
Blood 142 (2023) 4566–4568

The 65th ASH Annual Meeting Abstracts

POSTER ABSTRACTS

634.MYELOPROLIFERATIVE SYNDROMES: CLINICAL AND EPIDEMIOLOGICAL

Retrospective Analysis of the Relationship between Transfusion Independence and Bone Marrow Fibrosis

Reduction in Patients with Myelo�brosis Treated with Pacritinib Versus Ruxolitinib

Stephen T. Oh, MDPhD 1, Jamile Shammo, MD 2, Vikas Gupta, MD 3, Mary Frances McMullin 4, Prithviraj Bose, MD 5,6,
Ruben A. Mesa, MD 7, Alessandro Lucchesi, MD 8, Sarah Buckley, MD 9, Purvi Suthar 9, Karisse Roman-Torres 9,
John Mascarenhas, MD 10, Francisca Ferrer Marin, MDPhD 11

1Department of Medicine, Washington University School of Medicine, Saint Louis, MO
2Feinberg School of Medicine, Northwestern University, chicago, IL
3Leukemia Program, Division of Medical Oncology and Hematology, Princess Margaret Cancer Centre, University Health
Network, Toronto, Canada
4Queen’s University Belfast, Belfast, United Kingdom
5MD Anderson Cancer Center, Houston, TX
6Department of Leukemia, The University of Texas MD Anderson Cancer Center, Houston, TX
7Atrium Health Wake Forest Baptist Comprehensive Cancer Center, Winston-Salem, NC
8Hematology Unit, IRCCS Istituto Romagnolo per lo Studio dei Tumori (IRST) "Dino Amadori", Meldola, Italy
9CTI BioPharma Corp., a Sobi company, Seattle, WA
10Department of Medicine, Division of Hematology and Medical Oncology, Icahn School of Medicine at Mount Sinai, New
York, NY
11Hematology Department, Hospital Morales Meseguer, Centro de Investigación Biomédica en Red de Enfermedades
Raras, Universidad Católica San Antonio de Murcia, Murcia, Spain

Background Pacritinib is a JAK1-sparing JAK2/IRAK1/ACVR1 inhibitor for treatment of myelo�brosis (MF). In addition to
improving spleen volume and symptoms, pacritinib is associated with anemia bene�t in MF patients. Recent in vivo studies
have shown that dual JAK2/IRAK1 inhibition is associated with improvement in both cytopenias and bone marrow reticulin
�brosis (BMF) in an in�ammation-driven murine MF model ( Cuenca Zamora E, et al. EHA 2023; P987 and P990). Here, we
retrospectively analyzed the relationship between achieving transfusion independence and reduction in BMF in MF patients
treated with pacritinib 200 mg twice daily (BID) vs ruxolitinib (RUX) on the phase 3 PERSIST-2 study.
Methods: PERSIST-2 enrolled patients with platelet counts ≤100 x 10 9/L. This analysis focused on pacritinib 200 mg BID and
on patients who received RUX as best available therapy (BAT) who enrolled ≥12 weeks prior to study termination and who
required red blood cell (RBC) transfusions at baseline. The proportion of patients who achieved transfusion independence
response (TI-R, any 12-week interval with no RBC transfusions) was ascertained for pacritinib vs RUX. The proportion of pa-
tients with BMF reduction (≥1 grade decrease in reticulin �brosis from baseline at week 24) was reported among patients on
pacritinib achieving TI-R vs. non-response (NR).
Results: The analysis included 41 patients on pacritinib (median dose intensity 100% through week 24) and 18 on RUX (median
daily dose 10mg at week 24). Baseline characteristics were similar between the groups, including median platelet count (41
vs 38 x 10 9/L) and median hemoglobin (8.7 vs 8.6 g/dL). All patients required RBC transfusion at baseline.
A signi�cantly greater proportion of patients treated with pacritinib vs RUX achieved TI through week 24: 37% (n=15/41) vs 6%
(n=1/18), P=0.023. Nominally, this trend held for those with baseline platelets <50 x 10 9/L: 28% vs 8%, P=0.222. In addition,
a greater percentage achieved a 50% reduction in RBC transfusions over any 12 weeks (49% vs 6%, P=0.001).
Paired bone marrow assessments at baseline and week 24 were available for 18/41 of patients on pacritinib, of whom 44%
(8/18) achieved TI-R on study. The proportion of patients who experienced BMF reduction (>=1 grade at any point) was
signi�cantly greater among TI-R (62.5%, n=5/8) compared to TI-NR (10%, n=1/10) on pacritinib ( P=0.043). Of the 5 patients
who achieved TI-R and BMF reduction, all had grade 2-3 �brosis at baseline, and 2 experienced a reduction from grade 3
to grade 1 ( Figure 1). By contrast, paired bone marrow biopsies were available for 5 patients on RUX, and there was no
association between �brosis reduction in TI-R (0%, n=0/1) and TI-NR (25%, n=1/4).
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Conclusions: In cytopenic MF patients from PERSIST-2, TI-R on pacritinib was associated with BMF improvement. Though
these results are based on a small sample size, they contrast with recent data suggesting no correlation between BMF re-
duction and TI-R on the JAK1/2 inhibitors momelotinib and ruxolitinib ( Oh ST, et al. Blood 2022;140 (Supp 1):821-23). While
differences in study design could have impacted these results, these �ndings suggest that distinct inhibitory pro�les may
further distinguish the clinical impact of these treatments. Further studies are warranted to con�rm the relationship between
BMF reduction and anemia bene�t in patients treated with pacritinib.
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OffLabel Disclosure: Pacritinib is a kinase inhibitor indicated for the treatment of adults with intermediate or high-risk primary
or secondary (post-polycythemia vera or post-essential thrombocythemia) myelo�brosis with a platelet count below 50x10
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9/L. This indication is approved under accelerated approval based on spleen volume reduction. Continued approval for this
indication may be contingent upon veri�cation and description of clinical bene�t in a con�rmatory trial(s).

Figure 1
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