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Background and Objective Results
« Constitutional symptoms cause a significant burden Figure 1: Anchor-based Method at W24 Demonstrates an Fiaure 2. Patients on MMB and RUX Expberienced Fiaure 4: Health State Shifts Show Comparable Figure 5. Likelihood of Improvement on Individual Items is Similar for MMB
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for patients dlagnosed with myeloflbr03|s (MF). 8-Point Meaningful Change Threshold (MCT) Similar Meaningfu| |mprovements in Symptom Burden |mprovement on Individual Items and RUX Patients in the Overall Population
« While patient reported outcomes (PRO) instruments : Tiredness - Overall Population
such as the myeloproliferative neoplasm symptom Very Much Improved ! o — N=29 1.0 - : — et | . oR ot v
assessment fOI’m (MPN-SAF) have been prlorltlzed ! - & VMIMPNO2-WrstInc Pst 24H: Tiredness I Qé | 0.947 0.576 1.557
to interpret efﬁcacy in recent yearS, the fOCUS haS _ Much Improved I—.—i N= 156 % . MMPNO2-Wrst Inc Pst 24H: Early Satiety : : ¢ | 1.195 0.764 1.868
been on doma|n Ievel rather than |nd|V|dua| 58—.’ Mlnlma"y Improved Ne 108 _-dg_-‘. ' . - MMPNO2-WrstInc Pst 24H: Ab Discomfort } ¢ i | 0.814 0.503 1.317
Symptom ChangeS % : "'ma Improvement n Deteriomtion MMPNO2-Wrst Inc Pst 24H: Night Sweats } O E | 0.736 0.466 1.162
.. . . . . . o o | L N— c 0.6 < I > MMPNO2-Wrst Inc Pst 24H: ltching | ¢ : | 0.752 0.434 1.303
» Clinical trials investigating JAK inhibitors for MF < No Change . Pt eE® S i ; & o Ml |
have historically measured symptom improvement = Miimally Worse - . s -2 e T T T . e e — L " o
using a landmark analysis requiring a minimum 5 04- : S MMPNOZ-W““”CPS”““-Pa'”L_R'.bs ’ 1020 o616 1691
50% reduction from baseline in total symptom score Much Worse | o N=7 £ i e I vors comparater | s treamens v v
(TSS) over the IaSt 28 dayS Of the 24'Week § 0.2 = : 20 Comparator= RUX; Treatment = MMB 0!2 OI.4 OI.6 0!8 :il 1!2 I 1!6I ;
treatment period. However, this analysis requires 25 20 -5 10 -5 0 5 “
vastly different absolute TSS improvements for TS5 Points Change From Baseline (Mean, 95% Cl) S D= =" ' No Change o - 6. Likelihood of I dividual | < Similar for MMB
patients with very high (symptomatic) or low » An 8-point change was derived to ensure that patients at 40 20 . 2 = ] a:IgduI;eU)i Plat?elntzoin ::)henslplr.r?vte;nmeantti::on ull\:ti:: tems Is Similar for
baseline TSS (asymptomatic) to reach responder the lower bound of the confidence interval (Cl) in the No Numerical Change in MPN-SAF TS5 " hone | Mid | Moderste | Severe | Visewre | None | Mid | Moderate | Severe | .severe ymp P
status. Change category (i.e., symptomatic patients at a value of S — — MMB | MMB | MMB | MMB | MMB  RUX RUX RUX RUX RUX _ o .
» A Phase 3 clinical study, SIMPLIFY-1, randomized -7.9, not shown) were not considered to have achieved e ———"——— e — e e st s — — —
432 intermediate and high risk JAK inhibitor (JAKI the MCT (Fig. 1, Overall Population). . ' ' i ' . |
2 mermeciate and tg s MMB( ) (Fig p ) | | . Cumulative distribution function (CDF) curves Baseline TSS in the MMB arm was 18.98 while BL TSS in the MPNO2-WrtInc Pt 24H:Early Satiety i . .
naive patents 1.1 10 momelotni ( ) or « AtW24, 39% of MMB and 41% of RUX patlentS in the PR : RUX arm was 17.48 (Table 1) MMPNO2-Wrst Inc Pst 24H: Ab Discomfort - : ! 0.851 0.508 1.427
litinib (RUX). Non-inferiorit the MPN-SAF : . . demonstrated comparable distributions of change from BL ! o
ruxolitinib ( ). Non-inferiority on the overall population, respectively, showed a meaningful : : « While MMB patients were more likely to report severe or ver MIMPNO2-Wrst Inc Pst 24H: Night Sweats | L 0.775 0.467 1286
TSS t dooint at Week 24 (W24 . . . for MMB and RUX in both the overall (Fig. 2) and P y P y 8 | >~
FeSpONSE Tale SNUPalN’ ar 1Yee (W24) was improvement of 2 8 points. In the symptomatic symptomatic population (not shown). severe scores on items at BL, the proportion of patients in the MVIPNO2 Wrst nc Pst 24H: ching , — 0710 0398 1268
nOt met (MMB 28% vs RUX: 42 /0)’ however, o pOPUIation’ 56% and 58% of MMB and RUX patients7 Severe/very severe CategOrieS decreased Similarly for both MMPNO2-Wrst Inc Pst 24H: Bone Pain | ig | 1.058 0.603 1.855
improvement in each of the 7 TSS items was similar respectively, achieved an improvement of = 8 points (not _ . . MMB and RUX at W24 (data for all items not shown). VIMPNOZ-Wrst Inc Pst 24H; Pain L Ribs | . . oses 0571 611
for MMB vs RUX. shown). Figure 3: Heterogeneity of Individual ltems of the BL « Correspondingly, the proportion of patients in the none/mild MIMPNOZ-Wrst Inc Pst 24H; Inactivit _ L on 0508 1657
- To understand the di luated i i TSS value PONEINGYY, The Prop P S T | |
O understian e ISCI’epancy, we evaluale Table 1_ Improvement iNn Symptom Burden IS Near the CategOFIeS Increased Slml|al’|y fOI’ bOth MMB and RUX at W24 Favors Comparator :Favors Treatment
overall and symptomatic populations and applied MCT for Both MMB and RUX ~ rrechess BB ——— . [iore 4 shows the proportion of patients reporting none/mild Comparator= RUX; Treatment = MMB - RS B LS.
item analysis to the MPN-SAF and mixed effect Symptomatic Population | _ _ : _
models for repeated measures (MMRM) to the OverallPopulation (Baseline TSS>10) Farly Satety tlredge_ss increased in the overall population by 21.2% vs
MPN-SAF TSS for SIMPLIFY-1. MMB RUX MMB RUX Ab Discomfort 21.0% in MMB vs RUX. * The odds ratios and confidence intervals that overlap 1.0 for each item in the
. Methods = = = (=21 =217 A= 1) NI 1 wighesweats * The magnitude of improvement in MMB vs RUX was similar for overall (Fig. 5) and symptomatic population (Fig. 6) demonstrate that
. Anal ducted in th i Baseline | all items in the overall population and symptomatic population. likelihood of improvement are similar for MMB and RUX.
nalyses were con ucted in t € overa LS mean(SE) 18.98(1.726) | 1748(1.738) | 251301915) | 23.110.915) tching
< pationts with baselng TS5 2 10) to remove the |22
as patients with baseline TSS = 10) to remove the OverallChange from Baselne _— COﬂClUSIOnS
distribution of asymptomatic patients. LS mean(SE) 635(1.089) 7.87(1.081) -8.80(1.429) -10.46(1.408) B y : : : : . . : .
» The meaningful change threshold (MCT) was e ——— Inactivity - SIMPLIFY-1 is the only head-to-head Phase 3 study comparing two highly active JAKi in the MF disease setting yet was impacted by low
determined using Patient Global Impression of —— oo _ oo _ 0 10 0 30 4 00 60 0 s % 100 symptom burden at BL because of the failure to restrict enrollment to symptomatic patients.
Change (PGIC) then applied to a within-subject oy NTEYE ) IRy _ % of Subjects « SIMPLIFY-1 may have also been impacted by the heterogeneity and imbalance in symptoms across MMB and RUX arms at BL.
responder analysis. Table 1 shows the MMRM based TSS ch f - MO RLE2E3 WA WS HO N NG HO WO « This study evaluated the MPN-SAF TSS using MMRM rather than the SIMPLIFY-1 secondary dichotomous responder endpoint definition
* MMRM compared mean change in TSS from BL able 1 shows the ase change trom BL. . . L (e.g., 50% improvement on the MPN-SAF TSS) and assessed the contribution of each individual item to symptom response.
to W24 using data from all visits « Mean within-subject improvements was 6.35 points (MMB) * Figure 3 shows the MPN-SAF TSS item distribution at BL o . . . .
9 ' . . o in the overall population usina aaareaate data from both  The MMRM and individual item results contrast with the % change binary responder endpoint.
« The distributions of TSS items were examined at and 7.87 points (RUX) in the overall population, both near Pop J a99rey L . o . .
. o ithin-subi DO MMB and RUX treatment arms.  Similar improvements in mean TSS were shown by MMRM. A minimal between-group difference of 1.52 on the 70-point as well as
baseline (BL) and shift in scores at W24 (health but less than the within-subject MCT of 8-points. In the . . . o . .
state shifts) were determined symptomatic population, the mean was 8.8 points (MMB) » The proportion of patients at BL with none (0 points) or comparable item health state shifts at W24 suggest that MMB provides clinically meaningful and comparable symptom improvements to
. Odds ratios from generalize d.estimating and 10.5 points (RUX), both exceeding the MCT. mild symptoms (1-3 points) ranged from 36% (tiredness) RUX in JAK_i_—naTve patients with intermediate and high-risk MF. These analyses require further validation in independent data sets based
equations (GEE) for improvement on MMB . Treatment effect of between-treatment group comparison to 77% (itching) (Fig. 3, Overall Population). on the modified MPN-SAF.
relative to RUX were calculated for each item of (LS mean) was 1.52 (SE 0.675) on a 70-point scale in the « Tiredness was the most prevalent and most severe item « Supplementing the TSS responder rate endpoint with discriminatory methods of TSS analysis quantifies important aspects of treatment
the TSS using multiple predictive imputations for overall population, and 1..67 (0.9.17) in thg symptomatic reported at BL. response and allows for a more comprehensive understanding of symptom benefit.
missing data. populations, demonstrating relatively equivalent results. ***Poster previously presented at virtual ISPOR May 17-20, 2021***
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