O6J1ikoBa KapTKa [IiP

I. 3arasibHi BimOMOCTI

Jep>kaBHHH 00J1iKOBHI HOMep: 0220U104728

Jep>kaBHUH peecTpauiliHuI HOMeP: 0115U003745

Oco06J1uBi TO3HAYKHU: Binkpura

JaTa peecrtpamnii: 26-12-2020

II. Etran BukoHnauus JiP
Homep eramny: 1

Ha3sBa eramny: Oco6nuBocTi cTpyKTypHO-(dYHKIi0OHaMbHOI opraHizanii mTOR /S6K-3a/1€XHOro CUrHaIbHOTO

KacKaZly B HOpPMaJIbHUX Ta 3JI0SIKICHUX KJIITUHAX: MHOKMHHICTB cIiaiicoBux isopopm mTOR ta S6K kiHa3
IToyaToK eTamy: 01.2016
3akiHYyeHHs eTamy: 12.2020

Buz 3BiTHOrO AOKYMEHTA: OCTaTO4HMIA 3BiT

I11. BizomocTi npo BukoHaBus JIiP

IloBHe HaliMeHYBaHHS IOPUAUYHOI 0co0H (260 ITIB ¢izuyHOi 0c00H): IHCTUTYT MOSIEKYIAPHOI

6iosiorii i reneTrku HanionanbHOi akagemii Hayk YKpaiHu

Kopg 3a €IPIIOY: 05417101

Micue3HaxoaKeHHS: ByJI. AKaziemika 3a6osiotHoro, 6ya. 150, M. KuiB, KuiBceka 0651., 03143, Ykpaina
dopma BaacHoOCTI:

Cdepa ynpaBiiHHS: Haujonanbna akaziemist Hayk Ykpainu

InenTudgikarop ROR: He zacrocosyerscs

Poamip opranisarii:

Tenedon: 380442000356, 380445261169

IV. BimomocrTi nnpo criiBBUKOHaBIIiB [IiP



V. BimomocrTi npo 3amoBHHKa [IiP

IloBHe HaliMeHyBaHHS IOPHAHYHOI 0coou (a6o ITIB PpizuuHO0i 0c06H): HaujoHanbHa akasemis Hayk

Ykpainu

Kopg 3a €EIPIIOY: 00019270

Micue3HaxoaKeHHS: ByJI. Bononumupceka, 54, M. Kuis, KuiBcbka 061, 01030, Ykpaina
dopma BaacHOCTI:

Cdepa ynpaBiriHHS: Ka6iHeT miHicTpiB

ImenTudikarop ROR: He zacrocoyerbcs

Poamip opranisanii:

TenedoH: 380442350981, 380442262341

VI. I>kepeJia, HanpsiMHu Ta oocsiru pinaHcyBaHHs JIiP

IlincraBa ojist npoBeaeHHs [iP: 34 - norosip (3aMOBJIEHHS) 3 IEHTPaTbHUM OPraHOM BUKOHABYOI BIajy,

akazemielo HaykK (TOJIOBHUMM PO3NOPSIHUKAMU OI0pKETHUX KOWITIB Ha TposefeHHs HIIJIKP)

Hampsam (l)iHchyBaHHﬂ: 2.1 - pyHIaMeHTabHI JOCIIIPKEHHS
I>kepesia piHaHCYBaHHS

7713 - KOWTH ep>KO0I0A KeTy

Kopg, nporpamuoi kinacudikanii BupaTkis i KpegurysaHHs (KITKBK): 6541030

dakTHuHHi 06car ¢piHaHCYBaHHS (THC. IPH.). 8768.6




VII. BizomocrTi npo IiP
Ha3sBa po6oTH yKpaiHCBHKOIO:

Oco061BOCTi CTPYKTypHO-(PyHKLiOHANbHOI opraHizalii mTOR /S6K-3a1e5kHOro CUrHasbHOro Kackany B

HOPMAaJIbHUX Ta 3JI05KiCHMX KJIITUHAX: MHOXXUHHICTb cIutaiicoBux i3opopm mTOR ta S6K kina3

Ha3sBa po60oTH aHIJIiHCBHKOIO:

Structural and functional organization of mTOR / S6K-dependent signaling cascade in normal and malignant cells:
a plurality mTOR and S6K kinases spliced isoforms

Pedepar yKpaiHCBKOIO:

3anpornoHOBaHo OHANMEHIIE 1Ba MEXaHi3MU, He IIOB'sI3aHi 3 KJIACUYHUM CIIJIaiCUHIOM, YTBOpeHHss MPHK
isopopm MTOR, 110 M036aBJI€H], 4 HABIIAKU MiCTSITh HATUBHUM KaTaIiTUYHUI TOMEH KiHa3! i OToKe MOXYTb
BMKOHYBATU BKJIMBI PEryJsTOPHI PyHKUi. [lepmmuii MexaHi3m NoJsArae B TPAaHCKPUINLIIMHOMY 3iCKOB3yBaHHI, a
iHIIMI B €HJOHYKJI€a3HOMY BUPi3aHHi JinsHKY Aesenii BXXe Ha piBHi cniaricoBaHoi MPHK B njuronasmi.
InenTrdikoBaHO Ta OXapaKTepHU30BaHO [Bi HOBI i30opmu KiHa3u pubocomHoro 6inka S6 (S6K1) - p55 Ta p60, mo
MalOTh KaTaJliTUYHUI JOMEH Ta 11036aBJieHi BianoBigHo C- Ta N-KiHLIEBOTO PEryasTOPHOTO JOMEHY.
3arporiOHOBaHO MOJIEKYJISIPHI MEXaHI3MU IXHbOTO YTBOPEHHS. 3 BUKOPMCTaHHS CUCTEMY T€HOMHOIO PeJaryBaHHs
CTBOPEHO KJITUHHI JIiHii 3 peJlaroBaHOIO eKCITpeci€lo BijoMux Ta moWHO igeHTudikoBaHux isodpopm S6K1. 3
3aCTOCYBAaHHSIM 3a3HAU€HMX JIiHiN JOCIIIPKEHO iXHIO (YHKIiOHA/IbHY aKTUBHICTb B KJIiTUHI. BCTaHOBJIEHO, 1110 HA
BimMiHy Bif kiacuyHux p70 Ta p85 i30(popM HOBI € KOHCTUTYTUBHO AKTUBHUMM i iXHSI aKTUBHICTb HE 3aJIEXKUTh Bi|
aktuBHOCTi MTOR. BctaHoByeHo, mo ekcripecist BUukiao4Ho p60 i3odopmu IPU3BOAUTS [0 EITiTeTiHO-
ME3EHXMMHOTIO [IePEXO]LY, a OTKE BOHA € BaKJIMBOIO JIAHKOIO B iHBa3ii Ta METaCcTa3yBaHHI 3JI0KICHUX KJIITUH.
BcraHoBn€HO TKaHUHO crieniudiyHUM XapakTep ekcrpecii. [IpoaHasnizoBaHo 0COOGIMBOCTI CyOKIIITUHHOI JoKasi3ariii
izopopm mTOR Ta S6K1 Ta xapakrepy yTBOPIOBaHUX 0iJIKOBUX KOMILJIEKCIB. [neHTH(IKOBAaHO HOBUI TUIL
nicasTpaHcsALifHoI Mopudikanii 6inkiB 3a yyacTi koeHsuma A — KoasntoBanHs. JloBeneHo, o Ko-AnoBaHHs €
HOBUM M€XaHi3MOM 3axUCTy Oi/IKiB Bif OKUCHEHHS Ta Aerpazallii 3a yMOBU OKUCHOTO, YU META0O0JIIUHOIO CTPECY , Ta

HOBUM ME€XaHi3MOM peryJiiLii akTUBHOCTI €H3UMiB.

Pedepar aHIJIiHCBKOIO:

At least two non-classical splicing mechanisms have been proposed, the formation of mTOR isoforms that lack or,
conversely, contain a native catalytic domain of kinase and therefore can perform important regulatory functions.
The first mechanism is transcriptional slippage, and the other is endonuclease excision of the deletion site at the
level of spliced mRNA in the cytoplasm. Two new isoforms of the ribosomal protein kinase S6 (S6K1) - p55 and p60,
which have a catalytic domain and lack the C- and N-terminal regulatory domain, respectively, have been
identified and characterized. Molecular mechanisms of their formation are offered. Using the genomic editing
system, cell lines with edited expression of known and newly identified S6K1 isoforms were created. Using these
lines, their functional activity in the cell was studied. It was found that in contrast to the classical p70 and p85
isoforms, the new ones are constitutively active and their activity does not depend on the activity of mTOR. It was
found that the expression of exclusively p60 isoform leads to epithelial-mesenchymal transition, and therefore it is
an important link in the invasion and metastasis of malignant cells. Tissue-specific expression was established.
Peculiarities of subcellular localization of mTOR and S6K1 isoforms and character of formed protein complexes are
analyzed. A new type of posttranslational modification of proteins with the participation of coenzyme A - Coalition
has been identified. Co-alluvium has been shown to be a new mechanism for protecting proteins from oxidation
and degradation under oxidative or metabolic stress, and a new mechanism for regulating enzyme activity.

Inpexkc YIK: 575.8:577.083.3;612.017.1:577.21, 577.152

Koau TeMaTHYHHX PyOPHK: 34.43.15



KepiBHUKH po6OTH

BiacHe IIpizBuie Im'sa I1o-6aThKOBI: dinonenko Basepiit Bikroposuy
HayKoBuI CTYIIHB: 1. 6. H.

BueHe 3BaHHS: nmpodecop

InentTudikarop ORCID ID:

JoparkoBa iHdpopmamuist:



VIII. HaykoBa (HayKoBo-TexHiuHa) npoaykuist (HTII)

Ha3zsa HTII yKpaiHCBKOIO: 3anponoHoBaHo MexaHi3m yTBopeHHs is3odpopm MTOR ta S6K1. InenTudikosano
HOBi i3o¢opmu S6K1 —p55 Ta p60. Busgsneno onkoreHHi BiaactuBocTi p60 S6K1. CtBopeno kiitTunHi niHii MCF7 3
nudepenuiiHoo ekcrpecieto isogpopm S6K1. InenTrdikoBaHO HOBMII TUII MiC/Is TpaHCsLiMHOI Mopudikanii 6iKiB

- KoAmoBaHHs.

HasBa HTII aHr1ificbKOI0: The mechanism of formation of mTOR and S6K1 isoforms is proposed. New
isoforms S6K1 -p55 and p60 have been identified. The oncogenic properties of p60 S6K1 were revealed. MCF7 cell
lines with differential expression of S6K1 isoforms were created. A new type of posttranslational modification of of
proteins — CoA-lation has been identified

HTII, axy nepenba4asiocsi CTBOPHUTH:
IIpuunnn, yepe3s saki HTII He Oysi0 cTBOpeHO:

OTpHMaHi pe3yJabTaTH: MeTtoau, Teopii, KnituHHi iHii MOXyTb 6yTH BUKOPUCTaHI 11 TECTYBaHHS
[IPOPTUIYXJIUHHUX IIpernapaTiB. OcobauBocTi ekcnpecii isogpopm S6K1 ta piBeHb KKOAJIIOBaHHS € HOBUM

,ﬂiaFHOCTH‘{HI/IM ITOKAa3HMKOM.
I'aJIyab 3aCTOCYBAHHSI: HayKOBI JOCTIIKEHHS, MEIUIHA
PeecTpalifiHuii HOMep KapTKH T€XHOJIOT1i:

Onuc HTII: 3anpornonosano HoBuit MexaHizm yrBopents MPHK isodopm mTOR Ha pisHi Tpanckpumnii JIHK 3a
y4acTi HyKJIEOTUAHUX TIOBTOPIB. [neHTndikoBaHo HOBI 6i1K0Bi i30dopmu S6KI1 - p55 Ta p60. [Ias p60 isodpopmu
BHSIBJIEHO OHKOT€HHI BJIaCTUBOCTI IOBSI3aHi 3 iHilliallielo eniTesiiHO-Me3eH3UMHOTO Nlepexoay. IneHTudikoBaHo
HOBuUH TUN Monuikanii 6iskiB - KoAmoBaHHS, 0 iHAYKYEThCS Y BiANOBigs HA OKUCHUI CTPECB i MOXe OyTH
[IOKa3HUKOM I1aTOJIOT{YHUX IIPOLieCiB. 3a JOIIOMOr0I0 ccTeMu reHoMHoro penarysanHs CRISPR /Cas 9 cTBopeHo

KJIITUHHI NiHii 3 gudepeHIifiHolo ekcrpecieto i3opopm KiHazu S6KI.

ConiannbHO-eKOHOMIYHA cripsimoBaHicTh HTII: Creopenns npunuunoBo HOBOI MpoyKIiii (Marepiasis,

TEXHOJIOTI} TOIIO) 17151 3a6€e3MeYeHHs] €KCIIOPTHOrO MOTEHIialy Ta 3aMillleHHIO iIMIIOPTY
Brnius HTII Ha moBKiJjs:
BnpoBaaskennss HTII: He snposamxeno
IIpakTuyHa peasnisanis HTII
IToyaTok eramy:
3aKiHYeHHs eTamy:
Cno>xuBaui npo,uyKuii': MeIUYHi Ta HAyKOBi YCTaHOBU
IlepcneKTHBHI PHHKHU:
XapakTep cniBpOOIiTHHIITBA 3 iIHBECTOPOM
IToTpiOHMI 06CAT iHBECTHILiH, THC. TPH.:
IIpaBa, 0 HaAAIOTHCS iIHBECTOPY MiCJIsA 3aBEPLIEHHS POOOTH:
HasaBHicTb 0i3Hec-IJIaHY:
TexHiKO-€eKOHOMiYHEe OOrpyHTYBaHHSI.
IToTeHUiaILHUM 00CAT IIPOAAKY, THUC. TPH.:

OuiKkyBaHHI TepMiH OKYIHOCTI (pPOKiB):



JopaTtkoBa iHdpopmamist:

IX. Bi6sriorpadiuyHuii onuc

X. 3akJI04Hi BizoMmocTi

KepiBHUK I0pHAUYHOI 0COOH

IlepeJtik 0Cci0O-BHKOHABIIiB
T'apidynin Oner MinipoBud

Kpyneka Ipuna BonogumupisHa
Masanuyk Okcana MukosaiBHa
ITorpi6na Anna IletpiBHa

Casinceka Jlinis OnekciioBHa
Ckopoxog, Onexcangp Mukosnanosuy
TuxoHkoBa IpuHa OnekcaHgpiBHa
Xopy>XeHKO AHTOHIHa IBaHiBHa

SIkoBenko Jliogmuna GenopisHa

BignoBigasibHuUI 3a MiATOTOBKY

00JIIKOBHX JOKYMEHTIB
Tenedon

PeecTpaTtop

KepiBHuKk Bigginy YKpIHTEI, mpo €

BiZIOBiZaJIbHUM 32 peecTpallilo HayKOBOi

OisIIBHOCTI

Tykasno Muxaiiao ApCeHTiioBUY
1. 6. 1., 03.00.03

dinonenko Banepiii Bikroposuu
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