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Dear 8(e) Coordinator:

2-propenenitrile
CAS # 107-13-1

DuPont received information from a third party on the above-referenced substance. DuPont has reviewed the
information for reportability under TSCA 8(e) and provides below a summary of the information as received that
has been determined to meet EPA’s TSCA 8(e) criteria for reporting. It is unknown whether the information
reported below has been previously reported to EPA by any third party or is otherwise considered known to the
Administrator under TSCA 8(e) guidance.

Sprague-Dawley rats 6-7 weeks of age were randomly grouped by sex for treatment. There were 20 female rats in
each of the 3 treatment groups receiving 35, 210 or 500 ppm acrylonitrile (AN) in the drinking water; 30 control rats
had no test substance in their drinking water. The female rats were caged individually for the initial 60 days of the
study. They were then grouped 2 females and 1 male/cage (all from the same treatment. level) for a 15 day mating
period (3 estrus cycles). The males were selected at random from the male rats on a concurrent 90-day toxicity
study. After the 15 day mating period, the females were placed in individual delivery cages containing ground comn
cob litter for nesting. All rats were observed daily for changes in appearance and demeanor. Body weights were
recorded at weekly intervals during the pretreatment and mating periods of the study. Food and water consumption
were measured at least once each week during the study. After mating, the females were observed daily for signs of
normal or abnormal parturition. The following records were maintained: date of parturition, number of live and dead
newborn, number of live pups at days 1, 7, 14 and 21, litter weights on days I, 7 and 14, individual weanling weights
on day 21 and the sex of each weanling on day 21. The following indices were calculated for each group of rats:
fertility index (the proportion of females that were pregnant), gestation survival index (the proportion of newborn
pups that were alive) and the 24-hr, 7, 14, and 21 day survival indices (the proportion of live born pups that survived
1,7, 14 or 21 days, respectively). The weanling rats were necropsied at 21 days of age. All adult nursing females
were necropsied at the time the pups were examined. The nonpregnant adult females were killed when it was
determined that the time exceeded the normal gestation period. The nonpregnant adult females were killed by
decapitation and a gross pathologic examination was performed.

No alterations in appearance or demeanor were noted in any of the rats throughout this study. The mean body
weights of female rats maintained on drinking water containing 500 ppm the test substance were significantly lower
than the body weights of control rats throughout the study. At 210 ppm, the mean body weights were significantly
less than control values after about 40 days on test. The mean body weight of rats drinking water containing 35 ppm
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the test substance was not significantly different from control values at any time during the study. The water
consumption of rats at the 500 ppm concentration was significantly less than control values, being reduced by as
much as 40-60% throughout much of the study. At 210 ppm, the water consumption was also significantly decreased
throughout the majority of the study. At 35 ppm, water consumption was slightly less than that of control rats during
the early part of the study, but was comparable to controls throughout gestation and lactation. At 500 ppm, food
consumption was consistently significantly lower than among control rats during the entire study. At 210 ppm, food
consumption was slightly decreased and in some cases to a statistically significant extent prior to mating but not
during gestation or lactation. At 35 ppm, food consumption was not significantly different than among control
animals except for one time during lactation when food consumption was significantly increased.

None of the indices used to measure the pregnancy rate or the survival of fetuses or neonates were altered by
inclusion of the test substance in the drinking water. There was no significant effect on the sex ratio of the offspring
or on the duration of time between the first day of breeding and the day of parturition. Ingestion of water containing
35 or 210 ppm the test substance had no significant effect on the mean body weight of neonates during lactation. In
contrast, at 500 ppm, the mean body weight of pups was significantly less than control values on days 14 and 21 of
lactation. This is not surprising, considering the significant decrease in water intake by the lactating females in this
group. A decrease in fluid intake of nearly 50% would be expected to cause a considerable decrease in milk
production and a resultant decrease in growth of nursing pups. A number of internal and external developmental
variations were observed in soft tissues and skeletal structures but none at an incidence significantly different from
those found in control litters.

All groups of animals contained rats with focal areas of hemolyzed blood adherent to the fundic mucosa of the
stomach, but the number of rats involved and the severity of the effect was greatest at the high concentration of the
test substance. In addition, the number of affected rats at the high concentration was greater among those nursing
pups than among nonpregnant rats. The stomach from 5 rats at the highest concentration of the test substance was
saved for histopathological examination to determine the origin of the hemorrhage. Multiple sections of the stomach
revealed 2 small ulcers in the fundic portions of the stomach in one of the five rats. These were microscopic in size
and were not visible grossly. These ulcers were manifested grossly as small foci of hemolyzed blood adhering to the
mucosa. In no case was the hemorrhage severe enough to cause signs of anemia. A single adult female rat of the
control group contained a subcutaneous tumor 1-1% cm in diameter associated with the first mammary gland on the
right side. No gross evidence of invasion or metastasis was found.

Sincerely,

Sodf

atheesh Anand, Ph.D., DABT
Senior Research Toxicologist

SSA/RV: clp
(302) 366-5314
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