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II. Etran BukoHnauus JiP
Homep erany: 3

Ha3sBa eramny: BuzHaueHHs IPOrHOCTUYHOTO 3HaYeHHs MyTauiii reHiB TP53 i NOTCH Ta nosnimopdi3miB reHis
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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:

t o 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:

MeTa po60TH - BCTAHOBUTU 3HAUE€HHSI TEHETUYHOI CXUJIbHOCT] Y XBOPUX Ha XPOHIUHY JIiM(OLUTAPHY JIeHKEMIIO,
IIOCTpaXKIAJIMX BHACJIAOK aBapii Ha YopHobunbchkiilt AEC, o BUHMKHeEHHS myTauiil reHiB TP53 i NOTCH,
acorifioBaHux 3 peppakTepHICTIO 10 XiMioTeparii Ta HecpuITINBUM riepedirom. O6'eKT JOCTimKeHHS: 236 XBOpUX
Ha XpOHiuHy simpouuTapHy neiikemito (XJIJI), B Tomy unci 106 XxBopux, sKi 3a3HaJM BIUIMBY iOHi3yI04OTO
BunpominenHs (IB) BHacaizox YopHoOUIbCHKOI KaTacTpodu (ocHOBHA rpyna) i 130 xBopux 6e3 BniuBy 1B (rpyna
NOpiBHSIHHS), 145 0Ci6 6€3 OHKOreMaToJIOTiYHOI aTOJIOoTii (KOHTPOJIb). MeTOnM HOCTiIKEeHHS: KIIiHi4Hi, MoliMepa3Ha
JIAHIIIOTOBA peaKllis, CEKBEHYBaHHS OTPUMAHUX IIPOAYKTIB peakii, craTucTuyHi. OCHOBHI pe3yJbTaTh. BusiBieHi
HACTYIIHI BiAMiHHOCTI onpoMiHeHux xBopux Ha XJIJI: nigsumena yacrora romo3urot T /T rs12947788 1 G /G
rs12951053 (p = 0,042), a Takoxx nosimopdismy rs146340390 reny TP53 (p = 0,001) nOpiBHSAHO 3 IPAKTUYHO
3J0POBUMHU 0CODAMU €BPOIENCHKOI MOMYJIALl; 3HKeHHS yacToTu myTauini reny NOTCHI (6,7 % nipotu 17,7 % y
rpy1i nopisHgHHS; p = 0,012); 36isbI1eHHS 0JHOYacHOI IpucyTHOCTI MyTaliil reHis SF3B1 ta TP53 (4,4 % nipotu 0,82
% B rpymi nopiBHgHHS; p = 0,001). LIi ocob1uBOCTi Oy/M NpUTaMaHHiI ONIPOMiIHEHMM B NIEPIIMI Nepiof mics aBapii
(ygacnuku JIHA kBiTHSI-TpaBHs 1986 p. Ta eBakyiioBaHi). BomHouac yacrora myrtauii renis TP53 (11,3 % ta 12,7 %) i
SF3B1 (10,0 % Tta 11,5 %) B OCHOBHI TpyIli Ta IpyIli IOPiBHSIHHS HE pO3pi3Hsach. BcTaHOBIEHO, 110 XBOPi 3
HemyToBaHUMU IGHV reHamu € Tpymnoio pusuKy oo po3BuTky mytauiit rena NOTCHI (OR = 16,06; 95 % CI 2,14 -
74,10; p = 0,001). XBopi 3 reHoTUNOM Pro/Pro 3a nosnimopdizmom rs1042522 reny TP53 He3aeKHO Bifi MyTaliiiHOro
cratycy IGHV reHiB e rpynoio pusuky om0 po3BuTKy myTtauiil redis TP53 ta SF3B1 (OR = 4,889; 95 % CI 1,974 -
12,162; p = 0,001). 3anpoNOHOBAHO aJrOPUTM BU3HAYEHHS pU3UKY PO3BUTKY MyTawiil TP53 Ta/a60o SF3B1 3anexxHo
Biz reHoTUINY naiieHTa 3a nosuimopdizmom rs1042522 reny TP53 Ta myraujiiiHoro crarycy IGHV reHis. Po3po6ieHo
MeTog Bu3HayeHHs myTauiil reny NOTCHI1 3a gonomoroto ITJIP y peanbHOMY uaci, sSIKuii J03BOJIsIE GLIbII TOYHO
IIPOTHO3YBAaTU TPUBAJICTh 6€3pelIAMBHOTO BU)KMBaHHS XBOPUX. BcTaHOBEHI ocobnuBocTi nnepebdiry XJ1JI y HociiB
renoruny GG 3a nosimop@dizamom SNP309 reny MDM2. Briepiue BUsIBJIEHO HECIIPUSITIMBE IPOTHOCTUYHE 3HAYEHHS

nonimopdizmy rs1800372 reny TP53. [Ty6mikauii 8 crarel, TpOEKT METOANYHUX PEKOMEHAIliH, 3asiBKa Ha [1aTeHT.

Pedepar aHIJIiHCBKOIO:

The aim of work - to study the frequency of TP53 and NOTCHI1 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 group of comparison); 145 persons
without oncohematological diseases (the control). Methods: polymerase chain reaction, direct sequencing of
reaction products, clinical, statistical. The main results: the following features of the irradiated CLL patients were
revealed: increased frequency of homozygous T /T rs12947788 and G /G rs12951053 (p = 0.042), as well as
polymorphism rs146340390 of TP53 gene (p = 0.001) compared to healthy individuals of the European population;
decrease in the frequency of NOTCH1 mutations (6.7% against 17.7% in the group of comparison; p = 0,012);
increased frequency of the co-existence of TP53 and SF3B1 mutations (4.4 % vs 0.82 % in the group of comparison;
p=0.001). These features were typical for CLL patients, irradiated in the first period after Chornobyl NPP accisent



(clean-up workers of April-May, 1986 and evacuees). At the same time, the frequencies of TP53 mutations (11,3%
and 12.7%) and SF3B1 mutations (10,0% and 11.5%) in the main group and in the group of comparison were similar.
It was found that CLL patients with unmutated IGHV genes were risk group for development of NOTCHI1
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). An algorithm for determining the risk of TP53 and /or SF3B1 mutations
depending on rs1042522 polymorphism and mutation status of IGHV genes was proposed. A method for revealing
of NOTCH1 mutations by real-time PCR, which allows to more accurately predict the duration of progression-free
survival of patients was developed. Some features of CLL in carriers of GG genotype by SNP309 of MDM2 gene
were established. The negative prognostic significance of rs1800372 of TP53 gene was revealed. Publications: 8
papers, draft guidelines, the patent application.

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

Koau TemMaTHYHHUX PYOPHK: 76.29.62
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VIII. HaykoBa (HayKoBo-TexHiuHa) npoaykuist (HTII)
Ha3zsa HTII ykpaiHCBKOIO: Crioci6 BusHaveHHs myTaniii reny NOTCHI1
HaszBa HTTI aHraificbKor0: Method for determination of NOTCH1 mutations
HTII, aKy nepenba4asiocsi CTBOPHTH:

IIpuunnu, yepe3s saki HTII e Gysio cTBOpeHO:

OTrpumaHi PE€3YyJIbTATH: NPUPOJHUYI i TEXHIYHI HAYKU

l'asmy3b 3acTOCYBaHHS: [loCIifIKeHHs i eKCIIePUMEHTabHI PO3PO6KH ¥ cdepi IHINX TPUPOAHIIHX i

TEXHIYHMX HayK
PeecTparifiHuii HOMep KapTKH T€XHOJIOT1i:

Onuc HTII: [Ipononyerses crnoci6 KinbkicHOro BuzHadeHHst myTtauiit reny NOTCHI1 y XBOpUX Ha XPOHI4HY

snim@ouuTapHy JIeIKeMilo Ha OCHOBI I10JliMepa3Hoi JIaHIIOrOBOi peakliii B peasbHOMY 4aci
ConiaibHO-€eKOHOMIYHA cnpsamoBaHicTe HTII:
BnyiuB HTII Ha moBKiJjjs:
BnpoBanskenHss HTII: Boposamxeno
ITpakTuyHa peasnizanis HTTI
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