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1. ETaniy BUKOHAHHS

Homep etany: 2

Hassa eramy: Aanasniz mytauiit reHiB TP53 i NOTCH y xBopux Ha XJIJI 3ay1eHO Bif, pafiauilHOro YMHHMKA B aHaMHe3i Ta

posmnoginy noniMop@iamis reHiB p53-0nocepeKOBaHOTO arloNITO3y
IToyaTok etamy: 01-2015
3akiHueHHs etamy: 12-2015

Bup, 3BiTHOTO JOKyMeHTa: [IpOMDIKHMIT 3BiT

2. BukoHaBeupb

Hassa oprasnisanii: [Jep>kaBHa ycraHoBa "HarjioHasibHUM HAayKOBUMH LIEHTP pafialiiiHoi meguunHy HarjoHanpHOI akagemii
MEeJMYHUX HayK YKpaiHn"

Kog, € IPIIOY /IITH: 04837835

IlizmopsakoBaHicTk: HanioHanbHa akaieMiss MEUYHUX HayK YKpaiHu
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3. Bnacuuk peayabtatiB HIJIKP (nmpoaykiiii)

Hassa opranisanii: [Jep>kaBHa ycraHoBa "HarjioHasbHUM HayKOBUH LIEHTP pafiauiiiHoi meguunHy HarjoHanpHOI akagemii
MEeJMYHUX HayK YKpaiHn"

Kog, €PIIOY /ITIH: 04837835

Appeca: By:1. I0pis Innenka, 53, M. Kui, KuiBcbka 061., 04050, Ykpaina
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4. JI>kepeJia Ta HanpsiMu piHaHCYBaHHSA

IligcraBa aJ1s1 mpoBeAeHHs POOIT: 34 - IOroBip (3aMOBJIEHHS) 3 LIEeHTPAJIbHUM OPraHOM BUKOHABYOI BJIaIM, aKaieMi€lo HayK

(ro;IOBHMMU PO3IIOPSIAHUKAMY OIOPKETHUX KOIITIB Ha mpoBeaeHHst HIIJIKP)
KIIKBK: 6561040

Hanpsm ¢inancyBanHs: 2.1 - pyHIaMeHTaNbHi TOCTiIKEHHS



J>kepesia piHaHCYBaHHS

I>xepeJio ¢piHaHCyBaHHS: 7713 - KOWITHU IePXKOIOIKETY

daxTuyHmii 06car GinaHcyBaHHA 3a 3BiTHHH eTam: 270.4 TUC. TDH.
5. HaykoBo-TexHi4Ha poooTa

HasBa po6oTHu (YKp)

,HOCJIi,HI/ITI/I PU3UK BHMHUKHEHHA TIPOTHOCTUYHO HECIIPUATJIVIBUX T€HETUIHUX aHoOMaJIn y XBOpUX Ha XpOHi‘-IHy JIiMq)OIH/ITapHy
JlefiKeMilo, TIOCTPaKAalux BHaAcJimok YopHOOWIbCbKOI aBapii, 3asexxHO Bim mnosiMopdismiB reHiB p53-ornocepenKoBaHOTO

anonTo3y

Ha3sBa po6oTHu (aHrJI)

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

Pedepar (yxp)

Mera po6oTu - BCTaHOBUTU 4YacToTy myTtauiil re”is TP53 i NOTCH1 y xBopux Ha XJIJI 3ayeXXHO Bif, pajialiiHOro YMHHMUKA B
aHaMHe3i Ta po3nofiny noaiMmopdismis reHis ps3-onocepenkoBaHoro anonTosy. O6'eKT JOCiIKEHHs: 236 XBOPUX Ha XPOHIUHY
snimonutapHy sneiikemito (XJIJI), B Tomy umciai 106 XBOpuX, sKi 3a3HanM BIUIMBY iOHi3yrouoro BurpomiHeHHs (IB) BHaciimok
YopHobunbchkoi KaracTtpodu (ocHoBHa rpyma) i 130 xBopux 6e3 BBy IB (KOHTpOJb). MeTomu [OCTIIKEHHS: KIIiHIYHI,
rojliMepasHa JIAaHLJIOrOBa PEakKllis, CEKBEHYBAaHHSI OTPMMAaHUX MPOIYKTIB peakuii, cratTucTudHi. OCHOBHI pe3yJIbTaTh: B OCHOBHIN
Ta KOHTPOJIbHIl rpynax yactoTa myrauii reniB TP53 (11,3% Ta 12,7%) i SF3B1 (10,0% Ta 11,5%) He poaspisHsnace, yactora NOTCHI
MyTaljiil 6y/a HIDKYOIO y OIIPOMiHEHUX XBOPUX (6,7% 1potu 17,7%; p=0,012). B 0CHOBHIii1 IpyIi BUSIBIEHO 306i/bII€HHS OGHOYACHO]
npucyTHocTi myrauiit rexiB SF3B1 ta TP53 (4,4% mnporu 0,82% B koHTposi, p=0,001). IIs oco6nuBicTh 6yna mpuTamaHHA
ONpPOMiHEHUM B Nepmnii nepiog nics aBapii (yaacHuku JIHA "HiogHoro" nepiofy Ta eBakyiioBaHi). Cepez OMpOMiHEHNUX Mali€eHTiB
BusiBJIeHO 1Ba Bumnaznku (1,88%) pinkicnoro mosimopdismy rs146340390 rena TPS53, yacToTa SIKOrO 3a JliTepaTypHUMH OAHUMU
craHoButh juie 0,06%. XBopi 3 HemyroBaHnMu IGHV renamu € rpyrorm pusvKy mono po3BuTky myTauiil rena NOTCHI: OR =
16,06 (95% CI 2,14 - 74,10; p=0,001). XBopi 3 reHorurnom Pro/Pro 3a nosmimopdizamom rsl042522 rena TP53 HezasnexxXHO Bif
MmyTauiiinoro cratycy IGHV reHiB € rpynoio pusuky mofo po3BUTKy MyTauiil reHiB TP53 Ta SF3B1: OR = 4,889 (95% CI 1,974 -
12,162; p=0,001). 3a ymoB excnpecii HemyToBaHux IGHV reHiB Ta reHotuny Arg/Arg po3BUTOK myTauiil renie TP53 ta SF3B1
acouiitoBanuil 3 reHotunom GG SNP309 rena MDM2 (p=0,023) Ta excrnpecieo rena IGHV3-21 (p=0,046). 3a ymo0B excnpecii
myToBaHux IGHV reniB Ta reHoTumniB Arg/Arg a6o Arg/Pro po3BuTok myTauiil renis TP53 ta SF3B1 acouiiioBaHuil 3 eKclpeciero
reHa IGHV4-59 (p=0,001), rena IGHV3-30 (p=0,01) Ta reHa IGHV3-21, axuil HaJeXUTb JO KjacTepa 2 TOMOJIOTIYHUX PelenTopiB
(p=0,03). CyTTeBoro BruBy nosimopdiamy rs1801270 rena p21 Ha po3BUTOK IPOTHOCTUYHO HECIIPUSITIAMBUX MYyTallill y XBOpUX Ha

XJIJI He BUSIBJIEHO.
Pedepar (aHr1)

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 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 NOTCH1 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 NOTCHI 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.

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

Kopu remarnuynux pyopuk HTI: 76.29.62
6. HaykoBo-TexHiyHa npoayKkuis (HTII)

HTII 1

HasBa npoaykuii (ykp): Crioci6 BU3HaY€HHS pU3UKy PO3BUTKY MyTaliil reHy TP53 y XBopux Ha XpOHiYHY JlimbonuTapHy

JerKeMiio

HaszBa npoaykuii (anrs): Method for determination of risk TP53 mutation's development in chronic lymphocytic leukemia
patients

OuikyBaHi pe3yJIbTaTH:
T'anysb 3acrocyBaHHS: JlOCTiIKEHHS i1 €KCIIEpMMEHTaIbHI PO3pO0KHU y cpepi iHMUX IPUPOSHUYMX i TEXHIYHUX HAYK

Onuc npoaykuii (yKp): [IponoHyeTbCs COCiO BU3BHAYEHHSI PUBMKY PO3BUTKY MyTallill reHa TP53 y XBOpUX Ha XPOHIUHY
niMdouuTapHy Jeiikemilo Ha OCHOBI BU3Ha4YeHHs nosiMmop@izma rs1042522 rena TP53 B nimdonurax nepudepuyHoi Kposi

METOJIOM I10JIiIMEPa3Hoi JIaHIIIOTOBOI PeaKllii 3 PECTPUKIEIO NPOAYKTIB peaKiiii
ConianbHO-eKOHOMIYHa cripsimoBaHicTy HTII:

Cragis 3aBepmenocti HTII: 3it o HIAJIKP

Bnposazykennsa HTII: He BnpoBamkeHO

Crpoxku BrnpoBagykeHHs: 2016

Bupo6nuk npoaykuii: HHIIPM

CnoskuBayi NpogyKuii: MeIuyHi 3akyanu

IlepcneKTHBHI pHHKH: YKpaiHu

IIpaBa iHTe/IEKTyasIbHOI BJIACHOCTI: 3a JOrOBOpaMu

dopmu Ta ymoBHu nepepavi npoaykiii: HapdaHHs nepcoHany
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