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~ O-isoproporyphenol has been icdentifiea as 2 major
metabolite of Baygon {o-isopropoxyphenyl H-methyl carbamate)
fn the liver and kidney of cows at 0.04 and 0.22 ppm
respectively. Based on this observation Toxicology Branch
requested 2 rat metabolism study of Baygon in order to
determine {f this compound was also a metabolite of Baygon in
the rat. If the rat metabolism study shows that o-isopropoxyphenyl
and/or its conjugate is a major metabolite of Baygon it is of
no toxicological concern since the metabolite would have
been tested in the process of toxicology testing of Baygor
in the rat. : :

The registrant has replyed to the Agency's request and
has presented its case that sufficient information exists to
make the metabolism study unnecessary. The {nformation submitted
has been reviewed and it is concluded that the rat metabolism
study {s not necessary. Further it is concluded that the .
resfdues of o-isopropoxyphenyl in the cow liver and kidney
are of no toxicological concern. .
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Baygon (o-isopropoxyphenyl N-methyl Carbamate)
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Esterases capable of catalyzing the hydrolytic production
of o-isopropoxyphenyl are ubiquitous in vertebrate spectes.
The information from the cow study indicates that the hydrolysis
was probatly performed in the liver and the metabolite was in
the process of being excreted by the kidney probably as a
conjugate. Mobay has submitted information showing that this
metabolite is produced in man and the rat.
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Dawson et. al. (1964) have reported the results of a
ctudy to determine human exposure to Baygon by detecting the
o-isoprsoxyphenyl metabolite in the urine.-After developing
two methods to detect the metabolite in urine the authors
performed two experiments with humans. In the first experiment
six male volunteers each took a single dose of the metabolite
(52.2mg) orally and 24-hours urine was collected. The urine
samples were processed and examined by gas chromotography.
O-1sopropoxyphenyl was detected in the urine of all individuals.
Three subjects took 50mg of Baygon orally and 24 hour urine
was collected. O-isopropoxyphenyl was detected in all three

~urine samples. Recovery was established as 98.5%.

Three studies were submitted showing the production of
o-isoproproxyphenyl in the rat. Everett and Gronberg(1971)
studied the metabolism of radio labeled Baygon in the rat.

The compound was administered orally and 24 hour excreta and
expired air were collected. The major urinary metabolites were
fdentified as 2-hydroxyphenyl-N-methylcarbamate and
o-isopropoxyphenyl, These represented 60% of the administered
compound and were excreted as conjugates.
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. Foss and Krechnfak (1980) administered propoxur (Baygon)
by the intravenous and the oral routes to rats and determined
its metabolic fate. Following a single intravenous dose of .
S5mg/kg, o-isopropoxyphenyl was detected in tissue within ten
minutes. Urinary excretion was biphasic with over 95% excreted
in the first rapid phase {(half-life 7 hours). A single oral
. dose of SOmg/kg was rapidly absgrbed, with the highest blocod
levels found in fifteen minutes. O-isopropoxyphenyl was
found at highest concentrations fn tissue 2 to 4 hours after
dosing. The majority of the dose was excreted {n the urine
in the first 12 hours after dosing.

Abd-Elraof et. al. (1981) reported that the metabolism
and excretion of propoxur (Baygon) was not effected in Long-
Evens rats treated wi th lead. O-isoproxyphenyl and 2-hydroxy- ’
methyl-phenylcarbamate were the major metabolites.

These studies clearly show that o-{sopropoxyphenyl is a
major metabolite of Baygon in the rat and that it appears in
the tissue shortly after dosing. Thus in any toxicology study
of Baygon in the rat one is also studying this metabolite.

On this basis one can conclude that the quantity of metabolite
found in liver and kidney 1s of no toxicologfical concern.
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