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PE®EPAT

Lenb. OueHka 3pPEKTUBHOCTM M 6e30MacHOCTU Tepa-
nMM asauuMTMgMHOM 1 geumtabuHOM nepen annoreHHowm
TpaHCNNaHTaumMen remMonoaTUHECKUX CTBO/IOBbLIX KETOK
(@nnoTlFCK) npu ocCcTpbiX MWenoungHbixX nenkosax (OMJI),
Muenogucnnactmdeckom cuHgpome (MAC), XpOHMYECKOM
MWENOMOHOLIMTAPHOM /IEAKO3€ U IOBEHWU/TbHOM MWEIOMO-
HOUMTAPHOM fiIENKO3e.

MeTogbl. B nccnepoBaHune Bkito4eHO 62 60/bHbIX, NOMY-
yaBLIMX rMnomeTunupyowme npenapatol (FTMIM) nepeq an-
noTICK. MeaunaHa Bo3pacTa coctaBuna 28 net (AnanasoH
1-68 nerT), XeHLWmH 6b1r10 27 (43,5 %), MyxunH — 35 (56,5 %).
PesynbTtartbl. O6WMiA OTBET (MOMHAA + YacTUYHAA pemuc-
cuns) coctaBun 42 % (n = 26). Ko BpeMeHW BbINOHEHUS an-
noTlrCKy 41 (66 %) naumeHTa He 6bl/10 MPOrpeccmpoBaHmns
onyxonun. CornacHo MHOrohakTopHOMY aHanusy, nokasa-
Tenn obuwen Bbknsaemoctn (OB) cTaTUCTUYECKN 3HAYMMO
YBEMYNBANINCE MPU HANNYUKN MPUKMBNEHUS TpaHCMaH-
TaTa (oTHoweHue puckos [OP] 0,002; 95%-ii poseputenb-
HbI MHTepBan [95% AW] 0,001-0,74; p = 0,03), a Takxe
npu HazHayeHun Ml nocne annoTlI CK (OP 0,24; 95% AU
0,08-0,67; p = 0,007). MNpwn KoHCTaTauuun oTBeTa (CTadbmunu-
3auus, YacTuyHasa uam nonHaa pemmccna) Ha TMI nepen
annoTlrCK (OP 6,4; 95% AW 0,75-54,0; p = 0,08) otmeua-
nockb ynydweHune nokasarenen OB. beccobbiTuiiHas BbXU-
BaemMocTb (BCB) ctatnctnyeckn sHaummo ynydiwanacb npum
COXpaHeHUN oTBETa Ha as’aumTMaMH U AeuntabuH Ko Bpe-
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ABSTRACT

Background & Aims. The aim of the study was to evaluate
the efficacy and safety of azacytidine and decitabine prior
to allogeneic hematopoietic stem cell transplantation (allo-
HSCT) in acute myeloid leukemia (AML), myelodysplastic
syndrome (MDS), chronic myelomonocytic leukemia and ju-
venile myelomonocytic leukemia.

Materials & Methods. The research included 62 patients
who received hypomethylating agents (HMA) prior to allo-
HSCT. The median age was 28 years (range from 1 to 68
years), the study population consisted of 27 (43.5 %) women
and 35 (56.5 %) men.

Results. The overall response (complete + partial remission)
was observed in 42 % (n = 26) of cases. At the time of allo-
HSCT no disease progression was observed in 41 (66 %) pa-
tients. The multivariant analysis showed the overall survival
(OS) statistically significantly increased with the graft reten-
tion (hazard ratio [HR] 0.002; 95% confidence interval [95%
CI] 0.001-0.74; p = 0.03), and also with the administration of
HMA after allo-HSCT (HR 0.24; 95% Cl 0.08-0.67; p = 0.007).
The response (stabilisation, partial or complete remission)
due to HMA administration prior to allo-HSCT (HR 6.4; 95%
Cl 0.75-54.0; p = 0.08) was associated with improved OS.
The event-free survival (EFS) was significantly higher with
the response to azacytidine and decitabine at the time of
allo-HSCT (HR 38.9; 95% Cl 1.3-1198.0; p = 0.03) and with
the graft retention (HR 0.02; 95% Cl 0.005-0.1; p = 0.001).
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MeHW BbinonHeHns annoTl CK (OP 38,9; 95% W 1,3-1198,0;
p =0,03) n Nnpu HanMuMM NpPUXNBNEHNS TpaHcnnaHTaTa (OP
0,02;95% AN 0,005-0,1; p = 0,001). ¥ naumeHtoB ¢ MAC no
cpaBHeHuto ¢ OMJ1 (OP 2,3; 95% AW 0,9-22,0; p = 0,08) oT1-
MeuaeTcs TeHaeHUuus K ynyduwenuto BCB. MNokasaTtenu Bbl-
XXMBaAEMoCTU 6e3 NnporpeccMpoBaHns Obinn Bbille Y naum-
€HTOB C YNC/IOM 6/1aCTHbIX KNETOK B KOCTHOM MO3re MeHee
31 % ko BpeMeHu yctaHoBneHus gnarHosa (OP 1,1, 95% AN
1,1-9,9; p = 0,01).

3aknoveHue. VicrnonbloBaHne asaunTuagmMHa n geunmtabu-
Ha nepeg annoTlCK no3eonsetr 6e30nacHO KOHTPOMMPO-
BaTb OMyXoNneByto maccy y 6onbHbix MAC 1 nogaepxueatb
OOCTUTHYTYIO pemuccuio npu OMJI. Y naumeHToB ¢ OTBETOM
Ha 'MIT otmeyvatoTca ny4dwme nokasatenu OB n BCB nocne
annoTr CK.

KnioueBble cnoBa: OCTpble MUenouaHble enko-
3bl, MMEMOANCMIACTMYECKNA CUHOPOM, asl/loreHHas
TPaHCMIaHTaUMs reMornoaTUYeCcKnx CTBOMOBbIX Kne-
TOK, TMNOMEeTUIMpYoLWMe npenapaTtbl, asaunTUamH,
geunTabuH.
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In patients with MDS compared with AML (HR 2.3; 95% CI
0.9-22.0; p = 0.08), there was a tendency to EFS improve-
ment. Progression-free survival rates were higher in patients
with a number of blast cells in the bone marrow less than
31% at the time of diagnosis (HR 1.1; 95% CI1 1.1-9.9; p = 0.01).
Conclusion. The use of azacytidine and decitabine prior to
allo-HSCT allows to safely control the tumor mass in patients
with MDS and to maintain the achieved remission with AML.
In patients with a response to HMA, the best OS and EFS
values are seen after allo-HSCT.

Keywords: acute myeloid leukemias, myelodysplas-
tic syndrome, allogeneic hematopoietic stem cell
transplantation, hypomethylating agents, azacitidine,
decitabine.
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BBEJEHME

Funometunupywmne npemnapatsl ([MII), Bk/ItOYamImne
a3alUTHU/MH U leliUTabuH, IPUMEHSI0TCA IPU MUEJI0AU-
cractudeckoM cuaapome (M/C) ¥ ocTpbIX MUETOUIHBIX
Jeiko3zax (OMJI) y mauueHTOB U3 pPasHbIX TPYNI pHUCKa
[1]. AnsoreHHass TpaHCIJIAHTAIMS TEMONO3THYECKUX
cTB0JI0BBIX K/1eTOK (an10TI'CK) — BbicOk03 ) PEeKTUBHBIN
MeTo/ JieueHus y nauueHToB ¢ OMJI [2, 3] v efHCTBEHHAs
MOTeHLMAJbHO U3JiedunBatoias npouenypa npu M/C [4].
B cpesHeM BpeMs OT yCTaHOBJIEHUS jMarHo3a /10 BbIIOJI-
HeHus asoTT'CK cocraBasier 5-6 mec. CtaTyc 3a6oJie-
BaHus Ha MOMeHT aIoTT'CK ciiy>kUT OCHOBHBIM POTHO-
CTUYeCKUM GaKTOpPOM, BJIHSAIOLIMM Ha ee UCXO0J, a TaKxKe
Ha BepOSITHOCTb Pa3BUTUS NMOCTTPAHCIJIAHTALMOHHOIO
peuuguBa [2, 5]. TOKCUMYHOCTb XUMHOTEpANHUU Iepes,
auoTTCK MoxeT cTaTh JUMUTUPYHOIIUM ¢(aKTopoM
A5 ee BbinosiHeHud. [MII y manuenToB ¢ M/IC umeroT
psiL NperMyllecTB B CPAaBHEHUU C XMMUOTepanueld. OHU
MOTYT paccMaTPUBATBHCSl KAaK «MOCTHK» K NPOBe/EeHHUIO
aoTICK [6, 7] u MO3BOJSAIOT MOATOTOBUTH MALUEHTOB
K TpaHCIUIAaHTALUU 6e3 HaKOIlJIeHUS [JOMOJHUTENbHON
TOKCMYHOCTH IpU aKTHUBHOM KOHTpOJIE OIIyX0JIeBOU
Macchl, HU3KOM Ipodue TOKCUYHOCTH M CYLIeCTBY-
follell BO3MOXXHOCTH aMOysaTopHoOro JjedeHus [8]. ¥V
6osibHBIX OMJI mporpaMMHasi XUMHUOTepaIus sIBIASETCS

CTaHJapTHOU omnuuedt Ao npoBeaeHus aanoTICK. TMII
MOTYT MCII0JIb30BaThCsl y NALMEHTOB, He SBJSIOLIMXCS
KaHJM/laTaMU Ha BBbICOKOJO3HYI0 XMMUOTepPaluio, WU
CO cIepXuBawlleld Leblo NpU ee HeapEeKTUBHOCTH,
a Tak)Xe B KayeCTBe IOAJepKHBaoLliel Tepanuu nocie
JOCTW>KEeHUs peMuccuu [9].

Ilesb HacTOAIIETO MCCAEJOBAHMA — OLEHUTb 3¢-
$eKTUBHOCTh M 0€30MaCHOCTh Tepanuu as3alUTHAUHOM
u peuutabuHoMm nepef anoTICK y mauuentoB ¢ M/C,
OMJI, XpOHUYECKUM MHEJOMOHOUUTAPHBIM (XMMJI) u
I0OBEHUWJIbHBIM MHUEJIOMOHOLUTAPHbIM Jieliko3oM (KOMMJ).

MATEPWUAJbI U METOAbI

B ucciesoBaHue BKJ/IOYEHbl MALMEHTHI, MOJydaBlLIMe
['MII B HUU peTckoit OHKOJIOTUH, FeMaTOJIOTUU U TPaHC-
maaHTosiorud uM. PM. Top6aueBoit [ICII6I'MY um. akaz.
W.II. MaBnoBa M3 P®, remMaTo/IOTHYECKUX OTAEJEHUSAX
ropogackux 6osbHULl No 15 u 17 (Caukrt-IleTep6ypr),
OT/leJIEHUH OHKOJIOTMH, IeMaTOJIOTMHU C NpPUMeHeHueM
WHTEHCHBHOM XUMHOTepanuu ajs B3pocabix KB Ne 31
(CaukrT-IleTep6ypr). Jleuenue I'MII mpoBoguioChH Nepen,
anoTI'CK B nepuog ¢ suBaps 2009 r. o ceHTsA6ps 2016 T
B uccieioBaHue BKIOYEHO 62 nanueHTa. JleMorpaduye-
CKMe M KJIMHHWYeCKUe XapaKTePUCTHUKHU OOJIbHBIX Ipej-
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naumeHToB
Mokasarenb Yucno naymeHToB
Yucno annoTl CK 62
Mon
My ckoii 35 (56,5 %)
XeHckuit 27 (43,5 %)
MegauaHa (anana3oH) Bo3pacTa, net 28 (1-68)
[varnos
mac 39 (63 %)
oM 18 (29 %)
XMMN 2(3%)
tOMM/1 3(5%)
[varno3
De novo 49 (79 %)
BropuuHbIi 13 (21 %)
Ovarnos MAC
PA 4 (10 %)
PAKC 1(3 %)
PUMA 11(28 %)
PANB1 14 (36 %)
PANB2 9 (23 %)
Kapuotun
BnaronpusitHbIi 23 (37 %)
[TpomeXyTouHbIi 16 (26 %)
HeGnaronpusatHbIi 23 (37 %)
KomnnekcHbIn 7 (11 %)
[pyroii 55 (89 %)
MepmaHa (amana3oH) 61aCTHBIX KNETOK 17 (0,5-92,0)
B Muenorpamme B aebtote 3ab6onesaHus, %
MegauaHa (anana3oH) 61acTHbIX KNETOK 9 (1,4-83,0)
B Mueniorpamme Ha Hayano tepanuu M, %
MepwaHa (anana3oH) 61aCTHbIX KNETOK 4(0,4-95,0)
B MUeiorpamme K okoH4aHuto tTepanuu MM, %
MegauaHa (anana3oH) KypcoB Tepanuu, % 3(1-12)
MegauaHa (anana3oH) BpeMeHu OT NPUHATUS 6 (1-16)
pelueHns go BbinonHeHns annoTl CK, mec.
MepmaHa (o1ana3oH) BpEMEHM OT Havana 7(1-23)

Tepanun MM go annoTl CK, mec.
[pyras tepanusa go annoTlCK

Xumunotepanus 26 (42 %)
VIMMyHOCynpeccuBHas Tepanus 3(5%)
Het 33 (53 %)
Cratyc 3a60neBaHua Ha MoMeHT annoTl CK
oM/
lMepBuYHas Pe3nUCTEHTHOCTL 3
Peunons 8
Pemuccus, MOB+ 2
Pemuccns, MOb- 5
mac
PA 1
PAKC 1
PuMA 14
PAWNB1
PANB2 3
XMMN
Pemuccus 1
YactnuHas pemuccus 1
IOMMN1
MporpeccupoBaHnue 2
YactuyHas pemuceus 1

Mokasatenb Yucno naumneHTos

PeX1M KOHAWLMOHNPOBAHNS

MuenoabnaTtnBHblii 20 (32 %)

CO CHUXEeHHON UHTEHCUBHOCTbIO 42 (68 %)
Tun goHopa

AnnoreHHbI POLACTBEHHbIN 12 (19 %)

AnnoreHHbIA HEPOLCTBEHHBIN 36 (58 %)

AnnoreHHbI HEPOLCTBEHHbIA YaCTUYHO 6 (10 %)

COBMECTUMbIi

[annonaeHTNYHbIA 8 (13 %)
Mpodunaktuka oPTMX

AHTUTUMOLMTAPHBIN FNOOYNNH 17 (27,5 %)

Linknochocchomung, 35 (56,5 %)

AHTUTUMOLMTAPHBIA rNOBYNH + 1(1,5 %)

umknoochommug

Hert 9 (14,5)
MMM nocne annoTl CK

[a 23 (37 %)

Het 39 (63 %)
MoBTopHas annoTl CK

[a 8 (13 %)

Hert 54 (87 %)

MM — runometnnupytowme npenapatbl; MOb — MUHUManbHas octaTouHas
60ne3Hb; OPTIX — ocTpas peakums «TpaHCNIaHTaT NPOTUB X035UHaY;
PA — pedbpakTepHas aHemusi; PAUB — pedppaktepHas aHemMms ¢ M36bITKOM
6nacrtoB; PAKC — pedhpaktepHas aHemMus € KonbLeBbIMU cuaepobnactamu;
PUMJ — pedhpaktepHas LUTONEHUS C MyNbTUIMHENHO| Ancniasnei.

cTaBJieHbl B Ta6J1. 1. Ucnosib30BalvCh a3alUTHAMH B 103€
75 Mr/m? moKO>XXHO B TedyeHue 7 JHeH, UK 28 aHeH
(n=43;69 %) u feuuTabuH B 103e 20 Mr/M? BHYTPUBEHHO
B TeueHUe 5 AHel, nuka 28 guewt (n = 19; 31 %). Meguana
YHcJla KYpCcoB Tepanuu coctaBuia 3 (guamnason 1-12).

Ouenka 3pPeKTUBHOCTU Tepanmuu NPOBOJUJIACH HA
ocHoBaHUM kputepueB IWG He3aBUCMMO OT HO30JIOTHU-
yeckoro BapuaHTa omyxosu [10]. 3ddexTuBHOoCcTH MII
u auoTI'CK oneHHMBasu Ha OCHOBAHUM pacyeTa 06IIeil
BbhkuBaeMocTd (OB), BbDKHBaeMOCTH 6e3 mMporpeccupo-
BaHus (BBII) u 6eccobbiTuiiHol BhRkUBaeMocTu (BCB).
[Toz nporpeccupoBaHreM 3a60J1eBaHUsI TOHUMAaJIH TIOBBI-
LIeHUe yPOBHS 6JIaCTHBIX KJIETOK B KOCTHOM MO3Te 6oJiee
yeM B 2 pasa OT COOTBETCTBYIOILEro MOKa3aTessl Ha MO-
MeHT Havasia Tepanuu ['MII unu Tpancoopmarnuio B OMJIL.
[lox penujUBOM MOApPa3yMeBaJOCh MOBbILIEHUE YHCJIA
6J1aCTHBIX KJIETOK B KOCTHOM Mo3re 6oJiee 5 % mpu OMJI,
nosiBjieHne MoOpQOJIOrMYecKUx YepT AUCIJIA3UM WU
LUTOreHeTuyeckoro kJjaoHa npu M/IC. i noctpoeHus
kpuBoi OB mpoAo/KUTENBHOCTD XU3HU ONpe/esuach
OT JaTbl Hayaja Tepalmu{ as3alUTUAMHOM [0 CMEPTHU
naLMeHTa WK NocJeJHero KOHTaKTa ¢ HUM. [lig pacyeTa
BBIl cpoku yuyuThiBaJuch OT Haudaja Tepanuu ['MII go
nporpeccupoBanus uau aanoTI'CK. [Ipu pacuete BCB oy,
COOBITHEM NMOHUMAJIU PELUAUB OCHOBHOTO 3a60JIeBaHUSA
WJIU CMepTb B PEMUCCHM OCHOBHOI'O 3abo/ieBaHHUS IO
JIT0601 npruynHe. UHTepBas BpeMeHU U3MePSJICS OT AaThl
anoTI'CK o HacTymIeHUs COOBITHSA.

CraTucTMYeCcKnih aHanms

151 aHaM3a MoJIyYeHHbIX JaHHBIX HCI0Ib30BaINCh
MeTOAbl TMapaMeTPUYECKOM U HelapaMeTpUUeCcKOn
cratuctuku. [loctpoeHue kpuBbix OB u BCB ocymect-
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BJAsIock mo MeTony KammanHa—Meitepa. [l oueHKH
CTAaTUCTUYECKU 3HAUUMBIX Pa3JMYUNA HCNOJIb30BaJICH
JIor-paHroBeiil TecT. [Ipu olleHKe pe3y/sbTaTOB TECTUPO-
BaHUS CTATUCTUUYECKU 3HAYUMbIMU CYUTAINUCH Pa3IdYUs
npu 3HaueHusix p < 0,05. MHorodaKTOpHBIN aHaAIU3
BBINOJIHSJIA 110 METOJAy IMOIIAaroBOd JIOTUCTUYECKOHU
perpeccuun. Jnsa oueHku BBIl wucnosb3oBasics MeTof,
TaGJIUL CONPSKEHHOCTU ( %) U t-KpUTepUH /i MapHbIX
Y HemapHbIX BbIGOPOK. O6pabOTKy pe3y/bTaTOB MPOBO-
JIUJTU C TIOMOIL[bIO CTAHAAPTHOTO MaKeTa CTaTUCTUYECKON
nporpammbl SPSS, Bepcus 21, StatSoft, Inc.

PE3YNIbTATbI

MefuraHa BpeMeHW HaOJIIOJeHUS COCTaBWJa 526 JHeH
(nuamasoH 23-1744 nus).

Hau6osee 4yacThiMu NmOGOYHBIMU sBJeHUsAMU ['MII
6bL1M cabocTh (n = 9; 14 %), 0CJI0)KHEHUSA CO CTOPOHBI
’KKT — TomHoTa, pBoTa, 3anop — (n = 12; 19 %), no-
Tpe6GOBaBIIME BHYTPUBEHHOW  aHTHUOAKTepHUaJbHOU
Tepanuu uHdekuy, pedbpuibHasg HedTponeHus (n = 16;
26 %), nHeBMOHUs (n = 4; 6 %); remaToJioruyeckasi TOK-
cu4HOCTb: aHeMus (n = 11; 18 %), HeltTponeHus (n = 26;
42 %), TpombouTonenus (n =22; 35 %). YacroTa ociox-
HeHu#, B T. 4. l[I-1V cTenenuy, B rpynmnax asanuTUANHA U
JleuTabrHa CTaTUCTUYEeCKU 3HAYMMO He pasJihyaJach.
Y 15 (24 %) nauueHTOB pa3BUTHe ToKcM4yHOcTH III-
IV cTrenenu noTpe6oBasio yBeJIMYEeHUS] UHTEPBaJIa MEXAY
KypCaMH M /UM CHUXKEHUS 103bl IIpenapara.

Pesynbratel 3ddexkTuBHOCTH Tepanuu ['MII mpen-
CTaBJIeHbI B Ta0J1. 2. MakcuMasibHbIM oTBeT (noJiHas [[1P]
+ yactuyHas pemuccusi[UP]) 6611 gocTurHyT y 26 (42 %)
nauveHToB. Ha MomeHT BbinosHeHus a/uioTI'CK Ha
¢done Tepanuu I'MII y 41 (66 %) nanueHTa He 6bLJIO NPO-
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rpeccupoBaHus. MeinaHa 4HC/Ia KypCoB, HEOOXOAUMBIX
JUIST TOCTMXKEHHUsI OTBeTa, cocTaBwiaa 3 (guamasoH 1-5).
MesvaHa AJIMTEJbHOCTU COXpaHEHHsI OTBeTa OT BpeMeHHU
ero JOCTIKeHUS paBHsIach 3 Mec. (auana3oH 1-17 mec.).
MesaHa BpeMeHH OT NPUHSATHSA pelleHus 10 IPoBeieHus
anoTICK cocraBusa 6 Mec. (guamaszoH 1-15 mec), ot
Havasia Tepanuu 'MII go amnoTICK — 7 mec. (guamasoH
1-23 mec.). [IpwxuBaeHue TpaHcIaHTaTa nocse aantoTTCK
6bLJ10 AOCTUTHYTO Y 47 (76 %) mauueHTOB, ¥ 46 (74 %)
KOHCTaTUpOBaHa pemuccus. OTTOp)KeHHe TPaHCIJIaHTaTa
nMeso Mecto y 7 (11 %) nanueHTtoB. OcTpass peakuus
«TpaHCIUIAHTAT NpoTUB x03sinHa» (oPTIIX) III-1V cTenenu
U pacnpocTpaHeHHass xpoHudeckasd PTIIX Ha6uopatuch
y 7 (11 %) u 10 (22 %) 6Go/JbHBIX COOTBETCTBEHHO.
Penuau/nporpeccupoBanue mnocie awioTICK koHcra-
TupoBaHbl ¥ 20 (32 %) mauuenTtoB. Ko BpeMeHu nojro-
TOBKM CTaTbHU IO, HabJOJeHUeM ocTaBasioch 25 (40 %)
MaLKUeHTOB, U3 HUX B pemuccuu — 21 (34 %). [IpuynHoi
JIeTaJIbHOT'0 UCX0/la ObLIX MporpeccupoBaHue y 16 (43 %)
60/1bHbIX, UHPekuun — y 12 (33 %), remopparuyeckue
ocsnoxkHeHuss — y 4 (11 %), PTIIX — y 3 (8 %), Tokcuye-
ckue ocnoxHenus — y 1 (2,5 %), Bropas omnyxojib —
y1(2,5%). U3 8 (13 %) nanueHTOB, pe3aucTeHTHbIX K [MI],
2 mpoBeJieHa MporpaMMHasi XuMuoTepanus 6e3 a¢pdekra.
B jasbHeinieM Bce MAlMEHTbl B 3TOM TpyIe yMepJu
(5 — Ha ¢poHe nmporpeccupoBaHus, 2 — OT UHPEKLIMOHHBIX
ocJIoKHeHUH, 1 — oT BTopo# omyxosiu). Meguana OB co-
craBua 18 Mec. (95%-# noBepuTesbHbIN UHTepBal [95%
JH] 9-25 mec.). 3a 18 mec. OB paBHsiiack 56 % (95% /iU
62-50 %). Menuana BCB coctaBuia 151 gensb. 3a 5 mec. BCB
6bL1a 53 % (95% /U 48-60 % cooTBeTcTBEHHO). MeuaHa
aautenabHocTH BBII cocraBuia 160 gHel, 6-mecssuHas BBII
paBHs1ach 75 % (95% /[N 70-80 %).

[Ipu MHOrOdakTOpHOM aHaAu3e (TabJ. 3) ObLIA BbI-
[ABJIeHbl cjefyloljde B3auMocBsizu. OB cratucThyecku

Tabnuua 2. OueHka 3 HeKTUBHOCTH Tepanuu MMNOMETUNNPYIOLLMMIN NpenapaTamu

Pesynbtar ne yp C n
MakcumanbHbli oTBET 4(6,5 %) 22 (35,5 %) 28 (45 %) 8 (13 %)
OTBET HAa MOMEHT OKOHYaHus Tepanuu MM 2(3%) 17 (27,5 %) 26 (42 %) 17 (27,5 %)
OtBeT Ha MoMeHT annoTl CK 2 (3%) 17 (27,5 %) 22 (33,5 %) 21(34 %)

MM — runomeTunupytowwme npenapartbl; [T — nporpeccupoBanue; MNP — nonHas pemuccus; C — crabunusaums; YP — yactuyHas pemmuccus.

Ta6nuua 3. MHorotakTopHbIii aHanns

OB BCB BB
p (meTon P p (MeTon p p (MeTon P
KannaHa— (perpeccusa KannaHa— (perpeccus KannaHa— (perpeccus
Mokasartenb Meiiepa) Kokca) Meiiepa) Kokca) Meiiepa) Kokca)
Mon 0,080 — — — — —
[Owarno3 OMJI/MAC — — 0,002 — 0,030 0,080
KoMnneKkcHbIN KapuoTn Ha MOMEHT MOCTAHOBKM AMarHo3a 0,001 — 0,006 — — —
MakcumanbHbiin oteT Ha TMI (C + 4P + [1P) 0,008 0,060 0,020 — — —
OtBet Ha ['MIT ko BpeMeHn okoH4aHus Tepanum (C + YP +[1P) 0,010 — 0,009 — — —
MporpeccupoBanue go annoTl CK 0,020 — 0,020 — — —
OtBeT Ha 'MI ko Bpemenu npoBeferust annoTl CK (C + 4P + MP) 0,003 — 0,008 0,030 — —
[pvxuBneHne TpaHcnnaHTaTa 0,001 0,040 0,001 0,001 — -
Joctmxenune pemuccun nocne annoTl CK 0,001 — 0,001 - — —
XpoHuyeckas PTINX 0,020 — 0,060 0,080 — —
MpoBeaenue Tepanun IMIM nocne annoTlr CK 0,001 0,010 0,020 — — —
YpoBeHb 6n1acTHbIX KNETOK B AebtoTe 3aboneBaHns, % — — — — 0,070 0,010

MM — runometunnpytowme npenapatsl; [1 — nporpeccuposanme; MNP — nonHas pemucens; C — crabunmsaums; YP — yactuuHas pemuccus.
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3HAYMMO yJyyllajacb IPU HaJIUYUM [PHKHUBJIEHUS
TpaHcmiaHTaTta (oTHouleHue puckoB [OP] 0,002; 95%
U 0,001-0,74; p = 0,03) u npoBeneHuu tepanuu I'MII
nocsie aanoTI'CK (OP 0,24; 95% J11 0,08-0,67; p = 0,007)
(puc. 1). Tengennus k yayuieHuro OB HabJoamach npu
JOoCTKeHUM ctabunusanuy, YP uau [P npu Tepanuu
I'MII (OP 6,4; 95% AU 0,75-54,0; p = 0,08) (puc. 2). BCB
CTATUCTUYECKU 3HAUYMMO yJIyyllajach IPU COXpaHEHUHU
orBeTta Ha I'MIl ko Bpemenu BeinosiHeHUs a/oTI'CK
(OP 38,9; 95% JU 1,3-1198,0; p = 0,03) (puc. 3) u Ha-
JINYUH NPWXKUBJAeHUs TpaHcmianTaTa (OP 0,02; 95% U
0,005-0,1; p = 0,001). Ynyumienue BCB Habsromanocs y
nanueHToB ¢ M/[C o cpaBHenuto ¢ OMJI (OP 2,3; 95% U
0,9-22,0; p = 0,08) (puc. 4). BBII 6bL1a Jayylile B rpymime
NaLMeHTOB C YMUCJOM O6JIACTHBIX KJETOK KO BpeMeHHU
yCTaHOBJIeHUs AuarHosa MmeHee 31 % (OP 1,1; 95% U
1,1-9,9; p = 0,01) (puc. 5).

OBCYXAEHUE U 3AK/TIOMEHME

Tepanusa TI'MII MoxeT ObITb BbiOpaHa B KavyecTBe
6e30macHON JieueOGHOM ONUMU y MAlMeHTOB CO 3JI0Ka-
YeCTBEHHbIMU MHUeJionpondepaTUBHbIMU 3a60JieBa-
HusaMu nepef aioTI'CK. TokcudHOCTh a3auuTUAMHA U
JlelluTabrMHA OKa3aJlachb MpHUeMJIEMOUN U KOHTPOJIUPYETCS
MoauduKanuel cxeMbl Tepanuu, YAJUHEHUEM MEXKYp-
COBOTO MHTepBaJla, CHW)KeHUeM J103bl. B Haliell koropre
60JIbHBIX OTCYTCTBOBAJIa OpraHHast TOKCUYHOCTb, @ TaKXKe
OTMeyaJlachb HM3Kasl 4acTOTa TSDKeJbIX WHQPEeKIMOHHbBIX
OCJIOXKHEHHH, YTO M03BOJIIET PEKOMEH/I0BaTh Tepanuio
I'MII Bo BpeMs moucCKa HEPOACTBEHHOIO JOHOPA WJM B
paMKax MoAroTOBKU K poacTBeHHOU annoTI'CK. Yactora

—— He nonyyasLume FMI nocne annoTICK
—— nonyyastune MM nocne annoTlCK
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Puc. 1. O6LLasa BbIKMBAEMOCTb MaLMEHTOB, MOJYYaBLUMX UIN He
nony4aBLUNX rMnoMeTunupytowme npenapatsl (CMI) nocne anno-
reHHOWM TpaHCMMaHTaUUN FeMOMO3TUYECKUX CTBOJIOBbIX KETOK
(@annoTrCK) (p = 0,03)

Fig. 1. Overall survival of patients, treated with hypomethylating
agents (TMT) or not after allogeneic hematopoietic stem cell trans-
plantation (annoTlCK) (p = 0.03)
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OCJIO)KHEHUHM B HalleM HCC/Ie[J0BAaHUM CONOCTaBHMa C
JlaHHBIMU 3apyOeXHbIX uccaegoBaTesnei [11, 12].

YacTtoTta orBeToB Ha 'MII conmocTraBuMa C JaHHBLIMY,
MOJIYy4EHHBIMU B MCCJEOBAaHUSAX [JpPYrdX aBTOpPOB
[13-17].

B HacTosilee BpeMs BblAEJNAIOT CJeAyIOliHe TPOrHo-
cTudeckue GpaKkTopbl: BAPUAHT OTBeTa Ha Tepanuio ['MI],
atuosorusi (de novo/BTOPUYHBIN), IUTOTEHETUYECKUE
aHOMaJIMH, YU CJI10 6JIACTHBIX KJIE€TOK B KOCTHOM MO3T€, CO-
MaTHUYEeCKUH CTaTyC Ha MOMeHT BhinosiHeHus a/ioTICK,
npuMeHeHue 'MII nocsie annoTI'CK.

HeaddexktuBHocts I'MII oTpaxkaeT HebJsaromnpu-
SITHBINA MporHo3. Jlydude nokasatenu OB 6bL1M y nanu-
eHToB nocJe annoTI'CK vy BK/IIOYeHHBIX B KJIMHUYECKUe
ucciaenoBanus [18]. OHaKo NPOTHO3 U y 3ITOM KaTEropuu
60JIbHBIX OCTaBaJICs HEGIarONPUATHBIM.

B MHorodakTopHoMm aHanuse [19], Tak ke Kak U B
HaieM, atuoJsioruss M/ZIC/OMJI (BTopuuHblii/de novo) He
6bl1a GaKTOPOM I1JIOXOTO TPOTHO3a.

WHdopManuss o BIUSHUU LUTOr€HETUYECKUX U3-
MeHeHUN Ha BEePOSITHOCTb OTBETA U AJUTENbHOCTH OB
NpOTHBOpeyYrBa. Tak, coo6laeTcsd O NMPEeUMyIecTBax y
MalMeHTOB C MOHOCOMUEN /Aieieliiell XpOMOCOMBI 7 TIpH
JledueHUM aszanutuauHoM [20]. B siuTtepaType riybokomy
aHa/M3y TMoJBepraeTcss NPOTHOCTUYECKOe 3HadyeHue
LUTOreHETUYEeCKUX aHoManui [14, 21]. B npoBeeHHOM
HaMM MHOTroQaKTOpPHOM aHaJii3e BJIHUSHUE LIUTOTeHeTH-
YeCKUX U3MeHEeHUH He ObLJI0 CTATUCTUYECKU 3HAYMMbIM.

[To faHHBIM, IOJIyYeHHBIM HaMU B MHOTOaKTOPHOM
aHa/M3e, YPOBEeHb OJIaCTHBIX KJIETOK B KOCTHOM MO3Te
MmeHee 31 % B Je6i0Te 3aboJsieBaHUS ObLI CBSI3aH C
GoJiblIel BEPOSTHOCTBbI) OTBeTAa Ha Tepanvw. Takum

o6pa3omM, Tepanuss 'MII MoxeT 6bITh 3pPeKTHUBHOU
—— otBeTuBluve Ha TMIT (TP + 4P + ()
—— pe3ucTenTHble K [MI
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Puc. 2. O6Lasn BbDKMBAEMOCTb MaLMEHTOB C OTBETOM Ha Tepanuio
'MIT (MNP + 4P + C) n pe3nCTeHTHOCTLIO K Hell (p = 0,08)
MM — runometunupytowme npenapatbl; NP — nonHaa pemuccus;
C — crabunusaums; YP — yactmyHasa pemuccus.

Fig. 2. Overall survival of patients with response to hypomethylating

agents therapy (CR + PR + S) and resistance towards it (o = 0.08)
MMM — hypomethylating agents; NP — complete remission; C —
stabilisation; YP — partial remission.
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—— coxpaHuBLuve oteeT Ha IMI (NP + YP + C) Ha momeHT annoTICK
—— He umeBLuye oTBeTa Ha [MIT (IT) Ha momeHT annoTICK
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Puc. 3. beccobbITMIiHaA BbXXKMBAEMOCTb MaLNEHTOB, COXPaHMBLLMX
otBeT Ha Tepanuio MM (MP + YP + C) Ha MOMEHT BbIMO/IHEHNSA
annoTrCK un He umeBnx oteeta (p = 0,03)
annoTlrCK — annoreHHas TpaHCn/IaHTauna reMonosTn4eCkmnx CTteBo-
nosbIx knetok; Ml — runometunupytowme npenapatbl; 1 — npo-
rpeccupoBaHue; NP — nonHas pemmccus; C — ctabunmsaums; YP —
YacCTU4YHada peMmnccua.

Fig. 3. Even-free survival of patients with response or no response
to hypomethylating agents therapy (CR + PR + S) at the time of allo-
HSCT (p = 0.03)
annoTlFCK — allogeneic hematopoietic stem cell transplantation;
'MIN — hypomethylating agents; N — progression; MNP — complete
remission; C — stabilisation; YP — partial remission.
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Puc. 4. BbknBaemoctb 6€3 MporpeccMpoBaHus y MauMeHTOB C
muenoamcnaacTtnyeckmm cuHgpomom (MAC) n octpbiMu Muenouna-
HbIMK neko3amu (OMJ) (p = 0,08)

Fig. 4. Progression free survival of patients with myelodysplastic
syndrome (MAC) and acute myeloid leukemias (OM/1) (o = 0.08)

K/IMHNYECKAA OHKOTEMATO/TON 4

Jieue6HOM oniyelt y nauueHToB ¢ M/IC u OMJI ¢ ypoBHEM
6JIaCTHBIX KJIETOK B KOCTHOM Mo3re 10 31 % [22]. 3ToT
BbIBOJ, He IOATBEPXKJaeTcsl B JpPYyroM HCCJIeLOBaHUU
[23], B KOTOpOM MaLUEHTHI C YPOBHEM GJIACTHBIX KJIETOK
20-30 % umenu xypmuve nokasatesd OB, yeM nanueHThI
C YpOBHEM 6JIaCTHBIX Ky1eTOK MeHee 20 %.

Bausanue goctuxkeHus orBeTa Ha 'MII u ero coxpa-
HeHUs [0 MoMeHTa BbinoJsiHeHUs a0 TI'CK He onpefe-
JleHo. B HameM uccieZjoBaHMM, KaK U B MCC/IeOBaHUU
V.T. Potter u coaBT. [14], a Tak>ke rpyMIbl UCCTAef0BaTENEN
nop pykoBogcTBoM S.A. Yahng [24], orBeT Ha 'MII u ero
coxpaHeHUe A0 MoMeHTa BbinosiHeHus aynoTICK cra-
TUCTUYECKH 3HAYUMO yaydllanv nokasatesad OB u BCB
[14, 24]. OpHako psp uccaefoBaTesnei [16] He HaxoAAT
cBs13U Mexy oTBeToM Ha ['MII u ucxozoM 3a60JieBaHUS.
He BbI3bIBaeT COMHEHUM BJIMSIHUME JOCTHXKEHHUSI U CO-
xpaHeHus pemuccuu npu OMJI ko BpeMmenu a/utoTI'CK Ha
nokaszatesau OB u BCB [2]. OpgHako y manuenToB ¢ M/C
TpebyeTcss 60Jiee CTPOrMM MOAXOJ K OLleHKE OTBeTa Ha
['MII u ero nporHoctu4yeckomy 3HadeHuto [13].

['MIIMoryT npuMeHAThCA He TosIbKO nnepen asioTI'CK,
HO U I0CJIe ee BBIMOJIHEHUS ¢ TPOPUIAKTUUECKON U Tpe-
BEHTUBHOMU LleJIbI0 [/l yIydllleHUs TnokasaTesei OB u
CHWKEHUSI BEPOSITHOCTU Pa3BUTHUS PeLUUBOB. ITO MOJ-
TBepK/aeTcsl KaK HalllMMU Npe/LeCTBYIOLMMHU UCCIe0-
BaHUSMM [25], Tak U pabOTaMu APYTUX aBTOPOB [26].

'MIl Ha npeATpaHCIJIAHTALLMOHHOM 3Talle M03BO-
JII0T 6e30MacHO KOHTPOJIMPOBATh OIYXOJIEBYH Maccy
y nagueHToB ¢ M/IC W moazepXWBaThb [JOCTUTHYTYIO
pemuccuro npu OMJL

JlaHHOe Kccie/joBaHue SIBJISETCS PETPOCIEKTUBHbBIM,
MO3TOMY AJs1 GoJiblliel yOeoUTEeNbHOCTU BBIBOJOB Tpe-
6yeTcsl NpoBeJileHHe PaHOMHU3UPOBAaHHOIO NPOCIEKTHB-
HOT'O MCCJIeJJOBaHUsI C IPYNIION KOHTPOJIS.

—— bnacTHble knetkn < 31%
—— bnacTHble Knetku = 31%
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Puc. 5. BbpkmBaemMocTb 6e€3 MpoOrpeccupoBaHus y MNauMeHTOB
C YpOBHEM 6n1acTHbIX KNETOK B KOCTHOM MO3re B AebioTe 3aborne-
BaHma <311 >31% (p=0,01)

Fig. 5. Progression free survival of patients with <31 and > 31 % level
of the blast cells in bone marrow at the onset of the disease (p = 0.01)
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KOH®JIUKTbl UHTEPECOB

ABTOpBI 3aBJISIOT 06 OTCYTCTBUU KOHQJIUKTOB UHTEPECOB.

MCTOYHUNKN ®UHAHCUPOBAHMUA

UccnenoBaHue He UMeJIO CIIOHCOPCKOU MOAIEPXKKH.

BK/1IAl ABTOPOB
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