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MKN45 tumor-bearing mice were
administered orally with S-1Meiji or TS-1
daily for 9 days followed by observation
periods of 12 days without treatment.
Each value represents the mean == SEM.

Significant difference from vehicle control
group at the same time point.
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Table 1 Body weights in female nude mice after treatment with S-1Meiji and TS-1 for 9

days followed by observation period of 12 days

Dose No. of mice Body weights (g)
Groups
(mg/kg) | Initial Final Initial Final
Vehicle Control 0 12 12 17.8 £ 0.7 15.9 £ 0.8***
S-1Meiji 10 12 12 17.8 0.6 14.5 + 0.5 ***
TS-1 10 12 117 179 £ 0.6 14.9 £ 0.7***

Each value represents the mean = SEM.
? One animal died on 24 days after implantation.

Significant difference from initial body weight in each group. *** : P <0. 001
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Fig. 2 Leukocyte counts
Leukocyte counts of nude mice after treatment with

10 mg/kg S-1Meiji or TS-1 for 9 days.
Each value represents the mean = SD (n = 3).
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Significant difference from vehicle control group.

*FE P <0.05, 0.01, respectively
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Fig. 3 Photomicrographs of H & E and TUNEL staining sections (x200) of the small intestinal mucosa of
vehicle control (a, b) and after treatment with 10 mg/kg of S-1Meiji (¢, d) and TS-1 (e, f) for 9 days,
respectively. The small intestine in MKN45 tumor-bearing mice in the vehicle control group was in
normal appearance (a) and TUNEL staining showed negative in the crypt (b). Single-cell necroses
(arrows) in the crypt cell were mildly seen in the mice treated with S-1Meiji (c) and TS-1 (e). TUNEL

staining revealed positive cells (arrows) mainly in the crypt (d, f). Scale bars: 50 ym
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ANTI-TUMOR EFFECTS OF S-1MEIJI® COMBINATION CAPSULES T25
IN NUDE MICE IMPLANTED WITH
HUMAN GASTRIC CANCER-DERIVED CELLS

Yasushi KURATA, Toshiyuki TsucHIYA, Kazuyuki HIRATSUKA,
Masae MANAKA, Toki SAkaT, Kunio SAMIzo and Yuji UMEKI

Meiji Seika Pharma, Co., Ltd.

Abstract

S-1Meiji® Combination Capsules T25 (test formulation) developed by Meiji Seika Pharma, Co.,
Ltd. was examined on its anti-tumor effects in comparison with TS-1 combination capsules T25
(Taiho Pharmaceutical Co., Ltd.; standard formulation) that have been mainly used in treatment of
gastric cancer. We used female nude mice (CAnN.Cg-Foxn1™/CrlCrlj) subcutaneously implanted
with the human gastric cancer cell lines, MKN45. After 11 days of tumor cell transplantation,
mice were administered orally with test or standard formulation at dose of 10 mg/kg daily for 9
days, respectively. After the treatment with the two formulations, all animals were observed for
12 days. The size of the tumor was measured for comparison from the start of treatment to the
end of the study. Leukocyte counts and intestinal mucosal injury were examined in the additional
three groups of mice treated with two formulations at dose of 10 mg/kg for 9 days.

As a result, a tendency of tumor growth inhibition by the test formulation was observed during a
period of 9 days treatment. Thereafter, tumors in the test formulation group significantly
decreased in volume throughout the observation period of 12 days. Similar antitumor effects for
tumor growth during the study period were seen for the test and standard formulation.

Leukocyte counts in two groups of formulations were significantly decreased. Furthermore,
intestinal mucosal damage in both groups was not clearly evident, however, single-cell necroses or
apoptotic cells stained with TUNEL in the crypts were mildly observed in the groups.

The degree of decrease in leukocyte counts and the change of crypt cells of small intestine by the
test formulation were comparable to those induced by the standard formulation.

The results concluded that the test formulation is expected to exert therapeutic effects in humans
as in the case of standard formulation.

Key words: 5-fluorouracil, tegafur, gimeracil, oteracil potassium, gastric cancer,
anti-tumor effect, generic drug




