
5. Toxicity Id 2386-87-0 

Date 12.12.2003 

Result 
Method 
Year 

: 
: 
: 

ambiguous 
other: essentially follows OECD 482 guideline 
1980 

GLP : no 
Test substance 
Method 

: 
: 

as prescribed by 1.1 - 1.4 
UDS assay was conducted at concentrations of 0.0001, 0.0010, 0.0030, 
0.0100, 0.0300 and 0.1% v/v ERL-4221.  The negative solvent control was 
conducted at 3.0%. Positve controls were 4-nitroquinoline oxide (4-NQO) 
and DMN. Positive controls were studied at 3-6 concentrations. 

Result : In hepatocytes treated with ERL-4221, two of the six concentrations, 
0.0010 and 0.0001% tested for potential activity induced a statistically 
significant increase in the amounts of 3H-thymidine incorporation in the 
DNA (Table 1).  Although there was no indication of a dose-response 
relationships due to treatment with the test material, the UDS values were 
sufficiently elevated to suggest a very weak level of mutagenic activity. 
These data were considered equivocal but sugges tive of a questionable-to-
weak activity for ERL-4221.

 Table 1

 Results of unscheduled DNA synthesis in rat hepatocyte

 Radioactivity 
in DNA 

% of solvent 
Control 

Test Chemical Conc 
ERL-4221  0.0001% 

0.0010% 
0.0010% 
0.0100% 
0.0300% 
0.1000% 

DNSO 3.0% 
4-NQO  0.3 ug/ml 

1.0 ug/ml 
3.0 ug/ml 

DMN 1 ug/ml 
10 ug/ml 
30 ug/ml 

100 ug/ml 
300 ug/ml 

1000 ug/ml 

Mean+/-S.D.  
14629+/-993  

12172+/-242  
14760+/-1453  
10882+/-1198  
7864+/ -307  
495+/ -289 
8537+/-3379  
10219+/-757  

12011+/-3654  
16720+/-940        
16243+/-1690  
12198+/-3117  
13322+/-4554  

      13195+/-681  
14608+/-1669  
9818+/-786  

Mean+/-S.D. 
171.4+/-11.6%**

142.6+/-2.8%
172.9+/-17.0%**
127.5+/-14.0%
92.1+/-3.6%
5.8+/-3.4% 

100.0+/-39.6% 
119.7+/-8.9%
140.7+/-42.8%

 195.0+/ -11.0%*** 
190.3+/-19.8%***
142.9+/-36.5%
156.0+/-53.3%**
154.6+/-8.0%**
171.1+/-19.5%**
115.0+/-9.2% 

Statistically significant above solvent control, ** 0.05>p>0.01 *** 

Reliability : 
0.01>p>0.001 
(2) valid with restrictions 
2E 

08.08.2003 (23) 

5.6 GENETIC TOXICITY ‘IN VIVO‘ 

Type : Micronucleus assay 
Species : mouse 
Sex : male/female 
Strain : Swiss 
Route of admin. : i.p. 
Exposure period : 
Doses : 500, 1000 and 2250 mg/kg 
Result : negative 
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