Table 1 Clinical Sign - Summary " B120717
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14 15
a.m. a.m.
Group Sex Clinical Sign

1 m ANIMALS ALIVE 3 3
ANIMALS NORMAL 3 3

2 m ANIMALS ALIVE 3 3
ANIMALS NORMAL 3 3

Vomitus (Dosing solution) . N

Loose stool . .

3 m ANIMALS ALIVE 3 3
ANIMALS NORMAL 3 3

Vomitus (Food) . .

Vomitus (Dosing solution) . .

Diarrhea . .

Watery diarrhea . .

4 m ANIMALS ALIVE 3 3
ANIMALS NORMAL 3 3

Vomitus (Food) B .

Vomitus (DPosing solution) . .

Diarrhea ) . .
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Table 1 Clinjcal Sign - Summary B120717
Day numbers relative to Start Date
-6 -5 -4 -3 -2 -1 1 1 1 1 1 1
a.m. a.m. a.m. a.m. a.m. a.m. Before Time 10 Time 20 Time 30 Time 40 Time 50
Group Sex Clinical Sign dosing
1 f ANIMALS ALIVE 3 3 3 3 3 3 3 3 3 3 3 3
ANIMALS NORMAL 2 3 3 3 3 3 3 3 3 3 3 3
Menses 1 R . . . . R . o . . .
Loose stool . - . . . « N - o . . .
2 f ANIMALS ALIVE 3 3 3 3 3 3 3 3 3 3 3 3
ANIMALS NORMAL 3 3 2 2 2 3 3 3 3 2 1 2
' Vomitus (Dosing solution) N . B . . N N R - 1 2 .
ﬁ Menses o . 1 1 1 B a N N . . B
?”' Loose stool B R . . . . - . N . .
Diarrhea . . . . . . . . . . . .
Watery diarrhea . . R . . B . B N . . 1
3 f ANIMALS ALIVE 3 3 3 3 3 3 3 3 3 3 3
ANIMALS NORMAL 3 3 2 2 1 2 2 3 3 2 1 1
Vomitus (Food) B . . . . B N . . N . 2
Vomitus (Dosing solution) o R . N . R N R R 1 2 .
Menses N . 1 1 1 1 1 R . N . .
Loose stool . . . . 1 . . . . R . .
Diarrhea . . . . . B . o . . . 2
4 f ANIMALS ALIVE 3 3 3 3 3 3 3 3 3 3 3
ANIMALS NORMAL 3 3 3 3 3 3 3 3 3 3 3 1
Vomitus (Food) . . . . R . . . . R . 2
Vomitus (Frothy material) . . . . . . . . o . . 1
Loose stool . N . . . . . . . . . .
Diarrhea . . R . . . . . . . . 1
No-stool . . R . . . . . . . . .
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Table 1 Clinical Sign - Summary B120717

_é;L-

2 3 4 5 6 7 8 9 10 11 12 13
a.m. a.m. a.m. a.m. a.m. a.m. a.m. a.m. a.m. a.m. a.m. a.m.
Group Sex Clinical Sign
1 f ANIMALS ALIVE 3 3 3 3 3 3 3 3 3 3 3 3
ANIMALS NORMAL 3 3 3 3 3 3 1 3 3 3 3 3
Menses N . . . . . 1 N . . . .
Loose stool . . . . . . 1 . . . . .
2 f ANIMALS ALIVE 3 3 3 3 3 3 3 3 3 3 3 3
ANIMALS NORMAL 1 1 2 2 3 3 3 3 3 2 3 3
Vomitus (Dosing solution) . . . . . . . . . . . .
Menses . . 1 1 . . . . . . . .
Loose stool . 2 . . . . . . . 1 . .
Diarrhea 2 . . . . . . . . . . .
Watery diarrhea N . . . . B . . . . . .
3 f ANIMALS ALIVE 3 3 3 3 3 3 3 3 3 3 3 3
ANIMALS NORMAL 1 0 0 2 2 3 3 2 2 2 3 3
Vomitus (Food) 1 . . . . . . . . . . .
Vomitus (Dosing solution) . . . . . . - . . . . .
Menses . . - . - . . - . . - -
Loose stool N R . . . B . . . 1 . .
Diarrhea 2 3 3 1 1 . “ 1 1 1 . .
4 f ANIMALS ALIVE 3 3 3 3 3 3 3 3 3 3 3 3
ANIMALS NORMAL 1 1 2 2 2 2 2 2 2 2 2 2
Vomitus (Food) B B . . - . . - . . . .
Vomitus (Frothy material) . . . . . N R . . . .
Loose stool . . . . . 1 1 . . . . .
Diarrhea 2 2 1 1 1 . - . . . . .
No-stool . . . . . . . 1 "1 1 1 1



Table 1 Clinical Sign - Summary B120717

- BEL -

14 15

a.m. a.m.

Group Sex Clinical Sign

1 f ANIMALS ALIVE 3 3
ANIMALS NORMAL 3 3

Menses B » N

Loose stool . .
2 f ANIMALS ALIVE 3 3
ANIMALS NORMAL 3 3

Vomitus (Dosing solution) . .

Menses . -

Loose stool . .

Diarrhea . .

Watery diarrhea B .
3 f ANIMALS ALIVE 3 3
ANIMALS NORMAL 3 3

Vomitus (Food) . .

Vomitus (Dosing solution) “ .

Menses . o

Loose stool . u

Diarrhea . N
4 f ANIMALS ALIVE 3 3
ANIMALS NORMAL 2 2

Vomitus (Food) . N

Vomitus (Frothy material) . .

Loose stool . .

Diarrhea . .

No-stool 1 1
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Table 2 Body Weight - Summary
Bodyweight (kg)
Sex: Male Day(s) Relative
to Start Date
K] -2 1 2 4 8 1 15
0 mglkg Mean | 340 I 347 11 343 1 347 v 347 1 383 I 370 1 330
SD| o0.10 0.06 0.15 0.12 0.12 0.06 0.10 0.06
N 3 3 3 3 3 3 3 3
250 mgkg Mean | 340 347 3.40 343 3.40 347 357 357
SD} 047 0.15 0.17 0.15 0.26 0.29 0.29 0.21
N 3 3 3 3 3 3 3 3
500 mg/kg Mean | 340 3.50 343 3.40 3.40 3.60 3.60 3.67
sD| 010 0.10 0.21 0.20 0.17 017 0.17 0.15
N 3 3 3 3 3 3 3 3
1000 mg/kg Mean | 330 3.47 343 3.30 3.23 3.40 343 3.50
sD| 047 0.12 0.15 0.10 0.21 0.26 0.21 0.17
N 3 3 3 3 3 3 3 3

Statistical Test: Generalised Anova/Ancova Test Transformation: Automatic

1[I - Automatic Transformation: ldentity]

B120717
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Table 2 Body Weight - Summary
Bodyweight (kg)
Sex: Female Day(s) Relative
to Start Date
£ -2 1 2 4 8 11 15
0 mg/kg Mean 267 1 273 1 267 D 273 1 273 1 277 1 283 1 280 I
SD| 012 0.15 0.12 0.15 0.15 0.12 0.15 0.10
N 3 3 3 3 3 3 3 3
250 mg/kg Mean | 267 2.70 2.67 263 267 2.70 273 277
SD 0.12 0.10 0.12 0.15 0.12 0.00 0.06 0.06
N 3 3 3 3 3 -3 3 3
500 mg/kg Mean | 270 273 2,63 2.57 247 263 267 273
Sb| 010 0.15 0.15 0.12 0.12 0.25 0.21 0.15
N 3 3 3 3 3 3 3 3
1000 mgkg Mean | 263 2.70 257 2.53 253 253 2.50 243
SD| 006 0.10 0.12 0.15 0.21 0.31 0.44 047
N 3 3 3 3 3 3 3 3

Statistical Test: Generalised Anova/Ancova Test Transformation: Automatic

1[I - Automatic Transformation: identity]

B120717
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Table 3 Food Consumption - Summary B120717
Food Consumption(g) :Feed 100g
Sex: Male Day(s) Relative
to Start Date
5 -4 -3 2 -1 1 2 3 4 5 6 7 8
0 mgkg Mean| 100.0 I' | 1000 Rz | 1000 Rz | 1000 Rz | 1000 Rz| 946 I 956 I' | 1000 I' | 1000 I 984 I | 1000 1" | 1000 I' | 1000 R?
sb 0.0 0.0 0.0 0.0 0.0 6.8 7.5 0.0 0.0 2.8 0.0 0.0 0.0
N 3 3 3 3 3 3 3 3 3 3 3 3 3
250 mg/kg Mean 90.7 1000 n3 | 1000 n3| 1000 n3| 1000 n3 75.5 100.0 100.0 100.0 100.0 100.0 100.0 1000 n3
SD 16.0 0.0 0.0 0.0 0.0 212 0.0 0.0 0.0 0.0 0.0 0.0 0.0
N 3 3 3 3 3 3 3 3 3 3 3 3 3
500 mg/kg Mean| 95.1 1000 n3 | 1000 n3 | 1000 n3 | 1000 n3| 869 56.4 71 100.0 100.0 100.0 100.0 1000 n3
sb 85 0.0 0.0 0.0 0.0 226 47.8 26.6 0.0 0.0 0.0 0.0 0.0
N 3 3 3 3 3 3 3 3 3 3 3 3 3
1000 mg/kg Mean | 100.0 1000 n® | 1000 n3 | 1000 n3 | 1000 n? 978 793 64.6 76.0 85.3 94.0 97.5 1000 n3
SD 0.0 0.0 0.0 0.0 0.0 38 18.0 531 415 255 104 43 0.0
N 3 3 3 3 3 3 3 3 3 3 3 3 3

Statistical Test: Generalised Anova/Ancova Test Transformation; Automatic

1[I - Automatic Transformation: Identity]

3 [n - Data not appropriate for statistical analysis]

2 [R - Automatic Transformation: Rank]




Table 3 Food Consumption - Summary B120717
Food Consumption(g) :Feed 100g '
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Sex: Male Day(s) Relative
: to Start Date
9 10 11 12 13 14 15
0 mgkg Mean { 1000 R'| 1000 R'| 1000 R'| 1000 R'| 970 Iz | 1000 R'| 995 I
SD 0.0 0.0 0.0 0.0 5.2 0.0 0.9
N 3 3 3 3 3 3 3
250 mg/kg Mean | 1000 n®*| 1000 n3| 1000 n®| 1000 n®| 1000 1000 n3 | 1000
SD 0.0 0.0 0.0 00 0.0 0.0 0.0
N 3 3 3 3 3 3 3
500 mg/kg Mean | 1000 n®*| 1000 n3 | 1000 n®| 1000 n® | 1000 1000 n® | 1000
SD 0.0 0.0 0.0 0.0 0.0 0.0 0.0
N 3 3 3 3 3 3 3
1000 mg/kg Mean | 1000 n3 | 1000 n3 | 1000 n®*| 1000 n® | 1000 100.0 n3 | 1000
SD 0.0 0.0 0.0 0.0 0.0 0.0 0.0
N 3 3 3 3 3 3 3

Statistical Test Generalised AnovalAncova Test Transformation: Automatic

1 [R - Automatic Transformation: Rank] / 2 [1 - Automatic Transformation: ldentity]
3 [n - Data not appropriate for statistical analysis]



Table 3 Food Consumption - Summary B120717
Food Consumption(g) :Feed 100g
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Sex: Female Day(s) Relative
to Start Date
-5 4 -3 -2 -1 1 2 3 4 5 68 7 8
0 mgkg Mean | 1000 © | 1000 I' | 1000 I' | 1000 I' | 1000 ¥ 755 1 | 1000 1" | 1000 1" | 1000 P 97.8 It 945 11 940 1 965 R2
SD 0.0 0.0 0.0 0.0 0.0 237 0.0 0.0 0.0 19 9.6 5.4 38
N 3 3 3 3 3 3 3 3 3 3 3 3 3
250 mg/kg Mean | 1000 1000 | 1000 100.0 100.0 95.6 80.9 100.0 100.0 100.0 100.0 100.0 100.0
SD 0.0 0.0 0.0 0.0 0.0 441 289 0.0 0.0 0.0 0.0 0.0 0.0
N 3 3 3 3 3 3 3 3 3 3 3 3 3
500 mg/kg Mean| 728 82.6 97.8 100.0 97.0 64.6 227 d*| 144dd* | 450 815 88.5 90.0 96.5
SD| 472 302 38 0.0 52 264 213 232 437 321 20.0 174 6.1
N 3 3 3 3 3 3 3 3 3 3 3 3 3
1000 mglkg Mean | 864 918 100.0 97.8 94,6 542 454 47 d* | 667 700 729 724 704
SD| 195 14.2 0.0 38 9.4 59 4638 329 51.7 519 470 478 513
N 3 3 3 3 3 3 3 3 3 3 3 3 3

Statistical Test: Generalised Anova/Ancova Test Transformation: Automatic

1[I - Automatic Transformation: Identity] 2 [R - Automatic Transformation: Rank]
3 [d - Test: Dunnett 2 Sided p < 0.05] 4 [dd - Test: Dunnett 2 Sided p < 0.01]
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Table 3 Food Consumption - Summary
Food Consumption(g) :Feed 100g
Sex: Female Day(s) Relative
to Start Date
9 10 1 12 13 14 15
0 mglkg Mean| 950 I | 1000 ©* | 1000 I’ 975 1 875 1" 970 1 9.0 I'
SD 8.7 0.0 0.0 43 109 5.2 7.0
. N 3 3 3 3 3 3 3
250 mg/kg Mean | 1000 100.0 100.0 100.0 920 100.0 1000
SD 0.0 0.0 0.0 0.0 139 0.0 0.0
N 3 3 3 3 3 3 3
500 mg/kg Mean| 975 97.5 100.0 100.0 100.0 100.0 100.0
SD 43 43 0.0 0.0 0.0 0.0 0.0
N 3 3 3 3 3 3 3
1000 mglkg Mean | 724 759 749 704 704 69.9 66.7
SD| 478 417 435 513 513 522 57.7
N 3 3 3 3 3 3 3

Statistical Test: Generalised Anova/Ancova Test Transformation: Automatic

1 [I - Automatic Transformation: identity]

B120717
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Table4 Plasma Concentrations and Toxicokinetic Parameters Study No. B120717

<Male> ‘
Dose Animal Plasma concentration of P092 (ng/mL) Crnax Tax AUCq_120n
(mg/kg) No. l1h 2h 4h 8h 24h 72h 120 h (ng/mL) (h) (ng-h/mL)
10101 BLQ BLQ BLQ BLQ BLQ BLQ BLQ -- - -
10102 BLQ BLQ BLQ BLQ BLQ BLQ BLQ - . -
0 10103 BLQ BLQ BLQ BLQ BLQ BLQ BLQ - - -
Mean BLQ BLQ BLQ BLQ BLQ BLQ BLQ - - -
SD NC NC NC NC NC NC NC -- - -
10201 5.91 7.29 14.8 12.0 BLQ BLQ BLQ 14.8 4 181
10202 7.34 10.9 16.7 13.1 7.86 5.84 BLQ 16.7 4 737
250 10203 BLQ 8.18 10.0 5.57 BLQ BLOQ BLQ 10.0 4 98.0
Mean BLQ 8.79 13.8 10.2 BLQ BLQ BLQ 13.8 4.0 339
SD NC 1.88 3.5 4.1 NC NC NC 3.5 0.0 347
10301 6.56 16.0 27.6 17.1 139 16.2 8.18 27.6 4 1700
10302 14.7 152 21.2 16.3 9.23 7.46 5.79 21.2 4 1060
500 10303 5.45 11.5 19.9 204 11.9 11.7 8.80 20.4 8 1440
Mean 8.90 142 22.9 17.9 11.7 11.8 7.59 23.1 53 1400
SD 5.05 24 4.1 2.2 2.3 4.4 1.59 3.9 2.3 322
10401 5.44 9.19 15.8 17.1 19.7 17.5 12.0 19.7 24 2000
10402 26.1 339 61.3 412 107 73.3 334 107 24 8420
1000 10403 20.3 26.7 18.7 11.1 7.29 7.54 5.57 26.7 2 956
Mean 17.3 233 31.9 23.1 44.7 328 17.0 51.1 16.7 3792
SD 10.7 12.7 25.5 15.9 54.3 354 14.6 48.5 12.7 4042

BLQ: Below the lower limit of quantification (<5 ng/mL)
NC: Not calculated
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Table4 Plasma Concentrations and Toxicokinetic Parameters Study No. B120717

<Female> ;
Dose Animal Plasma concentration of P092 (ng/mL.) Cinax Tax AUCq_120n
(mg/ke) No. l1h 2h 4h 8h 24 h 72h 120 h (ng/mL) (h) {ng-h/ml)
50101 BLQ BLQ BLQ BLQ BLQ BLQ BLQ -- -- --
50102 BLQ BLQ BLQ BLQ BLQ BLQ BLQ - - --
0 50103 BLQ BLQ BLQ BLQ BLQ BLQ BLQ - - --
Mean BLQ BLQ BLQ BLQ BLQ BLQ BLQ - - --
SD NC' NC NC NC NC NC NC - - --
50201 5.66 6.46 7.81 624 BLQ BLQ BLQ 7.81 4 101
50202 5.02 6.69 13.1 12.0 5.84 BLQ BLQ 13.1 4 361
250 50203 5.04 10.7 14.7 15.3 10.2. 7.46 6.47 15.3 8 1060
Mean 5.24 7.95 11.9 11.2 5.35 BLQ BLQ 12.1 53 507
SD 0.36 2.38 3.6 4.6 5.12 NC NC 3.8 2.3 496
50301 8.73 26.1 38.1 374 36.2 304 16.1 38.1 4 3540
50302 16.4 29.9 41.8 373 57.9 364 13.8 57.9 24 4490
500 50303 17.6 174 23.0 10.2 12.9 17.3 9.38 23.0 4 1680
Mean 142 24.5 343 28.3 35.7 28.0 13.1 39.7 10.7 3237
SD 4.8 6.4 10.0 15.7 22.5 9.8 3.4 17.5 11.5 1429
50401 19.2 234 48.0 18.6 13.0 12.7 6.21 48.0 4 1560
50402 6.73 12.1 16.0 23.3 59.6 96.9 27.8 96.9 72 7530
1000 50403 5.48 11.8 18.5 9.93 10.5 7.66 BLQ 18.5 4 882
Mean 10.5 15.8 27.5 17.3 27.7 39.1 113 54.5 26.7 3324
SD 7.6 6.6 17.8 6.8 27.7 50.1 14.6 39.6 39.3 3658

BLQ: Below the lower limit of quantification (<5 ng/mL)
NC: Not calculated



Day numbers relative to Start Date
-6 -5 -4 -3 -2 -1 1 1 1
a.m. a.m. a.m. a.m. a.m. a.m. Before Time 10  Time 20
Group Sex Animal Clinical Sign Site dosing
1 m 10101 No Abnormalities Detected X X X X X X X X X
10102 No Abnormalities Detected X X X X X X X X X
10103  No Abnormalities Detected X X X X X X X X X
)
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h
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Severity Codes: X Present
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Appendix 1 Clinical Sign B120717



Day numbers relative to Start Date
1 1 1 2 3 4 5 6
Time 30 Time 40 Time 50 a.m. a.m. a.m. a.m. a.m.
Group Sex Animal Clinical sign Site
1 m 10101 No Abnormalities Detected X X X X X X X X
10102 No Abnormalities Detected X X X X X X X X
10103 No Abnormalities Detected X X X X X X X X
]
)
e
s
]
Severity Codes: X = Present
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Appendix 1 Clinical Sign B120717

Day numbers relative to Start Date
8 9 10 11 12 13 14 15
a.m. a.m. a.m. a.m. a.m. a.m. a.m. a.m.
Group Sex Animal Clinical Sign Site
1 m 10101 No Abnormalities Detected X X X X X X X X
10102 No Abnormalities Detected X X X X X X X X
10103 No Abnormalities Detected X X X X X X X X
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Severity Codes: X = Present
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Appendix 1 Clinical Sign B120717

Day numbers relative to Start Date
-6 -5 -4 -3 -2 -1 1 1 1
a.m. a.m. a.m. a.m. a.m. a.m. Before Time 10 Time 20

Group Sex Animal Clinical Sign Site . dosing
2 m 10201 No Abnormalities Detected X X X X X X X X X
Vomitus (Dosing solution) “ . N B . . . . .
Loose stool N N N R . . . R .
10202 No Abnormalities Detected X X X X X X X X X
Vomitus (Dosing solution) . . N R R . B . .
Loose stool . o N B . . . . .
10203 No Abnormalities Detected X X X X X X X X X
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Appendix 1 Clinical Sign 8120717

Day numbers relative to Start Date

1 1 1 2 3 4 5 6 7
Time 30 Time 40 Time 50 a.m. a.m. a.m. a.m. a.m. a.m.

Group Sex Animal Clinical Sign Site
2 m 10201 No Abnormalities Detected . X . . . X X X X
Vomitus (Dosing solution) X . N . . R N .
Loose stool . . X X X . N . .
10202 No Abnormalities Detected X . X . X X X X X
Vomitus (Posing solution) . X . . - . . . .
Loose stool B . . X N . . . .
10203 No Abnormalities Detected X X X X X X X X X
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Severity Codes: X = Present
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10202

10203

Appendix 1

Clinical Sign

8 9 10 11
: a.m. a.m. a.m. a.m.
Clinical Sign Site

No Abnormalities Detected X X X X
Vomitus (Dosing solution) . . w o
Loose stool - N . .
No Abnormalities Detected X X X X
Vomitus (Dosing solution) N . o o
Loose stool . . R .
No Abnormalities Detected X X X X

Severity Codes: X = Present

Lo BTSN § P Lo
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B120717

12 13 14 15

a.m. a.m. a.m. a.m.
cmeeeaaan ; ......... ;.T. ...... ; ......... ;..

X X X X

X X X X



Appendix 1 Clinical Sign B120717

Day numbers relative to Start Date
-6 -5 -4 -3 -2 -1 1 1 1
a.m. a.m. a.m. a.m. a.m. a.m. Before Time 10 Time 20
Group Sex Animal Clinical Sign Site . dosing

3 m 10301 No Abnormalities Detected X X X X X X X X X

Vomitus (Food) . R . . . . . .
Diarrhea . . . . . . . . .
Watery diarrhea M . . . . . . . .
10302 No Abnormalities Detected : X X X X X X X X X
Vomitus (Dosing solution) . . . . . . . . .

Diarrhea . . . . . . . .
10303 No Abnormalities Detected X X X X X X X X X

Vomitus (Food) . . . . . . . .
Vomitus (Dosing solution) . . . . . . . . .
Diarrhea . . . . . . . . .

- £¢L..

Severity Codes: X = Present

-~ _— ~ A i N nEMA e Frmmiin 2 EAN i flon [ NPT 1 ANNN e b~



_t-bL—

Appendix 1 Clinical Sign B120717

Day numbers relative to Start Date
1 1 1 2 3 4 5 6 7
Time 30 Time 40 Time 50 a.m. a.m. a.m. a.m. a.m. a.m.

Group Sex Animal Clinical Sign Site

m 10301 No Abnormalities Detected X X . B - . X X X
Vomitus (Food) . . X o . . . R .
Diarrhea . . . X X X . . .
Watery diarrhea M . X - . . . . .
10302 No Abnormalities Detected X N X “ . X X X X
Vomitus (Dosing solution) . X - “ . . . o R
Diarrhea . . . X X . . . .
10303 No Abnormalities Detected X . R X X X X X X
Vomitus (Food) : . . X R N . . . R
Vomitus (Dosing solution) . X N - . . o . .
Diarrhea . o X . . . . . .

Severity Codes: X = Present
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