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• Momelotinib (MMB) is a JAK1, JAK2 and ACVR1/ALK2 inhibitor with clinical 
activity against the hallmark features of myelofibrosis (MF), namely anemia, 
constitutional symptoms and splenomegaly, across the continuum of JAKi
naïve or previously JAKi treated patients.

• Inhibition of ACVR1/ALK2 reduces hepcidin; elevated levels of hepcidin cause 
an iron-restricted anemia of inflammation shortening survival in patients with 
MF.

• Progressive anemia is common in MF and an important negative prognostic 
factor, with nearly all patients requiring transfusions as their disease 
advances. 

• SIMPLIFY-1 (S1) was a Phase 3 trial in JAKi naïve patients with MF (n=432) 
double-blind randomized 1:1 to MMB or ruxolitinib (RUX).

• Given the positive impact of transfusion independence (TI) on survival in 
patients receiving MMB (Mesa et al, EHA 2021 presentation S202), we 
expanded the previously reported retrospective platelet (PLT) subset analysis 
to explore the Week 24 (W24) TI response rates for MMB and RUX 
randomized patients in S1 by baseline (BL) hemoglobin (Hgb) and PLT levels 
and transfusion status.

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

Relevant previously reported results:

• The overall W24 TI response rate on MMB in S1 was 67% vs 49% for RUX 
(nominal P<0.001​).

• MMB demonstrated a statistically non-inferior splenic response rate (SRR) to 
RUX at the W24 landmark analysis in S1 but did not meet significance for total 
symptom score (TSS) response (Mesa et al, JCO. 2017).

• Robust survival was demonstrated in the final analysis of S1 with a median 
overall survival of 53 months in patients randomized to RUX for 24 weeks 
followed by MMB, and not reached in patients randomized to MMB 
(Verstovsek et al, ASH 2020 Oral Presentation).

Results

Hgb=hemoglobin, MMB=momelotinib, PLT=platelet, RUX=ruxolitinib, TD=transfusion dependent (≥4 units of RBCs or Hgb level, ≤ 8 g/dL in the 8 weeks prior to randomization), TI=transfusion independent (absence of RBC transfusions 
and no Hgb < 8 g/dL in the 12 weeks prior to randomization),  TR=transfusion requiring (neither TD nor TI​)

• Treatment with MMB resulted in higher TI rates vs RUX in all patient subsets with BL Hgb ≤ 14 g/dL (Fig 1), and all subsets defined by BL PLTs (Fig 2) and BL transfusion 
status (Fig 3).

• Patient subsets with BL Hgb ≤ 14 g/dL account for 93% of patients in S1, representing a population where the majority have some degree of anemia. 
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Fig 1: W24 TI Rate 

by Baseline Hgb

Baseline 
Hgb

< 8 g/dL <10 g/dL <12 g/dL ≤ 14 g/dL > 14 g/dL

MMB % 
(n)

29% 
(8/28)

47% 
(40/86)

62% 
(99/159)

67% 
(136/204)

64% 
(7/11)

RUX % 
(n)

18% 
(4/22)

27% 
(26/95)

37%
(61/164)

46% 
(91/199)

89% 
(16/18)
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Fig 2: W24 TI Rate 
by Baseline PLT

Baseline 
PLTs

< 150 x 109/L < 300 x 109/L ≥ 300 x 109/L

MMB % 
(n)

62% 
(29/47)

68% 
(93/136)

63%
(50/70)

RUX % 
(n)

43% 
(24/56)

48%
(62/128)

51%
(45/89)
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Baseline 
Transfusion Status

TI TR TD

MMB % 
(n)

81% 
(119/147)

53% 
(8/15)

30%
(16/53)

RUX % 
(n)

62%
(94/152)

31%
(4/13)

17%
(9/52)

Fig 3: W24 TI Rate 
by Transfusion Status

Conclusions and Clinical Relevance
• The data presented here support the breadth of W24 TI benefit for patients receiving MMB, irrespective of the degree of baseline anemia, baseline PLT count, or baseline 

transfusion status.

• In addition, data suggest that an MMB-mediated TI response at W24 is associated with a survival advantage (Mesa et al, EHA 2021 presentation S202).

• Taken together, these data further support the potential benefit of MMB’s ACVR1/ALK2 inhibitor activity in addition to inhibiting JAK1 and JAK2, leading to improved TI rates 
and overall survival

• As a result, MMB has the potential to become a preferred treatment for patients with MF who are anemic or who are at risk of myelosuppression as a result of treatment 
with currently available JAKi.

***Poster previously presented at virtual EHA June 9-17, 2021***
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