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TSCA 8(e) Evaluation
Study results reporting is based on: 1) diffuse urothelial hyperplasia was observed in the urinary bladder of
males exposed to 5000 ppm and 2) the bladder change was associated with diffuse submucosal granulation
tissue and diffuse suburothelial mixed-cell infiltrate.

Abstract

The test substance, a herbicide of the triketone family (batch number H2235, yellow crystals, 97.4% purity)
was administration continuously via the diet to groups of C57BL mice (10/sex/group) for at least 28 days at
concentrations of 200, 1000 and 5000 ppm. A similarly constituted group received untreated diet and acted as
a control. Clinical signs and mortality were recorded daily, body weights and food consumption were recorded
once weekly. Physical examinations were performed weekly. Selected plasma chemistry parameters were
determined at the end of the study. All animals were necropsied, selected organs weighed and a range of
tissues were taken, fixed and examined microscopically.

There were no mortalities or clinical signs observed during the course of the study. Body weight evolution and
food consumption were unaffected by the treatment with the test substance.

No treatment-related changes were noted in plasma chemistry parameters.

At necropsy, no treatment-related changes were noted in organ weights. Treatment-related changes were
observed in the urinary bladder of a proportion of the male animals exposed to 5000 ppm, where a diffuse
urothelial hyperplasia was observed in 3/10 animals. This finding was associated with a diffuse submucosal
granulation tissue and with diffuse suburothelial mixed-cell infiltrate. These observations were correlated to a
gritty content found macroscopically in the urinary bladder of two of the three affected males.

Based on the absence of any toxicological effects of the test substance to female C5BL mice over a 28-day
period at levels up to 5000 ppm (equivalent to 1082 mg/kg/day for females) it can be considered that the No
Observable Adverse Effect Level of the test substance is 5000 ppm for females.

Based on treatment related changes affecting the urinary bladder in male animals at the highest dose level of

5000 ppm (equivalent to 961 mg/kg/day) the NOEL of the test substance to male C57BL mice over a 28-day
period was considered to be 1000 ppm (equivalent to 192 mg/kg/day).
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