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Background

* Myelofibrosis (MF) is a highly heterogenous disease that remains incurable beyond hematopoietic stem cell
transplantation

About 60% of patients with MF are anemic and 45% are RBC transfusion requiring within 1 year of diagnosis,
with most progressing to transfusion dependency (TD) over time. Both TD and anemia are critical negative
prognostic factors in MF and are inversely correlated with quality of life

Approved JAK inhibitors (JAKI) provide spleen and symptom improvements but are generally myelosuppressive
and do not address TD

Momelotinib (MMB) is a potent JAK1, JAK2, and ACVR1/ALK2 inhibitor with clinical activity against anemia,
constitutional symptoms, and splenomegaly in MF. These findings were demonstrated in the previously
conducted Phase 3 SIMPLIFY-1 & -2 (S1 and S2; NCT01969838 and NCT02101268) trials comparing MMB to
ruxolitinib (RUX) in JAKi-naive patients and to best available therapy (BAT; RUX in 88% of patients) in patients
with prior RUX therapy, respectively

Preclinical and clinical translational studies have demonstrated the ability of MMB to address anemia and TD
through inhibition of ACVR1/ALK2

Previously published data demonstrate Week 24 (W24) transfusion independence (TI) rates were higher in the
MMB arms of S1 (67% vs 49%) and S2 (43% vs 21%)

Additionally, as shown in ASCO 2021 abstract #219039, the W24 Tl rate in S1 was higher in patients receiving
MMB vs RUX, irrespective of the degree of baseline anemia, or the baseline platelet (PLT) count or transfusion
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» To explore the relationship between efficacy outcomes and overall survival (OS), subgroup analyses were
performed for patients randomized to MMB in S1 and S2. Subgroups were defined as follows:

W24 Tl response: no RBC transfusion for = 12 weeks, with hemoglobin (Hgb) = 8 g/dL
« W24 spleen response: = 35% spleen volume reduction vs baseline (BL)

« W24 symptom response: = 50% reduction in Myelofibrosis Symptom Assessment Form total symptom
score vs BL

« Survival was estimated using Kaplan-Meier (K-M) analysis with descriptive log-rank tests for comparison
applied (all P values are descriptive). Hazard ratios (HRs) were computed using proportional hazard
regression
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Note: Due to W24 crossover to MMB, valid comparison of OS of patients randomized to MMB vs RUX or BAT was not possible.

Sierra Oncology would like to thank all participating patients and their families as well as participating study sites.

Results

OS for Tl Responders vs Nonresponders

* InS3S1, W24 Tl responders randomized to MMB had an OS advantage, with median OS not reached
and a 3-year survival rate of 80% (HR=0.30; P<0.0001) compared with MMB TI nonresponders,
who had a median OS of 3 years (3-year survival rate, 50%)

* In S2, W24 Tl responders randomized to MMB show a trend toward better OS vs MMB TI
nonresponders (HR=0.57; P=0.0652)

« To adjust for the time to response bias, OS from W24 was also calculated and compared with OS
calculated from randomization presented here. These analyses demonstrated consistent results

Spleen and Symptom Responders vs Nonresponders

« Similar K-M analyses for the subgroups of patients with spleen and symptom response at W24 in
both S1 and S2 were performed

« HRs in S1 for MMB responders vs nonresponders for spleen and symptoms were 0.59 (P=0.0904)
and 0.66 (P=0.1657), respectively, suggesting a trend toward improved OS in responders for these
endpoints. These relationships were not statistically significant

« Similarly, in S2 no statistically significant difference in OS was observed between spleen and
symptom responders and nonresponders (HR=2.06; P=0.1004 and HR=0.67; P=0.2513)

Clinical Relevance and Conclusions

 Momelotinib has been shown to provide anemia benefit, resulting in higher rates of
transfusion independence compared with ruxolitinib, regardless of degree of baseline
anemia, baseline platelet count, or transfusion status

* These new subgroup analyses of overall survival (OS) in patients with myelofibrosis
randomized to momelotinib suggest patients who are transfusion independent (Tl) at
Week 24 predicts for a clinically relevant improvement in OS compared with patients
who were not Tl at Week 24

* In JAKi-naive patients randomized to momelotinib, Week 24 Tl was found to be a
significant predictor of improved OS (HR=0.30; P<0.0001)

 Week 24 endpoints such as reduction in spleen volume and symptomatic
Improvements are commonly used to evaluate treatment-related clinical benefit;
however, no significant association of these endpoints with OS was observed

* The findings presented here suggest the clinical benefit of TI may predict improved
OS in myelofibrosis, supporting the clinical relevance of momelotinib’s pro-
erythropoietic ACVR1/ALK2 inhibition

 Week 24 transfusion independence is associated with improved overall
survival in patients with myelofibrosis randomized to momelotinib
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