Exarafenib (KIN-2787) is a potent, selective pan-RAF inhibitor with activity in

preclinical models of BRAF Class II/lll mutant and NRAS mutant melanoma
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BACKGROUND

Three classes of BRAF alterations:

Class | - active kinase signaling of BRAF mutant monomers (BRAFVY600x)

Class Il - active kinase signaling of BRAF mutant homodimers

Class lll — kinase-impaired mutant BRAF amplified via RAS-dependent, RAF heterodimers
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RESULTS

Exarafenib demonstrates exceptional selectivity across the kinome Exarafenib plus binimetinib combination demonstrates synergy in

NRAS mutant melanoma cells
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FIGURE 4. Exarafenib + binimetinib drug synergy following 7-day treatment and endpoint CTG assay in NRAS
mutant melanoma cell lines. Exarafenib was kept at 1 yM top dose and binimetinib either at 100 or 50 nM top dose.
Synergy heat maps display Loewe synergy scores with blue representing greater synergy. MuSyC scores indicate
global and directional potency and efficacy synergy, with exarafenib = Drug 1 and binimetinib = Drug 2. *significant
by 95% confidence interval. White boxes indicate areas of estimated clinically relevant exposure.

Exarafenib plus binimetinib combination is efficacious in xenograft
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f g FIGURE 1. Exarafenib kinase % inhibition data at 1 yM relative to investigational pan-RAF inhibitors. Teal circles are ON target RAF kinases.
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Exarafenib is a potent & selective pan-RAF kinase inhibitor
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Exarafenib inhibits MAPK signaling and viability in human melanoma cells

« Combination benefit of exarafenib + binimetinib was tested in 9 x 5 well format, 7 day CTG assays in duplicate. Drug synergy
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