Efficacy of IRAK4 Kinase Inhibitor CA-4948 in Mantle Cell Lymphoma
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CA-4948 Exhibits Anti-Tumor Efficacy in Xenograft MCL

In vitro CA-4948 Viability Assays in MCL Cell Lines Models with Canonical NF-<B Activation

Background: NF-kB signaling plays a critical role in MCL as evidenced by the high response rate
observed in refractory/relapsed MCL patients treated with BTK inhibitor ibrutinib. However, the
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A. MCL cell lines were stimulated with agonists for TLR1/2 (Pam3CSK4), TLR4 (LPS),
TLR5 (FLA-ST), or TLR7/8 (R878). NF-kB p65 blots are shown

B. MCL cells were stimulated with TLR cocktail (Pam3CSK4, LPS, FLA-ST, and R848)

CA-4948 =+ lbrutinib Inhibition of NF-xB p65 Signaling
and Cytokine Production

(Rahal R. et al.,

(2014) Nature Medicine 20(1) 87-94)
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CA-4948 inhibition of NF-kB reporter, secreted cytokine

A. CA-4948 inhibition of TLR signaling pathway components after 1 hr stimulation
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levels, and phospho-signals in THP1 monocytic cells B. Combination effect of CA-4948 + ibrutinib on TLR-induced cytokine production




