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Registrant:

yegted: Determination of the adequacy of metabolism data submitted previously for 1.

naphthalenaacsetic acid.
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Two published studies on the metabalism of 1-naphthaleneacetic acid were submitted to
Toxicology Branch il for determination of the adequacy of the submitted data under the current
metabolism guidelines. in one study (published in Xenobiotica 7, 685-706, 1877), eleven spacies
(including female Wistar rats) were examined for metabolism of 1-naphthaleneacstic acid. Three
female rats were given a single oral dose of 100 mg/kg 14-C 1-naphthaleneacetic acid, and
radioactlvity in urine collected and analyzed for totai radioactivity as well as urinary metabolites. An
additional study was conducted In bile cannulated rats given intraperitoneal doses of 5, 25, 50, 250,
and 500 mg/kg (no. of rats per dose not specified) where urinary and biliary metabolites were also
charactarized. In the second study (published in J. Agr. Food Chem. 14: 532-535, 1086) 2 male
Osborne-Mendel rats per dose were administered 1-naphthaleneacetic acid at dose ievels of 0.1,
1.0, 100, and 250 mg/kg, and urinary and fecal radioactivity collected. Urinary metabolites were
characterized, and additional work was also done on bile duct cannulated rats for identification of
biliary metabolites.

The submitted studies as summarized above do not, by strict definition, fulfill the §85-1 data
requirement for the following reasons:

1} No repeat oral dose group in either study.

2) No feces data for the female rat study

3) Inadequate number of rats per dose group

4) Inadequate mass balance for the female rat study

While it is apparent that several deficiencies exist in each of the submitted studies in relation to the
current §85-1 guidelines, it is also apparent from review of the existing data that significant new
information on the disposition of 1-naphthaleneacotic acid would not be obtained from conduct of
additional studies to satisty these deficiencies. The metabolism of this class of compounds has been
well characterized in tha literature, and these compounds are invariably conjugated with either
glycine or glucurunic acld. In addition, there is no vvidence to suggest that 1-naphthaleneacetic
acid is mutsgenic or carcinogenic as judged by the data avallable In the Toxicology one-liner
database. Therefore, no additional metabolism data are requested for 1-naphthaleneacetic acid at
this time. The Agancy reserves the right, howevar, to request additional studies should significant
toxicity of 1-naphthaleneacetic acld be discovered.




