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BCR signaling inhibitors

Ibrutinib
(BTK inhibitor)

CA-4948

first-in-class

inhibitor of IRAK4 _

Idelalisib
(P13K-delta inhibitor)

Activation

Mutation
o Phosphorylation

Modified from: J. K. Lue, O. A. O’Connor,
F. Bertoni. Annals of Lymphoma (2020)
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Cell viability tested by _ as previously described (Tarantelli C et al. Clin Cancer Res. 2018).

The beneficial effect of the combinations versus the single agents was considered both as
synergism according to the (Chou TC Cancer Res 2010) and as

potency and efficacy according to the (Meyer et al. Cell Syst 2019).
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CA-4948 treatment as single agent
in resistant and parental in vitro models
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CA-4948 72h treatment in combination to PI3K/BTK inhibitors
in resistant and parental in vitro models
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(Guiaetti et al, on-going)
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The combination of CA4948 and idelalisib is superior
to single agents in resistant and parental models
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VL51 and K1718 parental and idelalisib resistant models

Synergistic efficacy
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