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The development of immunotherapy, particularly tar?eting immune checkpoint
inhibitors (ICIs), has revolutionized the treatment of various cancers by leveraging the inherent
immune response of the patient.Despite the clinical efficacy demonstrated by ICIs as monotherapy in
10-30% of patients, a considerable proportion exhibit intrinsic resistance to these agents. This
study revealed that combined inhibitors of EGFR and caspase promote mitochondrial stress, thereby
enhancing immunogenicity in EGFR-mutant lung cancer. This efficacy is dependent on the activation of
mtDNA-cGAS-STING signaling. Furthermore, this combination elicited immunological response in
syngeneic mouse lung tumors harboring Egfr mutation. Together, targeting mtDNA dynamics through
co-inhibition of EGFR and caspase represents a promising therapeutic strategy for converting "cold
to hot tumor® in EGFR-mutant lung cancer.
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