AT13387, an HSP90 inhibitor, is effective in both vemurafenib-sensitive and -resistant melanoma models
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INTRODUCTION RESULTS: In vitro data RESULTS: In vivo data

Mutations in BRAF are found in approximately 50% of melanomas. Growth inhibition in response to vemurafenib and AT13387 as single agents Single agent anti-tumor activity against A375 xenografts
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M " - Combination of vemurafenib with AT13387 in A2058 vemurafen CONCLUSIONS
AT13387 was shown to be effective in both vemurafenib sensitive and : "
resistant models of melanoma. Biomarker evaluation of AT13387 and vemurafe: as single agents
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B « Smyth et al. The HSP9O inhibitor, AT13387, is effective against imatinib-sensitive and -resistant
s 205 REMITRL SKeMei2s * In response to AT13387 the levels of phospho-ERK and ~ phospho-AKT were * A moderate additive effect was observed when both compounds were combined in vitro in A205 cell line, which gastrointestinal stromal tumor models. Submitted.
* AT13387 treatment of melanoma cell lines resulted in depletion of HSP90 client depleted in both ‘ filve (A375) and i istant (A2058) carries a BRAF VB0OE activation mutation in a PTEN null background
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proteins including BRAF, CRAF, Cot and AKT. * Vemurafenib inhibits the BRAF(VB00E)-MEK-ERK pathway in both cell lines. * Tumor growth of a vemurafenib resistant xenograft model (A2058) was inhibited by AT13387 treatment "‘
* Elevated levels of P-AKT were observed in the vemurafenib resistant model A2058 . - . "
(MSD, Meso Scale Discovery) compound alone or in combination with vemurafenib. a S tex .
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