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Introduction

Post-transplanation cyclophosphamide (PTCy) is a graft-
versus-host disease prophylaxis with rising popularity in
haploidentical, related and unrelated hematopoietic stem
cell transplantation (HSCT). Nonetheless, there are still
concerns about graft failure and increased incidence of re-
lapse after this type of prophylaxis. A randomized trial was
initiated comparing standard-of-care rabbit ATG with PT-
Cy-based GVHD prophylaxis in the population of chronic
myeloproliferative neoplasms (CMN) and myelodysplastic
syndrome (MDS) patients, who have significant risk of graft
failures and relpse after HSCT.

Patients and methods

The study enrolled patients with CMN and MDS, with avail-
able unrelated donor, only 10/10-HLA matched, peripheral
blood stem cells as graft source, and without severe organ
dysfunction. All patients received conditioning with oral
busulfan 10 mg/kg and fludarabine 180 mg/m? and GVHD
prophylaxis with tacrolimus adjusted for 5-15 ng/ml con-
centration and 30 days of 30 mg/kg mycophenolate mofetil.
The third GVHD prophylaxis agent was either PTCy 50 mg/
kg day+3,+4, or rabbit ATG (Thymoglobulin) 5 mg/kg. The
strata for randomization was Seattle pretransplant assess-
ment of mortality (PAM) index (Au BK et al., 2015). The pri-
mary endpoint was incidence of graft failure and secondary
endpoints were GVHD and survival. The trial was registered
on clinicaltrials.gov, NCT02627573. 24 patients were en-
rolled, 12 with MDS, and 12 with MPN.
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Results

Median follow-up was 9 months (range 3-28). The incidence
of primary graft failure was 13% vs 25% in the PTCy and
ATG groups (p=0.48). Engraftment was slower in the PTCy
group (20 days vs 15 days, p=0.008). Acute GVHD grade II
developed in 1 patient in each group. With current follow
up and group size no cases of moderate and severe chronic
GVHD were documented. One patient in each of the groups
relapsed (p=0.60). Non-relapse mortality was 6% vs 50%
(p=0,009) in PTCy and ATG groups, respectively. Overall
survival was 94% vs 38% (p=0.003).

Conclusion

There is currently no difference in the incidence of primary
graft failure. Significantly higher survival was observed in
the PTCy group due to low non-relapse mortality. However,
the follow-up time and patient numbers are small to draw
definitive conclusions.
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3a60n1eBaHNaAMM

[IpoMeXyTOuHbIe pe3ysibTaTbl PaHA0MU3NPOBAHHOIO
NCUIef0BaHNA MeXAY NOCTTPAHCMNAHTALNOHHbIM
umKnogpocpaHom n Kponuubum ATl B KayecTse
npopunaktuku PTIIX y naumeHToB C Mmenoaucniactu-
YECKUM CUHAPOMOM U MUeNonponngepaTmBHbIMHI
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BeepeHue

[MocrrpancinanTanyonsslit nuknogpocdan (IITHP) - ato
BapMaHT NPOGUIAKTUKA PeaKIUM «TPAHCIUIAHTaT MPOTUB
X035MHa», Bce 6ojlee IMMPOKO UCIONb3YeMblil IPY TaIlION-
JeHTUYHBIX, HEPOJICTBEHHBIX U POJICTBEHHBIX TPAHCII/IAHTA-
IMAAX FeMOI03TNYecKMX cTBOM0BbIX KieToK (TT'CK). Tem He
MeHee CYIIeCTBYIOT OolaceHus, 4to ucrnonbzosanye [T
MO>XeT IIPMBOJUTDH K IOBBLIIIEHNIO YaCTOTHI HETPVIKUBIIE-
HMsA TPAHCIUIAHTaTa U PeLMIMBOB OCHOBHOTO 3a00/IeBaHMA.
[l vccnemoBaHMsA 3TOrO BONpoca ObIIO MHUIMUPOBAHO
PaHAZOMU3MPOBAHHOE UCCIIEfOBaHNe B TPYIIe MalMeHTOB
C XPOHMYECKMMM MMenonpoudepaTuBHbIMM 3aboneBa-
HusMy (XMII3) 1 MUeTORUCIUIACTYECKUM CUHIPOMOM
(MJC), pnsa KOTOPBIX PUCK HENPYDKUBIIEHUS TPaHCIIaH-
TaTa M pelu/yBa 3a00/IeBaHNUA AB/IAETCSA KpaifHe BBICOKVM.

[laumeHTbl U MeToAbl

B uccnemoBanue Bxao4yannuch mamuenTsl ¢ MJIC man MII3,
KOTOPBIM ITaHMpoBanach HepoxcTeeHHass TTCK ot 10/10
HLA-coBMeCTNMOrO JOHOpa C MICTOYHMKOM TPaHCIUIAHTA-
Ta — mepudepudecKre CTBONIOBbIE K/IETKN, U 6e3 TsDKeIoit
CONYTCTBYIOIIEN MATOMOrMu. Bce manueHTHl mOMyYann
KOH/IMLIMOHVPOBAHNe IepopanbHbIM 6ycyabdarnom 10 mr/
Kr u ¢aymapaburom 180 mr/kr, mpodunaktuky PTIIX rta-
KPONMMYCOM C IIe/IeBOil KOHLeHTpanueit 5-15 Hr/mn n 30
mHeit MyukodeHonaTa Modetmnta 30 mr/kr. Tpetuit komo-
HEHT IpodumakTuky 6sU1 pangoMusuposan Mexay I1TIT
50 mr/kr B J+3,+4 u xpommubum ATT (Tumormo6bymun)
5 wmr/kr. Ko-Bapmanroit i paHmgoMusanuy ObIT MHEKC
NIpeATPAHCIUIAHTALMOHHOI OleHKM neTanpHOCTH (PAM),
paspaborannbli rpynnoi u3 Cusraa (Au BK et al., 2015).
[TepBUYHOI KOHEYHOI TOYKOI OB YaCTOTA HEPBUYHOIO
HENIPYDKMBJIEHNA TPAHCIUIAHTATa, BTOpmYHbIMM — PTIIX
U BBDKMBAEMOCTb. VIccemoBaHme 3apernmcTpMpoBaHO Ha
clinicaltrials.gov, NCT02627573. Ha Texymuit MOMEHT B JC-
creoBaHMe BKII0YeHO 24 mainenTa, n3 Hux 12 ¢ MIC u 12
¢ XMII3, Bxmo4as XpOHNIECKUIT MUETIONIENKO3.

Pe3ynbrathbl

Mennana HabmOfieHUs COCTaBuIa 9 MecsleB (AManasoH
3-28). YacToTa NepBUYHOrO HENMPVDKUBIICHNUA TPAHCIUIAH-
Tarta coctaBuia 13% u 25% (p=0.48) B rpynmax IITII u ATT,
coorsercTBeHHo. [Tpiokusnenye B rpymme I[ITL] HacTymano
no3xe (20 gueit mpoTus 15 fHeit, p=0.008). Octpas PTIIXII
CTeIleH! PasBIWIACh Y OHOTO TAIMeHTa B KaX[Oli TpyIIIIe.
Xponnueckas PTIIX cpengHeit u TsDKeNOi CTENeHN NPU Te-
KyIlleM BpeMeHY Hab/IofieH)A U pasMepe IPYIIIbI He Habmo-
Ianach. PenyiuB OT™MeueH y OJHOTO MallMieHTa B KXol U3
rpymn (p=0.60). TpaHcnmaHTalMOHHASA I€TaNbHOCTD ObITa
Hipke B rpynne I[ITHd (6% nporus 50%, p=0.009). Obmas
BBDKMBAEeMOCTb cocTaBuna 94% mporus 38% (p=0.003) B
rpynnax IITL] n ATT, coorBeTcTBEHHO.

BbiBogbl

Ha MoMeHT aHanM3a He MOMY4YEHO PA3/INYMI B 4aCTOTE Iep-
BUYHOTO HENIPVDKMBICHMA TPAaHCIJIAHTATa. BerkmBaeMocTh
B rpynne IITII¢ mocToBepHO BbINIe 3a CYET CHIDKEHUA
TPAHCIUIAHTAL[MIOHHOM JIeTa/IbHOCTY, OFHAKO pa3Mep IpyI-
IIBI U [INTE/IbHOCTD HAO/IONEHNIS He TI03BOJISIIOT Ie/IaTh Of-
HO33HAaYHHBIX BBIBOJIOB.

Kniouesble c10Ba

MuenonpomudepaTvBHble 3ab6o/eBaHUA, TPAHCIUIAHTA-
Vs TEMOTIOTNYECKUX CTBOJIOBBIX KJIETOK, IPOMMUIaKTUKA
PTIIX, mOCTTpaHCIIaHTALMOHHDI LUKIopocdaH, aHTHU-
TMMOLIMTAPHBIN ITOOYINH.
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