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Background 2. Generating MAPK pathway inhibitor resistant clones
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» Ulixertinib (BVD-523) is a first-in-class small molecule inhibitor of ERK1/2 currently being investigated in * The BRAF-V600E mutant melanoma cell line, A375, was 1000- I
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mechanisms of resistance and guide rational combination therapies. The BRAF-V600E mutant melanoma
cell line, A375, was cultured in progressively increasing concentrations of ulixertinib or other MAPK pathway

inhibitors (dabrafenib and/or trametinib).
* To elucidate potential mechanisms of resistance, Reverse Phase Protein Array (RPPA) profiling of 306 15 01
proteins was performed on parental A375 and ulixertinib resistant clones following treatment with characterization.

ulixertinib at varying concentrations and treatment times.
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3. Growth phenotype of ulixertinib resistant clones
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Numerous protein changes are enriched in ulixertinib resistant clones (B). Interesting trends include:
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respectively. Dabrafenib Log [M] Vemurafenib Log [M] Drug resistant A375 clones were readily obtained following growth in high concentrations of dabrafenib or trametinib. In

e ERK 8 is a common ‘off- « A375 ulixertinib resistant clones were also cross resistant contrast, developing resistance to ulixertinib proved challenging. This may translate to improved durability of response to
target’ of ERK 1/2 inhibitors ] to BRAF (vemurafenib, dabrafenib) and MEK (trametinib) ulixertinib in the clinic.

(C). / g inhibition. A375 ulixertinib resistant clones displayed a growth advantage at low concentrations of MAPK pathway inhibitors (BRAFi, MEKi,
e b « Al ulixertinib resistant clones remained sensitive to the and ERKi). The mechanism of this phenomenon remains to be elucidated. Increasing compound concentration reverses this
= chemotherapeutic paclitaxel. growth phenotype.

« Cross resistance to numerous agents in the MAPK pathway * Differences between parental A375 and ulixertinib resistant clones were revealed, including components of MAPK, HER2, FAK,
inhibitors may be indicative of adaptive responses leading STAT3, and autophagy markers. This work begins to tease out potential mechanisms of resistance to ulixertinib and guide
_ e _ ) to cell growth via non-MAPK pathways potential combination partners that could circumvent acquired resistance. Further interrogation of ulixertinib resistant clones by
Trametinib Log [M] Paclitaxel Log [M] transcriptomics has identified potential combinations partners to combat acquired resistance (see Abstract #404).
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