Patient derived tumor cells identify mechanistically rational combinations for the PI3Kdelta inhibitor roginolisib in solid and haematologic malignancies.
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Summary 1. Roginolisib boosts the antitumoral immune response of immunotherapy and chemotherapy in solid tumors

Introduction

Roginolisib (I0OA-244) is a first in class allosteric modulator and non-ATP competitive PI3Kd inhibitor currently in a Phase 1b clinical study. In previous Ex vivo co-culture of tumor and PBMC cells
preclinical studies, roginolisib inhibits suppressive immune cells, such as Tregs and myeloid-derived suppressive cells (MDSC), while preserving from a mesothelioma patient
. . . . . . . oL . TR oL - . . CD8
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Fig. 1C Scheme describing the multipronged mechanism of action
BaCkgrou nd Fig. 1B Patient-derived BAP1-wild-type MPM cells were co-cultured with peripheral mononuclear cells of Roginolisib in solid tumors: Roginolisib selectively decreases
(PBMCs) in the absence or presence of MRC5 fibroblasts and treated with roginolisib alone, co-incubated Tregs, while preserving CD8T cells. Within the CDST cells, PI3Kd
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3 3. Roginolisib and venetoclax show high synergy in reducing proliferation of BTK-resistant CLL patient-derived tumor cells
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The safety profile of Roginolisib prompt us to design non-clinical research that would allow
identification of combination therapies that could be explored in future clinical studies.
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