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Introduction

The aim of our study was to assess overall survival (OS),
time to progression and event-free survival (EFS) in patients
with acute myelobastic leukemia (AML), myelodysplas-
tic syndrome (MDS), juvenile myelomonocytic leukemia
(JMML) who underwent therapy with hypomethylating
agents (HMA) before before allogeneic hematopoietic stem
cell transplantation (HSCT).

Patients and Methods

We have performed analysis of 54 cases including 15 AML
(28%), 33 MDS (61%), 4 JMML (7%), 2 CMML(4%), at a mean
age of 33 years old (3 mo to 61 years old). Male-to-female ratio
was 54:46. Cytogenetic risk group at diagnosis was estimated as
favorable in 22 cases (41%); intermediate, in 13 patients (24%),
and unfavorable, in 18 cases (35%). In course of preparation for
HSCT, 60% of the patients were treated with 5-azacytidine (5-
Aza), 35% were administered Decytabine (Dec), and 5% of the
patients were treated with the both drugs. The mean number
of treatment rounds was (1 to 12). All the patients then under-
went allo-HSCT including 11 transplants (20% of total) from a
related HLA compatible donor; 30 patients (55%) were trans-
planted from matched unrelated donors. In 5 patients (10%),
hematopoietic grafts were taken from unrelated HLA-compati-
ble donors, and 8 transplants (15%) were performed from hap-
loidentical donors.

Results

Eight patients exhibited progression despite the therapy per-
formed; in 30 cases (56%), we have observed stabilization
(S) of the disease, fourteen patients (26%) achieved partial
remission (PR), and complete remission (CR) was observed
in two cases (4%). CR or PR were registered after an aver-
age of 3 rounds of the therapy (1 to 5 courses). Progression
of disease by the time of HSCT was documented in 10 pa-
tients (18%). The median OS value in the group was 778 days
(95%CI, 346-1025 days). The OS terms differed significant-
ly between the patients with AML (382 days; 95% CI, 134-
1029) and MDS (1036 days; 95% CI, 619-1452, p=0.05). The
median of time-to-progression comprised 593 days (95%
CIL, 169-1016). Posttransplant relapse developed in 19 cases
(35% of total group). At the present time, 23 patients (43%
of total) are alive. The main causes of death were as follows:
relapse/progression of primary disease (13.4%), infection
(10.3%), hemorrhagic complications (4.1%), graft-versus-
host disease (3.1%), and second malignancy (1.3%). The EFS
median was 661 day (95% CI, 1-1346). Median EFS values
were significantly higher for the patients who achieved stabi-
lization or remission state (956 days; 95% CI, 689-1224) and
for those who retained this state by the time of allo-HSCT
(1062 days; 95% CI, 790-1333) as compared with patients
who did not respond to hypomethylating therapy (300 days;
95% CI, 108-491) and had developed progression at the time
of allo-HSCT (306 days; 95% CI, 171-442, p=0.02).
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Conclusion

Hypomethylating agents may be drugs of choice for the pa-
tients with AML, MDS, CMML, and JMML during prepa-
ration for allo-HSCT. Taking into account the time-to-pro-
gression values in this cohort of patients, the start of HMA
therapy should coincide with decision on unrelated donor
search. Post-transplant EFS results proved to be better in
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HMA responders. To obtain more reliable results, further
studies are required with larger numbers of patients
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Llenb nccnepnoBaHug

Ilenpio paboThl sIBUIACh OLleHKa OOIIell BBDKIBAeMOCTH
(OB), BpemeHu 1o mporpeccuy u 6eCCOOBITUITHON BBDKU-
BaeMocTi (BCB) y manmeHTOB ¢ OCTPBIM MI€I06TaCTHBIM
nerikozom (OMJI), MMeNOOMCIIACTUYECKUM CUHAPOMOM
(MIC), 0BEHWIbHBIM MIETOMOHOLVMTAPHOM JIEJIKO30M
(IOMMJI), XpOHMYECKUM MUETOMOHOLVITAPHOM JIeiIKO3e
(XMMJI), mony4yaBUIMX TEpamuio TUIOMETMIMPYIOLIVMU
arentamu (TMA) mepen annoreHHol TpaHCIUIAaHTAIVel re-
MOIIO3TUYECKUX CTBONMOBBIX KIeToK (anoTT'CK).

[laumeHTbl U MeToAbl

Hamn 6611 mpoBenen anamus 54 marentos ¢ OMJI (15, 28%),
MJIC (33, 61%), IOMMII (4, 7%), XMMII (2, 4%). Cpemuuii
BO3pAcT ManyeHToB coctaBwi 33 ropa (3 mecsua — 61 rox),
29 (54%) manueHTOB MYXCKOTO 10N, 29 (46%) — >KEHCKOTo.
IInToreHeTHYeCKasT TPYIIA PUCKA HA MOMEHT IIOCTAHOBKI
muarHosa y 22 (41%) manyeHTOB OTHOCMIACH K OTaronpuaT-
HOIL, ¥ 13 (24%) — x mpoMexxyTouHoit) n'y 18 (35%) k Hebna-
ronpyATHO. [TanmenTs! Ha sTane noaroToBky K a0 TTCK
IOy YVJIV TePaTINIo 5-a3aumTuaHoM (5-a3a) (32, 60%), meru-
tabuHoM (zrer) (19, 35%) wm oboumu npenapatamu (3, 5%).
B cpepnem manuenTam 66110 IIpoBeneHo 4 Kypca tepammu (1-
12). Bcem manmenrtam 6buta BoimonHena amto TTCK: 11 (20%)

58 CTT JOURNAL | VOLUME 5 | NUMBER 3 | SEPTEMBER 2016

ot popctBeHHoro HLA-coBMecTnMoro noHopa, 30 (55%) — ot
HepoxcrBeHHoro HLA-coBmecTuMoro moHopa, 5 (10%) — ot
HepopncTBeHHOro HLA-9acT4HO He COBMECTVIMOTO JIOHOpPa, 8
(15%) — OT ranIoNAEHTUIHOTO JOHOPA.

Pe3ynbTarthl

Y 8 (14%) maumenTtoB orMedanach nporpeccust (II) Ha ¢ore
poBopuMoit Tepamuy, y 30 (56%) Habmogamace crabummsa-
st (C), 14 (26%) nanyeHTOB JOCTUITIV YaCTUYHOI PEMMUCCUN
(4P), 2 (4%) — momuoit pemuccun ([1P). YP u [TP Habmomamics
B cpeneM nocre 3 (1-5) kypca Teparvm. Ha MoMeHT ImpoBefie-
A a0 TKM IT ormevasace y 10 (18%) manyenrtos. Menn-
aHa OB cocraBuma 776 mueit (95% U, 346-1205). Mennana
OB focToBepHO pa3mMyanach y MalMeHToB ¢ AyaraosoM OMJI
(382 mms; 95% 1M, 134-1029) u MIC (1036 mreir; 95% IO,
619-1452) (p=0,05). Mennana BpeMeHU JJ0 IPOTPeCcCUI COCTa-
Buma 593 mHa (95% [V, 169-1016). ITocTTpancrinaHTanmoH-
HbIIT pelyauB pasBwica y 19 (35%) manuenrtos. Ha MomeHT
HaIyicaHnA myommKanym XuBbl 23 (43%) manuentTa. [Tpyan-
HaMIl CMePTHU SIBWIMCh PELVAVB/TIPOrpeccysi OCHOBHOTO 3a-
6onesanns (13, 42%), naexius (10, 32%), reMopparndeckie
ocnoxxHeHVs (4, 13%), peakiysi «TPaHCIVIAHTAT-IIPOTUB-XO-
3smHa» (3, 10%), BTopas omyxonb (1, 3%). Memana BCB co-
craBuia 661 gens (95% OV, 1-1346). Menuana BCB 6bina go-
CTOBepHO Bblllle y maryenTos gocturumx C, P, ITP (956 greir;
95% [IV1, 689-1224) 1 cOXpaHMBIIX €TO HA MOMEHT BBIIIOJTHE-
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Hust a0 TTCK (1062 pusi; 95% IV, 790-1333) B cpaBHeHMY €
IpYIIION NALeHTOB, He OTBETMBIINX Ha Teparmmo IMA (300
mHeit; 95% 1111, 108-491) u umeBuvx IT Ha MOMeHT mpoBefie-
Hust amnoTTCK (306 mreit; 95% IV, 171-442) (p=0,02 u 0,01,
COOTBETCTBEHHO).

3aKknyeHune

I'MA MOryT ABIATBCA IIpenapaTaMi BbIOopa I MalMeHTOB
¢ OMJI, MIC, XMMIJI, IOMMJI Ha nepuop OXWUJaHUS
nposefieansa amnoTTCK. C yd4eTom momy4yeHHON MelyaHbI
BpeMEeHU [0 IPOrpeccyy IpUHATHE pellleHNs 00 aKTVBaIIN

IIOMCKa HEPOJCTBEHHOIO [IOHOPA MO/DKHO COBHIAJaTh C
HayajioM IIpoBefileHMs Tepamuu. Pesympratet BCB mocne
amnoTI'CK nyuime B rpynme NalyeHTOB, OTBETUBLIMX
Ha TMA. [ nonydyeHus 6ormee HOCTOBEPHBIX BBIBOZIOB
TpebyeTcss TPOLO/DKEHME MCCIENOBAaHNUA C BKIIIOUEHUEM
607IbIIIEr0 KOMNYEeCTBA MAI[IeHTOB.

Kniouesble (10Ba

AnyoreHHas TPaHCIUIAHTAIMA T'eMONOITUYECKUX KJIETOK,
OCTPBIII MUETOOIACTHBIN JIEIKO3, MUETOAVCIIACTUIECKIUI
CUHJIPOM, ITMIIOMETU/IMPYIOIIAA Tepamms.
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