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Fig. 1. Pt levels in the tissues of S. 180 bearing mice after i.v. administration of cisplatin and its

derivatives
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Fig. 2. AUC (0~168 h) of Pt in the tissues of S. 180 bearing mice after i.v. administration of
cisplatin and its derivatives
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DISTRIBUTION OF PLATINUM IN TISSULS, ASCITES AND ASCITIC
TUMOR CELLS AFTER
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ITS NEW DERIVATIVES IN EXPERIMENTAL ANIMALS

A\I‘KH TAKI\U, MA.\AAKI ()h/\MHIU and Illl(l;‘lll I:UJITA
Department of Bacteriology, School of Dental Medicine, Tsurumi University,

2-1-3 Tsurumi, Tsurumi-ku, Yokohama 230, Japan

After the administration of cisplatin (CDDP) and its new derivatives, 254-S, NK-121, CBDCA,
DWA-2114 R, in Sarcoma 180 (S. 180) bearing mice and rabbits, tissue distribution of platinum (Pt)
was studied.

In the case of the equi-toxic dose, a high level of Pt was detected in the kidney, liver, skin and the
patterns of tissue distribution of Pt were similar for the five drugs. Pt distributed rapidly and
remained for a week in almost all tissues. Though the dose limiting factor of the new derivatives is
myelosuppression and that of CDDP is nephrotoxicity, Pt levels in the kidney and the bone-marrow
were only slightly different between CDDP and its derivatives.

In the case of the equi-molar dose, tissue AUC values for the new derivatives were lower than those
for CDDP.

Using Ehrilich ascites carcinoma (EAC) bearing mice, Pt levels of plasma, ascites and ascitic tumor
cells after intraperitoneal (i. p.) administration of the five drugs were studied in comparison with
intravenous (i. v.) administration.

By i. p. route, Pt AUC values of the ascites were 2—3 fold higher than those by i. v. route and the
AUCs of ascitic tumor cells also increased.

Intraperitoneal administration of CDDP has already been applied clinically and this study suggests
that i. p. route chemotherapy is useful not only with CDDP but also with these new derivatives.



