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Monsanto 2065 gy,

Monserito Chemical Company

800 N. Lindbargh Boulevard

lomveon e PLIG-j292 - FP5FT

" December 7, 1992
743 1806 586

Certified Mail - Return Receipt Requested

Document Processing Center (TS-790) i ‘
Orfice of Pollution Prevengion and Toxics » \
G-92-6399

‘U.S. Environmental Protection Center
401 M Street, N.W. INIT 127088792
Washington, D.C. 20460

Attention: Section 8(e) Coordinztor
Dear Sir:

Enclosed you will find a drzft report of a rat teratology study
with Santovar A Antioxidant - 2,5-di(tert-amyl) hydroquinone
(CAS No. 79-74-3).

Santovar A was administered in a corn oil vehicle to pregnant
rats at dosage levels of 0, 20, 70, 175 mg/kg/day on gestation
days 6-15. Clinical signs of maternal toxicity reported in this
draft study data, including post-dosing salivation, were observed
at 70 and 175 mg/kg/day. Indications of fetal toxicity that were
reported concurrent with the maternal toxicity at 175 mg/kqg/day
included statistically significant body weight loss and litters
with ossification variations. The ossification variation finding
was judged to be of questionable biological significance inasmuch
as the concurrent control oss1f1catlon varlatlon data was

- gnusaaily 10w when compared with the historical control range for
-this laboratory (reported to be as high as 82% for this finding).
The no observable effect level (NOEL) for maternal effects was
judged to be 20 mg/kg/day, and the NOEL for fetal effects was
judged to be 70 mg/kg/day.

Although these findings are not considered to be indicative of
substantial risk, we are providing the preliminary results in
order to satisfy any reporting obligations that the Agency may
consider necessary.

Slncerely,

Con df) D A gL

Ronald D. Hogue, Ph.D.
Manager, Product Safety
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SUMMARY

This study was performed to detect and evaluats the potsntial embryotoxic or
teratogenic effects of Santovar A when administered crally to pregnant rats durng
the peiiod of major organogenesis. The study design consisted of a vehicie control
and thvee treatment groups. Each group contained twenty-five mated female
Snrague-Dawiey rats. The test article was mixed with com o and administered at
levels of 20.0, 70.0 and 175.0 mg/kg/day from gestation dzy 6 through gestation
day 15. AN doses wers given at a constam volume of § mi/kg. Control animak
were administered corn o under the same experimental conditions and at an
equivalent dose volume. The animais were cbserved daily for clinical signs of
toxicity. Bodyweightsandfoodmumpﬁonmmasuedonges&aﬁondayso,
€, 9, 12, 16 and 20. All females were sacrificed on gestation day 20 and subjected
to cesarean section. Fetuses were individually weighed, sexed and examined for

Oraladmhista@nofSaMevarAproducedsﬁgh!matemaétoxicﬁyatﬂ\e
70.0 mg/kg/day level and substantial maternal toxicity at the 175.0 mg/kg/day level.
The toxicity was characterized by an increase in the incidence of reddish colored
vaginal discharge and post-dose salivation at the 70.0 mg/kg/day level and more
frequent and severe clinical signs, body weight loss and reduced food consumption
et the 175.0 mg/kg/day level. No adverse clinical signs were observed in the
20.0 mg/kg/day group. Similarly, no treatment-related differsnces in mean body
weights, body weight gain or food consumption were observed at the 20.0 or
70.0 mg/kg/day levels. Mean fetal body weight was slightly, but statistically
reduced at the 175.0 mg/kg/day level when compared to the contro! group. All
other cesarean section parameters were c-mparable among the groups. No
apparent treatmont-related malformations or developmental variations were observed
at the 20.0 or 70.0 mg/kg/day levels. A slight, nonstatistical increase in the
incidence of skull anomalies and 7th cervical ribs was observed in the
175.0 mg/kg/day group and the number of litters with stemebrae #5 and/or
#6 unossified was statistically increased at this level when compared to the controi
group. The number of litters in the control group with unossified stermebras in this
study is unusually low when compared to SLS historical contrc! data. Therefore, it
isnotdearifmehcreaseinmenumbaroflinerswmstemebraeﬂand/or#s
unossified at the 175.0 mg/kg/day level in this study was spontaneous or
associated with the reduced fetal body weights observed at this level.

Based on the results of this study, a dosage leve! of 20.0 mg/kg/day was
considered a no-observed-effect lavel (NOEL) for maternal toxicity and a dosage
level of 70.0 mg/kg/day was considered a NOEL for developmental toxicity.
Santovar A at a dosage level of 175.0 mg/kg/day produced substantial maternal
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