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Anemle_l |s_ a k(_ey hallmark of myelc_)flbr03|s (MF); over one_ thlrd_ of patients are anemic at dle_lg_n05|s, and The subgroup with Hb levels 19 g/ij at baseline mc_;luded 180 patients (42%), while the subgroup Fiaure 3. SRR at Week 24 in the Hb <10 a/dL Subarou Fiaure 6. Mean Hb Levels (A) and Platelet Counts (B) Over Time in the
0
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 - [ Vomelotinib (n=86) 9 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 " W Ruxoliinib (n=94) A. e omenp S B et o opensbe o
. . - . . . . . - .5_ ouble-pblin ase | en-labe ase = 350_ ouble-Dblin ase | en-labe ase
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 ;  Momelofinib
: . : 54 _ _ _ . 2 _ ®  10- o = : —— Rusxolitinib
compromise clinical efficacy= = In the subgroup with baseline Hb levels <10 g/dL, the mean daily dose of momelotinib through week s, < ' | S 3007 : Crossoverto OL momelotini
= 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 §§ 10 - £ g 95 c g o |
. . . . . . . g . . . - -0
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 g8 3 Z o- 5%
. . . . .. . . . -30 — |
patients with mild anemia (Hb =10 g/dL to less than the lower limit of normal) may benefit from maximum starting dose E ----------------------------------------------------------- --35% reduction r Tl i —— Momalotin 5 2007
treatment®® T bl 1 B I' C h t : t' i A i S b 50 - * o i C:g(s?slol\r/]:ar to OL momelotinib ‘%
. o . . dapie 1. badseline aracteristics In Anemia ou roups - ' ‘ ' ! ' ' ' ' & 150-— ' ‘ ' ' ' ; ' '
= The JAK1, JAK2, activin A receptor type 1 (ACVR1) inhibitor momelotinib has demonstrated consistent 9 P T 70 B Wei?(s v R ® o Weiis v R
. L L - - g 70 - No. of patients No. of patients
f)nedmla btenefltks,2|Arr1clud|ngI Imcrealsed trar:jsfus,lor: mdgpen?tence (TI) trﬁtes aEd recéutc_eclj tl_’ansftjlsmtn " Key baseline characteristics Hb, hemoglobin; SRR, splenic response rate. Momelotnio 86 75 68 85 50 51 43 7 30 Vomelotnlo 8670, 65 50 46 47 40 3B 27
uraen at wee , dS Well as spieen and symptom benetits across tnree phase rails 1N patients wi Age, mean (SD), years 68.5 (9.0) 65.9 (9.1) 66.5 (10.1) 65.1 (10.3) _ . o o Ruxolitinib 94 89 84 69 59 63 52 48 41 Ruxolitinib 94 85 79 65 53 57 50 43 37
mye|0flbrOS|S1O-12 Male, n (%) 50 (58) 56 (60) 88 (55) 89 (55) : Although TSS response rates were hlgher Wlth rUXOIItInIb than momeIOtInlb n bOth the ITT aBII;fg?JarZe(;Zri;ctl-s',br’er;i?so’?r:?:&gh?/\ll_éeokpgg lf(a)}:ﬁ:LStEa’tis\;[Zn;uarI:ogtra:réIthough the study continued beyond this time point.
Although the phase 3 MOMENTUM study in JAK inhibit i d patients with MF lled onl WF subtype, n (%) population’? and anemia subgroups, previous individual item analyses in the ITT population
| | . . . . g . . 1 1 1 1 N 1 1 I
ough te phase Sy in inhibrior-experienced patients wi enrofied only PMF 59 (69) 54 (57) 103 (65) 94 (58) demonstrated that rates of individual symptom improvement or stability were similar3 * 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 BPVLME 1 (13) 12 (13) 24 (15) 28 (17) e In the <10 o/dL subaroub. imbrovement or stabilit in individual svmotoms was also similar subgroups and generally consistent with that of the ITT population’2 (Table 2)
with MF and anemia have not been comprehensively described PET-MF 16 (19) 28 (30) 32 (20) 41 (25) 9 grotip, Imp o ) y ymp - .
Time since MF diagnosis, mean (SD), years 3.2 (3.9) 3.1 (4.4) 3.6 (4.6) 3.2 (4.2) between arms and observed in >90% of patients (Figure 4) Table 2. Safety Summary in Anemia SUbg roups
Objective — 2(2) 4 22 (14) 20 (12) Figure 4. Individual Symptom Improvement in the Hb <10 g/dL
26 (3 20 21 57 39 15 29) TEAES, n ()
= 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) SUbg roup 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 trial TSS, mean (SD) 19.0 (13.7) 18.1 (11.9) 19.0 (13.0) 17.8 (11.4) Tiredness Early satiety | APdominal Night ltching Bone pain | F@in under 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% + e _ pam _sweats_ Ieft "bs Inact|V|ty Hematologic TEAEs 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% 1% | 8%  19% | 12%  19% Thrombocytopenia 18 (21) 9 (11) 32 (34) 6 (6) 34 (21) 13 (8) 53 (33) 9 (6)
Platelet count <100x109/L, n (%) 13 (15) 13 (14) 15 (9) 18 (11) 80% - Anemia 14 (16) 10 (12) 36 (38) 26 (27) 27 (17) 12 (8) 67 (41) 44 (27)
T, n (%)ab 25 EZQ; 41 E44; 91 §57; 98 260; 2 o Neutropenia 4 (5) 3 (4) 9 (9) 7(7) 8 (5) 6 (4) 10 (6) 8 (5)
. . . . e ey s . TD, n (%) 49 (57 43 (46 53 (33 52 (32 g ] oo Nonhematologic TEAEs occurring in >10% of patients in the momelotinib arm (Hb <10 g/dL subgroup)

[ | SIMPLIFY‘1 WaS a randOmIZGd, dOU ble'bllnd, phaSG 3 trlal Of mome|0tlnlb VS FUXO|ItInIb |n adU|t patlentS Hb, hemqglobin; IPSS, Interr_wat.ion.al Prognostic_Scoring System-; MF, myeIofjbro_sis; PET-MF, post—essential thrombocythemia myelofibrosis; PMF, primary myelofibrosis; PPV-MF, post—polycythemia vera myelofibrosis; RBC, red % 79% 81% 80% 85°/ 6% 5 77% 849 pkL 85% 790/ 4% 89% " 2% 770/ Diarrhea 17 (20) 1 (1) 19 (20) 1 (1) 30 (19) 5 (3) 32 (20) 2 (1)
with high-risk, intermediate-2—risk, or symptomatic (splenomegaly, hepatomegaly, or anemia) i s 2510 RBG un ransuse i o Hb e <6 G101 s 15 weck. - Deied 2524 KBC unis fansuse o an Ho evel < gl inhe prvius  weeks o ° mEw 8”’ Nausea 17 (20) 101 39) 101 25 (16) 101 8 (5) 101
intermediate-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 I I 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)'2 27% vs 29%, TSS response rates were 28% vs 42%, and Tl rates were 67% vs 49%12 L | o o% 3% 1% % 0% | 8% 3% 3% 5% 3% o% 6% 4% Fatigue 13 (15) 0 11(12) 0 23 (14) 1(1) 20 (12) 2(1)

- : : : : : o - - 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 benefits at week 24 in the anemia subgroups were generally consistent Momelotinib (n=66): [ Declined [l Stable [l improved Ruxolitinib (n=79): 1 Declined MStable Mimproved el 1 (13) . 9(9) . 16 (10) . 15 (9) 0
= The prlmal’y endeInt (nOnInferIOrlty) was SplenIC response rate (SRR, deflned as Spleen V0|ume Wlth the ITT poleIatlon (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)
. - 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 2350/0 from base“ne) at Week 2412 m AS expected, TI rates at Week 24 were Iower |n the anemla Subgroups than |n the ITT populatlon’ Hb, hemo%lobin;gMPN, myeIopr%Iiferative neoplasm; MPN-SAF},/Myeloproliferative Neo%lasm Sy)r/nptom Assessment Form; TSS, T):)tal Syn?ptom Score. Abdominal pain 10 (12) 1(1) 11 (12) 1(1) 16 (10) 2(1) 20 (12) 1(1)
= 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, (Ff°f‘s_t'pat't"” ) 1883 g zg g 122: g :jg; g
. . . e . . . . . . . ain in extremity
Assessment Form (MPN-SAF) Total Symptom Score (TSS) response rate (250% reduction) and Tl subgroup (Figure 2) momelotinib was associated with numerically higher rates of both maintenance in patients who Peripheral sensory neuropathy 10 (12) . 5 5) 0 610) 0 106) )
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 Headache 9 (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 35) Pyrexia 9 (1) 0 10 (11) 0 13 (8) 1 (1) 16 (10) 0
f t . d d r t|Ve| . . ?i%]‘::gnir;il)i/ﬁi:usl)et:gglug;cé :IITpEaEEr;t;r\gr;% :t(z(c;ieglaesde?ogciﬁz g: ;ﬁgltgr;;?é.:rz: Z?ftité/ S?gly7cjef,si%bgr;£%ups were defined by baseline Hb values in the safety data, which may not align with values in the efficacy data, resulting in minor
Sa e y are Summarlze eSC Ip y 70% A Hb <10 gIdL Hb <12 gldL 62% Flgure 5. TI at Week 24 In the Hb <1 O gldL SUbg roup Hb, hemoglobin; 'IgEAEp treatrﬁent-emergent adverse event. d 9rotp:
F' 1 St d D : (SIMPLIFY 1)12 °0% 1 B Momelotinib (n=86) I Momelotinib (n=159) Maintenance of Tl CO“CIUS'O“S
igure 1. u esidn - 2 50% { [l Ruxolitinib (n=94) 47% B Ruxolitinib (n=163) : : o . . . . .. .
9 y 9 5 BN ornR . in baseline Momelotinib (n=25) 72% = |n the phase 3 SIMPLIFY-1 trial, spleen and symptom benefits with momelotinib vs ruxolitinib were
9 40% - . 359 38% transfusion independent Ruxolitinib (n=41) : . . . . . :
Double-blind treatment Open-label treatment | TEU 5 319, 33% - 209 209% patients generally consistent in patients with anemia (baseline Hb levels <10 or <12 g/dL) compared with the
- g 30% - 25% ° ITT population
«JAK inhibitor naive N=432 Momelotinib & 20% . ':ew -:-_I Momelotinib (n=61) 36% POP
. . . (o in baseline o o . . . . . e cpr s
:2:::2:3:::§;and high- e 200 mg once daily Momelotinib oo non-transfusion independent Ruxolitinib (n=53) 21% = TI ratgs at w_eek 24.1 in patients with anemia were r;early dczubl_ed W|th momelotlnlb vs ruxolitinib (eg,
risk patients Ruxolitinib 200 mg once daily ‘ N patients P >1 .7-t|mes higher in the <1 0 g/dL subgroup, at 47% vs 27%), including higher rates of both
«Platelet counts =50x109/L 20 mg twice daily SRR 1SS response? - SRR 1SS response® - o o T e oot Patients maintenance of Tl and achievement of new Tl
Day1 Week 24 Hb, hemoglobin; SRR, splenic response rgte; T.I,transfusion ir}d_ependence;".I'S.S, Total Symptqm Score. N . . . . o . - o . . . . - . . . .
l . IA o s/ arlrr:];Ijerezl)(()egt/ieléI;u‘?vgrrzu:\;aﬁjaabr;g 23?; _ﬁ)_aétgarrwéz:;rtgz Ztoxezlitglf 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 <1 0 g/dL SUbgroup, mean Hb IeveIS through Week 24 Increased Wlth m0me|0t|n|b and | l‘I\]l() netWI morntelot;n|b Stafety Slg ntalsdwere |dent|f1|:edd Inpatilf]nt(Sj Wltbrll aglergla, andd rateS (I)f gra(;l:ﬁ Z3th
rimary endpoin . . . - P . - ematologic treatment-emergent adverse events durin e double-blind period were lower than those
e S ———— = 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 observedgwith el 9 9 P
i i e _ . o . e . .
SRR (oo volme reduction 335% - MPN-SAF TSS response rate (50% - RBC TD 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) : s;;cirfa)t:(;?vs:::“; o ek  Rate of RBG transfusion at week 24 characterize the <10 g/dL subgroup momelotinib (Figure 6A) = QOverall, these descriptive analyses highlight the favorable benefit-risk profile of momelotinib in JAK

.éAK, \:anugkinase; 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 patlents |n the <1O g/dL SUbgroup WhO Were treated Wlth elther momelotlnlb Or rUXO“tlnlb had - Mean platelet Counts remalned Stable Wlth momeIOtInlb Over tlme bUt decreased Wlth |nh|b|t0r—na|ve patlents Wlth myel()f'brOS'S and anemla’ thus representlng a pOtentIaI treatment Optlon

ymptom Score. . . . . o . . . R . . . . . . Hini H I I

Z‘Lrggin;gg/tl_,as;iggxm1e0r;t/|\_/v;sss,2tz)aglil1egg/tl>_):'(I)'rID>32tg(t)Lis18%(/aE).or no; defined as =4 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) I'UXO|ItInIb (FIgUI’e 6B) fOf' thlS pOpU|atI0n
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