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Introduction

Our group have previously demonstrated superiority of graft-
versus-host disease prophylaxis (GVHD) with post-transpla-
nation cyclophosphamide (PTCy) over horse anti-thymocyte
globulin (ATG) in acute leukemia patients undergoing unre-
lated hematopoietic stem cell transplantation (HSCT)1. Nev-
ertheless, in chronic myeloproliferative neoplasms (CMN)
and myelodysplastic syndrome (MDS) there is a concern of
increased graft failure after PT'Cy. Therefore, we have initiat-
ed the single center prospective randomized trial comparing
PTCy and rabbit ATG in this group of patients.

Patients and methods

The inclusion criteria were as follows: patients with CMN and
MDS, unrelated HSCT, only 10/10-HLA matched patients, pe-
ripheral blood stem cells as graft source, no severe organ dys-
function. All patients received conditioning with oral busulfan
10 mg/kg and fludarabine 180 mg/m2, and GVHD prophylax-
is with tacrolimus adjusted for 5-15 ng/ml concentration and
30 days of 30 mg/kg mycophenolate mofetil. The third GVHD
prophylaxis agent was either PTCy 50 mg/kg day+3, +4, or rab-
bit ATG (Thymoglobulin) 5 mg/kg. The strata for randomiza-
tion was Seattle pre-transplant assessment of mortality (PAM)
index2. The primary endpoint was incidence of graft failure and
secondary endpoints were GVHD and survival. The trial was
registered on clinicaltrials.gov, NCT02627573. So far, 17 pa-
tients were enrolled, 9 with MDS, and 8 with MPN.

Results

Nine patients were randomized in PTCy group and 8 in the
ATG group. Median follow-up was 10 months (range 2-19).

The incidence of primary and secondary graft failure was 0%
vs 42%(3) in the PTCy and ATG groups (p=0.023), but the en-
graftment was slower in the PTCy group (20 days vs 15 days,
p=0.009). Acute GVHD grade II developed in one PTCy pa-
tient and none in the ATG group, acute GVHD grade III-IV was
not observed. None of patients developed moderate and severe
chronic GVHD. Only 1 patient in PTCy group developed mild
chronic GVHD (p=0.44). One patient in each of the groups re-
lapsed (p=0.79). Overall survival was 100% vs 38% (p=0.002) in
PTCy and ATG groups, respectively.

Conclusion

Despite significantly higher incidence of graft failure and lower
survival in ATG group, it might be accidental, given the small
group size, extremely high graft failure and lower survival than
PAM-predicted in the ATG groups. The continuation of the trial
is warranted. Unfortunately, the recruitment is very slow, so it
may not be possible to complete the trial in the single center
setting. The team is currently seeking for collaborators.
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[IpoMeXyTOUHbIe pe3ysibTaTbl PAHAOMU3NPOBAHHOIO
NcCIe0BaHUA NOCTTPAHCMNAHTALMOHHOIO LMKITOpOC-
daHa n Kponuubero ATl B KauecTBe NpopUNAKTUKK
peakLun TpaHCNNaHTAT NPOTUB X03AMHA  MALUEHTOB
C MmuenonponudepaTusHbiMK 3abonesaHnIMN N Mue-
noancniacTMYeckKUM CMHAPOMOM

Ban C. Moucees, Enena B. Mopo3sosa, I0nusa B. Pypannxkas, I0nusa I0. Bnacosa, Enena I1. [lapckas, Onbra A. Crnecap-

4yK, Cepreii H. boupapenko, bopuc B. Adanacbes

HWMW netckoit oHKONOrMN, reMaTonoruy u Tpancmianronoruy M. P.M. Top6auesoit, Ilepsoiit CankT-IleTepOyprexuit
TocymapcrBennbi Mepuuynackuii Yansepcuret um. VLII. ITaBnosa

BeepeHune

Hama rpymnma paHee mokasana IIpeMMYIECTBa IOCTTPAHC-
rIaHTanmonHoro nyknodocdana (I1TL) nHap momapMHbIM
aHTHTHMOLUTApHBIM o6ymuHoM (ATT) B mpodmmaxtrke
peakuuy TpaHCIUIAHTAT-NpoTuB-xo3anHa (PTIIX) y manm-
€HTOB C OCTPBIMU JIEMIKO3aMy IIPY a/UIOT€HHOI HEPOJCTBEH-
HOJ TPaHCIUIAHTAIMY TeMONOSTUYECKIX CTBOIOBBIX KJIETOK
(TTCK)1. Tem He MeHee, B TpyIIIe TALEHTOB C MUE/IOIPO/IN-
dbeparusabiMuy 3a60neBansiMu (MI13) u MuenonucacTde-
cknM curgpomoM (MJIC) cyliecTByeT MHeHIE O BO3MOXXHOM
YBeJIMYEHNN PYICKAa HeNpIDKuBAeHNA TpaHcmranrara (HT)
ripu ucnonbsosaduy ITTLI. B cBsA3M ¢ aTMM, MbI MHUIIMMPOBA-
JIV IPOCTIEKTVBHOE PaHZOMM3UPOBAHHOE UCCTIETOBAHIE MEX-
my ITTI n kxpomrubyum ATT B 9T0i rpyIIie MaleHToB.

[laumneHTbl n MeToabl

Kpurepusivu Bimodennst 6pum: guartos MJC wm MII3,
HepopcrBerHas TI'CK, mepudepndeckne cTBOMOBbIE KIETKI
B KauecTBe MCTOYHMKA TPaHCIUIAHTaTa, Tombko 10/10 -HLA
COBMECTUMOCTD, OTCYTCTBME TSAXKE/TOM OPraHHO HEIOCTaTOY-
HOCTH. Bce mariyeHTsI oIy 4aii KOHANIMOHNPOBaHMe TabTe-
THpOBaHHBIM GycyabpaHoM 10 mr/kr u ¢rygapabuHom 180
Mr/kt, npodunaktuky PTIIX TakponuMycoM c IieneBoil KOH-
HeHTparueit 5-15 ur/mn u 30 gHeit MukodeHoata MogeTIa
30 mr/kr. TpeTuit KOMIIOHEHT MPOMUIAKTUKY ObUT PAaHIOMU-
syuposad Mexnay IITI] 50 mr/kr B [I+3,+4 u xpormrabum ATT
(Tumorno6ymiH) 5 mr/kr. Ko-BapraHToil A1t paHZOMM3ALUN
OBUT MH/IEKC MIPeATPAHCIVIAHTALVIOHHOI OL[eHKN JIET/IbHOCTI
(PAM), paspaboranusni rpymmnoit u3 Cusrmal. IlepBuanoit
KOHEYHOI TOUKOIt 6b11a yactoTa HT 1 BropnaHOro orropixe-
Hus, BTopuaHbiMy — PTIIX 1 BeDKMBaeMocTs. ViccnenoBanue
3apeructpupoBaHo Ha clinicaltrials.gov, NCT02627573. Ha Te-
KyLIMii MOMEHT B MCC/IEfIOBaHMe BK/IIOYEHO 17 MManiieHTos, 9 ¢
MJIC u 8 ¢ MII3.

Pe3ynbrathl

JleBATb MaLMEHTOB ObUIM PAaHIOMM3MPOBAHBI B TpPYIIy
IITL, 8 - B rpynmy ATT. Meguana HabIIOeHNs COCTABU-
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na 10 mecsaues (guanasoH 2-19). Yacrora nepsuunoro HT
¥ BTOPMYHOTO OTTOp>KeHus1 coctasuna 0% u 42% (p=0.023)
B rpynnax IITI] u ATI, cooTBeTCTBEHHO, OTHAKO IPVKUB-
neure B rpymue IITI] HacTymano mosxe (20 gHeit IpOTUB
15 pHeit, p=0.009). Octpas PTIIX II cTenenn passmiach y
1 manuenta B rpynmne IITIL] u Hu y ogHoro B rpymme ATT.
Octpas PTIIX III-1V u xpounueckas PTIIX cpenueit u T4-
XKeJIOl CTeleHM B MCCIeAyeMOil IpyIe He HabIIOfamach.
Jlerkoit cremenn xponmueckas PTIIX passumacp y 1 ma-
nuenTa B rpymie [IT1] (p=0.44). Peunnns Habmomancs y 1
HanueHTa B KaXpoit u3 rpynn (p=0.79). O6mas BbKMBae-
MOCTb cocTaBmaa 100% nportus 38% (p=0.002) B rpymmax
IITL n ATT, cOOTBETCTBEHHO.

BbiBoabl

Hecmotps Ha gocroBepHo 6onee BbIcOKylo yactory HT n
XyAIIyI0 BBDKMBaeMOCTb B rpynme ATT, faHHBIN pe3ynbTaT
MOXKeT OBITb CIyYailHbIM, YYMTBIBas KpailHe MaJeHbKUI
pasMep IpYIII 1 aHOMaJ/IbHO BBICOKYI0 yacToTy HT B rpymnme
ATT. Kpome Toro, BbpkMBaeMocTb B rpynme ATT okasanach
HIDKe, 4eM O)KMflaeMas B COOTBETCTBUM C MHAeKcoM PAM.
TpebyeTcs mpomomXNUTh HAOOP MALMEHTOB B UCCTIEOBAHNE.
K coxanenmio, cCKOpoCcTb BKIIOYEHNS IAIMEHTOB KpajiHe
HI3Kas, YTO MOXKeT He II03BOJIMTDb 3aBEepLINTDb MCCefoBa-
HIe. [pynma nieT IapTHepOB [/IA COTPYAHMYECTBA.
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