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Background:

Allogeneic stem cell transplantation (alloSCT) remains the only curative treatment option for patients with
myelofibrosis (MF). The selective JAK2/IRAK1/ACVR1 inhibitor pacritinib (PAC) is effective in reducing spleen
size and MF-related symptoms. We hypothesize that, because of its differential kinome profile, PAC pre-treatment
before alloSCT improves outcomes in MF patients, potentially by diminishing NF-kB regulated inflammatory
cytokine and graft-versus-host disease (GVHD) and by reducing the rate of primary (PGF) and secondary graft
failure (SGF).

Aims:

Primary objective was to investigate the effect of pre-transplant PAC on the outcomes of alloSCT with uniform
conditioning regimen in MF. Primary endpoint was the proportion of patients with a failure (PGF, SGF, grade 3-4
acute GVHD, and death of any cause) within 180 days post-transplant. Secondary endpoints included the safety
profile of PAC, response rate, relapse and non-relapse mortality (NRM).

Methods:

MF patients (primary, post-ET, post-PV) aged 18-70 years with an intermediate-2 or high risk DIPSS Plus score and
platelet count ≥25x109/L were included to receive 3-4 cycles of PAC (BID 200 mg, 1 cycle 28 days, stopped one day
before conditioning) before proceeding to alloSCT with busulfan, fludarabine and anti-T lymphocyte globulin
(Grafalon-Neovii) conditioning. Ruxolitinib treatment was allowed if it was stopped before initiation of PAC.
Patients with disease progression or without a suitable HLA-identical sibling donor or 10/10 matched unrelated
donor went off protocol before alloSCT. GVHD prophylaxis consisted of mycophenolate mofetil (day 0 to 28) and
cyclosporine A (day -3 to 100, followed by tapering).

Results:

61 eligible patients (64% JAK2 mutated and 62% JAK2-inhibitor naïve) were included, of whom 38 (62%)
proceeded to alloSCT according to protocol and completed a minimum of 6-month post-transplant follow-up. 23
(38%) patients went off protocol before alloSCT (adverse events, not PAC related [n=4] and possibly PAC related
[n=2], progressive disease [n=1], death [n=2], no suitable donor [n=7] or other reason [n=7]), of whom 2 (9%)
continued PAC in follow-up and 20 (87%) still received an alloSCT (off protocol). Of the transplanted patients
within the protocol, 6 (16%) had an event for the primary endpoint: one (3%) SGF and 5 (13%) deaths (all NRM).
Three patients received a stem cell boost or donor lymphocyte infusion before an event at day 180 could have
occurred. Figure 1 shows overall survival from inclusion and GVHD-free, relapse-free survival post-transplant
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after a median follow-up of 32.9 months (range, 9.4-52.7). The 1-year cumulative incidence of acute GVHD grade
3 or 4 was 3%, while moderate and severe chronic GVHD were 38% and 24% respectively. 3-4 cycles of PAC
resulted in a symptom response (>50% reduction in MPN-SAF-TSS) before alloSCT in 31% of patients, and a
reduction of spleen size below the lower costal margin from median 9 cm (interquartile range [IQR], 5-14) to
median 4 cm (IQR, 3-10). PAC dose modification for hematological and gastro-intestinal toxicity was necessary in
9 (15%) and 2 (3%) patients, respectively; 39 (61%) patients were able to tolerate the 200 mg BID dose
throughout the treatment period.

Summary/Conclusion:

Treatment with the JAK2/IRAK1/ACVR1 inhibitor PAC at a 200 mg BID dose is a safe and effective pre-transplant
strategy for patients with MF. In this phase II HOVON-134 trial, we have shown a low incidence of 6-month post-
transplant failure (including PGF, SGF, grade 3-4 acute GVHD and death) compared with historical controls.

HemaSphere | 2023;7(S3) EHA2023 Hybrid Congress

Copyright Information: (Online) ISSN: 2572-9241
© 2023 the Author(s). Published by Wolters Kluwer Health, Inc. on behalf of the European Hematology Association. This is an open access Abstract Book
distributed under the Attribution-NonCommercial-NoDerivs (CC BY-NC-ND) which allows third parties to download the articles and share them with
others as long as they credit the author and the Abstract Book, but they cannot change the content in any way or use them commercially.

Abstract Book Citations: Authors, Title, HemaSphere, 2023;7(S3):pages. The individual abstract DOIs can be found at
https://journals.lww.com/hemasphere/pages/default.aspx.

Disclaimer: Articles published in the journal HemaSphere exclusively reflect the opinions of the authors. The authors are responsible for all content in
their abstracts including accuracy of the facts, statements, citing resources, etc.

334

https://journals.lww.com/hemasphere/pages/default.aspx



