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Background

 Ruxolitinib, a Janus kinase 1/2 inhibitor, can improve splenomegaly and
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« Navtemadlin combined with ruxolitinib, at various concentrations, had a significant
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navtemadlin; p21, cyclin-dependent kinase
inhibitor 1; p53, tumor protein 53; pts, patients;
QD, once-a-day; Rux, ruxolitinib.
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Conclusion

ok wn =

 Ruxolitinib added to navtemadlin potentiated apoptosis in myeloblasts from MF
and MPN-BP patient samples

 This novel combination leveraged complementary biological mechanisms
converging on apoptotic cell death by inhibiting p21-mediated cell-cycle arrest
and Mcl-1 protein escape without further antagonizing Bcl-xL expression
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 Our data showed ruxolitinib synergized with navtemadlin by hastening apoptosis
of myeloblasts and inhibited tumor escape, which may improve clinical benefit for
ruxolitinib-treated MF patients with suboptimal response to ruxolitinib

« This approach has been explored in the clinic (NCT04485260); emerging
clinical data validates the synergistic potential of this combination
(EHA 2023, Abstract S210)
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