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Abstract

4. Autophagy inhibitor (HCQ) is a synergistic
drug combination with ulixertinib
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analysis

compared to parental A375 revealed similar changes in genes and pathways across the different
resistant clones.

Differential pathways included MAPK, ERBB, focal adhesion, JAK/STAT, and VEGF. A rewiring from EGFR
signaling to ERBB2 was observed in the ulixertinib acquired resistant clones.
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* Synergy was computed using the Lowe model using growth inhibition dose matrices and is shown as a
heatmap (B). Synergistic targets suggested by gene expression analysis were validated in the combination
experiments.

The autophagy inhibitor, hydroxychloroquine (HCQ), exhibited synergy with ulixertinib and is currently
being evaluated in clinical trials.
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