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Mosapride
Summary

Food Safety Commission of Japan

The Food Safety Commission of Japan (FSCJ) conducted a risk assessment of mosapride citrate (CAS No. 112885-42-4),
a gastrointestinal agent, based on documents including a written application for marketing approval of a new veterinary
medicinal product. Although hepatocellular and thyroid follicular cell tumors were induced in carcinogenicity studies
in rats and mice, no genotoxicities were suggested in all the studies of mosapride citrate. The involvement of genotoxic
mechanism is thus unlikely. Therefore, an acceptable daily intake (ADI) for mosapride citrate is able to be specified. In a
26-week subacute toxicity study using both sexes of rats, the no-observed-adverse-effect level (NOAEL) and the lowest-
observed-adverse-effect level (LOAEL) values were obtained, respectively, to be 2 mg/kg bw/day and 10 mg/kg bw/day
for the female, and to be 10 mg/kg bw/day and 50 mg/kg bw/day for the male. However, hepatocellular swelling observed
in the female in the 26-week subacute toxicity study was also observed in the 104-week carcinogenicity study in the male
given 10 mg/kg bw/day (lowest dose) and in the female given 30 mg/kg bw/day. Liver altered foci were observed in the
female given 10 mg/kg bw/day (LOAEL), and the NOAEL value for the female was 3 mg/kg bw/day. Lowest values for
all the hepatic lesion was 10 mg/kg bw/day for the female on both the 26-week and 104-week studies. A clear sex-related
difference was observed in the plasma levels of mosapride in rats, in which the higher levels were observed in the female.
The result, together with the data on the 26-week study, suggests that the NOAEL value in the male rats is unlikely to be
lower than 3 mg/kg bw/day. FSCJ judged it appropriate to adopt this value as the NOAEL for the ADI of mosapride ci-
trate, based on the following reasons: 1) The clear sex-related difference was observed in the plasma levels of mosapride
in rats, in which the higher levels were observed in the female; and 2) The common ratio of the dose was smaller in the
104-week carcinogenicity study than that in the 26-week subacute toxicity study. Consequently, FSCJ established an
ADI of 0.03 mg/kg bw/day, applying a safety factor of 100 (10 for species difference, 10 for individual difference) to the
NOAEL obtained in the 104-week carcinogenicity study in rats.

Conclusion in Brief

The Food Safety Commission of Japan (FSCJ) conducted a risk assessment of mosapride citrate (CAS No. 112885-
42-4), a gastrointestinal agent, based on documents including a written application for marketing approval of a new
veterinary medicinal product.

The data used in the assessment include the data on pharmacokinetics (rats, dogs, monkeys, horses and humans),
residues (horses), genotoxicity, acute toxicity (mice, rats and dogs), subacute toxicity (rats and dogs), carcinogenicity
(mice and rats), reproductive toxicity (rats and rabbits), and pharmacological effects.
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Although hepatocellular and thyroid follicular cell tumors were induced in carcinogenicity studies in rats and mice,
no genotoxicities were suggested in all the studies of mosapride citrate. The involvement of genotoxic mechanism is thus
unlikely. Therefore, an acceptable daily intake (ADI) for mosapride citrate is able to be specified.

In a 26-week subacute toxicity study using both sexes of rats, the no-observed-adverse-effect level (NOAEL) and
the lowest-observed-adverse-effect level (LOAEL) values were obtained, respectively, to be 2 mg/kg bw/day and 10 mg/
kg bw/day for the female, and to be 10 mg/kg bw/day and 50 mg/kg bw/day for the male. However, hepatocellular swell-
ing observed in the female in the 26-week subacute toxicity study was also observed in the 104-week carcinogenicity
study in the male given 10 mg/kg bw/day (lowest dose) and in the female given 30 mg/kg bw/day. Liver altered foci were
observed in the female given 10 mg/kg bw/day (LOAEL), and NOAEL value for the female was 3 mg/kg bw/day. Lowest
values for all the hepatic lesion was 10 mg/kg bw/day for the female on both the 26-week and 104-week studies. A clear
sex-related difference was observed in the plasma levels of mosapride in rats, in which the higher levels were observed
in the female. The result, together with the data on the 26-week study, suggests that the NOAEL value in the male rats is
unlikely to be lower than 3 mg/kg bw/day.

FSCIJ judged it appropriate to adopt this value as the NOAEL for the ADI of mosapride citrate, based on the follow-
ing reasons:

1. The clear sex-related difference was observed in the plasma levels of mosapride in rats, in which the higher levels
were observed in the female, and

2. The common ratio of the dose was smaller in the 104-week carcinogenicity study than that in the 26-week sub-
acute toxicity study.

Consequently, FSCJ established an ADI of 0.03 mg/kg bw/day, applying a safety factor of 100 (10 for species differ-
ence, 10 for individual difference) to the NOAEL obtained in the 104-week carcinogenicity study in rats.
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