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This study is being submitted under TSCA 8(e; e to death and significant histopathology
findings de:onstrating evidence of severe and prolonged incapacitation at a dose level of 600 l

v
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ppm.
Groups of ten rats per sex were administered in the diet for 90 days. This
chemical is still in the Research & Development phase. The dose

levels were G, 20, 60, 200 and 600 ppm. Clinical observations were recorded daily; body
weights and food consumption were recorded weekly. At the time of the final sacrifice, blood
{ was collected for hematology and clinical chemistry determinations. Selected tissues were
weighed. Al tissues from the control groups and the livers, spleen and kidneys from the
remaining groups were examined microscopically for lesions. Because there was high
mortality in the 600 ppm group, tissues from the 200 ppm group were ¢examined as well as
tissues with findings in the high dose animals.

s—

Mortality/sacrifice for humane reasous at 600 ppm included 2all of the males and 8 of 10

|| femaies. Treatment reiated ciinicai signs of ioxicity were noied oniy in the 630 ppm group
and included decreased feces, pallor, unthriftiness and abdominal gripping. There were
significant decreases in body v eight gains compared to the controls in both the 600 ppm
males and females and the 200 ppm males (during weeks 1-5 only). Decreased liver, thymus
and adrenal weights were noted in the 600 ppm females that survived to termination.
Increased spleen weights were correlated with the microscopic finding of hematopoietic cell
proliferation in the 600 ppm females and were judged to be an adaptive response to the
chemicai. Biologically significant effects on hematology parameters included decreased
MCYV and MCH and increased nucleated red blood cells at 600 ppimn in females and
decreased hemoglobin and MCYV and MCH at 200 ppm in males. Clinical chemistry findings
in 600 ppm females included increased total bilirubin and decreased globulin levels, likety
due to lymphoid depletion (in the lymph nodes, spleen and thymus). The histopathology
findings confirmed the liver toxicity with necrosis, hepatocyte vacuolation and hematopoietic
cell proliferation at 600 ppm in male and female rats. Other histopathology findings at 600
ppm include: kidneys — tubular epithelium necrosis; bone marrow — granulocytic
hyperplasia; lungs — subacute inflammation; and thrombosis in the heart.
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