Table 1 Clinical $ign - Summary ' B130235

Day numbers relative to Start Date

19 20 21 22 22 23 24 25 26 27 28 29

Group Sex Clinjcal Sign Day Day Day BD T10 Day Day Day Day Day Day Day
1 m ANIMALS ALIVE 2 2 2 2 2 2 2 2 2 2 2 2
ANIMALS NORMAL 2 2 2 2 2 2 2 2 2 2 2 2
2 m ANIMALS ALIVE 2 2 2 2 2 2 2 2 2 2 2 2
ANIMALS NORMAL 2 2 2 2 2 2 2 2 2 2 2 2
3 m ANIMALS ALIVE 2 2 2 2 2 2 2 2 2 2 2 2
ANIMALS NORMAL 1 1 1 1 1 1 1 1 1 1 1 1
Erythema 1 1 1 1 1 1 1 1 1 1 1 1
Swelling 1 1 1 1 1 1 1 1 1 1 1 1
4 m ANIMALS ALIVE 2 2 2 2 2 2 2 2 2 2 2 2
) ANIMALS NORMAL 1 1 1 1 0 1 1 1 1 1 2 2
Swelling 1 1 1 1 1 1 1 1 1 1 . .
Hematuria . . . . 1 . . . . . . .
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Group 1 - 0 mg/kg Group 2 - 1 mg/kg Group 3 - 10 mg/kg Group & - 30 mg/kg
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Table 1 Clinical Sign - Summary B130235
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Day numbers relative to Start Date

1 1 2 3 4 5 6 7 8 8 9 10 11 12 13 14 15 15 16 17 18
Group Sex Clinical Sign BD T10 Day Day Day bay Day Day BD T10 Day Day Day Day Day Day BD T10 Day Day Day
1 f ANIMALS ALIVE 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
ANIMALS NORMAL 2 2 1 1 1 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2

Menses . . 1 1 1 . . . . . . . . - . . . . N R .
2 f ANIMALS ALIVE 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
ANIMALS NORMAL 2 2 2 2 2 2 2 2 2 2 2 1 1 1 2 2 2 2 2 2 2

Menses - . . . . . . . . . . 1 1 1 . . . . M . .
3 f ANIMALS ALIVE 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
ANIMALS NORMAL 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2

Menses . . - . - . - - . . . . . - - . . - - - .
4 f ANIMALS ALIVE 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
ANIMALS NORMAL 2 1 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 1 2 2 2

Menses . - . - N . B . N - - - . N . . . . . . .

Hematuria . 1 . . . . . . . . . . . . . . . 1 . . .

Group 1 - 0 mg/kg Group 2 - 1 mg/kg Group 3 - 10 mg/kg Group 4 - 30 mg/kg
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Table 1

Clinical Sign - Summary

B130235

Group 1 - 0 mg/kg

1 f ANIMALS
ANIMALS

Menses

2 f ANIMALS
ANIMALS

Menses

3 f ANIMALS
ANIMALS

Menses

4 f ANIMALS
ANIMALS

Menses

ALIVE
NORMAL

ALIVE
NORMAL

ALIVE
NORMAL

ALIVE
NORMAL

Hematuria

Group 2 - 1 mg/kg Group 3 - 10 mg/kg

Day numbers relative to Start Date

19 20

Day Day
2 2
2 2
2 2
2 2
2 2
2 2
2 2
2 2

Group 4 - 30 mg/kg

21

Day
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[AVIEY]

-T10

NN

24 25 26 27 28 29
Day Day Day Day Day Day

2 2 2 2 2 2
2 2 2 2 2 2
2 2 2 2 2 2
2 2 2 2 2 2
2 2 2 2 2 2
2 2 2 2 1 1
. - . . 1 1
2 2 2 2 2 2
1 2 2 2 2 2
1 - - - . .
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Body Weight - Summary

Table 2
Bodyweight (kg)
Sex: Male Day(s) Relative
fo Start Date
1 8 15 22 28
0 mg/kg Mean | 5.05 5.05 5.05 5.10 5.00
N 2 2 2 2 2
1 mg/kg Mean | 525 525 530 535 530
N 2 2 2 2 2
10 mg/kg Mean | 5.10 5.15 5.15 5.05 495
N 2 2 2 2 2
30 mg/kg Mean 5.35 5.35 545 5.35 5.30
N 2 2 2 2 2
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Body Weight - Summary

Table 2
Bodyweight (kg)
Sex: Female Day(s) Relative
to Start Date
1 8 15 22 28
0 mg/kg Mean | 3.95 3.95 3.90 395 3.90
N 2 2 2 2 2
1 mgkg Mean | 4.25 430 435 440 425
N 2 2 2 2 2
10 mglkg Mean | 4.05 4.00 4.05 4.10 4.10
N 2 2 2 2 2
30 mg/kg Mean | 3.80 3.85 3.90 385 375
N 2 2 2 2 2
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Table 3-1 Food Consumption - Summary B130235
Food Consumption(g) :Feed 100g
Sex: Male Day(s) Relative
to Start Date
-13 -12 -11 -10 9 -8 7 6 5 4 3 -2 -1
0 mgrkg Mean | 100.0 62.6 1000 100.0 100.0 100.0 100.0 100.0 100.0 100.0 100.0 100.0 100.0
N 2 2 2 2 2 2 2 2 2 2 2 2 2
1 mglkg Mean | 100.0 100.0 100.0 100.0 100.0 100.0 100.0 100.0 100.0 100.0 100.0 100.0 100.0
N 2 2 2 2 2 2 2 2 2 2 2 2 2
10 mg/kg Mean | 100.0 100.0 100.0 100.0 100.0 100.0 100.0 100.0 100.0 100.0 100.0 100.0 100.0
N 2 2 2 2 2 2 2 2 2 2 2 2 2
30 mgkg Mean | 100.0 100.0 100.0 100.0 100.0 100.0 100.0 100.0 813 100.0 100.0 100.0 100.0
N 2 2 2 2 2 2 2 2 2 2 2 2 2
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Food Consumption(g) :Feed 100g

Sex: Male Day(s)
Relative
ioﬁtagtuaia

0 mg'kg Mean | 1000

N 2
1 mgkg Mean | 1000

N 2
10 mg/kg Mean | 1000

N 2
30 mg/kg Mean | 100.0

N 2

Table 3-1

Food Consumption - Summary

44

B130235



- 106 -

Table 3-1 Food Consumption - Summary B130235
Food Consumption(g) :Feed 100g
Sex: Female Day(s) Relative
fo Start Date
-13 -12 -1 -10 9 -8 -7 -6 -5 4 -3 -2 -1
0 mg/kg Mean | 745 754 915 88.1 100.0 95.8 97.5 762 80.5 94.1 100.0 100.0 100.0
N 2 2 2 2 2 2 2 2 2 2 2 2 2
1 mgkg Mean 94.9 55.8 89.8 89.8 70.3 703 100.0 711 915 95.8 100.0 100.0 100.0
N 2 2 2 2 2 2 2 2 2 2 2 2 2
10 mgkg Mean | 1000 100.0 1000 100.0 100.0 100.0 100.0 100.0 100.0 100.0 100.0 100.0 100.0
N 2 2 2 2 2 2 2 2 2 2 2 2 2
30 mg/kg Mean | 796 15.9 839 89.8 1000 96.6 89.8 363 830 93.2 94.9 100.0 100.0
N 2 2 2 2 2 2 2 2 2 2 2 2 2
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Food Consumption(g) :Feed 100g

Sex: Female Day(s)
Relative
io_Sta%iData

0 mg/kg Mean | 958

N 2
1 mg/kg Mean | 100.0

N 2
10 mglkg Mean | 100.0

N 2
30 mg/kg Mean 94.9

N 2

Table 3-1

Food Consumption - Summary
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Table 3-2 Food Consumption - Summary B130235
Food Consumption (g/day)
Sex: Male Day(s) Relative
to Start Date
12 23 3—4 45 56 6—~7 7—38 89 910 10—11 11—12 12—13 | 1314

0 mglkg Mean | 1000 100.0 100.0 100.0 100.0 100.0 100.0 100.0 100.0 100.0 100.0 100.0 100.0

N 2 2 2 2 2 2 2 2 2 2 2 2 2
1 mg/kg Mean | 100.0 100.0 100.0 100.0 100.0 100.0 100.0 100.0 100.0 100.0 100.0 100.0 100.0

N 2 2 2 2 2 2 2 2 2 2 2 2 2
10 mg/kg Mean | 100.0 100.0 100.0 100.0 100.0 100.0 100.0 100.0 100.0 100.0 100.0 100.0 100.0

N 2 2 2 2 2 2 2 2 2 2 2 2 2
30 mglkg Mean | 873 100.0 100.0 100.0 100.0 100.0 100.0 100.0 100.0 100.0 100.0 100.0 100.0

N 2 2 2 2 2 2 2 2 2 2 2 2 2
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Table 3-2 Food Consumption - Summary B130235
Food Consumption (g/day)
Sex: Male Day(s) Relative
to Start Date
14—-15 | 15—16 | 16—17 | 17—18 | 18—19 | 19520 | 2021 | 21—22 | 22—23 | 23—24 | 2425 | 2526 | 26—27

0 mgkg Mean | 100.0 100.0 100.0 100.0 100.0 100.0 100.0 100.0 100.0 100.0 100.0 100.0 100.0

N 2 2 2 2 2 2 2 2 2 2 2 2 2
1 mgkg Mean | 100.0 100.0 100.0 1000 | 1000 100.0 100.0 100.0 100.0 100.0 100.0 100.0 100.0

N 2 2 2 2 2 2 2 2 2 2 2 2 2
10 mg/kg Mean | 100.0 100.0 100.0 94.9 100.0 100.0 100.0 100.0 100.0 100.0 100.0 100.0 97.5

N 2 2 2 2 2 2 2 2 2 2 2 2 2
30 mgkg Mean | 100.0 100.0 100.0 100.0 100.0 100.0 100.0 100.0 100.0 100.0 100.0 100.0 100.0

N 2 2 2 2 2 2 2 2 2 2 2 2 2
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Food Consumption (g/day)

Table 3-2

Sex: Male Day(s) Relative
to Start Date
27—28 | 28—29
0 mg/kg Mean | 100.0 100.0
N 2 2
1 mglkg Mean | 1000 100.0
N 2 2
10 mg/kg Mean | 100.0 100.0
N 2 2
30 mg/kg Mean | 100.0 100.0
N 2 2

Food Consumption - Summary
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Table 3-2 Food Consumption - Summary B130235
Food Consumption (g/day)
Sex: Female Day(s) Relative
to Start Date
1-2 2—3 3-4 45 586 67 7—38 8§—9 9—10 10—1 11—12 1213 13— 14

0 mg/kg Mean 83.0 100.0 100.0 100.0 100.0 100.0 100.0 100.0 100.0 100.0 100.0 100.0 100.0

N 2 2 2 2 2 2 2 2 2 2 2 2 2
1 mgkg Mean | 100.0 100.0 100.0 100.0 100.0 100.0 100.0 100.0 100.0 100.0 100.0 100.0 100.0

N 2 2 2 2 2 2 2 2 2 2 2 2 2
10 mg/kg Mean | 100.0 100.0 100.0 100.0 100.0 100.0 100.0 100.0 100.0 100.0 100.0 100.0 100.0

N 2 2 2 2 2 2 2 2 2 2 2 2 2
30 mg/kg Mean 40.5 737 55.8 68.6 87.3 89.8 915 745 100.0 87.3 100.0 95.8 949

N 2 2 2 2 2 2 2 2 2 2 2 2 2
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Table 3-2 Food Consumption - Summary B130235
Food Consumption (g/day)
Sex: Female Day(s) Relative
fo Start Date
14—-15 | 1516 | 16—17 | 17—18 | 1819 | 1820 | 20—21 | 2122 | 2—23 | 2324 | 24525 | 526 | 26—27

0 mg/kg Mean | 100.0 100.0 100.0 100.0 100.0 100.0 100.0 100.0 96.6 100.0 95.8 100.0 100.0

N 2 2 2 2 2 2 2 2 2 2 2 2 2
1 mg/kg Mean | 100.0 100.0 100.0 100.0 100.0 100.0 100.0 100.0 100.0 100.0 90.7 100.0 100.0

N 2 2 2 2 2 2 2 2 2 2 2 2 2
10 mg/kg Mean | 100.0 100.0 100.0 100.0 100.0 100.0 100.0 100.0 100.0 100.0 100.0 100.0 100.0

N 2 2 2 2 2 2 2 2 2 2 2 2 2
30 mgkg Mean | 100.0 47.3 694 63.5 88.1 90.7 86.4 100.0 380 84.7 69.4 86.4 924

N 2 2 2 2 2 2 2 2 2 2 2 2 2
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Table 3-2

Food Consumption (g/day)
Sex: Female Day(s) Relative
to Start Date
27—28 | 28—29

0 mgkg Mean | 100.0 94.9
N 2 2

1 mgkkg Mean | 1000 100.0
N 2 2

10 mg/kg Mean | 1000 100.0
N 2 2

30 mglkg Mean 65.2 728
N 2 2

Food Consumption - Summary
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Table 4 Electrocardiography - Summary B130235
Day(s) Relative to Start Date
Sex: Male Electrocardiography
Heart Rate | HeartRate RR RR PR PR QRS QRS Qr QT QTe QTe
(Beat/min) | (Beat/min) (ms) (ms) {ms) (ms) (ms) {ms) (ms) (ms)
-9 28 -9 28 -9 28 9 28 9 28 -9 28 .
0 mgkg Mean | 240.0 2236 250.0 268.5 775 790 315 325 1595 170.5 319.0 3292
N 2 2 2 2 2 2 2 2 2 2 2 2
1 mgkg Mean | 224.0 2118 268.0 2835 76.5 825 280 26,5 168.0 1725 3245 3241
N 2 2 2 2 2 2 2 2 2 2 2 2
10 mg/kg Mean | 1839 2102 3300 2855 88.0 785 245 265 189.0 180.5 3289 337.8
N 2 2 2 2 2 2 2 2 2 2 2 2
30 mg'kg Mean | 237.8 2214 2535 2720 69.0 730 300 275 1620 1705 3223 3274
N 2 2 2 2 2 2 2 2 2 2 2 2
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Table 4 Electrocardiography - Summary B130235
Day(s) Relative to Start Date
Sex: Female Electrocardiography
Heart Rate | Heart Rate RR RR PR PR QRS QRS QT QT QTc QTe
(Beat/min) | (Beat/min) (ms) (ms) (ms) (ms) (ms) (ms) (ms) {ms)
9 28 9 28 -9 28 9 28 -9 28 3 28
0 mgkg Mean | 2330 2524 2575 238.0 765 74.0 345 295 167.5 157.0 3301 3214
N 2 2 2 2 2 2 2 2 2 2 2 2
1 mgkg Mean | 186.0 216.9 3255 277.0 87.0 740 270 280 1835 1720 3217 326.3
N 2 2 2 2 2 2 2 2 2 2 2 2
10 mg/kg Mean | 2253 2315 266.5 260.0 84.0 775 310 33.0 1615 163.5 3128 320.3
N 2 2 2 2 2 2 2 2 2 2 2 2
30 mg'kg Mean | 2163 2321 2820 259.0 94.0 80.0 270 28.0 169.0 163.0 3183 3199
N 2 2 2 2 2 2 2 2 2 2 2 2
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Table 5 Ophthalmologic Examination - Summary B130235

Day numbers relative to Start Date

-6 29

Group Sex Clinical Sign
1 m ANIMALS ALIVE 2 2
ANIMALS NORMAL 2 2
2 m ANIMALS ALIVE 2 2
ANIMALS NORMAL 1 1
Particulate opacity in lens 1 1
3 m ANIMALS ALIVE 2 2
ANIMALS NORMAL 0 Q
Particulate opacity in lens 2 2
4 m ANIMALS ALIVE 2 2
ANIMALS NORMAL 0 0
Particulate opacity in lens 2 2
Hypopigmented spot 1 1

Group 1 - 0 mg/kg Group 2 - 1 mg/kg Group 3 - 10 mg/kg Group 4 - 30 mg/kg
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Table 5 Ophthalmologic Examination - Summary . B130235

Day numbers relative to Start Date

-Cl6-

-6 29

Group Sex Clinical Sign
1 f ANIMALS ALIVE 2 2
ANIMALS NORMAL 1 1
Particulate opacity in lens 1 1
2 f ANIMALS ALIVE 2 2
ANIMALS NORMAL o] 0
Particulate opacity in lens 2 2
3 f ANIMALS ALIVE 2 2
ANIMALS NORMAL 2 2
4 f ANIMALS ALIVE 2 2
ANIMALS NORMAL 1 1
Corneal opacity 1 1

Group 1 - 0 mg/kg Group 2 -~ 1 mg/kg Group 3 -« 10 mg/kg Group 4 - 30 mg/kg
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Table 6-1 Urinalysis - Summary B130235
Day: -13 Relative to Start Date
Sex: Male pH Protein
' Sampled 50 55 6.0 65 7.0 75 8.0 85 >=9.0 +- 1+
0 mgkg N-+ve . 0 0 0 0 1 0 0 1 0 0 0
Total 2 . . . . . . . . . . .
1 mgkg N-+ve . 0 0 0 0 0 0 0 2 0 0 [
Total 2 . . . . . . . . . . .
10 mgkg N+ve . 0 0 0 0 0 0 1 1 0 0 0
Total 2 . . . . . . . . . . .
30 mg/kg N+ve . 0 0 0 0 0 0 1 1 0 0 0
Total 2
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