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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 BU3HAUYEHHS O0COOJIMBOCTEN KIIIHIYHOTO Nepebiry, InHaMiku ekcrpecii xumepHoro reny BCR /ABLI,
LJMTOT€HETUYHOI BifI[IOBiAi, CIEKTPy MyTalill KiHazHOro foMeHy reHy BCR /ABL1 Ta LMTOKIHOBOI JIaHKU IMYHITETY Yy
XBOPHUX Ha XPOHIUHY MiesoigHy nelikemito (XMJI) 3 pisHUM CcTylleHeM pelyKLii IyXJIMHHOTO KJIOHY Ha APYTill yiHii
Teparii iHriitropamu TuposuHkiHa3 (ITK) obcrexxeHo 47 nanieHTis 3 XMJI. Cepen Hux 12 ocib, sKi 3a3Hanu aii
iOHi3yI04Oro BUIIPOMIHIOBaHHSI BHACJIIIOK aBapii Ha YopHOOUIbCHKI aTOMHIN enekTpocTaHLii (YAEC).
BcraHoBs€HO, 10 NifBuleHHs KisbKocTi Ph+ Ki1iTuH Ta BincoTky meTadas 3 10JaTKOBUMU XPOMOCOMHYMU
abepauisiMu [0 noyatky gpyroi jinii teparnii ITK acouitoBanucs 3i 3HWKEHHSIM BipOTiIHOCTI IOCSATHEHHSI IOBHOI
LIUTOTEHETUYHOI Ta BEJINKOi MOJIEKYJISIPHOI BinoBini. V nanieHTiB, y Skux yepes 3 micsui Teparii HiToTnuHi6oM
piBeHb BCR/ABL1 nepesuniyBas 10 %, BiporigHicTs penyKiii MyXJIMHHOTO KJIOHY [10 PiBHS II0BHOI IUTOT€HETUYHO]
Ta BEJIMKOI MOJIEKYJISIpHO] Bifnosini 6ysa meHma. [Tanjentu 3 BCR/ABL1 < 1 % 4epes 6 Mics1iiB Teparlii HiIOTMHIOOM
MaJly Kpaly 4-pidHy BUKMBaHICTb 6€3 NOJIill, BUKMBaHICTh 6€3 Iporpecii Ta 3arajibHy BUKUBAHICT. JIpyra JiHig
teparii [ITK mo3sosnia nonosatv pe3suCTEHTHICTD i OCIITU [IOBHOI HUTOT€HETUYHOI BiANoBizi yuepes 12 micsauis
[IepEeBa’KHO y NallieHTiB 3 AuKUM Tuiiom reHa BCR /ABLI. Hopmanizauis BMicTy iHTepJieliKiHy-2 Ta NMigBUILEHHS
KOHLeHTpauiii inTeppepony-oy nauieHTiB 3 XMJI Ha gpyriit sinii repanii ITK cBigunia npo noctynosy
HOpMaJIi3alilo iMyHHOI peakTUBHOCTI. [IoKka3aHo, mo epexTuBHicTb 3MiHN ITK y BuUnagkax po3BuTKy
PE3UCTEHTHOCTI 10 iMaTUHIOY y MalienTiB, 10 3a3Haju Aii i0HI3yI040ro BUIIPOMiHIOBAHHS, OyJia TAKOIO X, 5K i B
rpy1mi HeonpoMiHeHux nauieHTiB 3 XMJI. CpopMoBaHO CNIEKTP KJIiHIKO-TeMaTOJIOTiYHUX, IUTOT€HETUYHHUX Ta
MOJIEKYJISPHO-TEHETUYHUX XapPaKTEPUCTUK MyXJIMHHOTO KJIOHY Y nauienTiB 3 XMJI Ha apyrin minii repamnii ITK, a
came: IPOMIKHUI i BUCOKHMI IIPOrHOCTUYHU iHAeKc Sokal B mebroTi 3aXBOPIOBaHHS, HAsIBHICTb NOOATKOBUX

XPOMOCOMHUX abepaliiil Ta MyTaliil kKiHazHoro nomeny reHa BCR/ABLL.

Pedepar aHIJ1iiCBKOIO:

Forty seven patients with chronic myeloid leukemia (CML) were examined to determine the features of the clinical
course, the dynamics of BCR/ABL1 fusion gene expression, cytogenetic response, the spectrum of BCR/ABL1
kinase domain mutations and the cytokine system in CML patients with different degrees of tumor clone reduction
on second-line tyrosine kinase inhibitors (TKI) therapy. Among them 12 patients were exposed to ionizing radiation
as a result of the Chernobyl nuclear power plant accident (ChNPPA). It was found that an increase in the number of
Ph + cells and the percentage of metaphases with additional chromosomal aberrations before the start of the
second line of TKI therapy was associated with a decrease in the probability of achieving a complete cytogenetic
and major molecular responses. In patients with BCR /ABL1 > 10% after 3 months of nilotinib therapy the likelihood
of the achieving the complete cytogenetic and major molecular response was lower. Patients with BCR/ABL1 < 1%
after 6 months of nilotinib therapy had better 4-year event-free survival, progression-free survival, and overall
survival. The second line of TKI therapy allowed to overcome resistance and achieve a complete cytogenetic
response after 12 months mainly in patients with wild-type BCR /ABL1 gene. Normalization of interleukin-2 and
increase of the interferon-o concentration in CML patients on the second line of TKI therapy indicated a gradual



normalization of immune reactivity. It was shown that the effectiveness of changing the TKI in cases of resistance
to imatinib in patients exposed to ionizing radiation was the same as in the group of non-irradiated CML patients.
A spectrum of clinical-hematological, cytogenetic and molecular-genetic characteristics of the tumor clone in
CML patients on the second line of TKI therapy was formed, namely: intermediate and high Sokal score in disease
onset, the presence of additional chromosomal aberrations and BCR/ABL1 kinase domain mutations.
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VIII. HaykoBa (HayKoBo-TexHiuHa) npoaykuist (HTII)

Ha3zga HTII yKpaiHCBKOIO: KOMIUIEKC KIIiHIKO-T€MATOIOTIYHNX, IMTOTEHETMIHUX T MOJIEKYTISIPHO-
reHETUYHUX XapaKTEePUCTHUK IyxXJIMHHOTO KJIOHY Y nauieHTis 3 XMJI Ha npyrii jiHii Tepamnii iHriditopamun

TUPO3NHKIHA3.

HasBa HTII aHI/IiHicbKOIO: A complex of clinical-hematological, cytogenetic and molecular-genetic

characteristics of a tumor clone in CML patients on the second line of tyrosine kinase inhibitors therapy.
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XapaKTePUCTUK MyxXJIMHHOTO KJIOHY Yy TalieHTiB 3 XMJI Ha npyriii iHii Tepamnii iHribiropamu THpo3uHKiHa3, a came:
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XPOMOCOMHUX abepaliii, MyTaljii KiHazHoro fomeHy reHa BCR/ABLI 3 pi3HUM CTyII€eHEM YyTJIMBOCTI IO HiJIOTUHIOY.
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