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Pe3ynbratsl

Huarnos OMJI 6bpur mopTBepkieH y 82,5% IaIMeHTOB
(n=165). Y 6,5% (n=13) 6bUI yCTaHOBJ/ICH AMArHO3 OCTPBbII
M OoO6IaCTHBI JIeiiK03, ¥ 4,5% (n=9) — ocTpblil IpomMue-
JIOLMTAPHBIIL JIeNK03, ¥ 3,5% (n=7) - MuenopyuciacTude-
CKMIT CMHAIPOM, ¥ 3% (n=6) — nmpoune ayarHosbl. JanbHeit-
IIMiT aHA/IN3 BBIIIOTHEH B M30/1MpoBaHHON rpymne OMIL
Menmata HaOMIOMEeHs /I KMBBIX MAI[IEHTOB COCTABUIA
54,5 (18-307) gueit. COOTHOLIEHVIE MTALIMEHTOB YKEHCKOTO U
My»XcKoro noma - 53,9% (n=89) u 46,1% (n=76) coorser-
CTBEHHO, MefjMaHa Bo3pacrta cocraBmiaa 52 ropa (18-83).
ITpu crparuduxanuu no pucky ELN 6raronpusaTHblil puck
6b11 ompernenne y 20% (n=33) manyeHTOB, IPOMEXYTOY-
HbII - ¥ 50,3% (n=83), HeOmaronpuATHLIL — y 29,7% (n=49).
OMJI ¢ M3MeHeHUAMM, CBSISAHHBIMU C MUETONVICIIIa3/eN
ObUT AyarHocTupoBaH y 18.8% (n=31) mauyeHTOB, IIpef-
LIECTBYIOIIYIO XMMIOTEPANIO B aHaMHe3e Iepenecn 6,7%
(n=11). Ilo pesympraTaM BBIIOJIHEHHBIX LUTOI€HETHYe-
CKMX mccenoBanmit (n=114), aHOMa/IbHBIIT KAPMOTUI OB
o6HapyxeH B 56% (n=64), KOMIUIEKCHBIII KapPUOTUIT ObIT
ompepenet B 11,4% uccnenosanuit (n=13). ITo pesynbraram
BBIITO/IHCHHBIX MOJIEKY/LAPHO-T€HeTYECKUX ~MCCIIef[OBa-
HUII HanboJIee 4acTo MyTalLy OIpefe/sUch B reHax FLT'3
(35/141, 24.8%) n NPM1 (30/139, 21.6%). B rpynme manu-
€HTOB, IIPOIISAIINX 9TAll MHYKLIMOHHOI Tepamu (n=110),
pemuccra 6bUta gocTurHyra B 47% (n=52) ciaydaes, mep-
BUYHASA XUMUOpedpaKTepHOCTb cocTaBmwia 16% (n=17),
PaHHAA JIeTaIbBHOCTD — 37% (n=41). B rpymnne nanmenros,
nporrequyx atamn anno-TTCK (n=12), meguana or MOMeH-
Ta MOCTAHOBKM JMarHosa {0 TPaHCIIAHTAIUM COCTaBMIA

AL-06

189 (104-266) mueit. Anno-TT'CK ot monmrocteio HLA-co-
BMECTMMOTO POJCTBEHHOTO, HEPOJCTBEHHOIO, YaCTUYHO
HLA-coBMeCTMMOTO HEPOACTBEHHOTO U TaIlJIOMAEHTUY-
HOTO JoHOpa 6blTa BeIIOMHEHA B 33,3% (n=4), 8,3% (n=1),
41,7% (n=5) u 16,7% (n=2) cay4aeB COOTBETCTBEHHO. B
CTaTyce IEpBOi KIMHMKO-TEMATONIOTMYECKON DPEMUCCUN
awto-TI'CK 6bl1a BbIIONHEHA Y 66,6% (n=8) manueHToB, B
craryce aKTMBHOTO 3aboneBanns — y 33,4% (n=4). B rpym-
Ile PeMVICCUM PAaHHsA IeTA/IbHOCTD cocTaBwia 12,5% (n=1),
B IPYyIIIle aKTUBHOTO 3abonmeBannsa — 75% (n=3). Mexgnana
Habmonenusa nocie amno-TT'CK 1 )KUBBIX MMaLeHTOB CO-
ctaBuia 60 gHe.

BbiBopbl

ITo mepBbIM pesynbTaTam peanusanuy «KoomepaTusBHOI
IIpOTpaMMBI 110 JMATHOCTUKE 1 JIEYEHNIO OCTPOTO MUEION -
Horo Jeitko3a B Poccniickoit Demepanyn» BoisiBIeHa 60/Tb-
mas JOJsA TeHeTHdYecKu HebmarompuATHbIX dopm OMII,
OTMeYeH BBICOKMII IIPOLIEHT paHHel JeTaJbHOCTU U JJIN-
TelbHOE BpeMs 1o nposesieHns auto-TI'CK. Janpreiimee
pasBUTHE IPOrpaMMBbl TpebyeT IPeofoNeHNs STUX OCHOB-
HBIX TIPeTATCTBUI [JIA YIY4ILIeHNs ITOKa3aTenell BbDKUBA-
€MOCTH.

KnioueBble cnoBa

OcTpplit MUENTOMAHBIN /1eJIK03, a/UIOTeHHas TPAHCIIAHTa-
1M TeMOIIO3TUYECKUX CTBOJIOBBIX K/IETOK, KOOIlepaTUBHAas
IIporpaMma.

Influence of allogeneic hematopoietic stem cell transplantation on the treatment outcomes
in patients with Ph-positive acute B-lymphoblastic leukaemia

Valeriia C. Luchkina, Olga A. Aleshina, Zalina T. Fidarova, Larisa A. Kuzmina, Galina A. Isinova, Ekaterina S. Kotova,
Anastasia N. Vasileva, Sergey N. Bondarenko, Valerii A. Lapin, Zalina Kh. Akhmerzaeva, Mikhail Y. Drokov,

Vera V. Troitskaya, Elena N. Parovichnikova

National Medical Research Center for Hematology, Moscow, Russia

Contact: Valeriia C. Luchkina (Apartseva), e-mail: Apartsevavk@gmail.com

Introduction

Hematopoietic stem cell transplantation (HSCT) has im-
proved the results of treatment in patients with hematolog-
ical malignancies. This option is included in Russian treat-
ing protocols of acute B-lymphoblastic leukaemia (B-ALL)
from very high-risk group, in particular for Ph-positive var-
iant. The aim of our work was to determine an importance
of HSCT after the achieving of CR1 in adult patients with
Ph-positive acute B-lymphoblastic leukaemia, to determine
risk factors during an execution of program therapy.

Materials and methods

From 2012 to 2022, 68 patients with first identified Ph-posi-
tive acute B-lymphoblastic leukaemia were included in
retrospective analysis, median age is 35 y.o. (17-72), m/
£=29(43%)/39(57%). Leukocytosis more than 30x10/79/n
was identified in 29 patients (43%). The type of chimeric

transcript was identified in 56 patients: p190/p190+p210/
P210=33(59%)/9(16%)/14(25%). Patients were treated ac-
cording to the research protocols RALL-2009+TKI (12
patients); RALL-2012+TKI (26), and RALL-2012m+TKI
(24). An approach of low-dose constant chemotherapy was
applied for the program therapy (CT), in combination with
non-stop usage of imatinib being replaced by dasatinib in
cases of lacking molecular remission on the 70" day of the
protocol.

Results

Clinical and hematological remission (CR1) was achieved
after Ist induction in 67 (98.5%) patients. Molecular com-
plete remission (MolCR) on the 70" day was achieved
in 25 patients (37%), dependent on the protocol used:
RALL-2009+TKI/RALL-2012+TKI/RALL-2012m+T-
KI=4(33%)/13(50%)/8(33%). Allo-HSCT was performed in
31 patients (46%) with CR1. The 5-year overall survival (OS)
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comprised 55%; relapse-free survival (RFS), 35%; mortality,
35%.; early mortality was 3% (n=2). No statistically signifi-
cant differences were found for OS and RFS, depending on
age, treatment protocol, type of chimeric transcript, achieve-
ment of MolCR on 70" day. There were statistically signif-
icant differences of OS between patients with leukocytosis
>30%x1079/1 at the onset (32%), versus cases with lower leu-
kocytosis (74%, p=0.024). Four subgroups of patients were
discerned during the OS and RFS analysis: CT with or with-
out allo-HSCT in the patients <45 y.o. (“CT+BMT”, “CT”);
CT with, or without allo-HSCT over 45 y.0. («CT45+»,
“CT+BMT45+”). OS levels in all groups did not show signif-
icant differences (“CT+BMT” 68% vs “CT” 50% vs “CT45+”
67% vs “CT+BMT45+” 40%). Better RFS was revealed in the
“CT45+” group (70%, p=0.016). RFS in “CT+BMT” group
(43%) was significantly higher compared to the «CT» group
(0%, p=0.005). There weren't any significant differences be-
tween groups “CT45+” (70%) and “CT+BMT45+” (40%),
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whereas RFS of “CT45+” reached 70%, RFS of “CT+B-
MT45+” reached 40%. Transplant-related mortality in
“CT+BMT” group was 15% (n=4) (sepsis — 3, graft failure -
1), 12% (n=3) of patients died due to relapse of the disease.
Transplant-related mortality in “CT+BMT45+” group (n=5)
was 60% (graft failure, 1; graft-versus-host disease, 2 cases).

Conclusion

Allo-HSCT in CR1 improves the results of treatment in pa-
tients with Ph-positive acute B-lymphoblastic leukaemia due
to reduced probability of relapse. There are controversial re-
sults of allo-HSCT in patients over 45 y.o. with CR1, due to
high transplant-related mortality.
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BeepeHue

BrpinonHeHNe a/UIOTeHHON TPAHCIUIAHTALMY TeMOIIOdTIYe-
CKMX CTBONMOBBIX KneTok (ammo-TI'CK) mossommmo ymyd-
IINTb Pe3y/IbTaThl Tepalnuy reMo61acTo30B. JJaHHBIN BUJ
Tepanuu BKIOYeH B Poccmiickue IIPOTOKOJBI JIeYeHUA
ocTpbix B-nmum¢pobnactabix eitko3os (B-OJII) us rpymmsl
OYeHb BBICOKOTO PUCKA, B TOM uucie Ph-mosutusHoro Ba-
puanTa 3ab6oneBanus. Llenb paboTsI cocTosa B Ompenene-
Hny 3HaueHnA amno-TI'CK B ITP1 y B3poc/ibIx OO/NBHBIX €
Ph-nosurusueiM B-OJIJT 1 ¢pakTOpsI prcKa Ipy BBIIOIHE-
HIUY IPOTPaMMHOII Te€paIu.

Marepuanbl n metToabl

C 2012 1o 2022 IT. B KCCIeNOBaHMe BKIOUEHO 68 6OMbHBIX
¢ BrepBble BoisiBieHHbIM Ph-mosutnsubiM B-OJ1JI, menna-
Ha Bospacra 35 et (17-72), M/5k=29(43%)/39(57%). Jleii-
KouTo3 6omee 301079/ 6611 BoLsABIEH y 29(43%) 607b-
HbIX. Tun TpaHcKkpunra ompefneneH y 56 6onbHbx: pl190/
Pp190+p210/p210=33(59%)/9(16%)/14(25%). BonbHble
IIPOXOAWIIN JiedeHNe B paMkax mpoTokona Ph+OJIJI-2009
(12 60mpHbIX), Ph+OJIJI-2012 (26) u Ph+OJIJI-2012m (24).
B uporpammuoit tepanuu (XT) mpumeHsIcs OpUHIUI
HU3KOJ03HON IIOCTOSHHON XMMMUOTEPANM B COUYETAHUU C
MMOCTOSIHHBIM IIPYMEHEHNEM MMaTUHMOa, CO CMEHOIT Ha Ja-
3aTVHUO B CITydae OTCYTCTBMS MOJIEKY/IAPHO peMUCCUM Ha
70-11 ieHb Tepanum.

Pe3ynbratbl

Kimnanko-remaronorngeckas pemuccus (I1P1) nocne 1 kyp-
ca MHAYKLUY JOCTUTHYTa ¥ 67 (98,5%) manyenTos. More-
Ky/spHyIo pemuccnio (MP) Ha 70-11 enb gocturiu 25(37%)
OObHBIX, B 3aBUCHMMOCTH OT mportokona: Ph+OJIJI-2009/
Ph+OJUI-2012/Ph+OJUI-2012m=4(33%)/13(50%)/8(33%).
Anno-TTCK B ITP1 6su1a BoimonHeHa 31 6ombHOMY (46%).
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5-neTHsAg obmas BeDKMBaeMoctb (OB) cocraBuma 55%,
6e3peruuBHas BbDKMBaeMoCTh (BPB) — 35%. Panuss se-
Ta/JIbHOCTD cocTaBwia 3% (n=2). [Ipu onenke OB 1 BPB ne
BBISIB/ICHO CTaTUCTUYECK! 3HAYVMMBIX Pas3/INuMil B 3aBUCHU-
MOCTY OT BO3pacTa, IPOTOKOJIA TEPAINy, TUIIA XVIMEPHOTO
TPaHCKPUITA, focTikeHnsa MP na 70-11 fens. [JocToBepHO
XyXXe pes3yabrarhl Tepamuy npu oueHke OB y 60nbHBIX ¢
VHULMAIBHBIM JIeMKOoLMTO30M Oomee 30x10A9/n — cocra-
Buna 32%, B OTIMYKMM OT TALIMEHTOB 0e3 JIEeKOIMTO3a —
74% (p=0,024). ITpu anamise 5-netneit OB u BPB 65110 BBI-
meneno 4 rpynmsl: XT ¢ u 6e3 amto-TT'CK monoxe 45 et
(«XT+TKMp», «XT»), XT ¢ u 6e3 ammo-TTCK crapiue 45 net
(«XT45+», «XT+TKM45+»). ITokasarenn OB Bo Bcex rpyI-
nax goctoBepHo He pasmudanuch («XT+TKM» 68% vs «XT»
50% vs «XT45+» 67% vs «XT+TKM45+» 40%).

JJocToBepHO Jydllle pe3ylbTaThl Tepaluyl ObUIM TOCTUI-
HyTHI B rpymnne «XT45+» — 5-nernasa bPB cocrasuma 70%
(p=0,016). B rpynme namuentos monoxe 45 net «XT+TKM»
bPB cocraBuna 43%, 94T0 3Ha4MMO JTy4llle B CPAaBHEHUU C
rpynmoi «XT» (BPB - 0%) (p=0,005). B rpymie nanueHTos
crapie 45 JleT IOKa3aHO, YTO JNOCTOBEPHBIX pasan4uil B
rpynmax ¢ amno-TT'CK 1 6e3 ee BBIIIOMTHEHNS He MIOTY4YeHO,
opHako 5-netHAA BPB B rpynmne «XT45+» cocraBuna 70%,
a B rpynne «XT+TKM45+» - 40%. B rpymme «XT+TKM»
(n=26) TpaHCIIaHTAIIMOHHAS IETAIBHOCTD cocTaBmia 15%
(n=4) (cencuc - 3, orrop>keHue TpaHcianrara — 1), 12%
(n=3) moru6no or peumpmsa. B rpymme «XT+TKM45+»
(n=>5) TpaHCIUTaHTAUMOHHAs JIeTaAbHOCTh — 60% (oTTOP-
JKeHVs TpaHcIvtanTaTa — 1, PTIIX - 2).

BbiBoAbI

Bomonuenne amwio-TTCK B IIP1 6ompabiM Ph+ B-OJIJI
MOJIOXKe 45 JIeT yIydlllaeT pe3y/lbTaTbl TEPaluy 3a CYeT
CHIDKEHNSI BEPOSATHOCTU DPasBUTUs pelypuBa. B rpyime
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