
STATISTICAL METHODS: Fetal and maternal body weights, maternal food consumption, C.L., 
total implants, viable fetuses, and gravid uterine weights of females were subjected to a two-tailed 
ANOVA, followed by Dunnett's multiple comparison. Chi-square test with Yates correction factor 
was used for fetal sex ratios. The number of early and late resorptions, dead fetuses and post-
implantation losses were analyzed by Mann-Whitney U-test. 

ORGAN WEIGHTS: Gravid uterine weights not determined. 

GROSS PATHOLOGY: All animals were examined grossly for pathological changes. 

FERTILITY AND REPRODUCTIVE PERFORMANCE: The following data were recorded for 
each group. 

numbers of CL, resorptions (early and late), and viable and dead fetuses. 

number of pregnant females (based upon presence of implantation sites at autopsy)

implantation loss (pre- and post-); implantation sites 

sex ratio 

mean fetal body weights and length 

litters and fetuses examined externally for malformations 


Females on Study 
(8 per group) 

Dose Groups (mg/kg) 
0 1 10 50 100 200 

That Died 0 0 0 0 0 0 
That Aborted 0 0 0 0 0 0 

Number Gravid 7 8 7 7 7 6 
Number with Viable 
Fetuses 

7 8 7 7 7 6 

Fetal Data Dose Groups (mg/kg) 
0 1 10 50 100 200 

Viable fetuses: Total 99 110 91 79 95 87 
Mean (%) 96.2 94 95.3 92.8 96.1 93.2 

Dead fetuses 0 0 0 0 0 0 
Resorptions: Early 4 7 4 7 4 7 

Late 0 0 0 0 0 0 
Post-Implant Loss: 4 7 4 7 4 7 
Implant sites: Total 103 117 95 86 99 94 

Mean 14.7 14.6 13.6 12.3 14.1 15.7 
Corpora Lutea: Total 111 133 108 108 113 101 

Mean 15.9 16.6 15.4 15.4 16.1 16.8 
Pre-Implant Loss 8 16 13 22 14 7 

Fetal weight (grams) 3.7 3.5 3.7 3.9 3.8 3.9 

Fetal Data Dose Groups (mg/kg) 
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Per litter 0 1 10 50 100 200 
Total resorptions: % 3.8 6 4.7 7.2 3.9 6.8 
Pre-Implant Loss: % 6.4 11.3 12.6 24 12.1 7 
Post-Implant Loss:% 3.8 6 4.7 7.2 3.9 6.8 

Males: % 49.9 44.8 54.3 55.2 52.1 40.1 
Females: % 50.1 55.2 45.7 44.8 47.9 59.9 

Male fetal weight (g) 3.8 3.5 3.7 4 3.8 4.1 
Female fetal wt (g) 3.6 3.5 3.6 3.7 3.7 3.9 

There was only 1 malformation (macroglossia) and that occurred in a control litter. 

FINDINGS/MEASURED ENDPOINT/INDEX (i.e. LOEL, NOAEL): There were no significant 
cageside observations, no effects on body weight gain or food consumption, no adverse autopsy 
findings and no adverse effects on the dams. Dermal irritation was observed at 50 mg/kg and 
greater, with fissuring, eschar formation, and atonia at 100 and 200 mg/kg. Erythema, edema and 
desquamation evident in a dose related manner from mild to severe. No irritation occurred at 10 
mg/kg. There were no compound related effects on fertility, intrauterine growth and survival. 
There were no dose related effects on the number of CL, implantation sites, early or late resorptions, 
or on the number of dead fetuses. Necropsy: mean fetal crown-rump length, mean placenta weight, 
and mean fetal body weights were similar in all groups. There were no external malformations or 
developmental variations observed in this study, except for one control fetus with macroglossia. A 
NOAEL of 200 mg/kg was determined in this study for maternal toxicity and developmental 
toxicity. A NOAEL for dermal irritation was 10 mg/kg. 

DATA QUALITY: The study was conducted in accordance with recognized scientific procedure 
and screening bioassay for examining the developmental effects of a test substance in developing 
fetuses. No internal examinations were conducted on the fetuses, and no skeletal tissues were fixed 
and examined to assess possible compound related effects on bone development and variations, or 
visceral anomalies. The study was conducted in full compliance with GLP regulations. 

RELIABILITY: 

1 w/o restriction [  ] 
2 w restriction [X] 
3 not reliable [  ] 
4 not assignable [  ] 

Reason: Followed recognized toxicology testing procedures in compliance with GLP 
regulations. However, visceral and skeletal techniques were not included in the bioassay 
protocol and may affect a full screen for all possible developmental effects not detected via 
gross observations. 
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