O6J1ikoBa KapTKa [IiP

I. 3arasibHi BimOMOCTI

Jep>kaBHUH 00J1iKOBHI HOMeP: 0216U003553

Jep>kaBHUH peecTpauiliHUI HOMeP: 0114U002846

Oco06J1uBi TO3HAYKHU: Binkpura

JaTa peecrpamnii: 01-02-2016

II. Etran BukoHnauus JiP
Homep eramy: 2

Ha3sBa eramny: Aanania myrauiit rexis TP53 i NOTCH y xBopux Ha XJ1JI 3a1e5KHO Biji pafiauifiHOro YMHHUKA B

aHaMHe3i Ta po3nofinty nojaimopdisMis reHis p53-onocepeaKoBaHOTO AllONTO3Y
IToyaTok eramy: 01.2015
3akiHyeHHs eTamy: 12.2015

Buz 3BiTHOrO AOKYMEHTA: [IpoMiKHMIA 3BiT

I11. BizomocTi npo BukoHaBus JIiP

IloBHe HaliMeHYBaHHSI IOPUAUYHOI 0co0u (abo ITIB ¢izuyuHOi 0c00H): [lepkasHa ycTaHoBa

"HauionanbHuI HAYKOBUI LEHTP pafiauinHol Mmenguuyay HanioHanbHOI akagemili Mequ4yHux HayK YKpainm"
Kopg 3a €IPIIOY: 04837835

Micue3Haxoa KeHHS:

dopma BaacHoOCTI:

Cdepa ynpaBiriHHS: HaujoHnanbHa akajieMis MEIMYHUX HayK YKpaiHu

InenTudgikarop ROR: He zacrocosyerscs

Poamip opranisarii:

TenedoH: 483-30-45; 483-72-02

IV. BimomocrTi nnpo criiBBUKOHaBIIiB [IiP



V. BimomocrTi npo 3amoBHHKa [IiP

IloBHe HaliMeHyBaHHs IOPHIAHYHOI 0ocoou (a6o ITIB pizuyHO0i 0co6H): HanjonanbHa akapemis

MeJMYHUX HayK YKpaiHu

Kopg, 3a €EIPIIOY: 00061125

Micue3HaxoaKeHHS: ByJI. ['epueHa, 12, M. Kuis, KuiBceka 0671, 04050, YkpaiHa
dopma BaacHOCTI:

Cdepa ynpaBiriHHS: HaujoHanbHa akazemist HayK YKpaiHu

ImenTudikarop ROR: He zacrocoyerbcs

Poamip opranisanii:

Tenedon: 380444893981

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 kinacudikarnii BuzaTkis i KpeaguryBaHHs (KITKBK): 6561040

dakTuyHui 06car ¢piHaHCyBaHHS (THC. rpH.): 270.4




VII. BizomocrTi npo IiP
Ha3sBa po6oTH yKpaiHCBHKOIO:

JOCIigyuTy pU3VK BUHUKHEHHS [IPOTHOCTUYHO HECIIPUATIMBUX FEHETUYHUX aHOMAJIIN y XBOPUX Ha XPOHIYHY
JiMQOLUTAPHY JIEMKEMIIO, TIOCTPAXKAAINX BHACAINOK YOPHOOUIIBCHKOI aBapii, 3a71€XXKHO Bif, 0IiMOpQi3MiB reHiB

p53-onocepeKoBaHOTO arloNTo3y

Ha3zBa po6oTH aHTIJIilICbKOIO:

To study the risk of development of prognostic unfavorable genetic lesions in chronic lymphocytic leukemia
patients sufferers due to Chornobyl NPP accident depend on p53-associated apoptosis gene polymorphisms

Pedepat yKpaiHCBHKOIO:

MeTta po60TH - BCTAaHOBUTHU YacTOTy MyTaliil redis TP53 i NOTCHI1 y xBopux Ha XJ1JI 3ayexHO Bif pajianiiiHoro
YYHHYKA B aHaMHe3i Ta Po3noAiny nosaimopdismis renis p53-onocepenkoBaHoro anontody. O6'eKT JOCTiIPKEHHS:
236 XBOpHX Ha XpOHi4YHY siMPpouuTapHy serikemito (XJ1JI), B Tomy uncsi 106 XBopux, sIKi 3a3Hany BILJIUBY
ionisytoyoro BunipominenHs (IB) BHacsifok HopHoOUIbCHKOI KaTacTpodu (ocHOBHA rpyna) i 130 xBopux 6€3 BIIJIMBY
IB (koHTpOJIB). MeTOnM NOCIiIPKEHHS: KIIiHi4HI, [ToJliMepa3Ha JIaHLIIOTOBA PeaKllisl, CEKBEHYBaHHS OTPMMaHUX
[IPOAYKTIB peakilii, craTucTu4Hi. OCHOBHI pe3yIbTaTU: B OCHOBHIN Ta KOHTPOJIbHIN I'Pylax 4acToTa MyTallii FeHiB
TP53 (11,3% Ta 12,7%) i SF3B1 (10,0% Ta 11,5%) He po3spizHsiack, yacrota NOTCHI1 myTaniit 6ysa HIKYOIO y
OIPOMiHEHUX XBOPUX (6,7% npoTu 17,7%; p=0,012). B 0oCHOBHIl rpyIi BUSIBJIEHO 30iIbIIE€HHS OJHOYACHOI
npucyTHocTi myTauiii reniB SF3B1 ta TP53 (4,4% npotu 0,82% B konTpoOi, p=0,001). Ll oco6auBicTs 6ysa
IIpUTaMaHHa OIIPOMiHEHUM B Nepumii nepioy micss aBapii (yuacHuku JIHA "fiogHoro" nepiony Ta eBakyioBaHi).
CepeJ, onnpoMiHEeHUX NallieHTiB BUsBJIEHO JBa Bunaaxu (1,88%) pinkicHoro nosimopdizmy rs146340390 rena TP53,
4acToTa SIKOTO 3a JiTepaTypHUMU JAHUMU CTaHOBUTD siniie 0,06%. XBopi 3 HemyToBaHuMmu IGHV renamu € rpymnoro
PHU3UKY IoA0 po3BUTKY MyTtaniit reHa NOTCHI: OR = 16,06 (95% CI 2,14 - 74,10; p=0,001). XBopi 3 reHOTHUIIOM

Pro /Pro 3a nonimopdizmom rs1042522 rena TP53 HezanexxHo Bif myTauiiiHoro crarycy IGHV renis e rpymoro
PUBHUKY 1010 PO3BUTKY MyTalliii reHiB TP53 Ta SF3B1: OR = 4,889 (95% CI 1,974 - 12,162; p=0,001). 3a ymoB ekcripecii
HemyToBaHUX IGHV reHiB Ta reHotuny Arg/Arg po3BuTok mytatiil reHiB TP53 ta SF3B1 acouiiioBaHuii 3 reHOTUIIOM
GG SNP309 rena MDM2 (p=0,023) Ta exkcnpecieto rena IGHV3-21 (p=0,046). 3a ymoB exkcnpecii myroBanux IGHV
reHiB Ta reHOTUMiB Arg/Arg a6o Arg/Pro po3sutok myTtauiil reHis TP53 ta SF3B1 acouifioBaHuii 3 €KCIIpECi€lo reHa
IGHV4-59 (p=0,001), rena IGHV3-30 (p=0,01) Ta rena IGHV3-21, gxuii HaJeXUTh O KJIacTepa 2 TOMOJIOTIYHUX
peuenTopis (p=0,03). CyrreBoro BruBy noyuimopdizmy rsl801270 rena p21 Ha po3BUTOK TPOTHOCTUYHO

HECIPUATIMBUAX MyTaliil y XBopux Ha XJIJI He BUSBIIEHO.

Pedepar aHIJ1iiCBKOIO:

The aim of work - to study the frequency of TP53 and NOTCH1 gene's mutations in CLL patients depend on
radiation factor and gene polymorphisms of p53-depended apoptosis. The object of study: 236 patients with
chronic lymphocytic leukemia (CLL), including 106 ionizing radiation (IR) exposed patients due to Chornobyl NPP
catastrophe (the main group), and 130 IR non-exposed CLL patients (the control group). Methods: polymerase
chain reaction, direct sequencing of reaction products, clinical, statistical. The main results: the frequencies of
TP53 (11.3% and 12.7%) and SF3B1 (10% and 11.5%) gene mutations wert similar in the main and in the control
groups. The frequency of NOTCHI mutations appeared to be lower in IR-exposed CLL patients (6.7% vs 17.7%;
p=0.012). The co-existence of TP53 and SF3B1 mutations was higher in the main group (4.4% vs 0.81% in the control
group; p=0.001). This feature was found in patients, irradiated in the first period after Chornobyl NPP accisent
(clean-up workers of iodine period and evacuees). In main group we found 2 identical cases (1.88%) of rare
polymorphism rs146340390 of TP53 gene, which frequency is only 0.06% according to literature data. Patients
with unmutated IGHV genes were risk group for development of NOTCH1 mutations OR = 16.06 (95% CI 2.14 -
74.10; p=0.001). Carriers of Pro/Pro genotype of rs1042522 TP53 gene, regardless of mutational status of IGHV



genes, were risk group for development of TP53 and SF3B1 mutations: OR = 4.889 (95% CI 1.974 - 12.162; p=0.001).
In patients with unmutated IGHV genes and Arg/Arg genotype the development of TP53 and SF3B1 mutations was
associated with genotype GG SNP309 of MDM2 (p=0.023), and expression of IGHV3-21 gene (p=0,046). In patients
with mutated IGHV genes and Arg/Arg or Arg/Pro genotype the development of TP53 and SF3B1 mutations was
associated with expression of IGHV4-59 gene (p=0.001), IGHV3-30 gene (p=0.01), and IGHV3-21 gene, set 2
(p=0.03). The influence of rs1801270 p21 gene's polymorphism on the frequencies of unfavorable mutations in CLL
patients was not revealed.

Ingexc YIK: 615.849, 616.98[578.825-616.155.392]:614.876

Koau TemaTHYHHUX PYOPHK: 76.29.62

KepiBHHKHU po06OTH

BiacHe IIpizBue Im'sa I10-6aTbKOBI: Uymak AHatosiit AHApiiioBrY
HaykoBH# CTYIiHB: 1. Mef, H.

BueHe 3BaHHSI: npodecop

InenTudikarop ORCID ID:

JoparkoBa inHdpopmamnist:



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

Hazga HTII ykpaiHCBKOIO: Crioci6 BusHa4€HHS PU3NKY PO3BUTKY MyTauiii reHy TP53 y XBOPUX Ha XPOHI4HY

JiMQOLUTAPHY JIEUKEMIIO

Hassa HTII aHrificbKoI0: Method for determination of risk TP53 mutation's development in chronic

lymphocytic leukemia patients

HTII, sixy nepen6a4asiocsi CTBOPUTH:
IIpuunnn, yepe3s aki HTII He Gysi0 cTBOpeHO:
OTpumaHi pe3yJIbTaTH:

l'asy3sp 3aCTOCYBaHHS: [loCioKeHHs i eKCIIepUMEHTaIbHI pO3pOGKY y cdepi IHIUK IPUPOAHUYHXK i

TEXHIYHMX HayK
PeecTpanifiHuil HOMep KapTKH TE€XHOJIOTii:

Omnuc HTII: IMpononyetbes crioci6 Bu3HayeHHs pU3UKy PO3BUTKY MyTalliil reHa TP53 y XBOpUX Ha XPOHIYHY
nimpouuTapHy JeiKeMilo Ha OCHOBI BU3HauYeHHs nosimopdizma rsl042522 rena TP53 B nimdpounrtax nepudeprudHoi

KPOBi METOZIOM IOJIIMEPA3HO] JIAHIIIOTOBOI peaKLii 3 peCTPUKLi€I0 IPONYKTIB peaKuii
ConiaibHO-€eKOHOMIYHA cnpsamoBaHicTe HTII:
Bnyins HTII Ha moBKiJjis:
BnposapaskeHHst HTII: He supoBamxeHo
ITpakTuyHa peasnizanis HTTI
ITouaToK eramy: 2016
3aKiHYeHHs eTaly:
Crno>kuBavi NPOAYKILii: MesuuHi 3aknany
IlepcrieKTHBHI PUHKH: Vkpainu
XapakTep cniBpoOiTHHIITBA 3 iHBECTOPOM
IToTpiOHUI 00CAT iHBECTHILiH, THC. TPH.:
IIpaBa, 0 HaAI0THCS iHBECTOPY MiCJIsA 3aBEPIIEHHSI POOOTH:
HasaBHicTb 0i3Hec-1JIaHY:
TexHiKO-€eKOHOMiYHe OOrpyHTYBaHHSI:
IToTeH1iaIbHUE 0OCST IIPOJASKY, THUC. TPH..
OuikyBaHHI TepMiH OKYIHOCTi (pPOKiB):

JopaTtkoBa iHdpopmamist:
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Hsarine 1.C., Maptina 3.B. NOTCH1 myTanii y XBOpux Ha XpOHIYHY J1iMPOLUTAPHY JIeMKeMilo, sKi IocTpaxnanu

BHacJlifok aBapii Ha YopHoobusnbcekiit AEC // TIpo6aemu pagianiinoi MmeguuyHy Ta pangiobiosorii. 36. HayK. mpaip.

- 2015 (y mpyKy).

X. 3aKkJI04Hi BizoMmocCTi

KepiBHUK I0pHAUYHOI 0COOH

IlepeJtik 0Cci0O-BHKOHABILiB
A6bpamenko IpuHa BikropiBHa
binoyc Hapgis IBaniBHa
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Tenedon
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