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Acute Toxicity Study of Sodium Hyaluronate (SL-1010)
in Rats and Dogs
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ABSTRACT

The acute toxicity of SL-1010, a sodium hyaluronate yielded under a fermentation
process, was evaluated in rats and dogs. A single administration was conducted in
both sexes of rats at the dose levels of 200mg/kg (1%, 20 mi/kg) for the oral

v route and 300 mg/kg (1%, 30ml/kg dividedly) for the subcutaneous route and in
both sexes of dogs at the dose level of 50mg/kg (1%, 5mi/kg dividedly) for the
subputaneous route, all of which could be considered to be the maximum administrable
doses, respectively, in terms of both concentration and volume. Signs of toxicity
including death were observed for daily during 14 days and measurement of body
weight was performed several times in this observation period in rats and dogs,
followed by macroscopic examination of major organs conducted in rats alone at
necropsy after the end of the observation period. The following results were obtained.

1) Oral administration caused no death or apparent signs in either sex of rats.

The body weight and macroscopic -observations also showed no changes attributable to

the dosing of SL-1010 in rats.

2) Subcutaneous administration brought about no changes attributable to the
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dosing of SL-1010 in terms of toxic signs or body weight in rats and dogs, or

macroscopic findings in rats, except that edematous change, which could be due to

_retentién of the drug, was observed ‘at the injection sites in both sexes of rats and

dogs for several days.

3) The toxic doses and LDjy values were estimated to be abov;: 200 mg/kg for

the oral route and above 300 mg/kg for the subcutancous route in béth sexes of

rats, and above 50 mg/kg for the subcutaneous route in both sexes of dogs.

From the above results, it was found that SL-1010 had very low acute toxicity

and showed neither sex difference nor route difference.
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