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VII. BizomocrTi npo IiP
Ha3sBa po6oTH yKpaiHCBHKOIO:

3HavyeHHs MOJIEKYJISIPHO-TEHETUYHMX I1I0pYyLIEHb B IPOTHO3YBaHHi Bif[IOBiAi Ha Ipyry JiHilo Teparii iHribiropamu
THMPO3MHKIHA3 Y XBOPUX HA XPOHIUHY Mi€JIOIIHY JIEMKEMIIO, PE3UCTEHTHHUX JIO iIMaTHHIOY, SIKi 3a3HaNN il

iOHi3yI040r0 ONIPOMIHEHHS BHACAOK aBapii Ha YAEC

Ha3zBa po6oTH aHTIJIilICbKOIO:

The value of molecular genetic disturbances in predicting of the response to the second line therapy with tyrosine
kinase inhibitors in patients with chronic myeloid leukemia, resistant to imatinib, exposed to ionizing radiation due
to Chornobyl PPS accident

Pedepat ykpaiHCbKOIO:

3 METOI0 BU3HAYE€HHA KOMIUIEKCY MOJIEKY/IIPHO-TEHETUYHUX ITPOTHOCTUYHUX KPUTEPIiB BifNIOBiAi HA APYTY JiHiI0
Teparlii iHribiTopamy TUPO3MHKiHA3 1171 OOI PYHTyBaHHS NepcoHidikauii TapreTHoi Teparii y XBOpux Ha XpOHIYHY
Mi€JIOifiHy JIEKEeMil0, PE3UCTEHTHHUX 10 iMaTHHIOy 6yJ10 06CTeXEHO 223 nalieHTa i3 XpOHIYHOIO MiesIoigHOI
serikeMiero (XMJI), cepen HUx 27 0cib, sIKi 3a3HaiM [ii i0Hi3ylI040ro BUNPOMIHIOBAaHHS BHACJIIOK aBapii Ha
YopHOOUIIbCBKIiM aTOMHIl eJeKTpocTaHLji. Bunineno kiiHiko-remaTosoriuyHi oco6auBocti nepebdiry XMJI, siki
aCOLI0I0ThCS 3 BUCOKUM PU3MKOM PO3BUTKY PE3UCTEHTHOCTI J10 Teparii imaTuHi6boM, a came: IPOMDKHUH Ta
BHICOKUI [IPOTHOCTUYHUM iHzeKe Sokal B 1e610Ti 3axBOpIoBaHHs, piBeHb ekcrpecii rena BCR/ABL1 > 10 % uepes 3
Micsui Tepamnii HinoTuHi60M. JIpyra JiHis Teparmnii i3 3acTOCyBaHHSIM HiZIOTHHIOY 103BOJIMIIA IOLOJIATH
PE3UCTEHTHICTb Ta JOCATHYTU [IOBHOI HIUTOT€HETUYHOI BifNOBizi yepes 12 micALiB Teparmnii nepeBaskHO y NallieHTiB 3
nukuMm tunom reHa BCR/ABL1 (35,9 % vs 14,3 % naijienTis). Hopmasnisanis BMicTy iHTepsieliKiHy-2 Ta MiiBULIeHHS
KOHILIEHTpaLii iHTepdepoHy-0 y XBOPUX B XpOHiuHil ¢a3i XMJI Ha apyrii ninii Tepamnii ITK cBiguuny npo nocTynosy
HOpMaUli3alilo iMyHHOI peakTuBHOCTI. Cepe[ onpoMiHeHux nauieHTiB 3 XMJI BCTaHOBJIEHO BUCOKY 4aCTOTY
PO3BUTKY [IEPBUHHOI Ta BTOPUHHOI pE3UCTEHTHOCTI [0 iMaTHHIOY, a TAKOX MifIBUIIEHHS YaCTOTH MYTalill B reHax
GATA2, STAG2, ASXL1, KDM6A, BCOR, CUXI1, GNAS, KMT2A, SMC3, TET2, PHF6, DNMT3A, BCORLI, JAK2, TP53,
HRAS, IKZF1, CARL nonatkoBo no xumepHoro reHa BCR /ABL1. CdhopMoBaHO KOMILJIEKC IIPOTHOCTUYHUX
MOJIEKYJISIPHO-T€HETUYHUX KPUTEPIiB, 5IKi 06YMOBJIIOIOTh NOL/IbHICTh BUOOPY HIJIOTHHIOY B SIKOCTI IpYroi JIiHil
tepariii nauienTis 3 XMJI, y sIKUx Teparis iMaTrHiOoM Oysia Hee(EeKTUBHOIO, a caMe: PeAyKIisl NyXJIMHHOTO KJIOHY 1O
PiBHS MOBHOI LIUTOT€HETUYHO] Bifi[IOBITi, HU3bKUI PiBEHDb KJIOHY 3 1OJaTKOBUMU XPOMOCOMHUMU abepaLismu,
BiZiCyTHIiCTb MyTallill KiHa3HOro fomeHy reHa BCR/ABL1 ra BCR/ABL1-He3aneXHUX MyTallili COMaTUYHOTO

ITOXOJKEHHS Ha TI0YaTKy APYyroi JiHii Teparrii.

Pedepar aHIJ1iiCBKOIO:

In order to determine a set of molecular genetic prognostic criteria for response to second-line therapy with
tyrosine kinase inhibitors to justify the personification of targeted therapy in patients with chronic myeloid
leukemia resistant to imatinib, 223 patients were examined. Among them 27 patients were exposed to ionizing
radiation as a result of the accident at the Chernobyl nuclear power plant. Clinical and hematological features of
CML, which are associated with a high risk of resistance to imatinib therapy, were determined: intermediate and
high prognostic Sokal index in the onset of the disease, the level of BCR/ABLI gene expression > 10% after 3
months of nilotinib therapy. The second line of nilotinib therapy allowed to overcome resistance and achieve a
complete cytogenetic response after 12 months of therapy mainly in patients with wild-type BCR/ABL1 gene
(35.9% vs. 14.3% of patients). Normalization of the interleukin-2 level and increase in the interferon-o concentration
in CML patients with chronic phase on the second line of TKI therapy indicated a gradual normalization of immune
reactivity. Among irradiated CML patients a high incidence of primary and secondary resistance to imatinib, as
well as an increase in the frequency of mutations in the genes GATA2, STAG2, ASXL1, KDM6A, BCOR, CUX1, GNAS,
KMT2A, SMC3, TET2, PHF6, DNMT3A, BCORL1, JAK2, TP53, HRAS, IKZF1, CARL in addition to the fusion BCR/ABLI



gene. A set of prognostic molecular genetic criteria, which determined the expediency of choosing nilotinib as the
second line therapy for patients with CML for whom imatinib therapy was uneffective, has been developed,
namely: reduction of tumor clone to complete cytogenetic response, low rate of clone with additional
chromosome aberrations, absence of BCR/ABLI1 kinase domain mutations and BCR/ABL1-independent mutations
of somatic origin at the beginning of the second line therapy.
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VIII. HaykoBa (HayKoBo-TexHiuHa) npoaykuist (HTII)

Hazga HTII ykpaiHCBKOIO: Crioci6 nporHo3yBaHHS BiMIOBi/i Ha TEPAIIIO IMATUHIGOM Y XBOPHX HA XPOHIYHY

Mi€JIOiIHY JIEMKeMil0 Ha OCHOBI BU3HAYEHHSI IOJATKOBUX XPOMOCOMHUX abepariit

Hazpa HTII aHri#icbKo¥0: Method for predicting response to imatinib therapy in patients with chronic

myeloid leukemia based on determination of additional chromosomal aberrations
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PeecTpaiifiHuii HOMep KapTKH T€XHOJIOT1i:

Onuc HTII: Meroio 3anpornoHoBaHoi TeXHOJIOTT € po3po6Ka Croco6y MpOorHo3yBaHHs Bi/NOBI/I Ha Tepartiio
iMaTMHIGOM y XBOPUX Ha XPOHIYHY Mi€JIOiHY JIEMKEMiI0 Ha OCHOBI BUBHAYEHHS JJOJATKOBUX XPOMOCOMHMX
abepauiii. CyTb TEXHOJIOTII M0JIsirae y NpOrHO3yBaHHI BifIIOBifi Ha Teparilo iMaTMHIOG0M 3aJIEXKHO BiJ HASIBHOCTI 260
BiZICYTHOCTi JJOIaTKOBUX XPOMOCOMHUX abepaliil y Ph-Tio3uTHBHUX KIIITUHAX KiCTKOBOTO MO3KY. BU3HayeHHs
IOJATKOBUX XPOMOCOMHMUX abepalliil IpOBOIUTHCS METOJ0M KapioTUITyBaHHS KJITUH KiCTKOBOTO MO3KY i3
3actocyBaHHIM gudepenuiinoro GTG-3abapBieHHs1 XpoMOocoM. HasiBHICT 1OaTKOBUX XPOMOCOMHUX abepalliii
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