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* Anemia, defined by hemoglobin (Hb) levels below the lower limit of normal, is a key hallmark of myelofibrosis

(MF) that often progresses over time, representing a high medical need-3
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Anemia l.s ?szc'?ted with ”Ie.gat'l‘l’ ?\A?:”?"tky of lfe in patt'f”tls with MF and s included as a negative Baseline CharaCte”St:CS’ as previously reported, are summarized in Table 1 Figure 2. RBC Transfusions Per Patient Throughout the Baseline and Treatment Figure 4. Scatterplot of Individual Baseline-Period vs Treatment-Period
rognostic factor for survival in a risk assessment tools' 4 . [ i ion i ion i [ i : . . e
prog . . . | | | 35 pf 41 patllen’Fs (85%) ha.d a numerlc reduction in RBp transfusion intensity on treatment (Figure 2; noted Periods RBC Transfusion Intensities
- Red blood cell (RBC) transfusions are a mainstay of anemia management in MF but are associated with by increase in lighter shading during the treatment period)
further detriment to quality of life and survival and impose a substantial healthcare resource burden%7-° « Transfusion intensity of 0 during the treatment period correlated well with TI-R (primary endpoint) Baseline period Treatment period
+ Cytopenias, primarily anemia, are associated with lower spleen and symptom responses and shorter + When patients with similar baseline-period transfusion intensities were grouped using ordinal bins (Figure 3), t’a“Sf:rSi°a'l‘ti2‘::a“S“Y tra"Sfl:iOEﬁi:;iz‘s“y ¢
overall survival in patients with MF treated with ruxolitinib, and prognostic modeling highlights the negative 90% (37/41) showed improved (26/41) or stable (11/41) intensity on treatment, including 9 patients (22%) who P ' perp -
impact of RBC transfusion requirements during the initial 6 months of ruxolitinib treatment0.1" became RBC transfusion-free for the entire treatment period s 2 2 2w ! 2 2 2 11 1 2 2 2 40 °
» Thus, reduction of transfusion burden represents an important clinical consideration in MF  This is consistent with the individual baseline-period vs treatment-period RBC transfusion intensities per @ 2 2 2 4 2 2 2 2 2 2z 2 2 2 2z 2 3 ‘gz
- Momelotinib is an oral inhibitor of JAK1, JAK2, and activin A receptor type 1 (ACVR1) that has demonstrated patient (Figure 4); 35 patients (85%) fell below the diagonal, indicating reduced transfusion intensity on e ————— g3 )
consistent spleen, symptom, and anemia benefits across 3 phase 3 clinical trials in patients with JAK treatment, while 6 patients had modest increases in transfusion intensity on treatment (2 with marginal -__— a2 3 g
inhibitor—naive and JAK inhibitor—experienced MF (SIMPLIFY-1, SIMPLIFY-2, MOMENTUM)!2-14 increases were counted as “stable” using the ordinal bins in Figure 3) 40 2 2 2 2 2 2 2 31 g o 37
+ The phase 3 clinical trial program was supported by a phase 2 translational biology study in patients with + The mean RBC transfusion requirement of 3.2 units per 28 days during the baseline period (range, 1.5-6.0 T : 55
transfusion-dependent (TD) MF, linking the anemia benefits of momelotinib to ACVR1-mediated regulation units) was reduced to 1.7 units per 28 days (range, 0.0-6.0 units) on treatment (Table 2) w0 2222l 2 2 2 29 % é 27
of hepcidin and iron homeostasis'® - Improvement in RBC transfusion burden during the treatment period was also evident in the leftward shift of i - e = 2 ! 20 222 —— =
20 2 2 2 2 21 2 2 2 2 2.7 -
- Across momelotinib clinical trials, anemia benefit was assessed via a strict, prespecified definition of the cumulative distribution function curve compared with the baseline-period curve, reflecting an overall lower N — - . . ) 5 5 Z 5 !
transfusion independence response (TI-R), defined in the phase 3 trials as no RBC transfusions for =12 distribution of transfusion intensities on treatment (Figure 5) 00 2 2 a0 2 2 2 . o2 24 oo ° o
weeks immediately preceding the end of week 24, with all Hb levels 28 g/dL12-14 15 2 ) 2 2 2 2 2 2 2 24 U | R | O | |
L . ) 55 2 2 22 3, 1 1 22 2 23 0 1 2 3 4 5 6
* However, this binary response/nonresponse endpoint may not fully characterize the treatment effect on Table 1. B li Ch teristics15 —— » - i 5 i P 5 5 smm  wm
overall RBC transfusion burden in patients with MF, as reductions that do not meet the threshold for able 1. Baseline Characteristics B 22 2 22 Baseline period intensity (RBC units per 28 days)
(P ; ) v I 20 2 2 2 2 22
transfusion independence may nevertheless be meaningful Baseline characteristics (N=41) :ZL -—— 2 2 2 2 2 2 2 Each circle corresponds to a patient. Circles below the diagonal indicate reduced transfusion intensity on treatment; circles above the diagonal
Obi ti Age, mean (SD), years 70 (9.0) -% s 121 12 ) — - - 2 2 e Eggat;éngge:jec: I:fanstSIon intensity on treatment.
jective Male, n (%) 26 (63.4) Fa 2 22 2 2 15
- . L ite, n (% . s w2 1 4
+ To evaluate the effects of momelotinib on the RBC transfusion burden of the total study population in a phase ¥Vh|te fnlv(llf ) o 36 (87.8) = -— b 3 22 1 ) ; . , :: . . . L. . . . .
5 (e, weing meve] SElses e e eepans e i raien TErst ilc;:Fo , n (%) 32780  Ess—— ; ) o Figure 5. Cumulative Distribution Function for RBC Transfusion Intensity
. s 2 oma 2 2 07
PPV-MF/PET-MF 9 (22.0) 20 2 2 1 2 % 0s
DIPSS risk, n (%) 0 2 22 2 1 0.5 1004 —
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Phase 2 Study (Figure 1)1516 Intermediate-1 5(12.2) | 2 y A -5
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« This was an open-label, phase 2, translational biology study (NCT02515630) of momelotinib (200 mg once In.termedlate-2 22 (83.7) - g 2 o * :: 80 o
daily) in TD (=24 RBC units in the 8 weeks prior to first dose) patients with intermediate-risk or high-risk MF ngﬁ — . 14 (34.1) -—— o0 Treatment period "= '
across 13 sites in the US and Canada JAK inhibitor naive, n (%) 36 (87.8) 25 1 2 2 ! e e - )
i i i i L ! z i aseline perio
+ Patients were treated for up to 24 weeks, at which time they discontinued or entered an open-label extension litnelsieeihizdisgnosis el bhyyears 3.3(28) il = ’ - o § 60 - !
RBC TD, n (%)? 40 (97.6)° 20 2 2 | - 5 e
study (NCT02124746) - . : S w— S 0o 8 2
T , , , RBC units transfused <8 weeks prior to enroliment, mean (SD) 6 (2.3) : | o I S
+ Clinic visits were at screening, baseline, enroliment (first dose), and weeks 2, 4, 8, 12, 16, 20, and 24; RBC Hb, mean (SD), g/dL 8.3 (1.0) 202 2, B 0.0 & i
. .. _ .. ’ L . . 20 2 2 ' %00 S 404 __,----l
transflusmfns t\)/yere ric:ordedI attgvew visit, I"ab(:re(ljtory tvagUﬁs were retcccl)rded tat allhon. tl.”teatment visits, and Hb <8 g/dL, n (%) 12 (29.3) g , - § s a
samples for biomarker evaluation were collected up to 6 hours post dose at each visi PLT count, mean (SD), x10°/L 181 (129.9) | | | | | | | | | | | | | | | | o -
« The primary endpoint was TI-R by week 24 (defined as no RBC transfusions for any period 212 weeks on Spleen volume, mean (SD), cm? 2057.1 (1299.8) 56 —42 28 -4 | 14 28 42 56 70 84 98 112 126 140 154 168 20_'_1
study); additional endpoints included transfusion response rate, splenic response rate, Total Symptom Score TSS, mean (SD) 20.73 (14.7) : Study day | — i
i i 15 . : : < ' > 0 . . . B
response rate, safety, and exploratory biomarker analyses, and all have been previously reported JAK2V617F mutation positive, n (%) 28 (68.3) Baseline period | Treatment period Transfusion intensity, RBC units i
+ Of 41 TD patients enrolled, 14 (34%) achieved the primary endpoint of TI-R by week 24> BMF grade 3, n (%) 30 (73.2) Patients are sorted from highest to lowest treatment-period RBC transfusion intensity. Numerals along each bar indicate the number of RBC units 0 E I : : :
Time-Dependent Transfusion Burden EPO, mean (SD), mlU/mL 444 (770) thaBncsfigdbg;gﬁl‘l_d%{;ntgr‘]ffz; ;;a;jggf:dgﬁgfrzgponse 0 2 4 6
- Time-dependent transfusion burden (number of RBC units administered per 28 days) was tracked for every Ferrit.in., UL (_SD)’ ng/mL 1328 (1324) :Egiga;tes pfati_ents W_T? rtnet @refpritmharg encil_point (_Tl;jR)é:;3 tave: et of dashod o) and fremtment oeriod (U o 168 dave f o onts. ndioated b Transfusion intensity (RBC units per 28 days)
patient, with corresponding mean baseline-period (56 days prior to enroliment) and treatment-period (up to Hepcidin (morning), mean (SD), nM 36.9 (24.1) gt of bars.ight of dashed ine). Shading incloates intensiy over the antire baseine or seatment perod. rom the mimmum of 0 1o he maximum of & B res oo col
168 days on treatment for most patients) intensities per patient BMF, bone marrow fibrosis; DIPSS, Dynamic International Prognostic Scoring System; EPO, erythropoietin; Hb, hemoglobin, JAK, Janus kinase; MF, RBC units transfused per 28 days. ® Defined as 0 RBC units transfused for any period 212 weeks on study. » red blood cell.
lofibrosis; PET-MF, post-— tial thrombocythemi lofibrosis; PLT, platelet; PMF, pri lofibrosis; PPV-MF, post—polycythemi
» Baseline-period vs treatment-period intensity for each patient was illustrated via scatterplot, and cumulative mﬁ.ﬁflbiﬁili RBC, red f)(l):odec?eslle;nTll?), tr;zr:fucs)i?n ;:;)Enr:ey:t;o'll'sg:sl'?otal Syngtgri Score. Prmery MyOTRIes® Postpolycythemia vera
distribution functions were generated a Defined as 24 RBC units in the 8 weeks prior to first dose. ® One patient enrolled without a confirmed transfusion history and was categorized as a . . . . .
nonresponder at week 24. Figure 3. Shift Table of Change in RBC Transfusion Intensit i
+ For additional visualization of shifts in RBC transfusion burden on treatment, patients were grouped jointly 9 9 y COHCIUSIOHS
based on baseline- and treatment-period intensities per 28 days into ordinal bins based on the number of Left of diagonal = Right of diagonal = , . - : :
. . . . . . . - - * In a phase 2 study of 41 RBC TD patients treated with momelotinib, 85% (35/41) achieved a numeric
RBC units transfused: exactly 0 units, >0 to 1 unit, >1 to 2 units, >2 to 3 units, >3 to 4 units, and >4 units Table 2. Summary Measures of RBC Transfusion Intensit : : — >
un . xacty T un _ ! .I _ un .u ! . _I _ _ un ry y improvement/reduction worsening/increase reduction in RBC transfusion requirements on treatment compared with baseline
+ Summary measures for the total study population, including mean change in RBC transfusion intensity from Baseline Period o _ _ _ _ _ _ . . . o _
baseline, were also calculated Intensity per 28 Baseline Treatment - 75% of patients had transfusion needs =2 Transfusion |;1|;eBn:|:)rll g:::? ;22 ;r;:)tment period® . Us-lng ordinal bins to group patients based on ba§ellne-perlod .and treatrr.l(.ant--perlod mtensﬂy of RBC
days, RBC units period period RBC units per 28 days units transfused per 28 days, 90% (37/41) experienced a decline or stabilization of transfusion
Figure 1. Study Design (NCT0251 5630)15’16 M‘l\a/ﬁ:ir(nsuaz 3.21(;.5) 1_70((1).5) . QH patients needed 21.5 RBC units per 28 n (%)? 0 >0 to 1 >1 to 2 >2to0 3 >3 to 4 >4 (ba?éf?.f.e)- :eqU|;ements on t:iatme;pt; ?o ptatlentts w.erz RBC transfusion-free at baseline, but 9 {22%) had no RBC
: : . ays o : ransfusions over the entire treatment perio
B we P"margn‘:j":ois:t?"da"y 25th percentile 2.0 0.2  The mean transfusion need was 3.2 RBC ) _ o _ _ ,
(N=41) Screening®  Enrollt - W4 W8 W12 W6 W20  Waa 50th percentile 3.0 16 units per 28 days 2 0 n=0 + Mean change in transfusion intensity from baseline was —1.5 RBC units per 28 days, a decrease from
(- Agex18years A ( . = ) g Tratmenperio - ) T::‘;z:: 75th. percentile 4.0 2.7 Treatment Period ‘E -% >0tod n=0 paseline of =o0%
P RV CrAZIE L Baseline period momelotinib 200 mg once daily extension study Maximum 6.0 6.0 . 50% of patients had transfusion needs <1.6 é ® « Overall, these novel transfusion burden analyses demonstrate that binary transfusion independence
DIPSS high, intermediate-2, or ' 2'8 : = 5'6 8|4 14 > 110 1%;NCT02124746) Change in intensity per 28 days from baseline period to RBCO: un?c s per 28 days ' 55 12 6 (46) 4 (31) n=13 response/nonresponse (34% transfusion independence responders in this study) may not fully capture
symptomatic intermediate-1 risk | Day =56 (W24) treatment period, RBC units® + Some patients needed 0 RBC transfusions 22 >2t03 2 (22) 2 (22) n=9 the anemia benefits of momelotinib, which was associated with reduced RBC transfusion burden in the
RBC TD= Key secondary endpoint Megn_ (SD) -1.5(1.3) + The mean transfusion need was 1.7 RBC units s 5 majority of patients (85%)
PLT counts =50x109/L Primary endpoint _ * Transfusion response rate by W24 (RBC transfusion Minimum ' -4.7 per 28 days £  >3t04 1(8) 1(8) 4 (31) 2 (15) n=13 . . .
s Neiertrert dacis B0 DR By (RS G s independent for any period 28 weeks on study) 25th percentile -2.5 _ 2% + The RBC TD population and frequent assessments in this phase 2 study were advantageous to the
(<21 days bofore frstdose. :f;pweer;tn; rf]oslitalgi)penod ?thg\r/ ;r;gptzlw; 4mcluded: . o 50th percentile -1.9 Change From Baseline @ >4 1(17) 2(33) 1(17) n=6 present analysis, but limitations include the small sample size and lack of a comparator arm
. TsSsg :t Wos : B; :n Zrker analyses 75th percentile -0.6 + On average, transfusion need on treatment With this oh 2 stud i £ of t for th | RBC t fusion burd |
: was reduced by 1.5 RBC units per 28 davys : . - - - - - - - < Wi is phase 2 study providing proof of concept for the nove ransfusion burden analyses
BL, baseline; DIPSS, Dynamic International Prognostic Scoring System; Enroll, enroliment; JAK, Janus kinase; PET-MF, post-essential thrombocythemia Maximum 1.0 - Gi th y b line- : (5) t it y f Total (during treatment) n=9 n=8 n=4 n=11 n=7 n=2 N=41 d ibed h imil | in the | d ized lled ph 3 di f lotinib
myelofibrosis; PLT, platelet; PMF, primary myelofibrosis; PPV-MF, post—polycythemia vera myelofibrosis; RBC, red blood cell; SVR35, spleen volume reduction RBC, red blood cell. lven the mean aseline perl_o intensity o RBC. red blood cell escribed here, similar analyses in the larger, randomized controlled phase 3 studies of momelotini
235%; TD, transfusion dependent; TI-R, transfusion independence response; TSS50, Total Symptom Score reduction 250%; W, week. o 2 Negative numbers indicate improvement (reduction) in RBC transfusion burden. 3.2 RB.C units per 28 days, this represents a a Percentage of baseline transfusion intensity category. ® Rounding was applied to place patients in each ordinal bin/category; as a result, changes in are ongoing
a TD defined as 24 RBC units transfused in the 8 weeks prior to the first dose of momelotinib. b 28 to 21 days prior to first dose. ¢ 7 (+2) days prior to first dose. reduction of =50% intensity during treatment that did not result in a change in ordinal bin from baseline may not be apparent
d Day of first dose. ’
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