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Elucidation of space-time in-tumor heterogeneity in lung cancer with Driver gene
mutation

Hashimoto, Takafumi

3,000,000
EGFR (L858R ) EGF Receptor 3 ( 20 )
EGFR CCNEL CNV 2 EGFR MDM2 CNV
3 NV SNV 3
Ki-67 2 TUNEL

DNA

Resected primary lung cancers harboring EGFR L858R were performed using an

L858R mutant-specific antibody and scored by staining intensity (0-3) and proportion. Among 20
cases, 3 showed heterogeneous staining. For these cases, the nucleic acids were extracted from each
differently stained lesion, and targeted sequencing was performed. Single nucleotide variations
(SNVs) and copy number variations (CNVs) were then analyzed. Genetic analyses revealed an increase
in the copy number of EGFR and CCNEl in the IHC-positive part compared to the negative part in one
case (case 1), and an increase in the copy number of EGFR and MDM2 was observed in the IHC-positive
part compared to the negative part in another case (case 2). An increase in the ki-67 labeling index

in the L858R-positive part in case 1 and increased apoptosis in the L858R-positive part in case 2
were observed, suggesting the functional significance of CNV changes.
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