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                Imatinib mesylate (imatinib) is a potent inhibitor of the tyrosine kinase activity of ABL, c-kit, platelet-derived growth factor receptor and ABL-related gene (ARG). Selective blocking of the ABL-coded kinase activity provides significant clinical benefits in patients with chronic myelogenous leukemia (CML),1 and a selective inhibition of c-kit is also effective in patients with gastrointestinal stromal tumor (GIST). Imatinib was approved in Japan for the treatment of CML in November 2001 and for GIST in July 2003. Imatinib is generally well tolerated, and grade 3 and 4 non-hematologic toxicities are uncommon. Severe pulmonary adverse events of grade 3 and 4 were only 0.2 and 1.3% in early chronic phase CML, respectively. However, a considerable number of cases with interstitial lung disease (ILD) or interstitial pneumonia (IP) during imatinib therapy were recently reported spontaneously in Japan. Here, we focused on ILD as a possible adverse event associated with imatinib therapy.
We analyzed the adverse events associated with imatinib therapy in patients with CML or GIST, which physicians had spontaneously reported to Novartis Pharma KK, Tokyo, Japan. As of October 2003, approximately 5000 patients with CML and 500 patients with GIST are estimated to have been given imatinib since its approval in Japan, based on the amount of the drug shipment. Of 3023 adverse events spontaneously reported during imatinib therapy, 39 were cases of ILD, 27 cases of which were analyzed in this study after excluding apparent cases of fluid retention owing to imatinib, infection or lung disease induced by other causes. Chest radiographs and computed tomography (CT) or high-resolution CT images before and after the onset of drug-induced ILD were evaluated. Drug-related ILD was categorized into six radiological patterns in this study, namely, hypersensitivity reaction (HR) pattern, IP pattern, cryptogenic-organizing pneumonia (COP) pattern, nodular pattern, peribronchovascular bundle (PBVB) pattern and diffuse alveolar damage (DAD) patterns.2, 3
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