Combination of MDM2 inhibition with milademetan and MEK inhibition leads to improved anti-tumor activity in cancer
models harboring wild-type TP53
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® Loss of p53 tumor suppressor function is critical for many cancers and is achieved by TP53 mutation CDKN2A loss WT TP53 MDM2 amplification
in ~50% of tumors, but may occur through other mechanisms in tumors with wild-type (WT) TP53:

— MDM2 gene amplification (@amp).’
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effects, independent of MAPK pathway mutations.®
® Combining an MDM2 inhibitor and MEK inhibitor may lead to improved responses in WT TP53 A427 (CDKN2A loss, CAKI2 HCT116 (KRAS G13D, AGS SKCO1 H1385 94T778 (MDM2 CN 61 .1) 93T449 (MDM2 CN 98.8)
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