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Study No. B040030

Table 1  Clinical Sign - Summary Male
Test Substance Day 199 200 201 202 203 204 205 206 207 208 209
Dose Findings Time 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20
SA Number of Animals 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20
0 mg/kg No Abnormality 18 18 18 18 18 18 18 18 18 18 18 18 18 18 18 18 18 18 18 18 I8 18
Death + o 0 o0 0 o0 0 o0 o0 O o 0 0 0 0 0 0 0 0 0 0 0 0
Abnormal gait + 0o 0 0o 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Anemic + o o0 o o0 o0 O o0 O 0 o0 o o0 0 O 0 0 0 0 0 0 0 0
Swelling 53 + 0o o0 o 0 o0 o0 o0 0o 0 0 o 0 0 0 0 0 0 0 0 0 0 0
Swelling 54 + I 1 1 I 1 11 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1
Erosion 54 + 6 0 o O 0 O o0 O 0 0 0 0 0 0 0 0 0 0o 0 0 0 0
Crust formation 54 + 1 i 1 1 1 1 1 1 i 1 1 i 1 1 1 1 1 i i | i 1
Reddish tear 1 o 0 o0 0 0 o0 o0 0 0 0 o0 0 0 0 0 0 0 0 0 0 0 0
Opacity of eyeball + 1 1 1 1 1 1 I 1 1 1 1 1 1 1 1 1 | 1 1 | 1 I
Loss of teeth + 0o o o 0 o0 o0 o 0 o 0 o0 o0 O 0 0 0 0 0 0 0 0 0
SA Number of Animals 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20
250 mg/kg No Abnormality 17 17 17 17 7 17 17 17 o117 owvo17 17 1717 17 17 17 7 17 17 ‘17
Death + o 0 0 0 o0 0 O 0 0 00 0 0 0 0 0 0 0 0 0 0 0
Loss of fur 11 + 1 1 1 I 1 I 1 1 1 1 1 1 1 1 l 1 1 I 1 1 \ i
Loss of fur 50 + o 0 0o 0 o0 o0 O 0 0 0 o 0 0 0 0 0 0 0 0 0 0 0
Loss of fur 51 + o 0 o0 0 o 0 O 0 0 o 0 0 0 0 0 0 0 0 0 0 0 0
Anemic + o 0 o0 0 o0 o0 o0 o0 0o 0 0 0 0 0 0 0 0 0 0 0 0 0
Swelling 54 + 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
Mass 07 + o o 0 0 0 o0 o 0 0 o o 0 o 0 0 0 0 0 0 0 0 0
Mass 25 + o 0 o 0 0 o0 o o0 0o o0 o0 0 0 0 0 0 0 0 0 0 0 0
Erosion 54 + 2. 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
Crust formation 54 + o 0 o0 o0 O o0 o 0 0 0 o0 0 0 0 0 0 0 0 0 0 0 0
Loss of teeth + o o0 o0 0 o0 0 0 0 0 0 0 0 o 0 0 0 0 0 0 0 0 0
Abdominal distention + 0O 0 0 0 o0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0

+, Present; 1, Slight; 2 , Moderate; 3 , Severe;

Time 10, Before dosing;
11, Forelimb;
54, Foot pad;

07, Chest;
53, Left hindlimb;

Time 20, After dosing;
25, Left pinna,

50, Right forelimb;

51, Left forelimb;
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Table 1

Clinical Sign - Summary

Male

Study No. B040030
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+, Present; 1 , Slight; 2 , Moderate; 3 , Severe;

Time 10, Before dosing;
11, Forelimb;
54 , Foot pad;

07, Chest;
53, Left hindlimb;

Time 20 , After dosing;
25, Left pinna;

50, Right forelimb;

51, Left forelimb;



4%

Table 1  Clinical Sign - Summary Male

Study No. B040030

Day 221
Findings Time 10 20

Test Substance
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+, Present; 1, Slight; 2, Moderate; 3 , Severe;

Time 10, Before dosing; Time 20, After dosing;

07, Chest, 11, Forelimb, 25, Left pinna,
53, Left hindlimb, 54 , Foot pad,

50, Right forelimb;

51, Left forelimb;
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Table 1

Clinical Sign - Summary

Male

Study No. B040030

Test Substance
Dose

Findings
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+, Present; 1 , Slight; 2 , Moderate; 3 , Severe;

Time 10, Before dosing;
11, Forelimb,
54 , Foot pad,

07, Chest;
53, Left hindlimb;

Time 20, After dosing;
25, Left pinna;

50, Right forelimb; 51, Left forelimb;



Study No. B040030

Table 1  Clinical Sign - Summary Male

Test Substance Day 243 245 252 253
Dose Findings Time 10 20 10 20 20 10 10 20 10 20
SA Number of Animals 20 20 20 20 20 20 20 20 20 20 20 20
0 mg/kg No Abnormality 15 15 15 15 15 15 15 15 15 15 15 15 15 15 15 15 15 15 15 15 15
Death + 0o 0 0 0 o0 o0 0 O O O O o0 0 O O 0 O O 0 0 0 O
Abnormal gait + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Anemic + o 0 o 0 o0 o0 0o O O o0 O O O O O O o0 o0 o0 o0 o0 O
Swelling 53 + o o o 0 o o0 o O0 0 o0 o0 0 o0 O 0 O O O O 0 o0 o0
Swelling 54 + 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4
Erosion 54 + 1 | 1 1 1 1 1 1 1 | 1 1 1 1 2 2 2 2 2 2 2 2
Crust formation 54 + 1 1 1 1 i i 1 1 1 1 i 1 1 1 i 1 1 i 1 || i
Reddish tear I o o o 0 o o o0 o0 0 o0 o0 O o0 o0 0 0 O O O 0 0 o
Opacity of eyeball + 1 1 1 1 1 1 1 I 1 1 1 1 1 1 1 1 1 1 1 I 1
Loss of teeth + ¢ 0 o o0 0 o0 o0 O O o0 O O O O O O 0 O O o0 o0 o0
! SA Number of Animals 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20
& 250 mg/kg No Abnormality 18 18 18 18 18 18 18 18 18 18 18 18 18 18 18 18 18 18 18 18 18 18
- Death + o o o o0 o0 o0 o0 o0 O o0 0 O O O O O O O O o0 o0 o0
' Loss of fur I + o o0 o ¢ 0 o0 o0 O O o0 O O O O O O O O O o0 o0 o
Loss of fur 50 + o o o0 06 o o o0 O O O o O O O 0 O O 0 o0 0 o0 o0
Loss of fur 51 + o o o o0 o o0 o o0 O o0 O O O o0 o0 o0 o 0 o0 0 o0 O
Anemic + o o6 o o0 0 o0 o0 O O O O O o0 O O O O O O o0 o0 o
Swelling 54 + 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
Mass 07 + o o o o o0 o o O O O o0 O o0 O 0 O O o0 O0 0 o0 O
Mass 25 + ‘0 0 o 06 o0 o0 o O o0 O o0 o0 o0 0 O O O o0 o0 O0 0 o
Erosion 54 + 6 o o0 o o o0 0o O O o0 o0 O O 0 O 0 o0 O 0o o0 0 O
Crust formation 54 + 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
Loss of teeth + o o o o0 0o o0 o O O O O O O O O O O O O0 o0 o0 o0
Abdominal distention + o 6 o0 o0 o© o0 o0 o0 O o0 O O o o0 o0 0 o0 o0 0 0 0 O

+, Present; 1, Slight; 2 , Moderate; 3 , Severe;

Time 10, Before dosing;
11, Forelimb;
54 , Foot pad,

07, Chest;
53, Left hindlimb;

Time 20, After dosing;
25, Left pinna;

50, Right forelimb.

51, Left forelimb;
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Study No. B040030

Table ) Clinical Sign - Summary Male
Test Substance Day 254 255 256 257 258 259 260 261 262 263 264
Dose Findings Time 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20
SA . Number of Animals 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20
0 mg/kg No Abnormality 15 1s 15 IS 15 15 15 15 15 15 1S 1§ 15 (5 15 I5 15 IS5 15 15 {5 I5
Death + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Abnormal gait + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 .0 0 0
Anemic + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Swelling 53 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Swelling 54 + 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4
Erosion 54 + 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
Crust formation 54 + 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 l 1 1 1
Reddish tear 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Opacity of eyeball + 1 1 1 1 1 1 1 1 1 1 1 1 1 ] hl 1 1 1 1 1 1 1
Loss of teeth + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
SA Number of Animals 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20
250 mg/kg No Abnormality i8 18 18 18 8 18 18 18 18 18 18 I8 18 18 13 18 18 18 18 18 18 18
Death + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of fur 11 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of fur 50 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of fur 51 + 0 0 0 o0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Anemic + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Swelling 54 + 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
Mass 07 + 0 0 0 0 0 0 0 0 -0 0 0 0 0 0 0 0 0 0 0 0 0 0
Mass 25 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Erosion 54 + 0 o 0 0 0 ¢ 0 0 0 0 0 0 1 1 1 1 1 1 1 1 1 1
Crust formation 54 + 2 2 2 2 2 2 2 2 2 2 2 2 | | | 1 1 1 1 1 1 1
Loss of teeth + 0 0 0 0 0 0 0 0 0.0 0 0 0 0 0 0 0 0 0 0 0 0
Abdominal distention o+ 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0

+, Present; 1, Slight; 2 , Moderate; 3 , Severe;

Time 10, Before dosing;
11, Forelimb;
54 , Foot pad;

07, Chest;
53, Left hindlimb;

Time 20 , After dosing;
25, Left pinna;

50, Right forelimb;

51, Left forelimb,
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Table 1

Clinical Sign - Summary
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Study No. B040030
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+, Present; 1, Slight; 2 , Moderate; 3 , Severe;

Time 10, Before dosing;
11, Forelimb;
54, Foot pad,

07, Chest;
53, Left hindlimb;

Time 20, After dosing;
25, Left pinna;

50, Right forelimb

51, Left forelimb;
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Table 1 Clinical Sign - Summary

Male

Study No. B040030

Test Substance

Dose Findings
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+, Present; 1, Slight; 2 , Moderate; 3 , Severe;

Time 10, Before dosing; Time 20, After dosing;

07, Chest,; 11, Forelimb; 25, Left pinna;
53, Left hindlimb; 54 , Foot pad;

50, Right forelimb;

51, Left forelimb;
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Table |

Clinical Sign - Summary
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Study No. B040030
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Findings
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+, Present; 1, Slight; 2 , Moderate; 3 , Severe;

Time 10, Before dosing;
11, Forelimb;
54 , Foot pad;

07, Chest;
53, Left hindlimb;

Time 20, After dosing;
25, Left pinna,

50, Right forelimb.

>

51, Left forelimb;
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Table 1

Clinical Sign - Summary
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Study No. B040030
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+, Present; 1, Slight; 2 , Moderate; 3 , Severe;

Time 10, Before dosing;
11, Forelimb,
54 , Foot pad; -

07, Chest,
53, Left hindlimb;

Time 20 , After dosing;
25, Left pinna;

50, Right forelimb;

51, Left forelimb;




- 09¢ -

Table |

Clinical Sign - Summary
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+, Present; 1, Slight; 2 , Moderate; 3, Severe;

Time 10, Before dosing;
11, Forelimb;
54, Foot pad,

07, Chest;
53, Left hindlimb;

Time 20, After dosing;
25, Left pinna;

50, Right forelimb,

51, Left forelimb;
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Clinical Sign - Summary
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+, Present; 1, Slight; 2 , Moderate; 3, Severe;

Time 10, Before dosing;
‘11, Forelimb;
54, Foot pad;

07, Chest;
53, Left hindlimb;

Time 20, After dosing;
25, Left pinna;

50, Right forelimb;

51, Left forelimb;
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Study No. B040030

Table 1  Clinical Sign - Summary Male
Test Substance Day 331 332 333 334 335 336 337 338 339 340 341
Dose Findings Time 10 20 10 20 10 20 10° 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20
SA Number of Animals 20 20 20 20 20 20 20 19 19 19 19 19 19 19 19 19 19 19 19 19 19 19
0 mg/kg No Abnormality 12 12 12 12 12 12 1 11 11 11 11 11 1 t& 1t 1 1 111
Death + 6. 0 0 0 0 O 1 o 0o o 0 0O OO O O o O o0 O o0 o0 O
Abnormal gait + 6o 0 o o o0 0o o0 O O o O O O O O O o0 o0 O0 0 o0 O
Anemic + o o o o o o o0 o o0 o0 o0 0 o0 o0 O O O O O O O O
Swelling 53 + o o o o0 o o o0 0 o0 o0 o0 O o0 o0 O O O o0 O 0 o0 o
Swelling 54 + 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6
Erosion 54 + 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4
Crust formation 54 + o o o o0 o0 o o o o o o o o o O O o0 o © o0 0 O
Reddish tear 1 o o o o0 o o0 o0 O O o0 O o0 o0 o O O O o O0o o0 o0 O
Opacity of eyeball + 1 1 1 1 1 1 1 1 1 1 i 1 1 1 I 1 1 1 1 1 1 1
Loss of teeth + 1 1 1 1 I 1 1 1 1 1 1 1 1 1 1 1 1 1 1 11 1
SA Number of Animals 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20
250 mg/kg No Abnormality 17 o7 17171717 17 17 17 17 17 17 16 16 16 16 16 16 16 16 16 16
Death + o o o 0 66 0 o0 o0 0 o0 o0 O o0 o0 O O O O O 0 o0 O
Loss of fur 11 + 0 o o 0 o0 o0 o0 O O O o0 O O 0 O O0 O O O O 0 O
Loss of fur 50 + o o o o0 o o0 o0 o0 0 o0 o0 O O O O O O O O o0 o0 O
Loss of fur 51 + o o o o0 o0 o0 o 0o o0 © o0 O o0 O O O O O O o0 o0 o0
Anemic + o o o o0 o0 o0 ¢ O O O O 0 O O O O O O o0 0 0 o
Swelling 54 + 3 3 3 3 3 3 3 3 3 3 3 3 4 4 4 4 4 4 4 4 4 4
Mass 07 + 6o o0 o 0 06 0 0 0 0 ¢ 0 O 0 O O O 0 0 O O o0 O
Mass 25 + 6o o o 0 o0 o0 o0 O o0 O 0o o0 O0 O O O O O O 0 o0 O
Erosion 54 + 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
Crust formation 54 + 1 1 1 1 1 1 1 1 1 1 1 I 1 1 1 1 1 1 1 1 ] 1
Loss of teeth + o o o 6 o0 o o0 o0 o0 o0 o0 0O o0 O0 O O O o0 O 0 o0 o
Abdominal distention + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0

+, Present; 1, Slight; 2 , Moderate; 3 , Severe;

Time 10, Before dosing;
11, Forelimb,
54, Foot pad;

07, Chest; )
53, Left hindlimb;

Time 20 , After dosing;
25, Left pinna;

50, Right forelimb,;

51, Left forelimb;
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Table 1

Clinical Sign - Summary

Male

Study No. B040030
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+, Present; 1, Slight; 2 , Moderate; 3 , Severe;

Time 10, Before dosing;
11, Forelimb;
54 , Foot pad;

07, Chest;
53, Left hindlimb;

Time 20 , After dosing;
25, Left pinna;

50, Right forelimb;

51, Left forelimb;
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Table 1

Clinical Sign - Summary
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Study No. B040030

Test Substance
Dose

Findings
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0 mg/kg

SA
250 mg/kg

Number of Animals
No Abnormality
Death

Abnormal gait
Anemic

Swelling
Swelling

Erosion

Crust formation
Reddish tear
Opacity of eyeball
Loss of teeth

Number of Animals
No Abnormality
Death

Loss of fur

Loss of fur

Loss of fur
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Mass
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Erosion }
Crust formation
Loss of teeth
Abdominal distention
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+, Present; 1, Slight; 2 , Moderate; 3, Severe;

Time 10, Before dosing;
11, Forelimb;
54 , Foot pad,

07, Chest;
53, Left hindlimb;

Time 20, After dosing;
25, Left pinna;

.50, Right forelimb;

51, Left forelimb;
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Table 1 Clinical Sign - Svummary

Male

Study No. B040030

Test Substance
Dose

Findings

Day 364 3
Time 10 20

65

(=]

366
20

SA
0 mg/kg

SA
250 mg/kg

Number of Animals
No Abnormality
Death

Abnormal gait
Anemic

Swelling

Swelling

Erosion

Crust formation
Reddish tear
Opacity of eyeball
Loss of teeth

Number of Animals
No Abnormatity
Death

Loss of fur

Loss of fur

Loss of fur

Anemic

Swelling

Mass

Mass

Erosion

Crust formation
Loss of teeth
Abdominal distention

53
54
54
54

1’

50
51

54
07
25
54
54
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+, Present; 1, Slight; 2 , Moderate; 3 , Severe;

Time 10 , Before dosing;
11, Forelimb;
54 , Foot pad;

07, Chest;
53, Left hindlimb;

Time 20, After dosing;
25, Left pinna;

50, Right forelimb,

51, Left forelimb;
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Study No. B040030

Table 1  Clinical Sign - Summary Male
Test Substance | 2 3 4 S 6 7 8 9 10 I
Dose Findings Time 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20
SA Number of Animals 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60
500 mg/kg No Abnormality 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60
Death + 0 0 0 0 0 0 0 0 0o o 0 0 0 0 0 0 0 0 0 0 0 0
Abnormal gait + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of fur 11 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of fur 50 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Anemic + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Swelling . 53 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Swelling 54 + 0 0 0 0 0 0 0 0 (] 0 0 0 0 0 0 0 0 0 0 0 0
Erosion 06 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Erosion 54 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Crust formation 06 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0. 0 0 0 0 0 0 0
Crust formation 54 + 0 0 0 0 0 0 0 0 0 0 0- 0 0 0 0 0 0 0 0 0 0 0
Loss of teeth + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
SA Number of Animals 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60
1000 mg/kg No Abnormality 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60
Death + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of fur 11 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Anemic + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Swelling 54 + 0 0 0 0 0 0 0 0 0 0 "0 0 0 0 0 0 0 0 0 0 0 0
Erosion 54 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Crust formation 54 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of teeth + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
+, Present; 1, Slight; 2 , Moderate; 3 , Severe;
Time 10, Before dosing; Time 20, After dosing;
06 , Neck; 11, Forelimb; 50, Right forelimb, 54 , Foot pad,

53, Left hindlimb;
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Table |

Clinical Sign - Summary

Male

Study No. B040030
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Findings
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+, Present; |, Slight; 2 , Moderate; 3 , Severe;

Time 10, Before dosing;

06, Neck;

11, Forelimb;

Time 20, After dosing;

50, Right forelimb;

53, Left hindlimb;

54, Foot pad;
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Study No. B040030

Table 1  Clinical Sign - Summary Male
Test Substance Day 23 24 25 26 27 28 29 30 31 32 33
Dose Findings _ Time 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 0 20 10 20 10 20
SA Number of Animals 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60
500 mg/kg No Abnormality 59 59 59 S9 59 59 59 59 59 59 59 59 58 58 58 58 58 58 S8 S8 58 58
Death + ¢ o0 o o o o o0 O O O O O O O O O O O o0 O o0 .0
Abnormal gait + o o o0 o0 o o0 o0 O o0 O o0 O O O O O O O O o0 o0 O
Loss of fur 11 + o o ¢ o o o0 0 O o0 O O O O O O O O 0 O o0 o0 O
Loss of fur 50 + o o o o o o0 o0 o0 o0 O O O O O O O O0 O O O o0 o0
Anemic + 6o o 0 o0 o0 o0 O O O O o0 O O o0 O O O O o0 o0 o0 o
Swelling 53 + o o0 o o0 o o0 0o O O O O O O O O O O o0 O o0 o0 o
Swelling 54 + o o ¢~ 0 o0 o0 O O o0 O o0 O O O O O O O O o0 o0 O
Erosion 06 + I 1 1 i 1 1 1 1 1 I 1 1 1 1 1 1 1 1 1 1 I 1
Erosion 54 + o o0 o0 o0 o0 o0 o0 O O 0 O O O O O O O O O O o0 O
Crust formation 06 + o o0 o o0 o0 o0 o0 O o0 O O O O O o0 O0 O O O O o0 O
Crust formation 54 + 6 0 0 o0 o 0 O O O O O O O O o0 o0 0 O 0o 0 0 o0
Loss of teeth + o 0 0o 0 0 0 o0 O O o0 0 O | 1 1 1 1 1 1 1 1 1
SA Number of Animals 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60
1000 mg/kg No Abnormality 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60
Death + o o0 o o0 o o0 O O o0 O O O O O o0 O O O O O 0 o0
Loss of fur 11 + o o o0 o0 o o0 0 o0 o0 O O O O O O O O O O 0 0 o
Anemic + o o 0 o o0 o0 O 0 O O O O O O O 0 o0 o0 o0 0 0 0
Swelling 54 + 6 o0 o o0 o o0 o0 o0 o0 O O O O O O O O o0 O O o0 O
Erosion 54 + o o o o o o o0 O o0 O O O O O O O o0 o0 O0 O 0 0
Crust formation 54 + o o o0 o0 o o0 o0 O O O O O o0 O O O O O O 0 0 o0
Loss of teeth + o 0 o o o o o0 o0 o0 o0 o0 0 O O O O 0 0 0 0 0 o0
+, Present; 1, Slight; 2 , Moderate; 3 , Severe; )
Time 10, Before dosing; Time 20, After dosing; :
06 , Neck; 11, Forelimb; 50, Right forelimb; 53, Left hindlimb; 54, Foot pad,



Study No. B040030

Table 1 Clinical Sign - Summary Male
Test Substance Day 34 35 36 37 38 39 40 41 42 43 44
Dose Findings Time 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20
SA Number of Animals 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60
500 mg/kg No Abnormality 58 58 S8 58 59 59 59 59 59 59 59 59 59 59 59 59 59 59 59 59 59 59
Death + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Abnormal gait + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0. 0 0 0 0 0
Loss of fur 11 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of fur 50 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0.0 0 0 0 0 0 0
Anemic + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 . 0 0 0 0 0 0 0
Swelling 53 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Swelling 54 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Erosion 06 + 1 1 1 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Erosion 54 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0. 0 0 0 0 0 0 0
Crust formation 06 + 0 0 0 0 1 1 1 1 1 1 1 I 1 1 1 1 1 1 1 1 1 1
Crust formation 54 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
' Loss of teeth + 1 1 1 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
w
% SA Number of Animals 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60. 60 60 60
' 1000 mg/kg No Abnormality 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60
Death + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of fur 11 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Anemic + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Swelling 54 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Erosion 54 + 0 0 0. 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Crust formation 54 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of teeth + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
+, Present; 1 , Slight; 2 , Moderate; 3 , Severe;
Time 10, Before dosing; Time 20, After dosing;
06, Neck; 11, Forelimb; 50, Right forelimb; 53, Left hindlimb; 54 , Foot pad;
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Study No. B040030

Table 1 Clinical Sign - Summary Male
Test Substance Day 45 46 47 48 49 50 51 52 53 54 - 55
Dose Findings Time 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20
SA Number of Animals 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60
500 mg/kg No Abnormality 59 59 59 59 59 59 59 59 60 60 60 60 60 60 60 60 60 60 60 60 60 60
Death + o ¢ o0 o o o0 o0 o 0 o0 o0 O O O O 0 o0 O o0 o0 o0 o0
Abnormal gait + o 06 0 0 O 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of fur ) 11 + 6o o0 o 06 o0 o0 o0 0 o0 o o0 o0 0 O O O O O O O o0 O
Loss of fur 50 + o o0 o o o0 o o0 O O O o0 O O O O O O O O o0 o0 o0
Anemic + o o o0 o0 o0 o0 o0 o0 O o0 o0 o0 O O O 0 O O O o0 o0 o0
Swelling 53 + o ¢ o 0.0 0 o0 o0 O o0 o0 O O O O O O O o0 o0 o0 o
Swelling 54 + 6o o o o o6 0o o0 0 o0 0 O 0 O O0 O O O O O O o0 .0
Erosion . 06 + ¢ o0 o o o0 O O O O O O O o0 0 0 o0 0 O 0. 0 0 O
Erosion 54 + 6o o o o o o o0 o0 o0 O o0 O O O O O O O O -0 o0 O
Crust formation 06 + 1 I 1 i 1 1 1 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Crust formation 54 + 0o 0 o0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of teeth + 6o 0 o o0 o6 o o0 0 0o O© o0 o0 o0 0 O O O O O 0 o0 O
SA Number of Animals 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60
1000 mg/kg No Abnormality 60 60 60 60 60 60 60 60 60 60 S59 59 S9 59 60 60 60 60 60 60 60 60
Death + 6 0 o0 o o o0 o O o O o0 o0 o0 0 O O O o0 o0 0 o0 o0
Loss of fur 11 + 6o o0 o0 o0 o0 o0 o0 o0 0 o0 o0 O O O O O O O O0-"0 o0 o
Anemic + 6o o o o0 o o0 0o 0o o0 o0 o0 0 O O O O O o0 O O o0 o
Swelling ) : 54 + 6o o o0 o0 o o0 o0 o0 o0 o o0 o0 O O O O O o0 0 O o0 o
Erosion 54 + o o 0.0 o 0 o0 o0 o0 o o0 o0 o0 O O O O o0 0 0 o0 o0
Crust formation 54 + 6 o0 o o0 o0 o0 o0 O O O O O O O 0 O O O O 0.0 o
Loss of teeth + 0 0 0 0 -0 0 0 0 0 0 1 1 1 | 0 0 0 0 0 0 0 0

+, Present; 1 , Slight; 2 , Moderate; 3 , Severe;
Time 10 , Before dosing; Time 20, After dosing;
06 , Neck; 11, Forelimb; 50, Right forelimb; 53, Left hindlimb; 54 , Foot pad,
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Table 1

Clinical Sign - Summary

Male

Study No. B040030

Test Substance
Dose

Findings
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+, Present; 1 , Slight; 2 , Moderate; 3 , Severe;

Time 10, Before dosing;
06 , Neck;

11, Forelimb;

Time 20, After dosing; »
50, Right forelimb; 53, Left hindlimb;

54 , Foot pad;
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Study No. B040030

Table 1  Clinical Sign - Summary Male
Test Substance Day 67 68 69 70 71 72 73 74 75 76 77
Dose Findings Time 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20
SA Number of Animals 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60
500 mg/kg No Abnormality 59 59 59 59 59 59 59 S9 59 59 59 59 59 59 59 59 59 59 59 59 59 59
Death + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Abnormal gait + 0 0 0 0 0 0 0 0o 0 o0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of fur 11 + 1 | 1 1 1 1 1 1 1 1 1 1 1 1 1 I 1 1 1 1 1 1
Loss of fur 50 + 0 0 0 0 0 0 0o 0 0 (] 0 0 0 0 0 0 0 0 0 0 0
Anemic - + 0 0 0 0 0 0 0 0 0o 0 0 0 0 0 0 0 0 0 0 0 0 0
Swelling 53 + 0 0 0 0 0 o 0 0 o0 o0 0 0 0 0 0 0 0 0 0 0 0 0
Swelling 54 + 0 0 0 0 0 0 0 (] 0 0 0 0 0 0 0 0 0 0 0 0 0
Erosion - 06 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Erosion 54 + 0 0 0 0 0 0 0 0 0o 0 0 0 0 0 0 0 0 0 0 0 0 0
Crust formation 06 + 0 0 0 0 0 0 o0 o0 o0 o 0 0 0 0 0 0 0 0 0 0 0 0
Crust formation 54 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of teeth + 0 0 0 0 0 0 o 0 o0 0 o0 0 0 0 0 0 0 0 0 0 0 0
SA Number of Animals 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60
1000 mg/kg No Abnormality 59 59 59 59 59 59 59 59 59 59 59 59 59 59 59 59 59 59 59 59 59 59
Death + 0 0 0 0 0. 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of fur 11 + 1 1 1 I 1 1 1 1 1 | 1 1 1 1 1 l 1 1 1 1 1 1
Anemic + 0 0 0 0 0 0 0o 0 0 o0 o0 0 0 0 0 0 0 0 0 0 0 0
Swelling 54 + 0 0 0 0 .0 0o 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Erosion 54 + 0 0 0 0 0 0 0 [ ] 0 o0 o0 0 0 0 0 0 0 0 0 0 0
Crust formation 54 + 0 0 0 0 0 0 o 0 0 o0 o0 o 0 0 0 0 0 0 0 0 0 0
. Loss of teeth + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
+, Present; 1, Slight; 2, Moderate; 3 , Severe; : ‘
Time 10, Before dosing; ‘Time 20, After dosing;
06 , Neck; 11, Forelimb, 50, Right forelimb; 53, Left hindlimb; 54 , Foot pad,
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+, Present; 1, Slight; 2 , Moderate; 3 , Severe;

Time 10, Befqre dosing;

06 , Neck;

11, Forelimb;

Time 20, After dosing;

50, Right forelimb;

53, Left hindlimb;

54 , Foot pad;
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Study No. B040030

Table 1|  Clinical Sign - Summary Male
Test Substance . Day 89 90 91 92 93 94 95 96 97 98 99
Dose Findings Time 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20
SA Number of Animals 60 60 60 60 60 60 60 50 S50 40 40 40 40 40 40 40 40 40 40 40 40 40
500 mg/kg No Abnormality 58 58 59 59 59 59 59 S0 S50 40 40 40 40 40 40 40 40 40 40 40 40 40
Death + o 0 0 0 0 o0 o0 0 0 0o 0 0 0 0 0 0 0 0 0 0 0 0
Abnormal gait + o 0 0 O 0 o0 o0 O 0o 0 0 0 0 0 0 0 0 0 .0 0 0 0
Loss of fur 11 + 1 | | | 1 1 1 0 0o 0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of fur 50 + o 0 o0 0 0 o0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Anemic + o 6 0 o0 o0 0 0 O 0 o0 0 o0 0 0 0 0 0 0 0 0 0 0
Swelling 53 + o 0 o0 0 o o0 0 0 o 0 0 0 0 0 0 0 0 0 0 0 0 0
Swelling 54 + 6 0 o 0 O o0 o O 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Erosion 06 + 0 o ¢ 0 o0 0 o o 06 o0 o0 o0 o0 o0 O 0 0 0 0 0 0 0
Erosion 54 + o 0 o0 0 o0 O o 0 0 . 0 0 O 0 0 0 0 0 0 0 0 0 0
Crust formation 06 + o 0 0 o0 0 o0 0o 0 0. 0 0 0 0 0 0 0 0 0 0 0 0 0
Crust formation 54 + o o0 o o0 O o o o0 O O O O o0 o0 O 0 0 0 0 0 0 0
Loss of teeth + 1 1 6o 0 o0 o0 o0 o0 o0 0o 0 o0 o0 0 0 0 0 0 0 0 0 0
SA Number of Animals 60 60 60 60 60 59 59 49 49 40 40 40 40 40 40 40 40 40 40 40 40 40
1000 mg/kg No Abnormality 59 59 59 59 S8 58 58 48 48 39 39 39 39 39 39 39 39 39 39 39 39 39
Death + 0O 0 0 0 1 0 0 0O 0 0 o 0 0o 0 0 0 0 0 0 0 0 0
Loss of fur i1 + 1 1 1 i 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1
Anemic + 6o o o O O O o0 O o0 o0 O 0 0 0 0 0 0 0 0 0 0 0
Swelling 54 + 0o 0o o 0 o0 o0 0 o 0 o0 0 o0 o0 o O 0 0 o0 0 0 0 0
Erosion 54 + 6o o ¢ 0 o0 o0 o0 O o0 o0 o0 O o0 o o0 .0 O 0o 0 0 (V)
Crust formation 54 + o 0 0o O o0 o0 o0 0 0o 0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of teeth + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0

+, Present; 1, Slight; 2 , Moderate; 3 , Severe;

Time 10, Before dosing;
06 , Neck;

11, Forelimb;

Time 20, After dosing;
50, Right forelimb;

53, Left hindlimb;

54 , Foot pad,
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+, Present; 1 , Slight; 2 , Moderate; 3 , Severe;

Time 10, Before dosing;

06 , Neck;

11, Forelimb;

Time 20, After dosing;

50, Right forelimb;

53, Left hindlimb;

54 , Foot pad;
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Study No. B040030

Table |  Clinical Sign - Summary Male
Test Substance Day 111 112 113 114 s 116 117 118 119 120 121
Dose Findings Time 210.-20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20
SA Number of Animals 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40
500 mg/kg No Abnormality 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40
Death + 0 0 0 6.0 0 o O O o0 o0 O 0 0 0 0 0 0 0 0 0 0
Abnormal gait + 0 0 0 0 o o o o0 o0 0 0 O o 0 0 0 0 0 0 0 0 0
Loss of fur 11 + 0 0o 0 0 o o o0 o0 o0 o0 o0 O 0 0 0 0 0 0 0 0 0 0
Loss of fur 50 + 0 0o 0 0 6o o0 o 0 0 o o0 O 0 0 0 0 0 0 0 0 0 0
Anemic + 0 0 0 6 0 o0 o O O o0 o0 O 0 0 0 0 0 0 0 0 0 0
Swelling 53 + 0 0o 0 0 o o 0 o0 o0 o0 o0 0 o 0 0 0 0 0 0 0 0 0
Swelling 54 + o o o o O 0o o0 O O o0 ©Oo 0 O 0 0 0 0 0 0 0 0 0
Erosion 06 + 0 0 0 o ¢ o0 o0 o0 o0 o0 o0 O 0 0 0 0 0 0 0 0 0 0
Erosion 54 + 0 0 0 6 0 o0 o O -0 o0 0 O 0 0o 0 0 0 0 0 0 0 0
Crust formation 06 + 0 0o 0 0 o o0 o o0 o0 0 o0 0 o0 o0 0 0 0 0 0 0 0 0
Crust formation 54 + 0o 0 o0 o ¢ o0 o0 o0 o0 o0 o0 O 0 0 0 0 0 0 0 0 0 0
Loss of teeth + 0 0 0 6 0o o0 o0 O O o0 o0 O 0 0 0 0 0 0 0 0 0 0
SA Number of Animals 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40
1000 mg/kg No Abnormality 39 39 39 39 39 39 39 39 39 39 39 39 39 39 39 39 39 39 39 39 39 39
Death + 0 0 0 0 o 0 o o0 0 0 o0 0 0 o0 0 o 0 0 0 0 0 0
Loss of fur 1t + | 1 1 1 1 1 1 1 1 1 1 1 i 1 1 1 1 1 1 1 1 |
Anemic + 0 o 0 0 0 o o 0o ¢ o0 o O O o0 o 0 0 0 0 0 0 0
Swelling 54 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Erosion 54 + 0 Q 0 0 0 0 0 [} Q [t} 0 0 0 0 0 0 [ 0 0 0 0 [\
Crust formation 54 + 0 0 0 0 o 0 0 0 o0 o0 o0 o 0 0 0 0 0 0 0 0 0 0
Loss of teeth + 0 0 0 0 0 0 0 [ 0 0 0 0 0 0 0 0 0 0 0 0 0 0
+, Present; 1, Slight; 2, Moderate; 3 , Severe;
Time 10, Before dosing; Time 20, After dosing;
06, Neck; 11, Forelimb; 50, Right forelimb, 53, Left hindlimb; 54 , Foot pad;



Study No. B040030

Table | Clinical Sign - Summary Male
Test Substance Day 122 123 124 125 126 127 128 129 130 131 132
Dose Findings Time 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20
SA Number of Animals 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40
500 mg/kg No Abnormality 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40 - 40 40 40 40
Death + 0 0 0 0 0 0 0 0 o0 0 0 0 0 0 0 0 0 0 0 0 0 0
Abnormal gait + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of fur 11 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of fur 50 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Anemic + 0 0 0 0 0 0 0 0 .0 0 0 0 0 0 0 0 0 0 0 0 0 0
Swelling 53 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Swelling 54 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Erosion 06 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Erosion 54 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Crust formation 06 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0’
Crust formation 54 + 0 0 0 0 0 0 0 0 0 0o 0 0 0 0 0 0 0 0 0 0 0 0
' Loss of teeth + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(%) .
:’x SA Number of Animals 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40
' 1000 mg/kg No Abnormality 39 39 39 39 39 39 39 39 39 39 39 39 39 39 39 39 39 39 39 39 39 39
Death + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of fur. 11 + 1 1 1 i 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 11
Anemic + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Swelling 54 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Erosion 54 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Crust formation 54 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of tecth + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0

+, Present; 1 , Slight; 2 , Moderate; 3 , Severe;
Time 10, Before dosing; Time 20, After dosing; »
06 , Neck; 11, Forelimb, 50, Right forelimb; 53, Left hindlimb; 54 , Foot pad;
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Table 1  Clinical Sign - Summary

Male

Study No. B040030
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+, Present; 1, Slight; 2 , Moderate; 3 , Severe;
Time 10, Before dosing; Time 20, After dosing;
06 , Neck; 11, Forelimb;

50, Right forelimb;

53, Left hindlimb,

54, Foot pad,
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Study No. B040030

Table |  Clinical Sign - Summary ‘Male
Test Substance 144 145 146 147 148 149 150 151 152 153 154
Dose Findings Time 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20
SA Number of Animals 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40
500 mg/kg No Abnormality 40 40 40 40 40 40 40 40 39 39 39 39 39 39 39 39 39 39 39 39 39 39
Death + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Abnormal gait + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of fur 11 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of fur 50 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 -0 0 0 0 0
Anemic + 6o 0 0 o 0 O O O O o0 0 0o O O O 0 0 O0 0 O 0 0
Swelling 53 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Swelling 54 + 0 0 0 0 0 0 0 0 1 1 1 1 1 1 1 i 1 | 1 1 1 1
Erosion 06 + -0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Erosion 54 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Crust formation 06 + .0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Crust formation 54 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 1 | 1 1 1 1
Loss of teeth + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
SA Number of Animals 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40
1000 mg/kg No Abnormality ‘39 39 38 38 38 38 38 38 37 37 37 37 37 37 37 37 37.37 37 371 31 37
Death + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of fur 11 + 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 | | 1 | ] 1
Anemic + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Swelling 54 + 0 0 1 1 1 1 1 i 2 2 2 2 2 2 2 2 2 2 2 2 2 2
Erosion 54 + 0 0 o0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Crust formation 54 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0. 0 0 0 0 0
Loss of teeth -+ 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0, 0 0 0 0 0
+, Present; 1, Slight; 2 , Moderate; 3 , Severe;
Time 10, Before dosing; Time 20 , After dosing;
06 , Neck; 11, Forelimb; 50, Right forelimb; 53, Left hindlimb; 54 , Foot pad;
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Study No. B040030

Table 1  Clinical Sign - Summary Male
Test Substance Day 155 156 157 158 159 160 161 162 163 164 165
Dose Findings Time 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20
SA Number of Animals 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40
500 mg/kg No Abnormality 39 39 39 39 39 39 39 39 39 39 39 39 39 39 39 39 39 39 39 39 39 39
Death + 0 0 0 0 0 o 0 0 0 o0 0o 0 o0 0 0 0 0 0 0 0 0 o0
Abnormal gait + 0 0 o0 o0 0o 0 0 o0 0 o0 o 0 o0 0 o 0 0 0 0 0 0 0
Loss of fur 11 + 0o 0 0 6o '0 o0 0 0 0 o0 o0 O 0 0 0 0 0 0. 0 0 0 0
Loss of fur 50 + 0 0 o ¢ o0 o0 ©0 O 0 O o0 O 0 0" 0 0 0 0 0 0 0 0
Anemic + 0 0o 0 0 0O o0 0 o0 o0 o0 o 0 o0 © 0 0 0 0 0 0 0 0
Swelling 53 + 0 0 0 0 o 0 0 o o0 o0 o0 O 0 0 0 0 0 0 0 0 0 0
Swelling 54 + | 1 | | 1 1 1 | 1 1 | 1 ] i 1 1 1 1 | 1 | |
Erosion 06 + 0 0 0o 0 o o0 0 o0 o0 o0 0 0 0 0 0 0 0 0 0 0 0 0
Erosion . 54 + 0 6 ¢ 0 0o ¢ 0 o 0 o 0o ¢ o6 ¢ 0 0 0 0 0 0 0 o
Crust formation 06 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0. 0 0
Crust formation 54 + | 1 1 1 1 1 1 1 1 1 1 | 0 0 0 0 0 0 0 0 0 0
Loss of teeth + 0o 0 o0 0 o 0 o0 o0 0 o0 o0 0 0 0 0 0 0 0 0 0 0 0
SA Number of Animals 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40
1000 mg/kg No Abnormality 36 36 36 36 36 36 36 36 36 36 36 36 36 36 35 35 35 35 35 35 35 35
Death + 0 0 o ¢ o0 o0 0 o0 0 0 0 0 0 O 0 0 0 o 0 0 0 0
Loss of fur 11 + 1 1 1 1 1 1 1 I 1 1 1 1 1 1 1 1 1 1 i 1 1 1
Anemic + o ¢ o o ¢ O O O O o o0 o0 1 i i 1 o 0 0 0 0 0
Swelling 54 + 3 3 3 3 3 3 3 3 3 3 3 3 3 3 4 4 4 4 4 4 4 4
Erosion . 54 + 0o 0 0 o 0 o0 o0 o0 0 o0 o0 O 0 0 1 1 1 1 1 I 1 1
Crust formation 54 + 0 o0 o ¢ o0 o0 o0 O 0 O o0 0.0 0 0 0.0 0 0 0 0 0
Loss of teeth + 0 0 0 0 0O 0 0 0 0 o0 0o 0 0 0 1 1 1 1 1 1 1 1

+, Present; 1, Slight; 2 , Moderate; 3 , Severe;
Time 10, Before dosing; Time 20, After dosing;
06 , Neck; 11, Forelimb; 50, Right forelimb; 53, Left hindlimb; 54 , Foot pad;
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Study No. B040030

Table 1  Clinical Sign - Summary Male
Test Substance 166 167 168 169 170 171 172 173 174 175 176
Dose Findings Time 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20
SA Number of Animals 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40
500 mg/kg No Abnormality 39 39 39 39 39 39 39 39 39 39 39 39 39 39 39 39 39 39 39 39 38 38
Death + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Abnormal gait + 0 0 0 0 0 0- 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of fur 11 + 0. 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of fur 50 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Anemic + 0 00 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
" Swelling 53 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Swelling 54 - + 1 1 1 1 1 1 1 1 1 I 1 1 1 1 1 1 1 1 1 1 1 I
Erosion 06 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Erosion 54 + 1 1 -1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1
Crust formation 06 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Crust formation 54 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of teeth + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 1 1
SA Number of Animals 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40
1000 mg/kg No Abnormality 35 35 35 35 35 35 33 33 33 33 33 33 33 33 33 33 33 33 33 33 34 34
’ Death + .0 0 0 0 0 O 0 0 0 0 0 0 0 0 0 0 O 0 0 O 0
Loss of fur 11 + -1 1 1 1 1 1 I 1 1 1 1 | 1 i 1 1 1 1 1 1 1 1
Anemic o+ -0 0 0 0 0 0 0 0 1 1 1 1 1 1 1 1 1 1 1 1 P
Swelling 54 + .. 4 4 4 4 4 4 6 6 6 6 6 6 6 6 6 6 6 6 6 6 5 5
Erosion 54 + i { I I 1 1 1 1 i i i i 1 1 1 i 1 1 1 1 2 2
Crust formation 54 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of teeth + 1 1 1 1 1 1 0 . 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
+, Present; 1, Slight; 2 , Moderate; 3 , Severe; ’
Time 10, Before dosing; Time 20 , After dosing;
06 , Neck; 11, Forelimb; 50, Right forelimb; 53, Left hindlimb; 54 , Foot pad;
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Study No. B040030

Table 1  Clinical Sign - Summary Male
Test Substance Day 177 178 179 180 181 182 183 184 185 186 187
Dose Findings Time 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20
SA Number of Animals 40 40 40 40 40 40 40 40 40 40 40 38 38 28 28 20 20 20 20 20 20 20
500 mg/kg No Abnormality 33 38 38 38 38 38 38 38 38 38 3 36 36 26 26 19 19 19 19 19 19 19
Death + o 0 o o o0 o0 o0 o O 0 2 O O O o0 O O o0 O 0 o0 O
Abnormal gait + o 0 0o ¢ o0 o O O O O o O o O O 0 o0 o0 O o0 o0 o
Loss of fur 11 + 0 0 o0 o0 o0 o0 O o0 o0 o o0 O O O o O o0 o0 O o0 o0 O
Loss of fur 50 + o o o0 o6 o o0 O o0 O 0 o0 0 O O o0 O o0 O O O0 o0 o
Anemic + 60 0 0 o 0 1 o 0 0 0 o 0 0 O O 0 o OO O O o0 O
Swelling 53 + o 0o o o0 o0 o O O O O O O O O O O O o0 O O0 0 o
Swelling 54 + 1 1 1 1 1 1 1 1 | 1 1 | 1 1 1 1 1 1 1 1 | 1
Erosion 06 + o 0 0 o 0 0 O o O o O O O O o O o0 o0 O o0 o0 o
Erosion 54 + 1 1 l 1 1 1 1 1 L 1 1 t 1 1 i 1 1 1 { 1 11
Crust formation 06 + o o o0 o0 o o0 0 o O O o0 O O O o0 o0 O O O o0 o0 O
Crust formation 54 + o o 0 o o0 o0 o0 o O o0 o0 O O O O O o0 o0 O O0 o0 o0
Loss of teeth + 1 1 1 1 1 | 1 1 1 1 1 1 1 I | 0 0 0 0 0 0 0
SA Number of Animals 40 40 40 40 40 40 40 40 40 40 40 40 40 30 30 20 20 20 20 20 20 20
1000 mg/kg No Abnormality 34 34 34 34 34 34 34 34 34 34 34 34 34 26 26 18 18 18 18 18 18 18
Death + o o0 0 o 0 o 0 o O O O O O O 0 O O O O o0 0 o
Loss of fur I + 1 1 ] 1 | 1 1 1 i 1 1 1 i 1 1 0 0 0 0 o0 0 0
Anemic + 1 i 1 1 ] 1 0 o o o o 1 1 1 o 0 0 o0 0 0 0 ©
Swelling 54 + S ) 5 S 5 5 5 S 5 5 5 5 5 3 3 2 2 2 2 2 2 2
Erosion 54 + 2 2 2 2 2 2 2 2 2 2 2 2 2 1 0 0 0 0 0 0 0 0
Crust formation 54 + o o o0 o o o O o O 0 0 O O O 1 1 1 1 1 i 1 1
Loss of teeth + 0 0 .0 0 0 0 0 0 0 [1] 0 0 0 0 0 0 0 0 0 0 0 0

06 , Neck;

+, Present; 1, Slight; 2 , Moderate; 3 , Severe;
Time 10, Before dosing; Time 20, After dosing;
11, Forelimb;

50, Right fore_limb;

53, Left hindlimb;

54, Foot pad,
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~ Male

Study No. B040030

Table 1 Clinical Sign - Summary
Test Substance 188 189 190 191 192 193 194 195 196 197 198
Dose Findings Time 10 20 10 20 10 20 10 20 10 20 10 20 0 20 10 20 10 20 10 20 10 20
SA Number of Animals 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20
500 mg/kg No Abnormality 9 19 19 19 19 19 19 19 19 19 19 19 19 19 19 19 19 19 18 18 18 18
Death + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Abnormal gait + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of fur 11 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of fur 50 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 1 ] 1 1
Anemic + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Swelling 53 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Swelling 54 + 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 | 1 1 1 1 1
Erosion 06 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Erosion 54 + 1 1 1 1 1 1 1 1 1 1 1 | | | N 1 1 1 1 1 1
Crust formation 06 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Crust formation 54 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of teeth + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
SA Number of Animals 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20
1000 mg/kg No Abnormality 18 t8 18 18 18 18 18 18 18 18 18 18 18 18 18 18 18 18 18 18 18 18
Death + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
. Loss of fur 11 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Anemic + 0. 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Swelling 54 + 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
Erosion 54 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Crust formation 54 + 1 1 1 1 1 1 1 1 1 1 1 1 0 0 0 0 0 0 0 0 0 0
. Loss of teeth + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
+, Present; 1 , Slight; 2 , Moderate; 3 , Severe; :
Time 10, Before dosing; Time 20, After dosing; .
06 , Neck; 11, Forelimb; 50, Right forelimb; 53, Left hindlimb; 54 , Foot pad,
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Study No. B040030

Table |  Clinical Sign - Summary Male
Test Substance Day 199 200 201 202 203 204 205 206 207 208 209
Dose Findings Time 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20
SA Number of Animals 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20
500 mg/kg No Abnormality 18 18 18 18 18 18 18 18 18 18 17 17 -17 17 17 17 17 17 W 171 17 17
Death + 6 o0 o 0 o0 o0 O O o0 O O o0 O O O O o0 O O O0 o o
Abnormal gait + o o0 o o o0 o o0 o O o o0 O O O O O O O O O o0 O
Loss of fur 11 + 0o 0 o0 o0 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1
Loss of fur 50 + | 1 1 1 o o o o o o0 0o O O O O O o0 O O O o0 O
Anemic + o 0 o 0 o0 0 o0 O O o0 O O O O O O o0 o o0 o0 o0 o
Swelling 53 + o o o o0 o0 o o0 O O o0 O o0 o O O O O O O O o0 O
Swelling 54 + 1 1 1 1 1 1 1 1 1 i 2 2 2 2 2 2 2 2 2 2 2 2
Erosion 06 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Erosion 54 + | 1 l 1 1 1 1 1 1 1 | 1 1 1 1 1 1 1 1 1 1 I
Crust formation 06 + o o o 0 o0 0.0 O 0 O 0o O 0o O O O O O O O o0 o
Crust formation 54 + 6 o o o o0 o0 o0 0 O 0o O O O O O O O O O O o0 O
Loss of teeth + .0 0 0 0 0 0o 0o 0 O 0 o0 O o0 O O O o0 o0 O o0 o o
SA Number of Animals 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20
1000 mg/kg No Abnormality 18 18 18 18 18 18 18 18 8 18 17 17 17 17 17 17 17 17 17 {7 17 17
Death ~ + o o o 0 o0 o o0 0o O o0 O ©0 O o0 o0 O O O o0 O o0 O
Loss of fur 11 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Anemic + o o o0 o o o0 o0 0 0 0 o O o0 o O O O o0 0 0 o0 o
Swelling 54 + 2 2 2 2 2 2 2 2 2 2 3 3 3 3 3 3 3 3 3 3 3 3
Erosion 54 + ¢ o o 0 0 o0 0 ¢ 0 0 0 0 0 0 O 0 0 o0 O 0 o0 o
Crust formation 54 + 6o o o0 o o o o0 0 o0 o0 O O O O O O O O O 0 o0 O
Loss of teeth + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0

+, Present; 1, Slight; 2 , Moderate; 3 , Severe;
Time 10, Before dosing; Time 20, After dosing;
06 , Neck; 11, Forelimb,

50, Right forelimb,

53, Left hindlimb;

54 , Foot pad,
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Study No. B040030

Table 1 Clinical Sign - Summary . Male
Test Substance 210 21t 212 213 214 215 216 217 218 219 220
Dose Findings Time 10 20 10 20 10 20 10 20 0 20 10 20 10 20 10 20 10 20 10 20 10 20
SA Number of Animals 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20
500 mg/kg No Abnormality 17 17 17 17 17 17 17 17 17 47 17 17 47 17 7 17 17 17 1r 47 17 17
Death + 0 [ ] 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Abnormal gait + 0 o 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of fur It + I 1 .1 1 1 1 1 1 1 1 1 1 1 1 1 1.1 1 | 1 1 1
Loss of fur 50 + 0 o 0 0 0 0 o 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Anemic + 0 0 [ 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Swelling 53 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Swelling 54 + 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
Erosion 06 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Erosion 54. + 1 1 1 1 1 i 1 1 1 1 1 1 1 1 | 1 1 1 1 1 1 1
Crust formation 06 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Crust formation 54 + 0 0 0o 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of teeth + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
SA Number of Animals 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20
1000 mg/kg No Abnormality- 17 17 17 17 17 7 7 17 17 17 17 17 17 17 17 17 17 17 17 17 17 17
Death + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of fur 11 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Anemic + 0 0 0 0 0 0 0 0 o 0 0 0 0 0 0 0 0 0 0 0 0 0
Swelling 54 + 3 3 3 3 3 3 3 3 3 3 3 3 3 3 3 3 3 3 3 3 3 3
Erosion 54 + ¢ o 0 o o0 o0 o 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Crust formation 54 + 0o 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of teeth + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
+, Present; 1, Slight; 2 , Moderate; 3 , Severe; i
Time 10, Before dosing; - Time 20, After dosing; .
06 , Neck; 11, Forelimb; 50 , Right forelimb; 53, Left hindlimb; 54 , Foot pad;
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Study No. B040030

Table 1  Clinical Sign - Summary Male
Test Substance Day 221 222 223 224 225 226 227 228 229 230 231
Dose . Findings Time 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 {0 20 10 20
SA Number of Animals 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20
500 mg/kg No Abnormality 17 17 17 17 17 17 17 1717 17 17 17 17 17 17 17 17 17 17 17 17 17
Death + o 0 0 0 o 0 O 0 0 0o o0 0 0 0 0 0 0 0 0 0 0 0
Abnormal gait + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 1 1 | 1 | 1
Loss of fur 1t + 1 1 1 1 | 1 | 1 1 1 | 1 1 1 I 1 1 1 1 | | 1
Loss of fur 50 + o 0 o 0 0 o0 o O 0 0 0 0 0 0 O 0 0 0 0 0 0 0
Anemic + 0 0 o 0 0 0 O 0o 0 0 0 0o 0 0 O 0 0 0 0 0 0 0
Swelling 53 + o 0 o0 0 o0 0 o0 0 0 0 o 0 0 0 0 0 0 0 0 0 0 0
Swelling 54 + 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
Erosion 06 + O 0 o 0 0 o0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Erosion 54 + 1 1 1 1 1 1 1 I 1 1 I 1 | 1 | 1 1 1 1 1 1 1
Crust formation 06 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 -0 0
Crust formation 54 + o 0 0 O o0 o0 o0 O 0o o0 o0 0 0 0 0 0 0 0 0o 0 0 0
Loss of teeth + O 0 o0 0 0 o0 0 0o 0 o0 o 0 0 o0 0 0 0 0 0 0 0 0
SA Number of Animals 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20
1000 mg/kg No Abnormality 17 7 17 17 17 17 17 17 17 17 v 17 17 17 17 7 17 17 17 171 17 17
Death + 0o o o0 0 o0 o0 O o 0 o0 o o0 o0 0 0 o0 0 0 0 0 0 0
Loss of fur 1 + 6. 0 0 0 O 0 O 0 o0 O0 0 O O o0 O 0 0 0 O 0 0 O
Anemic + 6o 0 o0 0 0 o0 0 0 0o 0 0 0 0 0 0 0 0 0 0 0 0 0
Swelling 54 + 3 3 3 3 3 3 3 3 3 3 3 3 3 3 3 3 3 3 3 3 3 3
Erosion 54 + o o0 0 0 0o o o 0 0 o 0 0 0 0 0 o 0 1] 0 0o 0 ¢
Crust formation 54 + ¢ 0 o O O O o O 0 o0 O 0 0 0 0 0 0 0 0 0 0 0
Loss of teeth + 0 0O 0 0 0 0 0 0 0 0O 0 0 0 0 0 0 0 0 0 0 0 0
+, Present; 1, Slight; 2 , Moderate; 3 , Severe, )
Time 10, Before dosing; Time 20, After dosing;
06, Neck; 11, Forelimb; 50, Right forelimb; 53, Left hindlimb; 54, Foot pad,
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Table 1

Clinical Sign - Summary

Male

Study No. B040030

Test Substance
Dose

Findings

Time 10
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SA
500 mg/kg

SA _
1000 mg/kg

Number of Animals
No Abnormality
Death
Abnormal gait
Loss of fur

Loss of fur
Anemic
Swelling
Swelling
Erosion

Erosion

Crust formation
Crust formation
Loss of teeth

Number of Animals
No Abnormality
Death

Loss of fur

Anemic

Swelling

Erosion

Crust formation _
Loss of teeth
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+, Present; 1, Slight; 2 , Moderate; 3 , Severe;

Time 10 , Before dosing;

06 , Neck;

11, Forelimb;

Time 20, After dosing; »

50, Right forelimb;

53, Left hindlimb;

54 , Foot pad;
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Study No. B040030

Table 1 Clinical Sign - Summary Male
Test Substance 243 244 245 246 247 248 249 250 251 252 253
Dose Fir@gs Time 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20
SA Number of Animals 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20
500 mg/kg No Abnormality 18 18 18 18 18 18 8 18 18 18 18 18 18 18 18 18 18 18 18 18 17 17
Death + 0 0 0 o 0 o0 o 0O o0 o0 0 O 0 0 0 0 0 0 0 0 0 0
Abnormal gait + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of fur 11 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 .0 0 0 0 0 0 0
Loss of fur 50 + 0 0 0 0 6 0-0 0 0 0 o0 O 0 0 0 0 0 0 0 0 0 0
Anemic + 0 0 0 6o 0 0 o 0 0 o0 o0 O 0 0 0 0 0 0 0 0 0 0
Swelling 53 + 0o 0 0 0 0 o o 0 O 0 o0 O O 0 0 0 0 0 0 0 0 0
Swelling 54 + 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 203 3
Erosion 06 + 0 o 06 o0 0 o0 0.0 O 0 o0 O 0 0 0 0 0 0 0 0 0 0
Erosion 54 + 2 2 2 2 2. 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
Crust formation 06 + 0 0 0o 0 0 o o 0 o 0 o0 O 0 0 o0 o0 0 0 0 0 0 0
Crust formation 54 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of teeth + 0 0 0 6 0 0 o 0 0 0 o0 O 0 0 0 0 0 0. 0 0 0 0
SA Number of Animals 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20
1000 mg/kg No Abnormality 16 16 16 16 16 16 16 16 16 16 16 16 16 16 16 16 16 16 16 16 16 16
Death + 0 0 0o 0 0 o o0 0 o 0 o0 O 0 0 o0 O 0 0 0 0 0 0
Loss of fur 11 T+ 0 0 0 0 o 06 0 O 0 o0 o0 O 0 0 0 0 0 0 0 0 0 0
Anemic + 0o 0 o0 0o 0 0 o 0 0 0 o0 O 0 0 0 0 0 0 0 0 0 0
Swelling 54 + 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4
Erosion 54 + 1 § 1 1 1 1 1 1 1 l 1 1 1 1 1 1 2 2 2 2 3 3
Crust formation 54 + 1 1 1 | 1 1 1 1 1 1 1 1 1 1 1 i 1 | i | | l
Loss of teeth + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0. 0 0 0 0
+, Present; 1, Slight; 2 , Moderate; 3 , Severe;
Time 10, Before dosing; Time 20, After dosing;
06 , Neck, 11, Forelimb; 50, Right forelimb, 53, Left hindlimb; 54 , Foot pad,
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Table 1

Clinical Sign - Summary

Male

Study No. B040030

Test Substance
Dose

Findings

Time 10
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SA
500 mg/kg

SA
1000 mg/kg

Number of Animals
No Abnormality
Death
Abnormal gait
Loss of fur

Loss of fur
Anemic
Swelling
Swelling
Erosion

Erosion

Crust formation
Crust formation
Loss of teeth

Number of Animals
No Abnormality
Death

Loss of fur

Anemic

Swelling

Erosion

Crust formation
Loss of teeth
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+, Present; 1, Slight; 2 , Moderate; 3 , Severe;

Time 10, Before dosing;
06 , Neck;

11, Forelimb;

Time 20 , After dosing;
50, Right forelimb;

53, Left hindlimb;

54, Foot pad,
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Table 1

Clinical Sign - Summary

Male

Study No. B040030

Test Substance
Dose

Findings

Time 10 20
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SA
500 mg/kg

SA
1000 mg/kg

Number of Animals
No Abnormality
Death
Abnormal gait
Loss of fur

Loss of fur
Anemic
Swelling
Swelling
Erosion

Erosion

Crust formation
Crust formation
Loss of teeth

Number of Animals
No Abnormality
Death

Loss of fur

Anemic

Swelling

Erosion

Crust formation
Loss of teeth
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+, Present; 1, Slight; 2, Moderate; 3 , Severe;

Time 10, Before dosing;

06 , Neck;

11, Forelimb;

Time 20, After dosing;

50, Right forelimb;

53, Left hindlimb;

54, Foot pad;



Study No. B040030

Table 1 Clinical Sign - Summary Male

Test Substance Day 276 277 278 279 280 281 282 283 284 285 286
Dose Findings Time 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20
SA Number of Animals 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20
500 mg/kg No Abnormality 17 17 t7 17 17 17 17 w7 17 17 17 17 17 7 17 7 17 17 17 17 17 17
‘ Death + -0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 -0 0 0 0 0
Abnormal gait + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of fur 11 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of fur 50 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Anemic + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Swelling 53 + 0 0.0 0 0 0 0 0 .0 0 0 0 0 0 0 0 0 0 0 0 0 0
Swelling 54 + 3 3 3 3 3 3 3 3 3 3 3 3 3 3 3 3 3 3 3 3 3 3
Erosion . 06 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0. 0 0 0 0 0 0
Erosion 54 + 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
Crust formation 06 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Crust formation 54 + 1 i 1 1 i 1 1 1 1 1 I 1 1 | i 1 1 1 1 1 1 1
t'» Loss of teeth + 0 0 0 0 0 0 0 0 "0 0 0 0 0 0 0 0 0 0 0 0 0 0
= SA Number of Animals 20 20 20 20. 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20
' 1000 mg/kg No Abnormality 16 16 16 16 16 16 16 16 16 16 13 13 13 13 13 13 13 13 13 13 13 13
Death + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of fur 11 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Anemic : + 1 1 1 I 0 0 0 0 0 0 [ i 0 0 0 0 0 0 | [ 0 0
Swelling 54 + 4 4 4 4 4 4 4 4 4 4 7 7 7 7 7 7 7 7 7 7 7 7
Erosion 54 + 4 4 4 4 4 4 4 4 4 4 7 7 7 7 7 7 7 7 7 7 7 7
Crust formation 54 + 0 0o 0 o0 0 0 o0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of teeth + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0

+, Present; 1, Slight; 2 , Moderate; 3 , Severe; v
Time 10 , Before dosing; Time 20 , After dosing;
06 , Neck; 11, Forelimb; 50, Right forelimb; 53, Left hindlimb; 54., Foot pad,
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Table 1  Clinical Sign - Summary

Male

Study No. B040030

Test Substance
Dose Findings

Time 10
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SA Number of Animals

500 mg/kg No Abnormality
Death
Abnormal gait
Loss of fur
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Anemic
Swelling
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Crust formation
Crust formation
Loss of teeth

SA Number of Animals
1000 mg/kg No Abnormality
Death
Loss of fur
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Swelling
Erosion
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Loss of teeth
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+, Present; 1, Slight; 2, Moderate; 3 , Severe;
Time 10, Before dosing; Time 20, After dosing;
06 , Neck; 11, Forelimb,;

50, Right forelimb;

53, Left hindlimb;

54 , Foot pad;
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Table 1

Clinical Sign - Summary

Male

Study No. B040030

Test Substance
Dose

Findings
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SA
500 mg/kg

SA
1000 mg/kg

Number of Animals
No Abnormality
Death
Abnormal gait
Loss of fur

Loss of fur
Anemic
Sweiling
Swelling
Erosion

Erosion

Crust formation
Crust formation
Loss of teeth

Number of Animals
No Abnormality
Death

Loss of fur
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Swelling

Erosion
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Loss of teeth
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+, Present; 1 , Slight; 2 , Moderate; 3 , Severe;

Time 10, Before dosing;
06 , Neck;

11, Forelimb;

Time 20 , After dosing;
50, Right forelimb;

53, Left hindlimb;

54, Foot pad;
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Study No. B040030

Table 1  Clinical Sign - Summary Male
Test Substance 309 310 3t 312 313 314 315 316 317 318 319
Dose Findings Time 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20
SA Number of Animals 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20
500 mg/kg No Abnormality 14 14 14 14 14 14 14 14 14 14 14 14 14 14 14 14 14 14 14 14 14 14
Death + o 0 0 0 o0 o0 O 0 0o 0 o0 0 0 0 o0 o0 0 0 0 0 0 0
Abnormal gait + o o o0 0 0 0 o0 o0 o0 0o 0o 0 0 0 0 0 0 0 0 0 0 0
Loss of fur il + c 0 o0 0 0 0 o O 0 0 0 0 0 0 0 0 0 0 0 0. 0 0
Loss of fur 50 + o 0 0 o0 0 o0 o0 O o 0 0 0o 0 o0 o0 O 0 0 0 0 0 0
Anemic + o o0 o0 0 o0 o O o 0 0 o0 0 O 0 0 0 0 0 0 0 0 0
Swelling 53 + 0 o 0 0 0 0 o0 o0 o 0o o0 0 0 0 0 0 0 0 0 0 0 0
Swelling 54 + 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6
Erosion 06 + 0 o o 0 o o O o0 O O o0 0 O0 o0 o 0 0 0 0 0 0 0
Erosion 54 + 4 4 4 4 4 4 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 S
Crust formation 06 + o 0 o0 0 0 o0 o0 O 0 0 o 0 0 0 0 0 0 0 0 0 0 0
Crust formation 54 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of teeth + o 0 0 0 0 o0 0 o0 O 0o 0 0 0 0 0 0 0 0 0o 0 0 0
SA Number of Animals 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20
1000 mg/kg No Abnormality 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13
Death + o 0 o0 o0 o0 o 0 0 0 o o0 0 o0 o0 0 o 0 0 0 0 0 0
Loss of fur 11 + o o 0 o0 0 0 o0 o0 o 0 0 0 0 0 0 0 0 0 .0 0 0 O
Anemic + 1 1 1 | 1 | 1 1 1 1 I 1 0 0 2 2 2 2 2 2 2 2
Swelling 54 + 7 7 7 7 7 7 7 7 7 7 7 7 7 7 7 7 7 7 7 7 7 7
Erosion 54 + 7 7 7 7 7 7 7 7 7 7 7 7 7 7 7 1 7 7 7 7 7 7
Crust formation 54 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of teeth + ¢c 0 o ¢ O 0 0 0 o0 0 o 0 0 0 0 0 0 0 0 0 0 0
+, Present; 1, Slight; 2 , Moderate; 3 , Severe;
Time 10, Before dosing; Time 20 , After dosing;
06 , Neck; 11, Forelimb, 50, Right forelimb; 54 , Foot pad,

53, Left hindlimb;
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Table 1

Clinical Sign - Summary

Male

Study No. B040030

Test Substance
Dose

Findings
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SA
500 mg/kg

SA
1000 mg/kg

Number of Animals
No Abnormality
Death
Abnormal gait
Loss of fur

Loss of fur
Anemic
Swelling
Swelling
Erosion

Erosion

Crust formation
Crust formation
Loss of teeth

Number of Animals
No Abnormality
Death

Loss of fur

Anemic

Swelling

Erosion

Crust formation
Loss of teeth
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+, Present; 1, Slight; 2 , Moderate; 3 , Severe;

Time 10, Before dosing;
06 , Neck;

11, Forelimb;

Time 20, After dosing;
50, Right forelimb;

53, Left hindlimb;

54 , Foot pad;
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Table 1

Clinical Sign - Summary

Male

Study No. B040030

Test Substance
Dose

Findings

Time 10 20
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SA
500 mg/kg

SA
1000 mg/kg

Number of Animals
No Abnormality
Death
Abnormal gait
Loss of fur

Loss of fur
Anemic
Swelling
Swelling
Erosion

Erosion

Crust formation
Crust formation
Loss of teeth

Number of Animals
No Abnormality
Death

Loss of fur
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+, Present; 1, Slight; 2 , Moderate; 3 , Severe;

Time 10, Before dosing;
06 , Neck;

11, Forelimb;

Time 20, After dosing;
50, Right forelimb,

53, Left hindlimb;

54 , Foot pad;
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Study No. B040030

Table 1 Clinical Sign - Summary Male
Test Substance Day 342 343 344 345 346 347 348 349 350 351 352
Dose Findings Time 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20
SA Number of Animals 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20
500 mg/kg No Abnormality 1212 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 11 1t 11 11
Death + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Abnormal gait + 6o o o o o0 o0 o0 0 O O O O O O O o0 o0 o 1 1 1 1
Loss of fur 11 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 -0 0 .0 0 0
Loss of fur 50 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Anemic + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0" 0 0 0 0 0 0 0
Swelling 53 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 | 1 1 |
Swelling 54 + 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8
Erosion 06 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Erosion 54 + 5 5 5 5 5 5 5 5 5 5 5 5 5 5 6 6 6 6 6 6 6 6
Crust formation 06 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Crust formation 54 + 0 0 0 0 0 0 0 0 0 0 -0 0 0 0 0 0 0 0 0 0 0 0
Loss of teeth + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
SA Number of Animals 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20
1000 mg/kg No Abnormality 13 i3 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13
Death + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of fur 11 + . 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Anemic + | I | [ I | I i I [ I 1 I I [ | I [ | [ I I
Swelling 54 + 7 7 7 7 7 7 7 7 7 7 7 7 7 7 7 7 7 7 7 7 7 7
Erosion 54 + 7 7 7 7 7 7 7 7 7 7 7 7 7 7 7 7 7 7 7 7 7 7
Crust formation 54 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of teeth L+ 0 0 [1] 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0

+, Present; 1, Slight; 2 , Moderate; 3 , Severe,
Time 10, Before dosing; Time 20, After dosing;
06 , Neck; 11, Forelimb; 50, Right forelimb; 53, Left hindlimb; 54 , Foot pad;
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Study No. B040030

Table 1 Clinical Sign - Summary Male
Test Substance Day 353 354 355 356 357 358 359 360 361 362 363
Dose Findings Time 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20
SA Number of Animals 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20
500 mg/kg No Abnormality I 111 re 11 1r 120 120 12 12 12 12 12 12 12 12 12 12
Death ' + c ¢ o0 o0 o0 0 o0 0 0 0 o0 O O O O O o0 o0 o0 O0 0 o
Abnormal gait + | 1 1 1 1 1 1 1 ] 1 o o0 o0 o0 o0 o0 O O 0 0 0 O
Loss of fur 11 + 6 o o0 o o o0 o0 o0 o0 O O O O o0 o0 o0 O O O0 0 0 O
Loss of fur 50 + o o o o o o0 o0 o0 0 o0 o 0 O O O O o0 O O o0 o0 O
Anemic + 6o o o0 o o 0 o0 0 O O O 0 O O O O O O O O 0 o
Swelling 53 + 1 1 1 1 1 1 ] 1 1 1 o o o0 o0 o0 0 O o0 0 o0 o0 O
Swelling 54 + § 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8
Erosion 06 + 6o o o o o o0 o0 o0 o0 O o O O O O O O O O 0 o0 O
Erosion 54 + 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6
Crust formation 06 + 6o o 0 o0 o o0 0 o o0 0 O0-0 O O O O O O 0.0 0 O
Crust formation 54 + o 6 0 o o o o 0 0 o0 o0 o0 0 O0 O O -0 o0 0 O0 o0 O
Loss of teeth + 6 0 0 o0 o0 o0 0 O o0 O O O o O 0 O O 0 0 O0 o0 O
SA Number of Animals 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 .
1000 mg/kg No Abnormality 13 13 13 13 13 13 13 13 13 13 13 13 12 12 12 12 12 12 12 12 12 12
Death + 0 0 0 0 0 0 0 0O 0 0 O O 0.0 O O O O O 0 0 O
Loss of fur 11 + 6 o o 0 o0 o0 0 o0 O O O O O O O O O O 0 O o0 O
Anemic : + I | 1 1 1 1 I 1 1 | 1 1 ! 1 I | I 1 1 1 1 1
Swelling 54 + ? 7 7 7 17 7 17 171 1 1 71 71 8 8 8 .8 8 8 g8 8 8 8
Erosion 54 + 7 7 7 171 7 71 171 7 1 7 1 1 1 1 1 1 7 7 7 7 7 7
Crust formation 54 + 6.0 o0 0 o o0 o0 o0 o0 0 O 0 O O O O o0 O O o0 o0 O
Loss of teeth + 0o 0 0 0 o o0 o o o o o o o0 o0 o0 O O 0 0 0 0 o0

+, Present; 1, Slight; 2 , Moderate; 3 , Severe;
Time 10, Before dosing, Time 20, After dosing;
06, Neck; 11, Forelimb; 50, Right forelimb, 53, Left hindlimb,; 54, Foot pad;
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Study No. B040030

Table 1  Clinical Sign - Summary Male
Test Substance : 364 365 366
Dose Findings Time 10 20 10 20
SA Number of Animals 20 19 19 9 9
500 mg/kg No Abnormality 12 12 11 4 4
Death ) + 1 0 0 0 0
Abnormal gait + o o0 0 0 0
Loss of fur 11 + 0 0 0 0 0
Loss of fur 50 + 0 0 0 0 0
Anemic + 0 0 0 0 0
Swelling 53 + 0 0 0 0 0
Swelling 54 + 8 7 8 5 5
Erosion 06 + 0 0 0 0 0
Erosion 54 + 8 7 8 5 5
Crust formation 06 + 0 0 0 0 0
Crust formation 54 + 0 0 0 0 0
Loss of teeth + 0 0 0 0 0
SA Number of Animals 20 20 20 10 10
1000 mg/kg No Abnormality 12 12 11 4 4
Death + 0 0 0 0 0
- Loss of fur 11 + 0 0 0 0 0
Anemic + 1 2 2 2 2
Swelling 54  + 8 8 9 6 6
Erosion 54 + 8 8 6 4 4
Crust formation 54 + 0 0 2 2 2
Loss of teeth + 0 0 0 0 0
+, Present; 1 , Slight; 2 , Moderate; 3 , Severe;
Time 10 , Before dosing; Time 20, After dosing;
06 , Neck; 11, Forelimb; 50, Right forelimb; 53, Left hindlimb; 54 , Foot pad;
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Table 1

Study No. B040030

Clinical Sign - Summary Female
Test Substance Day 1 2 3 4 5 6 7 8 9 10 11
Dose Findings Time 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20
SA Number of Animals 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60
0 mg/kg No Abnormality 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60
Death + 0 0 0 0 0 0 0.0 0 0 0 0 0 0 0 0" 0 0 0 0 0 0
Loss of fur 11 + 0 0 0 0 0- 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of fur 50 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of fur 51 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Anemic + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Swelling 54 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Mass 07 + 0 .0 o0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Mass 08 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Mass 09 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0" 0 0 0 0 0 0
Erosion 09 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Erosion 54 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Ulcer 09 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 -0 0 0 0 0
Crust formation 09 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Crust formation 54 + 0 0 0 0 0 0 0 0 0 0 0 0 0- 0 0 0 0 0 0 0 0 0
Loss of teeth + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
SA Number of Animals 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60
250 mg/kg No Abnormality 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60
Death + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of fur 07 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of fur 1t + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of fur 51 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Swelling 54 + 0 o 0 0 0 -0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Mass 08 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Erosion 54 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of teeth + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
+, Present; 1, Slight; 2, Moderate; 3, Severe; '
Time 10, Before dosing; Time 20, After dosing;
07, Chest; 08 , Abdomen,; 09, Back; 50, Right forelimb;

51, Left forelimb,

54, Foot pad;

11, Forelimb;
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Study No. B040030

Table 1 Clinical Sign - Summary Female
Test Substance Day 12 13 14 15 16 17 i8 19 20 21 22
Dose Findings Time 0 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20
SA Number of Animals 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60
0 mg/kg No Abnormality 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60
Death + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of fur 11 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of fur 50 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of fur 51 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Anemic + -0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Swelling 54 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Mass 07 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Mass 08 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Mass 09 + 0 0 0 0 0 0 0 0 .0 0 0 0 0 0 0 0 0 0 0 0 0 0
Erosion 09 + 0 0 0 0 (] 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Erosion 54 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Ulcer 09 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Crust formation 09 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Crust formation 54 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of teeth + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
SA Number of Animals 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60
250 mg/kg No Abnormality 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60
Death + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of fur 07 .+ 0 (¢ 0 0 0 0 0 0 0 0 0 0 0 (] 0 0 0 0 0 1] 0 0
Loss of fur It + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of fur 51 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Swelling 54 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Mass 08 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Erosion 54 + 0 0 0 0 0 0 0 -0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of teeth + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
+, Present; 1 , Slight; 2 , Moderate; 3 , Severe;
Time 10 , Before dosing; Time 20 , After dosing;
07, Chest; 08 , Abdomen,; 09, Back; 11, Forelimb; 50, Right forelimb;

51, Left forelimb,

54 , Foot pad;
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Study No. B040030

Table 1 Clinical Sign - Summary Female
Test Substance Day 23 24 25 26 27 28 29 30 31 32 33
Dose Findings Time 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20
SA Number of Animals 60 60 60 60 60 60 60 60 60 60 60 60 60 600 60 60 60 60 60 60 60 60
0 mg/kg No Abnormality 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60
: Death + 0 0 0 0 0 0 o 0 0 (V] 0 0 0 0 0 0 0 0 0 0 0
Loss of fur B + 0 0 0 0 0 0 0 0 0o 0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of fur 50 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of fur 51 + 0 0 0 0 0 0 0 0o 0 0 [ ] 0 0 0 0 0 0 0 0 0 0
Anemic + 0 0 0 0 0o 0 0 0 0 0o 0 0 0 0 0 0 0 0 0 0 0 0
Swelling 54 + 0 0 0 0o 0 0 0o 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Mass 07 + 0 0 0 0 0 0o 0 0 0 (] 0 0 0 0 0 0 0 0 0 0 0
Mass 08 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
" Mass 09 + 0 0 0 0 0 0 0 0 0 o0 0 0 0 0 0 0 0 0 0 0 0 0
Erosion 09 + 0 0 0 0 ] 0o 0 0 0o 0 0 0 0 0 0 0 0 0 0 0 0
Erosion 54 + 0 0 0 0 0 0 [ ] 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Ulcer 09 + 0 0 0 0 0 0o 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Crust formation 09 + 0 0 0 0 0o 0 0 (] 0.0 0 0 0 0 0 0 0 0 0 0 0
Crust formation 54 + 0 0 0 0 0 0 0 0 0o 0 o0 0 0 0 0 0 0 0 0 0 0 0
Loss of teeth + 0 0 0 0 0 [ ] 0 0 o0 0 0 0 0 0 0 00 0 0 0 0
SA Number of Animals 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60
250 mg/kg No Abnormality 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60
Death + 0 0 0 0 0 o 0 0 (] 0 0 0 0 0 0 0 0 0 0 0 0
Loss of fur 07 + 0 0 0 0 0 0 o 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of fur I + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of fur 51 + 0 0 0 0 0 0 0 0o 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Swelling 54 + 0 0 0 0 o 0 0 (] 0 0 0 0 0 0 0 0 0 0 0 0 0
Mass 08 + 0 0 0 0 0 0 o 0 0 0 o 0 0 0 0 0 0 0 0 0 0 0
Erosion 54 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of teeth + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
+, Present; 1, Slight; 2 , Moderate; 3 , Sévere;
Time 10, Before dosing, Time 20, After dosing;
07, Chest; 08 , Abdomen; 09, Back; 11, Forelimb; 50, Right forelimb;

51, Left forelimb; 54, Foot pad;
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Study No. B040030

Table |  Clinical Sign - Summary Female
Test Substance Day 34 35 36 37 38 39 40 41 42 43 44
Dose Findings Time 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20
SA Number of Animals 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60
0 mg/kg No Abnormality 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 606 60 60 60 60
Death + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of fur 11 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of fur 50 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of fur 51 + 0 0 0 0 0 0 0 0 0 0 0 0 0.0 0 0 0 0 0 0 0 0
Anemic + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Swelling 54 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 -0 0 0
Mass 07 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Mass 08 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Mass 09 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Erosion 09 + .0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Erosion 54 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Ulcer 09 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Crust formation 09 + 0 0 0 0 0 0 1] 0 0 0o 0 0 0 0 0 0 0 0 0 0 0 0
Crust formation 54 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of teeth + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
SA Number of Animals 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60
250 mg/kg No Abnormality 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60
Death + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of fur 07 + 0 (] 0 0 1] 0 0 0 0 0 0 0 0 1] 0 0 0 0 1] 0 0 0
Loss of fur - 11 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of fur 51 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Swelling 54 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Mass 08 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Erosion 54 + 0 0 0 0 0 0 0 0 0 0 0 o0 0 0 0 0 0 0 0 0 0 0
Loss of teeth + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 1] 0 0 0 0 0
+, Present; 1, Slight; 2 , Moderate; 3 , Severe;
Time 10, Before dosing; Time 20, After dosing;
07, Chest; 08 , Abdomen,; 09, Back; 11, Forelimb; 50, Right forelimb;

51, Left forelimb; 54 , Foot pad,
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Table 1 Clinical Sign - Summary

Female
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+, Present; 1, Slight; 2 , Moderate; 3 , Severe;

Time 10, Before dosing; Time 20, After dosing;
07, Chest, 08 , Abdomen; 09, Back;
51, Left forelimb; 54, Foot pad;

11, Forelimb,

50, Right forelimb;

N
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Study No. B040030

Table 1  Clinical Sign - Summary Female
Test Substance Day 56 57 58 59 60 61 62 63 64 65 66
Dose Findings Time 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20
SA - Number of Animals 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60
0 mg/k No Abnormality 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 57 57 57 57 57 57
Death + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of fur il + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 2 2 2 2 2 2
Loss of fur 50 + o 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of fur 51 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 1 1 1 1 | I
Anemic + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Swelling 54 + 0 0 o0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Mass 07 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Mass 08 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Mass 09 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Erosion 09 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Erosion 54 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Ulcer 09 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 .0 0
Crust formation 09 + 0 0 o 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Crust formation 54 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of teeth + 0 0 0 0 0 0 0 0 0 0 0 0 00 0 0 0 0 0 0 0 0
SA Number of Animals 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60
250 mg/kg No Abnormality 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60
Death + 0o 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of fur 07 + 6 6 0. 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of fur 11 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of fur 51 + 0o 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Swelling 54 + 0 0o 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Mass 08 + 0 o 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0. 0 0 0 0
Erosion 54 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of tecth + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0

+, Present; 1, Slight; 2 , Moderate; 3 , Severe;

Time 10 , Before dosing; Time 20 , After dosing;
07, Chest; 08 , Abdomen; 09, Back;
51, Left forelimb, 54, Foot pad;

11, Forelimb;

50, Right forelimb;
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Study No. B040030

Table t  Clinical Sign - Summary Female
Test Substance Day 67 68 69 70 71 72 73 74 75 76 77
Dose Findings Time 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20
SA Number of Animals 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60
0 mg/kg No Abnormality 57 57 57 57 57 57 57 57 57 57 57 57 57 57 57 57 57 57 571 57 571 S7
Death + 0 0 0 0 0 0 0 0 0 0 0 o 0 0 0 0 0 0 0 0 0 0
Loss of fur 11 + 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
Loss of fur 50 + 0 0 0 0 0 0 0 0o 0 o0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of fur 51 + 1 1 1 1 1 1 1 1 1 1 1 1 1 i 1 1 1 1 1 1 1 1
Anemic + 0 0 0 0 0 0 0o 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Swelling 54 + 0 0 0 0 0 0 (V] 0o 0 0 0 0 0 0 0 0 0 0 0 0 0
Mass 07 + 0 0 0 0 0 0o 0 o 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Mass 08 + 0 0 0 0 0o 0 0 0o 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Mass 09 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Erosion 09 + 0 0 0 0 0 0 o 0 0 o0 o0 0 0 0 0 0 0 0 0 0 0 0
Erosion 54 + 0 0 0 0 0 0o 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Ulcer 09 + 0 0 0 0 0 0 0 0 0o 0 0 0 0 0 0 0 0 0 0 0 0 0
Crust formation 09 + 0 0 0 0 0o 0 0 o 0 o0 o0 0 0 0 0 0 0 0 0 0 0 0
Crust formation 54 + 0 0 0 0 0 0 0 0 0 .0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of teeth + 0 0 0 0 0 o 0 o0 0 0 o0 0 0 0 0 0 0 0 0 0 0 0
SA Number of Animals 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60
250 mg/kg No Abnormality 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 59 S9 59 59
Death + 6 o 0 0 0o 0O 0 0O O O 0 0 O O O O 0 O 0O O 0 O
Loss of fur 07 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of fur 11 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of fur 51 + 0 0 0 0 0 0 0 0O 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Swelling 54 + 0 0 0 0 0o 0 0 0 0 o 0 0 0 0 0 0 0 0 0 0 0 0
Mass 08 + 0 0 0 0 0 0 o 0 o0 0 0 0 0 0 0 0 0 0 0 0 0 0
Erosion 54 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of teeth + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 1 1 1 1
+, Present; 1, Slight; 2 , Moderate; 3 , Severe;
Time 10, Before dosing, Time 20, After dosing;
07, Chest; 08 , Abdomen, 09, Back; 11, Forelimb; 50, Right forelimb;

51, Left forelimb;

54 , Foot pad,
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Study No. B040030

Table 1 Clinical Sign - Summary Female
Test Substance Day 78 79 80 81 82 83 84 85 86 87 88
Dose Findings Time 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 .20 10 20 10 20 10 20
SA Number of Animals 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60
0 mg/kg No Abnormality 56 56 56 56 56 56 S6 56 56 56 56 56 56 56 56 56 56 56 56 56 56 56
Death + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of fur 11 + 3 3 3 3 3 3 3 3 3 3 3 3 3 3 3 3 3 3 3 3 3 3
Loss of fur 50 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of fur 51 + 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 [ | 1
Anemic + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Swelling 54 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Mass 07 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Mass 08 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Mass 09 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Erosion 09 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Erosion 54 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Ulcer 09 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Crust formation 09 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Crust formation 54 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of teeth ‘ + 0 0 0 0 .0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
SA Number of Animals 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60
250 mg/kg No Abnormality 59 59 S9 59 59 59 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60
Death + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of fur 07 + 4] 0 0 0 4] 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of fur 11 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of fur 51 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Swelling 54 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Mass 08 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0’
Erosion 54 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of teeth + 1 1 | 1 1 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0

+, Present; 1, Slight; 2 , Moderate; 3 , Severe;

Time 10, Before dosing;
08 , Abdomen;
54 , Foot pad;

07, Chest;
51, Left forelimb;

Time 20, After dosing;
09, Back;

11, Forelimb;

50, Right forelimb;



- 80 -

Study No. B040030

Table 1  Clinical Sign - Summary Female
Test Substance Day 89 90 91 92 93 94 95 96 97 98 99
Dose Findings Time 10 20 10 20 10 20 10 20 10 20 16 20 10 20 10 20 10 20 10 20 10 20
SA Number of Animals 60 60 60 60 60 60 60 SO SO 40 40 40 40 40 40 40 40 40 40 40 40 40
0 mg/kg No Abnormality 56 56 56 56 56 56 S6 47 47 37 37 37 37 37 37 37 37 37 37 37 37 37
Death + o o0 o 0 o0 o o 0 0o O O o0 o0 o0 O O O O O o0 O
Loss of fur 11 + 3 3 3 3 3 3 3 2 2 2 1 1 1 1 1 1 i 1 1 1 1 1
Loss of fur 50 + 0o o 0 O o0 o0 o0 o0 o0 o0 1 1 1 1 1 1 l 1 1 1 ] 1
Loss of fur 51 + 1 1 1 1 1 1 1 1 1 1 1 1 1 i | 1 | 1 1 1 1 1
Anemic ’ + 6o 0 o o o0 o0 o0 O O0 o 0 O O0 o0 O O O O O0 o0 o0 O
Swelling 54 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Mass 07 + o 0 o 0 © o o o o o0 o o0 o o0 © o O o0 O0 O O O
Mass 08 + o o o0 0 o© o0 o o0 0 o0 O O O 0o O O O O O O0 o0 O
Mass 09 + c 0 o o o0 o0 o o0 0 o0 O O O o0 O O O O O o0 o0 O
Erosion 09 + o o o o0 o o o0 o0 o o0 O O o0 o0 o0 O O O O o0 o0 O
Erosion 54 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 o
Ulcer 09 + o ¢ o o o o o o 0 o0 o0 O O 0o O O O o0 O o0 o0 0O
Crust formation 09 + o o o o0 o0 o0 o O O o0 o0 o0 O o0 O O O O 0 O o0 O
Crust formation 54 + o o 0 0 O0 o0 o 0 0 0o 0o 0 0 0 0 0 0 0 0 0 0 0
Loss of teeth + o 0 o 0 o0 o0 o0 O O o0 O O O o O O O O O o0 o0 o0
SA Number of Animals 60 60 60 60 60 59 59 49 49 40 40 40 40 40 40 40 40 40 40 40 40 40
250 mg/kg No Abnormality 60 60 60 60 S8 58 57 47 47 39 39 39 39 39 39 39 39 39 39 39 39 39
Death + 0o 0 o O 1 o 0 0 o o0 o o o0 o0 O O O o0 O o0 o0 o
Loss of fur 07 + 6o 0 o 0 o0 o0 0 O 0 O o0 O ©0 0 0 O O o0 0 o o0 O
Loss of fur 11 + o o o o0 o0 o0 o0 o0 O o0 O O O O o0 ©0o o0 O O o0 o0 O
Loss of fur 51 + 0 0 0 0 1 | 2 2 2 1 1 | I 1 ] 1 1 1 1 | | |
Swelling 54 + o o o 0 o0 o0 o0 o0 o0 o0 o0 O o0 o0 o0 o0 O o0 O0 o0 0 O
Mass 08 + o o6 o 0 o0 o0 o0 o0 0 o 0 O O O o0 0 O O O o0 o0 O
Erosion 54 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of teeth + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
+, Present; 1, Slight; 2 , Moderate; 3 , Severe;
Time 10, Before dosing; Time 20, After dosing;
07, Chest, 08 , Abdomen; 09, Back; 11, Forelimb, 50, Right forelimb;

51, Left forelimb,

54 , Foot pad;
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Study No. B040030

Table 1 Clinical Sign - Summary Female
Test Substance Day 100 101 102 103 104 105 106 107 108 109 110
Dose Findings Time 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20
SA Number of Animals 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40
0 mg/kg " No Abnormality 37 37 37 37 37 37 37 37 37 37 37 37 37 37 37 37 37 37 37 37 37 37
Death + 0 0 0 0 0 0 o 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of fur 11 + 1 1 1 1 1 i 1 1 1 1 1 1 1 1 1 1 1 1 1 1 | 1
Loss of fur 50 + 1 1 1 1 1 1 i 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1
Loss of fur 51 + 1 1 1 1 1 1 i 1 1 1 1 1 1 1 1 1 1 | 1 1 | |
Anemic + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Sweiling 54 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Mass 07+ 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Mass 08 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Mass 09 + 0 0 0 0 0 0 0 0 0 0 0 0 (] 0 0 0 0 0 0 0 0 0
Erosion 09 + 0 0 0 0 0 0 0 .0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Erosion 54 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Ulcer 09 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Crust formation 09 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Crust formation 54 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of teeth + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
SA Number of Animals 40 40 40 40 40 40 40 40" 40 40 40 40 40 40 40 40 40 40 40 40 40 40
250 mg/kg No Abnormality 39 39 39 39 39 39 39 39 39 39 39 39 39 39 39 39 39 39 39 39 39 39
Death + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 -
Loss of fur 07 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of fur 11 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of fur 51 + 1 1 1 ] 1 1 )| ] 1 1 1 1 1 1 1 1 1 1 1 1 1 1
Swelling 54 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Mass 08 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Erosion 54 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of teeth + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 -
+, Present; 1 , Slight; 2 , Moderate; 3 , Severe;
Time 10, Before dosing; Time 20, After dosing;
07, Chest; 08 , Abdomen; 09, Back; 11, Forelimb; 50, Right forelimb;

51, Left forelimb,

54 , Foot pad;
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Table 1 Clinical Sign - Summary Female
Test Substance Day 11 112 113 114 115 116 117 118 119 120 121
Dose Findings Time 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20
SA Number of Animals 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40
0 mg/kg No Abnormality 37 37 37 37 37 37 37 37 37 371 37 37 37 37 37 37 37 37 36 36 36 36
Death + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of fur 11 + 1 | 1 1 1 1 1 1 1 1 1 1 1 i 1 1 1 1 | 1 1 1
" Loss of fur 50 + | 1 1 1 1 I 1 1 1 | | | 1 1 1 1 | 1 2 2 2 2
Loss of fur 51 + | 1 1 1 1 1 1 1 1 1 1 1 1 1. 1 1 1 1 1 1 1 1
Anemic + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Swelling 54 + 0 0 0 0 0 0 0 0 0 0 0 0.0 0 0 0 0 0 0 0 0 0
Mass 07 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Mass 08 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Mass 09 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Erosion 09 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Erosion 54 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Ulcer 09 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Crust formation 09 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Crust formation 54 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of teeth + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
SA Number of Animals 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40
250 mg/kg No Abnormality 39 39 39 39 39 39 39 39 39 38 38 38 38 38 38 38 38 38 38 38 38 38
Death + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of fur 07 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of fur 11 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of fur 51 + | 1 1 | 1 1 1 1 i 1 1 I 1 ] ] 1 1 1 1 1 1 1
Swelling - 54 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Mass 08 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Erosion 54 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of teeth + 0 0 0 0 0 0 0 0 0 1 1 1 1 1 1 1 ] 1 | 1 1 |
+, Present; 1, Slight; 2 , Moderate; 3 , Severe;
Time 10, Before dosing; Time 20, After dosing;
07, Chest; 08 , Abdomen;, 09, Back; 11, Forelimb; 50, Right forelimb;

51, Left forelimb;

54, Foot pad;
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Table | Clinical Sign - Summary Female
Test Substance Day 122 123 124 125 126 127 128 129 130 131 - 132
Dose Findings Time 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20
SA Number of Animals 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40
0 mg/kg No Abnormality 36 36 36 36 36 36 36. 36 36 36 36 36 36 36 36 36 36 36 36 36 36 36
Death + 0 0 0 -0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of fur 1 + 1 1 1 1 1 1 1 1 i 1 1 1 i 1 1 1 1 i 1 1 1 |
Loss of fur 50 + 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
Loss of fur 51 + 1 1 1 1 1 1 | 1 1 1 1 1 1 1 1 1 1 1 | 1 1 1
Anemic ' + o o o o0 o0 0O 0O 0 O O O O o0 0 O O O 0 0 0 0 0
Swelling 54 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Mass 07 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Mass 08 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Mass 09 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Erosion 09 + o 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Erosion 54 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Ulcer 09 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Crust formation 09 + 0 0 o 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Crust formation 54 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of teeth + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
SA Number of Animals 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40
250 mg/kg No Abnormality 33 38 38 38 38 38 38 38 39 39 39 39 39 39 39 39 39 39 39 39 39 39
Death + [ ] 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of fur 07 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of fur 11 + 0o 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of fur 51 + 1 1 1 1 1 1 1 1 1 1 1 1 1 1 i | 1 1 | 1 1 1
- Swelling 54 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Mass 08 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Erosion 54 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of teeth + i 1 1 1 1 1 1 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0

+, Present; 1, Slight; 2 , Moderate; 3 , Severe;

Time 10 , Before dosing;
08 , Abdomen;
54, Foot pad;

07, Chest;
51, Left forelimb,

Time 20, After dosing;
09, Back;

11, Forelimb;

50, Right forelimb;
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Table | Clinical Sign - Summary Female
Test Substance Day 133 134 135 136 137 138 139 140 141 142 . 143
Dose Findings Time 10.20 10 20 10 20 10 20 10 20 0 20 10 20 10 20 10 20 10 20 10 - 20
SA  Number of Animals 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40
0 mg/kg No Abnormality 36 36 36 36 36 36 36 36 36 36 36 36 36 36 36 36 36 36 36 36 36 36
Death + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of fur 11 + i | 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 ]
Loss of fur 50 + 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
Loss of fur 51 + 1 1 1 1 1 ] 1 1 1 1 | 1 1 1 | I 1 1 i 1 1 1
Anemic + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Swelling 54 + 0 0 0 0 0 0 0o 0 o0 0 0 0 0 0 0 0 0 0 0 0 0 0
Mass 07 + 0 0 0 0 0 0 o 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Mass 08 + 0 0 0 0 0 0 0 0 o0 0 0 0 0 0 0 0 0 0 0 0 0 0
Mass 09 + 0 0 0 0 0 0o 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Erosion 09 + 0 0 0 0 0o 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Erosion 54 + 0 0 0 0 0 0 o 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Ulcer 09 + 0 0 0 0 0 0o o0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Crust formation 09 + 0 0 0 0 0o 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Crust formation 54 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of teeth + 0 0 0 0 0 0o o0 o0 o0 o 0 0 0 0 0 0 0 0 0 0 0 0
SA Number of Animals 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40
250 mg/kg No Abnormality 39 39 39 39 39 39 39 39 39 39 39 39 39 39 39 39 39 39 39 39 39 39
Death + 0 0 0 0 0 0 (] 0 0 0 0 0 0 0 0 0 0 0 0 0 0.
Loss of fur 07 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of fur 11 + 0 0 0 0 0o 0 o 0 o0 0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of fur 51 + 1 1 ] | 1 1 1 1 1 1 1 1 1 1 1 1 1 1 i 1 1 1
Swelling 54 + 0 0 0 0 0 (] 0o 0 0 0 0 0 0 .0 0 0 0 0 0 0 0
Mass 08 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Erosion 54 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of teeth + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
+, Present; 1, Slight; 2 , Moderate; 3 , Severe;
Time 10, Before dosing; Time 20, After dosing;
07, Chest; 08 , Abdomen; 09, Back; 11, Forelimb; 50, Right forelimb;

51, Left forelimb; 54 , Foot pad;
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Table | Clinical Sign - Summary Female
Test Substance Day 144 145 146 147 148 149 150 151 152 153 154
Dose Findings Time 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20
SA Number of Animals 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40
0 mg/kg No Abnormality 36 36 36 36 36 36 36 36 36 36 36 36 36 36 36 36 36 36 36 36 36 36
Death + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of fur: i+ 1 1 1 1 1 1 1 1. 2 2 2 2 2 2 2 2 2 2 2 2 2 2
Loss of fur 50 + 2 2 2 2 2 2 2 2 1 1 1 1 1 1 1 1 | 1 1 | 1 1
Loss of fur 51 + 1 1 1 1 1 1 1 1 1 1 1 1 1 1 ] 1 1 1 1 1 1 1
Anemic + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Swelling 54 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0- 0 0 0 0 0 0 0
Mass 07 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Mass 08 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Mass 09 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Erosion 09 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Erosion 54 + 0 0 0 0 0 0 0 0 0. 0 0 0 0 0 0 0 0 0 0 0 0 0
Ulcer 09 + o o0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Crust formation 09 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Crust formation 54 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of teeth + 0 0 0 0 0 0 00 0 0 0 0 0 0 0 0 0 0 0 0 0 0
SA Number of Animals 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40
250 mg/kg No Abnormality 39 39 39 39 39 39 39 39 39 39 39 39 39 39 39 39 39 39 39 39 39 39
Death + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of fur 07 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of fur 11 + o 0 0 0 0 0 0 0 1 1 1 1 1 1 1 1 1 1 | 1 1 1
Loss of fur 51 + 1 1 1 ! 1 1 1 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Swelling 54 + 0o o 0 0 0 0 0 0 0 0 .0 0 0 0 0 0 0 0 0 0 0 0
Mass 08 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Erosion " 54 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of teeth + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0

+, Present; 1, Slight; 2 , Moderate; 3 , Severe;

Time 10, Before dosing; Time 20, After dosing;
07, Chest; 08 , Abdomen; 09, Back;
51, Left forelimb, 54 , Foot pad;

11, Forelimb,

50, Right forelimb;
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Table 1

Study No. B040030

Clinical Sign - Summary Female
Test Substance Day 155 156 157 158 159 160 161 162 163 164 165
Dose Findings Time 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 {0 20 10 20 10 20
SA Number of Animals 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40
0 mg/kg No Abnormatity 35, 35 35 35 35 35 35 35 35 35 35 35 '35 35 35 35 35 35 35 35 35 35
Death + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of fur 11 + 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
Loss of fur 50 + 1 1 | 1 1 | 1 1 | 1 1 1 1 | 1 1 1 1 | 1 1 1
Loss of fur 51 + I 1 1 1 1 1 1 1 1 1 1 1 1 i 1 1 1 I 1 1 1 |
Anemic + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Swelling 54 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Mass 07 + | 1 1 1 i 1 1 1 1 1 1 1 1 | | 1 1 1 1 | 1 1
Mass 08 + 0 o 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Mass 09 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Erosion 09 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Erosion 54 + 0 o 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Ulcer 09 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Crust formation 09 + 0 0. 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Crust formation 54 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of teeth + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
SA Number of Animals 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40
250 mg/kg No Abnormality 39 39 39 39 39 39 39 39 39 39 39 39 39 39 39 39 39 39 39 39 39 39
Death + 0 0 o0 0 0 0 0 0 0 0 0 0 0 0 o0 0 0 0 0 0 0 0 .
Loss of fur 07 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of fur 11 + | 1 1 11 1 1 1 1 1 1 1 1 1. 0 0 0 0 0 0 0 0
Loss of fur 51 + 0 0 o0 0 0 0 0 0 0 0 0 0 0 0 1 1 1 1 1 I 1 1
Swelling 54 + 0 0 0 0 0 0 0 0 0 0. 0 0 0 0 0 0 0 0 0 0 0 0
Mass 08 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Erosion 54 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of teeth + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
+, Present; 1, Slight; 2 , Moderate; 3 , Severe; :
Time 10, Before dosing; Time 20, After dosing; )
.07, Chest; 08 , Abdomen; 09, Back; 11, Forelimb; 50, Right forelimb,

51, Left forelimb;

54 , Foot pad;
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Table 1  Clinical Sign - Summary Female
Test Substance Day 166 167 168 169 170 171 172 173 174 175 176
Dose Findings Time 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20
SA Number of Animals 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40
0 mg/kg No Abnormality 35 35 35 35 35 35 35 35 35 35 35 35 35 35 35 35 35 35 35 35 35 35
Death + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of fur 11 + 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2.
Loss of fur 50 + 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 | 1 1 1 1 1 |
Loss of fur 51 + 1 1 1 1 1 1 1 | B 1 1 1 1 1 1 1 1 1 1 | 1 1
Anemic + 0 o 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Swelling 54 + 0o 0 0 0 0 0 0 0 0 0 00 0 0 0 0 0 0 0 0 0 0
Mass 07 + | 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 | 1 1
Mass 08 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Mass 09 + 0 0o 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Erosion 09 + 0 0o 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Erosion 54 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Ulcer 09 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Crust formation 09 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 o 0 0 0
Crust formation 54 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of teeth + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
SA Number of Animals 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40
250 mg/kg No Abnormality 39 39 39 39 39 39 39 39 39 39 39 39 39 39 39 39 39 39 39 39 39 39
Death + 0 o0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of fur 07 + ¢ 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 (] 0 0 0
Loss of fur 11 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of fur 51 + 1 1 1 1 1 1 1 1 1 1 1 1 1 1 i | | 1 1 ] 1 1
Swelling 54 + 0o 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Mass 08 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Erosion 54 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of teeth ] + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
+, Present; 1, Slight; 2 , Moderate; 3 , Severe; :
Time 10, Before dosing; Time 20 , After dosing; ) _
07, Chest; 08 , Abdomen; 09, Back; 11, Forelimb; 50, Right forelimb;

51, Left forelimb; 54 , Foot pad;
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Study No. B040030

Table 1  Clinical Sign - Summary Female
Test Substance Day 177 178 179 - 180 181 182 183 184 185 186 187
Dose Findings Time 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20
SA Number of Animals 40 40 40 40 40 40 40 40 40 40 40 40 40 30 30 20 20 20 20 20 20 20
0 mg/kg No Abnormality 35 35 35 35 35 35 35 35 35 35 35 34 35 25 25 17 17 17 17 17 171 17
Death + 0 0 0 0 0o 0 0 0o o0 0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of fur 11 + 2 2 2 2 2 2 2 2 2 2 2 2 1 1 1 0 0 0 0 0 0 0
Loss of fur 50 + 1 1 1 1 1 1 1 1 i 1 1 1 1 ] I 1 1 1 1 1 1 1
Loss of fur 51 + 1 1 1 | 1 1 1 1 i 1 1 | 2 2 2 1 1 1 1 1 1 1
Anemic + 0 0 0 0 0 o 0 o0 0 o0 0 1 0 0 0 0 0 0 0 0 0 0
Swelling 54 + 0 0 0 0 0 0 0 0o 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Mass 07 + 1 1 1 1 1 1.1 1 1 1 | 1 1 1 1 1 1 1 1 1 I ]
Mass 08 + 0 0 0 0 (] 0o 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Mass 09 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Erosion 09 + 0 0 0 0 0 o 0 0 o 0 0 o 0 0 0 0 0 0 0 0 0 0
Erosion 54 + 0 0 0 0 0o 0 0 [ ] 0o 0 0 0 0 0 0 0 0 0 0 0 0
Ulcer 09 + 0 0 0 0 (] o 0 0 0 o 0 0 0 0 0 0 0 0 0 0 0
Crust formation 09 + 6 0 0 o o0 o0 o0 o0 o0 0 0 O O O O 0 O0 O O o0 o0 O
Crust formation 54 + 0 0 0 0 0 o 0 0 o0 o0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of teeth + 0 0 0 0 0 0 0 0o 0 0 0 0 0 0 0 0 0. 0 0 0 0 0
SA Number of Animals 40 40 40 40 40 40 40 40 40 40 40 39 39 29 29 20 20 20 20 20 20 20
250 mg/kg No Abnormality 39 39 39 39 39 39 39 39 39 39 38 38 38 28 28 19 19 19 19 19 19 19
Death + 0 0 0 0 0 6c o 0 0 o0 1 0 0 0 0 0 0 0 0 0 0 0
Loss of fur 07 + 0 0 0 0 0 0 o 0 0 0 o 0 0 0 0 0 0 0 0 0 0 0
Loss of fur il + 0 0 0 0 0 0 0 o0 0o 0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of fur 51 + 1 1 1 1 | 1 1 1 1 1 I 1 1 1 1 i 1 1 1 1 1 1
Swelling 54 + 0 0 0 0 0 0 o0 o 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Mass 08 + 0 0 0 0 0o 0 0 0 0 0 o0 0 0 0 0 0 0 0 0 0 0 0
Erosion 54 + 0 0 0 0 0 0 0 0 0o 0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of teeth + 0 0 0 0 0 0 0 0 [ 0 0 0 0 0 0 0 0 0 0 0 0 0
+, Present; 1, Slight; 2 , Moderate; 3 , Severe; ’
Time 10, Before dosing; Time 20, After dosing;
07, Chest; 08 , Abdomen; 09, Back; 11, Forelimb; 50, Right forelimb;

51, Left forelimb;

54 , Foot pad;
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Study No. B040030

Table 1 Clinical Sign - Summary Female
Test Substance Day 188 189 190 191 192 193 194 195 196 197 198
Dose Findings_ Time 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 {0 20 10 20 10 20
SA Number of Animals 20 20 200 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20
0 mg/kg No Abnormality i7 17 7 47 A7 17 17 t7 7 17 7 17 7 17 17 17 17 7 17 17 17 17
Death + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of fur 11 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of fur 50 + 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 ] 1 I 1
Loss of fur 51 + 1 1 1 1 1 1 i 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1
Anemic + 0 o 0 0 0 0 0 0 0 0 0 0 0 o0 0 0 0 0 0 0 0 0
Swelling 54 + 0 o -0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Mass 07 + 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 | 1 1
Mass 08 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Mass 09 + 0 0 0 0 0 0 (] 0 0 0 0 0 0 0 0 0 0 0 0 (] 0 0
Erosion 09 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Erosion 54  + 0 0 0 0 0 0 0o 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Ulcer 09 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Crust formation 09 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Crust formation 54 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of tecth + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
SA Number of Animals 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20
250 mg/kg No Abnormality 19 19 19 19 19 19 19 19 19 19 19 19 19 19 19 19 19 19 19 19 19 19
Death + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of fur 07 + 0 0o 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of fur 11 +- 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of fur 51 + I 1 1 1 1 1 1 1 1 1 I 1 1 1 1 1 | 1 1 ] ] 1
Swelling 54 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Mass 08 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Erosion 54 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of teeth + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
+, Present; 1, Slight; 2 , Moderate; 3 , Severe; :
Time 10, Before dosing; Time 20, After dosing;
07, Chest; 08 , Abdomen, 09, Back; 11, Forelimb; 50, Right forelimb;

51, Left forelimb; 54, Foot pad;
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Study No. B040030

Table 1  Clinical Sign - Summary Female
Test Substance Day 199 200 201 202 203 204 205 206 207 208 209
Dose Findings Time 10 20 10 20 10 20 10 20 10 20 {0 20 10 20 10 20 10 20 10 20 10 20
SA Number of Animals 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20
0 mg/kg No Abnormality (%N A A AN v AN A AN v AN v AN & AN v AN b AN & AN & N 2N O N v AN v AN N U AN v A V'
Death + 0 o 0 0 0 o0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of fur 11 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of fur 50 + 1 1 1 1 1 i 1 1 ] 1 1 1 1 1 1 1 1 1 1 1 1 1
Loss of fur 51 + 1 i 1 1 1 | 1 1 1 1 1 1 1 1 1 1 1 1 1 | 1 1
Anemic + 0 o 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Swelling 54 + 0 0 0 0 0 o 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Mass 07 + 1 1 1 1 1 1 1 1 1 1 1 1 1 1 i 1 1 1 1 1 1 1
Mass 08 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Mass 09 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Erosion 09 + o 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Erosion 54 + 6 0 0 0 0 0 0 - 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Ulcer 09 + 0 0 0 0 0 0 0 0 .0 0 0 0 0 0 0 0 0 0 0 0 0 0
Crust formation 09 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Crust formation 54 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of teeth + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
SA ‘ Number of Animals 20 20 20 20 200 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20
250 mg/kg No Abnormality 19 19 19 19 19 19 19 19 19 19 19 19 19 19 {9 19 19 19 19 19 19 19
Death + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of fur 07 + 0 0o 0 0 o0 0 ¢ 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of fur 11 + 0 0o 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of fur 51 + -1 1 | | 1 ] 1 1 1 1 1 i i I 1 1 1 1 | 1 1
Swelling 54 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Mass 08 + 0 0 0 0 0. 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Erosion 54 + 0 0. 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of teeth + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
+, Present; 1, Slight; 2 , Moderate; 3 , Severe;
Time 10, Before dosing; Time 20, After dosing;
07, Chest; 08 , Abdomen; 09, Back; 11, Forelimb; 50, Right forelimb;

51, Left forelimb; 54 , Foot pad,
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Study No. B040030

Table 1 Clinical Sign - Summary Female
Test Substance Day 210 211 212 213 214 215 216 217 218 219 220
Dose Findings Time 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20
SA Number of Animals 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20
0 mg/kg No Abnormality 17 17 16 16 16 16 16 16 16 16 15 15 15 15 15 15 15 15 15 15 15 15
Death + o o o0 o o0 0o O o0 0 O O O O O O O O O o0 o0 0 o
Loss of fur 11 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of fur 50 + 1 1 1 1 1 1 I 1 1 1 1 1 1 I 1 1 I 1 1 1 1 1
Loss of fur 51 + 1 1 1 1 1 1 i 1 1 1 1 I | 1 1 1 1 1 1 1 1 1
Anemic + o o o0 o0 o0 o0 O O O O 0 o0 o0 O o 0 0 0 o0 o0 0 o0
Swelling 54 + 0 0 1 1 1 1 1 | I B 1 1 1 1 1 | 1 1 1 1 1 1
Mass 07 + 1 1 1 1 1 1 1 1 i 1 2 2 2 22 2 2 2 2 2 2 2
Mass 08 + o o o o0 o0 o0 O O O O O o O O o O o0 O o0 o0 0 O
Mass 09 + o o 0 o o 0 O O O O O o0 o0 .0 0 0 o 0 o 0 o0 0
Erosion 09 + o o o0 o0 o o0 © o0 o0 O o0 O o0 0 o0 O o0 o0 o0 O0 0 O
Erosion 54 + - 0 O 1 1 1 1 1 1 1 1 1 1 1 1 1 1 6o 0 0 0 0 o0
Ulcer 09 + 0 0 o0 0 0 o0 0 0 0 o0 0 o0 0 O 0 0 o 0 0 0 0 o0
Crust formation 09 + o o o o0 o0 o0 O o0 O O O o o0 o0 o0 o0 o 0 o0 0 o0 o0
Crust formation 54 +. 0 0 0 o0 0 o0 O o0 O O O o0 o0 o0 o0 o 1 1 1 1 1 1
Loss of teeth + o o o o O O O 0 O O o0 o0 O 6 o 0 o0 0 o0 o0 0 O
SA Number of Animals 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20
250 mg/kg No Abnormality 9 19 19 19 19 19 19 19 19 19 19 19 19 19 19 19 19 19 19 19 19 19
Death + o o o o0 o o 0 o0 o0 o0 O O o 0 o0 O o0 0 O 0 o0 o
Loss of fur 07 + 6 0o 0 o0 0 0 0 0 0 0 0 0 0 6 0 0 0 0 0 0 0 O
Loss of fur 11 + o o o0 o o o0 o0 o0 O O O O O O o0 0 o0 o0 o0 0 0 o0
Loss of fur 51 + 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 | 1 1 1
Swelling 54 + o o o o0 o o o0 o0 O o O O o0 0 0 O 0 0 0 0 o0 o
Mass 08 + o o o0 o o o O O O O O O O O O O O O o0 o0 0 o
Erosion 54 + o o o0 o0 o0 o0 0 O O O O o O O o0 o0 O O o0 o0 0 o
Loss of teeth + o 0 o0 o0 o O0 O o0 O 0 0 o0 0 0 0 0 0 0 0 0 0 0

+, Present; 1, Slight; 2 , Moderate; 3 , Severe;

Time 10, Before dosing;
08 , Abdomen;
54 , Foot pad;

07, Chest;
51, Left forelimb,

Time 20, After dosing;
09, Back;

11, Forelimb;

50, Right forelimb;
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Table I  Clinical Sign - Summary Female
Test Substance Day 221 222 223 224 225 226 227 228 229 230 231
Dose Findin‘Ei Time 10 20 10 20 10 20 10 20 10 20 10 20 0 20 10 20 10 20 0 20 10 20
SA Number of Animals 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20
0 mg/kg No Abnormality 15 5 15 15 15 15 15 s 17 17 17 17 17 17 17 17 17 17 17 17 17 17
Death + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of fur 11 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of fur 50 + | 1 1 | 1 i 1 1 1 1 1 1 1 1 1 I 1 1 I 1 1 1
Loss of fur 51 + 1 1 1 1 1 1 1 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Anemic + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Swelling 54 + 1 1 1 1 1 1 1 1 1 1 1 i 1 1 1 i 1 1 I 1 1 1
Mass 07 + 2 2 2 2 2 2 2 2 1 1 1 1 1 1 1 1 1 1 1 1 | 1
Mass 08 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Mass 09 + 0 0 0 0 0 (] 0 (1] 0 Q 0 0 0 0 0 0 0 0 0 0 0 0
Erosion 09 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Erosion 54 + 0 0 0 0 0 0 0 0 0 0 0 0 1 1 1 1 1 1 1 1 0 0
Ulcer 09 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Crust formation 09 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Crust formation 54 + 1 | 1 1 1 1 I 11 1 1 I 0 0 0 0 0 0 0 0 1 1
Loss of teeth + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
SA Number of Animals 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20
250 mg/kg No Abnormality 19 19 19 19 19 19 19 19 19 9 19 19 19 19 19 19 19 19 19 19 19 19
Death + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of fur 07 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of fur 11 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of fur 51 + 1 1 1 1 | 1 1 1 -1 1 1 I 1 1 I 1 1 1 1 1 1 1
Swelling 54 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Mass 08 + 0 0 0 0 0 0 -0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Erosion 54 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of teeth + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
+, Present; 1, Slight; 2 , Moderate; 3 , Severe;
Time 10, Before dosing; Time 20, After dosing;
07, Chest; 08, Abdomen; 09, Back; 11, Forelimb; 50, Right forelimb;

51, Left forelimb;

54 , Foot pad;
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Study No. B040030

Table 1  Clinical Sign - Summary Female
Test Substance Day 232 233 234 235 236 237 238 239 240 241 242
Dose Findings Time 10 20 10 20 10 20 10 20 10 20 10 20 10 20 {0 20 10 20 10 20 10 20
SA Number of Animals 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20
0 mg/kg No Abnormality 17 17 7 17 17 17 17 17 17 17 7 17 17 17 17 17 7 17 17 17 17 17
Death + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of fur It + 0 o0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of fur 50 + 1 11 1 i 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1
Loss of fur 51 + 0 0- 0 0 0 0 .0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Anemic + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Swelling 54 + 1 ] 1.1 1 i 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1
Mass 07 + 1 | 1 1 1 1 1 1 | 1 1 1 1 1 1 1 1 1 1 1 1 i
Mass 08 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Mass 09 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Erosion 09 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Erosion 54 + 0 0 0 0 0 0 0 0 0 0 0 0 1 1 1 1 1 i 1 1 1 1
Ulcer 09 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Crust formation 09 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Crust formation 54 + 1 1 1 1 1 | I 1 1 1 1 1 0 0 0 0 0 0 0 0 0 0
Loss of teeth + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
SA Number of Animals 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20
250 mg/kg No Abnormality 19 19 19 19 19 19 19 19 19 19 19 19 19 19 19 19 19 19 19 19 19 19
Death + 0o 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of fur 07 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
- Loss of fur 11 + 0o 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of fur 51 + 1 1.1 ] 1 1 11 1 1 1 1 1 1 1 1 1 1 1 1 1 1
Swelling 54 + o 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Mass 08 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Erosion 54 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of teeth + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0

+, Present; 1, Slight; 2 , Moderate; 3 , Severe;

Time 10, Before dosing; Time 20, After dosing;
07, Chest; 08 , Abdomen; 09, Back;
51, Left forelimb; 54 , Foot pad;

11, Forelimb;

50, Right forelimb;
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Table 1

Female

Study No. B040030

Clinical Sign - Summary
Test Substance Day 243 244 245 246 247 248 . 249 250 251 252 253
Dose Findings Time 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20
SA Number of Animals 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20
0 mg/kg No Abnormality 17 17 17 17 17 17 17 17 17 17 1% 17 17 17 17 17 17 17 17 17 18 18
Death + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of fur 11 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of fur 50 + 1 1 1 1 1 i 1 -1 t 1 1 | 1 1 1 1 1 1 1 1 0 0
Loss of fur 51 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Anemic + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Swelling 54 + 1 1 1 1 1 1 1 1 1 1 1 | 1 1 1 1 1 1 1 1 1 i
Mass 07 + 1 1 1 1 1 i i i 1 1 i 1 1 1 1 1 1 1 1 1 1 1
Mass 08 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Mass 09 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Erosion 09 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Erosion 54 + | 1 1 1 1 1 1 1 1 i 1 1 1 1 1 1 1 1 | I 1 1
Ulcer 09 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Crust formation 09 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Crust formation 54 + 0 o [ 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of teeth + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 1 1 1 1
SA Number of Animals 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20
250 mg/kg No Abnormality 9 19 19 19 19 19 19 19 19 19 19 19 19 19 19 19 19 19 19 19 19 19
Death + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of fur 07 + 0 0 0 0 0 Q 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of fur i1 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of fur 51 + 1 I 1 1 1 1 1 | 1 1 1 1 1 1 1 1 11 1 |
Swelling 54 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Mass 08 o+ 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Erosion 54 + 0 0 0- 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of teeth + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
+, Present; 1, Slight; 2 , Moderate; 3 , Severe;
Time 10, Before dosing; Time 20, After dosing;
07, Chest; 08 , Abdomen; 09, Back; 11, Forelimb; 50, Right forelimb;

51, Left forelimb, 54, Foot pad;
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Table 1 Clinical Sign - Summary Female
Test Substance Day 254 255 256 257 258 259 260 261 262 263 264
Dose Findings Time ‘10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20
SA Number of Animals 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20
0 mg/kg No Abnormality 18 18 18 18 18 18 18 18 18 18 18 18 18 18 18 18 18 18 18 18 18 18
Death + o ¢ o0 o0 o0 o0 O O O o0 O 0 o0 o0 0o 0 0o o0 0 o 0 0
Loss of fur i1 + o o 0 o0 o0 o0 O O O O o o0 O o o0 O ©0 o0 o 0o 0 ©0
Loss of fur 50 + o o o o0 o o0 O o O o0 O0 O O O o 0 o0 o 0 0 0 o
Loss of fur 51 + o o o o o o0 0 O O O O0. 0 0o O O O o0 o0 O 0o 0 0
Anemic + o o o o0 o0 o o0 O O O O O O o0 O o0 o0 o0 O 0 0 0
Swelling 54 + I 1 1 1 1 1 1 1 I 1 1 1 1 1 1 1 1 1 1 1 1 1
Mass 07 + 1 1 1 1 1 1 1 1 1 i 1 l 1 1 1 1 i 1 1 1 1 1
Mass 08 + 6 0o o o0 o o0 o0 o0 0 o0 O O O o0 O O O O O o0 o0 o0
Mass 09 + o o o o0 o o o0 o0 o O O o0 o0 o0 O O 0 O O O o0 O
Erosion 09 + ¢ o0 o o0 o o ‘0 0 O O O O O O0 O O o0 o0 O 0o 0 0
Erosion 54 + 1 1 1 1 1 1 1 1 I 1 1 1 1 1 1 1 1 1 1 1 1 ]
Ulcer 09 + o o o0 o0 o0 o0 o0 o0 O O o0 0 o0 o0 o 0 0 0 o0 o 0 0
Crust formation 09 + o o o o0 o0 o o0 O O O o 0 o0 o o 0 0 0 o0 0o 0 o0
Crust formation 54 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of teeth + 1 1 1 1 1 1 1 1 o 0 0 0 0 o0 0o 0 0 0 O 0 0 ©
SA Number of Animals 20 20 20 20 20 20 20 20 20 20 20 20 20 20.20 20 20 20 20 20 20 20
250 mg/kg No Abnormality 19 19 19 19 19 19 19 19 19 19 19 19 19 19 19 19 19 19 19 19 19 19
Death + o o o o o o0 0 O O O O o o O O o0 o0 0 O 0o 0 0
Loss of fur 07 + o o o o o0 o 0 O O O O o0 O o 0 0 0 0 0 0o 0 0
Loss of fur 1 + o o o0 o o o o0 o0 0 O0 O o0 O O O O o0 0 o0 o 0 0
Loss of fur 51 + i 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 ] 1 1 1 1 1
Swelling 54 + o o ¢ o0 o0 o0 o0 0 O O o0 o0 o o 0 o0 o0 O 0 o 0 0
Mass 08 + 0o 06 06 0 0 0 O 0 0 O O o0 0 O 0 0 0 o0 0 0o 0 o0
Erosion 54 + o 0 o o0 o o0 o0 O O O O O O O o o0 o0 o 0 0o 0 o0
Loss of teeth + o 0 o0 o0 o0 o0 o0 o0 o0 o0 o o0 o0 o0 o0 o0 0 0 0 0O 0 0

+, Present; 1, Slight; 2 , Moderate; 3 , Severe;

Time 10, Before dosing; Time 20 , After dosing;
07, Chest; 08 , Abdomen; 09, Back;
51, Left forelimb; 54 , Foot pad;

11, Forelimb;

50, Right forelimb;
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Table 1  Clinical Sign - Summary Female
Test Substance Day 265 266 267 268 269 270 271 272 273 274 275
Dose Findings Time 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20
SA Number of Animals 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20
0 mg/kg No Abnormality 18 18 18 18 17 17 w7 17 17 17 17 17 17 17 7 17 17 17 17 17 17 17
Death + o ¢ o o o o0 o 0 0O o0 o0 0 o0 O O O O 0 O O0 0 o
Loss of fur I + o o o o0 0 0 o0 o0 o0 o0 O O O O O O O O O O o0 O
Loss of fur 50 + 6o o o o0 o o0 o0 o0 o0 O 0 O O O O O O O O O o0 O
Loss of fur 51 + 0 0 0 0 0 .0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Anemic + 0 0 0 0 0 0 0 0 0 0 0 0 0.0 0 0 0 0 0 0 0 0
Swelling 54 + 1 1 1 | 1 1 1 1 1 1 1 1 1 | 1 1 1 | I | 1 1
Mass 07 + l 1 1 1 i | 1 1 1 1 1 1 1 | | 1 1 1 | i 1 1
Mass 08 + 6 0. 0 0 0o 0 o0 0o O O O O-0 O O O O O O o0 o0 O
Mass 09 + 0 0 0 0 1 1 1 1 1 1 1 1 I i 1 1 1 1 1 1 1 1
Erosion 09 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Erosion 54 + 1 1 1 1 I 1 1 1 1 i 1 | 1 1 | 1 1 1 1 R 1 1
Ulcer 09 + 6o 0 0 0 o0 0 0 o0 O 0 O O O 0 o0 O | 1 1 | 1 1
Crust formation 09 + 6o o0 o0 0 o 0 o0 0 O 0 O O O O O O O O o0 o0 o0 o0
Crust formation 54 + o 0 o o0 0 o0 o0 0 o 0 O O O 0 o0 O O0 0 O O0 0 0
Loss of teeth + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
SA Number of Animals 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20
250 mg/kg No Abnormality 19 19 19 19 19 19 19 19 19 19 19 19 19 19 19 19 19 19 19 19 19 19
Death + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of fur 07 + 6o o0 o0 o0 o0 0o o0 0o O O O o0 O O O OO O O 0 0 o0 O
Loss of fur 11 + 6o 0 o o0 o o0-0 0 0 o0 o0 0 O O O O O O O O O0 O
Loss of fur 51 + | 1 1 1 | 1 1 1 I | 1 | 1 I I | 1 1 | | |
Swelling 54 + o o0 o0 o0 o o0 o0 O O O 0O O 0 o 0O O 0O O 0 0 0 O
Mass 08 + 6 0 o 0o o o o0 0o O 0O O O O O O O O O O O o0 O
Erosion 54 + 6o o0 0 o o0 o0 o0 0 O O O O O.0 O O O O O O o0 O
Loss of teeth + 0O 0 0 o0 o0 o0 o 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
+, Present; 1, Slight; 2 , Moderate; 3 , Severe;
Time 10, Before dosing; Time 20, After dosing;
07, Chest; 08 , Abdomen,; 09, Back; 11, Forelimb; 50, Right forelimb,

51, Left forelimb;

54, Foot pad;
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Table 1 Clinical Sign - Summary Female
Test Substance Day 276 277 278 279 280 281 282 283 284 285 286
Dose Findings Time 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20
SA Number of Animals : 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20
0 mg/kg No Abnormality 17 -2 17 17 17 7 17 17 17 17 17 17 17 w7 17 17 17 17 17 17 17 17
Death + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of fur 11 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of fur 50 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of fur 51 + o 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Anemic + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Swelling 54 + 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1
Mass 07 + 1 1 1 1 1 1 1 1 i | 1 1 1 1 1 | 1 1 | 1 1 1
Mass 08 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Mass 09 + 1 1 1 1 1 1 1 1 i 1 1 1 i 1 1 1 i ] 1 I 1 1
Erosion 09 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Erosion 54 + 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1
Ulcer 09 + 1 1 1 1 1 1 1 1 1 1 1 1 I 1 1 | 1 1 1 1 1 1
Crust formation 09 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Crust formation 54 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of teeth + 0 o 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
SA Number of Animals 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20
250 mg/kg No Abnormality 9 19 19 19 19 19 19 19 19 19 18 18 18 18 18 18 18 18 18 18 18 18
Death + o 0 0 0 0 0 0 0. 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of fur 07 + 0o 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of fur 11 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of fur 51 + | 1 1 1 1 1 1 1 t 1 1 i 1 1 1 1 1 1 1 1 1 1
Swelling 54 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Mass 08 + 0 0 0 0 0 0 0 0 0 0 1 1 1 1 1 1 | 1 | 1 1 1
Erosion 54 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of teeth + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
+, Present; 1, Slight; 2 , Moderate; 3 , Severe;
Time 10, Before dosing; Time 20 , After dosing;
07, Chest; 08 , Abdomen; 11, Forelimb; 50, Right forelimb;

51, Left forelimb,

54, Foot pad;

09, Back;
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51, Left forelimb, 54 , Foot pad;

Table 1  Clinical Sign - Summary Female
Test Substance Day 287 288 289 290 291 292 - 293 294 295 296 297
Dose Findings Time 10 20 10 20 10 20 10 20 10 20 10 20 (0 20 10 20 10 20 10 20 10 20
SA Number of Animals 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20
0 mg/kg No Abnormality 17 17 17 17 17 17 17 17 17 17 7 17 17 17 17 17 16 16 16 16 16 16
Death + 0 0 0 0 0 [ 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of fur 11 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of fur 50 + 0 o 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of fur 51 + 0. 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Anemic + 0 0 0o 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Swelling 54 + 1 1 1 1 1 1 1 1 1 1 | 1 1 1 1 1 2 2 2 2 2 2
Mass 07 + 1 1 1 i 1 1 1 1 1 1 1 1 1 1 1 | | 1 1 1 1 |
Mass 08 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Mass 09 + 1 1 1 1 1 1 i 1 1 1 1 i 1 1 1 1 1 1 1 1 | |
Erosion 09 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Erosion 54 + 1 1 1 1 | 1 1 1 1 1 1 1 1 1 1 1 I 1 1 1 1 1
Ulcer 09 + 1 1 1 1 1 1 1 1 1 1 1 1 i i 1 1 | 1 1 | 1 I
Crust formation 09 + 0o 0 0o 0 o0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Crust formation 54 + 0 0 0 0 0 0 0 0 0 0 0 0 0 o 0 0 0 0 0 0 0 0
Loss of teeth + 0 0 0 0o 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
SA Number of Animals 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20
250 mg/kg No Abnormality 18 18 18 18 18 18 18 i8 18 18 18 18 18 18 18 18 18 18 18 18 18 18
Death + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of fur 07 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of fur 11 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of fur 51 + 1 b1 1 1 1 1 1 1 i | 1 1 1 1 1 1 | o1 1 |
Swelling 54 + 0 0 0 0 0 o0 o 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Mass 08 + 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 | ] 1 1 1 ]
Erosion 54 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of teeth + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
+, Present; 1, Slight; 2 , Moderate; 3 , Severe;
Time 10, Before dosing; Time 20, After dosing;
" 07, Chest; 08 , Abdomen; 09, Back; 11, Forelimb; 50, Right forelimb,
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Table 1  Clinical Sign - Summary Female
Test Substance Day 298 299 300 301 302 303 304 305 306 307 308
Dose Findings Time 10 20 10 20 10 20 10 20 10 20 0 20 10 20 0 20 10. 20 10 20 10 20
SA Number of Animals 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20
0 mg/kg No Abnormality 16 16 16 16 16 16 16 16 16 16 16 16 16 16 16 16 16 16 16 16 16 16
Death + o 0 0 o0 o O O o O O O O o0 o0 o 0 0 0 0 0 0 0
Loss of fur 11 + o 0o 0 0o o0 o o o o0 o0 0 O 0o 0 0 0 o 0 o0 O o0 o
Loss of fur 50 + o o o o o O O O o o0 O o0 O O o0 O 0o 0 0 0 o0 o
Loss of fur 51 + o o 0 o0 o0 o0 o0 o0 O o0 O o0 O o0 o0 O o 0 0 o0 0 o
Anemic + 6o o 06 o o o0 o0 o0 O O O o O O o0 0 O O o0 o0 o0 o0
Swelling 54 + 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
Mass 07 + 1 1 1 1 i 1 1 1 1 -1 1 i 1 1 1 1 i I i 1 1 1
Mass 08 + o o o0 o o0 o0 o o o o0 0 0 O 0o 0 0 o 0 0 o0 0 o
Mass 09 + 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1
Erosion 09 + o o o o o0 o0 O o0 O O O O 0 o0 .0 0 o 0 0 0 o0 O
Erosion 54 + 1 1 -1 1 1 1 1 11 1 1 1. 1 1 1 1 1 1 1 1 1
Ulcer 09 + 1 1 o o o0 o0 0 o0 O O O O o0 o0 o0 o o o0 0 0 o0 o0
Crust formation 09 + o 0 1 1 1 i 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1
Crust formation 54 + o 0o o0 o o0 o o0 o0 0 0 0 O 0o 0 0 0 0o 06 o0 o0 0 o0
Loss of teeth + o o0 o6 o o o0 O O O O0 O o0 o0 o0 0 0 0 0 0 0 0 0
SA Number of Animals 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20
250 mg/kg No Abnormality 18 18 18 18 18 18 18 18 18 18 18 18 18 18 18 18 18 18 18 18 18 18
Death + o o o o0 o o0 O o O O O O O o0 o0 o o 0 o0 o0 0 o0
Loss of fur 07 + 6 o ¢ o0 0 0 0 0 00 0 O 0 0 o0 0 O 0 O o0 o0 0 0
Loss of fur 11 + o o o o0 o0 0 0 o0 o0 O O O O O o0 O 0 60 0o 0 0 o0
Loss of fur 51 + 1 1 1 1 1 1 1 1 1 1 1 1 1 1 | i 1 1 1 1 1 l
Swelling 54 + 6 0 o0 o0 © o0 O o0 O0O o0 O0 o0 o0 0 o0 o0 0 0 o0 o0 o0 0
Mass 08 + 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 i 1 1 1
Erosion 54 + o o o o0 o 0 0 o0 o0 0 O O O o0 o0 O 0o o0 o o0 0 0
~Loss of teeth + o o o0 o0 o0 o0 o0 o o0 O 0O O 0 o0 0 o0 0 0 0 0 0 0

+, Present; 1, Slight; 2 , Moderate; 3 , Severe;

Time 10, Before dosing; Time 20, After dosing;
07, Chest; 08 , Abdomen; 09, Back;
51, Left forelimb; 54 , Foot pad;

11, Forelimb;

50, Right forelimb;
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Table 1  Clinical Sign - Summary Female
Test Substance Day 309 310 311 312 313 314 315 316 317 318 319
Dose Findings Time 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20
SA Number of Animals 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20
0 mg/kg No Abnormality 16 16 16 16 16 16 16 'l6 16 16 16 16 16 16 16 16 16 16 16 16 16 16
Death + O 0 o 0 o0 0 O 0 o 0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of fur 11 + o 0 0 0 0o o0 o0 o0 O 0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of fur 50 + o 0 0o 0 o0 o0 o0 O 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of fur 51 + ¢ 0 0 0O o0 o0 o o0 0 0 o 0 o0 o0 o 0 0 0 0 0 0 0
Anemic + ¢ 0 o O 0 o0 o0 0 o0 O 0 0 0 0 0 0 0 0 0 0 0 0
Swelling 54 + 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
Mass 07 + 1 i 1 1 1 1 1 1 1 i 1 ] 1 1 i 1 1 1 i 1 1 1
Mass 08 + 0O 0 0 0 o0 0 o 0o 0 0 0 0 0o 0 0 0 0 0 06 0 0 0
Mass 09 + 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 i 1 | 1 |
Erosion 09 + 6o o o0 0 o0 o0 o0 O 0o o0 0 0 0 0 0 0 0 0 0 0 0 0
Erosion . 54 + | 1 1 1 1 | 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1
Ulcer 09 + O o0 o0 0 o0 0 o 0 0 o 0 0 0 0 0 0 0 0 0 0 0 0
Crust formation 09 + 1 1 1 I 1 1 1 1 1 1 1 I 1 I | 1 1 1 1 1 | |
Crust formation 54 + o 0 o0 0 0 0 o0 o0 0 0 o ¢ 0 o0 o0 o0 0 0 0 0 0 0
Loss of teeth + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
SA Number of Animals 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20
250 mg/kg No Abnormality 18 18 18 18 18 18 18 18 18 .18 18 18 18 18 19 19 19 19 19 19 19 19
Death + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of fur 07 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 4] 0
‘Loss of fur Il + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of fur 51 + 1 1 1 1 | 1 i 1 1 1 1 1 1 | 0 0 0 0 0 0 0 0
Swelling 54 + o 0 o 0 o0 o0 o0 O 0o 0 .0 0 0 0 0 0 0 0 0 0 0 0
Mass 08 + 1 1 1 1 1 | 1 i 1 1 1 1 1 1 1 1 1 | 1 1 1 1
Erosion 54 + o o0 o0 o0 0o o0 0 o0 O 0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of teeth + O 0 o0 06 0 o0 o0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
+, Present; 1, Slight; 2 , Moderate; 3, Severe, R e
Time 10, Before dosing; Time 20, After dosing;
07, Chest; 08 , Abdomen; 09, Back; 11, Forelimb; 50, Right forelimb;

51, Left forelimb;

54 , Foot pad;
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Table 1 Clinical Sign - Summary Female
Test Substance Day 320 321 322 323 324 325 326 327 328 329 330
Dose Findings Time 10 20 10 20 10 20 10 20 t0 20 10 20 10 20 10 20 10 20 10 20 10 20
SA Number of Animals 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20
0 mg/kg No Abnormality 16 16 16 16 16 16 16 16 16 16 16 16 16 16 16 16 16 16 16 16 16 16
Death + 0 o 0 ¢ o 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of fur 11 + 0 0 0 ¢ 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of fur 50 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of fur 51 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Anemic + 0 0 o0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Swelling 54 + 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
Mass 07 + 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 | 1 1 1 1 1
Mass 08 + 0 0o 0 0 o o0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Mass 09 + i I | I I I | 1 | f I { 1 [ [ { i | 1 i i I
Erosion 09 + 0 0o 0 0 [ 1 1 1 | 1 I 1 1 1 1 1 1 1 1 1 1
Erosion 54 + 1 1 | 1 1 | 1 | 1 1 1 1 1 1§ 1 1 1 1 1 1 1
Ulcer 09 + 0 o 0 90 0o 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Crust formation 09 + ] 1 1 | 1 1 0. 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Crust formation 54 + 0 0o 0 o 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of teeth + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
SA Number of Animals 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20
250 mg/kg No Abnormality 19 19 19 19 19 19 19 19 19 19 19 19 19 19 19 19 19 19 19 19 19 19
Death + 0o 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of fur 07 + 0o 0 0 0 o 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of fur 11 + 0o 0 O 0 0o 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of fur 51 + 6 0 0 o0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Swelling 54 + 0 o 0 o0 0 o 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Mass 08 + i i 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 | 1 1 1 1
Erosion 54 + 0 0 0 0 0 0 0 0 o 0 0 0 .0 0 0 0 0 0 0 0 0 0
Loss of teeth + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
+, Present; 1, Slight; 2 , Moderate; 3 , Severe;
Time 10, Before dosing; " Time 20, After dosing; .
07, Chest; 08 , Abdomen; 09, Back; 11, Forelimb; 50, Right forelimb;

51, Left forelimb; 54 , Foot pad;
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Table!  Clinical Sign - Summary Female
Test Substance Day 331 332 333 334 335 336 337 338 339 340 341
Dose Findings Time 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20
SA Number of Animals 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20
0 mg/kg No Abnormality 16 16 16 16 16 16 16 16 16 16 16 16 16 16 16 16 16 16 16 16 16 16
Death + 0 0 0 0 0 0 0 0 0o 0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of fur il + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of fur 50 + 0 0 0 0 0 0 0 0 0 0 o 0 0 0 0 0 0 0 0 0 0 0
Loss of fur 51 + 0 0 0 0 0 0 o0 (] 0 0 0 0 0 0 0 0 0 0 0 0 0
Anemic . + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 -0 0 0 0 0
Swelling 54 + 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
Mass 07 + 1 1 1 1 1 I 1 1 1 1 1 1 1 | 1 1 1 1 | 1 1 1
Mass 08 + 0 0 0 0 0o 0 0 o 0 o0 o 0 0 0 0 0 0 0 0 0 0 0
Mass 09 + 1 1 1 I 1 1 I 1 1 1 | 1 1 1 1 1 | i 1 1 1 1
Erosion 09 + | 1 1 1 1 I 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1.1
Erosion 54 + 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 ] 1 1
Ulcer 09 + 0 0 0 0 0o 0 0 0o 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Crust formation 09 + 0 0 0 0 0 0 o 0 0 0 o0 0 0 0 0 0 0 0 0 0 0 0
Crust formation 54 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of teeth + 0 0 0 0 0 0 1 1 1 i 1 1 1 1 1 1 0 0 0 0 0 0
SA Number of Animals 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20
250 mg/kg No Abnormality 19 19 19 19 19 19 19 19 19 19 19 19 19 19 19 19 19 19 19 19 19 19
: Death . + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of fur 07 + 0 0 0 0 0 0 0 -0 o0 0 o0 0 0 0 0 0 0 0 0 0 0 0
Loss of fur 11 + 0 0 0 0 0 0 0 0 o0 [ 0 0 0 0 0 0 0 0 0 0 0
Loss of fur 51 + 0 0 0 0 0 0 0o 0 o0 0 0 0 0 0 0 0 0 0 0 0 0 0
Swelling 54 + 0 0 0 0 0 o 0.0 o0 O 0 0 0 0 0 0 0 0 0 0 0 0
Mass 08 + ] 1 1 1 i 1 1 1 1 I 1 1 1 1 1 1 1 1 1 1 1 1
Erosion 54 + 0 0 0 0 0 0 0 0 0 o0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of teeth + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
+, Present; | , Slight; 2 , Moderate; 3 , Severe;
Time 10, Before dosing; Time 20, After dosing;
07, Chest; 08 , Abdomen; 09, Back; 11, Forelimb; 50, Right forelimb;

51, Left forelimb;

54, Foot pad; -
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Table |  Clinical Sign - Summary Female
Test Substance Day 342 343 344 345 346 347 348 349 350 351 352
Dose Findings Time 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20
SA Number of Animals 20 20 20 19 19 19 19 19 19 19 19 19 19 19 19 19 19 19 19 19 19 19
0 mg/kg No Abnormality i6 16 15 15 16 16 16 16 16 16 16 16 16 16 16 16 16 16 16 16 16 16
Death + 0 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of fur 11 + 0o 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of fur 50 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of fur 51 + 0.0 o 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Anemic + 0 o 0 0 0 0 0 0 0 0 0 0 0 0 0 0 o0 0 0 0 0 0
Swelling 54 + 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
Mass 07 + 1 1 1 1 1 i 1 | 1 1 1 1 1 1 i 1 1 1 1 1 1 1
Mass 08 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Mass 09 + 1 1 1 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Erosion 09 + 1 1 | 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Erosion 54 + 1 1 1 1 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
Ulcer - 09 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Crust formation 09 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Crust formation 54 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of teeth + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
SA Number of Animals 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20
250 mg/kg No Abnormality 9 19 19 19 19 19 19 19 19 19 19 19 i9 19 19 19 19 19 19 19 19 19
Death + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of fur 07 + 0 ¢ 6 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of fur it + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of fur 51 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Swelling 54 + 0 0o 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Mass - 08 + 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1
Erosion 54 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of teeth + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0

+, Present; 1, Slight; 2 , Moderate; 3 , Severe;

Time 10, Before dosing;
08, Abdomen;
54, Foot pad;

07, Chest;
51, Left forelimb;

Time 20 , After dosing;
09, Back;

11, Forelimb;

50, Right forelimb;



432

Study No. B040030

Table 1  Clinical Sign - Summary Female
Test Substance Day 353 354 355 356 357 358 359 360 361 362 363
Dose Findings Time 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 {0 20 10 20 10 20
SA Number of Animals 19 19 19 19 19 19 19°19 19 19 19 19 19 19 19 19 19 19 19 19 19 19
0 mg/kg No Abnormality 16 16 16 16 16 16 16 16 16 16 16 16 16 16 16 16 16 16 16 16 16 16
Death + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of fur 8] + 0 0 0 0 0 0 0 0 [ ] 0 0 0 0 0 0 0 0 0 0 0 0
Loss of fur 50 + 0 0 0 0 o 0 o0 0 0 o0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of fur 51 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Anemic + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Swelling 54 + 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
Mass 07 + 1 1 | 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 |
Mass 08 + 0 0 0 0 0o 0 0 [ ] 0 0 0 0 0 0 0 0 0 0 0. 0 0
Mass 09 + 0 0 0 0 0o 0 o 0 0 o0 0 0 0 0 0 0 0 0 0 0 0 0
Erosion 09 + 0 0 0 0 0 0o 0 o0 0o 0 0 0 0 0 0 0 0 0 0 0 0 0
Erosion 54 + 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
Ulcer 09 + 0 0 0 0 0o 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Crust formation 09 + 0 0 0 0 0 0 0 0 (] 0 0 0 0 0 0 0. 0 0 0 0 0
Crust formation 54 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of teeth + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
SA Number of Animals 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20
250 mg/kg No Abnormality 9 19 19 19 19 19 19 19 19 19 17 17 17 17 17 17 7 17 17 17 17 17
Death + 0 0 0 0 0 0 0 0 0 o0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of fur 07 + 0 0 0 0 0 0 0 [ ] 0 1 1 1 1 i 1 1 1 1 1 ] i
Loss of fur 11 + 0 0 0 0 0 0 (] 0o 0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of fur 51 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Swelling 54 + 0 0 0 0 0o 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Mass 08 + ] 1 1 1 1 11 1 i 1 2 2 2 2 2 2 2 2 2 2 2 2
Erosion 54 + 0 0 0 0 0 0o 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of teeth + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
+, Present; 1, Slight; 2 , Moderate; 3 , Severe; -
Time 10, Before dosing; Time 20, After dosing;
07, Chest; 08 , Abdomen; 09, Back; 11, Forelimb; \

51, Left forelimb; 54 , Foot pad;

50, Right forelimb;
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Table 1  Clinical Sign - Summary Female
Test Substance Day 364 365 366
Dose Findings Time 10 20 10 20
SA Number of Animals 19 19 19 9 9
0 mg/kg No Abnormality 16 16 15 8 8
' Death + O 0 0 0 o0
Loss of fur 11 + 0 0 0 0 0
Loss of fur 50 + 0 0 0 0 0
Loss of fur 51 + 0 0 0 0 0
Anemic + 0 0 0 0 0
Swelling 54 + 2 2 2 1 1
Mass 07 + 1 1 1 0 0
Mass 08 + 0 0 1 0 0
Mass 09 -+ 0 0 0 0 0
Erosion 09 + 0 0 0 0 0
Erosion 54 + 2 2 2 1 1
Ulcer 09 + 0 0 0 0 0
Crust formation 09 + 0 (1} 0 0 0
Crust formation 54+ 0 0 0 0 0
Loss of teeth + 0 o 0 0 0
SA Number of Animals 20 20 20 10 10
250 mg/kg No Abnormality 17 17 16 8 8
Death + 0 0 0 0 0
Loss of fur 07 + 1 1 1 1 1
Loss of fur 11 + 0 0 0 0 0
Loss of fur 51 + -0 0 0 0 0
Swelling 54 + o 0 1 0 0
Mass 08 + 2 2 2 l 1
Erosion 54 + 0 0 1 0 0
Loss of teeth + 0 [1] 0 0 0

+, Present; 1, Slight; 2, Moderate; 3 , Severe;

Time 10, Before dosing;
08 , Abdomen;,
54 , Foot pad;

07, Chest;
51, Left forelimb;

Time 20, After dosing;
09, Back;

11, Forelimb;

50, Right forelimb;
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Table 1  Clinical Sign - Summary Female
Test Substance Day 1 2 3 4 S 6 7 8 9 10 11
Dose Findings Time 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20
SA Number of Animals 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60
500 mg/kg No Abnormality 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60
Death + o 0 o0 0.0 0 O 0 0 0 0o 0 0 0 0 0 0 0 0 0 0 0
Emaciation + 0o 0 o o0 o0 o0 o o 0 o0 o0 o0 O 0 0 0 0 0 0 0 0 0
Abnormal gait + o o o0 o0 o0 o0 O O o0 O O o0 o0 o0 0 O 0o 0 0 0 o0 "0
Loss of fur 07 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of fur 51 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Swelling 54 + o 0o o o0 0 o0 o0 o0 0 0 0o 0 0 0o 0 0 0 0 0 0 0 0
Mass 07 + 0o 0 o0 0 o0 0 O 0 0 0o 0 0 0 0 0 0 0 0 0 0 0 0
Erosion 54 + 6o 06 o0 0o o0 o0 o0 o 0o o0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of teeth + ¢ 0 o o0 o0 o0 0 o 0 0 0 60 0 0 o0 0 0 0 0 0 0 0
SA Number of Animals 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60
1000 mg/kg No Abnormality 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60
: Death + o 0 o 0 o0 0 o 0 0 0 o 0 0 0 0 0 0 0 0 0 0 o
Moribundity + o 0 o0 o0 o0 0 0 O 0 o0 O 0 0 0 0 0 0 0 0 0 0 0
Prone position + 6o 0 o0 ¢ o0 o0 o0 o0 0 0 o 0 0 o0 o 0 0 0 0 0 0 0
Decrease in 1 0 0o 0 0 0 o0 O 0o o0 o0 0o 0 0o 0 0 0 0 0 0 0 0 0
locomotor activity
Decrease in 2 0o 0 o0 o0 o0 O 0 0 o o0 0 0 0 0 0 0 0 0 0 0 0 0
locomotor activity .
Hypothermia + 0 o 0 0 0 o0 O 0o 0 o0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of fur 07 + 0 o 0 0 o0 o0 o0 o0 o0 0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of fur 09 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of fur 11 + 0 0o 0 0 0 o0 0 O ¢ 0 o 0 o0 o0 o 0 0 0 0 0 0 o
Loss of fur 50 + oo 06 0 o o0 0 0 o0 O 0o 0 0 0 0 0 0 0 0 0 0 0 0
Anemic + o 0 o0 o0 0 0 o0 O 0 0 0 0 0 0 0 0 0 0 0 o 0 0
Swelling 54 + o 0 o0 0 o0 0 o0 0 0 0o o0 o0 0 0 0 0 0 0 0 0 0 0
Mass 08 + 6o 0 0 o o o0 o0 O 0 o0 O 0 0 0 0 0 0 0 0 0 0 o
Smudge of perinasal + 6o 0 0 0 0 o0 0 O 0 0 0 0 0 0 0 0 0 0 0 0 0 0
area :
Soiled perineal + 0o 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
region
+, Present; 1, Slight; 2, Moderate; 3 , Severe,
Time 10, Before dosing; Time 20, After dosing;
07, Chest; 08 , Abdomen, 09, Back; 11, Forelimb; 50, Right forelimb;

51, Left forelimb, 54, Foot pad;
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Table 1 Clinical Sign - Summary Female
Test Substance . Day 12 13 14 15 16 17 18 19 20 21 22
Dose Findings Time 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 0 20 10 20
SA " Number of Animals 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60
500 mg/kg No Abnormality 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60
Death + o 0 0 0 o o0 0 o 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Emaciation + 0 0 0 0 o o0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 o
Abnormal gait + 0o 0 0 0 o o0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of fur 07 + o 0 0 0 o0 o0 O 0 0o 0 0 0 0 0 0 0 0 0 o0 0 0 0
Loss of fur 51 + o 0 0 o0 0 o0 O 0 0o 0 0 0 . 0 0 0 0 0 0 0 0 0o 0
Swelling 54 + o 0 0 0 o0 o0 .0 0 o 0 0 0 0 0 0 0 0 0 O 0 0o 0
Mass 07 +- o 0o 0 0O o0 o0 O 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Erosion 54 + 0o 0 0 0 0o 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of teeth + o 0 0 0 o o0 0 o 0 0 0 0 0 0 0 0 0 0 o 0o 0 o0
SA Number of Animals 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60
1000 mg/kg No Abnormality 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60
Death + 0o 0 0 0 o 0 o0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Moribundity + 0o 0 0 o0 o 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Prone position + o o o o0 o0 o o0 o0 o0 0 O O O o0 O O O O o0 o0 o0 o0
Decrease in 1 o o0 o o0 o0 o0 O0 o0 O O O O O0-0 0 0 O0 o0 O 0o 0 0
locomotor activity
Decrease in 2 o 0 o0 o o0 o0 O 0 0o 0 © 0" 0 0 0 0 0 0 0 0 0 0
locomotor activity : ‘
Hypothermia + o ¢ ¢ o0 o6 0 0 o0 o0 0 O o0 ©0 0 o0 o0 0 o0 o 0 0 0
Loss of fur 07 + 0o o0 0 0 0o 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of fur 09 + 0o 0 0 o0 o 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of fur 11 + 0 0 0 0 o 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of fur 50 + 0 0 0 0 o o0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Anemic + o 0 0 o0 0o o0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Swelling 54 + 0 0o o0 o o o0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Mass 08 + 0o 0 0 o o 0 o0 o0 o0 0 0 0 0 0 0 0 0 0 0 0 0 0
Smudge of perinasal + 0o 06 0 0 o0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0o 0 o0
area '
Soiled perineal + 0o 0 0 0 0o 0 o 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
region
+, Present; 1, Slight; 2 , Moderate; 3 , Severe;
Time 10, Before dosing; Time 20, After dosing;
07, Chest; 08 , Abdomen,; 09, Back; 11, Forelimb; 50, Right forelimb;
51, Left forelimb; 54, Foot pad;
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Table 1  Clinical Sign - Summary Female
Test Substance Day 23 24 25 26 27 28 29 30 31 32 33
Dose Findings Time 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20
SA Number of Animals 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60
500 mg/kg No Abnormality 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60
Death + 0 0 0 0 0o o o 0 O O o0 0 o0 O 0 0 0 0 0 0 0 0
Emaciation + 0 0 0 0 o 0 o o0 0 o0 o0 0 o 0 0 0 0 0 0 0 0 0
Abnormal gait + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of fur 07 + 0 0 0 o ¢ o0 o o0 o0 0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of fur 51 + o 0 o0 0 o0 0o 0 0 o0 o0 o 0 0 0 0 0 0 0 0 0 0 0
Swelling 54 + 0 o0 6o 0 0o o0 o O o0 o0 o 0 O o0 o 0 0 0 0 0 0 0
Mass 07 + 6 0 o0 0 0 00 0o O 0 Oo O 0 o0 0 O O o o0 0 o0 o O
Erosion 54 + 0 0 0 6o 0 o0 o0 0 o0 0 o0 0 0 0 0 0 0 0 0 0 0 0
Loss of teeth + o 6 o ¢ 0 o0 o0 O O o0 o0 o0 o0 O 0 0 0 0 0 0 0 0
SA Number of Animals 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60
1000 mg/kg No Abnormality 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60
Death + 0 0o 0 0 o 0 0o o0 o0 o0 0 O 0 0 0 0 0 0 0 -0 0 0
Moribundity + 0 0 0 6o 06 o o 0 0 0 o0 o 0 0 0 0 0 o 0 0 0 0
Prone position + 0 0 0 0 0 0 0 o 0 o0 o O 0 0 0 0 0 0 0 0 0 0
Decrease in 1 0 o 0 0 o 0 o o0 o o0 0 O 0 0 0 0 o 0 0 0 0 0
locomotor activity
Decrease in 2 o ¢ o o0 o0 o0 o© 0 o0 O o0 0 o0 O 0 0 0 0 0 0 0 0
locomotor activity
Hypothermia + 0 0 0 0 6o 0 o O 0 O o0 O 0 0 0 0 0 0 0 0 0 0
. Loss of fur 07 + 0 0 0 6 0 0 o 0 0 0 0 o 0 0 O 0 0 0 0 0 0 0
Loss of fur 09 + 0 0 1] 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of fur 11 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of fur 50 + 0 0 0 0 0 0. 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Anemic + 0 0 0 0 0 0 0 0 0 0. 0 0 0 0 0 0 0 0 0 0 0 0
Swelling 54 + o ¢ 0o o0 o0 o0 0 O 0 0 o0 0 0 o0 0 0 0 o0 0 0. 0 0
Mass 08 + 6 0 o o o o o ©0 © 0 © 0O 0 O 0 0 0 0 o 0 0 ©
Smudge of perinasal + 0 0 0 0 0 0 o 0 o0 o0 o 0 0 0 0 0 0 0 0 0 0 0
area
Soiled perineal + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
region
+, Present; 1, Slight; 2 , Moderate; 3 , Severe;
Time 10, Before dosing; Time 20, After dosing;
07, Chest; 08 , Abdomen; 09, Back; {1, Forelimb; 50, Right forelimb;

51, Left forelimb;

54, Foot pad,
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Table 1 Clinical Sign - Summary Female
Test Substance Day 34 35 36 37 38 39 40 41 42 43 44
Dose Findings Time 100 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20
SA Number of Animals 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60
500 mg/kg No Abnormality 66 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60
Death + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Emaciation + o 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Abnormal gait + 0 o 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of fur 07 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of fur 51 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 o0 0 0 0
Swelling 54 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Mass 07 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Erosion 54 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of teeth + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
SA Number of Animals 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60
1000 mg/kg No Abnormality 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60
. Death + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Moribundity + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Prone position + o o o0 o0 o0 o0 o0 o0 0 O O o0 O 0O O O o0 0 o0 0 O0 o
Decrease in 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
locomotor activity
Decrease in 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
locomotor activity
Hypothermia ' + ¢ 06 0 o0 O 0 0 0 0 0 0 o0 0 0 0 0 0 0 0 0 0 0
Loss of fur 07 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
- Loss of fur 09 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of fur 11 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of fur 50 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Anemic + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Swelling 54 + 0 0 0 0 0 0 0 0 0- 0 0 0 0 0 0 0 0 0 0 0 0 0
Mass 08 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Smudge of perinasal + o o0 o o0 o0 0 o0 o0 0 O O O 0 o0 O O 0 O o0 0 O0 o
area :
Soiled perineal + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
region
+, Present; 1, Slight; 2 , Moderate; 3 , Severe; .
Time 10, Before dosing; Time 20, After dosing;
07, Chest; 08 , Abdomen; 09, Back; 50, Right forelimb;

51, Left forelimb, 54, Foot pad;

11, Forelimb;
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Table1  Clinical Sign - Summary . Female
Test Substance Day 45 46 47 48 49 50 51 52 53 54 55
Dose Findings Time 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20
SA Number of Animals 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60
500 mg/kg No Abnormality 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60
Death + 6 o0 0 0 o0 0 o0 o0 o0 0 o0 O O O O o0 O O O O O
Emaciation + o o ¢ 0.0 0 0 o0 o0 O O O O O O O O O O o0 o0 O
Abnormal gait + 6o o o0 o o0 o o0 o0 0o o0 0o o0 O O O O O O O 0 0 O
Loss of fur 07 + o 0 o o o0 o0 o o0 O O O o0 O O O O O O O 0 o0 0
Loss of fur 51 + 6 o0 o ¢ o o0 o0 o0 O O O O O O O o O O O o0 0 O
Swelling 54 + 6o o o o0 o o0 o0 o0 o0 O o0 O O O O O o0 o0 o 0 0 0
Mass 07 + o o o0 o0 o0 o0 o0 o0 O o0 o0 O 0o o0 O O O O o0 o0 o0 O
Erosion 54 + o o o0 o0 o0 o0 o0 O O o0 O o0 o0 o0 o0 0 o0 O o 0 o0 o0
Loss of teeth ' + o 0 0 06 o0 0o o0 0 O o0 O o0 O O O O O O O 0 o0 O
SA Number of Animals 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60
1000 mg/kg No Abnormality 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60
Death + 6o o o o6 o o o o0 0 o0 o0 © 0o 0O 0 O O O O o0 o0 o0
" Moribundity + 6o o ¢ o0 o0 o0 o0 o0 o0 O0 O O o0 o0 0 O 0o 0 o0 0 0 0
Prone position + 0o 0 o0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Decrease in | 0o 0 o0 o0 o0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
locomotor activity '
Decrease in 2 o o 6 o0 o0 o0 o0 o0 0 O0 O O O O O O O O o0 o0 o0 O
locomotor activity
Hypothermia + 0 0o o0 o 0 o0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of fur 07 + 6o ¢ 0-.0 0 0 0-0 0 0o 0 0 0 0 O O O O 0 0 O0 O
Loss of fur 09 + 6o o0 0 o0 o0 o0 0 o0 0 o0 0 0 O 0 O O O O O 0 o0 O
Loss of fur 11 + 6o 0 o0 o o0 0 o0 o o0 o0 O O O O O O O O O 0 O0 O
Loss of fur 50 + 6 o o 0 o0 o0 0 0 0 o0 O O 0 O O O O O O O O O
Anemic + 6 o 0 0 o0 o 0 o0 0 o0 O © O 0 O O O O O O 0 0
Swelling 54 + 6 06 o0 o o0 0 0 o0 o0 o0 O O O O O O O O O 0 O0 O
Mass 08 + ¢ 0 o 60 0 0 o0 o o0 O O O O O O O O O 0 O O O
Smudge of perinasal + 6o o 0 o o0 0 o o 0 o0 0 o0 0 O O O ©O0 O O 0 o0 O
area :
Soiled perineal + 0 o 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0

region

+, Present; 1, Slight; 2 , Moderate; 3 , Severe;

Time 10, Before dosing;
08 , Abdomen;
54 , Foot pad;

07, Chest;
51, Left forelimb;

Time 20, After dosing;
09, Back;

11, Forelimb;

50, Right forelimb;




Study No. B040030

Table 1 Clinical Sign - Summary Female
Test Substance Day 56 57 58 59 60 61 62 63 64 65 66
Dose Findings Time 10 20 10 20 10 20 10 20 10 20 {0 20 10 20 10 20 10 20 10 20 10 20
SA Number of Animals 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60
500 mg/kg No Abnormality 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60
Death + o 0 0 0 0o 0 O 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Emaciation + o o o o o0 o0 o0 o0 o0 O O o0 o0 0 O O O0 O O O 0 O
Abnormal gait + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of fur 07 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of fur 51 + 0o 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Swelling 54 + 0 [ ] 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Mass 07 + 0 0o 0 0 0 o 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Erosion 54 + 0 0 0 0 0 0o 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of teeth + 0 0o 0 0 0 o o0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
SA Number of Animals 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60
' 1000 mg/kg No Abnormality 60 60 60 60 60 60 60 60. 60 60 60 60 60 60 60 60 60 60 60 60 60 60
3 : Death + .0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
O Moribundity + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
! Prone position + 0 0 0 0 0 0o 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Decrease in 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
locomotor activity , . :
Decrease in 2 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
locomotor activity
Hypothermia + 0 o6 O o 0 o0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of fur 07 + 0 0 0 0 o 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of fur 09 + 0 0o 0 0 0o 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of fur i1 + 0 0o 0 0 0 0o 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of fur 50 + 0 o 0 90 0 0o 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Anemic : + 0 0o o0 o0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Swelling 54 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Mass 08 + 0 0 o0 0 0 0 o0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Smudge of perinasal + 0 0.0 0 0 o 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
area :
Soiled perineal + 0o 0 0 0o .0 O 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
region
+, Present; 1, Slight; 2 , Moderate; 3 , Severe;
Time 10, Before dosing; Time 20, After dosing; )
07, Chest; 08 , Abdomen; 09, Back; 11, Forelimb; 50, Right forelimb,

51, Left forelimb;

- 54 , Foot pad;
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Study No. B040030

Table 1  Clinical Sign - Summary Female
Test Substance Day 67 68 69 70 71 72 73 74 75 76 77
Dose Findings _ .Time 10 20 10 20 10 20 10 20 10 20 10 20 t0 20 10 20 10 20 10 20 10- 20
SA Number of Animals 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60
500 mg/kg No Abnormality 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 59 S9 59 59 59 59
Death + 6 o o o o0 o0 o0 o0 O O O 0o o0 O o0 O O O O o0 o0 O
Emaciation + 6o o0 o o o o o0 o 0 0o o0 O O O O O O O O 0 o0 o0
Abnormal gait + 6 o0 o0 o o o0 o0 o o0 0o o0 O O O O O O O O 0 o0 o0
Loss of fur 07 + o o o o o o o o0 o0 o0 O 0 O0 0 0 O o 0 o0 o0 o0 o
Loss of fur 51 + o 6 o0 o0 o0 o o o o0 o o0 o0 O O O O O O o0 o0 0 O
Swelling 54 + o. 0 o 0 o0 o0 o0 O O O O O O O O O O o0 o0 O o0 O
Mass 07 + 6o 0 o o0 o0 o 0 o0 o0 o0 0o 0 O O O O O O O o0 o0 O
Erosion 54 + 6o o o o0 o0 o o o 0 o0 O O O O O O O O 0 0 0 O
Loss of teeth + o 06 o o 0 o0 o0 O o0 O O o0 o0 0 o0 O 1 1 1 1 1 1
SA Number of Animals 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60
1000 mg/kg No Abnormality 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60
Death + 6o 0 o o0 o0 o0 o0 O o0 0 O 0 O O O O O O O 0 O o0°
Moribundity + 6 0 o o ¢ 0o o0 o0 o0 o0 O O O O O O O O O 0 O 0
Prone position + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Decrease in i 6o o o o0 o 0 0o o0 o0 o0 0 0 O O O O O O O 0 o0 O
locomotor activity !
Decrease in 2 0 0 0 0 0 0 0 0 0 0 0 0o 0 0 0 0 0 0 0 0 0 0
locomotor activity )
Hypothermia + 6 o0 o o0 o o o0 0 o0 O 0 O O O o0 0 o0 O O o0 0 O
Loss of fur 07 + 6o o0 ¢ 0 o0 0 o0 0 O O O O O O O O O O O o0 o0 O
Loss of fur 09 + 6 o0 o o o 0 o0 0 O O O O O O O O O O O © O O
Loss of fur 11 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of fur 50 + 6 o0 o o o o0 0 o0 0 O O O O O O O0 o0 O o 0 0 o0
Anemic ) + o o o o0 o o o o0 0 o0 0o 0 0 O O O O O 0 O 0 O
Swelling 54 + 6 o o o o0 o o0 o0 o0 O O 0 O O O O O O O O 0 O
Mass 08 + 6o o o0 o0 o o0 o o0 o0 o0 o0 o0 O O O O O O 0 0 0 O
Smudge of perinasal + 6o 0 o0 o o0 o0 o0 o0 o0 0 O O O O O O O O 0 0 0 O
area
Soiled perineal + 0 0 o0 0 0 o0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
region
+, Present; 1, Slight; 2 , Moderate; 3 , Severe;
Time 10, Before dosing; Time 20, After dosing;
07, Chest; 08 , Abdomen; 09, Back; i1, Forelimb; 50, Right forelimb;

51, Left forelimb;

54 , Foot pad,
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Study No. B040030

Table 1 Clinical Sign - Summary Female
Test Substance Day 78 79 80 81 82 83 84 85 86 87 88
Dose Findings Time 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20
SA Number of Animals 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60
500 mg/kg No Abnormality 59 59 59 59 59 59 60 60 60 60 60 60 60 60 59 59 59 59 59 59 59 59
Death : + o o o0 o o o0 0 o0 o0 O o o0 o0 ¢ o0 O o 0 0 o0 O 0
Emaciation + o o ¢ o o0 O O o o0 O o o0 o0 o0 o0 O o 0 o0 o0 O 0
Abnormal gait + o o ¢ o 0.0 O o0 o0 O O o0 o0 0 o o0 o0 0 o0 0 o0 o
Loss of fur 07 + o o0 0 o o0 o0 OO o o0 0 0 O O O o0 O O o0 o0 0 o0 o
Loss of fur 51 + o 0 o0 o o o0 O o0 O O O 0 o0 O | 1 1 1 1 1 1 1
Swelling 54 + o 0 0 o0 o o0 0 o0 O O O O O O O O O o0 0o o0 o 0
Mass 07 + o 0 0 o o0 O 0 o o0 O 6o o o o o0 o0 o0 0 o0 o0 O 0
Erosion 54 + o o0 o0 o o O 0 o0 o0 O o o0 o 0 o o0 o0 0 o0 o0 o0 o
Loss of teeth + | 1 1 i 1 1 o o0 o0 O 0o o0 o0 0 00 0 0 0 0 0 0
SA Number of Animals 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60
1000 mg/kg No Abnormality 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60 60
Death + 0 0 0 o0 o0 O 0 0 0 O o 0 o0 0 o0 O o 0 o0 0 o0 o0
Moribundity + o 0 ¢ 0 o O 0 o0 0 O 6 o 0 0 0 o0 o0 0 0 0 0 O
Prone position + o o o0 o0 o0 o0 o0 o0 o0 O o o o0 o0 o0 o0 O 0 o0 o0 O 0
Decrease in 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
locomotor activity
Decrease in 2 o o0 o0 o0 0 O 0 o0 o0 O o ¢ o o0 o0 0 0 0 0 0 0 0
locomotor activity
Hypothermia + ¢ o0 o ¢ o0 0 0 o0 0 0 66 o0 o0 O 0 O O 0 0 0 o0 O
Loss of fur 07 + ¢ o 0 o0 0 o0 O O O O O O O O© O O 0 0 0 O o0 O
Loss.of fur 09 + o 0 o0 o0 O o0 0 o0 o0 O o o0 o0 o0 0 0 o 0 o0 0 o0 o0
Loss of fur 11 + 6 o o0 0 0 o0 0 o0 o0 O o o o0 0 o 0 O O o0 o0 -0 0
Loss of fur 50 + o 0 o0 o0 o O 0 o0 o0 O o o o0 0 o0 O O O o0 0 o0 0
Anemic + ¢ 0 o0 0 o0 O 0 o0 o0 O o 0o o0 0 o0 0 o0 O 0 0 0 0
Swelling 54+ 6o ¢ o0 o0 o O O o0 o0 O o 0 o 0 o0 0 0 0 0o 0 0 0
Mass 08 + 6o ¢ o0 o0 o O 0 o0 0 -0 0 0 0 0 0 o 0 ¢ o0 0 O 0
Smudge of perinasal + ¢ 0 o0 o0 o0 o0 O 0o O 0o O O o0 o0 0 O 0 O o0 0 o0 o
area
Soiled perineal + 6 0 0 o o0 o0 0 o0 o0 O 0 0 O o 0 0 o0 0 o0 0 O 0
region
+, Present; 1, Slight; 2 , Moderate; 3 , Severe;
Time 10, Before dosing; Time 20, After dosing;
07, Chest; 08 , Abdomen; 09, Back; 11, Forelimb, 50, Right forelimb,

51, Left forelimb; 54 , Foot pad;
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Table 1

Clinical Sign - Summary

Female

Study No. B040030

Test Substance
Dose

Findings
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500 mg/kg

SA
1000 mg/kg

Number of Animals
No Abnormality
Death
Emaciation
Abnormal gait
Loss of fur

Loss of fur
Swelling

Mass

Erosion

Loss of teeth

Number of Animals

No Abnormality

Death

Moribundity

Prone position

Decrease in
locomotor activity

Decrease in
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Loss of fur

Loss of fur

Loss of fur

Loss of fur
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Mass

Smudge of perinasal
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Soiled perineal
region
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+, Present; 1, Slight; 2 , Moderate; 3 , Severe;

Time 10, Before dosing;
08 , Abdomen,;
54, Foot pad;

07, Chest;
51, Left forelimb;

Time 20, After dosing;
09, Back;

11, Forelimb;

50, Right forelimb;
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Study No. B040030

Table 1 Clinical Sign - Summary Female
Test Substance Day 100 10t 102 103 104 105 106 107 108 109 110
Dose Findings Time 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20
SA Number of Animals 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40
500 mg/kg No Abnormality 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40
Death + o o o o o0 o0 o ©0 O O O O O O©0 O 0 0 O 0 0o 0 o0
Emaciation + o o o o o0 0 O O o0 O O O O O O O o0 o0 O 0o 0 o0
Abnormal gait + o o 0 o 0 O o0 O o0 O -0 O O O0 O O O o0 O 0o 0 O
Loss of fur 07 + o o o o0 o O 0o O O O 0 O o 0 o0 o0 0 o0 o0 0 o0 0
Loss of fur 51 + o o ¢ o o0 o0 0 O O O O O O o0 O 0 o0 o0 0 0o 0 0
Swelling 54 + o o ¢ o o0 o0 O O O O O o0 O O O O O0 o0 O 0o 0 o0
Mass 07 + o o0 0 o o0 O O 0 O O o0 o o0 o0 o 0 0 0 o0 0 0 O
Erosion 54 + o o0 o0 o0 O O O O o0 O 0 o0 O o 0 o0 0 0 o0 0 0 0
Loss of teeth + o o0 0 o0 o0 o0 ¢ 0 o0 O O O O 66 0 0 0 o0 o 0o 6 0
SA Number of Animals 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40
1000 mg/kg No Abnormality 39 39 39 39 39 39 39 39 39 39 39 39 39 39 39 39 39 39 39 39 39 39
Death + o o 0 o o o0 o o0 o0 O O O o0 O O o0 o0 O O o0 o0 O
Moribundity + o o o0 o o0 0 O O O O© O o0 O O O o0 o0 o0 o 0 0 0
Prone position + 6o o 0 0 o o0 o0 O o0 O O O O o0 O o0 o0 o0 O 0o 0 0
Decrease in 1 6 o o0 0 o0 o0 o0 o0 0o 0 O O O O O o0 O O o 0o o0 o0
locomotor activity
Decrease in 2 6 0 o0 o0 0 o0 0o 0 0o O O O O o0 0O O O O 0 0 O0 O
locomotor activity
Hypothermia + o o 0 0 o o0 o0 o o0 o0 O O O o0 O O o0 O O O o0 O
Loss of fur 07 + 6o o o 0 o o0 o0 0 o0 O O o0 o o 0 0 o0 o0 o0 0 0 o0
Loss of fur 09 + o o o o o o o o0 o0 o0 O O O o0 O o0 o0 O 0 0 0 0
Loss of fur 11 + o o o o0 o o0 o0 O O O O O O o0 0 0 o0 o 0 0 0 o0
Loss of fur 50 + 1 i 1 1 1 1 1 1 1 1 1 I 1 1 1 1 1 1 ] 1 1 1
Anemic + o o o o0 o0 o0 o0 0 O O O O O O O 0 O o0 o0 0 0 0
Swelling 54 + 6 o0 0 0 O O o0 -0 0 O O O 0 0 O O 0 0 o© 0 0 o0
Mass 08 + o o o o0 o0 o o0 O O O O O O o O O0 O 0 O 0 0 o0
Smudge of perinasal + o o 0 o0 o o0 o0 O O O O O O o0 0 O 0o 0 o0 0O 0 o0
area o ) .
Soiled perineal + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
region
+, Present; 1, Slight; 2 , Moderate; 3 , Severe;
Time 10, Before dosing; Time 20, After dosing;
07, Chest; 08 , Abdomen; 09, Back; 11, Forelimb; 50, Right forelimb;

51, Left forelimb; 54, Foot pad;
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Study No. B040030

Table 1  Clinical Sign - Summary Female
Test Substance Day 111 112 113 114 115 116 117 118 19 120 121
Dose Findings Time 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20
SA Number of Animals 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40
500 mg/kg No Abnormality 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40 39 39 39 39 39 39
Death + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Emaciation + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Abnormal gait + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of fur 07 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 1 1 1 1 1 1
Loss of fur 51 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Swelling 54 + 0 0 0. 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Mass 07 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Erosion 54 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of teeth + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
SA Number of Animals 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40
1000 mg/kg No Abnormality: 39 39 39 39 39 39 39 39 39 39 39 39 39 39 39 39 39 39 39 39 39 39
Death + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Moribundity + 0 (1] 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Prone position + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Decrease in | 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
locomotor activity : :
Decrease in ' 2 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
locomotor activity R .
Hypothermia + 0 (U] 0 0 Q 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of fur 07 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of fur 09 + 0 0 0 0 0 0 0 0 0 0 0 0 0 00 0 0 0 0 0 0 0
Loss of fur 11 + 0 0o 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of fur 50 + 1 1 1 ] 1 1 1 1 1 | 1 1 1 1 1 1 i 1 1 I 1 1
Anemic + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Swelling 54 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Mass 08 + 0 0 0 .0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Smudge of perinasal + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
area .
Soiled perineal + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
region .
+, Present; 1, Slight; 2 , Moderate; 3 , Severe;
Time 10, Before dosing, Time 20, After dosing;
07, Chest; 08 , Abdomen,; 09, Back; 11, Forelimb; 50, Right forelimb;

51, Left forelimb;

54 , Foot pad,
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Table 1 Clinical Sign - Summary

Female

Study No. B040030
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Dose : Findings
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+, Present; 1, Slight; 2 , Moderate; 3 , Severe;

Time 10, Before dosing; Time 20, Afier dosing;
07, Chest; 08 , Abdomen,; 09, Back;
51, Left forelimb; 54 , Foot pad;

11, Forelimb;

50, Right forelimb; .



24

Study No. B040030

Table 1 Clinical Sign - Summary Female
Test Substance Day 133 134 135 136 137 138 139 140 141 142 143
Dose Findings Time 10 20 10 20 10 20 0 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20
SA Number of Animals 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40
500 mg/kg No Abnormality 38 38 39 39 39 39 39 39 39 39 39 39 39 39 39 39 39 39 39 39 39 39
Death + o o0 o o0 o o0 o0 O O O O O O o0 o0 O o o0 O 0 0 O
Emaciation + o o o ¢ o0 o o o0 o0 O o0 o0 O 0 O O O O O O o0 0
Abnormal gait + 6 0 0o 0 0 o0 O 0 0 o0 O0 O O O O O o0 O 0o 0 0 O
Loss of fur 07 + 1 | 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1
Loss of fur .5l + 6 o o 0 o0 o0 o0 o0 0 o0 0 o0 0 o0 O O O o0 O 0 o0 O
Swelling 54 + 6o 0 o 0 0o o0 o0 O O O O O O O o0 o0 o0 O o o0 0 0
Mass 07 + 6o o o o o o o o o o o o O O O © O O O 0 O0 O
Erosion 54 + o o6 o0 0 0 0 o o0 O o0 O O O O O O O o0 0 0 o0 o0
Loss of teeth + | 1 o 0 0 o0 o 0 o0 O o0 O O o0 O O O o0 O 0 o0 O
SA Number of Animals 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40
1000 mg/kg No Abnormality 38 38 38 38 38 38 38 38 38 38 38 38 38 38 38 38 38 38 38 38 38 38
Death + o o o o0 o o0 o o0 O o0 o0 O O O o0 O0 O O O0 O o0 O
Moribundity + o o o o0 0 o0 o0 O o0 o0 o0 0 0o 0 O O O o0 O o0 o0 o
Prone position + o o 0 0 o o0 0 0 O 0o 0 O O O O O O O O0 o0 o0 O
Decrease in 1 o o0 o o o0 o0 o0 O O o0 o0 O o0 o0 O o0 O O o o0 o0 o
locomotor activity
Decrease in 2 0 0 0 0 0 0 0 0 0 0o o0 o0 0 0 0 0 0 0 0 0 0 0
locomotor activity
Hypothermia + ¢ 0-0 0 0 0 ¢ 0 6 0 O O O©0 © 0 0o O 06 o0 o0 o0 o0
Loss of fur 07 + o o o o0 o0 o0 o0 0 0 O O O O O 0 o0 o0 O o 0 0 0
Loss of fur 09 + o 0 o o0 o0 o0 o o0 o0 o0 O O O o0 O O O o0 O o0 o0 O
Loss of fur 11 + 6 o ¢ 0 0 o0 o0 0 o0 0 o0 o0 o o0 0 O O O 0O O O O
Loss of fur 50 + 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
Anemic + 6o o o o o0 o0 o 0 o0 O 0 O O O O O O o0 O O o0 O
Swelling 54 + o o ¢ o0 0o o o0 O 0 0o O 0 o0 O 0 O O O O 0 o0 O
Mass 08 + o ¢ o o o o o o 0 o0 o0 0 O O O O o0 o0 O 0 o0 O
Smudge of perinasal + 0 0 0 0 0 0o 0 0o 0 0 o 0 0 0 0 0 0 0 0 0 0 0
area
Soiled perineal + 6o o o o o o0 o 0 0o o0 o0 O O0 O O O o0 O O O o0 O
region
+, Present; 1, Slight; 2 , Moderate; 3 , Severe;
Time 10, Before dosing; Time 20, After dosing;
07, Chest, 08 , Abdomen; 09, Back; 11, Forelimb; 50, Right forelimb;

51, Left forelimb;

54, Foot pad;

>
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Study No. B040030

Table 1 Clinical Sign - Summary Female
Test Substance Day 144 145 146 147 148 149 150 151 . 152 153 154
Dose Findings Time 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 i0 20 10 20
SA Number of Animals 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40
500 mg/kg No Abnormality 39 39 39 39 39 39 39 39 39 39 39 39 39 39 39 39 39 39 39 39 39 39
Death + o o o0 o o o0 0 0 O O O o0 O o0 0 O 0 o0 o 0 0 0
Emaciation + o o0 o o o0 O o 0 o O 0O O O OO O o0 0 O 0 0 0 O
Abnormal gait + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of fur 07 + | 1 1 1 1 1 1 I 1 1 1 1 1 ] 1 1 1 1 1 1 i 1
Loss of fur 51 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Swelling 54 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Mass 07 + o o 0 o o0 o0 O O O O O O O o0 o0 o0 0o 0 0 0 o0 O
Erosion 54 + o 0 o0 o o o o0 0 O O O O O o0 O o 0 0 o0 0 o0 0
Loss of teeth + o o0 6 o0 o0 o0 o6 0 0 O O 0 O o0 0.0 0 O 0 0 0 O
SA Number of Animals 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40
1000 mg/kg No Abnormality 38 38 38 38 38 38 38 38 38 38 38 38 38 38 38 38 38 .38 38 38 38 38
Death + 0 0 0 0 0 0 0 0 0 0 0 0 0. 0 0 0 0 0 0 0 0 0
Moribundity + co o o0 o0 0 O O O o0 O OO o O o0 o0 0 0 o0 o0 0o 0 0
Prone position + o o o0 o0 0 O O O O o0 0 o0 0 O 0 0 0 0 0 0 0 ©
Decrease in 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
locomotor activity
Decrease in o o o0 o0 o0 o0 o0 O O O-0 O O© O O 0 O O o0 o0 o0 o0
locomotor activity )
Hypothermia + 6o o o0 o o0 O O O O O O o0 o0 o o 0o o0 0 o0 0 0 O
Loss of fur 07 + 0 0 0 0 0 0 0 0 1 1. 1 1 1 1 | 1 1 1 1 | 1 |
Loss of fur 09 + o o o0 o0 o 0 o0 O o0 O O O O ©0 O O 0 0 O 0 o0 O
Loss of fur 11 + 6o 0 o0 o0 0 O o0 0 o0 O 1 1 1 1 1 ] 1 1 1 1 | 1
Loss of fur 50 + 2 2 2 2 2 2.2 2 2 2 1 1 1 1 1 1 1 1 1 1 1 1
Anemic + o o o0 o o0 O o0 O o0 O O O O o0 o0 o0 O 6o 0 0 0 O
Swelling 54 + 6o o0 o o o o0 o0 O O O O o0 O o0 O O o0 O o 0 0 o
Mass 08 + o o o0 o0 o o o 0 O O O O O o0 0 o0 O O o0 0 o0 O
Smudge of perinasal + o o0 0 o0 0 o0 o0 O 0 O O O0O O O O O0 0 O O 0 o0 O
area
Soiled perineal + o o 0 o0 o0 o o0 0 O O O O O o0 O o0 o0 0o o0 o 0 o0
region .
+, Present; 1, Slight; 2 , Moderate; 3 , Severe;
Time 10, Before dosing; Time 20 , After dosing;
07, Chest; 08 , Abdomen; 11, Forelimb; 50, Right forelimb;

09, Back;

51, Left forelimb; 54 , Foot pad,
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Clinical Sign - Summary

Female

Study No. B040030

Test Substance
Dose

Findings
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+, Present; | , Slight; 2 , Moderate; 3 , Severe;

Time 10, Before dosing;
08 , Abdomen;
54, Foot pad;

07, Chest;
51, Left forelimb;

Time 20, After dosing;
09, Back

>

11, Forelimb;

50, Right forelimb;




-6by -

Study No. B040030

Table 1 Clinical Sign - Summary Female
Test Substance Day 166 167 168 169 170 171 172 173 174 175 176
Dose Findingsr Time 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20
SA Number of Animals 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40
500 mg/kg No Abnormality 38 38 38 38 38 38 38 38 38 38 38 38 38 38 38 38 38 38 38 38 38 38
Death + 0 0 0- 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Emaciation + o o0 o o0 o0 o0 O o0 O O O o0 O O o0 O 0 O 0 0 0 0
Abnormal gait + 0 0 -0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of fur 07 + 1 i 1 1 1 11 1 1 1 1 1 1 1 1 1 I 1 1 1 1 1
Loss of fur 51 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Swelling 54 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 o 0 0
Mass 07 + 1 1 1 1 1 1 1 | 1 1 1 1 1 i 1 1 1 1 1 1 | i
Erosion 54 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of teeth + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0. 0 0 0
SA Number of Animals 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40 40
1000 mg/kg No Abnormality 33 38 38 38 38 38 38 38 38 38 38 38 38 38 38 38 38 38 38 38 38 38
Death + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Moribundity + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Prone position + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Decrease in 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
locomotor activity
Decrease in 2 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
locomotor activity ) )
Hypothermia + 6 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 ¢ 0
Loss of fur 07 + 1 | i 1 1 1 1 1 1 l 1 1 1 1 1 1 1 1 1 l | 1
Loss of fur 09 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of fur 11 + 1 1 1 | 1 1 1 1 1 1 1 1 1 1 1 1 1 | 1 | | 1
Loss of fur 50 + 1 1 1 | 1 1 1 1 1 1 | | 1 1 | 1 1 1 1 1 | 1
Anemic + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Swelling 54 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Mass 08 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Smudge of perinasal + 0 0 0 0 0 0 0 o0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
area .
Soiled perineal + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
) region
+, Present; 1, Slight; 2 , Moderate; 3 , Severe;
Time 10 , Before dosing; Time 20, After dosing;
07, Chest; " 08, Abdomen; 09, Back; 11, Forelimb, 50, Right forelimb;

51, Left forelimb,

54 , Foot pad;
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Study No. B040030

Table 1  Clinical Sign - Summary Female
Test Substance Day 177 178 179 180 181 182 183 184 185 - 186 187
Dose Findings Time 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20
SA Number of Animals 40 40 40 40 40 40 40 40 40 40 40 40 40 30 30 20 20 20 20 20 20 20
500 mg/kg No Abnormality 38 38 38 38 38 38 38 38 38 38 38 38 38 28 28 19 19 19 19 19 19 19
Death + o o o6 o0 o o0 o0 o0 o0 o0 © 0 0 O O ©O0 O O O O o0 O
Emaciation + 6 o0 o0 o0 o0 o0 0 0 0 0 O O O O O O O O o0 O o0 o
Abnormal gait + ¢ 0 o o0 0 o0 o 0 o0 0 O O O O O O O O O o0 0 O
Loss of fur 07 + 1 1 1 1 1 1 || 1 1 o1 1 1 1 | 1 1 1 1 1 1
Loss of fur 51 + 6o ¢ o0 0o o0 o o0 0 o0 o0 O O O O O O O O O 0 o0 o
Swelling 54 + 6 0 o0 o0 o0 0 o0 0 0 0 O O O O O O O O O O 0 O
Mass 07 + 1 1 1 1 1 | 1 1 1 1 1 1 1 1 1 0o 0 o0 0o 0 0 0
Erosion 54 + o 0 o o0 o0 o0 0 0 o 0 o0 O 0 O O O O O O O o0 o
Loss of teeth + ¢6 o o0 o0 06-0 0 0 o0 O O O O O O O O O O O 0.0
SA Number of Animals 40 40 40 40 40 40 40 40 40 40 40 40 40 30 30 20 20 20 20 20 20 20
1000 mg/kg No Abnormality 33 38 38 38 38 38 38 38 38 38 38 37 38 28 28 19 19 19 19 19 19 19
Death + 6o 0o 0 0 06 0 0 O 0 0 0 O O O O O O 0 O0 O 0 o0
Moribundity + 6o o o0 0 o0 o o0 o0 o0 0 O O O O O o0 O O O O o0 o0
Prone position + 6 o o0 o0 66 o0 0 o0 0 0 O O O O O O 0 o0 O O O o
Decrease in 1 0 0 0 o 0 o0 o o0 o0 o0 o0 o0 0 0 0 0 0 0 0 0 0 0
locomotor activity
Decrease in 2 6 o o0 o0 o o0 0 o0 o0 o0 0 0 O O O O O O 0 O O o
locomotor activity
Hypothermia + 0 0 0 0 0o 0 0 0o 0 o 0o 0 0 0 0 0 0 0 0 0 0 0
Loss of fur 07 + 1 1 1 1 1 1 1 | 1 1 | 1 1 i 1 1 1 1 1 1 1 1
Loss of fur 09 + 6 o o0 o o0 0o 0 0 O 0 O O O O O O O O O O 0 O
Loss of fur 1 + | 1 1 1 1 1 1 I 11 1 1 1 1 1 0 0 0 0o 0 0 0
Loss of fur 50 + 1 1 1 1 1 | 1 1 1 1 1 1 1 1 | 1 1 1 1 1 1 1
Anemic + 6 0 0 0o O 0 O o0 o0 0 O 1 o o0 o o0 o0 o0 o0 0 o0 o
Swelling 54 + 6o 0 o0 o0 o0 o0 o0 O O 0 O0 O o0 o0 o0 o0 0 O o 0 o0 0
Mass 08 + 6 0 o0 o o 0 o0 0 O O O O O O O O O O O 0 o0 O
Smudge of perinasal + 0 0 0 0 0 0o 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
area
Soiled perineal + 6 0 0 o0 o0 o0 o0 O 0 0 O O O O O O o 0O O o0 o 0
region
+, Present; 1, Slight; 2, Moderate; 3 , Severe,
Time 10, Before dosing; Time 20, After dosing;
07, Chest; 08 , Abdomen; 09, Back; 11, Forelimb; 50, Right forelimb;

51, Left forelimb;

54 , Foot pad;
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Table 1

Clinical Sign - Summary

Female

Study No. B040030

Test Substance
Dose

Findings

Day 188
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SA
500 mg/kg

SA
1000 mg/kg

Number of Animals
No Abnormality
Death
Emaciation
Abnormal gait
Loss of fur

Loss of fur
Swelling

Mass

Erosion

Loss of teeth

Number of Animals

No Abnormality

Death

Moribundity

Prone position

Decrease in
locomotor activity

Decrease in
locomotor activity

Hypothermia

Loss of fur

Loss of fur

Loss of fur

Loss of fur

Anemic

Swelling

Mass

Smudge of perinasal
area

Soiled perineal

region
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+, Present; 1, Slight; 2 , Moderate; 3 , Severe;

Time 10, Before dosing;
08 , Abdomen,
54 , Foot pad;

07, Chest;
51, Left forelimb;

Time 20, After dosing;
09, Back;

11, Forelimb;

50, Right forelimb;
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Study No. B040030

Table 1  Clinical Sign - Summary Female
Test Substance Day 199 200 201 202 203 204 205 206 207 208 209
Dose Findings Time 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20
SA Number of Animals 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20
500 mg/kg . No Abnormality 199 19 19 19 19 19 19 19 19 19 19 19 19 19 19 19 19 19 19 19 19 19
Death + o o0 o o o0 o0 o0 0 o0 0 O O O O O O O O O O o0 O
Emaciation - + 6o o0 o o0 0 o0 O O O O O o0 o0 o 6 0 0 0 0 0 0 0
Abnormal gait + 6o o0 o o0 o o0 o0 0 o o0 o0 0 O O 0 O O o0 O O0 0 O
Loss of fur 07 + 11 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1
Loss of fur 51 + 6 ¢ 0 o0 o0 o0 o0 o0 0 0 O o0 O O O O o0 o0 O o0 O o
Swelling 54 + o o o o o0 o0 o0 O o0 o0 O O O O O O O O O O o0 O
Mass 07 + 6 o o0 0 0 o0 O o O© 0 O O O O O O O 0 0 O0 O O
Erosion 54 + 6o o0 o0 o0 o o0 o0 0 o0 O O O O O O O O O0 O o0 o0 O
Loss of teeth + ¢ 0 o0 0 o0 0 o0 0 0 o0 o0 0 o0 O O O O O 0 0 O O
SA Number of Animals 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20
1000 mg/kg No Abnormality 19 19 19 19 19 19 19 19 19 19 19 19 19 19 19 19 19 19 19 19 19 19
Death + ¢ o o0 0 o o0 O o0 o0 0o O O O O O O O O O o0 0 O
Moribundity + o o0 o o o0 o o0 o0 o0 O O O.0 0 O O o0 O 0o 0 o0 0
Prone position + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Decrease in 1 o o o0 o0 o o0 o o o0 o O 0 O O O o0 o0 o0 0 O 0 0
locomotor activity
Decrease in o o0 o o0 o0 o0 o0 0 o0 O O O O O O O O 0 o 0 0 0
locomotor activity
Hypothermia + 6o o o0 o o o o0 o 0 O 0 O O O O O O o o0 0 o0 0
Loss of fur 07 + 1 1 | | 1 1 | 1 | 1 1 -1 1 1 1 1 i 1 1 1 1 1
Loss of fur 09 + 60 o o 0 0 0 O O O O O O O O O O0 0 0 0 0 0 0
Loss of fur 11 + ¢ 0 o0 o o0 o o0 0 o0 0 O O O O O O O O O O o0 o
Loss of fur 50 + 1 1 | 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1
Anemic + 6o 0 o o0 o o0 o0 0o © 0 o0 O O O O O O O O 0 o0 0
Swelling - 54 + 6 o o o0 o0 o0 o o0 o0 O 0 o0 0 O O O O O 0 O 0 O
Mass 08 + 6o o o o o o0 o0 O O O O O O O O O 0 O 0 0 o0 0
Smudge of perinasal + 6 06 6 0 o0 o 0 o0 0 0 O O O O O o0 O O O O O o
area .
Soiled perineal + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
region
+, Present; 1, Slight; 2 , Moderate; 3 , Severe;
Time 10, Before dosing; Time 20, After dosing;
07, Chest; 08 , Abdomen; 09, Back; 50, Right forelimb;

51, Left forelimb;

54, Foot pad;

11, Forelimb;
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Female

Study No. B040030

Table 1  Clinical Sign - Summary
Test Substance Day 210 - 211 212 213 214 215 216 217 218 219 220
Dose Findings Time 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20
SA Number of Animals 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20
500 mg/kg No Abnormality 19 19 19 19 19 19 19 19 19 19 19 19 19 19 19 19 19 19 19 19 19 19
Death + o 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Emaciation + 0 [ ] 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Abnormal gait + 0 o 0 0 0 0o 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of fur 07 + 1 1 1 1 1 1 1 1 1 1 1 1 1 1 i 1 1 1 | | 1 1
Loss of fur 51 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Swelling 54 -+ 0 0 0 0o 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Mass 07 + 0 0 0 0 0 0 0 0 0 0 0 0.0 0 0 0 0 0 0 0 0 0
Erosion 54 + 0 0 0 0o 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of teeth + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
SA ) Number of Animals 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20
1000 mg/kg No Abnormality 19 19 19 19 19 19 19 19 19 19 19 19 19 19 19 19 19 19 19 19 19 19
Death + 0 0 0 0o 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Moribundity + 0 0 0 0o 0 0 0 0 0 0 0 0 0 0 0 0 0 0 00 0 0
Prone position + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Decrease in 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
locomotor activity :
Decrease in 2 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
locomotor activity :
Hypothermia + ¢ ¢ ¢ o0 o0 o© 0o o 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of fur 07 + 1 1 0 0 0 0 o 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of fur 09 + 0o 0 | i 1 1 11 1 1 1 1 1 1 1 1 1 1 1 1 1 1
~Loss of fur 11 + 0 c 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of fur 50 + 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1
Anemic + 0 (] 0 0 o 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Swelling 54 + 0o 0 0 0O 0 o0 o0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Mass 08 + 0 0 o0 0 0 0 o0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Smudge of perinasal + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 .0 0 0 0 0 0 0
' area
Soiled perineal + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
region

+, Present; 1, Slight; 2 , Moderate; 3 , Severe;

Time 10, Before dosing; Time 20, After dosing;
07, Chest, 08 , Abdomen; 09, Back;
51, Left forelimb, 54 , Foot pad,

11, Forelimb;

50, Right forelimb;
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Study No. B040030

Table 1  Clinical Sign - Summary Female
Test Substance Day 221 222 223 224 225 226 227 228 229 230 231
Dose Findings Time 10 20 10 20 10 20 10 20 10 20 -10 20 10 20 10 20 10 20 10 20 10 20
SA Number of Animals 20 20 20 20 20 20 20 20 20 20 20 20 20 200 20 20 20 20 20 20 20 20
500 mg/kg No Abnormality 19 19 19 19 19 19 19 19 19 19 19 19 19 19 19 19 19 19 19 19 19 19
Death + o o o0 o o0 0o o © O o0 O O o0 o0 O O o0 o0 O o0 o0 O
Emaciation + o 0 o o0 o0 0 o0 O O O 0O O o O O O O0 o0 0 O 0 0
Abnormal gait + o o0 o 0 o0 o O O O O o0 O O O O O O o0 O O o o0
Loss of fur 07 + 1 1 1 1 1 1 1 I 1 1 1 | 1 1 1 I 1 1 1 1 1 1
Loss of fur 51 + o 0 o0 0 o o0 o o0 0 0 o0 O O O O o0 o0 o 0 0 0 0
Swelling 54 + o o0 o o o0 o0 o0 O O o o O o0 o0 O O o O O O o0 o
Mass 07 + 6o o o o o o o o o o o o0 o o O 0O O O O O o0 O
Erosion 54 + o o o o0 o0 o o 0 o 0O 0 O O O O o0 O 0 O o0 o0 O
Loss of teeth + o o0 o 0 o o0 o0 O 0 0 o0 O O O O o0 0 o0 0o 0 o0 0
SA Number of Animals 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20
1000 mg/kg No Abnormality 19 19 19 19 19 19 19 19 19 19 19 19 19 19 19 19 19 19 19 19 19 19
Death + o o o o0 o o0 0 o0 O O o0 O O O O o0 0 o0 0o 0 0 O
Moribundity + o o0 o o0 o o0 o0 o0 0 o0 o0 O O O O O O O O o0 o0 o
Prone position + 0o 0 o0 0 0 o o0 O o O O O O O O 0 O 0 0 0 0 O
Decrease in l 0 0 0 0 0 0 0 0 0 0. 0 0 0 0 0 0 0 0 0 0 0 0
locomotor activity
Decrease in 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
locomotor activity
" Hypothermia + o o o0 ¢ 0o o0 0 © 0 0 o0 6 0 O O O 0 O 0 0 o0 o
Loss of fur 07 + o 0 o ¢ o 0 o 0 o0 0 o0 O o0 O O o0 o0 O O o0 o0 o
Loss of fur 09 + 1 1 1 1 1 1 1 I 1 1 1 1 1 1 1 1 1 ! 1 1 1
Loss of fur 11 + o o o o o o0 0 o0 O O o0 O O O O o0 0 O o 0 0 0
Loss of fur 50 + | 1 1 1 1 1 1 1 o o o o0 o0 o0 O o0 0 O O o0 0 0
Anemic + 6o o0 o o0 0o o0 O O o0 o0 o0 O O O O O O o0 O O o0 O
Swelling 54 + o o o0 o0 o o0 0o o0 O O o0 O O O O O O O O o o0 o0
Mass 08 + o 9 o o ¢ o o 6 O o o o0 0o 0o O O 0 0 O 0 o0 O
Smudge of perinasal + 0 0 0 0 0o 0 0 0o 0 0 0 0 0 0 0 0 0 0 0 0 0 0
area
Soiled perineal + 6o o0 o o o0 o o0 O O0-0 O O O o0 o0 O o 0 o0 o0 0 O
region
+, Present; 1, Slight; 2 , Moderate; 3 , Severe;
Time 10, Before dosing; Time 20, After dosing;
07, Chest; 08 , Abdomen;, 09, Back; 11, Forelimb;

51, Left forelimb,

54 , Foot pad;

50, Right forelimb;
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Study No. B040030

51, Left forelimb;

54 , Foot pad,

Table 1  Clinical Sign - Summary Female
Test Substance Day 232 233 234 235 236 237 238 239 240 241 242
Dose Findings Time 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 .10 20 10 20
SA Number of Animals 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20
500 mg/kg No Abnormality 20 20 20 20 20 20 20 206 20 20 20 20 20 20 20 20 20 20 20 20 20 20
Death + 0o 0 o0 0 0 0o 0 o0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Emaciation + o 0 0 0 o0 o 0 o0 0 0 0 0 o 0 0 0 0 0 0 0 0 0
Abnormal gait + 0 0 o0 0 0 0 0 0o 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of fur 07 + 0O 0 o0 o0 0 o 06 o0 0 o0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of fur 51 + ‘0 0 0 0 O 0 0 o 0 o0 o 0 0 0 0 0 0 0 0 0o 0 0
Swelling 54 + 0O 0 o0 0o 0 0 0 0o o0 0 0 0 0 0 0 0 0 0 0 o0 0 0
Mass 07 + 0 0 0 0 0 0 0 0 0o 0 0 0 0 0 0 0 0 0 0 0 0 0
Erosion 54 + 0 0 0 0 0 0 0 0 o 0 0 o0 0 0 0 0 0 0 0 0 0 0
Loss of teeth + 0o 0 0 0 0 0 0 0 0 o 0 0 0 0 0 0 0 0 0 0 0 0
SA Number of Animals 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20
1000 mg/kg No Abnormality 19 19 19 19 19 19 19 19 19 19 19 19 19 19 19 19 19 19 19 19 19 19
Death + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Moribundity + 0o o0 0 0 o 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Prone position + 0 o0 O 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Decrease in 1 0o o0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
locomotor activity
- Decrease in 2 0 0 o0 0 0o o0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
locomotor activity _ .
Hypothermia + ¢ 6 0 0 0 ¢ ¢ 0 0 o0 0 0o 0 0 o0 0 0 0 0 0 0 0
Loss of fur 07 + o o0 0 o 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of fur 09 + 1 1 1 1 1 1 | 1 1 .1 1 1 1 1 1 1 1 1 1 1 1 1
Loss of fur i1 + 0o 0 o0 o 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of fur 50 + o 0 o0 o 0 o 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Anemic + 0o 0 0 o0 0 6o 0 0 o0 0 0 0o 0 o0 o 0 0 0 0 0 0 0
Swelling 54 + o 0 0 o o o0 0 0 0 0 0 0 0 0 0 0 0" 0 0 0 0 0
Mass 08 + o 0 0 o 0o 0 0 o 0 0 0 0o o0 0 o 0 0 0 0 0 0 0
Smudge of perinasal + ¢ ¢ o0 o o0 o0 O O O O O o0 o0 O o0 o0 O o 0 0 0 o0
area
Soiled perineal + ¢ 0 o0 o o o0 o0 o0 o0 O O O O O O O o0 0 O 0 o0 o
region
+, Present; 1, Slight; 2 , Moderate; 3 , Severe;
Time 10, Before dosing; Time 20, After dosing;
07, Chest; 08 , Abdomen; 09, Back; 11, Forelimb; 50, Right forelimb;




Study No. B040030

Table | Clinical Sign - Summary Female
Test Substance Day 243 244 245 246 247 248 249 250 251 252 253
Dose Findings Time .10 20 10 20 10 20 10 20 10 20 10 20 10 20 0 20 10 20 10 20 10 20
SA Number of Animals 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20
500 mg/kg No Abnormality 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20
Death + 0 0 0 0 0o 0 0o 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Emaciation + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Abnormal gait + 0 0 0 0 0 0 (V] 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of fur 07 + 0 0 0 0 0 0 [ ] 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of fur 51 + 0 0 1] 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Swelling 54 + 0 0 0 0 0 0 0 (] 0 0 0 0 0 0 0 0 0 0 0 0 0
Mass 07 + 0 0 0 0 0 0 o 0 0 o 0 0 0 0 0 0 0 0 0 0 0 0
Erosion 54 + 0 0 0 0 0 o 0 0 [ ] 0 0 0 0 0 0 0 0 0 0 0 0
Loss of teeth +° 0 0 0 0 0 o 0 0 o 0 0 0 0 0 0 0 0 0 0 0 0 0
SA Number of Animals 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20
' 1000 mg/kg No Abnormality 19 19 19 19 19 19 19 19 19 19 19 19 19 19 19 19 19 19 19 19 19 19
& Death + 0 0 0 0 0 0 0 0 (V] 0 0 0 0 0 0 0 0 0 0 0 0
S Moribundity + 0 0 0 0 ¢ 0 0 o 0 o0 0 o0 o 0 0 0 0 0 0 0 0 0
' Prone position + ¢ 0 o0 0 0 0 o0 O O O O O O o0 O O O o0 0 0 0 o
Decrease in 1 0 0 0 0 0 0.0 0 ] 0 0 0 0 0 0 0 0 0 0 0 0
locomotor activity
Decrease in 2 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
locomotor activity
Hypothermia + 0 0 0 0 0 0o 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of fur 07 + 0 0 0 0 0 0 o0 0 0 0 0 o 0 0 0 0 0 0 0 0 0 0
Loss of fur 09 + | 1 1 I 1 1 1 1 11 1.1 1 1 1 1 1 1 1 1 ] 1
Loss of fur 11 + 0 0 0 0 L] (] 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of fur 50 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Anemic + 0 0 0 0 o 0 0 0 o0 0 0 0 0 0 0 0 0 0 0 0 0 0
Swelling 54 + 0 0 0 0 0 0 (] 0o 0 0 0 0 0 0 0 0 0 0 0 0 0
Mass 08 + 0 0 0 o 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Smudge of perinasal + 0 0 0 0 0 0 0 o 0 0 o 0 0 0 0 0 0 0 0 0 0 0
area
Soiled perineal + 0 0 0 0 0 0 0 0 0o 0 o0 0 0 0 0 0 0 0 0 0 0 0
. region
+, Present; 1, Slight; 2 , Moderate; 3 , Severe,
Time 10, Before dosing; Time 20, After dosing;
07, Chest; 08 , Abdomen;, 09, Back; 11, Forelimb, 50, Right forelimb;

51, Left forelimb, 54, Foot pad;

>
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Table 1 Clinical Sign - Summary

Female

Study No. B040030

Test Substance
Dose Findings

Day 254
Time 10 20
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20
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(=]
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20
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10

20

3

263
10 20

SA Number of Animals
500 mg/kg No Abnormality

Death
Emaciation
Abnormal gait
Loss of fur
Loss of fur
Swelling
Mass
Erosion
Loss of teeth

SA Number of Animals
1000 mg/kg No Abnormality

Death

Moribundity

Prone position

Decrease in
locomotor activity

Decrease in
locomotor activity

Hypothermia

Loss of fur

Loss of fur

Loss of fur

Loss of fur

Anemic

Swelling

Mass

Smudge of perinasal
area

Soiled perineal
region
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11
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+, Present; 1, Slight; 2, Moderate; 3, Severe;

Time 10, Before dosing; - Time 20, After dosing;
07, Chest; 08 , Abdomen, 09, Back;
51, Left forelimb; 54 , Foot pad,

11, Forelimb;

50, Right forelimb;



-8SY -

Female

Study No. B040030

Table 1  Clinical Sign - Summary
Test Substance Day 265 266 267 268 269 270 - 271 272 273 274 275
Dose Findings Time 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20
SA Number of Animals 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20
500 mg/kg No Abnormality 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20
Death + 0 0 0 o0 o 0 0 o0 o0 o0 0 O 0 0 0 0 0 0 0 0 0 0
Emaciation + 0 0 0 o o0 0 0 o0 o o0 0 O 0 0 0 0 0 0 o o0 0 o0
Abnormal gait + o o o o o o o o0 o o0 O O O O O O 0.0 O O 0 O
Loss of fur 07 + 0 0 0 0 0 0 o0 0 0 0 0 © 0 0 o0 0 0 0 0 0 0 0
Loss of fur 51 + 0 0 0 0 o 0 0 o0 o0 0 o0 o0 O 0 0 0 0 0 0 0 0 0
Swelling 54 + 0 0 0 0 o o o0 0 0o o0 o0 O o0 o0 O 0 0 0 0 0 0 0
Mass 07 + 0 0 0 0 o o o o0 o o0 o0 O 0 o0 O 0 0 0 0 0 0 0
Erosion 54 + 0O 0 0 o o 0 0 o0 o0 o0 0 o 0 0 0 0 0 0 0 0 0 0
Loss of teeth + 6o 0 o0 o o0 0 0o 0 O 0 O 0 O 0 0 0 0 0 0 0 0 0
SA Number of Animals 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20
1000 mg/kg No Abnormality 18 18 18 18 18 18 18 18 18 18 18 18 18 18 18 18 18 18 18 18 18 18
Death + 0 0 o ¢ o0 o0 0 o0 o0 0 o0 o0 o0 o 0 0 0 0 0 0 0 0
Moribundity + 0 0o 0 0 o 0 o0 o0 o 0 O 0 0 O 0 0 0 0 0 0 0 0
Prone position + o o ¢ 0 o0 o o0 0o © 0 © o0 0 O O O o0 O O o0 o0 O
Decrease in l 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
locomotor activity '
Decrease in 2 ¢ 0 0 o0 o 0o 0 0 0 0 o 0 0 0 0 0 0 0 0 0 0 0
locomotor activity . )
Hypothermia + 0 0 0 0 0 o ¢ o 0 o0 o0 O O 0 O 0 0 0 0 0 0 0
Loss of fur 07 +. 0 0 0 0 0 0 0 0o o0 0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of fur 09 + 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1
Loss of fur 11 + 0o 0 0 6o ¢ 0 o o0 0 o0 O 0 0 0 0 0 0 0 0 0 0 0
Loss of fur 50 + 6o 0-0 0 0 O O o0 O 0 o 0 0 0 0 0 0 0 0 0o 0 0
Anemic + 0 0 0o 0 o o0 ¢ o0 o o0 O o0 0 o0 O 0 0 0 0 0 0 0
Swelling 54 + 1 1 | 1 1 1 1 1 1 1 | 1 1 1 1 1 1 1 | 1 1 1
Mass 08 + 0o 0 0 o 0 0 o0 0 0 o0 0 O 0 0 0 0 0 0 0 0.0 0
Smudge of perinasal + 0 0 0 0 0 0 [V ] 0o 0 0 0 0 0 0 0 0 0 0 0 0 0
area '
Soiled perineal + 0 0 0 0 0 0 0 0 -0 0 0 0 0 0 0 0 0 0 0 0 0 0
region
+, Present; 1, Slight; 2 , Moderate; 3 , Severe;
Time 10, Before dosing; Time 20, After dosing;
07, Chest; 08 , Abdomen; 09, Back; 11, Forelimb; 50, Right forelimb;

51, Left forelimb;

54, Foot pad;
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Table 1 v Clinical Sign - Summary

Female

Study No. B040030

Test Substance
Dose Findings

Day .
Time
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SA Number of Animals
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Abnormal gait
Loss of fur
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Swelling
Mass
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Loss of teeth

SA Number of Animals -
1000 mg/kg No Abnormality

Death

Moribundity

Prone position

Decrease in
locomotor activity

Decrease in
locomotor activity

Hypothermia

Loss of fur

Loss of fur

Loss of fur

Loss of fur

Anemic

Swelling

Mass

Smudge of perinasal
area

Soiled perineal
region
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+, Present; 1, Slight; 2 , Moderate; 3 , Severe;

Time 10, Before dosing; Time 20, After dosing;
07, Chest; 08 , Abdomen,; 09, Back;
51, Left forelimb; 54 , Foot pad;

11, Forelimb;

50, Right forelimb;
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Study No. B040030

Table 1  Clinical Sign - Summary Female
Test Substance Day 287 288 289 290 291 292 293 294 295 296 297
Dose Findings Time 10 20 10 20 10 20 10 20 {0 20 0 20 10 20 10 20 10 20 {0 20 10 20
SA Number of Animals 20020 20 20 20 20 20 20 20 20 20 20 20 20 2020 20 20 20 20 20 2
500 mg/kg No Abnormality 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20
Death + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Emaciation + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Abnormal gait + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of fur 07 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of fur 51 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Swelling 54 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Mass 07 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Erosion 54 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of teeth + 0 0 0 0 0 0 0 0 0 -0 0 0 0 0 0 0 0 0 0 0 0 0
SA Number of Animals 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20
1000 mg/kg No Abnormality 18 18 18 18 18 18 18 18 18 18 18 18 18 18 18 18 i8 18 18 18 18 18
' Death + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Moribundity + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Prone position + 0o 0 0 o0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Decrease in 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
locomotor activity
Decrease in 2 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
locomotor activity
Hypothermia + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0. 0 0 0 0 0 0 0
) Loss of fur 07 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of fur 09 + 1 1 1 1 1 I 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1
Loss of fur 11 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of fur 50 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0o 0
Anemic + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Swelling 54 + 1 1 i 1 1 1 1 1 i 1 1 1 1 1 1 1 1 1 1 1 1 |
Mass 08 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Smudge of perinasal + 0 0 0 0 0 0 0 0 0 0 0 0. 0 0 0 0 0 0 0 0 0 0
area . . )
Soiled perineal + 0 0 0o 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
region :
+, Present; 1, Slight; 2 , Moderate; 3 , Severe;
Time 10, Before dosing; Time 20, After dosing; _
07, Chest; 08 , Abdomen; 09, Back; 11, Forelimb; 50, Right forelimb;

51, Left forelimb;

54, Foot pad;
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Study No. B040030

Table 1 Clinical Sign - Summary Female
Test Substance Day 298 299 300 301 302 303 304 305 306 307 308
Dose _Findings Time 10 20 10 20 t0 20 10 20 10 20 10 20 10° 20 10 20 10 20 10 20 10 20
SA Number of Animals 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20
500 mg/kg No Abnormality 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20
Death + o 0 0 66 0 o0 0O o0 o0 o O O o0 o0 O O O O0 O O o0 O
Emaciation + o o0 o0 ¢ 0o o0 o o0 o0 o0 O 0 O o0 O O o0 o0 O O 0 o
Abnormal gait + o 0 o0 o o o0 o0 o0 0 o O 0O O o0 O O O O O o0 o0 O
Loss of fur 07 + o 0 o0 o o o0 o o0 o0 o0 O O O o0 O O O O O 0 o0 O
Loss of fur 51 + o 0 o0 o0 o o0 0o o0 o0 o0 O O O O O O O O O o0 o0 O
Swelling 54 + o 0 o0 o o o0 o o ¢ o O O O O O O O O O 0 o0 o
Mass 07 + o 0 0 o0 o0 o0 o0 o0 o0 0 O 0 o0 o0 O O O 0 o0 o0 O O
Erosion 54 + o 0 o 0 o o0 o0 o0 0 o0 O O O O0 O O O O0 O o0 o0 O
Loss of teeth + o 0 o 0 o0 o0 o0 o© o0 O O o0 O O O O O O OO o o0 O
SA Number of Animals 20 20 20 20 20 20 20 200 20 20 20 20 20 20 20 20 20 20 20 20 20 20
1000 mg/kg No Abnormality 18 18 18 18 18 18 18 18 18 18 18 18 18 18 18 18 18 18 18 18 18 18
Death + 0 0 0 0 0 0O 0 0 0 O 0 O O O O 0 O 0 0 0 0 0
Moribundity + o o o o0 o o0 o0 o0 0 o0 O o0 O O O O O O o0 o0 o0 O
Prone position + o o o o0 o0 o0 o0 O O O O o0 O O o0 o0 o0 O o 0 0 0
Decrease in 1 o o o0 o0 o0 o0 o0 O o0 O o0 o0 O © O o0 o0 O o0 0o o0 O
locomotor activity
Decrease in 2 o o o o0 o o0 o0 o0 0 o0 o0 o0 o0 O O O O O O O0 o0 o
locomotor activity
Hypothermia + o o0 o0 o0 o0 o0 o0 o0 OO0 o0 O o0 o0 o0 O o0 O o0 o0 O o0 O
Loss of fur 07 + o o0 o0 o0 o0 o0 o0 o0 O O0 -0 0 o0 0 O O0 O O O o0 o0 O
Loss of fur 09 + 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 11 1 1 1
Loss of fur 11 + o o0 o0 o0 o o0 o0 O o0 O o0 O O O O 0 o0 O o0 o0 o0 O
Loss of fur 50 + o o0 o0 o0 o0 o0 o0 o0 O o0 o0 O O O O O O O o0 o0 o0 O
Anemic v + o o0 o0 o0 o0 o0 0 -0 o0 o0 O O O O O O O O O o0 o0 O
Swelling 54 + 1 1 ! 1 1 1 I | I 1 1 1 1 1 1 1 1 1 1 1 1 1
Mass 08 + o o.0 o o0 o o0 o0 0 0O 0 0 O O o0 O 0 O O O o0 O
Smudge of perinasal + o o o0 o0 o0 o0 o0 o0 0 o0 O 0 O O O O O o0 o0 o0 o0 O
area
Soiled perineal + o o o0 o o o0 o0 o0 0 0 o0 O O O O O 0 O O O o0 o

region

07, Chest;
51, Left forelimb;

"+, Present; 1, Slight; 2 , Moderate; 3 , Severe;
Time 10, Before dosing;

08 , Abdomen,;
54 , Foot pad,

- Time 20, After dosing;
09, Back;

11, Forelimb,

50, Right forelimb;
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Study No. B040030

Tablel  Clinical Sign - Summary Female
Test Substance Day 309 310 311 312 313 314 315 316 317 318 319
Dose Findings Time 10 20 10 20 t0 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20
SA Number of Animals 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20
500 mg/kg No Abnormality 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20
Death + 0 0 0 0 0 0o 0 0 o 0 O 0 0 0 0 0 0 0 0 0 0 0
Emaciation + 0 0 0 0 0 0 0 0 o o0 o0 0 0 0 0 0 0 0 0 0 0 0
Abnormal gait + 0 0 0 0 0 0o 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of fur 07 + 0 0 0 0 o 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
X Loss of fur 51 + 0 0 0 0 0 0 0 0 0 (] 0 0 0 0 0 0 0 0 0 0 0
Swelling 54 + 0 0 0 0 0 0 (] 0o 0 o0 0 0 0 0 0 0 0 0 0 0 0
Mass 07 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Erosion 54 + 0 0 0 0 o 0 o0 0 0 0o 0 0 0 0 0 0 0 0 0 0 0 0
Loss of teeth + 0 0 0 0 0o 0 0 0o 0 o0 O 0 0 0 0 0 0 0 0 0 0 0
SA Number of Animals 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20
1000 mg/kg No Abnormality 17 17 17 17 17 17 16 16 16 16 16 16 16 16 17 17 17 17 17 17 17 17
Death + 0 0 0 0 0o o 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Moribundity + 0 0 0 0 ] 0 o 0 0 o0 0 0 0 0 0 0 0 0 0 0 0
Prone position + 0 0 0 0 0 0o 0 o0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Decrease in 1 0 0 0 0 0 [ ] 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
locomotor activity '
Decrease in 2 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
locomotor activity
Hypothermia + 0 0 0 0 0 o 06 o o0 o0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of fur 07 + 0 0 0 0 0 0 0 0 0 0 o 0 0 0 0 0 0 0 0 0 0 0
Loss of fur 09 + | | i 1 | 1 1 1 1 1 1 1 1 1 1 1 I 1 | 1 |
Loss of fur 11 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of fur 50 + 0 0 0 0 0 o0 0 [ 0o 0 o0 0 0 0 0 0 0 0 0 0 0
Anemic + 0o 0 0 0 0 0 O 0 O o0 O O O 0 O 0 0 0 0 0 0 0
Swelling 54 + 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
Mass 08 + 0 0 0 0 0 0 0 o 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Smudge of perinasal + 0 0 0 0 0 0 0 o0 0 0 o0 0 0 0. 0 0 0 0 0 0 0 0
area
Soiled perineal + 0 0 0 0 o 0 | 1 1 1 1 1 1 1 0 0 0 0 0 0 0 0
region
+, Present; 1, Slight; 2 , Moderate; 3, Severe;
Time 10, Before dosing; Time 20, After dosing;
07, Chest; 08 , Abdomen,; 09, Back; i1, Forelimb; 50, Right forelimb;

51, Left forelimb;

54, Foot pad;

s
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Study No. B040030

Table 1 Clinical Sign - Summary Female
Test Substance Day 320 321 322 323 324 325 326 327 328 329 330
Dose Findings Time 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20
SA Number of Animals 20 20 20 20 20 20 20 20-20 20 20 20 20 20 20 20 20 20 20 20 20 20
500 mg/kg No Abnormality 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20
Death + o o o o0 o o0 0 o0 0 O O o0 0 O o0 o0 O 0 0 0 0 o0
Emaciation + o o o o0 o0 o o0 o0 o0 O O o o0 O o0 o0 O 0 0 0o 0 0
Abnormal gait + o o0 o0 0o o0 o0 o0 o0 O O O o o0 O O o0 O 0 0 0 0 o0
Loss of fur 07 + o o o o o 0o O o0 O o0 O 0 O O O o0 0 o0 o0 0o o0 0
Loss of fur 51 + o o o o o0 0o O o0 O o0 O O O O o0 o0 .0 o0 o0 0o 0 O
Swelling 54 + o 0 o o o o o0 o0 o0 O0 O O O O o0 O O O 0 O o0 o0
Mass 07 + o 06 0 0 o0 0o O o O O O o0 o0 o 0o 0 0 0 0 0 0 O
Erosion 54 + 6 0 0 0o o0 0 O o0 O0 O O o0 0 0 0.0 0 0 O 0o 0 o©
Loss of teeth + o 0 o0 o o0 O 0 O O O o0 o0 o0 O 0o 0 0. 0 0 0o 0 o0
SA Number of Animals 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20
1000 mg/kg No Abnormality 17 17 17 v 17 17 17 17 17 17 17 17 7 17 17 ‘17 17 17 17 17 17 17
Death + o o o0 o0 o o© o0 0 0 O O O O o0 O O o0 0 o0 0o 0 o0
Moribundity + o o o o0 o o0 0 o0 O O O o0 O 0 0 o 00 0 0o 0 o0
Prone position + o o o o0 o0 o0 O o0 O O O O O O o0 o0 o0 O 0 0o 0 0
Decrease in 1 o o o 0 o o o0 0 0 O O O O0 O O O O o0 o0 o 0 0
locomotor activity ’
Decrease in 2 o o o o0 o o o0 o0 o O O o0 o0 O O O O o0 O 0o 0 0
locomotor activity
Hypothermia + 6o o 0 ¢ o0 0 0 0 0 O O ¢ o0 0 O O 0 0 0 0 0 O
Loss of fur 07 + 6o 0o o o0 o0 0 o0 o0 O O 0 O O O O O 0 o0 o0 0o 0 0
Loss of fur 09 + 1 1 1 1 1 1 i 1 1 | | 1 1 1 1 1 1 1 ] 1 1 1
Loss of fur 11 + o o o o 0 0o O o0 o0 O O O O O o0 o0 o0 o0 o0 0o o0 o0
Loss of fur 50 + o o o0 o0 o0 o0 O o0 o0 O O O O O 0 .0 o0 O 0 0o 0 0
Anemic + o o0 o0 o 0 o0 O o0 O O0-0 0 O O 0 0 o0 o0 0 0o 0 0
Swelling 54 + 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
Mass 08 + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Smudge of perinasal + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
area
Soiled perineal + o o o o0 o o 0 0 0 O O o0 O O O 0 o0 O 0 0o 0 0
region
+, Present; 1, Slight; 2 , Moderate; 3 , Severe;
Time 10, Before dosing; Time 20, Afier dosing;
07, Chest; 08 , Abdomen; 09, Back; 11, Forelimb; 50, Right forelimb;

51, Left forelimb; 54 , Foot pad;
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Study No. B040030

Table 1  Clinical Sign - Summary Female
Test Substance Day 331 332 333 334 335 336 337 338 339 340 341
Dose Findings Time 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20
SA Number of Animals 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20
500 mg/kg No Abnormality 19 19 19 19 19 19 19 19 19 19 19 19 19 19 19 19 19 19 19 19 19 19
Death + 0 0 0 0 0 0 o 0 o0 o0 0 0 0 0 0 0 0 0 0 0 0 0
Emaciation + 0 0 0 0 0 0o 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Abnormal gait + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of fur 07 + 0 0 0 0 o o o0 o0 o0 o0 o0 O 0 0 0 0 0 0 0 0 0 0
Loss of fur 51 + 0 0 0 0 0 0 o 0 0 o0 o0 0 0 0 0 0 0 0 0 0 0 0
Swelling 54 + 0 0 0 0 0 0o 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Mass 07 + 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1
Erosion 54 + 0 0 0 0 0 o0 0 0 0 (] 0 0 0 0 0 0 0 0 0 0 0
Loss of teeth + 0 0 0 0 0 0 o 0 0 o0 0 0 0 0 0 0 0 0 0 0 0 0
SA Number of Animals 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20
1000 mg/kg No Abnormality 16 16 16 16 16 16 16 16 16 16 16 16 16 16 16 16 16 16 16 16 16 16
Death + 0 0 0 0 0 0o 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Moribundity + 0 0 0 0 0 0 0 ¢ 0 0 o 0 0 0 0 0 0 0 0 0 0 0
Prone position + 0 0 0 0 0 0 o 0 [ ] 0 0 0 0 0 0 0 o 0 0 0 0
Decrease in 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
locomotor activity '
Decrease in 2 0 0 0 0 0 0 0o 0 0 o0 0 0 0 0 0 0 0 0 0 0 0 0
locomotor activity
Hypothermia + 0 Q 0 0 0 .0 [} 4] Q Q 0 Q Q 0 [{] 0 0 0 0 0 0 0
Loss of fur 07 + 0 0 0 0 0 0 0 0 0o 0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of fur 09 + 1 1 ] 1 1 i 1 1 | 1 1 1 1 1 1 1 1 1 1 1 1 |
Loss of fur 11 + 0 0 0 0 0 o0 0 0o 0 o0 0 0 0 0 0 0 0 0 0 0 0 0
Loss of fur 50 + 0 0 0 0 0 0 o 0 o0 o0 o 0 0 0 0 0 0 0 0 0 0 0
Anemic + 0 0 0 0 0 [ ] 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Swelling 54 + 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
Mass 08 + 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1
Smudge of perinasal + 6o o o0 o 0 0 0 O O o0 O O O O0 O O 0 o 0 0o o O
area
Soiled perineal + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
region
+, Present; 1, Slight; 2 , Moderate; 3 , Severe;
Time 10 , Before dosing; Time 20, After dosing;
07, Chest; 08 , Abdomen; 09, Back; 11, Forelimb; 50, Right forelimb;

51, Left forelimb; 54 , Foot pad;
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Table 1 Clinical Sign - Summary
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Study No. B040030
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+, Present; 1, Slight; 2 , Moderate; 3 , Severe;

Time 10, Before dosing; Time 20, After dosing;
07, Chest; 08 , Abdomen; 09, Back;
51, Left forelimb, 54 , Foot pad;

11, Forelimb;

50, Right forelimb;
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Table 1

Clinical Sign - Summary

Female

Study No. B040030

Test Substance
Dose

Findings

Day 353
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Number of Animals
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Death
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Prone position

Decrease in
locomotor activity
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+, Present; [ , Slight; 2 , Moderate; 3 , Severe;

Time 10, Before dosing;
08 , Abdomen;
54 , Foot pad;

07, Chest;
51, Left forelimb;

Time 20, After dosing;
09, Back;

11, Forelimb;,

50, Right forelimb;
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Table 1 Clinical Sign - Summary

Female

Study No. B040030

Test Substance
Dose Findings

Day 364
Time 10 20
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<
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366

SA Number of Animais
500 mg/kg No Abnormality

Death
Emaciation
Abnormal gait
Loss of fur
Loss of fur
Swelling
Mass
Erosion
Loss of teeth

SA Number of Animals
1000 mg/kg No Abnormality

Death

Moribundity

Prone position

Decrease in
locomotor activity

Decrease in
locomotor activity

Hypothermia
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Loss of fur
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Anemic

Swelling

Mass

Smudge of perinasal
area

Soiled perineal
region
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+, Present; 1, Slight; 2 , Moderate; 3 , Severe;

Time 10, Before dosing; Time 20, After dosing,
07, Chest; 08 , Abdomen; 09, Back;
51, Left forelimb; 54, Foot pad;

11, Forelimb;

50, Right forelimb;
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Study No. B040030

Table2  Body Weight - Summary Male Unit: g
Test Substance Day 1 8 15 22 29 36 43 50 57 64 71 78
Dose
SA Mean 1829 2441 304.5 3529 390.4 426.7 454.7 477.6 499.4 521.5 539.8 555.8
0 mg/kg S.D. 8.5 12.8 193 259 308 357 39.2 43.6 46.7 49.2 51.6 52.7
n 60 60 60 60 60 60 60 60 60 60 60 60
SA Mean 1812 242.8 303.8 3539 390.0 4263 455.1 479.0 501.1 523.1 542.6 5574
250 mg/kg S.D. 9.0 13.6 19.5 245 29.8 345 383 420 43.0 459 47.2 48.7
n 60 60 60 60 60 60 - 60 - 60 60 60 60 60
SA Mean 180.5 243.7 302.7 3513 386.3 4247 453.8 4769 498.8 518.5 538.6 554.8
500 mg/kg S.D. 8.8 14.6 21.8 29.2 35.6 39.9 45.3 49.2 51.6 54.2 56.8 59.3
n 60 60 60 60 60 60 60 60 60 60 60 60
SA Mean 179.9 241.7 301.0 350.7 387.6 4249 454.1 4788 502.2 5224 541.1 556.1
1000 mg/kg S.D. 8.2 14.0 20.1 24.7 295 334 382 40.2 419 443 46.9 48.6
n 60 60 60 60 60 60 60 60 60 60 60 60
Test Substance Day 85 91 99 113 127 141 155. 169 182 197 211 225
Dose
SA Mean 567.6 5715 5844 606.2 620.8 637.1 652.0 661.6 676.1 691.1 702.2 710.8
0 mg/kg S.D. 54.8 59.1 65.6 69.7 722 76.0 79.5 82.2 85.3 98.1 100.9 104.0
n 60 60 40 40 40 40 40 40 40 20 20 20
SA Mean 569.9 580.8 592.7 615.7 631.5 645.5 659.2 666.5 682.6 690.9 702.4 713.7
250 mg/kg S.D. 511 52.9 57.5 61.1 64.6 67.3 70.7 749 81.2 91.1 94.7 100.0
n 60 60 40 40 40 40 40 40 40 20 20 20
SA Mean 567.3 578.9 592.8 611.6 630.7 646.0 660.4 672.2 687.3 684.4 694.3 705.9
500 mg/kg S.D. 60.7 63.4 65.6 70.8 743 77.0 80.7 84.8 88.3 82.2 85.2 90.3
n 60 60 40 40 40 40 40 40 40 20 20 20
SA Mean 569.1 5814 586.2 603.2 620.7 637.1 652.9 660.7 675.6 686.6 699.1 7072
1000 mg/kg S.D. 505 . 52.5 58.1 61.2 63.5 67.6 71.5 76.0 78.4 83.5 86.8 89.8
n 60 60 40 40 40 40 40 40 40 20 20 20
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Study No. B040030

20

Table 2 Body Weight - Summary Male Unit: g

Test Substance Day 239 253 267 281 295 309 323 337 351 364
Dose

SA Mean 721.6 730.3 743.6 752.7 757.8 763.3 770.2 759.5 766.1 770.3
0 mg/kg S.D. 106.1 108.9 113.5 114.5 1195 124.3 1274 126.7 129.1 126.4
n 20 20 20 20 20 20 20 19 19 19
' SA Mean 7233 734.1 745.9 757.6 765.3 770.5 779.3 783.1 788.9 799.1
250 mg/kg S.D. 101.5 108.5 115.0 119.0 122.5 124.4 1259 132.6 137.1 142.1
n 20 20 20 20 20 20 20 20 20 20
SA Mean 7175 726.4 740.1 746.6 754.1 758.2 763.9 769.3 775.9 786.4
500 mg/kg S.D. 93.7 98.4 101.4 104.9 107.8 112.4 1139 115.9 119.1 120.8
n 20 20 20 20 20 20 20 20 20 20
SA Mean 720.9 730.6 737.8 747.8 758.9 759.5 763.4 771.7 780.2 790.5
1000 mg/kg S.D. 93.8 982 102.4 108.2 111.4 115.6 117.8 118.7 1225 125.7
n 20 20 20 20 20 © 20 20 20 20
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Study No. B040030

Table2  Body Weight - Summary Female Unit: g
Test Substance Day 1 8 15 22 29 .36 43 50 57 64 71 78
Dose
SA Mean 150.6 179.9 201.2 221.8 240.2 255.6 263.6 275.1 283.4 293.4 299.9 305.7
0 mg/kg S.D. 8.5 11.8 13.7 17.8 201 238 247 25.1 25.5 283 285 29.7
n 60 60 60 60 60 60 60 59 60 60 60 60
SA Mean 150.9 177.9 197.8 218.6 2385 251.5 262.6 273.6 2823 290.6 297.6 305.2
250 mg/kg S.D. 8.5 11.8 14.4 17.6 19.1 20.9 23.0 245 258 25.7 26.2 284
n 60 60 60 60 60 60 60 60 60 60 60 60
SA Mean 149.8 180.3 202.7 2228 243.0 256.6 267.7 278.4 286.5 296.3 303.0 308.3
500 mg/kg S.D. 8.7 12.4 15.4 17.9 21.6 25.9 273 28.5 28.7 31.2 337 33.6
n 60 60 60 60 60 60 60 - 60 60 60 60 60
SA Mean 150.3 178.7 199.3 218.8 238.4 252.8 263.1 275.2 284.3 2922 297.7 304.1
1000 mg/kg S.D. 8.1 11.6 142 14.9 16.9 17.8 19.6 20.0 20.3 214 226 21.8
n 60 60 60 60 60 60 60 60 60 60 60 60
Test Substance Day 85 91 99 113 127 141 155 169 182 197 211 225
Dose .
SA Mean 309.7 313.0 3209 331.0 338.0 345.0 3503 354.1 356.9 366.6 373.8 380.4
0 mg/kg S.D. 30.5 31.0 347 377 383 - 410 40.2 43.0 427 53.9 543 - 55.6
n 60 60 40 40 40 40 40 40 40 20 20 20
SA Mean 308.7 312.8 3193 326.2 3339 344.7 3489 352.1 3586 3714 3785 388.6
250 mg/kg S.D. 29.7 29.9 349 37.5 395 41.8 42.8 435 44.0 56.7 59.1 64.5
n 60 .60 40 40 40 40 40 40 40 20 20 20
SA Mean 3119 317.1 3259 332.7 339.6 350.5 3552 361.2 369.6 376.5 3853 394.1
500 mg/kg S.D. 33.0 343 398 413 439 46.3 46.2 493 51.1 534 58.6 58.4
n 60 60 40 40 40 40 40 40 40 20 20 20
SA Mean 309.7 3124 319.0 3294 3383 347.6 3529 359.6 367.9 360.9 371.4 385.2
1000 mg/kg S.D. 234 245 26.1 30.1 31.5 317 36.1 383 425 39.7 432 43.7
n 60 60 40 40 40 40 40 40 40 20 20 20
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Study No. B040030

Table2  Body Weight - Summary Female Unit: g
Test Substance Day 239 253 267 281 295 309 323 337 351 364
Dose
SA Mean 390.2 395.7 405.0 410.1 418.0 4228 429.2 426.9 433.6 438.6
0 mg/kg S.D. 60.3 63.8 70.0 70.5 73.3 68.8 75.7 64.7 64.8 63.0
n 20 20 20 20 20 20 20 20 19 19
SA Mean 3994 4048 409.9 4184 428.8 430.8 4353 4434 453.4 456.4
250 mg/kg S.D. 68.5 70.5 719 75.0 76.6 713 80.8 819 849 85.5
n 20 20 20 20 20 20 20 20 20 20
SA Mean 406.4 411.5 420.2 426.3 438.1 439.8 447.0 4504 4579 465.2
500 mg/kg S.D. 62.2 64.4 67.6 68.4 72.6 75.7 77.6 78.0 74.7 78.1
n 20 20 20 20 20 20 20 20 20 20
SA Mean 3944 401.8 407.6 4133 4228 4273 4325 441.1 4495 4533
1000 mg/kg S.D. 46.7 490 v 52.0 553 59.8 62.8 66.6 71.2 71.9 733
n 20 20 20 20 20 20 20 20 20 20
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Table 3 Body Weight Gain - Summary Male Unit: g

Test Substance Day 8 15 22 29 36 43 50 57 64 71 78 85
Dose .

SA Mean 61.2 60.4 48.4 375 36.4 28.0 29 21.8 22.1 183 16.0 11.8

0 mg/kg S.D. 7.0 838 8.6 7.1 7.2 59 6.9 59 5.0 5.6 49 48

n 60 60 60 60 60 60 60 60 60 60 60 60

SA . Mean 61.6 61.0 50.1 36.1 364 28.8 239 22.1 22.0 19.6 © 148 - 126

250 mg/kg S.D. 79 7.6 74 7.6 7.0 6.6 7.1 5.5 6.6 5.0 5.2 5.8

n 60 60 60 60 60 60 60 60 60 60 60 60

SA Mean 63.2 59.0 48.6 35.0 384 29.1 23.1 219 19.7 20.1 16.2 12.5

500 mg/kg ) S.D. 7.5 9.9 9.5 9.6 7.7 6.9 6.3 59 5.6 5.1 6.3 4.8

) n 60 60 60 60 60 60 60 60 60 60 60 60

SA Mean 61.8 59.3 49.7 . 37.0 373 29.2 24.7 234 20.3 18.6 15.1 13.0

1000 mg/kg S.D. 8.0 - 87 8.8 72 6.8 89 6.9 5.6 5.6 4.8 9.8 6.9

n 60 60 60 60 60 60 60 60 . 60 60 60 60

Test Substance Day 91 99 113 127 141 155 169 182 197 211 225 239

Dose . i

SA Mean 10.0 10.0 21.8 14.7 16.3 15.0 9.5 i4.6 10.5 1.1 8.7 10.8

0 mg/kg S.D. 89 83 83 6.8 6.5 7.0 5.6 5.4 72 6.5 5.6 5.7

n 60 40 40 40 . 40 40 40 40 20 20 20 20

SA Mean 10.9 95 23.0 15.8 14.0 13.7 7.4 16.1° 11.0 11.5 11.3 9.6

250 mg/kg S.D. 4.6 49 74 6.6 8.1 9.5 10.6 12.6 6.6 6.0 9.1 5.5

n 60 40 40 40 40 40 40 40 20 20 20 20

SA . Mean 11.6 13.2 *+ 18.9 19.1 * 15.2 144 1.8 15.2 11.8 9.9 1.6 11.6

500 mg/kg S.D. 4.9 4.7 10.0 7.5 7.1 6.5 6.6 9.5 6.8 7.6 6.6 . 7.6

n 60 40 40 40 40 40 40 40 20 20 20 20

SA Mean 124 110 17.0 17.4 16.5 15.8 7.8 149 1.0 12.5 8.1 13.7

1000 mg/kg S.D. 5.1 6.3 11.8 84 7.1 7.7 88 9.1 6.7 6.3 85 83

n 60 40 40 40 40 40 40 40 20 20 20 20

Significantly different from control 1 * P<0.05; **,P<0.01.
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Table3  Body Weight Gain - Summary Male Unit: g

Test Substance Day 253 267 281 295 309 323 337 351 364
Dose ' '

SA Mean 8.8 133 9.1 5.1 5.5 7.0 0.9 6.5 43
0 mg/kg S.D. 5.0 8.0 6.2 8.9 838 8.0 19.7 8.7 83
' n 20 20 20 20 20 20 19 19 19
SA Mean 10.8 11.8 11.8 7.7 5.2 8.8 39 5.8 10.2
250 mg/kg S.D. 10.1 9.8 6.9 7.7 7.8 102 12.4 8.8 12.7
n 20 20 20 20 20 20 20 20 20
SA Mean 9.0 13.7 6.6 75 - 4.1 5.8 54 6.6 10.6
500 mg/kg S.D. 9.1 8.7 6.7 53 11.2 8.6 8.1 14.6 11.0
n 20 20 20 20 20 20 20 20 20
SA Mean 9.7 73 10.0 112 0.6 3.9 84 85 103
1000 mg/kg S.D. 73 8.2 95 83 11.4 8.9 7.4 93 9.4
n 20 20 20 20 20 20 20 20 20
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Table3  Body Weight Gain - Summary Female: Unit: g
Test Substance Day 8 I5 22 29 36 43 50 57 64 71 78 85
Dose .
SA Mean 293 213 20.6 18.4 154 8.0 11.7 8.4 10.0 6.5 5.8 4.0
0 mg/kg S.D. 7.1 5.0 7.4 6.8 6.7 6.5 59 6.6 6.4 6.1 6.7 63
n 60 60 60 60 60 60 59 59 60 60 60 60
SA Mean 27.0 20.0 20.8 19.9 13.1 1.1 10.9 8.7 83 7.0 7.6 35
250 mg/kg S.D. 6.6 6.2 6.8 6.3 5.9 75 7.7 6.9 5.8 5.6 5.7 5.8
n 60 60 60 60 60 60 60 60 60 60 60 60
SA Mean 30.5 224 20.1 203 13.6 11.2 10.7 8.1 9.8 6.7 5.3 3.6
500 mg/kg S.D. 6.3 59 6.2 7.6 8.8 7.6 72 6.7 7.5 7.0 48 5.8
n 60 60 60 60 60 60 60 60 60 60 60 60
SA Mean 284 20.7 19.5 19.6 14.4 10.3 12.1 9.1 7.9 5.6 6.4 5.5
1000 mg/kg S.D. 79 6.9 5.1 6.2 6.3 6.3 6.5 6.3 6.1 6.5 5.1 6.4
n 60 60 60 60 60 60 60 60 60 60 60 60
Test Substance Day 91 99 113 127 141 155 169 182 197 211 225 239
Dose
SA Mean 33 5.8 10.1 7.1 7.0 53 39 2.7 5.1 7.2 6.6 99
0 mg/kg S.D. 6.5 5.1 84 6.0 75 7.3 7.1 72 8.7 7.2 79 79
n 60 40 40 40 40 40 40 40 20 20 20 20
SA ‘Mean 4.0 6.8 6.8 7.7 10.9 42 33 6.5 6.3 7.1 10.1 10.9
250 mg/kg S.D. 6.1 4.1 72 6.8 7.5 6.1 6.3 7.6 7.8 6.3 9.0 10.8
n 60 40 40 40 40 40 40 40 20 20 20 20
SA Mean 5.2 6.2 6.8 7.0 10.9 4.7 6.1 8.4 ** 8.2 8.8 8.8 12.3
500 mg/kg S.D. 6.7 37 6.6 10.7 7.5 6.4 7.0 227 8.5 9.4 11.3 7.3
n 60 40 40 40 40 40 40 40 20 20 20 20
SA Mean 28 7.8 104 89 9.4 53 6.8 8.3 ** 5.5 10.5 13.9 9.2
1000 mg/kg S.D. 5.3 38 84 6.1 59 7.0 7.0 7.0 5.0 6.5 10.4 8.8
n 60 40 40 40 40 40 40 40 20 20 20 20

Significantly different from control

1 *,P<0.05; **,P<0.01.
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Table 3 Body Weight Gain - Summary Female Unit: g
Test Substance Day 253 267 281 295 309 323 337 351 364
Dose
SA Mean 5.5 93 5.1 79 49 6.4 2.4 10.5 49
0 mg/kg S.D. 89 8.6 93 89 12.1 124 30.0 8.8 9.6
n 20 20 20 20 20 20 20 19 19
SA Mean 54 5.1 85 10.5 2.0 4.5 8.1 10.1 3.0
250 mg/kg S.D. 88 6.6 7.9 72 10.1 9.4 9.7 9.7 6.8
n 20 20 20 20 20 20 20 20 20
SA Mean 5.1 88 6.1 11.8 1.7 72 34 7.6 73
500 mg/kg S.D. 9.1 1.5 54 12.7 72 89 6.8 93 10.9
n 20 20 20 20 20 20 20 20 20
SA - Mean 74 59 5.7 95 4.5 5.2 8.6 85 38
1000 mg/kg S.D. 9.6 10.1 7.6 92 204 8.1 129 79 16.1
n 20 20 20 20 20 20 20 20 20
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Table4  Food Consumption - Summary Unit : g/animal/day

Test Substance Day 8 15 22 29 36 43 50 57 64 71 78 85
Dose

SA Mean 25.32 28.24 30.54 31.21 31.81 31.52 31.23 31.44 31.09 30.40 30.98 30.08

0 mg/kg S.D. 1.75 242 2.87 296 3.03 298 3.14 3.25 3.32 3.09 3.18 3.14

n 60 60 60 60 60 60 60 60 60 60 60 60

SA Mean 25.09 28.05 30.15 30.72 31.08 31.02 30.68 31.26 30.61 30.09 30.30 29.62

250 mg/kg S.D. 1.97 2.31 267 2.90 291 3.25 3.25 272 3.09 293 2.78 2.65

n 60 60 60 60 60 60 60 60 60 60 60 60

SA Mean 2476 27.60 29.82 29.95 3110 30.54 30.86 30.87 " 30.61 29.76 29.94 29.02

500 mg/kg SD. 2.10 2.7 3.25 3.81 3.57 3.60 3.70 3.54 3.50 3.35 3.41 3.58

n 60 60 60 60 60 60 60 60 60 60 60 60

SA Mean 24.87 27.99 30.56 3t.45 32.10 31.76 31.44 3135 31.06 30.62 30.56 30.2t

1000 mg/kg S.D. 1.89 2.50 297 2.98 297 3.11 3.01 2.76 2.72 2.59 3.32 2.59

n 60 60 60 60 60 60 60 60 60 60 60 60

Test Substance Day 91 99 113 127 141 155 169 182 197 211 225 239
Dose

SA Mean 3127 29.61 29.84 28.94 29.77 29.42 2941 29.21 29.85 30.55 30.24 30.75

0 mg/kg S.D. 3.93 3.15 3.39 331 342 3.17 297 3.00 3.29 3.26 3.25 3.62

n 59 40 40 40 40 40 40 40 20 20 20 20

SA Mean 31.07 . 2946 29.61 28.58 29.35 28.79 28.79 28.99 30.00 30.44 30.17 30:35

250 mg/kg S.D. 2.83 2.77 295 2.59 2.90 3.09 - 3.59 3.28 2.69 2.84 331 292

n 59 40 40 40 40 40 40 40 20 20 20 20

SA Mean 30.61 29.36 28.87 28.64 29.74 2941 29.74 29.42 29.13 29.70 29.88 29.88

500 mg/kg S.D. 3.51 293 3.36 3.29 3.51 3.39 3.45 345 343 3.34 3.61 3.54

n 60 40 40 40 40 40 40 40 20 20 20 20

SA Mean 30.55 30.27 29.49 29.32 30.57 30.28 29.53 30.00 30.29 30.47 30.34 31.35

1000 mg/kg S.D. 2.72 2.94 2.7 293 322 3.11 324 373 3.02 2.86 3.57 323

n 60 40 40 40 40 40 40 40 20 20 20 20
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Table 4 Food Consumption - Summary ' Male Unit ; g/animal/day
Test Substance Day . 253 267 281 295 309 323 - 337 351 364
Dose
SA Mean 30.85 31.45 31.05 31.17 31.10 31.30 31.04 31.71 30.38
0 mg/kg S.D. 3.22 3.65 3.51 3.82 3.8 - 3.67 4.82 4.19 348
n 20 20 20 20 20 20 19 19 19
SA Mean 30.51 30.56 31.04 31.10 30.69 31.24 30.60 31.40 30.94
250 mg/kg S.D. 347 4.12 3.31 3.51 3.17 3.64 447 4.60 3.55
n 20 20 20 20 20 20 20 20 20
SA Mean 29.81 30.10 29.56 30.26 30.33 30.63 30.99 31.30 31.07
500 mg/kg S.D. 3.60 3.65 3.55 3.46 440 395 4.13 4.62 437
n 20 20 20 20 20 20 20 20 20
SA Mean 30.68 31.06 30.79 31.58 30.73 30.73 3143 31.91 3111
1000 mg/kg S.D. 3.18 4.02 3.64 3.26 3.55 3.13 3.03 3.49 3.58
n 20 20 20 20 20 20 20 20 20

S LLY -
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Table4  Food Consumption - Summary Female Unit : g/animal/day
Test Substance Day 8 15 22 29 36 43 50 57 64 71 78 85
Dose ]

SA Mean 18.51 19.30 20.37 20.79 21.40 21.20 21.49 21.12 21.46 12063 20.59 19.86

0 mg/ke S.D. 1.41 1.52 1.95 230 2.60 235 2.34 2.35 2.48 2.23 227 2.23

n 60 60 60 60 60 60 59 60 60 60 60 60

SA Mean 18.31 19.42 20.48 20.98 21.62 22.01 22.02 21.13 2195 2094 - 21.07 20.15

250 mg/kg S.D. 1.39 1.74 2.01 2.15 1240 2.76 2.53 2.70 238 2.35 242 2.36

n 60 60 60 60 60 60 60 60 60 60 60 60

SA Mean 18.34 19.34 20.38 20.81 21.61 21.40 21.46 20.94 21.55 20.48 20.41 19.63

500 mg/kg S.D. 1.44 1.84 1.86 235 - 297 2.53 246 2.38 251 2.65 242 1.97

n 60 60 60 - 60 60 60 60 60 60 60 60 60

SA Mean 18.02 19.16 20.04 20.66 2149 21.81 22.17 21.23 21.21 20.20 20.64 20.29

1000 mg/kg S.D. 1.53 1.70 1.69 2.00 1.84 1.92 2.04 1.67 1.73 1.64 1.46 1.89

n 60 60 60 60 60 60 60 60 60 60 60 60

Test Substance Day 91 99 113 127 141 155 169 182 197 211 225 239
Dose :

SA Mean 20.16 20.11 19.94 20.07 19.71 19.41 19.42 19.31 20.32 20.96 21.13 21.53

0 mg/kg S.D. 207 2.14 2.65 2.32 2.34 2.10 237 227 2.70 2.69 2,77 3.33

n 60 40 40 40 40 40 40 40 20 20 20 20

SA Mean 20.44 20.72 19.77 20.16 20.56 19.60 19.60 19.47 20.84 21.17 ‘ 21.86 21.75

250 mg/kg S.D. 244 229 215 242 244 2.12 2,12 2.20 3.00 295 3.45 3.48

n 60 40 40 40 40 40 40 40 20 20° 20 20

SA Mean 20.41 20.86 20.67 20.60 21.20 20.93 ** 2]1.18 ** 21.23 *+ 21.83 22.40 21.97 22.60

500 mg/kg S.D. 1.86 2.17 224 3.12 242 1.94 2.53 2.84 2.58 2.81 294 3.07

n 60 40 40 40 40 40 40 40 20 20 20 20

SA Mean 20.17 20.62 20.72 20.74 20.68 20.32 20.35 20.48 2077 21.76 22.61 21.92

1000 mg/kg S.D. 1.85 1.77 232 2.11 2.12 2.23 237 2.59 2.78 2.84 2,74 258

n 60 40 40 40 40 40 40 40 20 20 20 20

Significantly different from control

: *,P<0.05; ** P<0.01.
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Table4  Food Consumption - Summary Female Unit : g/animal/day
Test Substance Day 253 267 281 295 309 - 323 337 351 364
Dose '
SA Mean 21.40 2224 21.86 22.46 22.50 22.12 20.84 23.48 21.13
0 mg/kg S.D. 337 3.50 298 3.61 3.20 3.57 4.69 347 3.64
n 20 20 20 20 20 20 20 19 19
SA Mean 21.67 21.78 21.73 22.18 21.58 21.47 22.75 22.69 21.27
250 mg/kg S.D. 3.33 345 3.12 3.08 3.14 335 3.87 3.62 .3.07
n 20 20 20 20 20 20 20 20 20
SA Mean 22.62 22.69 22.66 23.09 22.00 22.48 22.98 23.44 22.36
500 mg/kg S.D. 3.31 3.25 273 333 3.80 3.53 2.96 3.19 3.44
n 20 20 20 20 20 20 20 20 20
SA Mean 21.94 22.47 21.26 22.59 21.92 22.58 23.18 23.50 - 21.92
1000 mg/kg S.D. 3.09 3.10 297 3.19 4.72 3.82 4.27 3.72 3.81
n 20 20 20 20 . 20 20 20 20 20
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Table 5  Hematology - Summary Male
Test Substance Red Blood Hemoglobin Hematocrit
Cell Count conc.
x10%uL g/dL %
Dose Week 14 Week 27 Week 53 Week 14 Week 27 Week 53 Week 14 Week 27 Week 53
SA Mean 8.668 8.254 6.451 14.89 - 13.94 10.99 45.76 42.38 34.18
0 mg/kg S.D. 0.456 0.925 1.819 0.50 1.35 3.15 1.57 385 797
n 18 19 18 18 19 18 18 19 18
SA Mean 8.462 7.962 6.451 1493 13.60 - 10.63 45.43 41,57 3348
250 mg/kg S.D. 0.405 1.686 1.188 0.74 2.64 2.56 2.23 7.10 6.32
n 19 20 20 19 20 20 19 20 20
SA Mean 8.559 8.477 6.526 14.89 14.54 10.99 4533 44.03 34.32
500 mg/kg S.D. 0.567 0.606 1.865 0.72 0.98 344 222 295 8.88
n 20 18 19 20 8 19 20 18 19
SA Mean 8.451 7.555 5.988 14.77 13.20 10.36 45.08 40.60 32.71
1000 mg/kg S.D. 0.380 1.630 2.087 0.77 2.64 390 2.18 6.95 10.28
n 19 20 20 19 20 20 19 20 20
Test Substance MCV MCH MCHC
fL pg %
Dose Week 14 Week 27 Week 53 Week 14 Week 27 Week 53 Week 14 Week 27 Week 53
SA Mean 52.84 51.50 5401 - 17.20 16.93 17.08 32.56 32.85 31.74
0 mg/kg S.D. 1.94 1.87 5.39 0.75 0.70 1.51 0.47 0.54 2.19
n 18 19 18 18 19 18 18 19 18
SA Mean 53.67 53.37 51.92 17.65 17.33 16.36 32.89 32.54 31.48
250 mg/kg S.D. 1.11 7.15 3.59 0.38 2.10 1.72 0.30 1.27 1.96
n 19 20 20 19 20 20 19 20 20
SA Mean 53.03 51.98 53.12 17.40 17.16 16.78 32.83 33.01 31.59
500 mg/kg S.D. 1.52 1.82 3.65 0.58 0.63 1.68 0.30 0.40 2.30
n 20 18 19 20 18 19 20 18 19
SA Mean 53.35 54.66 55.53 17.48 17.56 17.11 32.74 32.24 30.85
1000 mg/kg S.D. 1.47 475 4.88 0.60 0.93 2.04 0.42 1.61 2.92
n 19 20 20 19 20 20 19 20 20
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Table 5 Hematology - Summary Male
Test Substance Platelet Reticulocyte PT
Count Ratio
x10°/uL v % sec
Dose Week 14 Week 27 Week 53 Week 14 Week 27 Week 53 Week 14 Week 27 -Week 53
SA Mean 1140.1 1130.5 1491.6 2.69 3.29 8.81 17.27 17.08 16.89
0 mg/kg S.D. 133.5 97.5 400.8 0.51 1.98 8.17 1.09 0.82 0.93.
n 18 19 18 18 19 18 18 19 18
SA Mean 1126.8 1125.0 1548.7 2.68 4.08 7.83 16.39 * 16.56 17.00
250 mg/kg S.D. 109.3 360.1 455.1 0.58 320 411 0.63 0.71 0.73
n 19 20 20 19 20 20 19 20 20
SA Mean 1119.2 1131.1 1553.4 2.87 2.86 8.52 16.27 ** 16.89 16.98
500 mg/kg S.D. 138.8 153.9 508.6 0.65 0.95 6.31 0.53 0.90 1.10
n 20 18 19 20 18 19 20 18 19
SA Mean 1147.2 1182.8 1598.6 299 6.59 10.97 16.57 17.07 17.14
1000 mg/kg S.D. 128.1 271.9 450.1 0.87 8.42 8.32 0.49 . 0.61 1.21
n 19 20 20 19 20 20 19 20 20
Test Substance APTT
sec .
Dose Week 14 Week 27 Week 53
SA Mean "18.98 17.20 16.21
0 mg/kg S.D. 1.04 1.31 1.43
n 18 19 18
SA Mean 18.07 * 17.50 16.43
250 mg/kg S.D. 0.96 1.23 1.14
n 19 20 20
SA Mean 17.66 ** 17.21 15.55
500 mg/kg S.D. 1.12 1.15 1.16
n 20 18 19
SA Mean 18.02 * 16.76 15.77
1000 mg/kg S.D. 1.28 1.26 1.19
n 19 20 . 20

Significantly different from control

: ¥,P<0.05; **,P<0.01.
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TableS  Hematology - Summary Male
Test Substance White Blood
Cell Count
x10°/uL
Dose : Week 14 Week 27 Week 53
SA Mean 8.526 7.767 9.328
0 mg/kg S.D. 1.683 1.512 3.386
n 18 19 18
SA Mean 9.803 9.184 10.626
250 mg/kg S.D. 1.770 2.063 3.949
n 19 20 20
SA Mean 9.654 8.665 11.429
500 mg/kg S.D. 1.885 1.569 5.296
n 20 : 18 19
SA Mean 10.221 * 8325 11.066
1000 mg/kg S.D. 1.961 1.868 4.166
n 19 20 20

Significantly different from control

1 *P<0.05.
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Table 5 = Hematology - Summary Male .
Test Substance Lymphocyte Neutrophilic Neutrophilic
. Segmented Band
% % %
Dose Week 14 Week 27 Week 53 Week 14 Week 27 Week 53 Week 14 Week 27 Week 53
SA Mean 83.78 80.37 64.93 12.43 16.42 31.34 0.22 0.11 0.29
0 mg/kg S.D. 6.53 9.20 14.35 5.40 8.57 ’ 13.25 0.73 0.32 0.60
n 18 19 18 18 19 18 18 19 18
SA Mean 87.02 80.07 64.25 9.03 15.55 32.50 0.11 0.21 0.20
250 mg/kg S.D. 3.53 6.81 14.53 3.51 5.70 14.77 0.32 0.56 0.52
n 19 20 20 19 20 20 19 20 20
SA Mean 86.25 83.28 59.72 11.15 13.87 35.79 0.00 0.00 0.05
500 mg/kg S.D. 5.50 5.75 14.05 5.81 5.56 13.08 0.00 0.00 0.23
n 20 18 19 20 18 19 20 18 19
SA Mean 86.57 7727 . 62.96 10.12 18.87 3291 0.05 0.05 0.27
1000 mg/kg S.D. -5.98 9.05 19.28 5.94 7.21 19.17 '0.23 0.22 0.46
n 19 20 19- 19 20 19 19 20 .19
Test Substance Eosinophil Basophil Monocyte
' % . % %
Dose Week 14 Week 27 Week 53 Week 14 Week 27 Week 53 Week 14 Week 27 Week 53
SA Mean 1.28 0.95 0.84 0.00 0.00 0.00 2.28 2.16 2.61
0 mg/kg S.D. . 1.65 1.03 092 0.00 0.00 0.00 1.74 1.43 235
n 18 19 18 18 19 18 18 19 18
SA Mean 1.11 0.76 1.20 0.00 ) 0.00 0.00 2.74 3.42 1.86
250 mg/kg S.D. 1.15 0.97 - 1.54 0.00 0.00 0.00 1.67 2.58 1.19
n 19 20 20 19 20 20 19 20 20
SA Mean 080 1.34 _1.26 0.00 0.00 0.00 1.81 1.51 3.17
500 mg/kg SD. - 0.77 1.20 1.19 0.00 0.00 0.00 1.48 2.11 ‘ 1.94
: n 20 18 19 20 18 19 20 18 19
SA Mean 1.58 0.95 0.84 0.00 0.00 0.00 1.68 2.87 3.03
1000 mg/kg S.D. 1.30 0.89 0.83 0.00 0.00 0.00 1.34 242 . 1.79
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Table 5  Hematology - Summary Female
Test Substance Red Blood Hemoglobin Hematocrit
Cell Count conc.
x10%/pL. : g/dL %
Dose Week 14 Week 27 Week 53 Week 14 Week 27 Week 53 Week 14 Week 27 Week 53
SA Mean 7.946 7.546 6.997 14.75 13.91 13.55 43.56 41.60 39.56
0 mg/kg S.D. 0.292 0.735 1.140 0.66 1.29 1.71 1.61 3.67 4.10
n 20 20 19 20 20 19 20 20 19
_SA Mean 7.941 7.688 7.189 14.71 14.28 13.70 43.55 42.44 39.88
250 mg/kg S.D: 0.317 0.500 1.164 0.46 0.83 1.73 1.27 231 447
n 19 19 20 19 19 20 19 19 20
SA Mean 7.706 7.668 6.770 14.58 14.11 13.15 43.01 42.06 38.38
500 mg/kg S.D. 0.267 0.752 1.262 0.51 1.04 1.79 1.39 2.87 4.84
n 19 20 20 19 20 20 19 20 20
SA Mean 7.765 7.347 7.055 14.46 13.79 13.57 42.96 41.00 3946
1000 mg/kg S.D. 0.505 0.702 0.935 0.94 1.31 1.37 2.73 3.68 3.44
n 19 20 18 19 20 18 19 20 18
Test Substance MCV MCH MCHC
fL ) pg %
Dose Week 14 Week 27 Week 53 Week 14 Week 27 Week 53 Week 14 Week 27 Week 53
SA Mean 54.82 55.24 57.34 18.55 18.47 19.55 33.85 33.44 34.17
0 mg/kg S.D. 1.41 1.50 6.03 0.62 0.50 1.39 0.41 0.46 1.19
n 20 20 19 20 20 19 20 - 20 19
SA Mean 54.87 55.28 56.21 18.54 18.59 19.21 33.78 33.64 34.25
250 mg/kg S.D. ©1.32 1.73 4.84 0.55 0.53 1.25 0.43 0.45 0.93
n 19 19 20 19 19 20 19 19 20
SA Mean 55.83 55.07 57.70 18.91 18.44 19.73 33.89 33.49 34.21%
500 mg/kg S.D. 1.42 2.46 6.23 0.53 0.82 1.88 0.51 0.70 0.59
n 19 20 20 19 20 20 19 20 20
SA Mean 55.37 55.88 56.41 18.66 18.77 19.36 33.69 33.60 3436
1000 mg/kg S.D. 1.47 2.13 4.55 0.70 0.70 1.28 0.57 0.46 0.77
n 19 20 18 19 20 18 19 20 18
Significantly different from control : *,P<0.05.
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Table 5 Hematology - Summary Female

Test Substance Platelet Reticulocyte PT
Count ’ Ratio
x10°/uL % : sec
Dose Week 14 Week 27 Week 53 Week 14 Week 27 Week 53 Week 14 Week 27 Week 53
SA Mean 1054.5 993.2 1045.8 2.59 3.10 5.10 16.38 © 16.64 : 16.31
0 mg/kg S.D. 87.5 89.2 193.5 0.95 1.67 6.58 0.88 083 0.71
n 20 20 19 20 20 19 20 20 19
SA Mean 1094.1 1038.3 1101.3 245 2.65 435 16.61 16.72 16.61
- 250 mg/kg © S.D 1339 117.0 2108 0.54 0.67 5.24 0.68 0.53 ~0.56
n 19 19 20 19 19 20 19 19 20
SA Mean 1132.1 1037.2 1086.0 2.82 3.16 5.46 16.68 - 16.88 16.83
500 mg/kg S.D. 113.5 111.0 261.7 0.77 241 598 0.76 0.69 0.78
n 19 20 20 19 20 20 19 20 20
SA Mean 1079.1 1004.7 1072.6 2.74 3.19 4.11 16.98 17.10 16.92 *
1000 mg/kg S.D. 131.8 100.7 158.5 0.85 [.54 3.12 0.59 0.70 0.76
. n 19 20 18 19 20 18 : 19 20 18
Test Substance APTT
sec
Dose " Week 14 Week 27 Week 53
SA Mean 15.23 14.85 14.34
0 mg/kg S.D. . 098 1.18 . 1.47
n 20 20 19
SA Mean 14.50 14.75 14.08
250 mg/kg S.D. 1.29 1.10 1.01
n 19 19 20
SA Mean 14.63 14.47 13.98
500 mg/kg S.D. 0.98 1.60 1.33
n 19 - 20 : 20
SA Mean 15.06 1450 14.41
1000 mg/kg S.D. 1.12 110 - 1.05

n 19 20 18

Significantly different from control : *,P<0.05.
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Table 5 Hematology - Summary Female
Test Substance White Blood
Cell Count
x10*/uL :
Dose "~ Week 14 Week 27 Week 53
SA Mean 5.352 5.152 4.633
0 mg/kg S.D. 1.299 2.145 1.546
n 20 20 19
SA : Mean 5.922 4.743 © 4917
250 mg/kg S.D. 1.288 1.280 1.605
n 19 19 20
SA Mean 6.042 5.567 5.200
500 mg/kg SD. - 1.392 1.499 1.396
n 19 20 20
SA Mean 6.534 5.297 5.882
1000 mg/kg S.D. 1.707 1.270 2440 .
n 19 20 18
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Table 5 Hematology - Summary Female
Test Substance Lymphocyte Neutrophilic Neutrophilic
Segmented Band
% % %
Dose Week 14 Week 27 Week 53 Week 14 Week 27 Week 53 Week 14 Week 27 Week 53
SA Mean 87.29 8428 73.97 9.50 12.42 22.49 0.10 0.05 0.05
0 mg/kg S.D. 5.58 8.62 11.62 4.78 8.09 11.53 0.31 0.22 023
n 20 120 19 20 20 19 20 20 19
SA Mean 87.44 87.06 77.40 9.61 9.88 18.91 0.16 0.00 0.21
250 mg/kg S.D. 6.34 4.80 8.78 5.55 433 8.20 0.37 0.00 042
n 19 19 19 19 19 19 19 19 19
SA Mean 89.12 82.69 78.12 831 14.06 19.21 0.16 0.10 0.06
500 mg/kg S.D. 3.19 9.46 5.36 2.76 8.92 5.82 0.50 0.45 024
n 19 20 18 19 20 18 19 20 18
SA Mean 85.43 83.93 73.15 10.40 12.25 24.12 0.21 0.25 0.06
1000 mg/kg S.D. 6.50 8.27 12.66 6.16 725 12.21 0.42 0.72 024
n 19 20 18 19 20 18 19 20 18
Test Substance Eosinophil Basophil Monocyte
% % %
Dose Week 14 Week 27 Week 53 Week 14 Week 27 Week 53 Week 14 Week 27 Week 53
SA Mean 1.31 1.25 1.42 0.00 0.00 0.00 1.81 2.01 2.06
0 mg/kg S.D. 1.19 1.02 1.30 0.00 0.00 0.00 1.65 1.39 1.14
n 20 20 19 20 20 19 20 20 19
SA Mean 1.54 1.11 1.47 0.00 0.00 0.00 1.26 1.95 2,01
250 mg/kg S.D. 1.48 1.05 1.31 0.00 0.00 0.00 1.15 1.65 1.39
n 19 19 19 19 19 19 19 19 19
SA Mean 0.68 1.20 0.72 0.00 0.00 0.00 1.74 1.95 1.89
500 mg/kg SD. 1.00 1.24 0.75 0.00 0.00 0.00 1.56 1.79 1.54
n 19 20 18 19 20 18 19 20 18
SA Mean 1.75 1.21 1.01 0.00 0.00 0.00 222 237 1.67
1000 mg/kg S.D. 1.42 1.34 0.98 0.00 0.00 0.00 1.82 1.55 1.34
n 19 20 18 19 20 18 19 20 18
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Table6  Hematology - Summary Male
Test Substance PO2 MetHb
. mmHg . %
Dose Week 13 Week 26 Week 52 Week 13 Week 26 Week 52
SA Mean 92.74 95.94 109.57 0.25 0.28 0.27
0 mg/kg S.D. 12.48 10.29 29.47 0.10 0.06 0.07
n 10 10 9 10 10 9
SA Mean 95.97 99.36 103.85 0.35 0.31 0.25
250 mg/kg S.D. 13.21 9.53 10.92 0.16 0.17 0.11
n 10 10 10 10 10 10
SA Mean 105.02 97.64 96.95 0.29 0.30 0.39
500 mg/kg S.D. 13.81 8.98 11.78 0.03 0.00 0.40
n 10 9 10 10 9 10
SA Mean 98.51 93.15 93.87 0.29 0.30 0.24
1000 mg/kg S.D. 18.83 12.26 8.66 0.03 0.00 0.10
n 10 10 10 10 10 10
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Table 6  Hematology - Summary Female
Test Substance PO2 MetHb
mmHg . %

Dose Week 13 Week 26 Week 52 Week 13 Week 26 Week 52
SA Mean 98.88 101.77 102.60 0.28 0.30 0.29
0 mg/kg S.D. 12.12 14.55 7.18 0.04 0.00 0.03
n 10 10 9 10 10 9
SA Mean 100.61 102.51 95.94 0.29 0.30 0.30
250 mg/kg S.D. 14.14 13.59 8.75 0.03 0.00 0.00
n 10 9 10 - 10 9 10
SA Mean 97.17 95.70 105.45 0.30 0.30 0.28
500 mg/kg S.D. 15.84 6.80 11.91 0.00 0.00 0.04
n 9 10 10 9 10 10
SA Mean 104.87 98.26 95.21 0.30 0.29 0.25
1000 mg/kg S.D. 19.09 18.36 9.13 0.16 0.03 0.14
. n 10 10 10 10 10 10
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Table 7  Blood Chemistry - Summary Male
Test Substance ASAT(GOT) ALAT(GPT) yGT
U/L . U/L U/L
Dose Week 14 Week 27 Week 53 Week 14 Week 27 Week 53 Week 14 Week 27 Week 53
SA Mean 109.3 116.5 129.5 258 25.5 29.6 1.3 0.9 24
0 mg/kg S.D. 16.6 19.1 36.5 5.0 52 7.1 0.8 0.7 1.7
n 18 19 18 .18 19 18 18 19 18
SA Mean 100.1 196.6 165.8 249 50.7 352 1.2 1.9 32
250 mg/kg S.D. 254 271.2 69.0 4.7 86.2 13.0 0.6 1.7 1.9
n 19 20 20 19 20 20 19 20 20
SA Mean 106.2 112.2 171.9 247 26.4 53.3 1.0 1.5 43
500 mg/kg S.D. 17.6 20.5 52.0 6.6 6.8 66.5 0.7 0.6 39
n 20 18 19 20 18 19 20 18 19
SA Mean 1154 1342 150.5 26.8 28.8 304 0.8 1.6 4.0
1000 mg/kg S.D. 27.1 284 483 1.0 11.1 14.1 0.8 1.9 27
n 19 20 20 19 20 20 19 20 20
Test Substance ALP Total Urea
Bilirubin Nitrogen
U/L mg/dL mg/dL
Dose Week 14 Week 27 Week 53 Week 14 Week 27 Week 53 Week 14 Week 27 Week 53
SA Mean 3129 238.6 2182 0.10 0 0.08 14.67 13.96 14.39
0 mg/kg S.D. 55.0 35.1 51.8 0.00 0.05 0.04 2.14 1.41 252
n 18 19 18 18 19 18 18 19 18
SA Mean 276.4 276.6 2349 0.1 0.18 0.11 14.68 14.13 13.67
250 mg/kg S.D. 50.1 192.3 105.8 0.02 0.29 0.06 1.40 3.08 2.03
n 19 20 20 19 20 20 19 20 20
SA Mean 271.6 2293 298.3 0.10 0.12 0.10 14.65 13.72 13.37
500 mg/kg S.D. 585 48.0 2428 0.00 0.05 0.06 1.84 2.25 1.94
n 20 18 19 20 18 19 20 18 19
SA : Mean 297.3 229.8 265.5 0.11 0.10 0.08 14.21 13.81 14.30
1000 mg/kg S.D. 68.3 63.7 1184 0.02 0.02 0.04 2.17 1.93 3.16
n 19 20 20 19 20 20 19 20 20
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Table 7  Blood Chemistry - Summary Male
Test Substance Creatinine Glucose Total
Cholesterol
mg/dL mg/dL mg/dL
Dose Week 14 Week 27 Week 53 Week 14 Week 27 Week 53 Week 14 Week 27 Week 53
SA Mean 0.28 028 0.32 139.6 145.6 141.8 78.6 86.2 88.1
0 mg/kg S.D. 0.04 0.04 0.06 139 14.2 17.0 16.5 232 37.8
n 18 19 18 18 19 18 18 19 18
SA Mean 0.28 0.30 0.31 143.6 140.2 144.5 76.6 979 86.3
250 mg/kg S.D. 0.04 0.05 0.04 10.3 20.6 14.9 14.0 243 27.6
n 19 20 20 19 20 20 19 20 20
SA Mean 0.29 0.29 0.29 142.7 146.8 136.9 753 925 79.4
500 mg/kg S.D. 0.03 0.03 0.04 15.1 16.5 13.9 12.6 220 249
n 20 18 19 20 18 19 20 ‘18 19
SA Mean 0.29 0.28 0.30 147.3 149.2 140.7 76.9 90.1 96.6
1000 mg/kg S.D. 0.03 0.04 0.06 12.6 9.6 16.6 17.6 234 44.6
n 19 20 20 19 20 20 19 20 20
Test Substance Phospholipid Triglyceride Total
Protein
mg/dL mg/dL g/dL :
Dose Week 14 Week 27 Week 53 Week 14 Week 27 Week 53 Week 14 Week 27 Week 53
SA Mean 123.9 128.7 131.1 542 731 67.2 7.13 7.24 6.84
0 mg/kg S.D. 21.8 24.6 37.7 24.8 29.0 324 0.31 0.29 0.43
n 18 19 18 18 19 18 18 19 18
SA Mean 120.5 1452 1273 60.9 88.0 66.3 6.96 7.18 6.89
250 mg/kg S.D. 17.7 29.5 289 28.1 61.0 46.6 0.29 0.50 043
n 19 20 20 19 20 20 19 20 20
SA Mean 117.3 1376 123.0 54.9 84.5 60.1 6.88 7.17 6.93
500 mg/kg S.D. 15.9 252 255 219 320 34.0 0.26 0.33 0.36 .
n 20 18 19 20 18 19 20 18 19
SA Mean 122.7 136.3 147.1 74.3 87.6 919 7.13 7.18 7.01
1000 mg/kg S.D. 19.7 29.6 41.0 28.8 52.7 313 0.33 043 0.39
n 19 20 20 19 20 20 19 20 20
Significantly different from control : *,P<0.05. :
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Table 7  Blood Chemistry - Summary Male
Test Substance Albumin A/G Ratio Globulin al
g/dL %
Dose Week 14 Week 27 Week 53 Week 14 Week 27 Week 53 Week 14 Week 27 Week 53
SA Mean 3.19 3.14 . 2.65 0.813 0.771 0.648 22.37 23.85 2422
0 mg/kg S.D. 0.15 0.15 0.35 0.046 0.061 0.148 242 1.92 443
n 18 19 18 i8 19 18 18 19 18
SA Mean 3.11 3.15 2.68 0.807 0.783 0.645 22.81 23.06 23.23
250 mg/kg S.D. " 0.15 0.20 0.24 0.044 0.096 0.116 2.67 3.62 323
n 19 20 20 19 20 20 19 20 20
SA Mean 3.07 3.17 2.59 0.812 0.789 0617 22.61 23.39 23.18
500 mg/kg " S.D. 0.18 0.16 0.31 0.064 0.060 - 0.126 2.25 1.49 1.93
n 20 18 19 20 18 19 20 18 19
SA Mean 3.20 3.11 2.68 0.820 0.767 0.631 22.63 23.38 22.85
1000 mg/kg S.D. 0.20 0.17 0.42 0.056 0.049 0.141 247 2.11 1.79
n -19 20 20 19 20 20 19 20 20
Test Substance Globulin o2 Globulin B Globulin y
% % %
Dose Week 14 Week 27 Week 53 Week 14 Week 27 Week 53 Week 14 Week 27 Week 53
SA Mean 8.38 7.39 10.05 18.44 18.36 23.64 4.87 5.55 7.08
0 mg/kg S.D. 1.21 1.48 1.90 1.63 1.49 4.20 1.01 1.00 2.58
n 18 19 18 18 19 18 18 19 8
SA Mean 7.99 7.31 925 18.22 19.10 24.08 5.11 4.79 7.64
250 mg/kg S.D. 0.96 1.41 0.94 1.59 1.89 4.16 1.10 0.90 2.05
n 19 20 20 19 20 20 19 20 20
SA Mean 7.94 7.71 9.45 18.18 18.13 25.80 5.41 532 8.61
500 mg/kg S.D. 1.11 1.26 1.15 1.72 1.83 4.88 1.06 0.95 2.66
n 20 18 19 20 18 19 20 18 19
SA Mean 8.16 7.95 945 17.94 19.02 24.83 4.71 5.17 8.39
1000 mg/kg S.D. 0.76 1.44 1.17 .24 2.19 5.04 0.80 1.25 3.18
n 19 20 20 19 20 20 19 20 20




R A

Study No. B040030

Table 7  Blood Chemistry - Summary Male
Test Substance Calcium Inorganic Na
Phosphorus
mg/dL mg/dL mmol/L
Dose Week 14 Week 27 Week 53 Week 14 Week 27 Week 53 Week 14 Week 27 Week 53
SA Mean 10.17 10.22 10.08 7.67 6.69 6.31 148.4 147.7 146.6
0 mg/kg . S.D. 0.22 0.27 0.22 045 0.50 0.64 0.8 0.9 12
n 18 19 18 18 19 18 18 19 18
SA Mean 10.19 10.28 9.92 734 * 6.61 6.60 148.6 147.6 146.8
250 mg/kg S.D. 0.26 0.27 0.22 0.37 032 0.52 0.9 0.7 : 1.1
n ' 19 20 20 19 20 20 19 20 20
SA Mean 9.98 10.19 9.94 7.55 6.66 6.42 148.6 147.4 , 146.8
500 mg/kg S.D. 0.26 0.17 0.30 0.37 0.38 0.59 1.1 0.7 1.2
n 20 18 19 20 18 19 20 18 19
SA ~ Mean 10.19 10.24 9.99 7.68 6.95 6.55 148.3 147.8 146.8
1000 mg/kg S.D. 0.29 0.32 0.38 0.25 0.63 0.58 1.2 0.9 1.2
n 19 20 20 19- 20 20 19 20 20
Test Substance K Ci
mmol/L mmol/L
Dose Week 14 Week 27 Week 53 Week 14 Week 27 - Week 53
SA _ Mean 4.63 4.82 4.77 104.9 105.1 105.4
0 mg/kg S.D. 0.17 023 0.33 1.4 1.2 1.6
) n 18 19 18 18 19 18
SA Mean 454 483 4.78 105.9 105.1 105.5
250 mg/kg S.D. 0.18 0.20 036 14 1.7 1.6
n 19 20 20 19 20 20
SA Mean 454 471 4.72 105.9 105.4 105.9
500 mg/kg S.D. 0.18 0.18 0.24 1.2 1.6 1.8
n 20 18 19 20 18 19
SA Mean 4.67 4.79 4.84 105.6 106.0 106.1
1000 mg/kg S.D. 0.14 020 0.31 1.3 1.7 2.1
n 19 20 20 19 20 20

Significantly different from control : *,P<0.05.
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Table 7  Blood Chemistry - Summary Female
Test Substance ASAT(GOT) ALAT(GPT) yGT
U/L u/L U/L :
Dose Week 14 Week 27 Week 53 Week 14 Week 27 Week 53 Week 14 Week 27 Week 53
SA Mean 107.7 1343 160.5 21.5 303 382 1.4 2.0 2.5
0 mg/kg S.D. 18.6 412 70.2 1.7 12.5 26.7 0.5 08 1.3
n 20 20 19 20 20 19 20 20 19
SA Mean 121.5 130.5 137.7 254 355 29.5 1.8 2.1 2.6
250 mg/kg S.D. 50.8 63.9 336 12.1 30.6 9.8 0.7 0.7 1.5
n 19 19 20 19 19 20 19 19 20
SA Mean 121.1 1384 143.0 239 32.1 31.1 1.4 2.3 2.7
500 mg/kg S.D. 359 534 36.8 159 224 9.6 0.7 1.1 0.8
n 19 20 20 19 20 20 19 20 20
SA Mean 118.1 110.6 142.4 26.6 223 338 1.7 22 2.3
1000 mg/kg S.D. 39.0 28.0 36.1 225 104 13.6 0.9 0.7 1.0
n 19 20 18 19 20 18 19 20 18
Test Substance ALP Total Urea
Bilirubin Nitrogen
U/L mg/dL mg/dL
Dose Week 14 Week 27 Week 53 Week 14 Week 27 Week 53 Week 14 Week 27 Week 53
SA Mean 129.2 100.3 943 0.11 0.15 0.13 16.92 15.55 13.22
0 mg/kg S.D. 272 3i2 504 0.02 0.05 0.06 2.88 344 1.93
n 20 20 19 20 20 19 20 20 19
SA Mean 135.7 105.7 79.1 0.11 0.14 0.12 17.77 15.24 13.69
250 mg/kg S.D. 35.2 483 283 0.03 0.05 0.05 3.68 2.20 2.55
n 19 19 20 19 19 20 19 19 20
SA Mean 131.5 93.5 85.4 0.10 0.15 0.13 18.27 15.14 14.04
500 mg/kg S.D. 31.2 15.6 27.7 0.00 0.05 0.06 3.29 293 223
n 19 - 20 20 19 20 20 19 20 20
SA Mean 107.6 101.3 83.2 0.11 0.16 0.12 17.77 14.18 14.62
1000 mg/kg S.D. 233 352 22.1 0.02 0.05 0.04 295 2.49 2.68
n 19 20 18 19 20 18 19 20 18
Significantly different from control . * P<0.05.
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Table 7  Blood Chemistry - Summary Female
Test Substance Creatinine Glucose Total
. . Cholesterol
mg/dL : mg/dL 4 mg/dL
Dose Week 14 Week 27 Week 53 Week 14 Week 27 Week 53 Week 14 Week 27 Week 53

SA Mean 0.32 0.33 0.32 135.1 1332 136.7 89.4 106.1 103.1
0 mg/kg S.D. 0.04 0.05 0.04 10.7 9.7 12.5 15.1 21.8 24.5
n 20 20 19 20 20 19 20 20 19
SA Mean 0.31 0.33 0.31 135.0 1344 145.7 83.8 102.8 115.8
250 mg/kg ) S.D. 0.05 0.05 0.06 12.4 15.4 : 144 18.6 219 27.6
n 19 19 20 19 19 20 19 19 20
SA Mean 033 0.32 0.33 132.5 136.9 139.7 924 116.6 106.6
500 mg/kg S.D. 0.05 0.06 0.05 12.9 89 15.7 16.7 355 23.0
n 19 20 20 19 20 20 19 20 20
SA Mean 0.29 0.297 0.32 136.2 1422 142.1 954 111.0 116.4
1000 mg/kg S.D. 0.06 0.04 0.04 10.5 2.8 i16.3 16.0 25.1 30.0
n 19 20 18 19 20 18 19 20 18

Test Substance Phospholipid Triglyceride Total

Protein
mg/dL mg/dL . g/dL
Dose Week 14 Week 27 Week 53 Week 14 Week 27 Week 53 Week 14 Week 27 Week 53

SA ’ Mean 158.8 181.3 184.7 21.0 342 43.6 7.17 7.43 7.67
0 mg/kg S.D. 21.7 33.0 368 72 20.9 19.9 0.49 043 0.57
n 20 20 19 20 20 19 20 20 19
SA Mean 149.0 179.6 200.4 23.8 40.8 52.5 7.16 7.35 7.52
250 mg/kg S.D. 26.5 326 36.2 6.4 48.9 30.6 0.50 0.42 0.37
n 19 19 20 19 19 20 19 19 . 20
SA° Mean 164.5 1973 186.0 28.0 \ 38.8 54.5 7.28 7.70 7.47
500 mg/kg S.D. 25.7 488 354 12.3 209 . 40.6 0.44 0.70 0.40
n 19 20 20 19 20 20 19 20 20
SA Mean 167.0 i98.? 211.6 26.8 613 * 84.2 ** 7.34 7.68 7.84
1000 mg/kg S.D. 22.5 358 - . 44.8 9.8 . 519 65.6 0.45 038 0.42
n 19 20 18 19 20 18 19 20 18

Significantly different from control : *,P<0.05; **,P<0.01.
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Table 7 Blood Chemistry - Summary Female
Test Substance Albumin A/G Ratio Globulin al
g/dL %
Dose , Week 14 Week 27 Week 53 Week 14 Week 27 Week 53 Week 14 Week 27 Week 53
SA Mean 3.61 3381 3.65 1.017 1.056 0.925 16.81 16.39 16.14
0 mg/kg S.D. 0.32 0.35 0.47 0.087. 0.104 0.157 1.97 2.52 232
n 20 20 19 20 20 19 20 20 19
SA Mean 3.56 3.76 3.72 0.984 1.056 0.977 16.96 16.18 15.78
250 mg/kg S.D. 0.32 035 0.43 0.072 0.094 0.132 1.60 1.16 221
n 19 19 20 19 19 20 19 19 20
SA Mean 3.63 394 3.61 0.998 1.052 0.945 16.25 16.52 15.81
500 mg/kg S.D. 0.31 045 0.37 0.072 0.079 0.132 2.15 1.33 2,57
n 19 20 20 19 20 20 19 20 20
SA Mean 3.68 399 3.76 1.010 1.083 0.923 17.00 16.24 16.29
1000 mg/kg S.D. 0.29 032 0.35 0.088 0.090 0.115 1.88 1.67 1.86
n 19 20 i8 19 20 18 19 20 18
Test Substance Globulin a2 Globulin Globulin y
% % %
Dose Week 14 Week 27 Week 53 Week 14 Week 27 Week 53 Week 14 Week 27 Week 53
SA Mean 6.23 7.30 8.06 14.81 14.55 16.44 5.55 5.94 7.93
0 mg/kg S.D. 1.05 1.04 1.99 1.48 1.15 3.40 1.47 1.04 2.74
. n 20 20 19 20 20 19 20 20 19
SA Mean 6.32 7.10 7.97 15.27 14.94 16.03 591 5.98 6.98
250 mg/kg S.D. 1.15 0.86 1.52 1.43 1.10 2.61 1.33 1.31 1.40
n 19 19 20 19 19 20 19 19 20
SA Mean 6.31 7.31 8.01 15.04 14.79 17.16 6.13 6.11 7.82
500 mg/kg S.D. 1.13 1.36 1.34 1.20 1.37 2.53 1.60 1.12 1.79
n 19 20 20 19 20 20 19 20 20
SA Mean 6.55 7.21 7.96 14.91 14.24 16.44 5.42 5.83 8.11
1000 mg/kg S.D. 1.28 1.26 1.54 1.45 1.31 2.07 1.06 0.83 1.91
n 19 20 18 19 20 18 19 20 18




- L6V -

‘Study No. B040030

Table 7  Blood Chemistry - Summary Female
Test Substance Calcium Inorganic Na
Phosphorus
mg/dL mg/dL mmol/L
Dose Week 14 Week 27 Week 53 Week 14 Week 27 Week 53 Week 14 Week 27 Week 53
SA Mean 10.27 10.36 10.24 7.07 6.17 5.19 147.5 1459 145.2
0 mg/kg S.D. 0.40 035 0.42 0.61 0.36 0.62 0.9 1.0 1.4
n 20 20 19 20 20 19 20 20 19
SA Mean 10.44 10.28 10.19 7.01 6.17 4.99 147.2 145.9 145.5
250 mg/kg S.D. 0.52 0.39 0.26 0.60 0.49 0.56 1.5 1.1 1.2
n 19 19 20 19 19 20 19 19 20
SA Mean 10.27 10.62 10.17 7.03 6.28 5.40 147.1 145.8 145.3
500 mg/kg S.D. 0.37 0.49 0.33 0.44 0.52 0.54 1.1 1.1 0.9
n 19 20 20 19 20 20 19 20 20
SA Mean 10.28 10.53 10.34 6.78 6.15 522 147.2 146.0 145.4
1000 mg/kg S.D. 0.27 0.41 0.40 0.69 0.67 0.71 I.1 1.2 1.2
n 19 20 18 19 20 18 19 20 18
Test Substance K Cl
mmo}/L mmol/L
Dose Week 14 Week 27 Week 53 Week 14 Week 27 Week 53
SA Mean 4.09 4.13 4.05 107.5 105.7 104.7
0 mg/kg S.D. 0.25 0.24 0.26 20 1.4 2.0
n 20 20 19 20 20 19
SA Mean 425 4.14 3.93 107.9 106.4 104.7
250 mg/kg S.D. 0.28 0.31 027 1.8 1.6 1.7
n 19 19 20 19 19 20
SA Mean 425 425 " 4.08 107.8 106.1 105.3
500 mg/kg S.D. 0.25 0.29 0.20 14 1.7 1.7
n 19 20 20 19 20 20
SA Mean 4.10 4.08 4.17 108.5 106.7 104.8
1000 mg/kg S.D. 0.20 0.26 0.33 1.5 20 22
n 19 20 18 19 20 18
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Table 8  Urinalysis - Summary Male
Test Substance pH
5.0 5.5 60 65 7.0 7.5 8.0 85 >=9.0 5.0 5.5 6.0 6.5 7.0 7.5 8.0 85 >=9.0
Dose Week 13 Week 26
SA :
0 mg/kg n 0 0 0 0 0 1 4 8 2 0 0 0 0 0 0 5 10
SA
250 mg/kg n 0 0 0 0 0 0 1 11 3 0 0 0 0 0 0 5 8
SA .
500 mg/kg n 0 0 0 0 0 0 0 13 2 0 0 0 0 0 0 4 10
SA
1000 mg/kg n 0 0 0 0 0 0 2 12 1 0 0 0 0 0 2 2 11
Test Substance pH
5.0 5.5 6.0 6.5 7.0 7.5 8.0 85 >=90
Dose Week 52
SA : ‘
0 mg/kg . n 0 0 0 0 0 1 7 5 1
SA
250 mg/kg n 0 0 1 0 0 0 7 7 0
SA
500 mg/kg n 0 0 0 0 0 1 8 6 0
SA .
1000 mg/kg n 0 0 0 1 0 1 4 8 1




- 661 -

Male

Urinalysis - Summary

Table 8
Protein

+/- I+

2+

3+

+/- I+

Week 52

2+

Study No. B040030

3+

Test Substance
3+

. +- I+ 7

Week 13

chk 26

0

10

Dose
SA
0 mg/kg " | 0

SA
250 mg/kg "

SA
500 mg/kg "

SA
1000 mg/kg )

3+

R +/-
Week 52

1+

2+ 3+

Glucose

2+

Test Substance

15

Dose
SA
0 mg/kg "

SA
250 mg/kg

SA
500 mg/kg "

SA
1000 mg/kg "

15




- 00S -

Study No. B040030

Table 8 Urinalysis - Summary Male
Test Substance Ketones
- +/- 1+ 2+ 3+ - +/- 1+ 2+ 3+ - +/- 1+ 2+ 3+

Dose Week 13 Week 26 Week 52
SA

0 mg/kg n 1 4 7 3 0 0 4 10 1 0 0 3. 11 0 0
SA

250 mg/kg n 0 6 9 0 0 0 5 10 0 0 0 6 9 0 0
SA

500 mg/kg n 0 3 12 0 0 0 5 10 0 0 0 6 8 1 0
SA

1000 mg/kg n 0 5 9 1 0 1 4 9 1 0 1 8 6 0 0
Test Substance Bilirubin

- 1+ 2+ 3+ - 1+ 2+ 3+ - 1+ 2+ 3+

Dose Week 13 Week 26 Week 52
SA

0 mg/kg n 14 1 0 0 9 6 0 0 8 6 0 0
SA

250 mg/kg n 15 0 0 0 13 2 0 0 13 2 0 0
SA

500 mg/kg n 15 0 0 0 12 3 0 0 10 5 0 0
SA

1000 mg/kg n 15 0 0 0 13 2 0 0 15 0 0 0
Significantly different from control 1 * P<0.05.




- 108 -

Study No. B040030

Table 8  Urinalysis - Summary Male
Test Substance Occult Blood
- 4 1+ 2+ 3+ - - 1+ 2+ 3+ -+ I+ 2+ 34
Dose Week 13 Week 26 Week 52
SA
0 mg/kg 15 0 0 0 0 14 0 0 1 0 10 | 0 2 |
SA
250 mg/kg 15 0 0 0 0 14 0 0 0 1 9 1 4 0 1
SA
500 mg/kg 15 0 0 ] 0 13 0 1 0 1 11 0 i 1 2
SA ,
1000 mg/kg 14 0 1 0 0 15 0 0 0 0 12 0 1 1 ]
Test Substance Urobilinogen
EU/dI
0.1 1.0 20 40 >=8.0 0.1 1.0 20 40 >=8.0 0.1 1.0 20 40 >=80
Dose Week 13 Week 26 Week 52
SA
0 mg/kg 6 9 0 0 0 5 10 0 0 0 7 7 0 0 0
SA
250 mg/kg 8 7 0 0 0 7 8 0 0 0 8 7 0 0 0
SA .
500 mg/kg 6 9 0 0 0 11 4 0 0 0 9 6 0 0 0
SA
1000 mg/kg 9 6 0 0 0 7 8 0 0 0 12 3 0 0 0
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Urinalysis - Summary

Study No. B040030

Table 8 Male
Test Substance Crystal
- 1+ 2+ 3+ - 1+ 2+ 3+ - 1+ 2+ 3+

Dose Week 13 Week 26 Week 52
SA

0 mg/kg 6 7 2 0 