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Anemla_l |§ak§y hallmark of myelc_)flbr05|s (MF); over one thlrd_ of patients are anemic at dlggno&s, and _esubg oup with Hb levels Qg/f:l at baseline c;uded 80 patients (42%), e the subgroup Flgure 3 SRR at Week 24 in the Hb <10 g/dL Subgroup Flgure 6. Mean Hb Levels (A) and Platelet Counts (B) Over Time in the
the majority will become so over time because of advancing disease, treatment-related toxicity, or both!-3 with Hb levels <12 g/dL at baseline included 322 patients (75%) (Table 1) Hb <10 a/dL Sub a

= Treatment-related anemia is an adverse event (AE) associated with some approved Janus kinase (JAK) = As expected, fewer patients in the anemia subgroups vs the intent-to-treat (ITT) population were 50 [ Momelotinib (n=86) g ubgroup
Inhibitors such as ruxolitinib and fedratinib and may be managed through dose reductions; however, this transfusion independent at baseline: 68% with momelotinib vs 70% with ruxolitinib in the ITT 20 W Ruxoliinib (1=04 bouble.bind o Ovenabel oh bouble-bind i Openabel ph
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approach does not directly address the underlying pathophysiology of anemia in MF and may also population,? 29% vs 43% in the <10 g/dL subgroup, and 57% vs 60% in the <12 g/dL subgroup £ = | m 350 |  emelotini
s oo - 2.4 . ] . L = _| 0 - | = i | —— Ruxolitinib
compromise clinical efficacy = In the subgroup with baseline Hb levels <10 g/dL, the mean daily dose of momelotinib through week 5, c ' S 300 | Crossover to OL momelotinib
= While hemoglobin (Hb) levels indicative of red blood cell (RBC) transfusion need vary by clinician and 24 was 186.2 mg (standard deviation [SD], 25.1), 93% of the 200-mg daily starting dose; the mean 83 10- £g o> ;3 050 | |
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institution, current guidelines recommend treatment for anemia at levels <10 g/dL; however, even daily dose of ruxolitinib through week 24 was 26.2 mg (SD, 11.6), 66% of the 20-mg twice-daily £ 3 3 2 o S %
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patients with mild anemia (Hb =10 g/dL to less than the lower limit of normal) may benefit from maximum starting dose R e B - - 35% reduction = 85 i —— Vomehni 2 2007 :
T I e xolitini = !
treatment=> Table 1. Baseline Characteristics in Anemia Subgroups - > : el ’
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= The JAK1, JAK2, activin A receptor type 1 (ACVR1) inhibitor momelotinib has demonstrated consistent 9 P E— 0 T L A ohoom s e s ®
. L L - . <10 70 - No. of patients No. of patients
anemia benefits, including increased transfusion mdependence (TI) rates and reduc_ed transfu_smn | Key baseline characteristics b, hemoglobin: SRR, Splenic response rate Vomeloinb 8 75 68 s 50 51 43 37 30 Vomelotnb 8 70 65 50 46 47 40 33 27
burden at week 24, as well as spleen and symptom benefits across three phase 3 trials in patients with I, e (G0, Eas 68.5 (9.0) 65.9 (9.1) 66.5 (10.1) 65.1 (10.3) Alth hTSS t hiah h itinib th otinib in both the ITT Ruxoliinb 94 89 84 69 59 63 52 48 4 Ruxoltinib 94 85 79 65 53 57 50 43 37
I i - H Oug response I‘a eS Were |g er W| rUXO | |n| an mome O |n| |n O e BL, baseline; Hb, hemoglobin; OL, open label; SE, standard error.
mye|0f|brOS|Slo 12 Male, n (%) 50 (58) 56 (60) 88 (55) 89 (55) . ) . . o . . . aFigure depicts results through week 96 for illustrative purposes, although the study continued beyond this time point.
AT (e el B IBTVTENIAUN e i ST FofhdTst _ T i [V led onl MF subtype, n (%) population? and anemia subgroups, previous individual item analyses in the ITT population
ough the phase SIEy N (NAIDIOr—EexXpeTienced patients Wi enrofied only PMF 59 (69) 54 (57) 103 (65) 94 (59) demonstrated that rates of individual symptom improvement or stability were similar?3 “ During the double-blind treatment period, the safety profile of momelotinib was similar across anemia
those with baseline Hb levels <10 g/dL,*° outcomes with momelotinib in JAK inhibitor—naive patients PPVLME 11.(13) 12 (13) 24 (15) 28 (17) . Inthe <10 o/dL subaroun. imbrovement or stabilit in individual svmbtoms was also similar subgroups and generally consistent with that of the ITT population!? (Table 2)
with MF and anemia have not been comprehensively described PET-MF 16 (19) 28 (30) 32 (20) 41 (25) bet 9 q gb P, dp ~90% of patient yF' 4 ymp Table 2. Saf S in A ia Sub
Time since MF diagnosis, mean (SD), years 3.2 (3.9 3.1(4.4) 3.6 (4.6) 3.2(4.2) etween arms and observed in 00 pa IENtS ( Igure ) a e . a ety u m m ary I n n em I a u g ro u pS
Objective 2 4@ 22 (1) 2012 Figure 4. Individual Symptom Improvement in the Hb <10 g/dL Momelotinib (n=85)
. n o o 26 (30 20 (21 57 (3 4 (20) TEAES 0 ()
= To evaluate the efficacy and safety of momelotinib vs ruxolitinib in patients with JAK inhibitor—naive High 58 (67) 70 (74) 80 (50) 98 (60) Sub group Any TEAE 80 (94) 40 (47) 92 (97) 53 (56) 152 (96) 64 (40) 157 (96) 83 (51)
MF and anemia in the phase 3 SIMPLIFY-1 tnial TSS, mean (SD) 19.0 (13.7) 18.1 (11.9) 19.0 (13.0) 17.8 (11.4) Tiredness Early satiety Abdominal Night itching Bone pain Pain under N Fatal TEAE 2 (2) - 4 (4) - 6 (4) - 6 (4) -
Hb level, mean (SD), g/dL 8.6 (1.0) 8.7 (1.0) 9.6 (1.4) 9.6 (1.4) 100% + 0 _ _ _ __pamn _sweats_ . _ . _ jft ”bs_ iactlwty_ Hematologic TEAESs occurring in >5% of patients in the momelotinib arm (Hb <10 g/dL subgroup)
Platelet count, mean (SD), x109/L 229.3 (155.9) 292.3 (323.2) 268.8 (172.4) 300.1 (277.2) 18%  18% | 17%  15% | 11%  19% | 20%  16% 2% 13% | 18%  11% 8% 19% | 12%  19% Thrombocytopenia 18 (21) 9 (11) 32 (34) 6 (6) 34 (21) 13 (8) 53 (33) 9 (6)
_ o — TR 1319 13 (19 150 1811) a0 | I I I I I I I I I I I I I I I wge oy e wen  |zan we san 4
Tl n (%) 25 (29) 41 (44) 91 (57) 98 (60) m Neutropenia 4 (5) 3 (4) 9 (9) 7(7) 8 (5) 6 (4) 10 (6) 8 (5)
) ) ) .. e ) TD, n (%)° 49 (57) 43 (46) 53 (33) 52 (32) e 60% 1 0 Nonhematologic TEAEs occurring in >10% of patients in the momelotinib arm (Hb <10 g/dL subgro

= SIMPLIFY_]— WaS a I’andOmIZGd, dOUble'b“nd, phase 3 trlal Of momeIOtlnlb VS rUXOIItInIb N adU|t patlents Hb, hemoglobin; IPSS, International Prognostic Scoring System; MF, myelofibrosis; PET-MF, post—essential thrombocythemia myelofibrosis; PMF, primary myelofibrosis; PPV-MF, post—polycythemia vera myelofibrosis; RBC, red g 0 s 84% 89% 82% i - = - I - ( . - up)

- . - - - . - - blood ceII;gSD, standard deviation; TD, tr%lnsfusion depgengence;’Tl, t‘ran)gfusion indépendenc’e?TSS, Total Symptom Score. y , P Y ’ P POy Y ’ ’ E 40% A 79% 81% 80% 85% 86% 80% 77% 84% 85% 79% 81% 7% Diarrhea 17 (20) 1 (1) 19 (20) 1 (1) 30 (19) S (3) 32 (20) 2 (1)
W|th hlgh-I’ISk, |ntermed|at8'2—r|5k, or Sym ptomatIC (Sp|en0mega|y, hepatOmega|y, or anemla) . a Defined as zero RBC L.mits transfused and no Hb levels <.8 g/dL in the previous 12 weeks. b Defi.ned as 24 RBC units transflljsed or an Hb level <8 g/dj_ in.the previousSweeks.. o Nausea 17 (20) 1(1) 3 (3) 1(1) 25 (16) 1(1) 8 (5) 1(1)
iIntermediate-1—-risk (per International Prognostic Scoring System criteria) primary, post—polycythemia = As previously reported in the ITT population, SRRs with momelotinib vs ruxolitinib at week 24 were 20% - I Dizziness 15 (18) 0 10 (11) 1(1) 28 (18) 0 16 (10) 1(1)
vera, or post—essential thrombocythemia MF not previously treated with a JAK inhibitor (Figure 1)12 27% vs 29%, TSS response rates were 28% vs 42%, and Tl rates were 67% vs 49%12 oLwe e [ e om | aw  am |w ow | e @ | o s |9 % | ew Fatigue 13 (15) 0 11 (12) 0 23 (14) 1(1) 20 (12) 2 (1)

- : : : : : 0 - - = Hypotension 12 (14) 2 (2) 0 0 15 (9) 2 (1) 1(1) 0

= No specific Hb levels were required for study enrollment - Spleen and symptom bengflts at week 24 in the anemia subgroups were generally consistent Momelotinib (n=66): [" Declined Ml Stable [l Improved Ruxolitinib (n=79): 11 Declined M Stable [l Improved Cough 11 (13) - 9(9) - 16 (10) - 15 (9) -
. The prlmary endeInt (nOnIﬂferlOrlty) was Sp|enIC response rate (SRR, deflned as Spleen VO|Ume Wlth the ITT pOpUIatlon (Flgure 2) The MPN-SAF TSS is an 8-item, patient-reported outcome measure used to assess the worst incidence in the last 24 hours of MPN symptoms. Each item is measured from 0 to 10, with 0 corresponding to “absent” and Dyspnea 11 (13) 0 8 (8) 1(1) 16 (10) 0 16 (10) 1(1)

g - 10 corresponding to “worst imaginable.” “Declined” is defined by an increase of 23, “improved” by a decrease of 23, and “stable” by a change of <2.

redUCtlon 235‘%) from basellne) at Week 2412 n AS expected, TI rates at Week 24 were Iower |n the anemla Subgroups than |n the ITT popula’tlon, Hb, hemorg)jlobin;gMPN, myelopr%liferative neoplasm; MPN-SAFYMyeloproliferative Neo%lasm Sy)rlnptom Assessment Form; TSS, T}gtal Symgptom Score. Abdor'nina'll pain 10 (12) 1(1) 11 (12) 1(1) 16 (10) 2(2) 20 (12) 1(2)

= Secondary endpoints at week 24 included modified Myeloproliferative Neoplasm Symptom but the benefit with momelotinib vs ruxolitinib was numerically higher, particularly for the <12 g/dL = Among patients who were transfusion independent at week 24 in the <10 g/dL subgroup, EO.nS.tlpatlton _t ig 22 2 gg g ii g g ii g g

. . . . . . . . . . . ain In extremity

Assessment Form (MPN-SAF) Total Symptom Score (TSS) response rate (250% reduction) and TI subgroup (Figure 2) momelotinib was associated with numerically higher rates of both maintenance in patients who Peripheral sensory neuropathy 10 (12) . 5 5) 0 16 (10) 0 106) L

rate (zero RBC units transfused and no Hb levels <8 g/dL in the last 12 weeks before week 24)12 ) ) _ were transfusion independent at baseline and achievement of new responses in those who . o (11) 0 15 (16) 0 21 (13) 0 34 (21) 0

= Patient subgroups by baseline Hb level were defined post hoc as <10 g/dL or <12 g/dL, and efficacy and Figure 2. Key Efficacy Endpoints at Week 24 were not (Figure 5) Pyrexia 0 (11) 0 10 (11) 0 13®) 1) 16 (10) 0

Safety are summanzed descnp’uvely . ) g%fsrtgne::neaslyi/sizusg;riglc;:)ug;césal[rréagégtzrvgr;%:tz%egl::eﬁ1Ogc3[rs](;?nf(’;:ﬁgmﬁ]?é.;%z?ii’télgrlwglngf,sz%g%%:pswere defined by baseline Hb values in the safety data, which may not align with values in the efficacy data, resulting in minor
70% 1 Hb <10 g/d L Hb <12 g/d L 6206 FI g u re 5 ) TI at Week 24 I n th e H b < 10 g /d L Su b g ro u p Hb, hemoglobin; TEAE, treatment-emergent adverse event.
60% - i
. . I Momelotinib (n=86) I Momelotinib (n=159) _ CO n C I U S I O n S
fTI
F| ure 1 StUd DeS| N SIMPLIFY']. 12 2 50% A B Ruxolitinib (n=94) 47% B Ruxolitinib (n=163) Ma|_ntenanc_eo L i . . .. e .
g y gn ( ) 3 uxolitnib (n uxolitinib (n - in baseline Momelotinib (n=25) 72% = In the phase 3 SIMPLIFY-1 trial, spleen and symptom benefits with momelotinib vs ruxolitinib were
. D 40% - . 35% 0 transfusion independent Ruxolitinib (n=41) I : : : ith i b li b | | 0 2 a/d d with th
Double-blind treatment Open-label treatment LTFU 5 3106 33% . 0% 29%% patients generally consistent in patients with anemia (baseline Hb levels <10 or <12 g/dL) compared with the
o - g 30% 1 25% i New 11 ITT population
*JAK inhibitor naive N=432 N @ 0% _ beW i Momelotinib (n=61) 36%
3 . ] INn baseline . = : . . . . e
rintermediate-1, | 200 mg once daily Momelotinib non—transfusion independent Ruxolitinib (n=53) 21% = Tl rates at week 24 in patients with anemia were nearly doubled with momelotinib vs ruxolitinib (eg,
e andian v | L 4 10% - tient - >1.7-times higher in the <10 g/dL sub t 47% vs 27%), including higher rates of both
i Ruxolitinib 200 mg once daily 0 patients o o oo e ar won en et aow .7-times higher in the <10 g/dL subgroup, a 0 VS 0), including higher rates of bo
A —— 20 mg twice daily 0% - — - p— 65 response? - I Patients maintenance of Tl and achievement of new Tl
, hemoglobin; [, transtusion iInaepenaence.
Day 1 Week 24 Hb, hemoglobin; SRR, splenic response rate; T, transfusion independence; TSS, Total Symptom Score. y _ _ N o . . o .. . . . . . . .
l N IAd - s/ arlrr:érj?ezt(()e(g:]t/ifillélj?\llavgrrzug};ijaa:)r;g%3; _ﬁ)_asltlse?ézér;;r;eeztomrgﬂﬁtlznf and ruxolitinib arms, respectively, were evaluable for TSS response at week 24; in the <12 g/dL subgroup, 155 and 157 patients in the momelotinib and ruxolitinib - In the <1O g/dl_ SUng’OUp, mean Hb IeveIS through Week 24 Increased W|th m0m6|0tlnlb and u EO neWI momelotlnlb Safety Slgna|deere Identlfle% |npatlﬁnt3 ng‘; aglerrcl;a, anC(IjrateS ?f gl’adﬁ 23 h
rimary endpoin . . . : T T : _ ematologic treatment-emergent adverse events during the double-blind period were lower than those
orimary endooin Secondary endpoints (tested sequentially) * Because the <12 g/dL subgroup included the majority of the ITT population and week 24 response decreased with ruxolitinib before plateauing; during the open-label phase, mean Hb levels e T el TS
- SRR (spleon volume reduction 335% . MPN-SAF TSS response rate (0% - RBC T rate at week 24 rates were comparable, additional efficacy analyses were conducted to more thoroughly Improved rapidly in patients who crossed over from the ruxolitinib arm and remained stable with
from baseline to week 24) e DR S T e S characterize the <10 g/dL subgroup momelotinib (Figure 6A) = Overall, these descriptive analyses highlight the favorable benefit-risk profile of momelotinib in JAK
éﬁﬁpﬁg&ugé(g:gse LTFU, long-term follow-up; MPN-SAF, Myeloproliferative Neoplasm Symptom Assessment Form; RBC, red blood cell; SRR, splenic response rate; TD, transfusion dependence; Tl, transfusion independence; TSS, Total u MOSt pa'[len'[S |n the <1O g/dl_ SUng’OUp WhO Were treated Wlth elther mOme|OtInIb Or rUXO“tlnlb had - Mea’n platelet Counts remalned Stable Wlth momeIOtInlb Over tlme bUt decreased Wlth Inhlbltor—nalvepatlents Wlth myeIOfIbrOSIS and anemla! thus representlng a pOtentIaI treatment Optlon
?J{ggirggg/tf;ﬁiggTfor;tll\_/v?osssztgagiiifggﬁ)lz '(I)'rD>szt(a)éuxsl(8/9¢/aE).c>r no; defined as 24 units of RBCs or an Hb level <8 g/dL in the 8 weeks before randomization, excluding patients associated with clinically overt bleeding) and platelet count reductlon |n Spleen Volume Compared Wlth basellne at Week 24 (Flgure 3) FUXO|ItInIb (FIgUI’e GB) fOI’ thIS pOpU|atIOn
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