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anno-TI'CK, n3 Hux 8 manuenrtos nomyvanyu VITK I1. Ha mo-
meHT ano-TT'CK 5 manmenToB Haxomauanuch B XD, 7 — B DA,
2 - B BKin. Iloxasanusamu k anno-TI'CK crammu: orcyTcTBIE
MO wn/unmn 1O - 4, notepsa I'O wmm HTI'O n/mumm MO -
4, bKn - 1, nepexop B PA - 2, mytanun B rene BCR-ABL
M244V u M351 c nepexopiom B bKi ¢ - 1, DA ¢ myTanueit
B reHe BCR-ABL T3151 - 2. [loTepstHbI U3-TI0%, HaOMIONEHIS
2 manueHTa: 1 - ¢ nepexongom B BK no muenongnomy tumy
C 3KCTpaMe[y/ULIPHbIMU O04aramu, u 1 - ¢ nepexogom B PA
¢ mytanueit B rene BCR-ABL Y257C. O6uiasi BbDKUBae-
mocTh (OB) y manuenToB, momy4aromux Tonbko UTK T +/-
MTK II, cocraBuma 100% (n=21) ¢ MeguaHoi HaOIIOIEHNs
49 (10-126) mec., OB y manyueHToB, KOTOPbIM BBIIIOTHEHA
ammo-TI'CK +/- UTK II coctaBuma 79% (n=11) ¢ MemmnaHoit
Habmogenusa 82 (1-140) mec.

[TpuunHOI neTanbHOCTU MOCTYXKuau B 2 caydaax PTIIX
(1 - octpas, 1 — xpoundeckas), 1 — MH(EKIMOHHbIE OCTOX-
HEHUA.

BbiBogbl

HecMoTps Ha OCTATOYHO YacToe Ha/M4Yue HereMaTonoru-
geckoil TokcuaHoctu I-1T et (28%), Tepammsa XMJI UTK y
IeTelt M MOfIPOCTKOB ABNAETCS 9P PEKTUBHBIM METOLIOM Jie-
YeHM:A M O/DKHA PpacCMaTpUBaTbCA B KadecTBe IepBOil /-
HyM Tepanyy. OfHAKO MOTepsl OTBETa, HellepeHOCUMOCTD,
HOsIBJIEHME MY TALUIL, CBUETENbCTBYIOINX O Pe3UCTeHTHO-
ctu K Teparnt VITK I m II nokosneHus, Mo3BoA0OT paccMa-
TpuBaTh anno-TTCK, kak TepaneBTUYeCKyI0 ONLINIO BBUAY
BBICOKOII 9((PEeKTUBHOCTM, IOKAa3aHNUs K BBIOTHEHMNIO
KOTOPOJ TO/DKHBI OLIeHMBATbCA CTPOTO MHAUBYUYaIbHO.
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XpOHUYECKUIT MMEIOUTHBII JIEKO3, MHTUOUTOPBI TUPO-
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Introduction

Graft-versus-host disease (GVHD) is one of the most fre-
quent and dangerous complications of allogeneic hemato-
poietic stem cell transplantation (allo-HSCT). Therefore,
the choice of an optimal GVHD prophylaxis is an important
component of the supportive care. Hence, the principal aim
of our retrospective study was to evaluate different regimens
for GVHD prevention following matched unrelated (MUD)
allo-HSCT in children.

Patients and methods

During the period of 2003-2019, we performed 256 MUD
HSCT in children. Gender distribution was as follows: males,
64.8% (n=166); females, 35.2% (n=90). Median age was 7.1
y.0. (8 months to 17 y.0.). The primary diagnoses were: ac-
quired aplastic anemia (14%, n=36); myeloid leukemias
(39%, n=100); lymphoid leukemias (17%, n=43); primary
immune deficiency (7%, n=19); congenital storage disor-
ders (13%, n=32); hereditary hematopoetic depression (5%,
n=14); hematophagocytic lymphohistiocytosis (2%, n=4);
other rare diseases (3%, n=8). 242 HSCTs (94.5%) were car-
ried out for the first time; second HSCTs were performed
in 14 cases (5.5%). Stem cell sources for grafting were: bone
marrow (BM) was used in 76% of cases (n=174); peripheral
blood stem cells (PSC), in 24% (n=62). 204 patients (79.7%)
received 10/10 MUD HSCT, and 52 pts (20.3%), were com-
patible by 9/10. Conditioning regimens contained various
agents, thus being consistent with treatment protocols for

particular diseases. GVHD prophylaxis included: tacrolimus
(Tacro), cyclosporin A (CsA), methotrexate (Mtx), myco-
phenolic acid (MMF), in combinations: Tacro/Mtx (n=98),
Tacro/MMF (n=102), Tacro/Mtx+MMF (n=3), CsA/Mtx
(n=24), CsA/Mtx+MMF (n=2), CsA/MMF (n=14). The du-
ration of observation was from 3 months up to 16 years (me-
dian of 8.9 years).

Results

Incidence of acute GVHD (aGVHD) in the group with
non-manipulated BM grafts was lower in the CsA/Mtx, i.e.,
38%, with overall survival (OS) rates of 93% (p=0.039). The
aGVHD incidence in patients who received PSC was low-
er in the Tacro/Mtx, and in Tacro/MMF groups, i.e., 13% in
each group, but with the OS rates of 70% and 34%, respec-
tively (p=0.012). Incidence of severe-grade aGVHD (stage
3-4) was most often observed in BM group with the Tacro/
MMEF prophylaxis regimen (19%), and, in the PSC group,
with the CsA/Mtx/MMF prophylaxis regimen (8%), with
lower OS levels in these groups. i.e., 49% and 50%, respec-
tively (p=0.12, p=0.257). When using the BM grafts, the rate
of the OS showed significant differences, depending on aG-
VHD prevention regimen (p=0.03). OS value was higher in
the PSC-treated group when using CsA/MMF (83%), and
CsA/Mtx (78%, p=0.52).

Conclusion

The source of stem cells should be taken into account when
choosing a regimen for GVHD prophylaxis during MUD
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HSCT in children. The CsA/Mtx combination when using
BM as a stem cells source was associated with significantly
increased OS level in our study, and reduced the incidence
of aGVHD, when applying BM as a source of stem cells. We
did not find a significant impact upon OS levels when PSCs
were used as a source of HSCT, at different aGVHD prophy-
laxis regimens. However, higher OS levels in the CsA/MMF
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PSC and CsA/Mtx PSC groups may become significant upon
expansion of this clinical study.
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Beepenune

Peaknus «TpaHcIvianTar npotus xossauHa» (PTIIX) asma-
€TCs1 OJHMM M3 CaMbIX YaCTBIX I OIIACHBIX OC/IOKHEHNI ajl-
JIOTEHHOJ TPaHCIUIAHTALMM TeMOIO3TUYECKUX CTBONOBBIX
k1etok (amno-TI'CK). ITosToMy BaXKHBIM KOMIIOHEHTOM
COIIPOBOANTENIbHOI Tepanyy MaIYIeHTOB CUNTAETCs Ha3Ha-
YeHIe afleKBaTHOro pexxrMa npogmmaktuku PTIIX. Iemp
PaboTBI COCTOsIIA B PETPOCIIEKTUBHON OLIeHKe Pe3y/IbTaToB
IPUMEHEeHNUs Pa3INIHBIX peXXUMoB mpodunakTuky PTIIX
npu nposefeanu anno-TT'CK y mereil oT HepOACTBEHHBIX
TOHOPOB.

Matepuansl n metoabl

B uccnenosanue BxmodeHsl 256 TTCK oT HepoxcTBEHHBIX
IOHOPOB, mpoBefeHHbIX ¢ 2003 mo 2019 rr. 64,8% (n=166)
COCTaBWIN MaJIbuMKy, a 35,2% (n=90) - neBouxu. Bospacr
IMaIEeHToB ObUI OT 7 MecaleB g0 17 ner (Menuana 7,1 ner).
Hosonorndeckast cTpykrypa: IprobOpeTeHHas aracTide-
ckast anemusi — 36 (14%); muenonponudeparnBHsie 3a60-
neBaums — 100 (39%); mumbomnponudeparuBHbie 3a6oe-
BaHUA — 43 (16,8 %); nepBUYHBIle IMMyHOLePUIUTEL — 19
(7,4%); BpoxeHHbIe GomMe3HN Hakomwrerust — 32 (12,5%);
HaC/Ie[[CTBEHHbIe amiasuy KposerBopeHus — 14 (5,5%);
ructuonuTos — 4 (1,6%); mpyrue penkue 3aboneBaHnsg — 8
(3,1%). VICTOYHMKOM IeMOITO3TUYECKUX CTBOIOBBIX KIIETOK
(I'CK) sBnsmuch: koctHbIir Mo3T (KM) — 76% (n=194), me-
pucepuueckne crsonosble Kretkn kposn (IICKK) - 24%
(n=62). 14 TT'CK (5,5%) mpoBefieHbI TOBTOPHO, 242 (94,5%)
BbinonHeHsl Bepsble. TTCK Bomonuamics y 79,7% manm-
enToB (n=204) oT MOMHOCTHIO coBMecTuMoro (10/10) He-
POACTBEHHOTO JJOHOPA, ¥ 20,3% (n=52) — OT He IOJIHOCTBIO
coBMecTuMOro joHopa (9/10). Pexxumsl KOHJMIMOHUPO-
BaHMs COJlEpP>KaM pasuHble areHThbl ¥ COOTBETCTBOBAIN
IIPOTOKOJIY JIe4eHMA KOHKpeTHOro 3abonesanus. IIpodu-
nmakruka PTIIX Brirovasa npenapatsr: Takpomumyc (Tacro),
uukiaocnopuH A (CsA), merorpekcar (Mtx), MukodeHosno-
Bylo kucnory (MMF), B kombunaumsax: Tacro/Mtx (n=98),
Tacro/MMF (n=102), Tacro/Mtx+MMF (n=3), CsA/Mtx
(n=24), CsA/Mtx+MMF (n=12), CsA+MMF (n=14). Inu-
TeIbHOCTD HAOMIONEHMA COCTaBuIa OT 3 Mec. 1o 16 et (me-
nuaHa 8,9 ner).
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Pe3ynbrathl

Yacrora paspurus OPTIIX y manueHToB, MOTyYUBIIUX He-
MaHUnIynuposauHbii KM, okasanace Hibke B rpymnme CsA/
Mtx - 38%, mpu ypoBHe o61eit BbpKuBaemoctu (OB) - 93%
(p=0.039). Yacrora paspurusa OPTIIX y manyeHToB, MOIy-
yuBLmIMX HeMaHumynruposannble IICK, okasamach HIbKe B
rpynne Tacro/Mtx u B rpynne Tacro/MMF - 1o 13%, Ho ¢
ypoBHeM OB 70% u 34%, coorBercTBeHHO (p=0.012). Ya-
crora passutusa Tsoxenon gopmer OPTIIX (3-4 cr.) wame
Bcero Habmoanack npyu TpanmianTamyax KM ¢ pexnmom
npo¢wnakTuku Tacro/MMEF - 19% v ipy TpaHCITaHTalUU
IICK ¢ pexxumom npodmraktuku — CsA/Mtx/MMF - 8%,
npy H13KoM ypoBHe OB B aTux rpymmax - 49% u 50%, co-
orBeTcTBeHHO (p=0.12, p=0.257). IIpn aToM prHamuka OB
npu ncnonbzosanyyt KM B xagectse ncrounnka I'CK nme-
JIa fOCTOBepHble pasmnyns B rpynnax (p=0.03). OB npu uc-
nonb3osanuy IICK 6br1a Beime B rpymnmax ¢ CsA/MMEF 83%
n CsA/Mtx - 78% (p=0.52).

3aknyeHue

Taxum o6pazom, Heo6XOAUMO yuUTHIBaTh MCTOYHUK ['CK
npu Boibope pexxuma npodunaktuku PTIIX mpu nposene-
Huy anno-TTCK HeMaHUITyIMPOBaHHBIX TEMOIIO3TUYECKIX
CTBOJIOBBIX KJI€TOK OT HEPOJCTBEHHOIO JOHOpa y HETeil.
[TpumeHenne kombunanuu CsA/Mtx B HallleM JMCC/IeOBa-
HMM OBIZIO CBSA3AHO C JOCTOBEPHO 3HAYMMbIM ITOBBIIICHUEM
ypoBena OB u cumkennem qactoTsl passutusa OPTIIX npu
ucnonb3oBanuy KM. IIpu nucnonbsosanun I1CK B kauecTBe
ucrounrka ['CK, BbI60op cxeMbl TPOMUIAKTUKI He OKas3a
mocToBepHOro BnuAHKA Ha OB, oflHaKO BBICOKMUIT YPOBEHD
OB B rpynnax CsA/MMF u CsA/Mtx MoXeT cTaTb JOCTO-
BEpPHO 3HAUMMBIM IIPM YBeIUYeHUN oObeMa JaHHOTO K-
HIYECKOTO JMICC/IEJOBaHM.
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