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Epidermal growth factor signals regulate dihydropyrimidine dehydrogenase
expression in EGFR-mutated non-small-cell lung cancer
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It has been shown that EGFR mutation status is associated with 5-FU
sensitivity in non-small-cell lung cancer (NSCLC). However, the relationship between EGFR
mutation status and DPD, a 5-FU degrading enzyme, is unknown. In EGFR mutated cell, EGF treatment
induced up-regulation of both Spl and DPD. EGFR-TKI and mithramycin A, a specific Sp-1 inhibitor,
suppressed them. EGFR-TKI inhibited DPD protein expression only in EGFR-mutated cell lines. FU
treatment decreased the level of cell viability more in gefitinib-treated EGFR-TKI sensitive cell
lines. Further, combination treatment of FU and mithramycin A suppressed cell viability even in a
gefitinib resistant cell line. The EGFR signal cascade regulates DPD expression via Spl in EGFR
mutant cells. These results might be a step towards new therapies targeting Spl and DPD in NSCLC
with different EGFR mutant status.
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