
Background
• Myelofibrosis (MF) is a chronic, debilitating and progressive myeloproliferative neoplasm 

(MPN) with a significant disease burden that includes splenomegaly, bone marrow 
fibrosis (BMF), and MF-associated symptoms (fatigue, pruritus, fever, weight loss)1-4

• Constitutive activation of Janus kinase (JAK)/signal transducer and activator of 
transcription (STAT) signaling is central to MF pathogenesis; JAK inhibition (JAKi) 
monotherapy, such as ruxolitinib (RUX), is the standard of care in intermediate (int) 
and high-risk MF, achieving spleen and symptom improvements1,2,5

• There remains an unmet need for new therapeutic approaches which address the 
underlying disease biology and improve response depth and durability, thus 
potentially offering a survival advantage6
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CONCLUSIONS
• MANIFEST-3 builds on the positive findings from 

MANIFEST-2 (NCT04603495)8 by evaluating the 
efficacy and safety of PELA+RUX versus 
PBO+RUX in a broad MF population, including 
patients with higher symptom burden

• The combination of PELA+RUX aims to achieve 
deeper and more durable responses, as well as 
address underlying disease biology, thus offering 
a potential shift in the MF treatment paradigm
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Figure 1. PELA+RUX mechanism of action9,10

Objective
• MANIFEST-3 (NCT07357727) is a Phase III study designed to evaluate the efficacy and safety of PELA+RUX versus placebo (PBO)+RUX in JAKi-naive patients with MF, 

including a pre-specified, highly symptomatic patient subgroup (baseline total symptom score [TSS] ≥25)

Figure 3. MANIFEST-3 study design schema
Study Design and Study Sites
• MANIFEST-3 is a randomized, double-blind, multicenter Phase III study that plans to enroll 460 JAKi-naive patients with 

primary or secondary (post-polycythemia vera [PV]/essential thrombocytopenia [ET]) MF, across 242 sites globally (Figure 2)
• The study is designed to explore whether adding PELA to standard therapy can further support symptom and spleen 

improvement across a broad range of patients, including those experiencing a substantial symptom burden (baseline TSS ≥25)
• Patients will be randomized 1:1 to PELA or PBO once daily on Days 1-14 of a 21-day cycle, in combination with RUX twice 

daily throughout the cycle (Figure 3)
• Randomization will be stratified by Dynamic International Prognostic Scoring System (DIPSS) (int-1 vs int-2 vs high-risk), 

baseline platelet count (>200 vs 100-200 x 109/L), and TSS (<25 vs ≥25)
• After end of treatment and the 30-day safety follow-up visit, patients will enter either an efficacy follow-up (if no documented 

progression for either splenomegaly or leukemic transformation and no new treatment started for MF), or a survival follow-up 
(if disease progression is documented or new treatment for MF started)

Figure 2. Study Sites

Inclusion criteria Exclusion criteria
• JAKi-naive patients with MF (primary or post-ET/PV)*
• DIPSS risk category of int-1, int-2 or high risk
• Splenomegaly (≥450 cm3) by computed tomography (CT) or 

magnetic resonance imaging (MRI)
• Have an average TSS of ≥15 within 7 days prior to 

randomization using Myelofibrosis Symptom Assessment Form 
(MFSAF) v4.0

• Blasts <5% in peripheral blood
• Platelet count ≥100 x 109/L in the absence of growth factor or 

transfusions for the previous 4 weeks
• Absolute neutrophil count ≥1 x 109/L in the absence of growth 

factor or transfusions for the previous 4 weeks
• Eastern Cooperative Oncology Group performance status 

(ECOG PS) ≤2

• Prior splenectomy at any time or splenic irradiation in the 
previous 6 months

• Prior hematopoietic stem cell transplantation (HSCT) or 
participant anticipated to receive a HSCT <24 weeks from 
randomization

• Blasts ≥5% in bone marrow or history of accelerated phase 
or leukemic transformation

• Prior malignancy other than MF (primary or post-ET/PV) in 
previous 3 years requiring systemic treatment

• Received any agent other than hydroxyurea or anagrelide 
for MF <14 days from the first dose of study treatment or 
within 5 half-lives of the agent, whichever is longer

• Prior treatment with JAKi or BETi

Screening and Enrollment Criteria 
• Key eligibility criteria for study enrollment are summarized in Table 1
• At screening, peripheral blood blast assessment is mandatory; monitoring will be performed throughout the study

Table 1. Patient inclusion and exclusion criteria

*Diagnosis according to the International Consensus Classification of Myeloid Neoplasm and Acute Leukemia 2022.

Pre-specified Endpoints 
• The coprimary endpoints to be evaluated are ≥35% spleen volume reduction (SVR35) and absolute change in TSS at week 24 (Table 2)
• Coprimary endpoints will be evaluated in the full population (baseline TSS ≥15) and in a pre-specified, highly symptomatic patient 

subgroup (baseline TSS ≥25) (Table 2)
• Secondary endpoints include absolute TSS change and SVR35 over time as well as TSS50 and dual response (SVR35+TSS50) at 

specified timepoints (Table 2)
• Safety reporting for accelerated phase and leukemic transformation will be conducted throughout the study, including on study treatment 

and during the follow-up period (Table 2)

Table 2. Primary, Secondary and Safety Endpoints

Coprimary 
endpoint

SVR35 response at week 24 (measured by MRI/CT and 
centrally assessed)

Absolute change in TSS from baseline at week 24 (measured by 
MFSAF v4.0)

Secondary 
endpoints

• SVR35 response from baseline to Week 12, 36 and 48 and 
thereafter (MRI/CT assessed)

• TSS50 from baseline to Week 12, 24, 36 and 48 and 
thereafter (MFSAF v4.0 assessed)

• Dual response defined as achieving both SVR35 (MRI/CT 
assessed) and TSS50 (MFSAF v4.0 assessed)

• Anemia and hemoglobin response

• Duration of response in TSS50 and SVR35
• Overall survival
• Progression-free survival
• Leukemia-free survival
• Pharmacokinetics of PELA (plasma concentrations and parameters)
• Changes in electronic patient reported outcome assessing fatigue 

and quality of life

Safety Adverse events and serious adverse events, including accelerated phase and leukemic transformation
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• Preclinical MPN models show that dual JAK and bromodomain and extraterminal 
domain (BET) inhibition produces synergistic effects on disease-relevant 
transcriptional pathways, supporting the rationale for combined JAKi/BETi 
therapy7

• Pelabresib (PELA; DAK539) is an oral, investigational, small molecule that inhibits 
BET proteins, altering BET-mediated expression of oncogenes, such as nuclear 
factor kappa beta (NF-κB), that contribute to the pathology of MF1 (Figure 1)

• In the Phase III MANIFEST-2 study (NCT04603495), combined inhibition of BET 
and JAK pathways with PELA+RUX has deep and durable spleen responses, 
sustained improvements in symptoms and benefits in hemoglobin levels8-9

JAKi-naive patients
with MF (primary or
post-ET/PV)

Key inclusion criteria:
•  DIPSS int-1,int-2, high-risk
•  Splenomegaly (≥450 cm3)
•  TSS ≥15
•  Platelet count ≥100 x 109L
•  Blasts <5%

Screening Treatment period Follow-up period

PELA
125 mg qd
Days 1-14

RUXb

Cycle 1:
10-15 mg bid
Cycles ≥2:
15-20 mg bid
Days 1-21

PELA+RUX: N=230

1:1

N=460

Co-primary endpoints
•  SVR35 response at Week 24
•  Absolute change in TSS at Week 24

Efficacy assessments
•  Spleen volume by MRI/CT
•  TSS by MFSAF
•  Anemia response
•  Bone marrow fibrosis and other
  biomarkers

•  Patient reported outcomes other than TSS

Safety assessments
•  Laboratory assessments
•  Physical exam
•  AEs/SAEs
•  Accelerated phase or leukemic
 transformation

EN
D

O
F 

TR
EA

TM
EN

T

Safety follow-up visit
30 days after last dose of PELA/PBO

Efficacy follow-up After safety
follow-up
Every 12 weeks
•  Blood count/blasts
•  Yearly bone marrows
•  Report transfusions, new MF treatment
•  Report accelerated phase or leukemic
 transformation

•  Spleen imaging by MRI/CT

Survival follow-up
If progressive disease or new anti-MF
treatment initiated
Every 12 weeks
•  Survival
•  Report new MF treatment
•  Report accelerated phase or
  leukemic transformation

a Randomization will be stratified by DIPSS (int-1 vs int-2 vs high-risk), baseline platelet count (>200 vs 100-200 x 109/L), and TSS score at baseline (<25 vs ≥25)
b RUX dose 10 or 15 mg bid in cycle 1, dependent on baseline platelet count, with mandatory dose increase by 5 mg bid at cycle 2 day 1 if specified criteria met

Evaluated in full population (baseline TSS ≥15)
and in a highly symptomatic subgroup (baseline

TSS ≥25) at Week 24
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North America (total sites: 58) South America (total sites: 9) Asia (total sites: 61) Europe (total sites: 109) Oceania (total sites: 5)
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