ABSTRACTS |

Allogeneic stem cell transplantation in
muyelofibrosis patients with intermediate-2
and high DIPSSplus risk

Maria V. Barabanshikova, Elena V. Morozova, Vadim V. Baikov, Ludmila S. Zubarovskaya, Boris V. Afanasyev
Raisa Gorbacheva Memorial Institute of Children’s Oncology, Hematology and Transplantation

First I. Pavlov State Medical University of St. Petersburg, Russia

Contact: Dr.Maria V.Barabanshikova
E-mail: mashaprian@mail.ru

Introduction

Myelofibrosis (MF) is BCR-ABL-negative myeloproliferative
disorder with progressive clinical course and usually poor
prognosis. Current therapeutic options for patients with MF
do not demonstrate a significant impact upon the disease
course. Allogeneic stem cell transplantation (alloHSCT) is
currently the only treatment option with curative potential
in patients with MF, especially in case of intermediate and
high risk categories. Patients and methods. We analyzed the
results of alloHSCT in 10 patients aged 30 to 49 (a median
of 41) years. 3 patients were diagnosed with post-PV (Poly-
cythemia Vera) myelofibrosis; 7, with primary myelofibrosis.
According to the DIPSSplus score, three patients belonged
to intermediate-risk group (2 points), and five patients had
a high-risk disease. Two patients received alloHSCT for MF
in blast phase. Five patients were positive for JAK2V617F
mutation before alloHSCT; one patient had a calreticulin
(CALR) mutation. Two patients were pretreated with rux-
olitinib for 4 and 6 months, respectively. One patient expe-
rienced stabilization and the other, disease progression. A
reduced intensity conditioning regimen (fludarabine 180
mg/m? plus busulfan 8 mg/kg, or FLAMSABu 8 mg/kg) fol-
lowed by alloHSCT from related (3) and unrelated donors
(7) was performed. 7 patients with unrelated donors received
ATGAM (lymphocyte immune globulin). Graft-versus-host
prophylaxis was performed with Tacrolimus/ Methotrexate
in eight patients, Tacrolimus/ Mycophenolate, in one patient,
and Cyclosporine A/ Methotrexate, in two cases. The he-
matopoietic stem cell (HSC) sources were either G-CSF-mo-
bilized peripheral blood progenitor cells for five patients,
and bone marrow in five other cases. Median number of
CD34+cells was 4,3 x 10° (1,95 - 8,0) per kg weight. Results.
Primary HSC engraftment was documented in 8 of 10 pa-
tients. One patient developed acute GVHD on day 86 after
transplantation, one patient, chronic GVHD, one patient,
disease progression. Bone marrow fibrosis regression, devel-
opment of full donor chimerism, and JAK2V617F-negativity
were achieved in four patients after HSCT (Fig. 1). One-year
overall survival was 46,7% (Fig. 2).
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Conclusion

AlloHSCT is effective treatment modality for myelofibrosis. Pa-
tient- and disease- related factors should be taken into account
in deciding the optimal time to consider alloHCT in order to
gain the greatest benefit to the patient from such a high-risk
procedure. Pretransplant JAK2-inhibitors administration may
have beneficial effect on the transplant outcome.

Figure 1. Bone marrow fibrosis before alloHSCT. Colla-
gen fibrosis grade 3, megakaryocyte proliferation with
cluster formation (a).

Bone marrow histology day 365 after transplantation. Nor-
mal megakaryocytes. No sings of bone marrow fibrosis.
Magnification X 400. H&E (b).
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Fig. 2. Overall survival in patients with myelofibrosis
after alloHSCT
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OnbIT NPUMEHEeHNS annoreHHON TpaHCNIaHTaLuN
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PUCKOM M0 nporHocTuyeckon wkane DIPSSplus
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Bcrynnenne

ITepBuunblit Mueno¢udpos (IIM®) — xpoHMYecKoe Mieno-
npomdepaTuBHOe 3aboJeBaHNe, XapaKTepusylolleecs He-
IIPepBIBHO IIPOIPECCUPYIOIVM TeueHueM, Iporsos IIMO®
onpene/stioT (GakTopel pucka. A Tepammy IAIMEHTOB C
HPOMEXYTOUYHBIM-2 11 BBICOKMM pYICKoM 110 1ikaje DIPSSplus
UCIONB3YIOTCSL TUAPOKMCMOYeBMHA, MHrubutTopsr JAK-2.
OpHaKko eJVHCTBEHHBIM PajVKaIbHbIM METOZIOM JIeYEeHM
ABJIAETCA aJUIOTeHHaA TPAHCIUIAHTAIMA KOCTHOTO Mo3ra (ar-
10TKM). Llenb paboThl: O1jeHUTh 3P PEKTUBHOCTD a/IIOTeH-
HOJI TPAaHCIUIAHTAIL[MM KOCTHOTO MOo3ra y 60/bHbIX ¢ IIM®
y IaLUEHTOB C IPOMEXYTOYHBIM-2 U BBICOKMM PUCKOM IIO
nporrocTudeckont mkaae DIPSSplus. Marepuanst n MeTo-
mer. B HUMIOOIUT um. P. M. Top6agesoit ¢ 2005 o 2015
roz BoinonHeHa a0 TKM y 10 nanyenrtos ¢ IIM®. Mepnna-
Ha Bo3pacTa cocTaBuia 46 rox (30-57). VI3 Hux 5 manueHToB
OTHOCH/IVICh K BBICOKOMY PUCKY, 3 TAlIMEeHTa K IPOMEXyTOd-
HoMy-2 1o 1mkajze DIPSSplus. 2 manuentam amnoTKM mpo-
BefieHa B (pase TpaHCPOpMALNY B OCTPBIIL /Iefiko3. Y 5 mar-
eHTOB oTMedanach myTtauust JAK2V617E 5 nanuenTtos Obuin
JAK2V617F-HeratuBHbIMM, Y OFHOTO IAIL[IEHTAa OTMeYasnach
MyTalyid B TeHe Ka/JIbpeTHKYIMHA. MenyaHa BpeMeHU OT
IMOCTAHOBKM [yarHosa 1o amioTKM cocrasuna 4,1 ner (0,7-
16,8). [IBOe MAIMEHTOB MOMTYYa/Iy TePATNIO PYKCOMUTIHIOOM
Hepeq TPAHCIUIAHTAILMell B TedeHe YeTbIpeX ¥ LIeCTV Mecs-
1eB. IPPeKT pacieHnBanCs Kak CTabMIN3AIs 1 IPOrpec-
cus 3aboneBanus. Y 6 manmenToB amnoTKM BBITOTHEHA OT
COBMECTMMOTO HEPOACTBEHHOTO JJOHOPA, y 1 manmeHnra — ot
YaCTUYHO HECOBMECTVMOTO JIOHOPA, ¥ 3 — OT POJICTBEHHOTO.
B kavecTBe MCTOYHMKA TpaHCIUIaHTaTa KOCTHBI Mo3r (KM)
VCIIONB30BAJICA Y 5 MAIMEHTOB, TTepudepiyeckie CTBOIOBbIE
xretky — y 4 manmentos (IICKK), KM u IICKK y 1 manuenTa.
Mennana xomyectBa CD34 + K/IETOK/KT Beca pelMIIMeHTa

cocraBmia 4,7x10°(1,95 - 8,0). Bo Bcex cirydasx mpoBogmI-
Csl PeXUM KOHAMIMOHMPOBAHMS CO CHIDKEHHON TOKCHY-
HocTbio (Oycynbgan 8-10 mr/kr, ¢rymapadbun 180 mr/m* - 3,
FLAMSABu 8 mr/kr - 4), npodwnakruxa ocrpoit PTIIX -
TaKpPOIMMYC, METOTPEKCAT/Ce/I-CeNT C VCIONb30BaHNEM
ATTAM 60 mr/kr npu HepopcTBeHHOI a0 TKM. Pesybra-
Thl. Menmana Habmonenus cocraBuia 5 mecanes (0,23-32,4).
BoccTaHOB/IEHIIe KPOBETBOPEHIsI HAOIONA/IN Y 8 TALINEHTOB
B cpepHeM Ha [1+30. VI3 Hyx 4 maumeHTa JOCTUITIM IIOTHOTO
moHopckoro xuMepusMma Ha JI+30 u JI+51 ¢ mocnemyromum
perpeccoM ¢pubpo3a KOCTHOrO Mo3ra o craguy MP-0, MO-1
Ha J1+365 nocne ammoTKM (puc. 1). OngHonmeTHsist 06111as1 BbI-
JKIBaeMOCTb cocTaBmia 46,7% (puc. 2). Ocnoxxuenns — oPT-
IIX -1, xpPTIIX -1, nadekmms -1, mporpeccus -1.

BbiBoAbl

AmnoTKM sABnseTcsa egMHCTBEHHBIMY METOJOM, IIPUBOJA-
M K usedenunio 60ababpix [IM®. Heo6xogumo akTUBHOE
Hab/IoeHre B 3aBUCUMOCTHM OT TPYIIIbI PUCKA M paHHee
pellleH1e BOIIPOCca O CPOKax BbilonHeHus a0 TKM y ma-
LIME€HTOB IPOMEXYTOYHOIO-2 U BBICOKOTO pMUCKaA IIO IIPO-
raoctuyeckoit ukame DIPSSplus. [TpegTpaHcimaHTannoH-
Has Tepanus uHrno6uropamu JAK2 mosBosiseT yMEHbIINTD
CIVIEHOMET/IMI0, KOHCTUTYIVIOHA/IbHbIE CYMIITOMBI 1 JlaeT
BO3MO>KHOCTD YIYYILINTb Pe3y/IbTAaThl TPAaHCIUTAHTALINIL.

Kniouesble cnoBa

Muenodubpos, TpaHCIUTAHTALVISI T€MOIIOTNIECKIX CTBO-
JIOBBIX KJIETOK, a/UIOT€HHasI, IIPOTHOCTUYeCKUe (haKTOpBL,
nHruburopsr JAK2.
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