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ALK tyrosine kinase inhibitors (TKIs) play a significant role in the treatment of
ALK rearranged non-small cell lung cancer patients. After the significant response to ALK-TKIs, the
emergence of acquired resistance occurs for all patients. Understanding the origin of resistance
mechanisms within a patient is crucial to guide treatment and developing drugs/combinations to circumvent
resistance. There are reported that some of the tyrosine kinases are involving by bypassing ALK
signaling, but comprehensive identification of proteins that are significant for acquired resistance in
ALK-TKIs is still required.
Our results revealed that Crk-Src related proteins were overexpressed in ALK TKI resistance cells and had
a significant protein expression changes. To address the impact of overcoming resistance by blocking
Crk-Src pathway, Drugs/combinations with ALK inhibitor and/or Src inhibitors showed that significant
treatment effect in vitro and in vivo study using tumor-bearing mouse model.
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