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ImenTudikarop ROR: He zacrocoyerbcs



I11. BimomMocTi mpo opranizariiio, e Big0OyBcsl 3aXHCT
Iudp cnenianizoBaHOi BYEHOI pagH (pa30Boi CIeliagai30BaHOi BYE€HOI pagH): [ 26.237.01

IloBHe HalMEeHYBaHHSI IOPHUAHUYHOI O0COOH: [HCTUTYT MOJIEKYJIAPHOI Gioorii i renetrkn HanionanbHoi

aKkageMii HayK YKpaiHu

Kopg 3a €IPIIOY: 05417101

Micue3HaxoaKeHHS: ByJI. AKag. 3a6osioTHoro, 150, M. Kuis, KuiBceka 061., 03143, Vkpaina
dopma BaacHOCTI:

Cdepa ynpaBiiHHS: Haujonanbna akaziemist Hayk Ykpainu

InenTugikarop ROR: He zacrocosyerscs

IV. BizomocTi nipo nmiznpueMcTBO, yCTaHOBY, OpraHisalliio, B sIKii 0yJ10

BUKOHaHO JHUCEPTALil0

IloBHe HaliMEeHYBaHHSI IOPHUAUYHOI OCOOH: [HCTUTYT MOJIEKYIAPHOI 6iooTi i reHeTKy
Kopg 3a € IPIIOY: 05417101

Micue3Haxoa>KeHHs: 03680, Kuis, ByJI. 3a6oji0THOTrO, 150

dopma By1acHoCTI:

Cdepa praBJIiHHﬂZ HaujonanbHa akageMisd HayK YKpaiHu

InenTudikarop ROR: He zacrocosyerscs

V. BimomocTi npo guceprauiio
Mosga guceprarii:
Koau TemaTHYHHUX PYOPHK: 34.15.25

Tema gucepranii:
1. AbTepHATMBHUN CILJIAMCYHT Ta ajJbTePHATVMBHA TPAHCKPUIILLiSl Y CTBOPEHHI Pi3HOMaHITTS TPAaHCKPUIITIB reHa

iHTepCceKTuHY 1 M0INHN

2. Alternative splicing and alternative transcription in formation of human intersectin 1 gene transcripts diversity

Pedepar:

1. O6'eKT - perysLis ekcnpecii reHiB. MeTa - BUBHAUUTHU POJIb aJIbTEPHATUBHOTO CIIAYICUHIA Ta aIbTE€PHATUBHOI
TPaHCKPUIILi y CTBOPEHHI Pi3HOMaHITT4 i30popM 6araToyHKIiOHAIBHOrO agantepHoro 6inka ITSN1 moanHu.
MeTonu - MoJeKyJIIpHO-6i0JI0TiYHI METOIY, 110 BKJIIOYAIOTh [T0JIiIMEPa3Hy JIAHLIOTOBY PeaKIilo i3 BUKOPUCTAaHHSIM
3BOpOTHOI TpaHckpunuii (3T-T1JIP) nng aHanizy excrpecii, k1onyBaHHs JJHK-@parmMeHTis BeJIMKOro po3Mipy,
5'RACE-anani3, Cay3epH-06J10T aHaJli3, METOIY KJIITUHHOI 6i0J10Tii, 30KpeMa KyJIbTUBYBAHHS KJIITUHHUX JIiHiN
JonuHY, moundepasHuil Tect, 6ioindpopmatryHuil aHani3 nocaigosHoctei JHK. Pesynbraty Ta HOBU3HA -
inenTrdikoBaHO TPU HOBUX BapiaHTU aJIbTEPHATUBHOTO CIJIAICMHIa 3 BUPi3aHHSM €K30HiB IEpBUHHOTO
tpanckpunty MPHK rena ITSN1, BUSBJI€HO Ta KJIOHOBAHO IT'ATHALUATL IOBHOPO3MIpHUX TpaHcKpunTis ITSN1 3
pisHuM HabopoMm ek30HiB. [IpoBeneHo aHani3 excrpecii isodpopm ITSN1 3 nenenisimu 20-ro Ta 35-r0 €K30HiB.
Brniepie npoanasnizoBaHo cTpykTypy 5'UTR MPHK rena ITSN1 stoguHu Ta npoaHasnizoBaHo ekcripeciio izodpopm 3



iHcepuisimu ex30HiB 1a Ta 1b. 3 Bukopucranusam 6ioindpopmatuunux cepsepiB UCSC Genome Bioinformatics Ta
CAGE anoTtoBaHO ocHOBHUU ntpomoTop reHa ITSN1. Briepiie ineHTHdhiKOBaHO aflbTEPHATUBHUN TPOMOTOP, SIKUIA
3HaXOAMUTbCS y 5-My iHTpoHi reHa ITSNI. [TpoBeneHo anani3 excnpecii TpanckpuntiB ITSNI, siki yTBOPIOIOTHCS 3
BUSIBJIEHOTO ITPOMOTOPA, B TKAHUHAX JIIOAUHU. 32 ONOMOTOI0 JII0LM(EepasHOro TECTY MiATBEPI>KEHO 10Tro
(PYHKILIOHAJBHICTB in Vivo, a 3a J0MOMOTOI0 JleJIeLifHUX MYTaHTIB iJeHTU(IKOBAHO KPUTUYHUI IIPOMOTOPHUI
perioH, HeOOXiTHUM [171s1 TPAHCKPUIIIIii, Ta KIOHOBAHO TPAHCKPUIITH TOBHOPO3MipHOi KOpoTKoi popmu ITSNI, ski
TPaHCKPUOYIOTHCS 3 aJIbTEPHATUBHOTO [TIPOMOTOPA.

2. The object - regulation of gene expression. The aim - to define the role of alternative splicing and alternative
transcription in creation of isoform diversity of human multifunction adapter protein ITSN1. Methods - methods to
molecular biology methods which include a polymerase chain reaction following the reverse transcription (RT-
PCR) for the analysis of expression, cloning of full-length DNA fragments, 5'RACE-analysis, Southern-blot analysis,
methods of cell biology, in particular, cultivation of human cell lines, luciferase test, bioinformatics analysis of DNA
sequences. Results and novelty - dissertation is based on the analysis of the diversity of alternative spliced forms of
human intersectin 1 (ITSN1) transcripts, search and characterization of alternative promoters in ITSN1 gene
structure. Three new alternative splicing events of the long form of human ITSN1 have been identified and
expression analysis of these forms in human tissues has been performed. Alternative splicing events in 5'UTR of
ITSN1 mRNA and its expression have been analyzed. Fifteen ITSN1 transcripts with full-length coding sequence
generated as the result of alternative splicing have been cloned. Using bioinformatic methods the main promoter
and 5'UTR of ITSN1 mRNA were described. Alternative promoter of human ITSN1 gene located at intron 5 have
been identified and characterized. Expression analysis of the transcripts synthesized from this promoter has been
performed. Using deletion mutants critical promoter region of alternative promoter has been identified and
transcripts with full-length coding sequence generated from this promoter have been cloned and analyzed.
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VII. BizmomocTi npo odiliiHUX OTIOHEHTIB Ta pelleH3€eHTiB
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Penensentu

VIII. 3ak1104Hi BiZOMOCTI
BaacHe IlpizBuiie Im's ITo-6aTbKOBI
TOJIOBH pagu

Biiacue IIpizBuie Im's I1o-6aTbKOBi
TOJIOBYIOYOTO Ha 3acCiiaHHi
BignoBigasibHUI 3a MiATOTOBKY

00JIiIKOBHX JOKYMEHTIB

PeecTpaTtop

KepiBHuk Bigainy YKpIHTEI, mpo €
BiZINOBiZaJIbHUM 32 peeCcTpallilo HayKOBOi

OisSIIBHOCTI

€nbcoka ['aHHa BaneHTuHiBHA

€nbcbka 'anHa BaneHTuHiBHA

IOpuenko T.A.



