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Fig.1  Pathways of 5-FU metabolism

FUra: 5-FU

S5FUH, : 5, 6-dihydro-5-fluorouracil
FUPA : a-fluoro-g-ureidopropionic acid
FBAL : a-fluoro-g-alanine
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Fig.5  Time courses of 5-FU peak intensities
Pre-administration of uracil suppressed decrease of 5-FU more than simultanous

administration of 5-FU and uracil.
Error bars show S.E.
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Fig.6  Time courses of FBAL/5-FU

Pre-administration of uracil suppressed catabolism more than simultanous administra-
tion of 5-FU and uracil.
Error bars show S.E..
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Fig.7  Time courses of Fnct/5-FU+FBAL

Concomitant treatment of uracil and 5-FU increases Fnct (fluoronucleotides). Any
defference coud not be found between pre-administration of uracil and simultanous

administration. Error bars show S.E..
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We observed metabolic changes of 5-FU (fluorouracil) in the rat liver by administra-
tion of uracil used  vivo *F-MRS. This study shows differences of 5-FU metabolism
between simultanous administration of uracil and pre-administration. A catheter was
inserted into the femoral vein of the rat and a surface coil was placed on the liver directly
after laparotomy. Spectra were obtained continuously after intravenous injection of 5-FU
100mg/kg body weight.

The strong peak of FBAL (a-fluoro-g-alanine), which is the major catabolites, and
the peak of Fnct (fluoronucleotides) were recognized. But any peak of other metabolites
was not detected.

Administration of uracil (200mg/kg) suppressed 5-FU catabolism. In particular, pre-
administration of uracil 20min prior to injection of 5-FU suppressed catabolism remark-
ably in comparison with simultanous administration of uracil.

On the other hand, administration of uracil, i.e. both pre-administation of uracil and
simultanous administration increased Fnct as the pathway of anabolism. But any
difference of Fnct synthesis could not be found between pre-administration of uracil and
simultanous administration.

This result shows that pre-administration of uracil suppressed 5-FU catabolism
remarkably and it is expected to increase anticancer effects compared with simultanous
administration of uracil.

1YF-MRS has an advantage that the metabolism of living bodies easily observed

continuously. We are trying to find new methods for the assessment of visceral function
by the application of in vivo **F-MRS.
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