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Introduction

« Janus kinase (JAK) inhibitors are effective for improving symptoms and reducing spleen volume for
most patients with myelofibrosis (MF)-3

- However, safety profiles can differ, and some approved JAK inhibitors have been associated with
hematologic toxicity such as anemia and thrombocytopenia®2

Figure 1. ORs for Safety Outcomes Figure 3. ORs for Anemia Outcomes

Table 1. Demographics and Baseline Characteristics Before and After Adjustment

o Vi inhibi Tal i it Comparator Comparator Favors
;I'he JAK1/JAK2/activin A receptor type 1 inhibitor momelotlr_ub r_mas shown consistent benefit in Outcome o Ess moFrz\;?;znib pgzxr,;t)ir:ib\ OR (95% CI) P yalue Outcome ouimtion fss  moremrs OR (95% C) P alue
erms of spleen response, symptom response, and transfusion-independent rates when evaluated MAIC vs MAIC vs < > —_—
in3 phase 3 trials (SlMPLlFY—1, SlMPLlFY—Z, and MOMENTUM)4'6 Momelotinib pooled PERSIST-2/PAC203 PERSIST-2 Any AE (grade 3/4) PERSIST-2 80.128 —=— : 0.26 (0.14-0.49) <.001 . |

. P.acritinib. is an orgl kinase inhibitor te}rgeting JAK2/fms r_elated receptor tyrgsine | ?Seli;;l';el_?:\l(uftme"t - - Momelotinib Any serious AE PERSIST-2 80.128 —=— | 044 (0.23-0.83) 011 Hb improvement 21 g/dL PERSIST-2 (BL Hb <10 g/dL) 47.644 - 4.89 (1.52-15.71) .008
kinase 3/|nterleqk|n 1 receptor associated kinase 1 that is approved for patients with MF and severe SIMPLIEY.S o Momelotinib Pacritinib after Pacritinib . Abdominal pain PERSIST-2 & PAC203 97425 . 087 (036:208) 752 Hb improvement 22 g/dL PERSIST-2 (BL Hb <10 gidL) 47.644 | . 340 (0.83-13.86) 088
thrombocytopenia (platelet counts <50x%109/L)3 ’ after adjustment | (PERSIST-2/ : (PERSIST-2; = :

. . . e . . MOMENTUM; N=448) | (ESS=97.43) PAC203; N=128) adjustment N=1062) Diarrhea PERSIST-2 & PAC203  97.425 —=— | 0.51(0.28-0.91)  .024 §

» Understanding differences in safety, tolerability, and anemia outcomes between momelotinib and : (ESS=80.13) o 5 Clinical Hb improvement 22 g/dL®  PERSIST-2 (BL Hb <10 g/dL) 47.644 :—= 3.00 (1.14-7.88)  .026
pacritinib can help inform treatment choices in MF Dizziness PERSIST-2 80.128 5 106(0.43-262) 896 | | | |

* In this analysis, we report the results from an indirect treatment comparison (ITC) of safety _ . NA (assumed to Fatigue PERSIST-2 & PAC205 - 97425 - 089(041-1.90) 779 5 10 15
outcomes between momelotinib and pacritinib in JAK inhibitor—experienced and JAK inhibitor—naive Age, median, years 68 68 be 68) 67 67 Nausea PERSIST-2 & PAC203  07.425 —=—— | 0.41(0.23-0.73) 003 o
patients with MF Peripheral edema PERSIST-2 & PAC203 ~ 97.425 —&————— | 0.34(0.13-0.90)  .030 > rate

Anemia outcomes with ORs >1 indicate outcomes favoring momelotinib.

Male, % 60.5 63.0 63.0 49.3 64.9 Pyrexia PERSIST-2 80.128 = 0.59 (0.23-1.50) 266 BL, baseline; ESS, effective sample size, Hb, hemoglobin; OR, odds ratio; RBC, red blood cell.
: @ Hb improvement of 22 g/dL at anytime through week 24 (for =28 weeks, rolling) and not taking into account Hb levels <4 weeks from RBC transfusion,

Prior JAK inhibitor t ¢ Y 59 2 63.2 63.2 44.6 44.6 Vomiting PERSIST-2 80.128 : 0.32 (0.14-0.70) .005 or no RBC transfusion for 28 weeks (rolling).
L L rior INNIDITOr treatment, . . . . . |
0 bjeCtlve ’ Anemia (any grade) PERSIST-2 & PAC203 97.425 = ; 0.62 (0.34-1.15) 133

. o o . _ MF subtype, % Thrombocytopenia (any grade) PERSIST-2 & PAC203 97.425 — 0.60 (0.34-1.06) .076 Figure 4- RDS for Anemia Outcomes

« To compare safety and anemia outcomes between momelotinib and pacritinib in patients with MF Primary MF 60.3 72.4 72.4 58.5 74.3 Anemia (grade 3/4) PERSIST2 & PAC203 07 425 i 041(020087) 020
Post—polycythemia vera 20.5 18.8 18.8 27.5 18.9 |
Post—essential thrombocytopenia 192 88 8.8 14.0 6.8 Thrombocytopenia (grade 3/4) ~ PERSIST-2 & PAC203 ~ 97.425 ~—=———! 048 (0.25-0.93) 031 Comparator s

| | | | | Outcome population ESS momelotinib RD (95% ClI) P value
DIPSS/IPSS risk category, %° 0.5 1 1.5 2 2.5 -
Intermediate-1 16.7 20.0 20.0 18.9 18.9 Safety out  ORs <1 indicate out o ofinit Odds ratio |
o c 0 0 ] . arety outcomes wi S Indicate outcomes ravoring momeilotnio. i > - ' = -
- Matching-adjusted indirect comparison (MAIC)”-2 was used to compare safety outcomes from phase 3 ::_ter:medlate-Z gg-z g;g g;g g;‘; g;‘?l AE. sverse ovent: ESS. offective sample size, OR, e e Hb improvement 21 gldL PERSIST-2 (BL Hb <10 g/dL) 47.644 5 0.31(0.11:0.52) .003
momelotinib trials and phase 20r3 paCI’ItInIb trials Nogt available 0.2 0.0 0.0 0.0 0.0 Hb improvement 22 g/dL PERSIST-2 (BL Hb <10 g/dL) 47.644 - - 0.16 (-0.01t0 0.34) .066

- Safety outcomes occurring in 215% of the momelotinib arm of SIMPLIFY-14/SIMPLIFY-25/
MOMENTUM® or the 200-mg pacritinib arm of PERSIST-2%/PAC203"° were analyzed TSS, %

Clinical Hb improvement 22 g/dL? PERSIST-2 (BL Hb <10 g/dL) 47.644 - 0.25 (0.04-0.46) .021
- Grade 3/4 anemia and thrombocytopenia were considered primary outcomes; other safety 29 90.1 100 100 100 NA Flgure 2. RDs for Safety Outcomes

. : : >1 69.1 76.9 100 100 100
outcomes occurring in 215% of patients were considered secondary outcomes 3 0 01 02 03 04 05
- Hemoglobin (Hb) improvement at week 24, which included Hb improvement of 21 g/dL and 22 g/dL S P, T Outcome Contion ESS Favors  Favors  RD(95%C)  Pvalue | | N | N Risk difference
(in patients with baseline Hb <10 g/dL) and clinical improvement in Hb was also assessed; sensitivity 0:1 87.1 099 5o o7 o7 emeicinl> _pecriinly QE??AZJG‘:Z”ESZ,“!F&ERZ :;rmf Ztiie?unﬂf,)?z;;ﬁg;? REC, ed blood cell; RD, risk difference.
: . : : : . . 2-3 12.3 13.1 12.2 12.2 10.8 . : . . o :
ana|yses with and without inclusion of Hb levels in the 4-week post_transfus|on penod were _ Any AE (grade 3/4) PERSIST-2 80.128 = -0.32 (-0.46 to -0.18)  <.001 ® Hb improvement of 22 g/dL at anytime through week 24 (for 28 weeks, rolling) and not taking into account Hb levels <4 weeks from RBC transfusion,
: . . 11 Not available 0.0 0.0 0.9 0.0 1.4 ; or no RBC transfusion for 28 weeks (rolling).
performed, as it was unclear how this was handled in PERSIST-2 (as presented at SOHO 2022') _ o Any serious AE PERSIST-2 80.128 g i ~0.19 (-0.33t0 -0.05) .08
-~ Hblevels <4 weeks from RBC transfusion were excluded; scenarios including Rg’:pg:g::l‘sm" status, % 269 a6 e . a5 6 8 Abdominal pain PERSIST-2 & PAC203 97425 - 002 (-012100.08) 746 e ]
post-transfusion Hb levels were also explored Independent 435 45.7 45.7 50.0 50.0 Diarrhea PERSIST-2 & PAC203  97.425 . | ~0.15(-0.28t0 -0.03) .017 LI m ItatIOI'IS
—  Clinical improvement in Hb was defined using International Working Group criteria®?: Requiring 17.6 15.8 27.8 14.4 29.7 o |
. . . . . : : : : : Dizziness PERSIST-2 80.128 T 0.01 (-0.11t0 0.13) .897 o . _
improvement of 22 g/dL at anytime through week 24 (for 28 weeks, rolling) and not taking into Not available 0.0 0.0 0.9 0.0 1.4 o ERSISTa & PACIOS 9745 | 002 (01310010 775 - Evaluable outcomes were limited by published aggregate data, so not all were feasible to compare
. . . atigue - . - -0.02 (-0.13to 0. . . _ . _ _ . .
accoun.t Hb Ievel§ SAT weeks from RBC .transfusmr\, or no RBC trar-13fl.Js.|on for-28 wee.ks (rolling) Hemoglobin <10 g/dL, % 62.2 65.0 65.0 50.5 59 5 Nauces ERSIST2 & PAGR0S 07 428 . 5 015, (-0.25 10 -008) 002 - Despite adjusting for prognostic factors/effect modifiers, MAIC analyses may be subject to unmeasured/residual
* The analysis population included JAK inhibitor—experienced and JAK inhibitor—naive patients, as ' | T ' ' confounding
PERSIST-2 enrolled both populations and separate data were not reported Platelet count <50 X10%/L, % 6.1 42.7 42.7 41.9 41.9 Peripheral edema PERSIST-2 & PAC203  97.425 — | ~0.11(-0.20t0 -0.03)  .008 . - . . . . . .
Pyrexia PERSIST-2 60,128 L 0.06(01510.08) 245 - Comparisons between momelotinib and pacritinib were subject to limitations due to differences in inclusion
- ;/%1%12§é|\/cllPl{lFY-1 /Slll\é;gllzs\'(l:zzmc/:otMElNTUM dat? V\I/Ieretcompare?_vts pociled PERSI?{T-d | ENE i 145 NA (assumedto . 15 | i 0'12( 0'20 603) ' criteria, the lack of reported baseline characteristics that may act as prognostic factors or treatment effect
ata or vs -2 data alone, as not all outcomes of interest were reported in ’ ' be 14.5) Vomiting PERSIST-2 80.128 5 ~0-12(-0.2010-0.03) 006 modifiers, and potential differences in outcome definitions in Hb improvement due to insufficient clarity in the
PAC203 Anemia (any grade) PERSIST-2 & PAC203 97.425 = : -0.07 (-0.17 t0 0.02) 121 com i i i
_ : . . . . parator trial publications
. Tal i i ini ' DIPSS, D ic International P tic Scoring System; ECOG PS, Eastern C tive Oncology G rf tatus; ESS effecti le size; IPSS, International P tic Scori i : = 5 - - . . : . .
Momelotinib patient data were reweighted to match momelotinib and pacritinib populations on Systor; ITT, intent to treat; JAK, Janus kinase: MAIG, matching-adjusted indirect comparison: MF, myelofibrosis; NA, not available; RBC, red blood el TSS, Total Symptom Score. - Thrombocytopenia (any grade) - PERSIST-2 & PAC203 97,425 s O11(022100.01) 066 - Anemia outcomes were based on a subpopulation of patients with available Hb data
baseline characteristics prlOrltIZGd by expert clinical InpUt aBaseline characteristics were available for the subset of 74 patients from the ITT population; population matching was performed assuming that baseline characteristics in both sets (=106 and n=74) Anemia (grade 3/4) PERSIST-2 & PAC203 97 425 S -0.11 (-0.20 to -0.03) 010
. ; : were similar. ® The median age in PERSIST-2 and PAC203 was 67 and 68.5 years, respectively; thus, the median age in the pooled pacritinib cohort was assumed to be 68 (scenarios using 67, 67.5, and - '
- FOF Safety outcomes, MAICS VS PERSIST'2 were Carned OUt by matChmg pODU|at|0nS on JAK 68.5 years provided similar results). ¢ High- and intermediate-risk myelofibrosis in SIMPLIFY-1 was reclassified according to the DIPSS definition to facilitate comparability across studies. ¢ Definitions of Thrombocytopenia (grade 3/4) PERSIST-2 & PAC203 97 .425 = : -0.14 (-0.25t0 -0.02) 019
i ihi i i i i baseline t fusion ind d dt fusion d d h ized with the definiti d in PERSIST-2 and PAC203. ¢ Th di Ipabl I length in PERSIST-2 and PAC203 ' -
InthItOr exposure’ Dynamlc Internatlonal Prog_ nOS_tIC Scorlng SyStem (DlPSS), TOtal Sym ptom w?asse;geanrjn1s4ucsrlr?,n r;r;peegz\r:el??(’zﬁuz? th;anrlz;zlr(\)npalﬁgg?e zr;f:er\:v Ieéﬁgtr?rinrj?(ﬂlez Zoo\fclald pa?:ritﬁlilgl(I:(;rrl:)rltJ sviaslrt])e assumed toa rl:1>e 14.5 cm (scenearirgz Il‘.’T‘Qian)]a&aaneds1p5€§rrr‘1 r?rnog\]/idelg similar resulti,r;. | | | | | | CO n CI us I o ns
Score, platelet counts, spleen length, transfusion independence, hemoglobin levels, Eastern -04 -03 -02 -01 0 0.1
Cooperative Oncology Group status, and age; MAICs vs PERSIST-2/PAC203 were additionally - After adjustment, patient populations were mostly well balanced with an acceptable ESS (Table 1) Safety outcomes with RDs <1 indicate outcomes favoring momelotinib. Risk difference - These results suggest that momelotinib provides a more favorable safety profile and improved anemia
adjusted for sex and MF subtype ~ ESS for safety outcomes was 97.43 for comparisons vs pooled PERSIST-2/PAC203 AF, adverse event; ESS, effective sample sfze, RD, risk difference. outcomes vs pacritinib
- For.?nbelmﬁbogtc;omes, MAICs vs PERSIST-2 were carried out in a subpopulation of patients with ~ ESS for safety outcomes was 80.13 for comparisons vs PERSIST-2 - Momelotinib was also associated with greater odds/possibility of Hb improvement of =1 g/dL or =2 g/dL (Figure 3 and 4) - Patients treated with momelotinib had fewer grade 3/4 and serious AEs as well as fewer gastrointestinal AEs
aval_: © - 2 .ad 5 _ dored iab ] o - For anemia outcomes in a subpopulation of patients with available Hb data, the ESS was 47.64 for comparisons vs PERSIST-2 ~  Outcomes were similar regardless of whether post-transfusion Hb levels were excluded (Figure 3 and 4; significant and hematologic AEs, including grade 3/4 anemia and thrombocytopenia, compared with patients treated
o Trans l#slo? in epenI ence (résépsc;nts;]e testlm?tes werlcle considered unreliable, as they resulte - Momelotinib had numerically favorable results for most safety outcomes, with statistically significantly lower odds and risk for alll for Hb improvement of 21 g/dL) or included (OR, 30.6 and 8.1 and RD, 0.69 and 0.36 for Hb improvement 21 g/dL with pacritinib
in an effective sample size at was too sma : - Ay P . : S : :
_ _ P o _ grades of diarrhea, nausea, peripheral edema, _ and 22 g/dL, respectively; both significant) - Momelotinib-treated patients also showed a significantly higher odds of Hb improvement of 21 g/dL vs
. OddsI ra_t|os gQRs), risk ratios, and risk differences (RDs) between outcomes were estimated after and vomiting as well as grade 3/4 and serious adverse events (AEs) (Figure 1 and 2) - Sensitivity analysis adjusting for different matching characteristics showed consistency in results for point estimates pacritinib
population adjustment - ORs and RDs for anemia and thrombocytopenia (grade 3/4 or any grade) favored momelotinib vs pacritinib, significantly so - imi ' i ' L . :
o | _ o | _ f o 3/ ytop (9 Y9 ) P g y For all safety ogtcomes, MAIQ rgsults were similar across the dlﬁergnt scenarios 1_‘or DIRSS and median spIee:n - These results suggest that momelotinib is a safe and tolerable treatment and may provide improved anemia
* Sensitivity analyses with alternative models adjusting for factors that were considered as medium or or grade 3/4 events length, suggesting the uncertainties around the conversion of International Prognostic Scoring System to DIPSS in OIS i AT BT T
lower importance per clinical guidelines, such as MF subtype and spleen length, were also performed - No identified safety outcomes were significantly less likely with pacritinib SIMPLIFY-1, and the exact median spleen length in PAC203/PERSIST-2 did not affect MAIC conclusions
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