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It has been demonstrated that many cancers escape from the human immune
system by reducing MHC class 1 expression via promoter methylation of NLRC5 gene, a master
coactivator of MHC class | genes. By employing defective Cas9 (dCas9) and demethylating enzyme TET1,

we have succeeded in introducing demethylation on the promoter of NLRC5, and subsequent induction
of NLRC5 and MHC class | genes. We could further enhance the expression level by appending the
transactivator components which activates promoter in the gRNA-based sequence specific manner. These

technologies are not only useful for lung cancer treatments but also other cancers and
non-cancerous disorders.
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