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iz &5 & Bbh 28 mfHnm (R, ~F/negE, ~< 270y MEDKET,
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THREMRIZ, ~~ b7 Uy MEDE TN 1 RO 10 mg/kg HTRD O, HHENREREZE
Wb 0D, ~F 7w e REORMERN, FHRDERKOMMMER, KO HEROEE
My nbOHERTRO b,
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#& % Table 7 & O Appendix 7 127”7

ASAT, LDH, yGT, 7 V7 F ¥ —¥, RV vy, [REBEER, 717 F=rOHM,
AIGHROTZ AT IVORT, al, a2, pZaZ Y oo, miEF ) v ARTH Y 75
DM, MmIFZ o— AL OEKTFHR 10 HDVE 25 mgkg BOBETRD bz, HIIZBWTY,
AR R A BEITHETIIRW B DD, ASAT, LDH, yGT, 7 L7 F=r %7 —¥, Bt
UNEVOEMBEORT VT I O T 10 mgkg B TRO> BT,
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WEE G O M P RERIE TIE, 10 ROV 25 mgkg BICBWTRERTE S D2 —271C
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WMThHol., HOKRER S SOMFHRETHEL D bEFECHo R, Z0B%OHRICHE
TR R DN e o T, BREEFRGRFCIE, MR EIAIER SR L TIERT L,
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7. R
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5 (#723 KefiR5) Lz,
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Table 1
Code Description
BD Before dosing
T10 2-4 hours after dosing
1
(@)
B
oo
1

Clinical Sign - Summary
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Group 1

m ANIMALS ALIVE

ANIMALS NORMAL

m ANIMALS ALIVE

ANIMALS NORMAL

m ANIMALS ALIVE

ANIMALS NORMAL

Death
Abnormal gait
Anemic

m ANIMALS ALIVE

ANIMALS NORMAL

Death

- 0 mg/kg Group 2 - 1 ma/kg

Table 1
1 1 2

BD T10 am
[ 6 6
6 [ 6
6 6 6
6 ) 6
6 [ 6
) 6 [
6 6 6
6 6 6

Group 3 - 10 mg/kg

Clinical Sign - Summary

3 4 5

am am am
6 <] 6
6 é 6
6 6 6
6 6 6
6 6 [
6 6 6
é 6 6
6 -] 6

Group 4 - 25 mg/kg

B131138

[ 7 8 8 9 10 1 12 13 14 15 15 16 17 18
am am BD T10 am am am am am am BD T10 am am am
6 6 6 6 6 6 [ 6 6 ) 6 6 é 6 [
6 6 6 6 6 6 6 6 6 6 [ 6 6 6 6
6 6 6 6 [ é 6 6 6 6 6 6 6 6 &
6 6 [ 6 6 6 6 [ 6 6 6 6 6 6 6
6 6 [2) 6 6 6 6 6 ) 6 6 6 5 5 4
6 6 6 6 6 6 6 6 [ 6 [ 6 5 4
. . . . . . . . . R . . 1 . 1
6 1) 6 6 6 6 6 6 6 6 5 5 4 4 4
6 6 6 6 ] 6 6 6 6 6 5 5 4 4 4

. . . . . . . . . . 1 . 1 . .
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Table 1 ) Clinical Sign - Summary B131138

Day numbers relative to Start Date

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

Group Sex Clinical Sign am am am 8D T10 am am am am am am am pm
1 m ANIMALS ALIVE 6 [ 6 6 6 [ 6 6 6 6 6 6 .
ANIMALS NORMAL : 6 6 6 6 é 6 6 [ é [ 6 6 .
2 m ANIMALS ALIVE 6 6 6 & ) [ [ [ 6 6 6 .
ANIMALS NORMAL 6 ] [ 6 6 6 6 6 6 6 [ 6 .
3 m ANIMALS ALIVE 3 3 3 3 3 3 3 3 3 3 3 3 n
ANIMALS NORMAL 3 3 3 3 3 3 3 3 3 3 2 2 .
Death 1 . . . . . . N . . . . .
. Abnormal gait . . . . . . . . N . 1 1 .
Anemic . . . . . . . . R . . 1 .
4 m ANIMALS ALIVE 4 4 4 4 4 4 4 4 4 4 3 3 .
ANIMALS NORMAL 4 4 4 4 4 4 4 4 4 4 3 3 .
Death . N . - N . . . . . 1 . 1

Group 1 - 0 mg/kg Group 2 - 1 mg/kg Group 3 - 10 mg/kg Group 4 - 25 mg/kg
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Table 1 Clinical Sign - Summary B131138
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  am am am am am am BD T10 am am am am am am BD T1I0 am am am
1 f ANIMALS ALIVE 6 6 6 ) [ () 6 6 6 6 [ 6 6 6 6 6 6

ANIMALS NORMAL 6 6 <] 6 6 6 6 6 6 6 6 6 6 6 6 6 6
2 f ANIMALS ALIVE 6 6 6 6 6 6 6 6 6 6 [ [ 6 6 6 6 6 6

ANIMALS NORMAL [ 6 6 [ é 6 6 6 6 6 6 6 6 6 [ é 6 6 6
3 f ANIMALS ALIVE 6 6 6 6 6 6 é ] 6 6 6 ) 6 6 6 6 6 6 6

ANIMALS NORMAL 6 6 6 6 6 6 [ [ 6 6 6 6 6 6 6 6 [
4 f ANIMALS ALIVE 6 6 ) 6 6 6 6 <] 6 6 6 6 6 5 5 4 3

ANIMALS NORMAL 6 6 6 6 [ 6 6 6 6 [ 6 [ 6 5 4 4 3 3

Death . . " - . . . . . . . . R . 1 . 1 1 . . .

Anemic B . . . . . . . . . . . N N . 1 B . . . .

Group 1 - 0 mg/kg

Group 2 - 1 mg/kg

Group 3 - 10 mg/kg

Group & - 25 mg/kg
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Table 1 Clinical Sign - Summary B131138

Day numbers relative to Start Date

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

Group Sex  Clinical Sign am am am BD T10 am am am am am am am
1 f ANIMALS ALIVE 6 6 6 6 6 6 [ 6 6 [ 6 [
ANIMALS NORMAL 6 [ 6 6 [ 6 [ 6 6 6 6 6
2 f ANIMALS ALIVE 6 6 6 6 6 [ 6 6 6 6 6 6
ANIMALS NORMAL 6 é 6 6 6 6 [ 6 [ <] 6 [}
3 f ANIMALS ALIVE 6 <] 6 [ [} [ [ [ 6 [ [ 6
ANIMALS NORMAL 6 6 6 6 6 6 6 6 6 6 6 6
4 f ANIMALS ALIVE 1 1 1 1 1 o] 8] 0 0 0 8] 0
ANIMALS NORMAL 1 1 1 1 1 g - . . . . .
Death 2 . . . . 1 R . . . . .
Anemic . . . . - . “ . . . . -

............................................................................................................................................... L R L R R A

Group 1 - 0 mg/kg Group 2 - 1 mg/kg Group 3 - 10 mg/kg Group 4 - 25 mg/kg

40



- €59 -

Table 2

Body Weight - Summary

Bodyweight (g)
Sex: Male Day(s) Relative
to Start Date
1 8 15 22 28
0 mg/kg Mean | 344.00 I' | 376.00 I' | 407.27 I' | 43358 I' 43325 I
SD | 13.09 25.70 29.02 3013 39.63
N 6 6 6 6 6
1 mg/kg Mean | 345.30 367.05 395.65 42518 43110
SD| 1417 2753 3292 3223 3342
N 6 6 6 6 6
10 mghkg Mean | 347.85 = | 37172 38393 434.20 413.23
SD| 1415 26.10 42.76 3947 4161
N 6 6 8 3 3
25 mg/kg Mean | 34313 37288 387.92 424.05 400.13
SD| 1336 1233 2513 9.04 2478
N ] 6 5 4 3

Statistical Test: Generalised Anova/Ancova Test Transformation: Automatic

1 [I - Automatic Transformation: Identity]
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Body Weight - Summary B131138

Table 2
Bodyweight (g)
Sex: Female Day(s) Relative
fo Start Date
1 8. 15 22 28
0 mgkg Mean | 237.28 I' | 24997 I' | 257.28 I' | 26710 I' | 27107 1
SD| 1095 1411 1211 14.28 14.55
N 6 6 6 6 6
1 mg/kg Mean | 23160 245.83 254.35 264.43 264.22
SD| 14.90 9.70 8.90 1127 1196
N 6 6 6 6 6
10 mghkg Mean | 237.50 246.30 257.03 266.17 267.27
SD| 1319 18.49 19.38 23.50 16.99
N 6 6 6 6 6
25 mg/kg Mean | 236.03 25267 262.18 287.40n12 -
SD| 1203 18.23 27.08 - -
N 6 6 4 1 -

Statistical Test: Generalised Anova/Ancova Test Transtormation: Automatic

1 {I - Automatic Transformation: identity]

42
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Food Consumption - Summary B131138

Table 3
Food Mean Daily Consumption (g/day)
Sex: Male Day(s) Relative
to Start Date
158 8§—15 1522 | 227
0 mgkg Mean | 27.97 I 2721 1 2813 I 2832 I
SD 1.55 1.57 142 149
N 6 6 6 6
1 mgkg Mean | 27.02 2567 27.30 27.90
SD| 290 212 1.69 2147
N 6 6 6 6
10 mglkg Mean | 26.98 24.08 26.50 2070 d?
SD| 207 3.51 2.55 215
N 6 6 3 3
25 mg/kg Mean | 2803 2458 27.34 20.23dd?
sD 2.26 3.91 233 7.08
N 6 5 4 4

Statistical Test: Generalised Anova/Ancova Test Transformation: Automatic

1 [I - Automatic Transformation: Identity]
3 [dd - Test: Dunnett 2 Sided p < 0.01]
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Food Consumption - Summary B131138

Table 3
Food Mean Daily Consumption (g/day)
Sex: Female Day(s) Relative
to Start Date
1—8 8§—15 15522 | 2527
0 mg/kg Mean | 1983 I’ 2029 1 2116 1 2015 I
SD| 1.16 1.63 1.89 1.84
N 6 ] 6 6
1 mglkg Mean | 19.98 19.67 20.27 18.00
SD 1.54 1.56 1.79 1.80
N 8 6 6 6
10 mg/kg Mean | 19.68 19.94 20.26 19.24
s} 191 1.70 164 1.85
N 6 6 6 6
25 mgkg Mean | 19.21 19.28 2119 n12
sSDi 231 2.82 .
N 6 4 1

Statistical Test: Generalised Anova/Ancova Test Transformation: Automatic

1 [I - Automatic Transformation: Identity]
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Table 4 Ophthalmologic Examination - Summary

L L L

Group Sex
1 m
2 m
3 m
4 m

Day numbers relative to Start Date

Clinical Sign

ANIMALS ALIVE
ANIMALS NORMAL

Corneal opacity
Particulate opacity in lens

ANIMALS ALIVE
ANIMALS NORMAL

Corneal opacity
Particulate opacity in lens
Focal opacity in lens

ANIMALS ALIVE
ANIMALS NORMAL

ANIMALS ALIVE
ANIMALS NORMAL

Corneal opacity
Particulate opacity in lens
Persistent hyaloid artery

Group 1 - 0 mg/kg Group 2 - 1 mag/kg Group 3 - 10 mg/kg Group 4 - 25 mg/kg
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Table 4

Ophthalmologic Examination - Summary

Day numbers relative to Start Date

Clinical Sign

Group Sex
1 f
2 f
3 f
4 f

ANIMALS ALIVE
ANIMALS NORMAL

Particulate opacity in Llens

ANIMALS ALIVE
ANIMALS NORMAL

Focal opacity in lens

ANIMALS ALIVE
ANIMALS NORMAL

Corneal opacity
Focal opacity in Llens

ANIMALS ALIVE
ANIMALS NORMAL

Particulate opacity in lens

Group 4 - 25 mg/kg
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Table 5-1 Urinalysis - Summary B131138
Day: 27 Relative to Start Date
Sex: Male pH Protein
Sampled 5.0 55 6.0 6.5 7.0 75 8.0 85 >=0.0 +-
0 mg/kg N+ve . 0 0 - 0 0 0 0 1 5 0 3
Total 8 . . . . . . . . . .
1 mg/kg N+ve . 0 0 0 0 0 0 0 6 0 6
Total 6 . . . . . . . . . .
10 mg/kg N+ve . 0 0 0 0 0 0 0 3 0 1
Total 3 . . . . . . . . . .
25 mg/kg N+ve . 0 0 0 0 0 0 2 2 0 3
Total 4
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Table 5-1 Urinalysis - Summary B131138
Day: 27 Relative to Start Date
Sex: Male Protein Glucose Kefone
1+ 2+ 3+ I+ 2+ 3+ 4+ - +- 1+ 2+
0 mg/kg N+ve 0 0 0 0 0 0 0 0 2 4 0
Total . . . . . . . . . . .
1 mgkg N+ve 0 0 0 0 0 0 0 0 1 5 0
Total . . . . . . . . . . .
10 mg/kg N+ve 1 0 0 0 0 0 0 1 0 2 0
Total . . . . . . . . . . .
25 mg/kg N+ve 0 0 0 0 0 0 0 0 3 1 0
Total
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Table 5-1 Urinalysis - Summary B131138
Day: 27 Relative to Start Date
Sex: Male Ketone Bilirubin Occult Blood Crystal
3+ 1+ 2+ 3+ - +- 1+ 2+ 3+ 1+
0 mg/kg N+ve 0 0 0 0 4 2 0 0 0 2
Total . . . . . . . . . .
1 mgkg N-+ve 0 0 0 0 5 0 1 0 0 3
Total . . . . . . . . . .
10 mgkg N+ve | 0 0 0 0 3 0 0 0 0 1
Total . . . . . . . . . .
25 mgkg _ N+e 0 1 0 0 3 0 0 0 1 1
Total
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Table 5-1 Urinalysis - Summary B131138
Day: 27 Relative to Start Date
Sex: Male Crystal Red Blood Cell White Blood Cell Epithelial Cell
2+ 3+ - 1+ 2+ 3+ 1+ 2+ 3+ - 1+
0 mgkg N+ve 0 0 5 1 0 0 1 0 0 3 3
Total . . . . . . . .
1 mgkg N+ve 0 0 5 1 0 0 3 0 0 4 2
Total . . . . . . . .
10 mgkg N+ve 0 0 3 0 0 [t} 0 0 0 1 2
Total . . . . . . . .
25 mgkg N+ve 0 0 3 0 1 0 0 1 0 1 3
Total
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