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) ) ) ) ) ) ) ) A. Patients With Baseline Platelet Count <100 x 10°/L . i i i < 9

* MF is a myeloproliferative neoplasm characterized by dysregulated JAK-STAT signaling that typically manifests as 050 — . B. Patients With Baseline Platelet Count <50 x 10°L
bone marrow fibrosis, anemia, splenomegaly, and debilitating symptoms (ie, fatigue, cachexia, fever, night Double-Blind - 250 - Double-Blind
sweats)' Baseline Platelet Count Baseline Platelet Count 200 -  Randomization Period ' Open-Label Period Randomization Period ' Open-Label Period

- Approved JAK inhibitors provide spleen and symptom improvements but fail to address—and may induce or <100 x 10°/L <50 x 10°/L = u 200 7
worsen—anemia and thrombocytopenia? MMB (n=66) DAN (n=34) MMB (n=18) DAN (n=13) S 150 o S 50 -

. I\/_IF-ass_ociat_ed or tr_eatr_ne_nt-exacerbatet_j cytopenias may ne_cessita_te attenuate_d J?:( inhibitor dosing or Mean age, years (SD) 70.0 (7.6) 70.6 (6.9) 72.6 (4.0) 70.2 (6.9) é 100 2
dlscontln.uailtlon, whlcth limit .treatment efficacy apd .ar.e assomatgd \{Vljth poor survival> | | Male, n (%) 40 (60.6) 23 (67.6) 11 (611) 7 (53.8) & % 100 —

* Momelotinib (MMB) is the first JAK1 and JAKZ inhibitor to also inhibit ACVR1, a key regulator of iron homeostasis, : o : = -
which reduces hepcidin and induces erythropoiesis56 White, n (%) 53 (80.3) 25 (73.5) 15 (83.3) 7 (53.8) S0 : 50

« MMB has demonstrated symptom, spleen, and anemia benefits in MF, including in patients with ECOG PS, n (%) 0 : -
thrombocytopenia”? 1 37(56.1) 18 (52.9) 12 (66.7) 5 (38.5) Baseline 4 g 12 16 20 24 28 32 36 40 4 48 0 ! ! ' ! ' i ' ! ! ! ' !

_ _ _ _ _ _ _ 2 20 (30.3) 9 (26.5) 4 (22.2) 5 (38.5) Baseline 4 8 12 16 20 24 28 32 36 40 44 48
« MOMENTUM is a pivotal phase 3, international, randomized, double-blind study of MMB vs danazol (DAN) in VIF subt ) No. of patients Weeks No. of pationt Weeks
symptomatic, anemic MF patients previously treated with a JAK inhibitor subtype, n (%o MMB 66 50 57 47 46 42 38 32 26 20 17 15 13 o R
ymp P P y Primary 40 (60.6) 24 (70.6) 12 (66.7) 10 (76.9) DAN 34 27 27 22 19 20 17 16 11 11 10 7 3 e e I 10 12 2 12 ’ ] ° ! ! > 4

Post-PV 19 (28.8) 6 (17.6) 5 (27.8) 1(7.7)

OBJ ECTIVE Post-ET 7 (10.6) 4 (11.8) 1(5.6) 2 (15.4) A vMB [ DAN

_ , , Mean TSS (SD 27.7 (13.9 249 (13.4 29.4 (141 27.2 (17.3
 To evaluate MOMENTUM patients with baseline platelet counts <150, <100, and <50 x 10%/L (SD) (139 (134) (4.1) {7.3)
DIPSS risk category, n (%)

Int-2 39 (59.1) 21 (61.8) 8 (44.4) 6 (46.2) Baseline Platelet Count Baseline Platelet Count

METHODS High 24 (36.4) 11 (32.4) 9 (50.0) 5 (38.5) <100 x 10°/L <50 x 10°/L

A Pati ith Baseline Platel <1 10°/L MMB (n=66) DAN (n=34) MMB (n=18) DAN (n=13)

Eliaibilit Mean Hgb, g/dL (SD) 8.1 (1.1) 7.8 (0.9) 7.7 (1.1) 8.0 (0.6) atl&ilts with Baseline Platelet Countl 00 x 109/ Any arade TEAEs (%) 51 (02.4) 32 (041) 18 (100) 13 (100)
Ag o1 8y 4 < of ori CET/PV ME: DIPSS high risk. Int-2. o Int.1: MESAFE TSS 210 Hgb <8 g/dL, n (%) 34 (51.5) 17 (50.0) 12 (66.7) 6 (46.2) e I R ; Grade 23 TEAES, n (%) 40 (60.6) 21 (61.8) 10 (65.6) 9 (69.2)

» Age 218 years; diagnosis of primary or post- ; igh risk, Int-2, or Int-1; =210; , o : 90 - + Serious TEAEs, n (%) 28 (42.4) 11 (32.4) 8 (44.4) 6 (46.2)
Hgb <10 g/dL; prior JAK inhibitor for 290 days, or 228 days if RBC transfusions 24 units in 8 weeks or x:::sp(gg)JAK Il o el B e 1456 (127.5) |  137.8 (119.4) 150.7 (144.6) 110.6 (87.8) o0 M TEAESs leading to treatment discontinuation, n (%) 12 (18.2) 5 (14.7) 2 (11.1) 3(23.1)
grade 3/4 thrombocytopenia, anemia, or hematoma; palpable spleen 25 cm; platelets 225 x 10%/L E MMB (n=66) TEAEs leading to treatment interruption and/or dose reduction, n (%) 26 (39.4) 9 (26.5) 8 (44.4) 2 (15.4)

Study Design and Randomization ~ 707 E i Most common any grade TEAEs (occurring in 220% in either treatment arm), n (%)

« JAK inhibitor taper and washout was 221 days. Patients were randomized 2:1 to MMB 200 mg QD plus § 60 - Thrombocytopenia® 23 (34.8) 9 (26.5) 8 (44.4) 2(15.4)
DAN placebo or DAN 600 mg QD plus MMB placebo for 24 weeks, stratified by MFSAF TSS (<22 vs 222), S - ! DAN (n=34) Diarrhea 16 (24.2) 4 (11.8) 6 (33.3) 1(7.7)
palpable spleen length (<12 cm vs 212 cm), and transfused units in the 8 weeks before randomization (0 _ _ > Anemia 10 (15.2) 5 (14.7) 5 (27.8) 3(23.1)
vs 1-4 vs =5 units) A. Baseline Platelet Count <100 x 10°/L B. Baseline Platelet Count <50 x 10°/L A 407 Double-lind : N 10 (15.2) 3(8.8) 5 (27.8) 2 (15.4)

Endpoints = 30- Randomixation Period | Open-Label Period Abdominal pain upper 2 (3.0) 4(11.8) 1(5.6) 3 (23.1)

* Primary: TSS response rate (250% reduction from baseline) at week 24 07 29 - § 207 Week 24 Overall Survival Rate vl-|vyp'e:1tte (: — d 8?1(2 )1) 43((181 :)) 4(22(2 )2) zggli

. . . ! el ecrease . . . .

» Key secondary (select): RBC transfusion independence rate at week 24; splenic response rate (235% 27 i i MMB: 86.2% .

reduction in volume from baseline) at week 24 10 i DAN: 82.1% Asthenia 10(15:2) 2(5.9) 2(22.2) 0 )
. . ) 0 , , , , , ! I , , , , , , , , , , Pyrexia 7 (10.6) 1(2.9) 4(22.2) 1(7.7)
25 25 0 4 8 12 16 20 24 28 32 36 40 44 48 52 56 60 64 68 72 76 ALT increase 5 (7.6) 1(2.9) 4 (22.2) 0 (0)
. Weeks since Randomization Contusion 4(6.1) 0 (0) 4 (22.2) 0 (0)
No. at risk
22 MMB 66 66 65 62 61 59 56 43 34 28 24 22 20 9 7 4 1 1 Most common grade 23 TEAESs (occurring in 210% in either treatment arm), n (%)
Double-Blind Treatment Oé’rf)';‘;jv"fr’/ L;g%;egm 21 DAN 34 33 32 31 30 28 27 24 21 19 16 13 9 5 3 0 Thrombocytopenia? 22 (33.3) 7 (20.6) 8 (44.4) 2 (15.4)
. 3 204 = 20 4 Anemia 6 (9.1) 4 (11.8) 4 (22.2) 3(23.1)
g vy B. Patients with Baseline Platelet Count <50 x 10°/L Dyspnea 23.0) 1(2.9) 2(11.1) 0(0)
» _ z ; 17 100 : Frequency of grade 23 hemorrhage®, n (%) 4 (6.1) 0 (0) 1(5.6) 0 (0)
Momelotlnlt:- (P'\:I:fz:)ioo mg daily 8 3 I 3 : e 3 3 3 a Thrombocytopenia includes preferred terms “Thrombocytopenia” or “Platelet count decreased”; b Hemorrhage includes narrow Standardized MedDRA Queries set of preferred terms.
; 90 ' ; . . :
Patients = 15 15 i 15 - 15 i ! « The broader thrombocytopenic subgroup with baseline platelet count <150 x 10%/L encompassed 15 more MMB patients and 9
Previously treated N=195 o o ~ 80 —_—t ; more DAN patients than the <100 x 10%L subgroup and demonstrated similar efficacy and safety, as described in the
with a JAK inhibitor ks ks S 70- \ : MMB (n=18) published abstract, with week 24 overall survival rates of 88.8% with MMB and 78.8% with DAN
Momelotinib c w -
Symptomatic (TSS 210) omneMoBl)m 8_ §- % 60 - ! . .
d Early crossover to open label in the event of - ) '
Anermic (I-?;b <10 g/dL) orfirmed SymptC:[“_ajiE§p_'<i”_iC_F1f9gf_eS_Si°_” 200 mg daily e 10 - é 10 - . A 507 i o ++ DAN (n=13) CON C LUSIONS
Platelets 225 x 109/L 21 anaamzation : E 407 Double-Blind | - In thrombocytopenic, symptomatic, and anemic patients with MF, including those with platelet counts as low as
taper/washout 6 3 7 Randomization Period i Open-Label Period 25%109/L, momelotinib was administered safely and demonstrated improvements in symptom responses, transfusion
221 days 7 5 5 - 20 | Week 24 Overall Survival Rate independence rates, and spleen responses as compared with danazol
10 i '\D/IL\\/II\JB_: 59;51// » Consistent with the overall intent-to-treat MOMENTUM population, platelet counts remained stable over time, and a
Primary Endpoint 0 e trend toward improved overall survival versus danazol was maintained, in thrombocytopenic MF patients treated with
/ / ; , 0 0 4 8 12 16 20 24 28 32 36 40 44 48 52 5 60 64 68 72 76 momelotinib
Day 1 Week 24 ' ' No. at risk Weeks since Randomization —  Top-line results from MOMENTUM are discussed on Poster #MPN-478
TSS50 TI-R SVR35 TSS50 TI-R SVR35 MMB 18 18 18 18 17 16 15 13 9 8 7 6 6 4 4 2 1 1 P n T _ T o R
ClinicalTrials.gov: NCT04173404. DAN 13 12 11 10 9 7 7 7 6 6 5 4 2 2 2 0 0 0 « Momelotinib, which is the first and only JAK1 and JAK2 inhibitor that decreases hepcidin through ACVR1 inhibition,
aDanazol was selected as an appropriate comparator given its use to ameliorate anemia in MF patients, as recommended by guidelines. Il MMB (N=66) DAN (N=34) B MMB (N=18) DAN (N=13) may address a critical unmet need par[icu]ar]y in Symptomatic MF patients with anemia and thrombocytopenia
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