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MANIFEST-2, a Global, Phase 3, Randomized, Double-Blind, Active-Control Study of Pelabresib (CPI-0610) and Ruxolitinib
Constellatign

vs Placebo and Ruxolitinib in JAK Inhibitor Treatment-Naive Myelofibrosis Patients
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Combination of CPI-0610 + ruxolitinib leads to 67% SVR35 at Week 24
in JAKi-naive pts (Poster MPN-332)

Key Eligibility Criteria

Background

BETi Pelabresib (CPI-0610) in MF
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Spleen Volume % Change at Week 24

Total Symptom Score % Change at Week 24
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: SVR35: 67% (42/63)

e Encouraging response rates were observed in spleen volume reduction (SVR35 response) and symptom improvement (TSS50
response) at Week 24 with the combination of CPI-0610 and ruxolitinib in JAKi-naive MF patients

—67% SVR35 (primary endpoint) and 57% TSS50 responses at Week 24

e Based on these encouraging data from Phase 2 trial, the Phase 3, global, randomized, double-blind MANIFEST-2 trial of CPI-
0610 + ruxolitinib vs placebo + ruxolitinib in a JAKi-naive MF patient population has been initiated and is open for enroliment

220

200, TSS50: 57% (34/60) I

10

-10 1
-20
-30 1
-40 |

% Change From Baseline

50 |- TR R O O L A N O

-60 -
-70 1
-80
-90 -

-100

BETi CPI-0610 showed monotherapy activity in MF patients who are
resistant/refractory, intolerant to ruxolitinib or ineligible for JAKIi as
evidenced by splenic response, symptoms improvement and Hgb
iImprovement
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Transfusion-dependence and Hemoglobin Improvement

* In transfusion-dependent cohort: 21% of patients converted to
transfusion independence

* In nontransfusion-dependent cohort: 10/20 (50%) patients had 1.5
g/dL Hgb increase without transfusion

Mean Hemoglobin Over Time — All Patients
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"Patients on treatment = 12 wks

BETi, bromodomain and extraterminal inhibitor; BID, twice daily; CT, computed tomography; DIPSS, Dynamic International Prognostic Scoring System; ECOG, Eastern Cooperative Oncology Group; ET, essential thrombocythemia; Hgb, hemoglobin; IL-8, interleukin -8; int-1, intermediate-1; int-2,
intermediate-2; JAK, janus kinase; MF, myelofibrosis; MFSAF, myelofibrosis symptom assessment form; MRI, magnetic resonance imaging; NF-kB, nuclear factor kappa-light-chain-enhancer of activated B; Non-TD, nontransfusion-dependent; OS, overall survival; PD, pharmacodynamics; PFS,
progression-free survival; PK, pharmacokinetics; RBC, red blood cell; SEM, standard error of the mean; PO, orally; PV, polycythemia; QD, once daily; SVR35, spleen volume reduction of at least 35%; TD, transfusion-dependent; TSS50, total symptom score reduction of at least 50%; wks, weeks.

Materials & Methods

Study Population

JAKi-naive primary MF or
post-ET/PV MF patients
with:
e Advanced MF

requiring therapy
e Splenomegaly by CT/MRI
e Symptomatic
e DIPSS Int-1 or higher

MANIFEST-2 Phase 3 study

Treatment
Arm/Cohort

Design/Size Endpoints

Primary:
e SVR35 at 24 weeks

CPI-0610 PO QD D1-14

+ Ruxolitinib BID D1-21

Double-Blind
Key Secondary:*

e TSS50 by MFSAF v4.0
at 24 weeks

Randomization
n: ~310

BN Placebo PO QD D1-14
+ Ruxolitinib BID D1-21

*Other secondary endpoints
include safety; PK, PD; bone

Inclusion Criteria

e Age 218 years old

e Confirmed diagnosis of myelofibrosis (primary,
postpolycythemia vera or postessential
thrombocythemia)

e Adequate hematologic, renal & hepatic function

e Have at least 2 symptoms with an average score =23 or
an average total score of 210 over the 7-day period prior
to randomization using the MFSAF v4.0

e Prognostic risk factor score of Intermediate-1 or higher
per DIPSS

e Spleen volume of 2450 cm3
e ECOG performance status <2

Exclusion Criteria

e Splenectomy or splenic irradiation in the previous 6
months

e Chronic or active conditions and/or concomitant
medication use that would prohibit treatment

e Had prior treatment with any JAKi or BETi for treatment of
a myeloproliferative neoplasm

MANIFEST Study SOHO 2021 Abstracts

e Poster MPN-328: Wednesday, September 8, 6:15-8:15 pm

Pelabresib (CPI1-0610) Improved Anemia Associated with Myelofibrosis: Interim Results from the Ongoing MANIFEST Phase 2

Study

e Poster MPN-332: Wednesday, September 8, 6:15-8:15 pm

Clinical Benefit of Pelabresib (CPI-0610) in Combination with Ruxolitinib in JAK Inhibitor Treatment-Naive Myelofibrosis Patients:
Interim Efficacy Subgroup Analysis from Arm 3 of the MANIFEST Phase 2 Study

e Poster MPN-343: Wednesday, September 8, 6:15-8:15 pm

Patient randomization (1:1) will be stratified by:

» DIPSS risk category: Int-1 vs Int-2 vs High
 Platelet count: >200 x 10%/L vs 100-200 x 109/L
« Spleen volume: 21800 cm?3 vs <1800 cm?

marrow morphology/fibrosis;
duration of SVR35 and
TSS50 responses; PFS, OS;
conversion to transfusion
independence; rate of RBC
transfusion for first 24 wk;
hemoglobin response;
peripheral proinflammatory
cytokines.

BET Inhibitor Pelabresib Decreases Inflammatory Cytokines, Improves Bone Marrow Fibrosis and Function, and Demonstrates

Clinical Response Irrespective of Mutation Status in Myelofibrosis Patients in the Phase 2 MANIFEST Trial

MANIFEST-2 contact for study participation: debbie.johnson@constellationpharma.com




