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Abstract : Myelofibrosis (MF) is characterized by bone marrow fibrosis, anemia, splenomegaly and constitutional symptoms.
Progressive bone marrow fibrosis results from aberrant megakaryopoeisis and expression of proinflammatory cytokines, both
of which are heavily influenced by bromodomain and extraterminal domain (BET)-mediated gene regulation and lead to
myeloproliferation and cytopenias. Pelabresib (CPI-0610) is an oral small-molecule investigational inhibitor of BET protein
bromodomains currently being developed for the treatment of patients with MF. It is designed to downregulate BET target
genes and modify nuclear factor kappa B (NF-xB) signaling. MANIFEST-2 was initiated based on data from Arm 3 of the
ongoing Phase 2 MANIFEST study (NCT02158858), which is evaluating the combination of pelabresib and ruxolitinib in Janus
kinase inhibitor (JAKi) treatment-naive patients with MF. Primary endpoint analyses showed splenic and symptom responses in
68% and 56% of 84 enrolled patients, respectively. MANIFEST-2 (NCT04603495) is a global, Phase 3, randomized, double-
blind, active-control study of pelabresib and ruxolitinib versus placebo and ruxolitinib in JAKi treatment-naive patients with
primary MF, post-polycythemia vera MF or post-essential thrombocythemia MF. The aim of this study is to evaluate the efficacy
and safety of pelabresib in combination with ruxolitinib. Here we report updates from a recent protocol amendment. The
MANIFEST-2 study schema is shown in Figure 1. Key eligibility criteria include a Dynamic International Prognostic Scoring
System (DIPSS) score of Intermediate-1 or higher, platelet count =100 x 1079/L, spleen volume =450 cc by computerized
tomography or magnetic resonance imaging, =2 symptoms with an average score =3 or a Total Symptom Score (TSS) of =10
using the Myelofibrosis Symptom Assessment Form v4.0, peripheral blast count <5% and Eastern Cooperative Oncology Group
performance status <2. Patient randomization will be stratified by DIPSS risk category (Intermediate-1 vs Intermediate-2 vs
High), platelet count (>200 x 107~9/L vs 100-200 x 10~9/L) and spleen volume (21800 cm”3 vs <1800 cm”3). Double-blind
treatment (pelabresib or matching placebo) will be administered once daily for 14 consecutive days, followed by a 7 day break,
which is considered one cycle of treatment. Ruxolitinib will be administered twice daily for all 21 days of the cycle. The primary
endpoint is SVR35 response (=35% reduction in spleen volume from baseline) at Week 24, and the key secondary endpoint is
TSS50 response (=50% reduction in TSS from baseline) at Week 24. Other secondary endpoints include safety,
pharmacokinetics, changes in bone marrow fibrosis, duration of SVR35 response, duration of TSS50 response, progression-free
survival, overall survival, conversion from transfusion dependence to independence and rate of red blood cell transfusion for
the first 24 weeks. Study recruitment is ongoing; 400 patients (200 per arm) from North America, Europe, Asia and Australia
will be enrolled. The study opened for enrollment in November 2020. MANIFEST-2 was initiated based on data from the
ongoing Phase 2 MANIFEST study with the aim of assessing the efficacy and safety of pelabresib and ruxolitinib in JAKi
treatment-naive patients with MF. MANIFEST-2 is currently open for enrollment.
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