKJrr,rBo nosHicuo enniKyBaru xBoporo Ha XMJI i sia
qoro rle 3anexurr?

2. flxt cyqacHi resAenqii nirynaHH.s Ph'-no3LITI4BHI{x nefirerraifi?

3. B rroMy repcneKrrBa po6orn 3 cncreMoro CRISPR-Cas9 y 6opotr6i 3

XMJI?
4. flxt repcreKrr4Br{ po3Br{rr<y qiei aKryanruoi renau?.
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BncuoBoK:

,{ucepraqifina po6ora Iropx KPABr{yKA "Einor-6inrcosi egaeNdotii PH

AoMeHy ra crpyKrypHo-Synrqionansni oco6nunocri C2 AoMeHy 6irxa BCR npn
Ph'-no3prruBHux nefirerrai,flx'o e 3aBepr[eHoro HayKoBoro [paqerc, 3o cBoerc)
aKTyiilruicrro, HayKoBo-TeoperuqHr,rrra pinneM, HayKoBorc HoBr43Horo i [paKTHqHHM
3HarreHH,f,M uosHicrro niAuosiAae BrdMoraM fr.9,11, 12, 13 <flopflAKy rrpncy;pmeHH.fl
HayKoBHX cryreuin>>, 3arBepAlxeHoro flocranoBoro Ka6inery MiHicrpin VxpaiHra J{s
567 sil 24 lrr4rrnn 2013 p., (gi giraisanau BHeceH:avrLT sriAHo flocranoBu Ka6inery
MiHicrpin YnpaiHn J\b 656 sia 19.08.2015 p., l&1159 sia 30.12.2015 p.raJ\r9567 stx
27.07.2016 p.), ari npe4'xBJrnrorbc.n Ao KaHAprAarcbKlrx Alrcepraqifi, dfr aBrop Irop
KPABr{yK 3acnyfoBye rpltcyAmeHHfl fiouy HayKoBoro cryreHfl KaHA}rAara
6ionoriqHux HayK 3a creqiamnicno 03.00.03 - MoJreKynnpHa 6ionoris.

O$iqifinuit orroHeHr:

AoKrop 6iororiqHprx HayK, npo$ecop,

rrneH-Kop. HAH Yxpaiuu,
ranigye a.I siAAiny rvroreKynnpHoi 6iororii IHcruryry 6ioxivrii
irvr. O. B. IlaruaAiHa HAH Yrpaiuu, . -. /
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