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We conducted DNA methylome analysis and mutation analysis of clinical lung
squamous cell carcinoma (SCC) associated with idiopathic pulmonary fibrosis (IPF) using Infinitum
BeadChip and targeted exon-sequencing.

Analyses stratified SCC into two distinct epigenotypes, low methylation and high methylation.
The low-methylation epigenotype was significantly associated with IPF. The correlation between
low-methylation subgroup and IPF was further validated by five markers specifically hypermethylated
in high-methylation subgroup using pyrosequencing. Furthermore, low-methylation epigenotype
significantly correlated with poorer prognosis.

Using target-exon sequencing to survey somatic mutation, we investigated genetic landscape and
specific gene alterations of SCC with IPF. We found that C<T and Signature 1 predominantly
contributed to SCC with IPF, and that a specific gene mutation was significantly associated with SCC

with IPF and poor prognosis.
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