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P-419 Inhibition of hTERT mRNA expression in human lung
adenocarcinoma cells by gefitinib (ZD1839)
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BACKGROUND: The epidermal growth factor receptor tyrosine kinase
inhibitor (EGFR~TKI) gefitinib ( ‘Iressa’, ZD1839) demonstrates a
marked antitumor effect on non — small lung cancer. Besides gefitinib
inhibition of the epidermal growth factor receptor tyrosine kinase, it is
expected to have other mechanisms of growth inhibition on tumor cells.
Telomerase activity is present in most malignant tumours and might
provide a mechanism for unlimited replication of neoplastic cells. OB-
JECTIVE: To examine the effect of gefitinib on inhibition of human te-
lomerase reverse transcriptase (hTERT), which is associated with te-
lomerase activity, in human lung adenocarcinoma cells. METHODS: In
this study, we used a human lung adenocarcinoma cell (A549 cells),
which has EGFR. Cell proliferation was evaluated by WST — 1 method.
Telomerase activity was assayed by the telomeric repeat amplification
protocol (TRAP) . RESULTS: Gefitinib inhibited the proliferation of A549
cells after 72 hours incubation, when the concentration was at 100uM or
more. The inhibition was not observed with the concentration of 1 - 10
UM of gefitinib. However, 1 —100uM gefitinib inhibited hTERT mRNA
expression after 24 hour, and inhibited telomerase activity after 48 hour.
CONCLUSIONS: Gefitinib demonstrated the inhibition of h\TERT mRNA
expression and telomerase activity in A549 cells. This may be different
mechanism of gefitinib on growth inhibition of tumor cells. ‘Iressa’is a
trademark of the AstraZeneca group of companies
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