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dnTpombonar B nepBon nMHMK Tepanumn TAA
Image
’

h

dnTpoMbonar B nepBOMn JIMHUU Tepanum
TAA

AnTpombonar B 1 amHum tepanum TAA: uccnepgosaHue NIH (CLUA)*
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MpumMmeuaHmue.

* TAAGes neveHus
* BospacTtz2ner
* N=92

Koropra 1
Koropra 2

Koropta 3

AU3AWH UCCNEOQOBAHUA

AT FEMATONOTHYECKHA OTBET

AeHb 1-4

: 3 mecaua : 6 mecauyes

3ntpombonar 150 mr
Oexs 14 —Mecay 6

AntpomGonar 150 mr
Oexs 14 —Mecry 3

Antpombonar 150 mr
OeHs 1 —Mecruy 6

NATI — nowaguHbIN aHTUTUMOLUNTAPHbLIA FTNO6YNnH.

nepBVI'-I HaA KOHe4YHasa TO4YKa:

e [MonHbIn oTBET ([10) Yepe3 6 MecsueB, onpeaenaeMbl Kak:
o HemTpouabl = 1 x 109/n

o Hb = 10 r/gn
o TpoMbouunTbl = 100 X 109/n

BTOpM‘leIe KOHe4YHbleé TO4YKM:

e O6wuin oteeT (O0)
YacTtnyHein oteeT (HO), onpenensemsin nNpu:

o NMOKa3aTeNsax KPpoBM, He COOTBeTCTBYWMUX Kputepuam TAA nnm MO
BbKrBaeMoCTb

KnoHanbHasa 3sosouns

Peunaus



nTpombonar B kombuHauumn ¢ UCT nossonsieT 00CTUYb BLICOKUX NOKa3aTesen
BbDKMBaeMocTu'

OOwias BLDKMBAEMOCTb Yepes3 2 roga coctaBusia 97% m 99% nocne yuyerta
nposepnenuns TKM'.
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dnTpombonar B KoMH6MHauum ¢ UCT ynyywaeT reMaToslorn4ieckui oreet’
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leMaTONOrM4eCKUi OTBET Yepe3 3 Mecaual FemaTonorH4eckui oTeeT Yepes 6 Mecrues!

- - 94
S 801 L i 2 80 -
O 70 60 TRy 61 5
Ry T = 8
3 &, gg : 52 48 50 gy W4 47 48
Sk i 39 g2 39
S8 40 - 30 S £ 40 W33 35
Sk 26 5o 26
g o 30 1 17 =
=20 - S 20 4
= 10 -
ﬂ “ T T T 1 U = T T T 1
KoropTa1 Koropta 2 Koropta 3 Bce koropThl Keropta 1 Koropta 2 Koropta 3 Bee koropTot
(n= 30) (n=31) (n=31) (n=92) (n= 30) (n=31) (n=231) (n=92)

OO MNno 4O

NcTopuyeckue paHHble oTBeTa Ha UCT*:

 O6WwKnin oTBEeT ~ 60-70%;
e [TonHbIN oTBEeT ~ 10%

Yem paHbLue HayaTa Tepanusa 31TpoMOGonarom, Tem Bbille YacTOTa NOJIHbIX
oTBeTOoB’

Image



Pexxum Tepanuun

Konuuecrso MonHbie oTBETHI
e ot nauveHToB uepes 6 mecaLes
PeBoneiig “ pe -
1 C aua 14 no 6 mecauyes 30 33% 0,01
2 C gHa 14 no 3 mecsaua 31 26% 0,06
Cana 1

3 i 31 58% < 0,001

no 6 mecsues

MpuMmeuyaHue.

* 3HayeHne P OTHOCUTCA K OLLEHKE HYJ1b-TMMNOTE3bl, COr1acHO KOTOpOI7| HYaCTOTa MOJIHbIX

OTBETOB 3a 6 MecsueB AoJIXKHa bblla cocTaBUTb He HMXKe 30%.

YacToTa NoJIHbIX OTBETOB B MCTOPUYECKON KoropTte — 10%°>.

YacTtoTa KNIOHaNbHOM 3BOJsIIOLUM Ha (poHe Tepanum snTpombonar + UCT Gbina
conocTaBMMa C TaKOBOW NPU NPUMEHEHUU cTaHgapTHon UCT

KnoHanbHas 3soniouma npousowna y 7/92 nauueHtos (8%).
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MAC/OM

Bpemsa ,
LinToreHeTMka bl
0 3BONIOLUM
B e :) mutations
» (VAF)
46, XX, del(13) LinToreHeTuka
68 no 3 (912q22)[cp3l/ Het none detected
HOpMaRHBOBaﬂaCb
46,XX[17]
48 XX +6 +15 [2
39 no 30 46, XX[18] ey Her CrabunsHo DNMT3A (3%)
ASHXAE:3) AML/HSCT
3 _7 !
64 4o 3 (921;926),-7[3)/ Aa death (RTELT) none detected
46, XX[17]
Yo/ ASXL1 (24%)
72 30 45, XY -7[20] la CrabunbHo
Peumnane RUNX1 (12%)
4oy 46,XX.del (7)
48 6 (p13p15)3Y/ Her HSCT DNMT3A (15%)
Peunans
46,XX[19]
45 XX,-7(7)/ Proceeding
61 4o 6 detected
46.XX[16] fla to HSCT dihidicoiens
16 Her 3 A5G Het HSCT (RTEL1) none detected
46,XY[14]
NMpumMmeuaHue.
VAF — BapuaHTHas 4acToTa ajiienen.
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0.6— 3nTpomBonar, Bce KoropThl 0.6— WcTopuyeckune KoropThbl
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CpiCKOM 92 66 35 13 C pHCKoM 102 78 55 4 16



Yepes 2 ropga npuMeHeHus 3nTpoMmbonara YacTota KJIOHaJIbHOW 3BOJIIOLUMN
coctaBuna 7,7%"".

B MCTOpM‘IECKOﬁ Koroprte y naumMeHToB, Hé NPUHUMaBLUUX BHTpOMGOﬂar,

3TOT nokKa3sartenb — 7,9%.

HapyweHusa ¢pyHKUUU NnevyeHU OblIn TPAH3UTOPHLIMU M HEe NPUBOAUIIN K OTMEHe
npenapaTa anTpombonar'
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HA 3 crenenn wnm Bbiwe wnu CHA, oTHocAWMecA K anTpom6bGonary, MaumeHTol,
n (%) n=92

MakynonanynesHas cbifb 0,01

3yA 1(1)

bonb B XxuBoTe 2(2)

JNa6opatopHoe HapyLwweHne PYHKUNK neveHn 17 (18)
Yeenuuenne ANT 9(10)
Yeenuuenne ACT 3 (3)
Yeenuuenune bp 12 (13)

ABa Taxxenbix Hl B BUAe cbiNu Ha KO>XKe NpMBeNnu K BpeMeHHOW OTMeHe
anTpombonara.

[onn NauMeHTOB C COMaTU4YeCKON MyTauuen nocne nevyenus NCT
n UCT + snTtpombonar™®

22% vs 35% naumeHTOB pa3BUBalOT cCOMaTU4YecKue MyTalL UM nocsie Tepanum
UCT + snTpombonar vs UCT MoHO.
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3% 1%

B Hert

B 1 myTayua
B 2 myTayuu
= 3 myTauum

O6Lw,an yacToTa MyTauui Npu NPMMEHEeHUU Npenaparta 3nTpombonar
nm 6e3 conoctaBuMbI’”’

YacToTa BbIABJIEHUA YeTbipex Haubonee yacTbix MyTaI.l,Hﬁ npu AA.

Image
| | e
DNMT3A 8,3% 8,4% 4%

ASXL1 8% 6,2% 8%

BCOR/BCORL1 4% 9,3% 7%

PIGA N/A 7,5% N/A

Median VAF 20% 9,3% 13%
MpumMmeyuaHme.

* 71% npepaputenoHo nonydann UCT, 29% — HerT.
t Bce paHee nonyy4ann UCT.
VAF — BapuaHTHasa 4YacToTa assienen.

Bce nauueHThI, pa3BuBLINE COMaTU4YecCcKkKue MmytTauumum, nocturasim



reMaToJIorm4eckoro oreeta Ha antpombonar + UCT B 1 nuuun’®
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MyTtaymsa «+», n = 20 (%)

MyTtaumsa «—», n = 70 (%)

O6wuii oTBeT 20 (100) 60 (86)
MonHbiA oTBET 13 (65) 23 (33)
KnonanbHas ssonoums 3 (15) 4 (6)
Peunane 5 (25) 20 (29)
CwvepTtb — 3 (4)

NMoka3aTenu nepeHOoCMMOCTU U Be3onacHocTu Tepanuu anTpombonar + UCT
CONOCTaBUMbI C TAKOBLIMM NPU cTaHpapTHou UCT!

Cepbe3Hble HeXenaTesbHble IBJIEHUs, CBA3aHHbIe C NnpenapaTom anTpombGonar'.
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MaumeHTbl (N = 92)*

fiBnenna
KonunuecrBo (%)

Koxxa

MakynonanynesHas cbine’ 2 (2)
3yn 1 Q)]
bonb B XxuBOTE 2 (2)

OTKNOHEeHWA B pe3ynbratax BuoxMMMUecKMX

nokasartesieil PyHKL MU NeyeHn i (e
MoesiweHwe ypoeHel ANT 9 (10)
MoesiweHwe ypoeHel ACT 3 (3)
MoesiweHve ypoexel bunmpybuxa 12 (13)

MpumeyaHnue.

* PenpeseHTaTUBHO B OTHOWEHUN KOropT 1, 2 n 3.

Tt Y 2 naumeHToB (1 B KOropte 2 1 1 B Koropte 3) pa3Builacb TAXesaa KoXKHasa peakyus, B
CBSA3U C KOTopown Pesoneng bl OTMEHEH.

TAA — Ts>Kenasa arslactnyeckas aHemus; AJIT — anaHMHaMuHOTpaHCcepasa; ACT —
acnapTaTaMmHoTpaHchepasa.
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HapyweHus yHKUUKN neYyeHU ObisIn TPaH3UTOPHLIMU U HE NPUBOAUIIN K OTMEHEe
anTpombonara®.

Image

YacToTa KJIOHaJIbHOW 3BoJIIOLMU Ha (poHe Tepanum anTpombGonar + UCT Gbina
conocTaBuMa C TaKOBOW NPM NPUMEHEHUMN cTaHpapTHon UCT'.
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e [popmnb 6e3onacHOCTN y NeanaTpu4ecknx naymeHTos (n = 37) COOTBETCTBOBAN
npoduto 6esonacHocTn, HabnogaemMoMy B obLLel nonynaumun'.

e ¥ 15 (10%) naumeHTOoB Mo pe3ysibTaTaM LNTOreHeTU4eCKmMxX aHaan3os 6o onucaHbl
abeppauun, BKAoYaa 7 naymeHToB C yTpaTon XpoMoCcoMbl 7 1 1 nauneHTa
C MPW3HAKaMM OMCIIa3um KOCTHOro Mo3ra'.



JInHelHbIN OTBET Ha 3nTpoMbonar B yC/IOBUAX peasibHON KJIMHMYECKOW NpakKTuKu®
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Pe3ynbTaThl NPOCNEKTUBHOIO PaHAOMU3UPOBAHHOIO
MHoroueHTpoBoro uccneposaHusa EBMT lll ¢pa3bl no nsyyeHuio
npuMmeHeHus ATT u LicA B KOMOuHauum c anTpombonarom unm 6e3 B 1-
W NMHUMKM Tepanum y naumeHTos ¢ TAA (RACE)**°

MeTtoabi®*°
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FpynnaA (n =101):
cTaipapTHas MCT (MATT 40 Mr/kr x 4 AHA U LICA 5 MI/Kr/geHs)
197 naumneHToB 13 6 cTpaH
M 24 UeHTpOB ObinNKn
BKII0YE€HbI B UccnefoBaHue

Mpynna B (n = 96):

ctangaptHas VICT (nATT 40 mr/kr x 4 gHa u LicA 5 mifkr/geHb +
antpombonar 150 mr/aess ¢ 14 aHa go 6 mecaua (unu 3 MecsLa B cnyyae
paHHEero A4OCTWXEHUA NONHOro 0TBETa)

MepBUUHaa KOHeUHaA Touka: BropuuHble KOHeUHble TOUKK:
® MonHbiii otBeT (MO) uepes 3 mecaya. ©® 06uana BbIKMBAaEMOCTb.
® 1O onpepenex kak: ® Tlemaronorvuecknii oteer yepes 6 Mecaues.
® Hb > 10r/an, AYH > 1,000/mkn ® KnoHanbHas 3BOAIOUMA U anneNbHas Harpyska
n Tpombouutel > 100,000 mka. COMaTUUYECKUX MMENOUAHBIX MyTaLUiA.

KpuTepum BKAIOYEHUA nauneHTos™

1. YcTtaHoBneHHbIn auarHo3s TAA nnu CTAA, onpeaesieHHbiIi HQ OCHOBaHUM:

o Kak MMHMMYM ABYX U3 CNefyloLlmnx KpuTepmres:



» — abconoTHOoE Yncno HenTpoduios (A4H) < 0,5 x 10°/n (TAA)
nnm < 0,2 x 10°/n (CTAA);
= — TpombouuThl < 20 x 10°/n;
" — peTukysnouuThl < 60 x 10°/n;
o HU3KOKNETOYHbIN KOCTHbIN MO3T (< 30% kneTo4yHoCTm 6e3 npusHakos prbposa
NN 3/10KAQYECTBEHHbIX KNETOK).

2. Bospact = 15 ner.
XapaKTepucTuKa BKJIIOYEHHbIX NauueHToB*!

Image



Total

Yucno naumeHToB 101 (51,3%) 96 (48,7%) 197 (100%)
Bozpacr (meguaHa, MMH-MaKc) 52 (15-81) 55 (16-77) 53 (15-81)
BospactHbie kateropum (n, %)

<18 7 (6,9%) 2 (2,1%) 9 (4,6%)

18 -< 40 29 (28,7%) 27 (28,1%) 56 (28,4%)

40-< 65 43 (42,6%) 43 (44,8%) 86 (43,7%)

> 65 22 (21,8) 24 (25,0%) 46 (23,4%)
Mon (n, %)

My>KUnHbl 52 (51,5%) 56 (58,3%) 108 (54,8%)

HKeHuwmHb 49 (48,5%) 40 (41,7%) 89 (45,2%)
Taxecte AA (n, %)

SAA 67 (66,3%) 62 (64,6%) 129 (65,5%)

VSAA 34 (33,7%) 34 (35,4%) 68 (34,5%)
TpombouuTbl x 10%/n (MeamnaHa, MMH-MaKC) 18 (1-76) 15 (1-109) 17 (1-109)
Helttpodunbr x 10%/n (meamaHa, MuH-MaKc) O’S?F(SZ;]O_ 0,46 (0,00-4,3) 0,39 (0,00-4,3)
Numouutsbl x 10%/n (MegnaHa, MMH-MaKC) 1'4253;)64_ 1'32'_5'03']14_ 1'4;;05'; al
Petukynouutsl x 10%/n (megnaHa, MUH- 20,0 (0,0-85,0) 25,5 (0,0- 21,1 (0,0~
MaKc) 121,0) 121,0)
TemornobuH r/n (megnaHa, MMH-MaKC) 8,5 (2,3-10,8) 8,3 (3,3-12,2) 84 (2,3-122)
Tpanynouwntbl PNH > 0,1% (n, %) 58 (59,2%) 42 (45,2%) 100 (52,4%)
Tpanynouwntbl PNH > 1,0% (n, %) 44 (44,9%) 33 (35,5%) 77 (40,3%)




PesynbTaThl’

e /IcxoaHble XapaKTepUcTukn 6ol CpaBHMMbI B ABYX Fpynnax, BKAYas CpegHunn
Bo3pacT (52 n 55 neT), pa3bueky no Bo3pacTy (< 40 net 35,6% un 30,2%), TAKeCTb
TeveHns 6onesHu (cesepxTaxxenas AA 33,7% n 35,4% B rpynnax Au B
COOTBETCTBEHHO), Hann4une MHIr-knoHa (59,2% wn 45,2% B rpynnax An B
COOTBETCTBEHHO).

e CpegHun nepuon HabnwogeHnsa coctasmnn 18 mecsues.

Image

e K MOMeHTY npoBefeHnsa aHannsa OO yepes 6 MecsAueB 015 BbDKMBLUMX NAaLNEHTOB,
6e3 TpaHCnIaHTauMn U KJoHaNbHOM 3BoatoUnK, coctasmn 50,0% B rpynne A n 76,3%
B rpynne B (OR: 3,8).

e CHA 6binn conocTtaBuMbl B 06eunx rpynnax: 8 u 7 naumMeHToB COOTBETCTBEHHO BbIObLIIN
N3 nccnenoBaHnsa 4OCPOYHO BCeAcTBME HeobxoammocTun nposeaeHns TKM.

e KnoHasnbHas 3sosiloumnsa npousowsna y 1 nauneHTa B rpynne A (HapyleHune
KapuoTuna 4yepes 6,5 mecsaues nocse paHgoMmsaumm) ny 3 nauneHToB B rpynne B
(2 HapyweHuna kapuotuna n 1 MIAC 4epes 6,2, 6,3 n 12,0 mecsua nocne
paHooMU3auun).

e bbin nposegeH NGS-aHann3 C NCNOJSIb30BAHNEM MOJIEKYIIPHOW TapreTHOW naHenu
13 31 reHa. K MOMEHTY NpoBeAeHns 3Toro aHanmsa bbiim goctynHel obpasuybl 163
MauneHToB Ha CTapTe uccsenoBaHnsa U 132 nayMeHToB Yepes 6 MecsueB, U3MEHEHUN
CO CTOPOHbI COMAaTUYECKNX MNENONOHbLIX MyTaunn 3apuKCMpoBaHo He bbino
(baseline: VAF > 1% 38,2% B rpynne A vs 36,6% B rpynne B).

3a BpeMs nccnepnoBaHus ymepsno 22 naumeHTta’:

e 14 B rpynne A, OS 83,2% 4epes 24 mecsua.
e 8 Brpynne B, OS 86,3% 4epe3 24 mecsua (p = 0,142)

Image

NKK 6bina pocturiytay 9,9% m 21,9% nauueHToB rpynn A u B coOoTBeTCTBEHHO
(OR 3,2, p = 0,012)°.

YacTtoTa pocTtu>xeHus obuiero oreeTta (00 = NO + YO) coctaBuna 31,7% u 59,4%
COOTBEeTCTBEHHO.
3aknoyeHume’

Pe3ynbTaTbl 3TOro UCCNeAOBaHMA NOAAEP>KUBAIOT NPUMEeHeHue KombuHauun nATT,
LLcA n sanTpoMbonara B Ka4ecTBe CTaHAapTa TepanuuM NepBOW JIMHUMU
ana naumeHToB € TAA n CTAA, He noaneXxawux TpaHCnJaHTauuu.
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