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Introduction Results

*  Momelotinib, an oral activin A receptor type 1 (ACVR1), Janus kinase 1, and Janus kinase 2 _ __ _ _ _ _ __
inhibitor, has previously demonstrated clinical activity on symptoms, anemia, and spleen Figure 1. Momelotinib Is the Only Drug Tested Head-To-Head Versus Figure 4A. Over Half of the RUX-Randomized Patients Required Dose Table 1. Momelotinib Was Well Tolerated Two Weeks After XO From RUX
volume in Janus kinase inhibitor (JAKI)-naive and JAKi-experienced patients with RUX and Has Extensive Experience With Immediate Transition After Modification by Week 24 RUX > momelotinib Momelotinib — momelotinib
myelofibrosis in the SIMPLIFY-1 (NCT01969838), SIMPLIFY-2 (NCT02101268), and RUX (SII\/I PL| FY-l) (n=197) (n=171)
MOMENTUM (NCT04173494) phase 3 studiess Randomized = 0
. . . . . . Dav 1 ~Year 7 baseline RUX Randomized
— These phase 3 studies have provided extensive experience with momelotinib y Week 24 dose (n=217) week 24 RUX 0 Max Max Max Max
administered in over 500 patients after receiving RUX | | /f | dose (n=197) n (%) Total grade 1/2 | grade 3/4 Total grade 1/2| grade 3/4
P d Double-blind RT Open-label ET Follow-up l
— This includes patients who transitioned immediately from RUX to momelotinib without _ | | | o ' AT @G BE Dl — .
: S vera . : . : : :
tapering or washout of RUX IAKi-naive 3 Momelotinib 200 mg daily (n=215)
* Preclinical and clinical translational studies have demonstrated the ability of momelotinib to Double-blind — § . /w U e NEUEEs 14 (7.1) 13 (6.6) 1 (0.5) 3 (1.8) 3 (1.8) 0
improve anemia and transfusion dependency via its differentiated suppression of N=432 <J RUXBID (n=217) ee ose 59 mg
ACVR1-mediated hepcidin production®* 5 Diarrhea 12 (6.1) 11 (5.6) 1 (0.5) 3 (1.8) 3 (1.8) 0
* A majority of patients are at risk for decreased overall survival (OS) after discontinuing RUX.° XO to momelotinib =-Baseline=RUX-dose 20-mg- Week 24 RUX dose 20 mg [l
Also, prognostic negative risk factors of spleen length, RUX dose reduction, and red blood cell 200 mg daily (n=197) NS 4 ; — Week 24 RUX dosé <10 mg I Fatigue 12 (6.1) 10 (5.1) 2 (1.0) 1 (0.6) 1 (0.6) 0
transfusion requirement predict decreased OS after 6 months of RUX treatment’ 2
g g LSymplomsioweek2d i27i 9 (4.6 9 (4.6 0 1(0.6 1(0.6 0
- Momelotinib has previously demonstrated that achievement of week 24 transfusion S 3 Spleen volume every 12 weeks RUX, ruxolitinib. Dizziness (4.6) (4.6) (0-6) (0-6)
independence response (TI-R) is associated with prolonged OS? S ¢ . . .. .
P P (TIR) | P g o o il Tlresponse «  Of the 217 patients randomized to RUX, 197 crossed over to OL momelotinib. Dosing Headache 9 (4.6) 8 (4.1) 1 (0.5) 0 0 0

*  Here, we des;_cribe d retrospect_i\(e a_maly3|§ of data focusing on the timing and clinical BID, twice a day; ET, extended treatment; JAKi, Janus kinase inhibitor; RT, randomized treatment; RUX, ruxolitinib; T, information was available for all 197 patients who completed 24 weeks of RT with RUX

outcomes of immediately transitioning patients from RUX to momelotinib transfusion independence; XO, crossover. - RUX patients were dosed twice daily across 4 starting doses (total daily doses of 10, 20, 30, Pruritus 9 (4.6) 9 (4.6) 0 2 (1.2) 2 (1.2) 0
: . _ : : and 40 mg) based on baseline platelets
| Flg_ure _2' Momelo?'mb Provided Rapid Impr_oyement in Hgb and - Among the 197 patients who completed 24 weeks of RUX treatment, 112 (57%) required a dose Anemia 8 (4.1) 2 (1.0) 6 (3.0) 4(2.3) 1(0.6) 3(1.8)
mererons ) Ligand amp2, BMPs — @D Maintained Splenic Volume After the Transition From RUX to modification (interruption or reduction)

QA  liokine EPOR/MPL Hepatocyte v i Cough 8 (4.1) 8(4.1) o) 0 o) o)

tmml:lmmmmmmmmmﬂmmmlumllliMM«ﬂm««ﬁﬂ«ﬂlﬂﬂﬂMﬂlﬂMﬁﬂW«a cellular 1 12 - i SIMPLIEY-1 2500

(LY membrane . T . .
o U:KZ Bveal | g Flgu_r(_e 4B_. Transition to Momelotinib Required _Infreq_u_ent DoseT | Rash 6 (3.0) 6 (3.0) 0 1 (0.6) 1 (0.6) 0
JA“d nepcidin | s romer ron: I 11 e — 2 Modifications and Was Very Well Tolerated During Initial Transition
N—— )1( O OTINE _|>‘< / erythropoiesis -2000 § Period and Beyond Vitamin B1 deficiency 5(2.5) 5(2.5) 0 0 0 0
o 1 JAK2 STAT §:§ 5 10 é oL lotinib
o ] S c _ momeiotini Back pai 4 (2.0 4 (2.0 0 0 0 0
m ’M‘“ ’ S RUX — momelotinib XO (30 Randomized week 24 starting dose (n=197) o el (2.0) (2.0)
- p ~. . T === Momelotinib Hgb 1500 o RUX dose (n:197) l _
94 - Erliés'j)?,;: RUX to momelotinib Hgb 3, l Night sweats 4 (2.0) 4 (2.0) 0 2 (1.2) 2(1.2) 0
Dysregulated JAK-STAT signaling in myelofibrosis drives Chronic inflammation also drives E -_:_- “R"SQQS'%:Z'Q“SSL‘TSQJ"'“'“E

overproduction of inflammatory cytokines, bone marrow hyperactivation of ACVR1, elevated i Crossover: RUX to momelotinib spleen volume Thrombocytopenia 4 (2.0) 0 4 (2.0) 4 (2.3) 4 (2.3) 0

fibrosis, systemic symptoms, and clonal proliferation hepcidin, dysregulated iron metabolism, 8 l ? l l l l 1000

resulting in extramedullary hematopoiesis and and anemia of myelofibrosis#® 0 12 24 36 48 60 72 § AE, adverse event; RUX, ruxolitinib; XO, crossover.
splenomegaly®* Weeks h - In both treatment arms, the majority of AEs within the two weeks after XO from RUX to
RO "o a1 156 139 W1 : = momelotinib were grade 1-2

ACVR1, activin A 1; BMP, b h ' in; EPOR, erythropoieti ; JAK1/2, J N 3 : . : . ..

Kinase 1,2?:\\,1',2,_, {ﬁycjlﬂmﬁgfaﬂve |euke$n?§ gg{gin?gseﬁfgl%?t;g‘thers aga?r:ﬁ J;’f;’gf;,’};;‘;;‘i’fr anus Spleen, n IQQ/IST(eIotImb 31471 %8? %gj 122 ijg gg ﬁg § % * No RUX .cytoklne release/withdrawal symptoms were observed after immediate transition to

homolog 1/5; STAT, signal transducer and activator of transcription. _ o aseline XO momelotinib"dose150'mgfl = momelotinib from RUX

Hgb, hemoglobin; RUX, ruxolitinib; XO, crossover. \
- Reduction in mean spleen volume between momelotinib and RUX was not statistically different over 0 '
24 weeks of treatment (P=.7853) L Baseline XO momelotinib dose <100 mg || CO n C I u S I O n S
Obj e ctiv e « After the RUX to momelotinib transition, mean spleen volume was maintained well beyond week 24 OL, open-label; RUX, ruxolitinib; XO, crossover. - Momelotinib has undergone unique and extensive an alysis in
: : : : : . . . 0 . . — . . _ - - - - -
Figure 3. Approximately Half of the RUX-Randomized Patients With Q;iﬁ/odgc;g)L momelotinib, 90% (177/197) of patients initiated momelotinib at the full 200-mg patients who transitioned from RUX without tapering or washout of
To conduct a retrospective analysis to evaluate the clinical outcomes of administering Non-TI2 at Week 24 Converted to Tl by 12 Weeks After the Transition to RUX
momelotinib immediately after stopping RUX, without tapering or washout of RUX e : _ : : : ce . : :
Momelotinib Figure 4C. OL Momelotinib Dosing Remained Relatively Constant From » Transitioning to momelotinib from RUX can rapidly improve
50 45.7% XO to 12 Weeks After XO anemia and shift patients to Tl without compromising splenic
o 407 control
g 304 _ : : : :
£ - Momelotinib requires once-daily dosing, infrequent dose
= 207 . : : : ..
o modifications, and Is very well tolerated during the transition after

* In the phase 3 SIMPLIFY-1 study, JAKi-naive patients with myelofibrosis (N=432) were 0- RUX and beyond

randomized 1:1 to momelotinib or RUX Week 4 Week 8 Week 12 : : :
Weeks on study after RUX — momelofinib transition | - No symptoms associated with withdrawal were observed when
After the.2.4 week (6 rr_lo.nth) randomlzgq treatment (RT) perlqd patients could continue D4 TR e patients transition ed from RUX, which is often a clinical issue
momelotinib (momelotinib — momelotinib) and those randomized to RUX could cross over to _ - . . . . o Week 12 dose ST _
.. N . ) _ RBC, red blood cell; RUX, ruxolitinib; TD, transfusion dependence (defined as requiring RBC transfusion 24 units in the 8 When transitionin between JAKlS
open-label (OL) momelotinib (RUX — momelotinib) immediately, without tapering or washout, weeks before randomization); TI, transfusion independence; TR, transfusion-requiring (defined as patients who required 9
for up to day 168 transfusions but did not meet the criteria for TD). . T - ARl AietErnG) mrarElaf Ay T ecleriey st SR wilh e
Baseline-XO-dese-100-mg ek 12 dose 100 m: o .

- Clinical data including dosing, spleen volume, transfusions, hemoglobin, and safety * In SIMPLIFY-1, the proportion_ of RUX-randomized patients with transfusion independence (TI) oL bl XO . J h : f : : y b’ f d
assessments from week 24 (at crossover [XO]) through OL treatment were analyzed to decreased from 70% at baseline to 49% at Week 24  OPENIabel, 2, CTOSSOVEr tapering or was OUt,_ IS sale, malnta!nS. symptom gne It an | |
characterize clinical outcomes after transitioning from RUX to momelotinib. Symptom scores « Of the RUX non-TI2 patients at week 24, 92 crossed over to momelotinib with 45.7% achieving - Of these 177 patients, 133 (75%) remained at 200 mg after 12 weeks spleen Volume, and IMProves anemia in patlents with myeloflbr03|s
were collected only during RT (baseline to week 24) TI at week 12
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