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Dear :

1-methyl-3-propylimidazol-2-thione (PTI)

This letter is to inform you of the results of a recently completed subchronic
toxicity study in rats.

Groups of 22 rats/sex/level were dosed by gavage with solutions of the test
material in canola oil equivalent to 0, 5, 10, 25, or 75 mg/kg/day for 90 days. Body
weights, food consumption, and clinical signs of toxicity were measured weekly
throughout the study. During the study, blood was collected at various time points
for clinical pathologic evaluation and analysis of serum thyroid hormones (T4 and

T3) and thyroid-stimulating hormone (TSH). Additionally, at the interim and final

sacrifices, cell proliferation indices were determined for the thyroid and liver, and
hepatic glucuronyltransferase activity was determined. At the end of the dosing
period, 10 rats/group were sacrificed and necropsied. Selected tissues were
weighed and examined macroscopically and microscopically.

A dose-dependent increase in hypertrophy/hyperplasia of the follicular
cells of the thyroid gland was observed in both male and female rats dosed with

25 and 75 mg/kg/day (7 of 10 and 9 of 10 male rats, respectively, and 6 of 10 and
10 of 10 female rats, respectively).

In male and female rats dosed with 5 and 10 mg/kg/day, there were decreases
in serum T4 and T5 levels. However, the T4 and T3 levels in rats dosed with 5 and 10

mg/kg/day were within the range of normal variability at all of the tested time points.
Therefore, despite the apparent dose-dependent reductions in T4 levels and sporadic

reductions in T3 levels, these findings are not considered biologically significant or

adverse at all of the tested time points, due to the absence of related adverse findings,
such as thyroid hyperplasia/hypertrophy or elevated serum TSH levels.
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In male and female rats dosed with 25 and 75 mg/kg/day there were statistically
and biologically significant reductions in T4 and T3 levels. These corresponded with

elevations in serum TSH levels, as well as elevated hepatic UDP-glucuronyl-
transferase activity. This indicates that the test compound enhances the excretion of
T4 into the bile, and that this enhanced rate of excretion of T4 is in part responsible for

the sustained elevation of TSH and the corresponding pathological effects of thyroid
hypertrophy and hyperplasia.

Under the conditions of this study, the overall no-observable-adverse-effect
level (NOAEL) for the subchronic effects of the test compound in male and female rats
was 10 mg/kg/day. The NOAEL was based on the effects on the thyroid gland in male
and female rats dosed with 25 and 75 mg/kg/day; the hepatic centrilobular fatty
change and the chronic progressive nephropathy in the kidneys, observed in male rats
at these dose levels; the decreases in circulating erythrocyte mass and increases in
serum cholesterol concentration in male and female rats dosed with 75 mg/kg/day;
and, the substantial decreases in mean body weights (17%) and mean body weight
gains (31%) observed in male rats dosed with 75 mg/kg/day. The body weight effects
indicate that the maximum tolerated dose was exceeded in male rats dosed with 75
mg/kg/day.

Under these experimental conditions, the effects described above would
appear to be reportable based upon EPA guidance regarding TSCA Section 8(e)
criteria.

Sincerely,
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