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Preliminary Results from a Reproduction/Developmental Toxicity Screening Test in Rats

In a Reproductive/Developmental Toxicity Screening study of 2,2,4-Trimethyl-1,3-pentanediol
Diisobutyrate, male and female Sprague-Dawley rats were exposed to 0, 0.15, 0.45, or 1.5% of the test
article in the diet during premating, mating, gestation, and lactation phases of reproduction. Mean
intake levels of the test substance were 0, 91, 276, and 905 mg/kg/day for males and 0, 115, 346, and
1123 mg/kg/d for females (gestation).

Mean body weight for males and females was significant lower for the high-dose group during the first
week of the study, and for females at the end of gestation. Fertility and fecundity indices were
unaffected by treatment. The number of implants for the high dose group was significantly lower than
control. This was correlated with a lower trend in the number of corpora lutea although statistical
significance was not observed. There was no difference in pre- or post-implantation loss, or litter size
on PNDO. Although mean litter weight for the high-dose group was significantly lower than for the
controls, the mean pup weight was comparable indicating the total litter weight change was a function
of the number of pups. By PND4, the litter size and total litter weight for the high-dose group were
significantly lower than controls, but all other parameters were comparable. Thus, any apparent
reproductive/developmental toxicity seems to be a function of the fewer pups per litter. This occurred
in 3 cases (1 animal in the mid-dose group and 2 animals in the high-dose group). Omitting these
animals from the analysis results in no significant differences among groups, indicating that the
statistical significance is not reflective of the entire group. Thus, the toxicological significance of the
lower litter size is unclear. The sperm counts of males that sired litters for the females having fewer
pups showed no apparent correlation between sperm count and litter size for these animals implying
that the lower litter size was a random phenomenon.

Histopathology did not reveal any significant effect on reproductive organs. No treatment-related
changes in sperm motility were observed. Testicular sperm counts for the low- and high-dose group,
and epididymal sperm counts for all treated groups were significantly lower than for the controls.
When adjusted for epididymal weight, the differences from the control group were no longer
statistically significant. Although lower than the control group, the sperm counts in the treated groups
were comparable to each other and were not reduced in a clear, dose-dependent manner. Therefore, the
apparent reductions may be related to slightly higher control group values rather than a treatment-
related effect. This possibility is supported by the lack of a treatment-related effect on fertility in the
study, and the lack of lesions observed microscopically in the testes.

A copy of the final report will be provided when it is completed.
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