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Fig. 1. Changes in thymidylate synthase inhibition rate
after bolus dosage of 5-fluorouracil.
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Fig. 2. Changes in thymidylate synthase inhibition rate
after successive dosage of 5-fluorouracil (minimal
value of each dosage).
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Fig. 3. Changes in 5-fluorouracil incorporated into RNA
after bolus dosage of drug.
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Fig. 4. Changes in 5-fluorouracil incorporated into RNA
after successive dosage of drug (minimal value of
each dosage).
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An experimental study on antimetabolic action by bolus dosage of 5-fluorouracil,
using a human stomach cancer xenograft to nude mice

Yuji Hanatani, Susumu Kodaira, Nobuhiko Nagaoka,
Hiroshi Miyoshi and Tatsuo Asagoe

First Department of Surgery, Teikyo University School of Medicine,
2-11-1 Kaga, Itabashi-ku, Tokyo 173, Japan

We studied changes in thymidylate synthase (TS) activity and 5-fluorouracil (5-FU) incorporat-
ed into RNA (F-RNA) after a bolus dosage of 5-FU, using a human stomach cancer xenograft to
nude mice (SC-1-NU). The TS inhibition rate (TSIR) reached high levels (40 mg/kg; 93.4%, 10
mg/kg; 74.9%) soon after dosage of 5-FU. F-RNA took 12 hours to reach a peak (40 mg/kg; 111
ng/mg-RNA, 10 mg/kg; 21.8 ng/mg-RNA). After the peaks, both TSIR and F-RNA decreased slow-
ly. Especially at a bolus dosage of 40 mg/kg of 5-FU, TSIR and F-RNA maintained certain levels
(TSIR; 40.1%, F-RNA; 31.1 ng/mg-RNA) even at 96 hours after dosage of the drug. TSIR and
F-RNA increased gradually after successive doses of 5-FU (40 mg/kg q4d and 10 mg/kg qd).
Bolus dosage (especially large doses) of 5-FU showed a prolonged effects on DNA and RNA, sug-
gesting that intermittent bolus dosage of 5-FU could be expected to have good antitumor effects.



