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fedratinib (FED) safety in patients (pts) with myelofibrosis (MF)

Introduction Results

+ Janus kinase (JAK) inhibitors are a mainstay of myelofibrosis (MF) treatment,
with proven ability to improve symptoms and reduce spleen volume for most
patients’-3

- Safety profiles can vary, however, and some approved JAK inhibitors such as
ruxolitinib and fedratinib have been associated with hematologic toxicity and

+ After adjustment, patient populations were well balanced (Table 1)

 In JAK inhibitor-experienced patients, adjustment for Dynamic International
Prognostic Scoring System, Total Symptom Score (TSS), platelet counts, spleen
volume, Hb levels, and spleen length resulted in removal of significant
imbalances between the momelotinib and fedratinib groups on all identified outcome

Figure 1. Comparison of Safety Outcomes in JAK Inhibitor—
Experienced Patients

Figure 3. Sensitivity Analyses in JAK Inhibitor—Naive Patients
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- Head-to-head comparisons of momelotinib and ruxolitinib in the SIMPLIFY-1 identified potential adjustment factors except for transfusion status

and SIMPLIFY-2 trials demonstrated that momelotinib had a more favorable
hematologic adverse event (AE) profile vs ruxolitinib4°

+ Because data comparing momelotinib vs other JAK inhibitors are limited to
ruxolitinib, we performed an indirect treatment comparison (ITC) of safety
outcomes between momelotinib and fedratinib in JAK inhibitor—experienced
and —naive patients with MF
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Table 1. Demographics and Baseline Characteristics Before and
After Adjustment
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« Sensitivity analyses were performed due to discrepancies noted between peer-
reviewed manuscripts'® and regulatory documents’-'3in the JAK inhibitor—naive
population data for fedratinib (Figure 3)

« Comparisons were over 24 weeks for all outcomes except any-grade

Fedratinib

Fedratinib Momelotinib
(JAKARTA; | (SIMPLIFY-1;
N=96) N=212)

Momelotinib
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* In JAK inhibitor—-experienced patients, momelotinib was associated with a
significantly lower risk of grade 3/4 anemia, any-grade anemia, any-grade
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For the JAK inhibitor-naive population, sensitivity analyses were conducted
to assess the impact of potential differences in TEAE definitions and/or
assessment periods when reporting of these factors was unclear or may
have differed across different sources of fedratinib safety data
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DIPSS, Dynamic International Prognostic Scoring System; ECOG PS, Eastern Cooperative Oncology Group performance status; ESS estimated sample size; IPSS,
International Prognostic Scoring System; JAK, Janus kinase; MF, myelofibrosis; MFSAF, Myelofibrosis Symptom Assessment Form; PET, post-essential
thrombocytopenia; PPV, post—polycythemiavera; RBC, red blood cell; TD, transfusion dependent; Tl, transfusion independent; TSS, Total Symptom Score.

2TSS definitions varied between SIMPLIFY-1/SIMPLIFY-2/IMOMENTUM and JAKARTA/JAKARTA-2. Definitions were harmonized to use the 6 items from MFSAF
v.2.0 used in JAKARTA/JAKARTA-2.° JAKARTA excluded patients with IPSS scores of intermediate-1. Matching was performed using an aggregate categorization
of intermediate-1 and intermediate-2 scores. ¢ Transfusion status definitions varied between SIMPLIFY-1/SIMPLIFY-2/MOMENTUM and JAKARTA/JAKARTA-2.
Definitions were harmonized to use definitions reported in JAKARTA-2. 9< Median (JAKARTA); estimated using a threshold of 10.7 g/dL. #= Median (JAKARTA);
estimated using a threshold of 10.7 g/dL.

any-grade diarrhea, any-grade nausea, grade 3/4 TEAES, serious AEs, and
TEAES leading to dose reduction (Figure 2)

* No identified outcomes were statistically less likely with fedratinib

* Median exposure duration was 24 weeks for momelotinib and 30 weeks for
fedratinib

The favorable safety profile is consistent with what has been observed vs
ruxolitinib in SIMPLIFY-1 and SIMPLIFY-2, particularly with respect to rates of
anemia and thrombocytopenia®>

These data support the use of momelotinib as a safe and tolerable treatment
option for JAK inhibitor—experienced and JAK inhibitor—naive patients with MF
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