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Research Abstract

This study was conducted to develop highly sensitive method for determining orally active antitumor platinum complexes of the next generation and
their active metabolites. The complexes used were trans, cis, cis-bis (n-butyrato) (1R,2R-cyclohexanediamine) (oxalato) platinum (IV) (C4-OHP) and
trans, cis, cis-bis (n-valerato) (1R,2R-cyclohexanediamine) (oxalato) platinum (IV) (C5-OHP), which are expected as promising oral agents because
of their high antitumor activities in screening tests. Oral antitumor activities of C4-OHP and C5-OHP were first evaluated in mice bearing mouse
leukemia L 1210. Significant increase in life span was observed with C5-OHP-treated group but not with C4-OHP-treated group. Therefore,
subsequent study was made mainly on C5-OHP.Then, HPLC method for determining C5-OHP in biological samples was developed. C5-OHP was
extracted with ethyl acetate and then subjected to reversed-phase HPLC.C5-OHP was chromatographed on an ODS column with water/methanol
eluent and spectrophotometrically detected by at 210 nm. This method was found to be highly sensitive, giving the detection limit of 50 nM.C5-OHP
in plasma, urine and cultured cell samples could be determined. Next, examination of active metabolites of C5-OHP was made by means of
HPLC,revealing that (1R,2R-cyclohexanediamine) (oxalato) platinum (II) (OHP) was yielded from C5-OHP and the production was almost
quantitative. Therefore, HPLC method for determining OHP in biological samples was developed. OHP was chromatographed in reversed-phase mode
followed by post-column derivatization by sodium bisulfite and spectrophotometric detection at 290 nm. This method was also sensitive, giving the
detection limit of 50 nM.The method required no pretreatment of samples but deproteinization by ultrafiltration and applicable to plasma, urine and
cultured cell samples.
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