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Introduction Results

» Anemia and transfusion requirements are major medical needs in myelofibrosis, associated with poor
prognosis and frequently managed with repeated transfusions, which are costly in terms of reduced

guality of life and OS as well as increased health care resource utilization Table 1. MOMENTUM Was Conducted in Sym ptomatic Anemic
* Anemia is not addressed by currently approved JAKis and is commonly managed with recurrent red

blood cell (RBC) transfusions and anti-anemic therapies

Figure 2. OS Was Improved in Patients Who Achieved Week 24 TI-R on Figure 4. Transitioning to TR or Tl by Week 24 Is Associated With
Momelotinib, Including Those Randomized to DAN and Crossed Over to Prolonged OS for Patients Who Have TD at Baseline Randomized
Momelotinib to Momelotinib2

Post-RUX Patients With Myelofibrosis and a Heavy Transfusion Burden
- Momelotinib, an oral activin A receptor type 1 (ACVR1), Janus kinase 1, and Janus kinase 2 inhibitor, at Baseline

has previously demonstrated clinical activity on symptoms, anemia, and spleen volume in JAKi-naive - OS of . iqinall domized
and JAKi-experienced patients with myelofibrosis in the SIMPLIFY-1 (NCT01969838), SIMPLIFY-2 Baseline characteristics Momelotinib DAN Ot patients originally randomize o- o |
(NCT02101268), and MOMENTUM (NCT04173494) phase 3 studies'3 (N=130) (N=65) o to momelotinib stratified by week 24 TI-R - . = |
* Preclinical and clinical translational studies have demonstrated the ability of momelotinib to address ' - |
anemia and transfusion dependence (TD) is mechanistically linked to its differentiated suppression of Mean (SD) age, y 69.85 (8.24) 71.46 (6.99) - 0.84 | " T '
ACVR1-mediated hepcidin production*> Male, n (%) 79 (60.8) 44 (67.7) % | o 0.8 1
* Here, we describe data from the MOMENTUM study, which shows the achievement of week 24 TI-R ’ P 0.6 S 1 = |
on momelotinib is associated with prolonged OS, consistent with previously reported data® PMF/pPV MF/pET MF, % 60.0/20.8/19.2 70.8/16.9/12.3 g_ ; - ™ — Tl
o . B 04- = 0.6-
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é Cytokine el [PIAe | EIEEl g, el - : - non- HR (95% CI) (Tl vs non-TI) = 0.27 (0.09, 0.80) o
AR receptors EPOR/MPL Hepatocyte + Censored P=0116 2044 =TI
e R e G T e cellular TP TTT I TeTr I Sver T eI : Mean TSS 28.0 25 7 0.0 . :E: :
8 Gl ] G membrane 0 4 8 12 16 20 24 28 32 36 40 44 48 52 56 60 64 68 72 76 80 84 7 = TR
1 ! 1 Hepcidin i — hemoglobin, I TI40 40 39 38 38 37 36 32 26 24 22 21 18 16 13 9 6 3 2 1 1 O 0.9- Unknown® P=.0176
NOVELOTNE | e MOMELOTINIB | === X oo | —4X /! erythropoiesis Hgb <8 g/dL, % 47 .7 49 2 Non-TI69 64 62 61 60 55 48 40 30 25 23 16 12 10 7 4 3 3 2 1 1 0 + Censored HR (95% CI) (TR vs TD) = 0.252 (0.050, 1.258)
o . ° 4: : . : P=.0550
TS OS of patients originally randomized to
a' T1,2n (%) 17 (13.1) 10 (15.4) c
4 DAN stratified by week 24 TI-R 00
M ) - " N JYr——r17 1. 17 1. 1.1 17 T T1 1T T T T T T T T T T T 1
TR,” n (%) 50 (38.5) 21 (32.3) 1.0 0O 4 8 12 16 20 24 28 32 36 40 44 48 52 56 60 64 68 72 76 80 84
Dysregulated JAK-STAT signaling in myelofibrosis drives Chronic inflammation also drives
. ovc.arproductio_n of inflammatory cytokines, b_one marrow hyperactivation of ACYRl, eIevatgd TD,c n (%) 63 (48.5) 34 (52_3) > 0.8- H - H H 4 o+ o+ t Time from week 24, weeks
fibrosis, systemic symptoms, and clonal proliferation resulting hepcidin, dysregulated iron metabolism, =
in extramedullary hematopoiesis and splenomegaly’:2 and anemia of myelofibrosis*® M (SD) platelet 109/L 151.7 (130.9) 130.7 (101.0) -% TTo 9 o 8 8 8 8 8 6 6 5 5 5 5 5 4 3 1 o0
ean platelets, % . . . . Q 06"
ACVR1, activin A receptor type 1; BMP, bone morphogenetic protein; EPOR, erythropoietin receptor; JAK1/2, Janus _ N _ _ _ _ _ % TR 18 18 18 17 16 15 15 13 9 9 8 5 3 3 2 2 2 2 1 1 1 o0
signal transducer and activator of transcription. transfusions but did not meet the criteria for TD. °TD defined as requiring RBC transfusion 24 units in the 8 weeks before > 0.4- TD18 16 16 16 16 14 9 6 5 2 1 1 1 1 1 10
randomization. % T Unknown® 4 2 2 2 2 2 1 1 1 1 1 1 o0
DAN, danazol; DIPSS, Dynamic International Prognostic Scoring System; Hgb, hemoglobin; int, intermediate; JAKi, Janus N 02-
: iRt : - : . : : . : — non-Tl HR (95% CI) (Tl vs non-TI) = 0.00 (0.00, NC)
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ObleCtlves 'FI)'I ,fpo_st-p_odycyt edmla v§;_aRmye Ollc rosis, ) re. TS%O cel ’ , ruxaolitinib; 1D, transtusion dependence; 0.0 +—+—+—+—+—+—v—+—+—v—+—r—r—+r—r-r-rrr1r"r had TD at baseline but did not have known transfusion status at week 24 and remained in survival follow-up.
, transfusion independence; , transfusion-requiring; , total symptom score. " 0 4 8 12 16 20 24 28 32 36 40 44 48 52 56 60 64 68 72 76 80 84 HR, hazard ratio; NE, not estimable; OL, open-label; OS, overall survival; TD, transfusion dependence; TI, transfusion

Time from week 24, weeks independence; TR, transfusion-requiring.
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Non-TI 38 38 38 38 36 33 30 27 21 16 13 10 9 8 7 5 5 4 2 1 1 O

Momelotinib Is More Effective Versus DAN DAN, danazol; HR, hazard ratio; NC, not calculable; OL, open-label; OS, overall survival; Tl, transfusion
independence; TI-R, transfusion independence response; TR, transfusion-requiring.

Employ data from the ongoing MOMENTUM study in JAKi-experienced patients to:
* Determine impact on transiusion independence (Tl) and OS Table 2. Week 24 Data Summary of Anemia-Related End Points Shows

*  For those patients presenting with baseline TD, momelotinib was more effective in reducing
transfusion burden:

—  Momelotinib baseline TD: 44% transitioned to Tl (n=9) or transfusion-requiring (TR) (n=19)
—  DAN baseline TD: 18% transitioned to Tl (n=3) or TR (n=3)

Momelotinib DAN - For those patients randomized to momelotinib achieving week 24 TI-R, OS was significantly improved,
- Patients randomized to DAN achieving week 24 TI-R who then crossed over to momelotinib also trended C() NC I usions

Terminal week 24 TI-R2 toward longer OS

* Describe transfusion burden reduction
« Better characterize reduction in transfusion requirements for momelotinib versus danazol (DAN)

- Eligible patients had Myelofibrosis Symptom Assessment Form total symptom score 210; hemoglobin (Hgb)

<10 g/dL; prior JAKi for 290 days or =28 days RBC transfusions 24 units in 8 weeks or grade 3/4 . : : : : :
thrombocytopenia, anemia, or hematoma; and palpable spleen 25 cm TI-R rate at week 24, n (%) 40 (30.8) 13 (20.0) Figure 3. Momelotinib Is More Effective Than DAN at Reducing In MIO::\./IENTUM’ In S?’mpﬁomﬁt'c and_an_?_mlc patlen1t:_s W_ltE
«  Anemia benefit was evaluated by: : : :
. 4 | . 95% ClI 52 98. 39.46 11.10 31.77 Transfusion Burden for Anemic Tl, Non-TIl, TD, and TR Subpopulations mye ofibrosis, momelotinib showed signi 'Ca_nt benefit wit
— Week 24 TI-R (defined as the absence of RBC - Hgb response (defined as increases of 21 or 22 g/dL ( ’ ) ( ’ )
. . o nigher Tl response rates and lower transfusion
transfusions and no Hgb measurements below 8 from baseline Hgb, as measured over any 12-week
g/dL during the 12 weeks preceding week 24) period throggh week 24) | Noninferiority difference (95% CI), 1-sided P value 14.77 (3.13, 26.41), P=.0064 o5 _ Average Cumulative Number of Units Transfused ourden Compared with DAN
— Consecutive 12-week TI-R (defined as absence of - Kaplan-Meier (KM) estimates of the proportion of -
RBC transfusions and no Hgb measurement below PEIEITES WD [EELINEE 22100 WA BEisilee Superiority difference (95% Cl), P value 10.99 (-0.80, 22.77), P=.0861 S DAN - BL TD (n=34) - - iav/i _ i
8 g/dL over any 12-week period through week 24) -~ Hazard ratio (HR) of RBC units transfused E 20 - _n patlents aChIE\”ng V\_/eek 24 TI R’ OS was Slgnlflcantly
~HR of time to first, third, and fifth transfusion unit Consecutive 12-week TI-R? 2 Improved compared with patients who were non-TI
— Odds ratio (OR) of having zero units transfused § % 157 o . _
- Survival was estimated using KM analysis TI-R rate by week 24, n (%) 58 (44.6) 19 (29.2) = . Momelotinib — BL TD (n=63) « Both MOMENTUM and the SIMPLIFY studies Suggest that
O] - . . . . .
20 achieving week 24 TI-R on momelotinib may be a potential
_ : : 95% CI (35.90, 53.58) (18.60, 41.83) 6_35 . DAN - BL TR (n=21) g f : d 0OS y p
Figure 1. MOMENTUM lIs a Double-Blind, Randomized, Phase 3 Study 2 07 _I\D/Igmelgtli_n_li_tla(— BL TR (n=50) surrogate tor improve
' Tot ' ' ' ' _Ri _ Noninferiority difference (95% CI), 1-sided P value 22.68 (10.43, 34.94), P=.0001 8 —— e _ — bL | _n: B i .. _ )
ICct)rlu?\;larlrllgf_l\gom(_elotlmb Versus DAN in Patients With High-Risk, Int-2, or 042 : ; = = - 2|4MomeI02tI|8n|b sl ot (n=17) - TD patients not achieving Tl on-study were still more likely to
Nnt- eloTInrosSIS . ..
y A9 rEse@se ElEt Time since first dose, weeks have reduced transfusion burden (become TR) on momelotinib
Double-blind treatment OLlcrossover e Patients with 21 g/dL increase, n (%) 69 (53.1) 22 (33.8) aCumulative RBC transfusions risk was assessed per proportional means recurrent events model. when Compared with DAN
Patients M N || | BL, baseline; DAN, danazol; TD, transfusion dependence; Tl, transfusion independence; TR, transfusion-requiring.
omelotini mg daily . o
reviously treated wi i N=195 + placebo i i i : . : . . ¢
SynF:ptomati(iy('It'SStZ;jO) atr:]dJ;wzmic v p Momelotinib FEMIETE L =2 e L e, b (), sezez) 18 [0 * In the intent-to-treat population, mean cumulative RBC transfusion risk® was 6.55 versus 10.86 (P=.006) for T_D Patlents becomlng TR by week 24 also demonstrated a
<109dyy = ¥ 1 @ pFFmmEEE=E———— 200 mg dail - : CA :
pge?:m i‘;?ﬁbﬁm 2:1 randomization - DAN 300 mg BID e aTerminal week 24 TI-R (defined as the absence of RBC transfusions and no Hgb measurements below 8 g/dL during the patients trec'?lted with momelotinib _and DAN, respectlyely _ _ Slgnlflcant |mprOvement In OS
e + placebo 12 weeks preceding week 24). PConsecutive 12-week TI-R (defined as absence of RBC transfusions and no Hgb * Inthe baseline non-Tl subpopulation, mean cumulative RBC transfusion risk® was 7.34 versus 12.47 : . : : :
| Primary end point gy /) measurement below 8 g/dL over any 12-week period through week 24). ¢Hgb response (defined as increases of =1 or (P=.008) for patients treated with momelotinib and DAN, respectively * Gliven the association of ImPFOVGd OS with reduced transfusion
Day 1 Week 24 22 g/dL from baseline Hgb, as measured over any 12-week period through week 24). «  Over the 24-week randomized treatment period, 35% of momelotinib patients had zero units transfused : : . : . - £ .
DAN, danazol; Hgb, hemoglobin; RBC, red blood cell; TI-R, transfusion independence response. compared with 17% of DAN patients (OR=2.7; P=.0107) burden’ thlS prOVIdeS a pOtentlal Slgnal Of dlsease mOdIflcatlon

BID, twice a day; DAN, danazol; Hgb, hemoglobin; int, intermediate; JAKIi, Janus kinase inhibitor; OL, open-label;
TSS, total symptom score.

Mesa RA, et al. J Clin Oncol. 2022;40(16 suppl):7002.
Harrison CN, et al. Lancet Haematol. 2018;5(2):e73-e81.
Mesa RA, et al. J Clin Oncol. 2017;35(34):3844-3850.
Asshoff M, et al. Blood. 2017;129(13):1823-1830.

Oh ST, et al. Blood Adv. 2020;4(18):4282-4291.

Mesa R, et al. Leukemia. 2022;36(9):2261-2268.
Chifotides HT, et al. J Hematol Oncol. 2022;15(1):7.
Verstovsek S, et al. Future Oncol. 2021;17(12):1449-1458.

This study was funded by Sierra Oncology, Inc., a GSK company.

The sponsor thanks all participating patients and their families as well as participating study sites.

Statistical support for this study was provided by Mohan Pokharel from Sierra Oncology, Inc. (San Mateo, CA, USA).

Writing assistance was provided by Timothy Zumwalt, PhD, and Ekaterina Taneva, PhD, of The Lockwood Group (Stamford, CT, USA), and was supported by funding from Sierra Oncology, Inc. (San Mateo, CA, USA), a GSK company.

B9 =1 ep Dl g (9 I =

sverstov@mdanderson.org

Poster 3028 | Presented at the 64" American Society of Hematology Annual Meeting & Exposition, New Orleans, LA, USA | December 10-13, 2022



