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CA-4948 Blocks the TLR/IL-1R Induced Canonical NF-xB CA-4948 Plus Venetoclax Combination Downregulates BCL?2
Signaling Pathway Family Members and IL-10 Cytokine RNA Expression
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Activating mutations in the B-cell receptor (BCR) signaling pathway are frequently present in various
NHL subtypes, leading to activation of NF-kB signaling, and growth and survival pathways.

_ —— Synergistic Caspase-3/7 (Apoptosis) Induction by
Dysregulation of both TLR and BCR pathways suggest that targeting both pathways will be required for In vitro Cell Vi ablllty Effect of CA-4948 + Venetoclax

CA-4948 Plus Venetoclax Combination

combination for 21 continuous days. Single agent treatment of CA-4948 and venetoclax exhibited
moderate tumor growth inhibition (TGI) of 63% and 71%, respectively, and the combination
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holiday. In contrast, tumors from the combination drug-treated mice did not commence detectable
regrowth until the 10th day of the drug holiday and proceeded with a slow growth rate for the
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“* In vitro, the CA-4948 + venetoclax combination enhanced downregulation of BCL2
antiapoptosis family members and IL-10 mRNA expression. Synergistic caspase-3/7
iInduction was also observed
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“* These results underscore the therapeutic potential of targeted IRAK4 kinase inhibition
by CA-4948 in combination with other targeted agents for the treatment of NHL
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