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Introduction

For many patients with hematological malignancies,
hematopoietic stem cells transplantation is the only
potentially curative treatment option, but only 30% of
patients have fully HLA-matched donor. In case of urgent
need to transplant, use of alternative haploidentical donor
can be the only chance for cure. For a long time, usage of
haploidentical SCT was limited due to high rate of severe
GVHD and graft failure. Introduction of GVHD prophylaxis
with post-transplant Cyclophosphamide (PT-Cy) allowed
overcome this barrier [1, 2]. Unfortunately many patients
relapse after transplant. In this case, different treatment
strategies can be used for induction of remission [4].

Materials and methods

Since 2014, 38 patients underwent 44 Haplo-SCTs at our
centre. Six patients received second haplo-SCT because of
graft failure or relapse. Five patients were transplanted from
the same donor and one patient from another donor. Mean
age was 38 years (21-61). Twenty two patients were males,
and 16 females. The most common diagnosis was acute
leukemia. Patients had AML (N=15), CML (N=7), HL (N=6),
ALL (N=2), Burkitt lymphoma (N=2), T-lymphoblastic
lymphoma (N=2), AL with mixed phenotype (N=1), NK-
leukemia (N=1), PMBCL (N=1) and primary myelofibrosis
(N=1). 25 patients had relapsed or refractory disease.
15 patients proceeded to transplant without remission.
Conditioning regimens were: Flu-Cy-Mel (N=22), Bu-Flu-
Cy (N=10), Flu-Cy-TBI (N= 3), Flamsa-RIC (N=3), other

regimens (N=6). PT-Cy, MMF and CsA were used for GVHD
prophylaxis. Stem cell sources were either peripheral blood
(N=37) or bone marrow (N=7). Mean transplant CD34+cell
dose was 4.09 Mln/kg (0.96 - 12.78).

Results

Mean time to engraftment was 27 days for platelets and 17 for
neutrophils. 3 patients (7.8%) had primary transplant failure.
Two of them had second transplantation from the same
donor and one eventually engrafted. 8 patients proceeded
to relapse (21%). Among them, 6 had acute leukemia (two
had molecular relapse, and four, bone marrow relapse). Six
patients were treated with DLI, azacitidine +DLI (in case
of acute leukemia), 4 patients had second transplantation.
Different chemotherapy regimens were used in relapse.
Eventually, 6 patients achieved remission. 23 patients (61%)
developed acute GVHD. 14 (37%) patients had Grade III-IV
GVHD, all of them exhibited skin form, 7 (18%) patients had
gastrointestinal form and 4 (11%) had hepatic form. Mean
term of GVHD onset was 38 (13-130) days. 5 patients (13.2%)
developed chronic GVHD (3 had skin damage, 1 had liver
damage and 1 had muscle-skeletal form). Only 4 patients
needed second-line GVHD treatment. Rate of hemorrhagic
cystitis, a common complication of cyclophosphamide,
was 8.9% (N=3). All cystitis episodes resolved on massive
infusion therapy.

By May 2016 OS of all patients was 55% (N=21), DFS was
47% (N=18). TRM was 16% (N=6). Rate of transplant-
related mortality (at <30 days after transplantation) was 13%
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(N=5). Causes of death at late post-transplant period were as
follows: infections (N=9), progression (N=3), GVHD (N=3),
graft rejection (N=2).

Conclusion

Haplo-SCT is a possible alternative in patients without HLA-
compatible donor. Conditioning regimen with Melphalan can
be used instead of TBI-based regimens. GvHD prophylaxis
with PT-Cy is feasible and effective. Different post-transplant
strategies can be used for re-induction of remission in case
of relapse. Disease status before transplantation has great
influence on OS and PFS.

References

1. Kanakry CG, de Lima M]J, Luznik L. Alternative donor
allogeneic hematopoietic cell transplantation for acute mye-
loid leukemia. SeminHematol. 2015;52(3):232-242.

OMbIT OAHOrO LeHTpa

SHORT REPORTS |

2. Dietrich S, Finel H, Martinez C. Post-transplant cyclo-
phosphamide-based haplo-identical transplantation as alter-
native to matched sibling or unrelated donor transplantation
for non-Hodgkin lymphoma: a registry study by the Europe-
an society for blood and marrow transplantation. Leukemia.
2016; 30(10):2086-2089.

3. Leo Luznik, Paul V. O’Donnell, J. Fuchs Ephraim.
Post-transplantation cyclophosphamide for tolerance in-
duction in HLA-haploidentical BMT. Semin Oncol .2012;
39(6):683-693

4. Amer M Zeidan, Patrick M Forde, Heather Symons.
HLA-haploidentical donor lymphocyte infusions for pa-
tients with relapsed hematologic malignancies after relat-
ed HLA-haploidentical bone marrow transplantation. Biol
Blood Marrow Transplant. 2014; 20(3): 314-318.

Keywords

Bone marrow transplantation, haploidentical, T cell-replet-
ed graft, cyclophosphamide, high-dose, post-transplant.

[poBeeHne ranoneHTUYHON TPaHCNNAHTAL MK
KoctHoro mo3ra (ranno-TKM) ¢ ncnonb3oBaHmem
NOCTTPAHCN/IAHTALMOHHOI0 LNKNopochaHa:

Omutpuit B. Motopun, Penar III. bagaes, Juana B. Ba6enenkas, Haranes A. Vinbuna, Taresana O. Cununa, IFeopruii I. Ba-
patamBunu, Bragumup B. VIBanoB, IOnua A. Anexceesa, Anapeii 10. 3apuikuii

Cesepo-3anagubiit PemepanpHblit Meguiuucknit Viccnegosarenbcknit Llentp M. B.A. Anmasosa.

BeepeHue

AsoreHHasi TpaHCIUIAaHTALMA KOCTHOTO Mo3ra (ayno-TKM)
ABAETCA €IMHCTBEHHOI MOTEHIVATbHON BO3MOXXHOCTHIO
U3/IeYeHus A OT OHKOIeMaTOJIOTMYecKOro 3aboeBaHus.
Tonbko y 30% maLMeHTOB yAAaeTCs HANTY IOMTHOCTBIO CO-
BMeCTUMOTO JOHOpa. B curyarum, korma TpebyeTcs: HeoT-
noxHoe nposefenne amio-TKM, BbI6Op anbTepHATUBHOTO
TaIVIONJIEHTMYHOTO JOHOPa MOXeT OBITh €MHCTBEHHO
BO3MOXKHOCTBIO. B TedeHMe IMTeIBHOTO BpeMeHM IIPOBe-
merue ramwio-TKM 6b110 3aTpyfHEHO, B CBA3U C BBICOKVIM
PUCKOM pasBUTHsL TSKETON GOPMBI peaKI[Uy TPAHCIIAHTAT
npoTys xo3anHa (PTIIX), a Taxoke HeIIpVOKMBIEHNS TPaHC-
mwianTtara. [IpuMenenne Metopa mpodumaktuku PTIIX ¢
MCIIONb30BaHMEM OCTTPAHCIUIAHTALMOHHOTO UMKI0(hOC-
¢daHa, mo3BoIAET IpeononeTh 3TN ocnokHeHus [1, 2]. K
COXKaJIEHNIO, Y GOJIBIIIOr0O KOMMYeCTBA MAI[YIEHTOB Habmofia-
eTCsl pasBUTHE peLMANBa IOC/Ie TPAHCIUIAHTAIN. B aTOM
ClIydae MOTYT ObITh IIPYMEHEHbI Pa3/IMIHbIE METOBI JIede-
HUSA 1L JOCTVKEHUS PEMUCCHN.
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Martepuansl u metopbl

Haunnasa ¢ 2014 1, B HameM LeHTpe IpOBefleHO 44 rarm-
no-TKM vy 38 naruentos. lllectn manueHTam Ob1a mpose-
IeHa TMoBTOpHasA amno-TKM B cBA3M ¢ HENpPIDKMBIIEHUEM
TPAHCIUVIAHTATa WIM PEeLVMAMBOM, U3 HUX OHOMY HaLeHTY
MpoBefleHa TPaHCIIAHTALMS CO CMeHOM foHopa. CpemHnit
BO3pacT nanneHToB 38 jet (21-61). [IBajiars fBa maiyueH-
Ta — MY>KYUHBL, 16 — eHiuubl. Hanbomnee 4acTbIM fuarHo-
30M OBUT OCTPBINI JIeiiK03. 3a60/eBaHyst OBUTH TIPEeNCTaBIe-
HBI: OCTPBIIT MIeTT06/IacTHBII etiko3 (N=15), XpOHNIeCcKuil
muenoneiiko3 (N=7), numpoma Xomxkknna (N=6), ocTpslit
mumobmacThbit  nerikos (N=2), numpoma Bepkurra
(N=2), T-mumpobnactras mumpoma (N=2), ocTpblit 1eii-
k03 co cMmemaHHbIM ¢eHorunom (N=1), NK-knetounsiit
neriko3 (N=1), mepBuyHasd MefuacTeHaJIbHasA muMdoma
(N=1), mepBuunsiit Mmuenopubpos (N=1). ¥V 25 marueHTos
HaO/TI0Ia/IOCh PeLMANBIUPYIOLee 1In pepakTepHOTO Tede-
Hte 3aboneBanus. Pexxumel kouanionnposanust: Flu-Cy-
Mel - 2, Bu-Flu-Cy - 10, Flu-Cy-TBI - 3, Flamsa-RIC - 3,
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mpyrue pexxumsl — 6. Pexxum npodumaxruku PTIIX: moct-
TPaHCIUTAHTAIOHHBI LUKIopocdaH, MukodeHomara Mo-
¢deTun, TUKIOCIOPUH. B KauecTBe MCTOYHMKA CTBOMIOBBIX
KJIETOK JICIIO/Ib30BaINCh nepudepudeckas Kkposb (N=37) u
KocTHbIT MO3T (N=7). CpenHee KOMI4YeCTBO Iepeca>keHHBIX
CD34+ knetok 6b110 4,09 man/kr (0,96 — 12,78).

Pe3ynbrathl

CpenHnit mepmofi BOCCTAHOBNIEHNsT TpoMboLnTOB ObIT 27
IHeit, HeiiTpodunoB — 17 mHeil. Y Tpex mauneHTtos (7,8%)
HaOTI0a/I0Ch TEPBUYHOE HETIPYDKMBIIEHNE TPAHCIUIAHTATA.
I BonM nposezneHa mosTopHasa TKM, B pe3ynbrare y OGHOTO
U3 HUX YRAIOCh HOCTUYD MPVOKUBJIeHN. Penupus Habmo-
mancs y 8 manueHToB (21%). Cpepy HUX ObIIIO IIeCTh Maly-
€HTOB C OCTPBIM JIeIKO30M (y 2 MOJIEKY/IAPHBI PelVaNB,
4 - KOCTHO-MO3TOBOJ1 peuuauB). B KadecTBe mpOTUBOpE-
LM/IMBHOI TepaIuy UCIIONb30BAINCh: MH(Y3Ms JOHOPCKMX
mmbonyros (M), asaumtuaua+MIJI (B ciydae ocTpo-
ro /IeliK03a), YeThIPEM MalMeHTaM IpOBeleHa MOBTOPHas
TKM, pasnuyHble pe>XXMMBbI XUMMOTepannu. B pesynbrare,
LIeCTV TALMeHTaM YHANIoCch JOCTHMYb pemuccyn. OcTpas
PTIIX pmarnoctupoBaHa y 23 mauyeHnros (61%), PTIIX III-
IV crenenn y 14 (37%). Cpenyt HUX y BceX NAIVEHTOB Ha-
6monanach koxxHasA popma, 7 (18%) — neyenouHas popma, 4
(11%) xumeynas gopma. CpeHee BpeMs pa3BUTHS OCTPOIA
PTIIX na 38 menp (13 - 130). YV 5 manuenTtos (13,2%) Ha-
omonanace xpoundeckas PTIIX (y 4 mopaxeHme KOxu,
1 - mopakeHye IedeHy, 1 — CKeJleTHO-MbllIeYyHas popMa).
Tonbko 4 manueHTam mMoTpeboOBamach Tepamusi BTOPOI
NVMHUY, B cBsA3U ¢ pedpakrepHocThio k 'KC. YacToTa BO3-
HVKHOBEHMUs TeMOPPArndecKoro IMCTUTA, KaK OJHOTO U3
YaCTBIX OCJIOKHEHMII NpMMeHeHusA nmkiaogocdana, Obiia
8,9% (N=3). Bce cnyuan nuctura paspeunumich Ha ¢oHe
IIpUMeHeHNA MacCUBHOI MHQY3MOHHOI Tepanyu. Ha mapr
2016r o6Imas BBDKMBAEMOCTH cocTaBimsgeT 55% (N=21),
6esnporpeccuBHasi BbDKMBaeMoCTh — 47% (N=18). Hacro-
Ta paHHel netanbHOCTH (10 30 [HeIT MOCIe TpaHCIUIaHTa-
uun) — 13% (N=5). OCHOBHbIE IPUIMHBI CMEPTH B IO3IHEM
IIOCTTPAHCIUIAHTALIMOHHOM Iepyofie: MH(EKIMOHHbIe OC-
noxxaerns — 9, PTIIX - 3, mporpeccus — 3, HEeNIPYDKMBIIEHNE
TPaHCIUIAHTaTa — 2.

BbiBogbl

lanno-TKM sABnsercs anbTepHaTUBOI B CTyYae OTCYTCTBUA
HOJTHOCTBIO COBMECTVIMOTO IOHOpPA. B pexxume KOHpMIuo-
HMPOBAHNUS BO3MOXXHO IIpUMeHeHue MendaaaHa, BMECTO
061ydeHns Bcero Tenma. PeXXuM ¢ MCIOMB30BaHMEM MOCT-
TPAHCIUIAHTALMOHHOTrO HuKnogocdana, SBIAETCI HOCTYII-
HbIM 1 3¢ PexTnBHBIM MeTOoROM mpodumaktuku PTIIX. B
CIydae pelufuBa, MOTYT OBITH UCIIO/NB30BAHbI Pa3/INYHbIE
METO/[bI IIOCTTPAHCIVIAHTALIMOHHOI TePaIny [/Is1 [OCTIDKe-
Hust pemuccuu. Craryc 3abosieBaHus mepey TPaHCIUIAHTA-
1yert uMeeT 6OMbIIOE BAMsHUE HA OOIIyI0 1 Ge3peruanB-
HYIO BBDK/IBAeMOCTb.
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Kniouesble c10Ba

TpaHCIUTaHTanus: KOCTHOTO MO3Id, TaIUIOVMeHTIYHAS,
T-memieTMpoBaHHBI TPAHCIUIAHTAT, UMKI0dOChaH, BHICO-
KIi€ [JO3BI, T0C/Ie TPAHCIUIAHTALINN
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