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BACKGROUND

Pacritinib, an ATP binding site multikinase inhibitor with low nM
activity against JAK2 and JAK2 V617F, is in Phase 3
development in myelofibrosis.
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To help elucidate the mechanisms for pacritinib’s lack of
hematopoietic suppression despite its low nM inhibition of
JAK2/STAT3, we performed a kinome-wide screen to evaluate
its spectrum of kinase inhibition.
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» Pacritinib suppresses all members of the JAK/FLT
pathways, with the exception of JAK1 at low nM
concentrations. It is inactive against JAK1 at 100 nM.

» The inhibition of IRAK1 and c-fms (CSF1R) may
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For the screening assays, pacritinib was tested at 100 nM.
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therapeutic utility in AML, MDS, and particularly in CMML
due to its potent inhibition of c-fms, IRAK1, JAK2 and

FLT3. These potential indications are under exploration in
ongoing clinical trials.
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» The potential for pacritinib to interfere with
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Kinome tree representations were prepared using Kinome Mapper.
http://www.reactionbiology.com/apps/kinome/mapper/LaunchKinome.htm
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liquid and solid tumors.
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