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Lung fibrosis caused by Gefitinib therapy for lung cancer with EGFR mutation

Matsubara, Osamu
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Gefitinib therapy is very effective for lung cancer with epithelial growth factor
receptor (EGFR) mutation, but it sometimes causes interstitial pneumonia/lung fibrosis. The important
pathohistology shows destruction of alveolar structures, activation of fibroblastic foci and an increase
of myofibroblasts. We studied pathological materials of video-assisted thoracoscopic surgery (VATS) lung
biopsy, using 20 cases including 5 Gefitinib therapy cases and 10 controls to examine molecular mechanism
of activation. Immunohistochemically myofobroblasts were positive for a-SMA, vimentin, desmin and
regenerated pneumocytes were positive for TGF-b and CTGF. Pneumocytes revealed apoptosis. Myofibroblasts
are thought to appear by epithelial mesenchymal transformation (EMT). Proteome analysis showed the
difference of protein expression of some proteins, such as annexin A3, plastin-2, Hsp 27 and Hsp 70. We
now have examined again to confirm the results.
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