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SI-4402 is a 1per cent solution of sodium hyaluronate (Na-HA) in phosphate-buffered
physiological saline. This solution was injected subcutaneously at dose levels of 1,2 and 4ml/
kg/day (10,20 and 40 mg Na-HA/kg/day) to male rats prior to and through the mating period
and to female rats during early pregnant stages, and its effect on parent animals and fetuses was
investigated. Effect on parent animals: Test substance-like contents were found to remain at
the injection site in the males of the 2 ml/kg (20 mg Na-HA/kg) group and in both sexes of the
4ml/kg (40 mg Na-HA/kg) group, however, SI-4402 had no effect on the estrous cycle, copula-
tion, conception, ovulation or implantation. Effect on fetuses: SI-4402 had no effect on the
viability or development of the embryos or fetuses, and it had no teratogenic effect on the fetuses.
From the above results, the no-effect dose level of the SI-4402 in this study is estimated to be 4
ml/kg/day (40 mg Na-HA/kg/day) in regard to general appearance and reproductive
performance of parent animals, and for their embryos and fetuses.
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