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Introduction Results
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symptom score reduction of 50% from baseline (TSS50) with ruxolitinib at Week 24.° Weight (kg), median (min, max) 77.5(54.7,141.9) Median duration of SVR35 response, weeks NR 5 ‘: 5 50 / 5 o0 /
: o : : 2 ® 2 . G C I
Probability of maintaining response declines as early as Week 12 following response in Trarjrsfus;on.sta.tuds, n (g’) 3990 Median follow-up time from SVR35 response, weeks 31.9 (18.1, NA) . . C
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= Here, we present long-term follow-up of these Phase 1 patients as well as exploratory data on . B - - -
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Figure 2. Study Design of Phase 1 of XPORT-MF-034 Hyponatremia 5 (35.7) = Selmexor plus FUXO|IT[InIb treatment showed 100% probability of maintaining TSS50 with I .
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Patients with Do§e level 1 (n=3) D:fe level 2 (n=3) - N—4108 . Decreasgd appetite 4 (28.6) Observed in Samples From Patients Receiving Selinexor Plus Ruxolitinib = Selinexor plus ruxolitinib had a generally tolerable and manageable side-effect profile.
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.g‘geggegzte'z’ or high-risk 15/20 mg BID) :/SESR Neutropenia 1(7.1) (n=10) I 100% (11/11) of patients who achieved SVR35 response at Week 24 maintained response
+ Platelet count 2100x10/L - PK analysis Atrial fibrillation 1(7.1) LNt : after a maximum of 78 weeks and a median of 32 weeks follow-up.
Cycle is defined as 28 days. Leukopenia 1(7.1) R oy IR o 100% (7/7) of patients who achieved TSS50 response at Week 24 maintained response
Treatment-related AEs leading to treatment m Crononnes : | o B D R e T A after a maximum of 64 weeks and a median of 51 weeks follow-up.
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Thrombocytopenia, Grade 3 1(71) mreese IL-16 IFN-Y IL-12p40  IL-10 IL-1Ra ® |n this exploratory biomarker analysis, signals of promising efficacy were associated with

= Safety population: All patients in the 60 mg cohort who had at least one dose of selinexor. evidence suggestive of disease modification, indicating that selinexor plus ruxolitinib has the

Peripheral neuropath 1 (7.1 IL-6 IL-7 . . o . .
. . . . . . . P pathy (7.1) _ _ _ L _ _ _ potential to become a novel, first-line treatment for JAKi-naive patients with MF.

= Durability analysis population: All patients treated with 60 mg selinexor who achieved ® In patients treated with selinexor plus ruxolitinib, early, rapid, and sustained reduction of | | | |

response at Week 24 for SVR35 or TSS50, respectively. = Most nausea events were Grade 1 (75%); one patient had Grade 3 nausea (no antiemetic proinflammatory cytokines was observed (Figure 5). Reduced VAF for all three MF driver genes and rapid and sustained reduction of pro-
= Biomarker analvsi lation: All patients who had at least one dose of selinexor (40 m prophylaxis). At baseline. 76% of the 75 ’ vzed | d4in ME | 4 with inflammatory cytokine production were observed with selinexor plus ruxolitinib treatment,

iomarker analysis poputaton. All p NN . . : J | | L . t baseline, 76% of the 75 cytokines analyzed were elevated in M samples compared wit suggestive of disease modification and impact on the biological hallmarks of MF.
or 60 mg) and had longitudinal exploratory clinical biomarker data available, including variant = 64% of patients received one prophylactic antiemetic. Among the subgroup who received healthy donor samples (data not shown). _ _ _ _
allele frequency (VAF) at baseline and Week 24 or plasma cytokine levels at baseline and one prophylactic antiemetic, 67% of patients experienced nausea (Grade 1 only) compared L - - - . Early cytokine reduction at Week 4 correlated with SVR35 achievement at Week 24 and was
. o . . . . . In the majority of patients treated with selinexor plus ruxolitinib, early (by Week 4) and sustained to EOT
Week 4 (Cycle 2, Day 1) and end of treatment (EOT). with 100% of those who did not receive prophylactic antiemetic (Grades 1-3). : . : . . :
sustained (into EOT) decreases in proinflammatory MF-relevant cytokines were observed, _ _ _ _ oL
= Most vomiting events were Grade 1 and the only patient who experienced Grade 2 vomiting including large decreases in TGF-B1, IFNy, TNF-a, IL-7, IL-1Ra, and IL-16. = A double-blind, randomized, Phase 3 trial of selinexor 60 mg plus ruxalitinib vs placebo plus
did not receive a prophylactic antiemetic. ruxolitinib in JAKi-naive patients with MF is ongoing (NCT04562389).
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