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Drug tolerant persisters (DTPs) remaining after EGFR-TKI administration are

considered to be one of the causes of drug resistance. ALK-TKIs are also known to develop drug
resistance several years after treatment. We have revealed that stem cell markers CD133 and SOX-2
and senescent cell marker BCL-2 are expressed in tissues transformed by ALK-TKI. Therefore, it is
suggested that the transformation, which is important as a resistance mechanism of
molecular-targeted drugs, is generated from the differentiation of lung cancer consisted of cancer
stem cells to neuroendocrine tumors. Therefore, this research was conducted to clarify the this

hypothesis.
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