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PI3K inhibitor-resistant B-cell lymphomas show distinct functional
phenotypes characterized by sensitivity to Bcl-2- or proteasome-inhibition
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METHODS

resistant cell lines.

compared to CLL cells from treatment naive patients.

cells from treatment naive patients.

Proteasome inhibitors are effective in idelalisib-resistant lymphoma cells independently of their Bcl-2 inhibitor sensitivity profile
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healthy blood donors (n=9), and peripheral
blood mononuclear cells from treatment naive
(n=8) and idelalisib-exposed (n=13) CLL
patients. Drug sensitivity was assessed with
the CellTiter-Glo assay. (Phospho)protein
profiling was performed by flow cytometry.

resistance to idelalisib in all lymphoma in vitro models.

sensitivity profile. b) Proteasome inhibition was equally effective in CLL cells from treatment naive and idelalisib exposed patients.

CONCLUSION CONTACT INFORMATION

We have identified distinct phenotypic responses to idelalisib resistance in B-cell lymphomas and
actionable treatment sensitivities. Proteasome inhibition was shown to have broad efficacy. Clinical
investigations of proteasome inhibition as a salvage strategy in relapsed/refractory CLL is ongoing

(NCT04817956).
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