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Although the finding of a slight increase in astrocytomas in the high-dose was nof deemed to be compound-
related, this is a rare type of tumor and thus the reporting.

Abstract

Test substance, objectives, and Studyy design. 4-amino-N-(1 ,1-dimethylethyl)—4,5—dihydro-3-(1-memylethyl)-
5-0x0-1H-1 .2.4-triazole-1-carboxamide (MKH 3586) is a chemical with herbicidal properties that is currently
undergoing regulatory testing to support its registration as an agricultural herbicide. The principal objectives
of this 2-year combined chronic toxicity/oncogenicity testing bioassay, of which the rat is the preferred test
species, were: (1) to establish, under conditions of prolonged and repeated exposure, a definitive chronic

; toxicological profile for the MKH 3586 -exposed rat, thus permitting determination of a maximum dose,

uncomplicated by geriatric changes, which produces no observed adverse effecls through at least 1 yaar
{NOEL) and (2) to characterize and possibly predict, based on the response in a rodent test species. the

conducted on all acclimatized animals prior to exposure, and then again on all surviving animals just prior to
termination of the 1- and 2-yr segments of the study. Al animais placed on study were subject to a
postmortem examination, which inciuded (1) documenting and saving all gross iesions, (2) weighing
designated organs, and (3) collecting representative tissue specimens for histopathologic evaluation.

Resuits. The mean daily intake of the test substance (mg MKH 3586/kg body wt/day) aver approximately 2
years at nominal dietary concentrations of 50, 500. or 1,250 males/1,000 females Pom. respectively was 2.3,
25, and 67 for males and 2.7, 30. and 65 for females. Body weight gain (BWG) remained unaffected in both
sexes at 50 ppm. An overali decline of 6% BWG was noted in 500-ppm females, while 8 and 12% deciines
in BWG were noted in 1.250/1,000-ppm males and females, respectively. Clinical chemistry considerations
included increases in serum cholesterol in 500- and 1,250/1,000-ppm males and femaies, as well as
increases in thyroxine, and triiodothyronine in 500- and 1 .250-ppm males. No evidence of a MKH 3586-
induced toxicity was observed in any other in-life parameter, including food consumption/utilization, survival,
clinical observations, ophthaimology, hematology, and urinalysis. Organ weight changes attributable to
exposure to the test substance included increased liver weight in 1-year 500- and 1,250/1 .000-ppm males
and females. Evaluation of organ/body wt. ratios suggest that other organ weight changes observed in this
study were secondary to MKH 3586-induced decreases in body weight gain. Histopathoiogical
considerations included a decrease in the background incidence of vacuolation of the liver in 1-yr 1,250-ppm
males and a non-statistical and non-compound-reiaied increase in asirocytomas in the high-dosa group
males and females at the end of the study. No other histopathological evidence of 3 MKH 3586-induced
toxicity was observed in this study.

Conclusions Through approximately 2 years of continuous and repeated dietary exposure to the test
substance, the toxicological response of the rat was principally characterized by aiterations in body weight
gain as well as structural and/or functicnal alterations in liver-related endpoints. Based on the lack of an
adverse compound-related effect in the liver at a dose of 50 PP in males and females a systemic chronic
toxicity NCEL of 2.3 mg MKH 3586/kg body wt/day was established for the rat {specifically, 2.3 and 2.7 mg
MKH 3586/kg body wl/day for male and famaie rats, respectiveiy) The ral_ like the mouse (Wahle, 1999),
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