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Abstract:

Background: Non-steroidal anti-inflammatory drugs (NSAIDs) act by inhibition of cyclooxygenase-2 (COX-2), which is overex-
pressed in cancer. The role of COX-2 and apoptosis were evaluated in 9,10-dimethylbenz(a)anthracene (DMBA)-induced lung can-
cer in rat and chemoprevention with indomethacin, a traditional NSAID and etoricoxib, a selective COX-2 inhibitor.
Methods: The animals were divided into Control, DMBA, DMBA+ indomethacin and DMBA+ etoricoxib groups. They received
a single intratracheal instillation of DMBAwhile NSAIDs were given orally daily for 32 weeks. Besides morphology and histology
of lungs, RT-PCR, western blots and immunohistochemistry were performed for the expression of apoptotic proteins and COX en-
zymes. Apoptosis was studied by DNA fragmentation and fluorescent staining.
Results:The occurrence of tumors and lesions was noted in the DMBAanimals, besides constricted alveolar spaces and hyperplasia.
COX-1 was found to be uniformly expressed while COX-2 level was raised significantly in DMBA group. The apoptotic proteins,
apaf-1, caspase-9 and caspase-3 were highly diminished in DMBA group but restored to normal level in NSAIDs groups. Also,
apoptosis was suppressed in carcinogen group by DNA fragmentation analysis and fluorescent staining of the lung cells while co-
administration of NSAIDs along with DMBA led to the restoration of apoptosis.
Conclusion: DMBAadministration to the rats led to tumorigenesis in the lungs, had no effects on COX-1 expression, while elevat-
ing the COX-2 levels and suppressing apoptosis. The treatment with NSAIDs led to the amelioration of these effects. However, etori-
coxib which is a COX-2 specific inhibitor, was found to be more effective than the traditional NSAID, indomethacin.
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