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Interaction of target therapy and tumor immune microenvironment
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The status of the tumor immune microenvironment (TIME), including
lymphocyte infiltration, has been well known to provide predictive markers for the efficacy of
immunotherapy. We evaluated the correlation between epidermal growth factor receptor tyrosine kinase

inhibitor (EGFR-TKI) resistance and TIME, before and after acquiring EGFR-TKI resistance, in lung
adenocarcinoma, and further explored this by in vitro studies.

As a result, infiltration levels of T cells were significantly decreased after development of
EGFR-TKI resistance, and it was revealed that miR-1 was increased through myocyte enhancer factor 2C
(Mef2C) upregulation, and miR-1 significantly inhibited cytokines causing inhibition of monocyte
migration.

Tﬁese results indicate that the Mef2C-miR-1 pathway changed the TIME, following development of
EGFR-TKI resistance, and miR-1 could be a clinically useful marker to predict therapeutic efficacy
of immunotherapy in lung adenocarcinoma patients with EGFR-TKI resistance.
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