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Identification of Major Metabolites of New Platinum(II) Complexes in Rats
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KHPC-002((trans-l-diaminocyclohexane-bis-1.2(diphenylphosphinoethane)platinum) - 2NO;)
and KHPC-006((cis-diaminocyclohexane-bis-1,2(diphenylphosphinoethane)platinum) + 2NO;)
were synthesized as candidates for third platinum antitumor agent. Before their pharma-
cokinetic study, we optimized the analytical condition with HPLC and identified the major
metabolites in the rat plasma. HPLC analysis by Ci reverse-phase column showed that
standard peak of both compounds appeared rapidly at around 1 minutes, whereas metabolites of
KHPC-002 and KHPC-006 which were extracted from plasma after single 1.V. administration in
rats or incubation for 24 hr at 37°C showed retention time of 10~11 minutes. These metabolites
were identified as the major compound by Matrix Associated Laser Deposition/Ionization
(MALDID), which only lose the 2 molecules of NOs. Based on these results, we suggest that the
major metabolites of KHPC-002 and KHPC-006 were [(trans-lI-diamino-cyclohexane-bis-1,

2(diphenylphosphinoethane)platinum) and
noethane)platinum), respectively.

(cis-diaminocyclohexane-bis-1,2(diphenylphosphi-
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Table 1— The Analytical Condition of Platinum by ICP-MS
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Figare 1—HPLC analysis of KHPC-002 and KHPC-006 standard after incubation with rat plasma. Key : (A):

Blank, (B):KHPC-002, (C) : KHPC-006
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Figure 2—HPLC analysis of KHPC-002 and KHPC-006 metabolites after 1 min intravenous administration to rats.
Key: (A) :Blank, (B) :KHPC-002 (male), (C): KHPC-002 (female), (D) : KHPC-006 (male); (E):KHPC-006 (female)
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Figure 3— Plasma peak profiles of KHPC-002 after intravenous administration to male rats.Key : (A): 2 min, (B)
16 min, (C): 15 min, (D) : 30 min, (E):60 min
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Figure 4—MALDI spectrum of KHPC-002 and KHPC-006 metabolite in male rat. Key:(A):KHPC-002, (B):

KHPC-006
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