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BACKGROUND STUDY DESIGN OVERVIEW

* CPI-0610 is an orally available small molecule inhibitor of Bromodomain and Extraterminal (BET) proteins Arm/Cohort 10 Endpoint
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prognosis, illustrating a significant unmet medical need

- Based on the strong preclinical and clinical rationale, a Phase 2 MANIFEST study of CPI-0610, either alone
or in combination with ruxolitinib in MF patients resistant/refractory/intolerant to ruxolitinib, was initiated
(ClinicalTrials.gov ldentifier: NCT02158858)

* Preliminary clinical data (cut-off date: 17 April 2019) from the Phase 2 MANIFEST study are presented here

* Median duration on treatment (cycles)
— All cohorts: 2 (range: 1, 30)
— CPI1-0610 monotherapy cohorts: 2 (range: 1, 23)
— CPI1-0610 + ruxolitinib combination therapy cohorts: 2 (range: 1, 30)
- Evaluable patient population
— Safety: Received C1D1 treatment — n=44
— SVR: Baseline and one post-baseline data available — n=16 @ 12 weeks; n=12 @ 24 weeks
— TSS: Baseline TSS data available — n=11 @ 12 weeks
— Bone marrow morphology: Baseline and one post-baseline data available — n=10 @ 24 weeks
* Reasons for treatment discontinuation

- 6 of 10 patients evaluable had evidence of morphological improvement in bone marrow fibrosis, 5 patients
show improvements in bone marrow fibrosis and 1 additional patient in reticulin staining. Bone marrow effects
occurred as early as 24 weeks after initiation of therapy, in both CPI1-0610 monotherapy and combination with
ruxolitinib, and are associated with improvement in bone marrow functions- suggesting that CPI-0610 may
have disease modifying effects in MF.

OVERALL SUMMARY: CPI-0610 IN MYELOFIBROSIS

« 6 of 11 patients on treatment for >12 weeks and evaluable * The majority of patients reported improvement in Patient
for Myelofibrosis Symptom Assessment Form Version 4.0 Global Impression Change (PGIC) score, including the
(MFSAF v4.0) for TSS showed =50% improvement in 5 patients for whom TSS could not be evaluated (depicted
symptoms. Of note, both non-TD refractory MF patients with *). The data suggest that CPI-0610 monotherapy or in
(depicted in blue) treated with CPI-0610 monotherapy combination with ruxolitinib may have effects on symptom
showed TSS responses greater than 50%. improvement in refractory MF patients.

SAFETY RESULTS

Treatment Emergent Adverse Event (TEAE): Summary of TEAE by 210% Frequency and AESI

* The starting dose of CPI-0610 is 125 mg, given PO, once dalily for 2 weeks on / 1 week off in a 21-day dosing
cycle — which is lower than the established MTD

— Upward titration of CPI-0610 dose up to 225 mg is allowed based on predefined safety parameters
 Key inclusion criteria are:

Key Inclusion Criteria (Cohorts 1 and 2)

» Adult (aged = 18 years)
- Patients with confirmed diagnosis of MF who meet all of the following criteria:

Key Inclusion Criteria (Cohort 3)

» Adult (aged = 18 years)
 Patients with confirmed diagnosis of MF who

Fig 1: BET Proteins: Function and Rationale for CPI1-0610, a BET Inhibitor, in MF
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* In this preliminary analysis for the Phase 2 MANIFEST study of CPI-0610, a novel oral inhibitor of
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improvement in bone marrow fibrosis

* Overall, CPI-0610 monotherapy or in combination with ruxolitinio was generally well tolerated in
patients with advanced MF and suggests that the observed thrombocytopenia is non-cumulative and

transfusion independent (TI)
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emoglobin ngldL é(o.o)) 2225'0; 0((0.0)) 9260'0; é(o.o)) i - Driver mutations observed in MANIFEST study: the bone marrow fibrosis, increasing spleen volume - The patient showed improvement in all hallmarks of MF. * In advanced MF, thrombocytopenia is a potential concern for both ruxolitinib and BET inhibitors. CPI1-0610 monotherapy (left 2014:123:2157-60.

Spleen Volume

Total Symptoms
Score (TSS)

PV: polycythemia vera; ET: essential thrombocythemia

n
Median (range)
n
Median (range)

2
1514.5 (452, 2577)
0
NA

8
2114.5 (635, 3997)
6
22.2 (9.2, 42.6)

11
1179.0 (167.9, 4007)
13
13.0 (1.4, 37.3)

13
2409.0 (123, 4941)
13
28.0 (5.0, 56.0)

3
1810.0 (1379, 2409)
3
14.6 (9.1, 16.7)

37

2164.0 (123, 4941)

35

17.0 (14, 56.0)

— JAK2 mutations in 55% of patients
— CALR mutations in 29% of patients
— MPL mutations in 14% of patients

reduction observed over time, (best reduction >50%), and
resulted to be very much improved in PGIC.

* The patient showed improvement in all hallmarks of MF.

figure) demonstrated minimal non-cumulative and manageable thrombocytopenia. The combination therapy of CPI1-0610 and
ruxolitinib showed a non-cumulative, manageable and generally reversible asymptomatic Gr 3 thrombocytopenia (right
figure). Of the 4 of 34 patients with Gr 3 thrombocytopenia, 3 patients recovered without any CPI-0610 or ruxolitinib dose
modification, the 4th patient was on ruxolitinib 25 mg BID and is active on treatment with ruxolitinio dose modification (see )

7. Vannucchi et al. Mutations and prognosis in primary myelofibrosis. Leukemia. 2013;27:1861-9.
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