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Selinexor alone and in combination with JAK inhibitors suppresses pro-inflammatory
introduction cytokine secretion from primary myelofibrosis cells ex vivo
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cytokine levels

* MF is characterized by elevated levels of proinflammatory cytokines, which
correlate with disease severity3# Res U Its

— Many of these cytokines, including IL-6 and TNFa, are transcriptionally
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OBJECTIVE: To assess cytokine release from primary MF Baseline Characteristics of
PBMCs treated ex vivo with selinexor alone or combined

- driver mutations
with JAK2 inhibitors: ruxolitinib (additional target JAK1), Patlent Samples - TP53 mutation status, bone marrow fibrosis (BMF) grading, and MF type (not
momelotinib (ACVR1, IKBKE, TBK1), and pacritinib (FLT3, shown) did not affect cytokine baseline concentrations
IRAK1, CDF1R)

+ Baseline concentrations of different cytokines were not affected by different

Selinexor as a single agent had a greater median reduction of IL-6, TNFa, and MCP-1 release than ruxolitinib, momelotinib, or pacritinib
The cytokine suppression was further sustained or enhanced with the combination of JAK inhibitors
IL-8 and VEGF-a were not affected by either selinexor or ruxolitinib as a single agent at the tested concentrations

Overall
(N = 25)

Characteristic, n (%)

Subgroup analyses of tested samples showed cytokine suppressions were not influenced by BMF grade, driver mutation, or TP53 mutation status (data not shown)
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Conclusions

100 nM Rux, 100 nM Mom, 100 nM Pac) for 24 hours

XPO1 inhibition may address key inflammatory and pathophysiologic features of MF

Selinexor effectively suppressed ex vivo NF-kB—-regulated proinflammatory cytokine production in PBMCs derived from patients with MF, both as a single agent and in combination with JAKI

 The combination of selinexor + ruxolitinib enhanced the inhibition of NF-kB transcriptional activity and multiple proinflammatory cytokines

« Selinexor-mediated cytokine inhibition may mitigate key MF hallmarks, including constitutional symptoms and clonal expansion, while providing additive benefit to ruxolitinib

The combinatorial activity of XPO1 inhibition and JAK inhibition supports clinical investigation of selinexor + ruxolitinib in JAKi-naive MF being evaluated in the ongoing Phase 3 SENTRY trial (NCT04562389)

Supernatant was collected for analysis of IL-6, TNFa, MCP-1, IL-8, and VEGF-A
secretion by Luminex/ELISA

[ Cells were treated with single-agent or combination treatments (250 nM Sel, J

ELISA, enzyme-linked immunosorbent assay; Mom, momelotinib; Pac, pacritinib; Rux, ruxolitinib; Sel, selinexor.
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