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Studies on the Molecular Mechanisms of Terfenadine - induced
Apoptosis and G0/G1 Cell Cycle Arrest in Human Cancer Cells
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Terfenadine is the second generation of H1-antagonists Non-sedating antihistamines
that have been used in the treatment of allergic rhino conjunctivitis. In clinical trials,
terfenadine has demonstrated a lesser degree of sedation than first-generation H1
receptor antagonists. In our study, we found that human cancer cell growth rate were
inhibited by terfenadine treatment. In order to investigate the mechanisms of
terfenadine-induced cell growth arrest, human cells treated with terfenadine and the
response of genes that regulated cell cycle were determined. Western blot analysis
revealed the terfenadine results in an induction of the p21-p27-and a down-regulation
of Cyclin D1 ~ CyclinB ~ CDK2 - CDKA4. The terfenadine treatment also resulted in
decrease in kinase activities associated CDK2 -~ CDK4. We also found that apoptosis
was induced by terfenadine in human cancer cell by DNA laddering formation. In this
study > we demonstrated that p21 - p27 ~ BAX and BAD protein were induced - in
contrast » Bcl-2 protein was down regulated by treated with terfenadine. Interestingly,



we demonstrated that the percentage of SubG1 and DNA ladder were strongly
potentiated in human cancer cell when combine treated with ketoconazol and
terfenadine. Such results indicate that except the original function of terfenadine -
terfenadine have some other new effects resulted in induce of human cancer cell
apoptosis, inhibition of cell growth » and GO/G1 phase arrest.



