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Test substance : as prescribed by 1.1 - 1.4 
Method : For the range-finding study, groups of 5 male Sprague Dawley rats were 

dosed with 1000, 2000, 4000 or 5000 mg/kg via oral gavage. The animals 
were observed immediately after dosing and daily thereafter for 3 days. 
Body weights were recorded prior to dose administration and on days 1 
and 3 post-dosing. 

For the definitive UDS assay, groups of 10 male rats were dosed with 0, 
500, 1000 or 2000 mg/kg ERL-4221.  Water was used as the vehicle for 
ERL-4221.  A positive control group of the same size received 35 mg/kg 
dimethylnitrosamine (DMN). Of the ten rats in each group, 3 animals were 
sacrificed at each time point for hepatocyte culture. Time points were after 
2-4 hours and 12-16 hours. 

Any mean net nuclear count which was increased by at least 5 counts over 
the negative control was considered significant. The test article was 
judged positive if it induced a dose-related increase with no less than one 
dose significantly elevated above the negative control. 

Result : For the range-finding study, all 5 animals died within 3 days of dosing at 
4000 and 5000 mg/kg. All animals survived at the two lower dose levels, 
1000 and 2000 mg/kg. Clinically, lethargy and piloerection were routinely 
noted one day after dosing at 2000 mg/kg and greater. All animals 
appeared to be normal after dosing at 1000 mg/kg. 

For the definitive UDS assay, there was no significant increase in the mean 
number of net nuclear grain counts (i.e., an increase of at least 5 counts 
over the negative control) after 2-4 hours or 12-16 hours post-dosing 
(Table 1). The mean number of cells in repair ranged from 4-6% in the 
controls to 2-3, 2-3 and 2-9 % in the 500, 1000 and 2000 mg/kg groups, 
respectively, during the two sampling points. The positive control group 
exhibited 81-99% of the cells undergoing repair.  Under these test 
conditions, ERL-4221 was concluded to be negative in the unscheduled 
DNA synthesis (UDS) test with mammalian liver cells in vivo.

 Table 1
           Summary of UDS assay with ERL-4221 

Dose 
Group Time net nuclear grain counts 
mg/kg Period  Mean +/- SD 
Control 2-4  0.2+/-0.9
 500 2-4  0.1+/-0.7 
1000 2-4             -0.2+/-0.9 
2000 2-4             -0.3+/-0.7 
DMN, 35 mg/kg 2-4  17.6+/-1.2* 
Control 12-16            -0.2+/-0.4
 500 12-16            -0.4+/-0.3 
1000 12-16            -0.2+/-0.7 
2000 12-16  0.4+/-1.4 
DMN, 35 mg/kg 12-16  10.5+/-3.2* 
Significantly different from control values. 

Reliability : (1) valid without restriction 
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Type : other: 32P-postlabeling analysis of in vivo DNA adducts 
Species : rat 
Sex : male/female 
Strain : Sprague-Dawley 
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