First-in-Class PI3Ka-targeting Degrader Antibody Conjugates (DAGC:) for selective and safer treatment of PI3Ka-driven cancers
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Figure 1. The PI3Ka chimeric degrader AC4847 exhibited potent and selective PI3Ka degradation, along with robust Figure 4. The AC4847-based Sacituzumab (TROP2)-PI3Ka degrader—antibody conjugate (DAC), induced TROP2-dependent PI3Ka degradation Figure 9. The pertuzumab—PI3Ka DAC demonstrated robust
and cell growth inhibition, with enhanced potency observed in cell lines exhibiting high TROP2 expression. tumor regression and exhibited synergistic efficacy with T-DXd
in the MDA-MB-361 xenograft model.

inhibition of cell growth in cell lines harboring PI3Ka mutations or HER2 amplification with wild-type PI3Ka. Notably,
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