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Background & Objectives

Tenalisib (RP6530) is a novel, potent, and selective small-molecule inhibitor with nanomolar
potency against the 6 and y isoforms of PI3K. A phase-1 trial in Europe in patients with
relapsed/refractory hematological malignancies indicated that Tenalisib was well tolerated
with no dose limiting toxicities observed across the range tested (25-1200 mg BID and 600- Phosphorylation by SIK3 negatively regulates

800 mg TID). Single-agent Tenalisib at 800 mg BID in R/R PTCL and CTCL patients that the function of transcriptional cofactors such as
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Pharmacokinetic evaluation of patient plasma from the ongoing combination trials indicated
that Tenalisib underwent significant metabolism with levels of the major metabolite (INO385)
being approximately 2-fold higher than the parent thereby prompting further evaluation of

Figure 5. LPS induced gene expression in mouse bone-marrow derived macrophages (BMDM). BMDM
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and Real-time PCR was performed. INO385 caused a multi-fold stimulation of IL-10 and arginase-1
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