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Pathological features and histogenesis of interstitial pneumonia-related lung
adenocarcinoma
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[Purpose] The purpose of this study is to elucidate histogenesis of
interstitial pneumonia-related lung adenocarcinoma (IP-LADC). [Methods] We focused on bronchiolar
metaplasia that lines honeycomb lesions as the potential precursor for IP-LACD and investigated
molecular alterations by comprehensive mutational analyses, digital PCR for KRAS mutations,
immunohistochemistry for HNF4a, and bisulfite sequencing for TTF1 promoter to confirm
metaplasia-LADC pathway. [Results] 1) Mutational burden, some KRAS point mutations, HNF4a-positve
cell frequency, and the levels of TTF1 methylation increased in healthy part, metaplastic lesion,
and IP-LADC in this order. [Conclusions] The results supported the notion that IP-LADC develops

through bronchiolar metaplasia in honeycomb lesions.
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