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Synopsis We have demonstrated that urinary trypsin inhibitor (UTI) purified from human urine is
able to inhibit lung metastasis of mouse Lewis lung carcinoma (3LL) cells in experimental and
spontaneous metastasis models. In this study, we have investigated whether UTI in combination
with an anticancer drug, Etoposide, can prevent tumor metastasis and have an enhancing therapeu-
tic effect. Subcutaneous implantation of 3LL cells (1% 10° cells) in the abdominal wall of C57BL/6
female mice resulted in lung metastasis and the death of all the animals within 42 days. Microscopic
lung metastasis was established by day 14 after tumor cell inoculation, and surgical treatment alone
after this time resulted in no cures. Surgical treatment on day 7 or day 14, followed by UTI
administration (s.c., 500ug/mouse/day, days 7 to 13) for 7 days, led to a decrease in lung metastasis
and prolonged survival compared with untreated animals. In addition, Etoposide treatment (40ug/
g, day 7, 11, 15) alone led to less primary tumor growth. The combination treatment of UTI with

NI | -El ectronic Library Service



Japan Soci ety of Cbstetrics and Gynecol ogy

19984 1 B

BRIt

Etoposide resulted in prolonged survival in the group of mice which received surgery on day 7 and
day 14. The combination of an antimetastatic agent, UTI, with an anticancer drug, Etoposide,
might therefore provide a therapeutically promising basis for antimetastatic therapy.
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