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I. 3arasibHi BimOMOCTI
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Oco06J1uBi TO3HAYKHU: Binkpura

JaTa peectpamnii: 05-01-2021

II. Etran BukoHnauus JiP
Homep eramny: 1

Ha3Ba eramny: BusueHHs BapiaHTiB HyK/IEOTHIHUX TIOCTITOBHOCTEN ¥ XBOpyx Ha Ph-neratusui MITH 6e3 myTariiit

reHiB JAK2, MPL ta CALR, ski 3a3Hanu fii ioHi3yro4oi pagianii
IToyaTok eramy: 01.2020
3akiHYyeHHs eTamy: 12.2020

Buz 3BiTHOrO AOKYMEHTA: [IpoMiKHMIA 3BiT

I11. BizomocTi npo BukoHaBus JIiP

IloBHe HaliMeHYBaHHs IOPHINYHOI 0coou (a6o ITIB ¢izu4yHO0i 0c06H): [epkaBHa ycTaHoBa

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

Micue3HaxoaKeHHS: By lOpis Innenka, 53, M. Kuis, Kuicbka 0671., 04050, Ykpaina

dopma BaacHoOCTI:

Cdepa ynpaBiriHHS: HaujoHnanbHa akajieMis MEIMYHUX HayK YKpaiHu

InenTudgikarop ROR: He zacrocosyerscs

Poamip opranisarii:

Tenedon: 380444830637
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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
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VII. BizomocrTi npo IiP
Ha3sBa po6oTH yKpaiHCBHKOIO:

BrBY€HHS MOJIEKYJISIPHO-TEHETUYHUX OCOOIMBOCTEN NaToreHe3y Ph-HeraTuBHUx MiesnonpoJlipepaTuBHUX

HeOIJIa3ii B 0Ci0, sIKi 3a3HaM [ii ioHi3yl040i pafiauii BHacainoK aBapii Ha YopHoOuibebkit AEC

Ha3sBa po60oTH aHIJIiHCBHKOIO:

Study of molecular-genetic features of pathogenesis of Ph-negative myeloproliferative neoplasia in persons who
have been exposed to ionizing radiation due to the Chernobyl accident

Pedepar yKpaiHCBKOIO:

O6’ext pocanimkenHs - reHomHa JJHK 330 xBopux Ha Ph-HeraTuBHi MiesnonposidepartrBHi Heonnasii (MITH), siki
3a3Haiu Aii ioHisyrouoi pagiauii (IP) BHacnigok aBapii Ha YAEC. MeTa po60TU — BUBUUTU CIIEKTP FEHOMHUX 3MiH y
rpynax xBopux Ha Ph-neratusni MITH y cnenudiyHux reHax — gpaiiBepax (OCHOBHI MyTallii) i3 mogaabImm
ineHTH(}iKyBaHHSM iHIINX TOTEHLIMHUX I'€HIB, SIKi MOXKYTb OpaTH y4acTb y PO3BUTKY HOBOYTBOPEeHb. MeToau
nociigxeHHs — reHoMHy JJHK oTpumyBanu 3 1elKOLUTIB epudepuydHoi KpoBi, iieHTU()iKyBaHHS OCHOBHUX
MyTaLill TPOBOAMIIY 3a IOIIOMOTOIO [T0JIiIMEPA3HO] JIAHLIIOTOBOI peaklii, 0AATKOBI TeHETUYHI BapiaHTX BUBYAJIU 32
IOTIOMOTOI0 TIOBHOTO €K30MHOTO Ta LiJIbOBOTO CEKBEHYBaHHSI, 3IilICHIOBA/IA CTATUCTUYHY 0OPOOKY OTPMMaHUX
JaHux. [linTBepkeHo, o XBOpi 3 pafiallilHMM aHaMHE30M 4acTillle MalOTb HEFaTUBHUN CTaTyC 32 OCHOBHMMU
IpaiiBepHUMU MyTalisimu reHiB JAK2, MPL ta CALR, HiX Ti, 1[0 3aXBOpiiv CIOHTaHHO (25,7 % npoTtu 15,7 %, p =
0,046). CepenHe 41CI0 1OAATKOBUX MyTallill y XBOPUX Ha pajialiiiHo-acouilloBaHUI IepBUHHUN Mien0(diopo3
(ITM®) cxnano 4,8 Ha BUNAAOK, TOZ] K Ha crioHTaHHUM - 3,1 (p = 0,024). Y rpyni xBopux i3 I[IM® 3 papiauiiHum
aHaMHE30M Ta 3 [IOTPillHO HEeraTUBHUM MyTallillHUM CTaTyCOM, HailyacTile 3MiHeHUMHU renamu 6ynu EZH2,
DNMT3A, TET2 ta ATM. Y xBopux Ha MIIH 3 pagianilHuM aHaMHE30M 3HAYHO 4YaCTillle, HiX Yy Nalie€HTiB 3i
CIIOHTAaHHMM 3aXBOPIOBaHHAM, Bu3Havyasnucs myTtauii reHiB DTA (10 i3 25 npoTu 4 i3 33 BUnaaxis BifnosigHo, p =
0,03), mo cBigunTh PO OCOGIUBOCTI PafiallitHOro NaToreHe3y Ta MOXJIMBO 4acTilIoro neperyBaHHs! pO3BUTKY

XBOpO6I/I KJIOHAJIbHOI'O I'€MOII0€3Yy HESACHOTO HOTCHIIia.TIy.

Pedepar aHIJIiHCBKOIO:

Object of study: genomic DNA of 330 patients with Ph-negative myeloproliferative neoplasia (MPN), who were
exposed to ionizing radiation (IR) as a result of the Chernobyl accident. The aim of the work is to study the
spectrum of genomic changes in groups of patients with Ph-negative MPNs in specific genes - drivers (major
mutations) with subsequent identification of other potential genes that may be involved in the development of
tumors. Research methods - genomic DNA was obtained from peripheral blood leukocytes, identification of major
mutations was performed by polymerase chain reaction, additional genetic variants were studied by complete
exomic and target sequencing, performed statistical processing of the obtained data. It was confirmed that
patients with a history of radiation are more likely to have a negative status for major driver mutations in the genes
JAK2, MPL and CALR than those who became ill spontaneously (25.7% vs. 15.7%, p = 0.046). The mean number of
additional mutations in patients with radiation-associated primary myelofibrosis (PMF) was 4.8 per case, while
spontaneous - 3.1 (p = 0.024). In the group of patients with PMF with a radiation history and triple-negative
mutation status, the most frequently altered genes were EZH2, DNMT3A, TET2 and ATM. Mutations in the DTA
genes (10 of 25 to 4 of 33 cases, respectively, p = 0.03) were detected much more often in patients with MPN with a
history of radiation than in patients with spontaneous disease, which indicates the peculiarities of radiation
pathogenesis and possibly more frequent development precedence. diseases of clonal hematopoiesis of unclear
potential.
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VIII. HaykoBa (HayKoBo-TexHiuHa) npoaykuist (HTII)

Ha3zsa HTII yKpaiHCBKOIO: MoseKy/IIpHO-TEHETHYHI 0CO6IMBOCTE Ph-HeraTBHX MienonpostidepaTnBHmx

HeOoIJIa3ii, y ocib, sKi 3a3Hanu Aii ioHi3yro4doi pagianii BHacainok aBapii Ha YopHoOusbchKit AEC

Ha3zpa HTII aHrsi#icbKO¥0: Investigation of molecular genetic features of Ph-negative myeloproliferative

neoplasia in persons exposed to ionizing radiation as a result of the Chernobyl accident
HTII, sixy nepen6a4asiocsi CTBOPUTH:

IIpuunnn, yepe3s aki HTII He Gysi0 cTBOpeHO:

OTpuMmaHi pe3yJIbTaTH: MeTtoay, Teopii

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

TEXHIYHMX HayK
PeecTpanifiHuil HOMep KapTKH TE€XHOJIOTii:

Omnuc HTII: Nocnimkeno yacrory myrariitHoro crarycy retis JAK2 Ta CALR i MPL y xBopux Ha Ph-neratusHi
MmiesnonposnideparusHi Heomnazii (MITH), siki 3a3HasnM BIIJIMBY YMHHUKIB aBapii Ha YopHoousbcebkiit AEC, Ta y XBOpux
6e3 papgialifiHoro anamHe3y. OTpUMaHi pe3yJIbTaTH 1010 HAsIBHOCTI IOAATKOBUX MYTallill B reHOMi XBOpUX Ha
MIIH, BiporifnHo CBigUNTh PO 3B’I30K i3 Hi€to pafiauii. 3MiHeHi reHy, 10 BU3HAYAIKCS Y IPYIi XBOPHUX 3
pafialiliHMM aHaMHe30M HaiJacrTille OyJu 3ajlyyeHi 0 KJIITUHHOTO CUrHalisyBaHHs1, penapauii JHK, crinaiicunry

Ta eNireHeTUIYHOTO peryntoBaHHA.

ConiannbHO-eKOHOMIYHA crpsiMmoBaHicTh HTII: Toninmuenns SKkocTi XUTTA Ta 310POB' HACENIEHHS,

e EeKTUBHOCTI [AiarHOCTUKY Ta JIiKyBaHHS XBOPUX

BnyiuB HTII Ha moBKiJjjis:

BnposapaskeHHs1 HTII: He snpoBamxeHo

ITpakTuyHa peasnizanis HTTI
IToyaTok eramy: 01.2020
3aKkiHYeHHs eTamy: 12.2020

Crio>KHuBavi NPOAYKILii:
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IToTpiOHMUI 00CAT iHBECTHILiH, THC. TPH.:
IIpaBa, 0 HaJAIOTHCS iHBECTOPY IIiCJIsI 3aBepIIeHHs POOOTH:
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JopaTtkoBa iHdpopmanist:

Ha3zga HTII ykpaiHCBKOIO: [TopiBHSIBbHMI aHaII3 MyTaL[IHHOTO CTAaTyCy XBOpux Ha Ph -HeraTusHi

MiesionpoJlipepaTUBHI HEOIIA3il 3 pafialiiHUM aHAMHE30M Ta 6€3 TaKOro

Ha3zpa HTII anri#icbKor0: Comparative analysis of mutational status of patients with Ph-negative



myeloproliferative neoplasia with radiation history and without such
HTII, aKy nepenba4asiocss CTBOPHTH:
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l'asmy3b 3aCTOCYBaHHS: [loCIiI)KeHHS i €KCIIePUMEHTabHI PO3PO6KH ¥ cdepi iHIMNX IPUPOAHUIHX i

TEXHIYHUX HayK
PeecTpaiifiHuii HOMep KapTKH T€XHOJIOT1i:

Omnuc HTII: locnimxeHo yacrory myrauiiinoro crarycy renis JAK2, MPL ta CALR y xBopux Ha Ph-HeratusHi
MiestonipostipepaTuBHi Heorasii (MITH), ki 3a3Hann BIIMBY YMHHMKIB aBapii Ha YopHoouibcbkiilt AEC, Ta y xBopux
6e3 pagialiliHOro aHamHe3y. BussieHo nigsuimeHHu piseHb myTanii CALR cepeq XBopux Ha pafialiliHO

aconirosaHi MITH, HixX y xBopux Ha cioHTaHHi MITH.

ConiannbHO-eKOHOMIYHA crpsiMmoBaHicTh HTII: Toninmenns SKkocTi XUTTA Ta 310POB' HACENIEHHS,

e EeKTUBHOCTI AiarHOCTUKY Ta JIiKyBaHHS XBOPUX

BnyiuB HTII Ha moBKiJjjis:

BnposapaskeHHst HTII: He snpoBamxeHo
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