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1. SUMMARY 

 
 
An acute dermal toxicity study was performed with test item CH2 Mild 1906 in 
CRL:(WI) Wistar rats, in compliance with OECD Guideline No.: 402. 

A limit test was carried out at 2000 mg/kg body weight (bw) in both sexes 
(5 rats/sex). The test item was applied as supplied as a single dermal 24-hour exposure 
followed by a 14-day observation period. 

Clinical observations were performed on all animals at 1 and 5 hours after dosing and 
daily for 14 days thereafter. Body weight was measured prior to dosing on Day 0 and 
on Days 7 and 14. Rats were euthanized and a gross macroscopic examination 
performed at the end of the 2-week observation period (Day 14). 
 
 
The results of the study were summarized as follows:  
 
Mortality 
 
No mortality occurred. 
 
Systemic clinical signs 
 
No clinical signs were observed after the treatment with the test item or during the 
14-day observation period. 
 
Local dermal signs 
 
After treatment with CH2 Mild 1906 no local signs were observed after the treatment 
with the test item or during the 14-day observation period. 
 
Body weight 
 
The body weight and body weight gain of CH2 Mild 1906 treated animals did not 
show any test item-related effect. 
 
Necropsy 
 
There was no evidence of the observations at a dose level of 2000 mg/kg bw at 
necropsy. 
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Conclusions 
 
The acute dermal median lethal dose (LD50) of the test item CH2 Mild 1906 was 
found to be higher than 2000 mg/kg bw in male and female CRL:(WI) Wistar 
rats. 
 



Study code:  11/236-002P Final Report Page  9  of  26 

 
 
 

2. OBJECTIVE OF STUDY 
 
 
The objective of the study was to assess the acute dermal toxicity of the test item CH2 
Mild 1906 when administered as a single 24-hour dermal treatment in rats at one or more 
defined dose levels followed by a 14-day observation period. 
 
 

2.1. STUDY SCHEDULE 
 
 

 Study Day Absolute Date 
 
 
 
PRE-EXPERIMENTAL PERIOD 
 
 
Animal receipt: Day [-6] 06 October 2011 
 
Veterinary control: Day [-5] 07 October 2011 
 
Animal identification: Day [-1] 11 October 2011 
 
 
 
TREATMENT PERIOD  
 
 
The day of treatment: Day 0 12 October 2011  
 
Body weight measurement: Day 0, 7, 14 12, 19, 26 October 2011 
 
Clinical observation: 1 and 5 hours after treatment, then daily for 14 days 
 
 
Necropsy: Day 14 26 October 2011 
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3.3.3. Procedure 
 
The back of each animal was shaved (approximately 10 % area of the total body 
surface) approximately 24 hours prior to treatment. The test item was applied as a 
single dose as supplied to the shaved skin and remained in contact with the skin for 
the 24- hour exposure period. Sterile gauze pads were placed on the skin of rats to 
cover the test item. These gauze pads were kept in contact with the skin by a patch 
with adhesive hypoallergenic plaster. The entire trunk of the animal was then wrapped 
with semi occlusive plastic wrap for 24 hours. 
 
At the end of the exposure period, the area of skin treated with the test item was 
washed with water of body temperature. 

 
 

3.4. OBSERVATIONS 
 
 

3.4.1. Clinical Observations 
 
 
Clinical observations were performed on the day of treatment at 1 and 5 hours after 
application of the test item and once each day for 14 days thereafter. Observations 
included the skin and fur, eyes and mucous membranes, the respiratory, circulatory, 
autonomic and central nervous system, somatomotor activity and behaviour pattern. 
Particular attention was directed to observation of tremors, convulsions, salivation, 
diarrhoea, lethargy, sleep and coma. 

 
 

3.4.2. Measurement of Body Weight 
 
 
The body weights were recorded on Day 0 (before test item administration) and on 
Days 7 and 14. 
 
 

3.5. NECROPSY 
 
 
All animals were anaesthetised with Euthasol®40% (details in 3.1.3.) and 
exsanguinated. After examination of the external appearance, the cranial, thoracic and 
abdominal cavities were opened and the appearance of the tissues and organs was 
observed. All macroscopic changes were recorded. 
 
 

3.6. EVALUATION 
 
 
Body weight and body weight gain are summarized in tabular form. Clinical signs and 
necropsy findings are described and summarized in tabular form. 
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8. RESULTS AND CONCLUSION 
 
 

8.1. MORTALITY 
 
 
No mortality occurred after a 24-hour dermal exposure to CH2 Mild 1906 
administered at 2000 mg/kg bw to CRL:(WI) Wistar rats followed by a 14-day 
observation period. 
 
 

8.2. SYSTEMIC CLINICAL SIGNS 
 
 
Tables for individual clinical observations are listed in Appendix 2, page 19 
 
No clinical signs were observed after the treatment with the test item or during the 
14-day observation period. 
 
 

8.3. LOCAL DERMAL SIGNS 
 
 
Tables for individual clinical observations are listed in Appendix 2, page 19 
 
After treatment with CH2 Mild 1906 no local signs were observed after the treatment 
with the test item or during the 14-day observation period. 
 
 

8.4. BODY WEIGHT 
 
 
Tables for individual body weight and body weight gain are listed in Appendix 3, page 20 
 
The body weight and body weight gain of CH2 Mild 1906 treated animals did not 
show any test item-related effect. 
 
 

8.5. MACROSCOPIC FINDINGS 
 
 
Tables for macroscopic findings are listed in Appendix 4, page 21 

 
There was no evidence of the observations at a dose level of 2000 mg/kg bw at 
necropsy. 
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CONCLUSIONS 
 
 
The acute dermal median lethal dose (LD50) of the test item CH2 Mild 1906 was 
found to be higher than 2000 mg/kg body weight in male and female CRL:(WI) 
Wistar rats. 
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APPENDIX 1: 
 

CONTENTS OF THE DIET 
 

SSNIFF® SM R/M-Z+H, AUTOCLAVABLE 
Complete feed for rats and mice – breeding and maintenance 

 
 

Batch 
number: 

683 5949 

Expiry date: January 2012 
  
NUTRIENTS  
  
Crude protein 19.00% 
Crude fat 3.50% 
Crude fibre 3.60% 
Ash 6.50% 
  
Lysine 1.10% 
Methionine 0.56% 
  
Calcium 1.00% 
Sodium 0.20% 
Magnesium 0.22% 
Phosphorus 0.70% 
  
  
VITAMINS  
  
Vitamin A 25000 IU 
Vitamin D3 1000 IU 
Vitamin E 125 mg/kg 
  
  

 
 

These data are standard and guaranteed values which were provided by the supplier. 
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APPENDIX 2: 

 
CLINICAL OBSERVATIONS  

 

SEX: MALE

1h 5h
1 9237 Symptom Free + + + + + + + + + + + + + + + + 16/16
2 9238 Symptom Free + + + + + + + + + + + + + + + + 16/16
3 9239 Symptom Free + + + + + + + + + + + + + + + + 16/16
4 9240 Symptom Free + + + + + + + + + + + + + + + + 16/16
5 9241 Symptom Free + + + + + + + + + + + + + + + + 16/16

SEX: FEMALE

1h 5h
6 9242 Symptom Free + + + + + + + + + + + + + + + + 16/16
7 9243 Symptom Free + + + + + + + + + + + + + + + + 16/16
8 9244 Symptom Free + + + + + + + + + + + + + + + + 16/16
9 9245 Symptom Free + + + + + + + + + + + + + + + + 16/16
10 9246 Symptom Free + + + + + + + + + + + + + + + + 16/16

+ =  present
h = hour (s)

TEST ITEM: CH2 Mild 1906

1

INDIVIDUAL CLINICAL OBSERVATIONS
STUDY CODE: 11/236-002P

TEST SYSTEM: CRL: (WI) Wistar Rats

8

137Observations
Observation days

DOSE LEVEL: 2000 mg/kg bw

5

Cage 
No. 2

DOSE LEVEL: 2000 mg/kg bw

Remarks:

Cage 
No.

Treatment day = Day 0

6
Animal 

No. Observations

Animal 
No.

133 104 7

128 9

Frequency0

10 11630 4 Frequency

14

145

1121 12

Frequency of observation = number of occurence of observation / total number of observations

Observation days

9
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APPENDIX 3: 

 
BODY WEIGHT DATA 

 

0 7 14 0-7 7-14 0-14
1 9237 236 277 326 41 49 90
2 9238 241 284 336 43 52 95
3 9239 261 313 355 52 42 94
4 9240 242 297 344 55 47 102
5 9241 238 271 315 33 44 77

243.6 288.4 335.2 44.8 46.8 91.6
10.0 16.8 15.5 8.8 4.0 9.2

0 7 14 0-7 7-14 0-14
6 9242 226 228 236 2 8 10
7 9243 215 238 252 23 14 37
8 9244 243 257 272 14 15 29
9 9245 228 243 260 15 17 32
10 9246 206 209 228 3 19 22

223.6 235.0 249.6 11.4 14.6 26.0
14.0 17.9 17.8 8.8 4.2 10.5

Remark:

TEST ITEM: CH2 Mild 1906

Body weight (g)

Treatment day = Day 0

Animal No.

Mean:
Standard deviation:

Days

SEX: FEMALE

Body Weight Gain (g)

Standard deviation:

INDIVIDUAL BODY WEIGHT AND BODY WEIGHT GAIN
STUDY CODE: 11/236-002P

TEST SYSTEM: CRL: (WI) Wistar Rats

Mean:

Cage No.

SEX: MALE

Body Weight Gain (g)
Days

Body weight (g)
DOSE LEVEL: 2000 mg/kg bw 

DOSE LEVEL: 2000 mg/kg bw 

Cage No. Animal No.
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APPENDIX 4: 

 
MACROSCOPIC FINDINGS 

 

SEX: MALE

Cage No. Animal 
No. Necropsy Date External Observations Internal Observations Organ/ Tissue

1 9237 26 October 2011 No external observations No internal observations Not applicable

2 9238 26 October 2011 No external observations No internal observations Not applicable

3 9239 26 October 2011 No external observations No internal observations Not applicable

4 9240 26 October 2011 No external observations No internal observations Not applicable

5 9241 26 October 2011 No external observations No internal observations Not applicable

SEX: FEMALE

Cage No. Animal 
No. Necropsy Date External Observations Internal Observations Organ/ Tissue

6 9242 26 October 2011 No external observations No internal observations Not applicable

7 9243 26 October 2011 No external observations No internal observations Not applicable

8 9244 26 October 2011 No external observations No internal observations Not applicable

9 9245 26 October 2011 No external observations No internal observations Not applicable

10 9246 26 October 2011 No external observations No internal observations Not applicable

DOSE LEVEL: 2000 mg/kg bw 

TEST ITEM: CH2 Mild 1906
TEST SYSTEM: CRL: (WI) Wistar Rats

INDIVIDUAL INTERNAL AND EXTERNAL  MACROSCOPIC OBSERVATIONS
STUDY CODE: 11/236-002P

DOSE LEVEL: 2000 mg/kg bw 
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APPENDIX 6: 
 

COPY OF THE CERTIFICATE OF ANALYSIS 
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APPENDIX 7: 
 

COPY OF THE TEST ITEM DATA SHEET 
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APPENDIX 8: 
 

COPY OF THE GLP CERTIFICATE 

wartk1511
Text Box
10.1.c Wob juncto 63.2.a en d Vo 1107/2009 juncto 39.2.a Vo 178/2002




