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Impacts of fluorouracil-metabolizing enzymes on the outcomes
of patients treated with S-1 alone or S-1 plus cisplatin for
first-line treatment of advanced gastric cancer
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Gastric cancer is more prevalent in East Asia, Eastern Europe
and Central and South America than in other areas. World-
wide, gastric cancer ranks second among all causes of death
from cancer, with about 700,000 confirmed deaths annu-
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ally.” In Japan, this cancer is one of the most frequent
causes of death from cancer, despite dramatic advances in di-
agnosis and treatment.” Outcomes are exiremely poor in
patients with unresectable gastric cancer, with the median
survival ranging from 3 months to 5 months with best sup-
portive care.®

S-i (Taiho Pharmaceutical Company, Tokyo, Japan) is an
oral anticancer drug that combines tegafur, a prodrug of fluo-
rouracil, with 5-chloro-2,4-dihydropyrimidine (CDHP), and
potassium oxonate at a molar ratio of 1:0.4:1. CDHP reversi-
bly inhibits the activity of dihydropyrimidine dehydrogenase
(DPD), the rate-limiting enzyme for the degradatlon of fluo-
rouracil*Therefore? high concentrations of fluorouracil in se-
rum and tumors are maintained for prolonged periods. Po-
tassiwm oxonate blocks the phosphorylation of fluorouracil in
the gastrointestinal tract, decreasing gastrointestinal toxic
effects, the largest dose-limiting toxicity of fluorouracit.”
Phase II studies of S-1 reported responses of 44-54% in
patients with advanced gastric cancer.® ' -1 is mainly used
as first-line treatment for this type of cancer in Japan. Cispla-
tin is also an important chemotherapeutic drug in the treat-
ment of advanced gastric cancer.

In our previous phase [l study on S-1 plus cisplatin (SP)
versas §-1 alone for first-line treatment of advanced gastric
cancer (SPIRITS trial), median overall survival was signifi-
cantly longer in patients assigned to the SP group (130




