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XAPAKTEPUCTUKA

KJIOHIB 3 4OOATKOBUMMU
XPOMOCOMHUMU AHOMANISAMHA
Y NMAUIEHTIB I3 XPOHIYHOIO
MIEJIOIAHOIO JIEUKEMIEIO

TA IX BIJIUB HA E®EKTUBHICTb
TEPAMII IMATUHIBOM

Mema: oyinumu cmyninb enaugy pisHux 0o0amioeux xpomocomrux anomaniii (IXA)
Ha nepebiz xporiunoi mienoionoi aetixemii (XMJI) ma eqpexmusnicmo mepanii ima-
munibom. O6’cxm i memodu: é docridocenns Oyno 3anyyerno 45 nayienmis i3 XMJI
¥ Xpouiuniii (ha3i, e axux eusenerno XA e debromi 3axsoprosanns abo nio wac me-
panii imamunioom. Tlayienmis 6yno 6idibpano i3 3aeanvhoi 2pynu xeopux na XMJI,
AKUM NPOBOOUAOCA LumoeeHemuyHe docnidxcents 6 HayionansHomy HayKoeomy
yenmpi padiayiiinoi meduyunu HAMH Yxpainu 'y 2008—2019 pp. Yci nayienmu
ompumyeanu imamuni6. Imosipricms 3a2arbrol suxcusarnocmi (overall survival —
0S), suxcusarocmi 6e3 npoepecii (progression free survival — PFS) i 6e3nodiiinoi
suxcuearocmi (event free survival — EFS) ananizyeanu 6i0 momenmy nosgu XA
0o HacmanHa nodii, AKa eidnosidana koocHomy noxasuuxy. Pesysbmamu: écvo-
20 aunanero 54 JIXA y 45 nauicumis iz XMJI. 3a munom ymeopenns JIXA posno-
dinsiau Ha xinexichi (16 abepauyiii), cmpyxmypui (10 abepauyiii) ma nodeocnns Ph-
xpomocomu der(22)1(9;22)(q34;q11) (28 eunadxie). Ilamb nayieumis manu Ginvue
o0Hiei JIXA (cxnaouuii xapiomun). Cmamucmu4Ho 3HAHywui 2ipuiuii npoeHo3 wooo
PFES ma OS manu JIXA, sxi 3a knacugpicauicro W, Wang ma cnisasmopie nanexca-
AU 0o epynu Hecnpusmaueoeo npoerosy (p = 0,002 ma p = 0,048 sidnosiono), a ma-
KoX¥c HaseHicmb i3oxpomocomu 17 no doszomy naeuy (p = 0,016 ma p = 0,001 siono-
6iono). Hasnenicmy Ginvwe ooniei JIXA makxox 3navyuje nozipuiysana ipozionicmo
npozpecii 3axeoproeanns (p = 0,029). Ilayicnmu 3 dodamxosoro Ph-xpomocomoro
ma 000amx06010 §-10 XpOMOCOMOI0 AK NPU 6CMAHOBAEHH] 0iacHO3y, maK i npyu me-
panii imamuniGom manu pusuK npoepecii 3axeoproéanHs He Ginbuuuil, Hixe nayicH-
mu 3 inuumu JIXA. Bucnogok: eusnavenns JIXA, sxi 3ymoentoroms azpecugnuii ne-
pebiz 3ax60pro6anHa 3i WBUOKOI0 npoepecicln, 0036013Mb BUOKPEMUMU NalicHMIe
i3 XMJI, sixi nompeGyromo 3MiHU maKxmuxy AiKy6aHHA.

Tpaucnokanisa Mix 9-10 Ta 22-10 XxpPOMOCOMaMH
Ha piBHi cerMeHTiB 9q34.1 Ta22q11.21, aKa BinbyBaeTh-
Csl B MyJIBTMIIOTEHTHii1 CTOBOYPOBiit KJIiTHHI KiCTKOBO-
I0 MO3KY, BiZlirpa€ OCHOBHY pPOJib Y IIaTOT€HEe3i XpOHid-
Hol MieoimHoi aerikeMii (XMJI) [1]. Lle npu3BoauTh
o hbopMyBaHHs IepUBATHOI (iaaenndiiicbkoi xpo-
MocomHu (Ph-xpoMocoMH), TKa BUSBISIETbCA Y 85—90%
naitieHTiB i3 XM.JI npy BUKOpMCTaHHi TUdepeHIIiiTHO-
ro ¢apbyBaHHsS xpoMocoM. IIpore BigoMo, 1m0 y IeaKix
XBODHX 3’BJISIOTECA JOMATKOBI A0 3a3HAYEHOI TpaHC-
JIOKallii mopymeHHA Kapiotuny. IIpn BCTaHOBJICH-
Hi miar”osy ix yacrora He nepesuinye 10% [2]. Cepen
HMX PO3Pi3HSIOTh BapiaHTHi TPAHCJIOKAITi1 (O YTBOPEH-
H# t(9;22)(q34;q11) 3amy4aroTbcsa GinbIme TBOX XpOMO-
coM) Ta Ge3IocepeHBO JONaTKOBI XpOMOCOMHI aHOMa-
Jii (JIXA). IXA MOXyTb 3’ IBIIATUCS TAKOX B XOJTi TEpa-
nii XMJIL. Hakonmaenns JIXA B Ph*-xnituHax BimoMo
SIK «KJIOHAJIbHA €BOJIIOLIIST».
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Ha cporonmni sHaueHHs JIXA 3a1MLIa€ThCA Ipe-
MeToM aucKyciii. NCCN ta ELNet pekoMenmalii
MO-pi3HOMY BM3HAYalOTh MPOTHOCTUYHE 3HAYCHHS
OXA, fiKi BUSBJISIOTECA B I€6I0OTi 3aXBOpIOBaHHS [3,
4]. Ilpote noaBy AXA mix yac Tepanii OUTBIICTD JO-
CJIiIHUKIB BBAXalOTh O3HAKOIO IIPOTPECii Ta HECIIPH -
SITJIMBUM (DaKTOpOM IIOI0 ITPOTHO3Y Iepebiry 3axBo-
proBaHHA [5, 6]. 3rimHo 3 F. Mitelman Ta cniBaBTO-
pamu [2], 3a 9acToTo BUSBJICHHA XA po3niisfioTh
Ha «3Hauyn» (+8 i +19, momatkoBa Ph-xpoMocomMa,
isoxpoMocoMa 17) i «<HesHagymi» (—7, —17, +17, +21,
-Y ta TpaHciokanis t(3;21)(q26;q22)) [2]. W. Wang 1a
CITiBABTOPH 3aNpPOIIOHYBAJIH PO3ALUTATH 6 HalIIOITHpe-
Hinmx [IXA Ha IBi rpynu: rpyia CIpUsaTIABOrO IIpo-
rHo3y (+8, -Y Tta momatkoBa Ph-xpoMocoma) i rpyna
HECIIPUSITIMBOTO NporHo3y (isoxpoMocoma 17, -7/
del7q Ta mepebynoBH, AKi BiTOYBaIOTBCAI Y CETMEHTI
3q26.2) [7]. IIpoTte, Gepydu 10 YBArd HU3bKY 9aCTOTY
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BusBIeHHS XA, Ha ChOrOJIHi BUCHi HE MAIOTh OCTa-
TOYHOI TyMKH IOJO JOBIOCTPOKOBOTO IIPOTHO3Y IS
xBopux Ha XMJI 3 TaKiMM XPOMOCOMHHUMH AHOMAJTis-
MH, 0COOJIMBO, KOJIM MACTHCSA HE TITBLKH ITPO caM ¢akT
TIOSIBH, A ¥ TIPO IHAWBiMyaIbHi xapakTepucTHKH JIXA.

MeTta poboTH — OLIIHUTH CTYITiHB BIUIMBY Pi3HHX
XA Ha nepedir XMJI Ta edexkTnBHicThL Tepartii iMa-
THHIOOM.

OB’EKT | METOOW AOCIOKEHHSA

T'pyny mociigXeHHsI cCTAaHOBHIU 45 IMalli€eHTiB
i3 XMJI y xponiuHiit ¢as3i, B sskux BusBicHo JIXA B 1ne-
O10Ti 3axBOpIOBaHHS a00 Min yac Teparii iMaTHHIOOM.
ITauienTiB Oyn0 BimiOpaHO i3 3araJbHOI IPYIH XBOPHX
Ha XMJI, IKUM ITpOBOIIIH IIUTOTCHETUIHE JOCITiKCH-
HAa B HallioHaTbHOMY HayKOBOMY IIEHTpi pafialliiiHoi
memuiiiH HAMH Ykpainu y 2008—2019 pp. Yci mmatri-
€HTH OTPHMYBAJIH TEpaIlilo iMaTHHIOOM Ta HagamM iH-
¢opMOBaHy 3roy Ha BUKOpPHCTAHHS ix 6ioMaTtepiary
JUISL ITpOBEICHHS HOCiKEHHS.

TuroreHeTMUHE NOCTIXEHHS TIependadano aHa-
JIi3 qudepeHIIHO 3a0apBiIeHUX XxpoMocoM y 20 MeTa-
(azax, orpuMaHuX 3 24-TOOMHHOI HECTUMYJIBOBAHOI
KYJIbTYPH KJIITHH KiCTKOBOTO MO3KY, 3 TIOHATLLINM hap-
oyeanHsM 3a GTG-MetonoM. InenTudikamio KOXHOL
TIapH XpOMOCOM Ta 1X 3MiH IMPOBOAMIM 3TiTHO 3 KpH-
TepisMu «MiXHapOTHOI CUCTEMH 11 HOMEHKJIAaTypHU
B nToreHeTH omuau-2013» (ISCN) [8, 9].

IMoBipHicTh 3aranpHOl BUXUBaHOCTI (overall
survival — OS), BixxuBaHocCTi 6€3 Imporpecii (progression
free survival — PFS) i 6e3moaiitHoi BickiBaHOCTi (event
free survival — EFS) po3paxoByBajM 3a METOIOM
Kaplan — Meier. BinmiHHOCTi MiX rpynamMu oIliHIOBa-
JIM 3a JornoMoroio log-rank-tecty Ta MeToLy no6yno-
BM 0fHO(aKTOpHUX perpeciiiHix Mmoaeneit Kokca [10,
11]. EFS, PFS ta OS omiHIoBaJIH 3 MOMEHTY peeCTpallii
JXA. CraTUCTUIHUMIA aHAJT3 TPOBOIVITH 3 BUKOPHUCTAH-
HSIM ITaKeTa cTaTUCTHIHKX ITporpaM SPSS for Windows
(Bepcis 20.0). BimMiHHOCTI MiX ITapaMeTpaMH BBaAKaJIU
CTATUCTHYHO 3HAYYIIMMH 1mpH p < 0,05.

PE3Y/IbTATU TATX OBrOBOPEHHSA

Bcroro y 45 nmanienris i3 XMJI BusisineHo 54 [IXA.
V 16 nanienris XA Big3Hauyagu B ycix MeradasHuX

TUTACTMHKAX i3 TpaHcaokauieo 1(9;22). V 29 nanieH-
TiB JIXA Oy1u yacTHHAMU CyOKJIOHIB, SIKi CTAHOBWJIH
Bix 5,0 mo 90,0% (Memiana — 27,5%) Bim mpoaHanizo-
BaHHUX MeTadas.

3a Tunom yrBOpeHHs JIXA po3miisuii Ha KiibKic-
Hi (16 a6epalriit), ctpykTypHi (10 abepaiiit) Ta moaso-
enHst Ph-xpomocomu der(22)t(9;22)(q34;q11) (28 Bu-
naakiB.). IT’aTe manieHTiB Main Oinbine ogHiel XA
(cknmamHmit Kapiotu) (tada. 1).

Cepen 45 mantieHTiB i3 JIXA «3HadyIli» IIOpYIITEH-
HAa Kapiotumy (+Ph, i(17), +8 ta +19) BusBieHO
v32(71,1%); «ae3nagynii» nopymeHss —y 13 (28,9%)
xBopux Ha XMJI. 3rimno 3 knacudikairieto XA 3a [7]
IO TPYIH 3 HECIPUATIMBHUM IIPOTHO30M HAJICXKAIHN
7 (15,6%) i3 45 mamieHTis 3 IXA.

Ta6nuusa 1
CnexTp AOAATKOBUX XPOMOCOMHMX abGepauiil y Ph*-knitunax
nauieHTiB is xpoxiunoto ¢asoio XMJ1 (n=45)

. . = KinbkicTb
JonaTxosi xpomocomui aGepauil XA, n (%)

+der(22)t(9;22)(q34;q11) 28 (51,9)
i(17)(q10) 8 (5.,6)
+8 3(5.,6)
+22 3(5,6)
del(2){p1.2) 1(1,9)
dei(3)(p11p21) 1(1,9)
dup(3)(p21;p27) 1(1,9)
1(3;21)(q26;q22) 1(1,9)
1(4;9)(q28;923) 1(1,9)
der(9)t(9:7){q21;?) 1(1,9)
del(10)(p11.2) 1(1,9)
+3 1(1,9)
+7 1(1,9)
-9 2(3,7)
+10 1(1,9)
+11 1(1,9)
+15 1{1,9)
+19 1(1,9)
Y 2(3,7)
Ycboro XA 54* (100,0)

*Y pesikux nauieHtis BuaBneHo Ginblue ogHiei 1XA.

Jns BU3HAYCHHS BIUIMBY Pi3HHMX KJIOHIB i3 JO-
JaTKOBUMH XpOMOCOMHHMH abepalliaiMK Ha JTOBIO-
CTPOKOBHH ITpOTrHO3 €(DEKTUBHOCTI TEpallii iMaTHHi-
60M HaMH IIpOaHaJIi30BaHO MMOKa3HUKH BHXKMBAHOCTI
(EFS, PFS Tta OS) Bim MoMeHTy nosiBu JIXA no Ha-
CTaHHSA IIOJIil, SIKAa BiIITOBiJajJla KOXHOMY IOKa3HH-
Ky (Tabm. 2).

Tabnuua 2

Ouinka BNAMBY KNOHIB i3 A0AATKOBMMM XpOMOCOMHMMH aGepauismu B Ph*-xniTuHax y nauieHTiB is xpoHiuHoio ¢asoio XMJ1 (n=45)
Ha A0BroCTPOKOBi NOKasSHWKH edeKTHBHOCTI Tepanil imaTuHiGOM 3a pesynbTaTaMu ofHOhaKTOPHOrO perpeciiiHoro ananisy Kokca

EFS PFS 0s
MokasHuk BiaHoweHHa pu3uKKiB BiaHOWEHHSA PU3KKIB p BigHoweHHs pusnkis p
(95% Al) (95% Ail) (95% Al)
Yac BuHMKHEHHA [XA ([IXA npu BCTAHOBAEHHI 0,65 0,74 0,61
giarvosy vs JIXA npu Tepanii) (0,28-1,51) 0,650 (0,28-1,92) 0;=34 (0,21-1,75) 0,335
«3Hauywi» XA vs «HeaHauywi» JXA 1,50 1,55 2,07
3a F. Mitelman 1a cnisasTopasi [2] (0,59-3,79) bl (0,55—4,38) 012 (546,65 I\ %2H
CnpuMATAMBUIA NPOTHO3 VS HECTIPUATIMBHIA 0,53 0,19 " 0,31 "
nporHo3 3a W. Wang Ta cnizasropamu [7] {0,21-1,33) UL (0,07-0,54) 0,002 {0,10-1,00) ik
KinbkicTb MeTadas i3 IXA, % 1,002 1,007 1,006
0,711 0,237 0,387

(0,99-1,01) ’ (0,10-1,02) ’ (0,99-1,02) ’
Kinbkicts Ph™ metadas, % 0,996 1,008 1,006

(0,98-1,01) 0,418 (0,99-1,03) 0,292 (0,99-1,02) 0,502

*CTaTUCTMYHO 3HAYYILA BiiMIHHICTb.
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Tabnuua 3

MporHocTHuHe 3HaYeHHs okpemux [AXA B Ph* kniTuHax nauieHTis 3 XxpoHiuHow0 ¢asoio XMJ1 wWoA0 AOBroCTPOKOBUX NOKa3HUKIB BignosiAi
Ha Tepaniio imatHHiGom 3a pesynbTaTaMu 0AHOGAKTOPHOrO perpeciiinoro aHanisy Kokca

EFS PFS 0s
MokasHuk Bignowenna puankis BigHoweHA pnankis Bignowennn puankis
(95% AI) B (95% A1) B (95% Ail) =

Kinbkicrs XA 0,70 0,28 . 0,41
(1 XA vs Ginbuwe 1 /IXA) (0,24—2,05) B (0,09-0,88) 0,029 (0,12—1,48) 0,175
+Ph 0,67 0,64 0,52

(0,30-1,53) 0,946 (0,25-1,64) 0,330 (0,18—1,54) 0,239
i) 0.34 0.21 . 0,10 3

(0,10-1,16) 4,085 (0,06-0,75) 0:015 (0,02-0,39) g,
8 2.8 1,77 1,71

(0,33—18,36) 8,975 (0,24-13,3) 0,561 (0,22-13,1) 0,608

*CTaTMCTHYHO 3HAYYLLA BiAMIHHICTb.

VY manienris i3 XA B Ph*-xniTuHax BUXUBa-
HicTh Oe3 mporpecii, 6e3moaifiHa Ta 3arajibHa BUXHI-
BaHiCTh HE 3ajleXaIH Bil PO3MiJICHHS Ha «3HAYYMIi»
Ta «He3Haudyli» JIXA, po3Mipy xitoHy 3 JIXA (% Me-
tadas, B AKux BusisiacHo JJXA) a Ph*-knony (% Ph*-
metadaz). CTaTUCTUIHO 3HAYYIIHA FipIIHii IIPOTrHO3
woao PFS Tta OS manu IXA, ki 3a xinacudikaniero
W. Wang Ta criBaBTODIB [7] HajleXaJu A0 I'PYIIH He-
cIpuATINBOro rporuody (p = 0,002 tap = 0,048 Bix-
MOBiIHO).

AHaiizyBaau TaKoX IPOTHOCTHYHE 3HAYCHHS
okpeMux JIXA (tabi. 3).

BusHadeHo, o NnallieHTH 3 MomaTKoBow Ph-
XPOMOCOMOIO Ta JOJATKOBOIO 8-10 XPOMOCOMOIO SIK
IIPH BCTAHOBJICHHI AiarHo3y, TakK i Iig 9ac Tepaii
iMaTHHiIOOM MaM pM3HK IIpOrpecii 3aXBOpPIOBaHHSA
He Oimpmmii, HiX marienTy 3 inmumu XA (p = 0,350
ta p = 0,881 BignosinHo). IIpoTe mosiBa i30XpoMoco-
MH 17 110 MOBroMy Iuievy fK i30J1b0BaHO, TaK i B CKJIadi
CKJIAJHOTO KapioTUIIY CTATUCTUIHO 3HAYYIIE ITiTBH-
uryBaia BiporigHicts nporpecii (p = 0,016) ta 3MeH-
IIEeHHS 3arajbHOI BrxkuBaHocTi (p = 0,001). Hasas-
HicTb OibIIE OmHiel [IXA TaKOX 3HAYYILE ITOTipIIIyBa-
J11a BiporigHicTs mporpecii 3axsopioBauus (p = 0,029).

TakuM 9MHOM, Y IPOBEACHOMY TOCIITXECHHI MU
IIpOaHaJli3yBaJli THII, YaCTOTY Ta IIPOrHOCTUIHE 3HA -
yeHHs1 okpeMux XA mono epeKTUBHOCTI Teparrii
iMaTHHiIOOM y mantieHTiB i3 XMJI y xpoHiuHi# ¢as3i.
Bunineno IXA, siki cTaTUCTHYHO 3HAYYIIE ITiABUILLY -
BaJIM BipOTiHiCTh IIPOTPECii Ta 3SMEHIIIEHHS 3arajib-
HOI BHXMBAHOCTI ITOpiBHSHO 3 iHmMMH IXA: IXA
3 IPYIH «HECIPHUATIMBOIO IIPOrHO3Y» 3a Kiacudi-
Kalnielo W. Wang Ta cmiBaBTopiB [7], i30xpoMoco-
Ma 17 mo oBroMy IUTEYY fK i301b0BAaHO, TaK i B CKJla-
Ii CKJIaTHOTO KapioTUITy, HaABHICTh ACKiTbKoX XA
B OTHOTO MallieHTa. 3arajJloM BUSBJICHI XpPOMOCOMHi
MOPYILIEeHHS [IPH KJIOHAJIBHi# eBOIOLIiT OyIu JOCHUTH
rereporeHHi. Moxiauso, mosisa XA € o3HaKo1o 3a-
rajbHOi FTeHOMHOI HeCcTabiibHOCTi. BUCIOBIEHO IIpH-
NYIICHHSA, IO Y IIPOIIECi PO3BUTKY IYXJIMHH ii KJli-
THHU HaOyBalOTh BEJIUKOI KiIbKOCTi Pi3HOMaHiTHHX
T€HOMHHUX abepailiii, 6UIbIIiCTh 3 AKUX JAIOTh iM IIE-
peBary B poCTi Ta BUXKMBAHOCTi TOPiBHSTHO HE TLTBKHU
3 KJIITUHAMH 3 HE3MiHEHUM KapioTHUIIOM, aje i 3 iH-
IIMMH KIliTMHaMu ITyxiuHH. 1inkoMm iMoBipHO, 1o
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B KOXHiil NyXJIMHi MoXe ¢opMyBaTHCS YHiKaJIbHHA
CIIEKTp aKTMBOBAaHMX IE€HiB-CYIPECcOpiB i IPOTOOH-
KOTEHIB, IIpH LIbOMY 3aKpiILTIOIOThCcsA (TOOTO HAIOTH
II09aTOK HOBOMY KJIOHY) TUIBKH Ti OPYILIEHHS, SAKi
3ab6e31edyI0Th ABHY IIpojidepaTHBHY ItepeBary [12].
ToMy MOJIEKYIApHi MEXaHi3MH PE3UCTCHTHOCTI, 3y-
MOBJICHI KJIOHATBHOIO €BOIIOLIEI0, TyXe pi3Hi. Bu-
CIIOBITIIOETLCS TyMKa, 10 JIXA € MapKepaMHu ITporpecii
JIEUKEMiYHMX KJIITHH BiJl MEHIII 3JIOSIKiCHOT'O A0 OLIBIL
3o0sKicHOro ctaHy [5, 6]. HakonmaeHHsa JeKLTBKOX
JXA Tip¥ LIbOMY MOXHAa PO3IIAaaTH K 6iooTidHUi
MapKep Oi1bII arpecUBHOI CTafii 3aXBOPIOBAHHS, 1110
IIUTKOM Y3TOJKYEThCS 3 HATUMH PE3YJIbTaTaAMH 100
HECIIPUATIHNBOrO IIPOTHO3Y CKJIAJHUX KapiOTHIIIB.

MexaHi3MH, IO CIPUYUHAIOTH HAATO CHIIBHE
3MEHIIEHHA BHXHBAHOCTI IIpH BHUABJICHHI TEAKHX
OXA, #iMoBipHO, ITOB’s13aHi 3 MOJCKYISPHUMHU 3Mi-
HaMH, SKi iHOYKYIOTb IIEBHI XPOMOCOMHI IIOpYIIEH-
He. Tak, HecIpUATIUBUA TTepebir 3aXBOPIOBaHHS
y IalieHTiB 3 isoxpoMocoMoro i(17)(q10), itMoBipHO,
TIOB’sI3aHUIA i3 meneltiero rena 7P53, sxkuii po3Mimne-
HUii Ha KOPOTKOMY Iu1edi 17-1 xpomocomu. Mloro mpo-
IYKT, 6110K p53, € CyIIpecopoM i Bimirpae BUpilIaib-
HY POJIb Y PETYIIOBaHHI 3yITMHKHU KIITHHHOT'O LIUKIY
Ta anonTo3y. InakTuBanlia p53 npu3BOIUT 10 TCHOM-
HOI HecTabiIbHOCTI Ta MporpecyBaHHA XxBopo6u. I1o-
Ka3aHo, 1110 XpOMOCOMHi ITOPYIIIEHHS, IKi IPU3BOAATH
Io aenewnii P53, TakoX IIPU3BOISATH 10 IIporpecii Mi-
enonpoaidhepaTUBHUX 3aXBopioBaHb [13]. ¥ mamien-
TiB 3 TOCTPOIO Mi€JTOITHOIO TEHKEMIEIO 3 MOPYIMECHHS -
MH XpOMOCOMH 17 B TecTaXx in vifro BUSBWIHN 3HAYHO
BHUIIY PE3UCTCHTHICTh J0 LIUTOCTATHYHMX IIpeIiapa-
TiB IIOPiBHSHO 3 IIalliEHTaMM 3 HE3MiHEHHUM KapioTH-
oM Ta 3 JIXA [14].

OTxe, HIUTOTCHETUYH JOCIIiTKEHHS SIK TIPH BCTa-
HOBJICHHI AiarHO3Y, TaK i y pa3i He3aJ0BLUIBLHOI BilllIO-
Billi Ha Tepalriio J03BOJISIOTH BU3HAYHTH JIXA, sKi 3y-
MOBJIIOIOTH IIBUIKY IIPOTpecito 3axBopioBaHHA. Po3y-
MiHHS IIPUPOAH PE3UCTEHTHOCTI IIYXJIMHHOTO KJIOHY
B KOXHOMY KOHKPETHOMY BHUITAIKY TaCTh MOXJIHUBICTh
TIepCcOHi(iKOBaHO BUOMpATH Ta 3MiHIOBATHU B pa3i He-
obximHocTi Tepamiio xBopux Ha XMJI.

BUCHOBKM

BusHaveno JIXA, AKi acoIifoI0ThCS 3 HECTIPHSITIIN -
BUM IIPOTHO30M IIIOJO IIPOTPECYBAHHS 3aXBOPIOBAH-
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HS Ta 3MCHILICHHS 3arajibHOI BIDKMBAHOCTI T1alli€HTiB
i3 XMJI: TXA 3 rpylid «HECIPHITIHMBOIO IIPOTrHO3Yy»
3a Kiacudikariero W. Wang ta criiBaBropis [ 7], i30xpo-
MocoMa 17 mo AOBroMy IUIEHY Ta HASIBHICTb ACKUIBKOX
OXA B ogHoro naitienta. Jonarkosi Ph-xpomocoma
Ta 8-Ma XpOMOCOMa IIPH BCTAHOBJICHHI TiarHO3Y Ta ITif
qac Teparrii iMaTIHIO0M HeE BiIpi3HsUIHCS OUTBII CYTTE -
BUM BIUTMBOM Ha Oe3NOIilfHy BIDKMBAHICTh, BIDKMBA-
HiCTb 6€3 Imporpecii Ta 3araJlbHy BIDKHMBAHICTb MAI[iEH-
TiB i3 XMJI opiBHaHO 3 iHmmiMu IXA. BusHaueHHSs
JIXA, fIKi 3yMOBITIOIOTh aTPECHBHUM ITepeOir 3axXxBopro-
BaHHS 3i MIBUAKOKO MPOTPECielo, JO3BOJIATh BHOKPE-
MUTH nauieHTiB i3 XMJI, gki moTpebyioTh 3MiHM TaK-
THKH JIiKyBaHHSI.
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CHARACTERISTICS OF CLONES

WITH ADDITIONAL CHROMOSOMAL
ABNORMALITIES IN PATIENTS

WITH CHRONIC MYELOID LEUKEMIA
AND THEIR IMPACT ON THE IMATINIB
THERAPY EFFICACY

LV. Dmytrenko, Zh.M. Minchenko,
¥.G. Fedorenko, 1.S. Dyagil

ST «National Research Center for Radiation Medicine
of NAMS of Ukraine», Kyiv, Ukraine

Summary. Objective: to evaluate the impact of various
additional chromosomal abnormalities (ACA) on the
chronic myeloid leukemia (CML) course and the ima-
tinib therapy effficacy. Object and Methods: the study in-
volved 45 CML patients in chronic phase with ACA at the
time of diagnosis or during imatinib therapy. Patients were
selected from a general group of CML patients enrolled
in cytogenetic analysis at the National Radiation Medi-
cine Center of the National Academy of Medical Scienc-
es of Ukraine for the period 2008 to 2019. All patients re-
ceived imatinib. The probability of overall survival (OS),
progression-free survival (PFS), and event free surviv-
al (EFS) were analyzed from the moment of the ACA ap-
pearance to the occurrence of each event. Results: a total
of 54 ACA were detected in 45 CML patients. By type of
Jormation ACA was divided into quantitative (16 aber-
rations), structural (10 aberrations) and doubling of the
Ph-chromosome der(22)1(9;22)(q34;q11) (28 cases).
Five patients had more than one ACA (complex karyo-
type). ACA from the adverse prognosis group according to
Wang et al. and the presence of isochromosome 17 over
the long arm demonstrated significant worse prognosis
PFS (p = 0.002 and p = 0.016, respectively) and OS
(p =0.048 and p = 0.001, respectively). The presence of
more than one additional chromosomal abnormality also
significantly impaired the likelihood of disease progres-
sion (p = 0.029). Patients with an additional Ph-chro-
mosome and an additional chromosome 8 both at diag-
nosis and during imatinib therapy had a risk of disease
progression no greater than patients with other ACA. Con-
clusion: finding ACASs that cause aggressive disease course
and rapid progression will allow to identify CML patients
Jfor which changes in therapy are required.

Key Words: additional chromosomal abnormalities,
chronic myeloid leukemia, prognostic factors,
resistance, imatinib.
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