FHsE | W-P-13

AT

A novel cis/trans-diaminocyclohexane platinum  coordination
complexes possessing in vitro and in vivo antitumor activity
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As part of a drug discovery program to develope more effective
platinum-based anticancer drugs, a series of platinum complexes
trans-diaminocyclohexane platinum bisdiphenylphosphino-ethane (KHPC- 002)
cis—diaminocyclohexane platinum bisdiphenylphosphino~ethane (KHPC-006)
has been evaluated in vitro against 4 human carcinoma cell lines with those
of cisplatin using a tetrazolium-based colorimetric assay (MTT assay). The
cell lines were two human bladder carcinoma cell lines, HT-1197 and
HT-1376, human colon carcinoma cell line, HCT-116, and prostate cancer
cell line DU-145.

In vitro cytotoxic potential of each platinum complex was expressed
as the cytotoxicity index (Cl, ).

From the assay resulls, the level of cytotoxic effect of KHPC-002 and
KHPC-006 against two human bladder carcinoma cells and human prostate
carcinoma cells was similar to that of cisplatinn However, KHPC-002
showed less than those of KHPC-006 and «cisplatin in human colon
carcinoma cell lines. In conclusion, KHPC-002 and KHPC-006 are considered
to be as active as cisplatin againsl several tumor cell lines.

In vivo, the antitumor activity of a new platinum complexes was also
compared with cisplatin. KHPC-002 exhibited greater or comparable
therapeutic efficiency in BDF1 mice bearing 1.1210 leukemic cells. However,
KHPC-006 was also effective against 1.1210 bearing BDFl mice but the
effect was not superior to that of cisplatin on this animal tumor model.
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