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FOUR WEEK ORAL TOXICITY STUDY
OF WR24511 IN DOGS [{D [?3 & F F

STUDY: 134 GROUP: 1-M SEX: MALE
DOSE: 0 {(mg base/kg/day)
ANIMAL # DAY -13 DAY -9 DAY 5 DAY 12 DAY 19 DAY 26

8172 185 194 245 338 330 360

8143 232 361 400 319 306 285

8148 160 400 266 360 279 202

8153 253 149 243 400 399 293
MEAN 208 276 289 354 329 285
s.D. 42.6 123.1 7.1 34.8 51.4 64.8
N 4 4 4 4 4 4

--: Data Unavailable
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FOUR WEEK ORAL TOXICITY STUDY

FREWEL T DR AR ]

STUDY: 134 GROUP: 2-M SEX: MALE
DOSE: 0.1 (mg base/kg/day)
ANIMAL # DAY -13 DAY -9 DAY 5 DAY 12 DAY 19 DAY 26

8173 243 234 400 400 384 381

8170 256 349 185 262 400 224

8147 322 284 400 400 400 400

8151 184 283 289 400 400 275
MEAN 251 288 319 366 396 320
s.D. 56.6 47.2 103.2 69.0 8.0 84.4
N 4 4 4 4 4 4

--: Data Unavailable
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FOUR WEEK ORAL TOXICITY STUDY

e T

STUDY: 134 GROUP: 3-M SEX: MALE
DOSE: 0.3(mg base/kg/day)
ANIMAL # DAY -13 DAY -9 DAY 5 DAY 12 DAY 19 DAY 26

8157 127 400 400 400 400 400

8159 2466 165 269 339 180 236

8175 226 400 400 367 400 400

8166 228 242 305 400 396 400
MEAN 207 302 344 377 344 359
s.D. 53.9 117.7 66.9 29.4 109.3 82.0
N 4 4 4 4 4 4

--: Data Unavailable
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FOUR WEEK ORAL TOXICITY STUDY
OF WR24511 IN DOGS

STUDY: 134 GROUP: 4-M SEX: MALE
DOSE: 1.0 (mg base/kg/day)
ANIMAL # DAY -13 DAY -9 DAY 5 DAY 12 DAY 19 DAY 26

8146 121 136 116 189 148 280

8156 368 343 386 354 390 283

8160 400 400 400 400 400 400

8144 214 384 303 400 400 400
MEAN 276 316 301 336 335 341
s.D. 131.3 122.2 130.7 100.2 124 .4 68.4
N 4 4 4 4 4 4

--: Data Unavailable
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FOUR WEEK ORAL TOXICITY STUDY

OF WR24511 IN DOGS @ [B L@\\ ,}J T}:

STUDY: 134 GROUP: 1-F SEX: FEMALE
DOSE: 0 (mg base/kg/day)
ANIMAL # DAY -13 DAY -9 DAY 5 DAY 12 DAY 19 DAY 26

8211 129 201 326 400 213 325

8214 217 255 214 178 287 309

8184 245 156 400 400 400 400

8180 254 358 336 204 21 310
MEAN 21 243 319 296 278 336
S.D. 57.1 87.0 .3 121.1 88.8 43.3
N 4 4 4 4 4 4

--: Data Unavailable
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FOUR WEEK ORAL TOXICITY STUDY
OF WR24511 IN DOGS

STUDY: 134 GROUP: 2-F SEX: FEMALE
DOSE: 0.1 {mg base/kg/day) .
ANIMAL # DAY -13 DAY -9 DAY 5 DAY 12 DAY 19 DAY 26

8207 226 260 400 400 400 400

8206 184 315 400 400 400 207

8185 216 245 271 313 258 228

8199 400 229 325 400 n 329
MEAN 257 262 349 378 342 291
s.D. 97.3 37.4 62.9 43.5 70.1 90.1
N 4 4 4 4 4 4

--: Data Unavailable
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FOUR WEEK ORAL TOXICITY STUDY

OF WR24511 IN DOGS @ ﬁ m E LHJ

STUDY: 134 GROUP: 3-F SEX: FEMALE
DOSE: 0.3 (mg base/kg/day)
ANIMAL # DAY -13 DAY -9 DAY 5 DAY 12 DAY 19 DAY 26

8215 123 400 169 192 400 374

8193 49 262 284 338 260 279

8181 259 190 400 400 400 274

8197 381 391 37 303 341 346
MEAN 203 31 308 308 350 318
S.D. 147.1 102.2 105.1 87.3 66.3 49.6
N 4 4 4 4 4 4

--: Data Unavailable
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FOUR WEEK ORAL TOXICITY STUDY

B S e TRAET

STUDY: 134 GROUP: 4-F SEX: FEMALE
DOSE: 1.0 (mg base/kg/day)
ANIMAL # DAY -13 DAY -9 DAY 5 DAY 12 DAY 19 DAY 26

8196 268 294 223 251 224 315

8213 400 225 288 252 260 400

8194 243 337 330 322 324 319

8182 238 192 176 376 399 400
MEAN 287 262 254 300 302 359
S.D. 76.3 65.6 68.3 60.5 76.9 47.9
N 4 4 4 4 4 4

--: Data Unavailable
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dAFT
FOUR WEEK ORAL TOXICITY STUDY [] GB

OF WR242511 IN DOGS

STUDY: 134
NO. ABBR. DESCRIPTION ---LOWER LIMIT--- ---UPPER LIMIT---

UNITS PRECISION CALCULATED OPERAND A OPERAND B MALE FEMALE MALE FEMALE
1. ALT Alanine Aminotransferase

usL Integer NO 20 20 60 60
2. AST Aspartate Aminotransferase

usL Integer NO 20 20 60 60
3. TP Total Protein

g/dL 0.0 NO 6.0 6.0 8.0 8.0
4. ALB Albumin

g/dL 0.0 NO 2.7 2.7 3.7 3.7
5. TBILI Total Bilirubin

mg/dL 0.00 NO 0.00 0.00 0.30 0.30
6. ALKP Alkaline Phosphatase

u/L Integer NO 50 50 200 200
7. GGT Gamma Glutamyl Transferase

u/L Integer NO 0 0 10 10
8. CHOL Cholesterol

mg/dL Integer NO 150 150 250 250
9. TRY Triglycerides

mg/dL Integer NO 20 20 60 60
10. LDH Lactate Dehydrogenase

usL Integer NO 25 25 200 200
1l CK Creatine Kinase

u/sL Integer NO 50 50 300 300
12. BUN Blood Urea Nitrogen

mg/dL 0.0 NO 8.0 8.0 18.0 18.0
13. CREA Creatinine

mg/dL 0.00 NO 0.50 0.50 1.00 1.00
14. NA Sodium

mmol /L Integer NO 140 140 150 150
15z, & Potassium

mmol /L 0.00 NO 4.00 4.00 525 5.25

(REPORT CONTINUED)




FOUR WEEK ORAL TOXICITY STUDY

OF WR242511 IN DOGS

STUDY ID: 134
STUDY NO: 134
ABBR: ALT

IND. ANIMAL CLINICAL CHEMISTRY REPORT BY GROUP

TEST: Alanine Aminotransferase

SEX: FEMALE

UNITS: U/L

GROUP: 1-F:0 mg base/kg/day

8211 47 39
8214 30 28
8184 27 25
8180 25 25
MEAN 32 29

sD 10.0 6.7

N 4 4

GROUP: 2-F:0.1 mg base/kg/day
8207 46

8206 33 34
8185 63 39
8199 22 24
MEAN 41 35
SD 17.6 8.5
N 4 4

GROUP: 3-F:0.3 mg bases/kg/day

8215 27 24
8193 47 43
8181 40 27
8197 30 31
MEAN 36 31
Sb 9.2 8.3

N 4 4

GROUP: 4-F:1.0 mg base/kg/day
8196 27 24

LABCAT CC4.25

8213 39 47
8194 48 39
8182 34 32
MEAN 37 36
Sb 8.8 9.8

N 4 4
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FOUR WEEK ORAL TOXICITY STUDY

OF WR242511 IN DOGS

IND. ANIMAL CLINICAL CHEMISTRY REPORT BY GROUP
TEST: Aspartate Aminotransferase

STUDY ID: 134
STUDY NO: 134
ABBR: AST

SEX: MALE

UNITS: U/L

GROUP: 1-M:0 mg base/kg/day

8172 28 32
8143 32 32
8148 34 33
8153 34 33
MEAN 32 33

SO 2.8 0.6

N 4 4

GROUP: 2-M:0.1 mg base/kg/day
8173 37 37

8170 27 28
8147 34 35
8151 25 31
MEAN 31 33
SO 5.7 4.0
N 4 4

GROUP: 3-M:0.3 mg base/kg/day
35

8157 31
8159 31 28
8175 28 33
8166 28 30
MEAN 31 31

SO 3.3 2.1

N 4 4

GROUP: 4-M:1.0 mg base/kg/day
40

8146 39

8156 29 28

8160 35 40

8144 32 37

MEAN 34 36
SO 4.3 5.7
N 4 4

46
37
43
47

43
4.5

LABCAT CC4.25
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FOUR WEEK ORAL TOXICITY STUDY

OF WR242511 IN DOGS

IND. ANIMAL CLINICAL CHEMISTRY REPQORT BY GROUP
TEST: Aspartate Aminotransferase

STUDY ID: 134
STUDY NO: 134
ABBR: AST

SEX: FEMALE

UNITS: U/L

GROUP: 1-F:0 mg base/kg/day

8211 31 33
8214 28 26
8184 39 41
8180 32 32
MEAN 33 33

SD 4.7 6.2

N 4 4

GROUP: 2-F:0.1 mg base/kg/day

8207 33

8206 35 43

8185 38 27

8199 27 37

MEAN 33 36
SO 4.6 6.6
N 4 4

GROUP: 3-F:0.3 mg base/kg/day
38

8215 31

8193 33 36

8181 41 32

8197 24 32

MEAN 32 35
sD 7.0 3.0
N 4 4

GROUP: 4-F:1.0 mg base/kg/day

8196 28 33
8213 40 56
8194 28 33
8182 26 38
MEAN 31 40

SO 6.4 10.9

N 4 4

45
55
40
59

50
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FOUR WEEK ORAL TOXICITY STUDY

OF WR242511 IN DOGS

IND. ANIMAL CLINICAL CHEMISTRY REPORT BY GROUP
TEST: Total Protein

STUDY ID: 134
STUDY NO: 134
ABBR: TP

SEX: MALE

UNITS: g/dL

GROUP: 1-M:0 mg base/kg/day
6.3

8172 5.9
8143 6.1 5.9
8148 6.1 6.5
8153 6.6 5.9
MEAN 6.3 6.1
sD 0.24 0.30
N 4 4
GROUP: 2-M:0.1 mg base/kg/day
8173 6.6 6.3
8170 6.6 6.4
8147 5.9 6.1
8151 5.6 6.7
MEAN 6.2 6.4
SD 0.51 0.25
N A 4
GROUP: 3-M:0.3 mg base/kg/day
8157 6.3 5.9
8159 5.8 6.2
8175 6.0 6.1
8166 5.4 6.1
MEAN 5.9 6.1
SD 0.38 0.13
N 4 4
GROUP: 4-M:1.0 mg base/kg/day
8146 5:9 5.6
8156 6.7 6.8
8160 5.6 6.0
8144 5.8 6.0
MEAN 6.0 6.1
SD 0.48 0.50
N 4 4

LABCAT CC4.25

6-6



OF WR242511 IN DOGS

FOUR WEEK ORAL TOXICITY STUDY

IND. ANIMAL CLINICAL CHEMISTRY REPORT BY GROUP

TEST: Total Protein

STUDY ID: 134
STUDY NO: 134
ABBR: TP

SEX: FEMALE

UNITS: g/dL

LABCAT CC4.25

ANIMAL ID  Week -3 Wk -2/-1 Week 2
GROUP: 1-F:0 mg base/kg/day
8211 6.0 6.1 6.7
8214 5.8 5.3 6.1
8184 6.9 6.2 7.5
8180 5.9 6.0 7.1
MEAN 6.2 5.9 6.9
SD 0.51 0.41 0.60
N 4 4 4
GROUP: 2-F:0.1 mg base/kg/day
8207 539, 6.3 6.6
8206 6.1 5:5 T2
8185 6.4 6.1 7.0
8199 6.0 6.1 6.2
MEAN 6.1 6.0 6.8
sD 0.22 0.35 0.44
N 4 4 4
GROUP: 3-F:0.3 mg base/kg/day
8215 5.4 6.1 7.0
8193 6.2 6.3 6.6
8181 6.3 6.2 6.2
8197 5.6 6.3 7.3
MEAN 5.9 6.2 6.8
sD 0.44 0.10 0.48
N 4 4 4
GROUP: 4-F:1.0 mg base/kg/day
8196 6 5.7 6.4
8213 5.8 6.3 6.4
8194 6.0 6.3 6.4
8182 6.4 5.8 6.7
MEAN 6.1 6.0 6.5
SD 0.25 0.32 0.15
N 4 4 4
6-7




FOUR WEEK ORAL TOXICITY STUDY

OF WR242511 IN DOGS

STUDY ID: 134
STUDY NO: 134
ABBR: ALB

TEST: Albumin

IND. ANIMAL CLINICAL CHEMISTRY REPORT BY GROUP

SEX: MALE

UNITS: g/dL

GROUP: 1-M:0 mg base/kg/day
3.5

8172 3.0
8143 . 3.3 3.3
8148 3.2 3.4
8153 3.3 3.4
MEAN 353 3%3
SO 0:13 0.19
N 4 4
GROUP: 2-M:0.1 mg base/kg/day
8173 ST 35
8170 BriT: 3.2
8147 3.3 35
8151 3.0 33
MEAN 3.4 3.3
SD 0.34 0.17
N 4 4
GROUP: 3-M:0.3 mg base/kg/day
8157 3.4 3.3
8159 3.2 3.2
8175 3.4 3.3
8166 3.0 3<2
MEAN 3.3 3:3
SO 0.19 0.06
N 4 4
L ]
GROUP: 4-M:1.0 mg base/kg/day
8146 3.2 2.8
8156 35D 3.3
8160 3.2 3.0
8144 3.0 3.2
MEAN 3.2 3.1
SD 0.21 0.22
N 4 4
6-8




FOUR WEEK ORAL TOXICITY STUDY

OF WR242511 IN DOGS

STUDY ID: 134
STUDY NO: 134
ABBR: ALB

TEST: Albumin

IND. ANIMAL CLINICAL CHEMISTRY REPORT BY GROUP

SEX: FEMALE

UNITS: g/dL

GROUP: 1-F:0 mg base/kg/day

8211 5| 3.2
8214 3.1 2.8
8184 3.6 303
8180 B 3.2
MEAN 3.2 21
SD 0.25 0.22
N 4 4
GROUP: 2-F:0.1 mg bases/kg/day
8207 3:1 3.3
8206 3.2 3
8185 3.5 3.1
8199 2.9 3.2
MEAN 3.2 3.2
SD 0.25 0.10
N 4 4
GROUP: 3-F:0.3 mg base/kg/day
8215 3.0 3.3
8193 3.4 3.2
8181 33 B2
8197 31 B
MEAN 352 3.2
SD 0.18 0.08
N 4 4
GROUP: 4-F:1.0 mg base/kg/day
8196 3.3 3.2
8213 2.9 3.3
8194 3.1 3.1
8182 3.5 3.3
MEAN B0 B2
SD 0.26 0.10
N 4 4

LABCAT CC4.25
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FOUR WEEK ORAL TOXICITY STUDY

OF WR242511 IN DOGS

STUDY 1ID: 134
STUDY NO: 134
ABBR: GLOB

TEST: Globulin

IND. ANIMAL CLINICAL CHEMISTRY REPORT BY GROUP

SEX: MALE

UNITS: g/dL

GROUP: 1-M:0 mg base/kg/day

8172 2.8 2.9
8143 2.8 2.6
8148 2.9 3.1
8153 3.3 2.5
MEAN 3.0 2.8
SO 0.24 0.28
N 4 4
GROUP: 2-M:0.1 mg base/kg/day
8173 2.9 3.2
8170 2.9 852
8147 2.6 2.6
8151 2.6 3.4
MEAN 2.8 3.1
SD 6.17 0.35
N 4 4
GROUP: 3-M:0.3 mg base/kg/day
8157 2.9 2.6
8159 2.6 3.0
8175 2.6 2.8
8166 2.4 2.9
MEAN 2.6 2.8
] 6.21 0.17
N 4
GROUP: 4-M:1.0 mg base/kg/day
8146 2.7 2.8
8156 32 3.5
8160 2.4 3.0
8144 2.8 2.8
MEAN 2.8 3.0
SD 0.33 0.33
N 4 4

LABCAT CC4.25




OF WR242511 IN DOGS

FOUR WEEK ORAL TOXICITY STUDY

IND. ANIMAL CLINICAL CHEMISTRY REPORT BY GROUP

TEST: Globulin

STUDY 1D: 134
STUDY NO: 134
ABBR: GLOB

SEX: FEMALE

UNITS: g/dL

GROUP: 1-F:0 mg base/kg/day
8211 2.9
8214 2.7
8184 3.3
8180 2.8

MEAN 2.9 2.
SO 0.26 0.1

GROUP: 2-F:0.1 mg
8207 2.
8206 2
8185 2
8199 3

GROUP: 3-F:0.3 mg
8215 2
8193 2.
8181 3
8197 2

MEAN 2.7
SO 0.28
4

ba
8196 2.8 2.5
8213 2.9 3.0
8194 2.9 3.2
8182 2.9 2.5

2.9

5

4

MEAN .
SO 0.0

LABCAT CC4.25
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FOUR WEEK ORAL TOXICITY STUDY

OF WR242511 IN DOGS

STUDY 1D: 134
STUDY NO: 134
ABBR: A/G

TEST: A/G Ratio

IND. ANIMAL CLINICAL CHEMISTRY REPORT BY GROUP

GROUP: 1-M:0 mg base/kg/day

8172 1.25 1.03
8143 1.18 1.27
8148 1.10 1.10
8153 1.00 1.36
MEAN 1.13 1.19

SD 0.108 0.152

N 4 4

GROUP: 2-M:0.1 mg base/kg/day

8173 1.28 0.97
8170 1.28 1.00
8147 1.27 1.35
8151 1.15 0.97
MEAN 1.25 1.07

SO 0.064 0.186

N 4 4

GROUP: 3-M:0.3 mg base/kg/day

8157 1.17 1.27
8159 1.23 1.07
8175 1.31 1.18
8166 1.25 1.10
MEAN 1.24 1.16

SO 0.058 0.090

N 4 4

1.03

1.13

GROUP: 4-M:1.0 mg base/kg/day

8146 1.19 1.00
8156 1.09 0.94
8160 1.33 1.00
8144 1.07 1.14
MEAN 1.17 1.02

SO 0.119 0.085

N 4 4

1.10
0.87
1.38
0.79

1.04
0.265
4

LABCAT CC4.25
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FOUR WEEK ORAL TOXICITY STUDY

OF WR242511 IN DOGS

STUDY ID: 134
STUDY NO: 134
ABBR: A/G

TEST: A/G Ratio

IND. ANIMAL CLINICAL CHEMISTRY REPORT BY GROUP

SEX: FEMALE

UNITS: -

GROUP: 1-F:0 mg base/kg/day

8211 1.07 1.10
8214 1.15 1.12
8184 1.09 1.14
8180 1.1 1.14
MEAN .1 1.13

SD 0.034 0.019

N 4 4

GROUP: 2-F:0.1 mg base/kg/day

8207 1.1 1.10
8206 1.10 1.29
8185 1.21 1.03
8199 0.94 1.10
MEAN 1.09 1.13

SD 0.112 0.112

N 4 4

1.20
0.80
0.89
1.07

1.13
1.17
0.97
1.06

1.08
0.088
4

GROUP: 3-F:0.3 mg base/kg/day

8215 1.25 1.18
8193 1.21 1.03
8181 1.10 1.07
8197 1.24 0.97
MEAN 1.20 1.06

SD 0.069 0.088

N 4 4

GROUP: 4-F:1.0 mg base/kg/day

8196 1.18 1.28
8213 1.00 1.10
8194 1.07 0.97
8182 1.21 1.32
MEAN 1.12 1.17

SD 0.097 0.163

N 4 4

1.06
0.94
1.00
0.91

0.98
0.067

LABCAT CC4.25




FOUR WEEK ORAL TOXICITY STUDY

OF WR242511 IN DOGS

IND. ANIMAL CLINICAL CHEMISTRY REPORT BY GROUP
TEST: Total Bilirubin

STUDY 1ID: 134
STUDY NO: 134
ABBR: TBILI

SEX: MALE

UNITS: mg/dL

GROUP: 1-M:0 mg base/kg/day

8172 0.14 0.17
8143 0.15 0.13
8148 0.13 0.12
8153 0.13 0.10
MEAN 0.14 0.13

SD 0.010 0.029

N 4 4

GROUP: 2-M:0.1 mg base/kg/day

8173 0.13 0.12
8170 0.15 0.13
8147 0.14 0.12
8151 0.14 0.14
MEAN 0.14 0.13

SD 0.008 0.010

N 4 4

GROUP: 3-M:0.3 mg base/kg/day

8157 0.14 0.10
8159 0.15 0.14
8175 0.12 0.14
8166 0.1 0.13
MEAN 0.13 0.13

S0 0.018 0.019

N 4 4

GROUP: 4-M:1.0 mg base/kg/day

8146 0.14 0.11
8156 0.12 0.09
8160 0.13 0.12
8144 0.1 0.12
MEAN 0.13 0.11

S0 0.013 0.014

N 4 4

0.15
0.14
0.15
0.13

0.14
0.010

LABCAT CC4.25
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FOUR WEEK ORAL TOXICITY STUDY

OF WR242511 IN DOGS

IND. ANIMAL CLINICAL CHEMISTRY REPORT BY GROUP
TEST: Total Bilirubin

STUDY ID: 134
STUDY NO: 134
ABBR: TBILI

SEX: FEMALE

UNITS: mg/dL

GROUP: 1-F:0 mg base/kg/day

821 0.12 0.14
8214 0.10 0.09
8184 0.14 0.15
8180 0.10 0.12
MEAN 0.12 0.13

SO 0.019 0.026

N 4 4

GROUP: 2-F:0.1 mg base/kg/day

8207 0.13 0.15
8206 0.12 0.13
8185 0.14 0.16
8199 0.10 0.09
MEAN 0.12 0.13

SO 0.017 0.031

N 4 4

GROUP: 3-F:0.3 mg base/kg/day

8215 0.13 0.15
8193 0.16 0.16
8181 0.14 0.13
8197 0.09 0.10
MEAN 0.13 0.14

SO 0.029 0.026

N 4 4

GROUP: 4-F:1.0 mg base/kg/day

8196 0.13 0.1
8213 0.11 . 0.16
8194 0.15 0.12
8182 0.16 0.15
MEAN 0.14 0.14
sD 0.022 0.024

N 4 4

0.19
0.17
0.22
0.37

0.24
0.091

0.15

0.15
0.016

LABCAT CC4.25



FOUR WEEK ORAL TOXICITY STUDY

OF WR242511 IN DOGS

STUDY 1D: 134
STUDY NO: 134
ABBR: ALKP

IND. ANIMAL CLINICAL CHEMISTRY REPORT BY GROUP

TEST: Alkaline Phosphatase

SEX: MALE

UNITS: u/L

GROUP: 1-M:0 mg base/kg/day

8172 158 140
8143 129 124
8148 120 125
8153 146 138
MEAN 138 132

sD 17.0 8.4

N 4 4

GROUP: 2-M:0.1 mg base/kg/day

8173 226 200
8170 176 163
8147 256 269
8151 139 166
MEAN 199 200

sD 52.0 49.3

N 4 4

222
198
235
128

196

180

157

GROUP: 3-M:0.3 mg base/kg/day
4

103

8157 14 139
8159 101 a4
8175 110 102
8166 139 133
MEAN 124 113
SD 21.2 28.8
N 4 4
GROUP: 4-M:1.0 mg base/kg/day
8146 111
8156 147 159
8160 116 111
8144 105 107
MEAN 120 119
SO 18.7 27.1
N 4 4

96
135
115
136

146
132

117
26.7

LABCAT CC4.25



FOUR WEEK ORAL TOXICITY STUDY

OF WR242511 IN DOGS

STUDY ID: 134
STUDY NO: 134
ABBR: ALKP

IND. ANIMAL CLINICAL_ CHEMISTRY REPORT BY GROUP

TEST: Alkaline Phosphatase

SEX: FEMALE

UNITS: U/L

GROUP: 1-F:0 mg base/kg/day

8211 148 139
8214 116 97
8184 113 91
8180 102 115
MEAN 120 111

D 19.8 21.6

N 4 4

109
133

GROUP: 2-F:0.1 mg base/kg/day

8207 348 278
8206 231 2n
8185 9N 78
8199 114 108
MEAN 196 169

sD 118.4 92.5

N 4 4

274
209
103
129

GROUP: 3-F:0.3 mg base/kg/day

8215 124 17
8193 129 128
8181 129 118
8197 84 92
MEAN 117 114
SD 21.8 15.3

N 4 4

150
125
118
104

112

GROUP: 4-F:1.0 mg base/kg/day
1

8196 120

8213 98 98

8194 88 95

8182 123 119

MEAN 107 106
SD 17.0 1.4
N 4 4

114

124

LABCAT CC4.25



FOUR WEEK ORAL TOXICITY STUDY

OF WR242511 IN DOGS

IND. ANIMAL CLINICAL CHEMISTRY REPORT BY GROUP
TEST: Gamma Glutamyl Transferase

STUDY ID: 134
STUDY NO: 134
ABBR: GGT

SEX: MALE

UNITS: U/L

GROUP: 1-M:0 mg baseskg/day

8172
8143
8148
8153

MEAN

sD 1.

SN

S W

GROUP: 2-M:0.1 mg
8173
8170
8147
8151

MEAN

SD 1.

base/kg/day
2

W

s~ 0o e

GROUP: 3-M:0.3 mg
8157
8159
8175
8166

MEAN

SD 0.

base/kg/day

SwWWN

S~ 00w
(]

GROUP: 4-M:1.0 mg
8146
8156
8160
8144

MEAN

SO 1.

base/kg/day

Wwwuw

O

LABCAT CC4.25



FOUR WEEK ORAL TOXICITY STUDY

OF WR242511 IN DOGS

IND. ANIMAL CLINICAL CHEMISTRY REPORT BY GROUP
TEST: Gamma Glutamyl Transferase

STUDY ID: 134
STUDY NO: 134
ABBR: GGT

SEX: FEMALE

UNITS: U/L

GROUP: 1-F:0 mg base/kg/day

8211 3
8214 3 2
8184 6 4
8180 2 3
MEAN 4 3

sD 4 0.8

N 4 4

GROUP: 2-F:0.1 mg base/kg/day
8207
8206
8185
8199

MEAN
SD 2.

S WWW®

GROUP: 3-F:0.3 mg base/kg/day
8215
8193
8181
8197

PSP

MEAN

o
&
=
PN
=)

GROUP: 4-F:1.0 mg base/kg/day
8196
8213
8194
8182

W & W

MEAN
sD 0.

N N
o
s
oW

LABCAT CC4.25



FOUR WEEK ORAL TOXICITY STUDY
OF WR242511 IN DOGS

IND. ANIMAL CLINICAL CHEMISTRY REPORT BY GROUP

TEST: Cholesterol

STUDY ID: 134
STUDY NO: 134
ABBR: CHOL

SEX: MALE

UNITS: mg/dL

202

182

160
175
222
196

202
270
200
186

215

4

ANIMAL ID Week -3 Wk -2/-1 Heek 2
GROUP: 1-M:0 mg base/kg/day
8172 170 165 189
8143 176 163 178
8148 196 223 184
8153 255 183 192
MEAN 199 184 186
SD 38.8 27.8 6.1
N 4 4 4
GROUP: 2-M:0.1 mg base/kg/day
8173 209 207 210
8170 214 193 192
8147 156 143 174
8151 161 222 189
MEAN 185 191 191
SD 30.7 34.3 14.8
N [ 4 4
GROUP: 3-M:0.3 mg base/kg/day
8157 173 169 158
8159 200 220 197
8175 154 183 213
8166 201 211 220
MEAN 182 196 197
sD 22.7 23.8 27.7
N 4 4 4
GROUP: 4-M:1.0 mg base/kg/day
8146 170 144 196
8156 233 222 257
8160 172 163 175
8144 155 168 206
MEAN 183 174 209
SD 34.5 3815 34.8
N 4 4 4
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FOUR WEEK ORAL TOXICITY STUDY

OF WR242511 IN DOGS

IND. ANIMAL CLINICAL CHEMISTRY REPORT BY GROUP
TEST: Cholesterol

STUDY ID: 134
STUDY NO: 134
ABBR: CHOL

SEX: FEMALE

UNITS: mg/dL

GROUP: 1-F:0 mg bases/kg/day

821 188 210
8214 148 150
8184 227 172
8180 166 157
MEAN 182 172
SD 34.0 26.8

N 4 4

GROUP: 2-F:0.1 mg base/kg/day

8207 161 166
8206 118 123
8185 189 195
8199 159 154
MEAN 157 160
SD 29.2 29.8

N 4 4

167
148
219
143

169

163
133
226
169

GROUP: 3-F:0.3 mg base/kg/day

8215 155 166
8193 155 146
8181 157 164
8197 164 172
MEAN 158 162
SD 4.3 11.2

N 4 4

212
165
149

GROUP: 4-F:1.0 mg base/kg/day

8196 169 162
8213 142 160
8194 227 210
8182 187 206
MEAN 181 185
SD 35.7 27.2

N 4 4

172
169
225
261

207
44.4

172
154
224
246

199
43.2

LABCAT CC4.25
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OF WR242511 IN DOGS

FOUR WEEK ORAL TOXICITY STUDY

DR AR

IND. ANIMAL CLINICAL CHEMISTRY REPORT BY GROUP

TEST: Triglycerides

STUDY ID: 134
STUDY NO: 134
ABBR: TRY

SEX: MALE

UNITS: mg/dL

LABCAT CC4.25

ANIMAL ID Week -3 Wk -2/-1 Week 2
GROUP: 1-M:0 mg base/kg/day
8172 38 51 48
8143 46 34 34
8148 30 58 25
8153 48 35 32
MEAN 41 45 35
SD 8.2 11.9 9.6
N 4 4 4
GROUP: 2-M:0.1 mg base/kg/day
8173 43 29 35
8170 37 38 21
8147 50 29 32
8151 36 36 35
MEAN 42 33 31
SD 6.5 4.7 6.7
N 4 4 4
GROUP: 3-M:0.3 mg base/kg/day
8157 37 35
8159 44 46 46
8175 35 35 78
8166 35 45 31
MEAN 38 40 48
SD 4.3 7.0 21.3
N 4 4 4
GROUP: 4-M:1.0 mg base/kg/day
8146 44 26 37
8156 36 33 44
8160 31 : 29 35
8144 46 55 58
MEAN 39 36 44
SO 7.0 13.1 10.4
N 4 4 A
6-22




FOUR WEEK ORAL TOXICITY STUDY

OF WR242511 IN DOGS

IND. ANIMAL CLINICAL CHEMISTRY REPORT BY GROUP
TEST: Triglycerides

STUDY 1D: 134
STUDY NO: 134
ABBR: TRY

SEX: FEMALE

UNITS: mg/dL

GROUP: 1-F:0 mg base/kg/day

8211 49 53
8214 36 39
8184 32 33
8180 41 39
MEAN 40 41

SD 7.3 8.5

N 4 4

GROUP: 2-F:0.1 mg base/kg/day
39

8207 37

8206 26 21

8185 62 52

8199 35 24

MEAN 40 34
SD 15.4 14.4
N 4 4

~

31
32
52
41

GROUP: 3-F:0.3 mg base/kg/day

8215 32 45
8193 43 51
8181 36 41
8197 33 31
MEAN 36 42

sD 5.0 8.4

N 4 4

GROUP: 4-F:1.0 mg base/kg/day

8196 27 45
8213 42 68
8194 30 42
8182 39 46
MEAN 35 50

SD 7.1 12.0

N 4 4

LABCAT CC4.25
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FOUR WEEK ORAL TOXICITY STUDY

OF WR242511 IN DOGS

STUDY ID: 134
STUDY NO: 134
ABBR: LDH

IND. ANIMAL CLINICAL CHEMISTRY REPORT BY GROUP

TEST: Lactate Dehydrogenase

SEX: MALE

UNITS: U/L

GROUP: 1-M:0 mg base/kg/day

8172 56 50
8143 51 44
8148 62 26
8153 117 68
MEAN 72 47

SD 30.7 17.3

N 4 4

GROUP: 2-M:0.1 mg base/kg/day

8173 109 60
8170 71 38
8147 53 100
8151 44 53
MEAN 69 63

SD 28.8 26.5

N 4 4

129
80
=74
il

262
69
60

114

GROUP: 3-M:0.3 mg base/kg/day

8157 62 56
8159 56 40
8175 49 91
8166 42 48
MEAN 52 59

SO 8.7 22,55

N 4 4

GROUP: 4-M:1.0 mg base/kg/day
8146 68

8156 42 82
8160 52 55
8144 52 53
MEAN 54 64
SD 10.8 13.4
N 4 4

139
193
128
120
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OF WR242511 IN DOGS

D
' FOUR WEEK ORAL TOXICITY STUDY @ .I:B & E F

IND. ANIMAL CLINICAL CHEMISTRY REPORT BY GROUP
TEST: Lactate Dehydrogenase

I STUDY 1D: 134 SEX: FEMALE
STUDY NO: 134
ABBR: LDH UNITS: U/L
l ANIMAL ID Week -3 Wk -2/-1 Week 2 Week 5
GROUP: 1-F:0 mg base/kg/day
8211 47 71 39 58
8214 53 133 59 175
8184 7 62 1M1 75
8180 199 162 234 378
MEAN 93 107 M 172
SD 71.7 48.4 87.6 147.0
N 4 4 4 4
GROUP: 2-F:0.1 mg base/kg/day
8207 69 63 11 59
8206 40 86 81 59
8185 30 38 45 115
Il 8199 110 118 114 110
MEAN 62 76 88 86
SD 35.9 34.0 32.2 31.0

GROUP: 3-F:0.3 mg base/kg/day

8215 43 69 161 114
8193 47 121 53 85
8181 128 67 88 184
8197 27 49 86 34
MEAN 61 77 97 104
SO 45.3 31.0 45.6 62.6

N 4 4 4 4 -

GROUP: 4-F:1.0 mg base/kg/day

8196 40 48 46 37
8213 60 117 105 90
8194 70 110 65 109
8182 52 113 221 149
MEAN 56 97 109 96
SD 12.7 32.8 78.5 46.5
N 4 4 4 4
I LABCAT CC4.25
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FOUR WEEK ORAL TOXICITY STUDY

OF WR242511 IN DOGS

IND. ANIMAL CLINICAL CHEMISTRY REPORT BY GROUP
TEST: Creatine Kinase

STUDY ID: 134
STUDY NO: 134
ABBR: CK

SEX: MALE

UNITS: U/L

ANIMAL ID Week -3 Wk -2/-1
GROUP: 1-M:0 mg base/kg/day
8172 171 225
8143 404 270
8148 205 108
8153 568 235
MEAN 337 210
sD 185.1 70.4
N 4 4

GROUP: 2-M:0.1 mg base/kg/day

8173 254 253
8170 191 147
8147 221 287
8151 159 165
MEAN 206 213

sD 40.7 67.7

N 4 4

GROUP: 3-M:0.3 mg base/kg/day

8157 235 162
8159 175 102
8175 131 281
8166 145 137
MEAN 172 17

SD 46.1 7.7

N 4 4

149

114

GROUP: 4-M:1.0 mg base/kg/day

8146 297 285
8156 158 204
8160 184 182
8144 204 162
MEAN 21 208

SO 60.5 54.0

N 4 4

145

143

161
363
129
194

212
104.3
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FOUR WEEK ORAL TOXICITY STUDY

OF WR242511 IN DOGS

IND. ANIMAL CLINICAL CHEMISTRY REPORT BY GROUP
TEST: Creatine Kinase

STUDY 1D: 134
STUDY NO: 134
ABBR: CK

SEX: FEMALE

UNITS: U/L

GROUP: 1-F:0 mg base/kg/day

8211 158 288
8214 190 175
8184 309 288
8180 222 212
MEAN 220 241

SD 65.0 56.6

N 4 4

GROUP: 2-F:0.1 mg base/kg/day

8207 231 230
8206 164 285
8185 133 122
8199 155 208
MEAN 17 21

SD 42.2 67.7

N 4 4

370
207
151
244

145

GROUP: 3-F:0.3 mg base/kg/day

8215 183 263
8193 209 244
8181 351 133
8197 160 164
MEAN 226 201
sD 85.9 62.4

N 4 4

200
174
236
37N

229

13

GROUP: 4-F:1.0 mg base/kg/day

8196 158 178
8213 183 555
8194 172 185
8182 152 510
MEAN 166 357

SD 14.0 203.5

N 4 4

163
180
135
251

87
123
118
172

125

LABCAT CC4.25
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FOUR WEEK ORAL TOXICITY STUDY

OF WR242511 IN DOGS

IND. ANIMAL CLINICAL CHEMISTRY REPORT BY GROUP
TEST: Blood Urea Nitrogen

STUDY ID: 134
STUDY NO: 134
ABBR: BUN

SEX: MALE

UNITS: mg/dL

GROUP: 1-M:0 mg base/kg/day

8172
8143
8148
8153

12.0
14.2
1.5
16.9

mg base/kg/day

GROUP: 2-M:0.1
8173
8170
8147
8151

MEAN
sD

16.8
12.8
16.1
13.4

14.8
1.97

16.0
14.2
14.2
15.5

15.0
0.92

mg base/kg/day

GROUP: 3-M:0.3
8157
8159
8175
8166

MEAN
sD

16.7

1.2
15.8
14.9
11.1

14.3
14.4
14.5
1.1

13.6

mg base/kg/day

GROUP: 4-M:1.0
8146
8156
8160
8144

MEAN
SD

1.6
14.6
16.0
18.5

15.
25

bgl\)

LABCAT CC4.25
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FOUR WEEK ORAL TOXICITY STUDY

OF WR242511 IN DOGS

IND. ANIMAL CLINICAL CHEMISTRY REPORT BY GROUP
TEST: Blood Urea Nitrogen

STUDY ID: 134
STUDY NO: 134
ABBR: BUN

SEX: FEMALE

UNITS: mg/dL

GROUP: 1-F:0 mg base/kg/day

8211
8214
8184
8180

15.1 13.6
14.2 16.1
17.7 16.7
11.0 10.1
14.5 14.1
2.77 0

4 4

GROUP: 2-F:0.1
8207
8206
8185
8199

MEAN
SD

mg base/kg/day

GROUP: 3-F:0.3
8215
8193
8181
8197

MEAN
SD

13.1 137
14.4 11.9
16.0 12.2
9.4 13.6
13.2 12.9
2.81 0.93
4 4

mg base/kg/day
9l 9.9
12.1 10.9
14.0 13.7
13.6 11.3
12.2 11.5
2.22 1.61
4 4

GROUP: 4-F:1.0
8196
8213
8194
8182

MEAN
sD

mg base/kg/day

15.2 12.9
11.8 . 15.4
12.9 13.3
18.1 16.0
14.5 14.4
2.79 1.53

4 4

LABCAT CC4.25
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FOUR WEEK ORAL TOXICITY STUDY

OF WR242511 IN DOGS

IND. ANIMAL CLINICAL CHEMISTRY REPORT BY GROUP
TEST: Creatinine

STUDY ID: 134
STUDY NO: 134
ABBR: CREA

SEX: MALE

UNITS: mg/dL

GROUP: 1-M:0 mg base/kg/day

8172 0.79 0.85
8143 0.72 0.77
8148 0.59 0.64
8153 0.71 0.78
MEAN 0.70 0.76

sD 0.083 0.088

N 4 4

GROUP: 2-M:0.1 mg base/kg/day

8173 0.81 0.87
8170 0.66 0.67
8147 0.76 0.82
8151 0.71 0.81
MEAN 0.74 0.79

SD 0.065 0.086

N 4 4

GROUP: 3-M:0.3 mg base/kg/day

8157 0.73 0.67
8159 0.72 0.69
8175 0.79 0.72
8166 0.63 0.69
MEAN 0.72 0.69

SD 0.066 0.021

N 4 4

8146 0.73 0.80
8156 0.78 0.77
8160 0.60 0.65
8144 0.64 0.65
MEAN 0.69 0.72

SD 0.082 0.079

N 4 4
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FOUR WEEK ORAL TOXICITY STUDY

OF WR242511 IN DOGS

IND. ANIMAL CLINICAL CHEMISTRY REPORT BY GROUP
TEST: Creatinine

STUDY 1D: 134
STUDY NO: 134
ABBR: CREA

SEX: FEMALE

UNITS: mg/dL

GROUP: 1-F:0 mg base/kg/day

8211 0.81 0.73
8214 0.73 0.66
8184 0.73 0.67
8180 0.64 0.67
MEAN 0.73 0.68
SD 0.069 0.032
N 4 4
GROUP: 2-F:0.1 mg bases/kg/day
8207 0.61 0.69
8206 0.73 0.71
8185 0.79 0.71
8199 0.68 0.75
MEAN 0.70 0.72
SD 0.076 0.025
N 4 4

0.72
0.71
0.81
0.78

0.76

GROUP: 3-F:0.3 mg base/kg/day

8215 0.74 0.75
8193 0.74 0.67
8181 0.67 0.73
8197 0.70 6.76
MEAN 0.71 0.73

SD 0.034 0.040

N 4 4

8196 0.73 0.69
8213 0.61 0.63
8194 0.73 0.67
8182 0.75 0.74
MEAN 0.71 0.68

SD 0.064 0.046

N 4 4

LABCAT CC4.25
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FOUR WEEK ORAL TOXICITY STUDY

OF WR242511 IN DOGS

STUDY 1D: 134
STUDY NO: 134
ABBR: NA

EST: Sodium

IND. ANIMAL CLINIC%L CHEMISTRY REPORT BY GROUP

SEX: MALE

UNITS: mmol/L

GROUP: 1-M:0 mg base/kg/day

8172 144 145
8143 142 144
8148 143 145
8153 146 144
MEAN 144 145

sD 1.7 0.6

N 4 4

GROUP: 2-M:0.1 mg base/kg/day

8173 143 147

8170 145 145

8147 143 145

8151 144 147

MEAN 144 146
SO 1.0 1.2
N 4

GROUP: 3-M:0.3 mg base/kg/day

8157 145 144
8159 143 144
8175 144 145
8166 144 145
MEAN 144 145

sD 0.8 0.6

N 4 4

144
144
142
146

144
142
145
146

GROUP: 4-M:1.0 mg base/kg/day

8146 143 143
8156 146 149
8160 145 146
8144 142 145
MEAN 144 146

sD 1.8 255

N 4 4

144
146
147
144

LABCAT CC4.25
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FOUR WEEK ORAL TOXICITY STUDY

OF WR242511 IN DOGS

STUDY ID: 134
STUDY NO: 134
ABBR: NA

TEST: Sodium

IND. ANTMAL CLINICAL CHEMISTRY REPORT BY GROUP

SEX: FEMALE

UNITS: mmol/L

ANIMAL ID  Week -3 Wk -2/-1
GROUP: 1-F:0 mg base/kg/day
8211 141 145
8214 146 145
8184 146 143
8180 144 145
MEAN 144 145
] 2.4 1.0
N 4 4

GROUP: 2-F:0.1 mg base/kg/day

8207 144 145
8206 144 143
8185 145 145
8199 144 144
MEAN 144 144

SD 0.5 1.0

N 4 4

144
144
145
145

GROUP: 3-F:0.3 mg base/kg/day

8215 145 145
8193 143 142
8181 145 147
8197 141 143
MEAN 144 144

SD 1.9 2.2

N 4 4

GROUP: 4-F:1.0 mg base/kg/day

8196 145 143
8213 144 144
8194 145 144
8182 141 146
MEAN 144 144

SD 1.9 1.3

N 4 4

144
144
144
145

144
143
144
144

144
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FOUR WEEK ORAL TOXICITY STUDY

OF WR242511 IN DOGS

STUDY ID: 134
STUDY NO: 134
ABBR: K

TEST: Potassium

IND. ANIMAL CLINICAL CHEMISTRY REPORT BY GROUP

SEX: MALE

UNITS: mmol/L

ANIMAL ID Week -3 Wk -2/-1
GROUP: 1-M:0 mg base/kg/day
8172 4.54 4.47
8143 4.82 4.83
8148 4.73 4.58
8153 5.06 4.84
MEAN 4.79 4.68
SD 0.216 0.185
N 4 4

GROUP: 2-M:0.1 mg base/kg/day

8173 4.58 4.57
8170 4.65 4.42
8147 4.33 4.43
8151 4.44 4.73
MEAN 4.50 4.54

SD 0.143 0.145

N 4 4

GROUP: 3-M:0.3 mg base/kg/day

8157 4.64 4.02
8159 4.34 4.45
8175 4.32 4.62
8166 4.54 4.54
MEAN 4.46 4.4

S0 0.156 0.268

N 4 4

4.34

4.07
4.08

8146 4.79 4.64
8156 4.64 4.87
8160 4.33 4.63
8144 4.42 4.44
MEAN 4.55 4.65

S0 0.209 0.176

N 4 4

LABCAT CC4.25
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FOUR WEEK ORAL TOXICITY STUDY

OF WR242511 IN DOGS

STUDY ID: 134
STUDY NO: 134
ABBR: K

EST: Potassium

IND. ANIMAL CLIN%CAL CHEMISTRY REPORT BY GROUP

SEX: FEMALE

UNITS: mmol/L

GROUP: 1-F:0 mg base/kg/day

8211 4.05 4.26
8214 4.38 4.87
8184 5.14 4.27
8180 4.45 4.50
MEAN 4.51 4.48

SD 0.458 0.286

N 4 4

GROUP: 2-F:0.1 mg base/kg/day

8207 4.29 4.42
8206 4.92 4.63
8185 4.61 4.98
8199 4.52 4.34
MEAN 4.59 4.59

SD D.261 0.286

N 4 4

GROUP: 3-F:D.3 mg base/kg/day

8215 4.7 4.63
8193 4.24 4.15
8181 4.66 4.59
8197 4.03 4.75
MEAN 4.41% 4.53

SD 0.330 0.262

N 4 4

GROUP: 4-F:1.D mg base/kg/day

8196 4.70 4.55
8213 4.26 4.54
8194 4.41 4.42
8182 4.21 3.97
MEAN 4.4D 4.37
SD 0.220 0.273

N 4 4

4.46
3.81
4.39
4.35

4.25
D.298
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STUDY 1D: 134
STUDY NO: 134
ABBR: CL

FOUR WEEK ORAL TOXICITY STUDY

OF WR242511 IN DOGS

IND. ANIMAL CLINICAL CHEMISTRY REPORT BY GROUP

TEST: Chloride

GROUP: 1-M:0 mg base/skg/day

8172 116 112
8143 19 121
8148 124 121
8153 123 123
MEAN 121 119

sD 3.7 4.9

N 4 4

GROUP: 2-M:0.1 mg base/kg/day

8173 117 124
8170 112 118
8147 124 121
8151 121 117
MEAN 19 120

SO 5.2 3.2

N 4 4

GROUP: 3-M:0.3 mg base/kg/day

8157 115 125
8159 115 121
8175 115 13
8166 120 112
MEAN 116 118

SO 2.5 6.3

N 4 4

GROUP: 4-M:1.0 mg base/kg/day

8146 118 122
8156 123 - 128
8160 120 122
8144 119 110
MEAN 120 121

SO 2.2 7.5

N 4 4

6-36

115
114
116
114

116
115
116
116

116

122
112
115
120

117

119
117
122
115

118

115
113
119
118

SEX: MALE

UNITS: mEqg/L




FOUR WEEK ORAL TOXICITY STUDY

OF WR242511 IN DOGS

STUDY 1D: 134
STUDY NO: 134
ABBR: CL

ANIMAL CLINICAL CHEMISTRY REPORT BY GROUP

TEST: Chloride

SEX: FEMALE

UNITS: mEq/L

GROUP: 1-F:0 mg base/kg/day

8211 114 123
8214 122 120
8184 118 118
8180 17 120
MEAN 118 120

SD 343 2.4

N 4 4

GROUP: 2-F:0.1 mg base/kg/day

8207 120 129
8206 118 13
8185 122 115
8199 17 - 121
MEAN 119 120

SO 22 T

N 4 4

m
119
114
114

GROUP: 3-F:0.3 mg base/kg/day

8215 118 115
8193 119 127
8181 113 112
8197 114 127
MEAN 116 120

SO 2.9 7.9

N 4 4

119
116
117
118

120
115
114
116

116

GROUP: 4-F:1.0 mg base/kg/day

8196 121 118
8213 116 124
8194 120 122
8182 114 122
MEAN 118 122

SO 3.3 255

N 4 4

118
117
13
116

116
252

LABCAT €C4.25
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FOUR WEEK ORAL TOXICITY STUDY

OF WR242511 IN DOGS

IND. ANIMAL CLINICAL CHEMISTRY REPORT BY GROUP
EST: Calcium

STUDY 10: 134
STUDY NO: 134
ABBR: CA

SEX: MALE

UNITS: mg/dL

GROUP: 1-M:0 mg base/kg/day

8172
8143
8148
8153

MEAN
SO

GROUP: 2-M:0.1
8173
8170
8147
8151

MEAN
SD

11.3 10.8
10.9 11.0
10.7 10.6
11.5 11.0
11.1 10.9
0.37 0.19
4 4
mg base/kg/day
M5 11.6
11.8 10.5
11.0 10.6
11.0 11.3
11.3 11.0
0.39 0.54
4 4

GROUP: 3-M:0.3 mg base/kg/day

8157
8159
8175
8166

11.4
1.3
1.1
10.6

10.8
11.0
10.2
10.4

10.6
0.37

GROUP: 4-M:1.0 mg base/kg/day

8146
8156
8160
8144

MEAN
SD

10.6
1.1
10.8
10.7

10.8
0.22
4

10.6
11.0
10.2
10.4

10.6
0.34

LABCAT CC4.25
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FOUR WEEK ORAL TOXICITY STUDY @ @ & E T;

OF WR242511 IN DOGS

IND. ANIMAL CLINICAL CHEMISTRY REPORT BY GROUP
TEST: Calcium

STUDY 10: 134 SEX: FEMALE
STUDY NO: 134
ABBR: CA UNITS: mg/dL
l ANIMAL ID Week -3 Wk -2/-1 Week 2 Week 5
GROUP: 1-F:0 mg base/kg/day
8211 10.7 110 10.6 11.2
l 8214 10.9 10.9 10.6 10.4
8184 11.6 10.7 10.5 10.5
8180 10.8 10.2 10.3 10.3
MEAN 11.0 10.7 10.5 10.6
sD 0.41 0.36 0.14 0.41
N 4 4 4 4
' GROUP: 2-F:0.1 mg base/kg/day .
8207 11.2 10.8 11.0 11.0
8206 1.1 10.6 10.6 10.7
8185 11.6 10.5 10.8 11.0
' 8199 11.0 10.6 10.5 10.8
MEAN 11.2 10.6 10.7 10.9
SD 0.26 0.13 0.22 0.15
4 4 4

GROUP: 3-F:0.3 mg base/kg/day

8215 10.8 10.6 1.1 1.1
' 8193 1.2 10.8 10.6 10.9
8181 1.2 10.4 10.8 10.4
8197 10.9 10.5 10.3 10.6
l MEAN 11.0 10.6 10.7 10.8
sD 0.21 0.17 0.34 0.31
N 4 4 4 4 -
' GROUP: 4-F:1.0 mg base/kg/day
8196 1.5 10.8 10.7 10.9
8213 10.8 10.7 10.6 10.4
8194 1.3 10.9 10.6 10.3
' 8182 10.5 10.0 10.1 10.0
MEAN 1.0 10.6 10.5 10.4
sD 0.46 0.41 0.27 0.37
4 4 4 4

' N
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FOUR WEEK ORAL TOXICITY STUDY

OF WR242511 IN DOGS

STUDY 1D: 134
STUDY NO: 134
ABBR: IP

IND. ANIMAL CLINICAL CHEMISTRY REPORT BY GROUP

TEST: Inorganic Phosphorus

SEX: MALE

UNITS: mg/dL

GROUP: 1-M:0 mg base/kg/day

8172 5.9 6.3
8143 6.0 6.3
8148 6.7 7.3
8153 5.6 6.5
MEAN 6.1 6.6
so 0.47 0.48
N 4 4
GROUP: 2-M:0.1 mg base/kg/day
8173 6.0 6.7
8170 6.8 7.0
8147 5.9 5.4
8151 553 6.0
MEAN 6.0 6.3
SD 0.62 0.72
N 4 4
GROUP: 3-M:0.3 mg base/kg/day
8157 5.5 5.3
8159 5.2 6.5
8175 SE7! 6.4
8166 Bl 6.1
MEAN 5.5 6.1
SD 0.24 0.54
N 4 4
GROUP: 4-M:1.0 mg base/kg/day
8146 55l 4.8
8156 6.1 6.3
8160 6.3 6.2
8144 5.8 6.1
MEAN 5:.8) 5.9
SD 0.53 0.70
N 4 4
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FOUR WEEKXK ORAL TOXICITY STUDY

OF WR242511 IN DOGS

IND. ANIMAL CLINICAL CHEMISTRY REPORT BY GROUP

TEST: Inorganic Phosphorus

STUDY 1D:
STUDY NO:
ABBR: IP

134
134

SEX: FEMALE

UNITS: mg/dL

ANIMAL ID  Week -3 Wk -2/-1 Week 2
GROUP: 1-F:0 mg base/kg/day
8211 4.6 4.7 4.9
8214 Sid S 5.8
8184 6.9 Si:ifl 6.5
8180 5.7 5.7 St
MEAN 5.6 53 Sl
SD 0.99 0.49 0.66
N 4 4
GROUP: 2-F:0.1 mg base/kg/day
8207 4.2 5.4 5.9
8206 6.0 T 6.3
8185 5.2 5.7 5.3
8199 5.0 5.6 515
MEAN 5.1 6.0 5.8
SD 0.74 0.78 0.44
N 4 4
GROUP: 3-F:0.3 mg base/kg/day
8215 5.4 5.3 5.0
8193 4.5 4.2 5.0
8181 5:3 6.4 5.8
8197 5.4 6.1 3.9
MEAN 5.2 5.5 4.9
SD 0.44 0.98 0.78
N 4 4
GROUP: 4-F:1.0 mg base/kg/day
8196 6.1 6.7 5.7
8213 5.6 5ri3: 5.8
8194 5.4 5.3 5.7
8182 5.1 4.8 4.6
MEAN 5.6 SED) 55
SD 0.42 0.82 0557
N 4 4 4
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FOUR WEEK ORAL TOXICITY STUDY @ EB & E F

OF WR242511 IN DOGS
IND. ANIMAL CLINICAL CHEMISTRY REPORT BY GROUP
TEST: Glucose
STUDY ID: 134 SEX: MALé--
STUDY NO: 134
ABBR: GLU UNITS: mg/dL

GROUP: 1-M:0 mg base/kg/day

G A TN Am am e
>
-4
=
=
—
=
o
=
[1]
*
L}
W
=
Ll
R
;
L
5
*
~n
=
[1]
*
v

8172 119 107 112 112
8143 113 106 131 117
8148 126 121 115 126
8153 125 114 108 132
MEAN 121 112 117 122
SD 6.0 7.0 10.1 9.0
N 4 4 4 4
' GROUP: 2-M:0.1 mg base/kg/day
8173 116 108 109 110
8170 120 120 104 117
8147 118 100 112 110
l 8151 123 128 118 11
MEAN 119 114 1M1 112
SD 3.0 12.4 5.9 3.4

GROUP: 3-M:0.3 mg base/kg/day

8157 99 95 106 100
l 8159 99 120 110 113
8175 123 95 115 115
8166 112 108 107 116
MEAN 108 105 110 m
SD 1.6 12.0 4.0 7.4
N 4 4 4 4
' GROUP: 4-M:1.0 mg base/kg/day
8146 108 93 106 100
8156 129 129 116 118
8160 110 102 m 116
l 8144 104 9 103 104
MEAN 113 106 109 110
SD 1.1 15.9 5.7 8.9

' N 4 4 4 4
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FOUR WEEK ORAL TOXICITY STUDY

OF WR242511 IN DOGS

STUDY ID: 134
STUDY NO: 134
ABBR: GLU

TEST: Glucose

IND. ANIMAL CLINICAL CHEMISTRY REPORT BY GROUP

SEX: FEMALE

UNITS: mg/dL

GROUP: 1-F:0 mg base/kg/day

8211 125 109
8214 122 101
8184 127 113
8180 89 95
MEAN 116 105

SD 18.0 8.1

N 4 4

GROUP: 2-F:0.1 mg base/kg/day

8207 105 114
8206 126 104
8185 124 85
8199 109 101
MEAN 116 101

SD 10.6 12.0

N 4 4

107
107
102

GROUP: 3-F:0.3 mg base/kg/day

8215 123 115
8193 114 114
8181 115 109
8197 124 119
MEAN 119 114
SD 5.2 4.1

N 4 4

125
115
121
17

115
105
m
128

GROUP: 4-F:1.0 mg base/kg/day

8196 123 103
8213 120 : 133
8194 106 104
8182 116 100
MEAN 116 110

SD 7.4 15.4

N 4 4

125
108

106

109
1.7

112
m
107

107
5.9

LABCAT CC4.25
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FOUR WEEK ORAL TOXICITY STUDY @ [B & F

OF WR242511 IN DOGS

IND. ANIMAL CLINICAL CHEMISTRY REPORT BY GROUP
TEST: Haptoglobin

STUDY 10: 134 SEX: MALE
STUDY NO: 134
ABBR: HAPT UNITS: mg/dL
ANIMAL 10 Week -3 Wk -2/-1 Week 2 Week 5
GROUP: 1-M:0 mg base/kg/day
8172 72.5 78.5 -- B VA
8143 85.9 65.7 52.4 25.7
8148 49.0 80.3 69.2 51.5
8153 41.5 45.3 66.5 71.1
MEAN 62.2 67.5 62.7 56.4
S0 20.58 16.13 9.02 23.23
N 4 4 3 4

GROUP: 2-M:0.1 mg base/kg/day

8173 33.4 =5 Bl 43.6 49.3
8170 31.6 61.5 75.6 43.1
8147 63.0 58.4 69.3 =B
8151 45.8 45.3 == B 61.9
MEAN 43.5 55 62.8 51.4
sD 14.48 8.60 16.95 9.58
N 4 3 3 3

GROUP: 3-M:0.3 mg base/kg/day

8157 75.4 121/:3 109.7 140.5
8159 59.5 81.1 87.4 134.2
8175 133.2 107.6 =B 104.7
8166 56.3 107.3 51.7 80.7
MEAN 81.1 104.3 82.9 115.0
SD 35.72 16.80 29.26 27.70
N 4 4 3 4 -

8146 88.7 103.2 90.8 260.9

8156 62.4 88.0 110.9 254.7

8160 84.9 98.2 98.1 260.3

8144 69.6 96.3 202.5 263.7

MEAN 76.4 96.4 125.6 259.9

SD 12.46 6.33 51.95 3.77

N 4 4 4 4

(--)-0ata Unavailable B - Below Limit of Detection

LABCAT CC4.25
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OF WR242511 IN DOGS

FOUR WEEK ORAL TOXICITY STUDY

IND. ANIMAL CLINICAL CHEMISTRY REPORT BY GROUP

TEST: Haptoglobin

STUDY ID: 134
STUDY NO: 134
ABBR: HAPT

SEX: FEMALE

UNITS: mg/dL

ANIMAL ID Week -3 Wk -2/-1 Week 2 Week 5
GROUP: 1-F:0 mg base/kg/day
8211 35.9 -- B -- B =i=B
8214 25.6 -- B -- B -- B
8184 59.5 -- B --B 106.5
8180 103.4 92.5 76.8 20.4
MEAN 56.1 92.5 76.8 63.5

sD 34.58 NA NA 60.88

N 4 1 1 2
GROUP: 2-F:0.1 mg base/kg/day
8207 =="(B] -- B -- B -- B
8206 37.6 15.8 74.1 17.2
8185 40.0 86.6 68.9 =B
8199 187.7 95.4 -- B =B,
MEAN 88.4 65.9 71.5 17.2

sD 85.98 43,64 3.68 NA

N 3 3 2 1
GROUP: 3-F:0.3 mg base/kg/day
8215 -- B 75::5 35.5 --B
8193 -= B -- B -- B -- B
8181 -- B 84.4 --B -- B
8197 17.1 -- B -- B -- B
MEAN 17.1 80.0 35.5 NA

(0] NA 6.29 NA NA

N 1 2 1 0
GROUP: 4-F:1.0 mg base/kg/day
8196 56.6 50.4 84.5 218.7
8213 75.0 -- B 35.7 258.4
8194 -- B -- B 18.8 183.4
8182 25.9 -- B --B 150.9
MEAN 52.5 50.4 46.3 202.9

SO 24.81 NA 34.12 46.24

N 3 1 3 4

(--)-Data Unavailable
B - Below Limit of Detection

LABCAT CC&4.25

NA-Not Applicable
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FOUR WEEK ORAL TOXICITY STUDY m & F E
OF WR242511 IN DOGS

STUDY: 134
NO. ABBR. DESCRIPTION ---LOWER LIMIT--- ---UPPER LIMIT---

UNITS PRECISICON CALCULATED OPERAND A OPERAND B MALE FEMALE MALE FEMALE
1. RBC Erythrocytes

10%6/cmm  0.00 NO 6.00 6.00 8.00 8.00
2. HGB Hemoglobin

g/dL 0.0 NO 12.0 12.0 19.0 19.0
3. HCT Hematocrit

% 0.0 NO 35.0 35.0 55.0 55.0
4. MCV Mean Corpuscular Volume

fL 0.0 NO 57.0 57.0 70.0 70.0
5. MCH Mean Corpuscular Hemo.

P9 0.0 NO 20. 20 25 25
6. MCHC Mean Corpus. Hemo. Conc.

g/dl 0.0 NO 32.0 32.0 38.0 38.0
7. RETICS Reticulocytes

%RBCs 0.0 NO 0.0 0.0 1.0 1.0
8. HB Heinz Bodies

% 0.0 NO 0.0 0.0 20.0 20.0
9. ZMETHGB % Methemoglobin

% 0.0 NO 0.0 0.0 3.0 3.0
10. PLT Platelets

10%3/cem  Integer NO 200 - 200 500 500
1. PT Prothrombin Time

sec 0.0 NC 6.0 6.0 9.0 9.0
12. APTT Act. Partial Thrombo. Time

sec 0.0 NO 7.0 7.0 12.0 12.0
13. WBC Leukocytes

10%3/cmnm 0.0 NO 7.0 7.0 15.0 15.0

(END OF REPORT)



l FOUR WEEK ORAL TOXICITY STUDY % & E ll:.
OF WR242511 IN DOGS

INDIVIDUAL ANIMAL HEMATOLOGY REPORT BY GROUP

l TEST: Erythrocytes
STUDY ID: 134 SEX: MALE
STUDY NO: 134
' ABBR: RBC UNITS: 10%6/cmm
ANIMAL ID  Week -3 Wk -2/-1 Week 2 Week 5
GROUP: 1-M:0 mg base/kg/day
8172 6.41 6.56 6.57 6.18
8143 6.41 6.48 6.11 6.85
8148 5.38 5.99 5.21 5.99
8153 6.57 6.52 7.06 7.00
l MEAN 6.19 6.39 6.24 6.51
SD 0.547 0.267 0.787 0.495
N 4 4 4 4
l GROUP: 2-M:0.1 mg ba;se/kg/day
8173 6.29 5.80 5.63 5.57
8170 6.02 5.94 6.19 6.29
8147 6.30 6.16 6.80 6.00
8151 5.84 6.80 6.16 5.58

MEAN 6.11 6.18 6.20 5.86
SD 0.223 0.442 0.478 0.350

GROUP: 3-M:0.3 mg base/kg/day

l 8157 6.23 5.72 6.12 5.52

8159 6.85 6.70 6.41 5.83
8175 6.28 6.19 6.47 6.52
8166 6.11 6.25 6.26 6.18
MEAN 6.37 6.22 6.32 6.01
SD 0.329 0.401 0.157 0.433
N 4 4 4 4
' GROUP: 4-M:1.0 mg base/kg/day
8146 6.70 6.43 6.44 6.34
8156 6.65 6.58 7.05 6.12
8160 5.45 5.33 5.56 5.02
l 8144 5.94 5.91 5.91 5.48
MEAN 6.19 6.06 6.24 5.74
SD 0.600 0.566 0.650 0.603
4 4

l N 4 4
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l FOUR WEEK_ORAL TOXICITY STUDY @ & [F ‘W

OF WR242511 IN DOGS

INDIVIDUAL ANIMAL HEMATOLOGY REPORT BY GROUP

l TEST: Erythrocytes
STUDY ID: 134 SEX: FEMALE
STUDY NO: 134
l ABBR: RBC UNITS: 10%6/cmm
ANIMAL ID Week -3 Wk -2/-1 Week 2 Week 5
GROUP: 1-F:0 mg base/kg/day
8211 6.22 6.19 6.00 6.22
8214 6.05 6.23 6.34 5.91
8184 7.20 6.49 6.42 5.65
8180 6.18 6.36 6.77 6.44
l MEAN 6.41 6.32 6.38 6.06
sD 0.530 0.136 0.316 0.347
N 4 4 4 4

GROUP: 2-F:0.1 mg base/kg/day

8207 6.35 6.66 7.27 575

8206 6.49 5.94 5.69 6.16

8185 7.58 5.77 6.69 6.62

8199 5.78 6.02 6.14 6.44

MEAN 6.55 6.10 6.45 6.24

SO 0.752 0.389 0.684 0.379

' N 4 4 [ 4
GROUP: 3-F:0.3 mg baseskg/day

8215 6.22 6.32 7.02 5.87

8193 : 6.63 6.11 6.19 5.84

8181 6.62 6.36 6.63 6.06

8197 6.52 6.27 6.32 5.73

l MEAN 6.50 6.27 6.54 5.88

SO 0.192 0.110 0.369 0.137

N 4 4 4 4
' GROUP: 4-F:1.0 mg base/kg/day

8196 6.95 6.56 6.95 5.86

8213 5.95 6.43 5.81 5.06

8194 6.38 6.64 6.61 5.81

' 8182 6.70 6.65 6.69 5.14

MEAN 6.50 6.57 6.52 5.47

sD 0.432 0.102 0.492 0.426

l N 4 4 4 4
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FOUR WEEK ORAL TOXICITY STUDY

OF WR242511 IN DOGS

INDIVIDUAL ANIMAL HEMATOLOGY REPORT BY GROUP

TEST: Hemoglobin

STUDY ID: 134
STUDY NO: 134
ABBR: HGB

SEX: MALE

UNITS: g/dL

ANIMAL ID Week -3 Wk -2/-1
GROUP: 1-M:0 mg base/kg/day
8172 15.5 15.7
8143 15..5 15.4
8148 13.7 15.3
8153 15.9 16.0
MEAN 15.2 15.6
) 0.98 0.32
N 4 4

GROUP: 2-M:0.1
8173
8170
8147
8151

MEAN
sD

mg base/kg/day

GROUP: 3-M:0.3
8157
8159
8175
8166

15.6 141
14.8 14.5
15.3 14.9
14.0 16.5
14.9 15.0
0.70 1.05
4 4
mg base/kg/day
15.8 14.4
16.9 16.5
15.5 14.8
15.0 15.3
15.8 1523
0.80 0.91
4 4

GROUP: 4-M:1.0
8146
8156
8160
8144

MEAN
SD

mg base/kg/day

16.3 15.6
16.2 © 16.0
13.5 13.1
14.4 14.5
15.1 14.8
1.38 1.30

4 4




FOUR WEEK ORAL TOXICITY STUDY @ [}3 & lF T_r

OF WR242511 IN DOG

INDIVIDUAL ANIMAL HEMATOLOGY REPORT BY GROUP

TEST: Hemoglobin

STUDY ID: 134
STUDY NO: 134
ABBR: HGB

SEX: FEMALE

UNITS: g/dL

GROUP: 1-F:0 mg base/kg/day

8211
8214
8184
8180

MEAN
SD

15.0
15.1
18.3
1523,

mg base/kg/day

GROUP: 2-F:0.T
8207
8206
8185
8199

MEAN
SD

15.4
15.9
18.9
14.8

16.3
1.82

16.0
14.2
14.4
15.3

mg base/kg/day

GROUP: 3-F:0.3
8215
8193
8181
8197

MEAN
SD

15.4
16.4
16.6
16.6

1957
15.1
1507
16.2

15.7
0.45

mg base/kg/day

GROUP: 4-F:1.0
8196
8213
8194
8182

MEAN
sD

15.6
15.1
15.7
17.0

15.9
0.81

15.1
16.0
16.2
16.6

16.0
0.63
4

Week 2 Week 5
14.6 14.7
15.6 14.3
16.5 14.0
16.5 15.5
15.8 14.6
0.91 0.65

4 4
17.8 13.8
13.7 14.6
17.6 16.2
15.4 16.4
16.1 15.3
1.95 1.26

4 4
17.3 14.6
15.7 14.9
16.3 15.0
16.3 14.6
16.4 14.8
0.66 0.21

4 4
16.4 14.5
14.6 12.2
16.2 14.0
16.9 12.8
16.0 13.4
0.99 1.06

4 4
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STUDY ID: 134
STUDY NO: 134
ABBR: HCT

FOUR WEEK ORAL TOXICITY STUDY

OF WR242511 IN DOGS

DREAF U

INDIVIDUAL ANIMAL HEMATOLOGY REPORT BY GROUP

TEST: Hematocrit

GROUP: 1-M:0 mg base/kg/day

8172
8143
8148
8153

MEAN
SD

GROUP: 2-M:0.1
8173
8170
8147
8151

MEAN
SD

GROUP: 3-M:0.3
8157
8159
8175
8166

MEAN
SD

GROUP: 4-M:1.0
8146
8156
8160
8144

MEAN
SD

45.4
44,2
39.4
46.0

43.8
2.99

mg base/kg/day

43.7
42.1
43.7
39.7

42.3
1.89

40.1
41.0
42.2
46.5

42.5
2.83

mg base/kg/day

45.3
48.3
43.3
43.0

45.0
2.44

41.2
46.6
42.5
44.2

43.6
2.33

mg base/kg/day

46.4
46.9
39.0
42.1

43.6
3.75

444
46.1
37.6
41.8

42.5
3.70

SEX: MALE

UNITS: %




OF WR242511 IN DOGS

l FOUR WEEK ORAL TOXICITY STUDY m EB & [F ‘H‘

INDIVIDUAL ANIMAL HEMATOLOGY REPORT BY GROUP

. EST: Hematocrit
STUDY ID: 134 SEX: FEMALE
STUDY NO: 134
ABBR: HCT UNITS: %
l ANIMAL ID  Week -3 Wk -2/-1 Week 2 Week 5
GROUP: 1-F:0 mg base/kg/day
821 42.6 42.3 41.1 42.5
8214 43.3 43.8 44 .4 41.5
8184 52.4 46.9 46.3 40.1
8180 42.9 44.4 47.5 45.1
MEAN 45.3 44.4 44.8 42.3
SD 4.74 1.92 2.79 2.1
N 4 4 4 4
' GROUP: 2-F:0.1 mg base/kg/day .
8207 44 .1 45.6 49.7 39.4
8206 45.1 40.7 39.5 42.8
8185 53.2 40.8 49.8 46.9
l 8199 41.9 43.3 443 46.7
MEAN 46.1 42.6 45.8 44.0
SD 4.93 2:33 4.94 3,57

GROUP: 3-F:0.3 mg base/kg/day

8215 44.3 44.2 49.3 42.6
‘ 8193 47.1 43.6 44.8 827
8181 46.9 44.8 47.1 43.4
8197 48.8 46.1 46.9 43.8
MEAN 46.8 44.7 4750 43.1
SD 1.86 1.07 1.84 0.57
N 4 4 & 4
' GROUP: 4-F:1.0 mg base/kg/day
8196 45.2 43.0 46.7 43.9
8213 2.0 45.7 41.4 38.0
8194 43.6 45.0 44.8 40.2
l 8182 47.5 " 46.9 Evih 77
| MEAN 44.8 45,2 45.1 40.0
SD 2.04 1.63 2.68 2.86

I N 4 4 4 4



- . .

v

=

FOUR WEEK ORAL TOXICITY STUDY

OF WR242511 IN DOGS

INDIVIDUAL ANIMAL HEMATOLOGY REPORT BY GROUP
TEST: Mean Corpuscular Volume

STUDY NO: 134
ABBR: MCV

SEX: MALE

UNITS: fL

GROUP: 1-M:0 mg base/kg/day

8172
8143
8148
8153

MEAN
sD

70.8
69.0
73.2
70.0
70.8
1.79

mg base/kg/day

GROUP: 2-M:D.1
8173
8170
8147
8151

MEAN
sD

69.5
69.9
69.4
68.0

69.1
69.0
68.5
68.4

68.8
0.35

mg base/kg/day

GROUP: 3-M:0.3
8157
8159
8175
8166

MEAN
SO

72.7
70.5
68.9
70.4

70.6
1.56

72.0
69.6
68.7
70.7

70.3
1.42

o
Js3d
SO~

=~
e
s

mg base/kg/day

GROUP: 4-M:1.0
8146
8156
8160
8144

MEAN
SO

69.3
70.5
71.6
70.9

69.1
70.1
70.5
70.7

69.3

LABCAT HE4.26
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FOUR WEEK ORAL TOXICITY STUDY

OF WR242511 IN DOGS

STUDY ID: 134
STUDY NO: 134
ABBR: MCV

INDIVIDUAL ANIMAL HEMATOLOGY REPORT BY GROUP

TEST: Mean Corpuscular Volume

SEX: FEMALE

UNITS: fL

GROUP: 1-F:0 mg base/kg/day

8211
8214
8184
8180

MEAN
SD

68.5 68.3
71.6 70.3
72.8 72.3
69.4 69.8
70.6 70.2
1.97 1.65

4 4

GROUP: 2-F:0.1
8207
8206
8185
8199

mg ‘base/kg/day

69.4 68.5
69.5 68.5
70.2 70.7
72.5 7.9
70.4 69.9
1.44 1.69

4 4

68.4
69.4
7.2
72.1

70.3

GROUP: 3-F:0.3
8215
8193
8181
8197

MEAN
SD

mg base/kg/day

72 69.9
71.0 7.4
70.8 70.4
74.8 73.5
72.0 71.3
1.9 1.59

4 4

GROUP: 4-F:1.0
8196
8213
8194
8182

MEAN
SD

mg base/kg/day

65.0 65.5
72.1 7.1
68.3 67.8
70.9 70.5
69.1 68.7
3.15 2.59

4 4

LABCAT HE4.26
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FOUR WEEK ORAL TOXICITY STUDY

OF WR242511 IN DOGS

INDIVIDUAL ANIMAL HEMATOLOGY REPORT BY GROUP
TEST: Mean Corpuscular Hemo.

STUDY ID: 134
STUDY NO: 134
ABBR: MCH

SEX: MALE

UNITS: pg

GROUP: 1-M:0 mg base/kg/day

8172
8143
8148
8153

MEAN
S0

24.2
24.2
25.5
24.2

mg base/kg/day

GROUP: 2-M:0.1
8173
8170
8147
8151

MEAN
SO

24.8
24.6
24.3
24.0

24.3
24.4
24.2
24.3

mg base/kg/day

GROUP: 3-M:0.3
8157
8159
8175
8166

MEAN
S0

25.4
24.7
24.7
24.5

25.2
24.6
23.9
24.5

mg base/kg/day

GROUP: 4-M:1.0
8146
8156
8160
8144

MEAN
SO

24.3
24.4
24.8
24.2

24,3
24.3
24.6
24.5

LABCAT HE4.26
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FOUR WEEK ORAL TOXICITY STUDY @ [}3 [A IF v

OF WR242511 IN DOGS

INDIVIDUAL ANIMAL HEMATOLOGY REPORT BY GROUP
TEST: Mean Corpuscular Hemo.

STUDY ID: 134 SEX: FEMALE
STUDY NO: 134
ABBR: MCH UNITS: pg
ANIMAL ID  Week -3 Wk -2/-1 Week 2 Week 5
GROUP: 1-F:0 mg base/kg/day
8211 26.1 23.6 246.3 23.6
8214 25.0 24.6 24.6 24.2
8184 25.4 25.3 25.7 24.8
8180 24.8 24.7 24.4 24.1
MEAN 24.8 24.6 24.8 24.2
SD 0.54 0.70 0.65 0.49
N 4 4 4 VA

GROUP: 2-F:0.1 mg base/kg/day

8207 24.3 24.0 24.5 24.0
8206 24.5 23.9 241 23.7
8185 24.9 25.0 25.2 24.5
8199 25.6 25.4 2551 25,55
MEAN 24.8 24.6 24.7 24.4

SD 0.57 0.74 0.52 0.79

N 4 4 4 4

GROUP: 3-F:0.3 mg bases/kg/day

8215 24.8 24.8 24.6 24.9

8193 26.7 24.7 25.4 25.5

8181 25.1 24.7 24.6 26.8

8197 25i.5 25.8 25.8 25.5

MEAN 25.0 25.0 25711 22):.0
Sb 0.36 0.54 0.60 0.38

N 4 B 4 4

GROUP: 4-F:1.0 mg bases/kg/day

8196 22.4 23.0 23.6 24.7
8213 25.4 ©24.9 2541 26.1
8194 24.6 24 .4 24.5 24.1
8182 25.4 25.0 25.3 26.9
MEAN 24.5 24.3 24.6 24.5
SD 1.42 0.92 0.76 0.41
N 4 4 4 4
LABCAT HE4.26
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FOUR WEEK ORAL TOXICIgéSSTUDY

OF WR242511 1IN

INDIVIDUAL ANTMAL HEMATOLOGY REPORT BY GROUP

TEST: Mean Corpus. Hemo.

Conc.

STUDY ID: 134
STUDY NO: 134

SEX: MALE

UNITS: g/dt

GROUP: 1-M:0 mg base/kg/day

8172
8143
8148
8153

34.1
35.1
34.8
34.6

34.7
0.42

mg base/kg/day

GROUP: 2-M:0.1
8173
8170
8147
8151

MEAN
SO

35.7
35.2
35.0
35.3

35.3
0.29

552
35.4
35.3
351D

35.4
0.13

mg base/kg/day

GROUP: 3-M:0.3
8157
8159
8175
8166

MEAN
SO

34.9
35.0
35.8
34.9

35.0
35.4
34.8
34.6

35.5

35 0

mg base/kg/day

GROUP: 4-M:1.0
8146
8156
8160
8144

MEAN
sD

35.1
34.5
34.6
34.2

35%.1
34.7
34.8
34.7

34.8
0.19

LABCAT HE4.26



FOUR WEEK ORAL TOXICITY STUDY

OF WR242511 IN DOGS

INDIVIDUAL ANIMAL HEMATOLOGY REPORT BY GROUP

TEST: Mean Corpus. Hemo.

Conc.

STUDY ID: 134
STUDY NO: 134
ABBR: MCHC

SEX: FEMALE

UNITS: g/dl

GROUP: 1-F:0 mg base/kg/day
35.

8211 52
8214 34.9
8184 34.9
8180 55:7
MEAN 35.2

sD 0.38

N 4

34.5
34.9
35.0
35.4

35.0

35.5
35.1
35.6
34.7

3512

mg base/kg/day

GROUP: 2-F:0.1
8207
8206
8185
8199

34.9
35,3
35.5
353

35.1
34.9
35.3
35.3

35.2
0.19

mg base/kg/day

GROUP: 3-F:0.3
8215
8193
8181
8197

MEAN
SD

34.8
34.8
35.4
34.0

34.8
0.57

35.5
34.6
35.0
35.1

35.1
0.37

mg base/kg/day

GROUP: 4-F:1.0
8196
8213
8194
8182

MEAN
SD

34.5
35.2
36.0
35.8

35.4
0.68

35.1
35.0
36.0
35.4

35.4
0.45

33.0
32.1
34.8
34.0

33.5
1.18

LABCAT HE4.26




OF WR242511 IN DOGS

FOUR WEEK ORAL TOXICITY STUDY

INDIVIDUAL ANIMAL HEMATOLOGY REPORT BY GROUP

TEST: Reticulocytes

STUDY ID: 134
STUDY NO: 134
ABBR: RETICS

SEX: MALE

UNITS: %RBCs

ANIMAL

GROUP: 1-M:0 mg ba

8172
8143
8148
8153

MEAN
SO

e/kg/day

o

¢ O o0 O0OO
— . R R O D

sSuw Hf=2MN00

GROUP: 2-M:0.1 m

8173
8170
8147
8151

oo0ooowun

GROUP: 3-M:0.3

8157
8159
8175
8166

MEAN
SD

GROUP: 4-M:1.0

8146
8156
8160
8144

MEAN
SD



FOUR WEEK ORAL TOXICITY STUDY @ B} ﬁ\\ E cﬁ
OF WR242511 IN DOGS

INDIVIDUAL ANIMAL HEMATOLOGY REPORT BY GROUP

i TEST: Reticulocytes
| l STUDY ID: 134 SEX: FEMALE
| STUDY NO: 134
ABBR: RETICS UNITS: %RBCs
' ANIMAL ID Week -3 Wk -2/-1 Week 2 Week 5
GROUP: 1-F:0 mg base/kg/day
8211 0.2 0.2 0.4 0.0
I 8214 0.4 0.2 0.5 0.6
8184 0.6 0.2 0.1 0.1
8180 0.0 0.1 0.1 0.1
|
| MEAN 0.3 0.2 0.3 0.2
) 0.26 0.05 0.21 0.27
| N 4 4 4 4
|
l GROUP: 2-F:0.1 mg base/kg/day
8207 0.0 0.2 0.2 0.2
8206 0.2 0.0 0.3 0.3
8185 1.0 0.2 0.8 0.7
l 8199 0.0 0.3 0.5 0.2
MEAN 0.3 0.2 0.5 0.4
S0 0.48 0.13 0.26 0.24
4

GROUP: 3-F:0.3 mg base/kg/day
8215 0.0 0.2 0.4 0.4
8193 0.7 0.4 0.5 0.7
8181 0.2 0.2 0.2 0.4
8197 0.5 0.6 0.6 0.5
MEAN 0.4 0.4 0.4 0.5
) 0.31 0.19 0.17 0.14
N 4 4 4 G
b o e ommen s e st ot et S i S o e Al 1 S
| GROUP: 4-F:1.0 mg base/kg/day
' III 8196 0.2 0.2 0.6 1.0
| 8213 0.3 0.4 0.8 0.9
8194 0.2 0.5 0.9 1.7
|I| 8182 0.3 0.4 1.0 0.7
MEAN 0.3 0.4 0.8 1.1
) 0.06 0.13 0.17 0.43
4 7 4 4

LABCAT HE4.26




FOUR WEEK ORAL TOXICITY STUDY @ E} & lF CH‘

OF WR242511 IN DOGS

INDIVIDUAL ANIMAL HEMATOLOGY REPORT BY GROUP
TEST: Nucleated Red Cells

STUDY 1D: 134 SEX: MALE
STUDY NO: 134
ABBR: NRBC UNITS: #7100 WBC
Animal ID Week -3 wk -2/-1 Week 2 Week 5
GROUP: 1-M:0 mg base/kg/day
8172 0 0 0 0
8143 0 0 0 0
8148 0 0 0 0
8153 0 0 0 0
MEAN 0.0 0.0 0.0 0.0
SD 0.00 0.00 0.00 0.00
N 4 4 4 4
GROUP: 2-M:0.1 mg base/kg/day
8173 0 0 0 0
8170 0 0 0 0
8147 0 0 0 0
8151 0 0 0 0
MEAN 0.0 0.0 0.0 0.0
sD 0.00 0.00 0.00 0.00
N 4 4 4 4
GROUP: 3-M:0.3 mg base/kg/day
8157 0 0 0 0
8159 0 0 0 0
8175 0 0 0 0
8166 0 0 0 0
MEAN 0.0 0.0 0.0 0.0
SD 0.00 0.00 0.00 0.00
N 4 4 4 4
GROUP: 4-M:1.0 mg base/kg/day
8146 0 0 0 0
8156 0 0 0 0
8160 0 0 0 1
8144 0 0 0 0
MEAN 0.0 0.0 0.0 0.3
sD 0.00 0.00 0.00 0.50
N 4 4 4 4
WBC corrected for NRBC = or > 10
LABCAT HE4.3
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FOUR WEEK ORAL TOXICITY STUDY @ [}3 & E F

OF WR242511 IN DOGS

INDIVIDUAL ANIMAL HEMATOLOGY REPORT BY GROUP
TEST: Nucleated Red Cells

STUDY ID: 134 SEX: FEMALE
STUDY NO: 134
ABBR: NRBC UNITS: #7100 WBC
Animal ID Week -3 Wk -2/-1 Week 2 Week 5
GROUP: 1-F:0 mg base/kg/day
8211 0 0 0
8214 0 0 0 0
8184 0 0 0 0
8180 0 0 0 0
MEAN 0.0 0.0 0.0 0.0
] 0.00 0.00 0.00 0.00
N 4 4 4 4
GROUP: 2-F:0.1 mg base/kg/day
8207 0 0 0 0
8206 0 0 0 0
8185 0 0 0 1
8199 0 0 0 0
MEAN 0.0 0.0 0.0 0.3
] 0.00 0.00 0.00 0.50
N 4 4 4 4
GROUP: 3-F:0.3 mg base/kg/day
8215 0 0 0 0
8193 0 0 0 0
8181 0 0 0 0
8197 0 0 0 0
MEAN 0.0 0.0 0.0 0.0
] 0.00 0.00 0.00 0.00 -
N 4 4 4 4
GROUP: 4-F:1.0 mg base/kg/day
8196 0 0 0 1
8213 0 0 0 5
8194 0 0 1 0
8182 0 0 4 0
MEAN 0.0 0.0 1:8 1.5
] 0.00 0.00 1.89 2.38
N 4 4 4 4
WBC corrected for NRBC = or > 10
LABCAT HE4.3
7-17



OF WR242511 IN DOG

l FOUR WEEK ORAL TOXICITY STUDY @ ,JTB & 'F F

INDIVIDUAL ANIMAL HEMATOLOGY REPORT BY GROUP

' TEST: Heinz Bodies
STUDY ID: 134 SEX: MALE
STUDY NO: 134
' ABBR: HB UNITS: %
ANIMAL 1D Week -3 Wk -2/-1 Week 2 Week 5
GROUP: 1-M:0 mg base/kg/day
8172 0.0 0.0 0.0 0.0
8143 0.0 0.0 0.1 0.3
8148 0.0 0.0 0.2 0.0
8153 0.0 0.0 0.0 0.0
l MEAN 0.0 0.0 0.1 0.1
SD 0.00 0.00 0.10 0.15
N 4 4 4 4
' GROUP: 2-M:0.1 mg bases/kg/day
8173 0.0 0.0 0.0 0.0
8170 0.0 0.2 0.0 0.4
8147 0.0 0.0 0.0 0.2
8151 0.0 0.0 0.0 0.0
MEAN 0.0 0.1 0.0 0.2
SD 0.00 0.10 0.00 0.19
l N 4 4 4 4
GROUP: 3-M:0.3 mg base/kg/day
8157 0.1 0.0 0.0 0.1
8159 0.0 0.3 0.0 0.2
8175 0.0 0.1 0.2 0.0
8166 0.0 0.0 0.0 0.0
' MEAN 0.0 0.1 0.1 0.1
SD 0.05 0.14 0.10 0.10 _
N 4 [ 4 4
' GROUP: 4-M:1.0 mg base/kg/day
8146 0.0 0.0 0.0 0.0
8156 0.0 0.0 0.1 0.1
: 8160 0.0 0.0 0.3 0.6
', 8144 0.0 0.0 0.2 0.0
MEAN 0.0 0.0 0.2 0.2
SD 0.00 0.00 0.13 0.29

' N 4 4 4 %




l FOUR WEEK ORAL TOXICITY STUDY @ [B & E F

OF WR242511 IN DOGS

INDIVIDUAL ANIMAL HEMATOLOGY REPORT BY GROUP

l TEST: Heinz Bodies
STUDY ID: 134 SEX: FEMALE
STUDY NO: 134
ABBR: HB UNITS: %
' ANIMAL ID Week -3 Wk -2/-1 Week 2 Week 5
GROUP: 1-F:0 mg base/kg/day
8211 0.0 0.0 0.2 0.0
8214 0.0 0.0 0.1 0.0
8184 0.0 0.0 0.0 0.0
8180 0.0 0.0 0.0 0.0
MEAN 0.0 0.0 0.1 0.0
sb 0.00 0.00 0.10 0.00
N 4 4 4
' GROUP: 2-F:0.1 mg base/kg/day
8207 0.0 0.0 0.0 0.0
8206 0.0 0.0 0.3 0.0
8185 0.0 0.0 0.2 0.0
l 8199 0.0 0.0 0.1 0.0
MEAN 0.0 0.0 0.2 0.0
Sb 0.00 0.00 0.13 0.00
I N 4 4 4 4
GROUP: 3-f:0.3 mg base/kg/day
8215 0.1 0.0 0.1 0.3
8193 0.0 0.0 0.3 0.0
8181 0.0 0.0 0.0 0.0
8197 0.0° 0.0 0.3 0.0
MEAN 0.0 0.0 0.2 0.1
sD 0.05 0.00 0.15 0.15
N 4 4 4 4
' GROUP: 4-F:1.0 mg base/kg/day
8196 0.0 0.0 0.0 0.0
8213 0.1 0.4 0.8 0.0
8194 0.1 0.0 0.0 0.3
' 8182 0.0 0.0 0.3 0.5
MEAN 0.1 0.1 0.3 0.2
sD 0.06 0.20 0.38 0.24

I N 4 4 4 4




FOUR WEEK ORAL TOXICITY STUDY
OF WR242511 IN DOGS
INDIVIDUAL ANIMAL HEMATOLOGY REPORT BY GROUP
TEST: % Methemoglobin

STUDY 1D: 134 SEX: MALE
STUDY NO: 134
ABBR: %METHGB UNITS: %
Animal ID Week -3 Wk -2/-1 Day 0 Week 2 Week 3 Week 4 Week 5
GROUP: 1-M:0 mg base/kg/day
8172 1.0 0.7 0.8 1.1 0.8 0.7 1.1
8143 1.4 T2 1.0 N 2.0 27 2.3
8148 0.8 0.9 0.8 1.0 1% 1.0 0.8
8153 1.0 1.0 0.9 2 1.2 0.7 0.8
MEAN . 1.0 0.9 13 (553 1.0 18
SD 0.25 0.21 0.10 0.31 0.51 0.47 0.7
N 4 4 4 4 4 4
GROUP: 2-M:0.1 mg base/kg/day
8173 0.9 0.7 0.7 1.3 1.8 2.0 1.8
8170 1.1 1i:2 123 2.0 3.6 3.8 3:5
8147 1.0 0.8 0.8 1.1 1.2 1.4 =7
8151 0.8 0.8 0.8 1.1 2.8 3.0 2.4
MEAN 1.0 0.9 0.9 1.4 2.4 2.6 2.4
SD 0.13 0.22 0.27 0.43 1.06 1.06 0.83
N 4 4 4 4 4 4 4
GROUP: 3-M:0.3 mg base/kg/day
8157 1.3 0.9 0.9 6.9 10.0 9.9 9.7
8159 0.8 0.9 1.0 2.1 6.6 6.3 5.8
8175 i Tl 1.0 8.3 8.9 8.2 7.5
8166 0.8 0.8 1.2 7.4 8.9 9.7 9.4
MEAN 1.0 0.9 1.0 6.2 8.6 8.5 8.1
SD 0.24 0.13 0.13 2.78 1.43 1.67 1.82
N 4 4 4 4 4 4 4
GROUP: 4-M:1.0 mg base/kg/day
8146 1.0 &S 0.8 26.0 27.5 28.2 24.6
8156 0.8 0.9 1.0 20.5 25.2 24.5 21.5
8160 1) 1.0 1.1 22.2 24.5 24.7 27.9
8144 0.9 0.9 EAT 30.0 31.6 28.8 28.7
MEAN 1.0 140 1.0 24.7 27.2 26.6 25.7
SD 0.13 0.19 0.14 4.23 3.20 2.27 3.30
N 4 4 4 4 4 4 4
LABCAT HE4.3
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FOUR WEEK ORAL TOXICITY STUDY @ m & F EIT
OF WR242511 IN DOGS

INDIVIDUAL ANIMAL HEMATOLOGY REPORT BY GROUP
TEST: % Methemoglobin

STUDY 10: 134 SEX: FEMALE
STUDY NO: 134
ABBR: %METHGB UNITS: %
Animal 10 Week -3 Wk -2/-1 Day 0 Week 2 Week 3 Week &4 Week 5
GROUP: 1-F:0 mg base/kg/day
8211 0.8 1.0 0.8 1.0 1.0 0.8 1.2
8214 0.7 0.6 0.8 0.6 0.8 0.6 0.9
8184 1.2 0.8 el 0.9 1.2 5 1.4
8180 0.7 0.8 1.0 0.8 0.9 0.7 0.8
MEAN 0.9 0.8 0.9 0.8 1.0 0.9 1.1
SD 0.24 0.16 0.15 0.17 0.17 0.41 0.28
N 4
GROUP: 2-F:0.1 mg base/kg/day
8207 0.8 0.6 0.6 1.2 1.6 1.9 2.2
8206 0.6 0.7 0.7 1.2 1.6 1.8 2.3
8185 /53 1.3 0.7 2.8 27 2.8 2.2
8199 0.9 0.8 0.9 2.3 2.7 2.7 2D
MEAN 1.2 0.9 0.7 1.9 2.2 2.3 2.3
SD 0.78 0.31 0.13 0.81 0.64 0.52 0.14
N 4 4 4 4 4 4 4
GROUP: 3-F:0.3 mg base/kg/day
8215 0.7 0.7 0.8 9.3 11.0 9.5 a2
8193 0.6 0.7 1.1 6.0 9.3 9.7 8.8
8181 0.8 0.8 0.6 3.4 6.4 623 6.7
8197 148 1.2 0.9 11.0 13.3 11.6 9.3
MEAN 0.8 0.9 0.9 7.4 10.0 T 9.3 8.0
SD 0.22 0.24 0.21 3.39 2.9 2.20 1:525]
N 4 4 4 4 4 4 4
GROUP: 4-F:1.0 mg base/kg/day
8196 0.8 1.1 0.7 15.6 20.2 17.9 15.6
8213 0.8 0.7 1.0 37.0 37.8 32.5 30.1
8194 0.9 0.9 0.8 24.6 28.9 24.7 22.0
8182 0.7 0.8 1.2 30.2 30.5 26.0 26.4
MEAN 0.8 0.9 0.9 26.9 29.4 25.3 23.5
SD 0.08 0.17 0.22 9.05 7.23 5.98 6.24
N 4 4 4 4 4 4 4
LABCAT HE4.3
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FOUR WEEK ORAL TOXICITY STUDY
OF WR242511 IN DOGS

STUDY ID: 134
STUDY NO: 134

8148

8153

Poikilocytes,Slight

Polychromasia,Slight

Normal Red Blood
Cells

Polychromasia,Slight

Normal Red Blood
Cells

Normal Red Blood
Cells

Normal Red Blood
Cells

Polychromasia,
Moderate;
Anisocytosis,
Moderate

Poikilocytes,Slight;
Anisocytosis,Slight

Polychromasia,Slight
Macrocytes,Slight;
Clumped Platelets,
Moderate

Anisocytosis,
Moderate;Macrocytes,
Moderate; ;Decreased
Platelets,Slight

Polychromasia,Slight
Anisocytosis,Slight

Normal Red Blood
Cells

Normal Red Blood
cells

Normal Red Blood

Cells;Clumped
Platelets,Slight

Normal Red Blood
Cells

LABCAT HE4.26




134
134

STUDY 1D:
STUDY NO:

8170

8147

8151

LABCAT HE4.26

FOUR WEEK ORAL TOXICITY STUDY
OF WR242511 IN DOGS

Normal Red Blood
Cells;Clumped
Platelets,Slight

Poikilocytes,
Moderate

Normal Red Blood
Cells

Normal Red Blood
Cells

GROUP: 2-M :

Normal Red Blood
Cells

Poikilocytes,
Moderate;
Anisocytosis,
Moderate;Macrocytes,
Mcderate

Normal Red Blood
Ce{ls

Poikilocytes,
Moderate;
Anisocytosis,Slight

0.1 mg base/kg/day

Poikilocytes,Slight;
Target Cells,Slight;
Clumped Platelets,
Moderate

Normal Red Blood
Cells

Normal Red Blood
Cells

Normal Red Blood
Cells

Normal Red Blood
Cells;Decreased
Platelets,Slight

Polychromasia,Slight
Poikilocytes,Slight;
Anisocytosis,
Moderate

Polychromasia,Slight
Macrocytes,Slight

Normal Red Blood
Cells



FOUR WEEK ORAL TOXICITY STUDY
OF WR242511 IN DOGS

STUDY ID: 134
STUDY NO: 134 GROUP: 3-M : 0.3 mg base/kg/day

ANIMAL 1D Week Wk -2/-1 Week 2 Week 5
8157 Polychromasia,Slight Normal Red 8lood Polychromasia,Slight Polychromasia,
Macrocytes,Slight Cells Anisocytosis,Slight;  Moderate;
Clumped Platelets, Anisocytosis,Slight;
Moderate Decreased Platelets,
: Moderate
8159 Anisocytosis,Slight Polychromasia, Polychromasia, Polychromasia,
Moderate; Moderate;Target Moderate;
Poikilocytes,Slight; Cells,Slight; Poikilocytes,Slight;
Anisocytosis, Macrocytes,Moderate; Anisocytosis,Mod. to
Moderate Clumped Platelets, Marked;Decreased
Moderate Platelets,Mod. to
Marked
8175 Normal Red Blood Polychromasia, Polychromasia, Anisocytosis,
Cells Moderate;Macrocytes, Moderate;Macrocytes, Moderate;Decreased
Moderate Moderate;Clumped Platelets,Moderate
Platelets,Slight
8166 Normal Red Blood Poikilocytes,Slight; Poikilocytes,Slight; Anisocytosis,
Cells Anisocytosis,Slight Anisocytosis,Slight; Moderate;Decreased
Macrocytes,Slight; Platelets, Moderate

LABCAT HE&4.26

Clumped Platelets,
Slight

7-24




FOUR WEEK ORAL TOXICITY STUDY
OF WR242511 IN DOGS

STUDY 1D: 134
STUDY NO: 134

ANIMAL ID Week -3

8146 Normal Red Blood
Cells

8156 Normal Red Blood
Cells

8160 Anisocytosis,Slight

+8144 Normal Red Blood
Cells

GROUP: 4-M : 1.0 mg

Normal Red Blood
Cells

Polychromasia,Slight
Anisocytosis,
Moderate;Macrocytes,
Moderate

Polychromasia,Slight
Anisocytosis,
Moderate;Macrocytes,
Moderate

Normal Red Blood
Cells

base/kg/day

Anisocytosis,Slight;
Decreased Platelets,
Moderate

Polychromasia,Slight
Poikilocytes,Slight;
Macrocytes,Slight;;
Decreased Platelets,
Mod. to Marked

Polychromasia,Slight
Macrocytes,Slight;
Large Platelets,
Slight;Decreased
Platelets,Slight

Anisocytosis,
Moderate;Clumped
Platelets,Mod. to
Marked

7-25

Polychromasia,Slight
Poikilocytes,Slight;
Decreased Platelets,
Slight

Polychromasia,Slight
Poikilocytes,
Moderate;Decreased
Platelets,Moderate

Polychromasia,
Moderate;Macrocytes,
Moderate; Clumped
Platelets,Mod. to
Marked

Polychromasia,Slight
Macrocytes,Slight;
Clumped Platelets,
Slight



STUDY 1D: 134
STUDY NO: 134

8214

8184

8180

LABCAT HE4.26

FOUR WEEK ORAL TOXICITY STUDY

Polychromasia,Slight
Anisocytosis,Slight

Polychromasia,Slight
Poikilocytes,Slight;
Anisocytosis,Slight

Normal Red Blood
Cells

Poikilocytes,Slight;
Clumped Platelets,
Slight

OF WR242511

Polychromasia,
Moderate;
Anisocytosis,
Moderate

Normal Red Blood
Cells
Normal Red Blood

Cells

Anisocytosis,Slight

IN DOGS

Polychromasia,Slight
Macrocytes,Slight

Polychromasia,Slight
Macrocytes,Slight

Normal Red Blood
Cells

Poikilocytes,Slight;
Anisocytosis,Slight

7-26

Normal Red Blood
Cells

Normal Red Blood
Cells

Normal Red Blood
Cells

Polychromasia,Slight
Poikilocytes,Slight;
Anisocytosis,Slight;
Decreased Platelets,
Slight



FOUR WEEK ORAL TOXICITY STUDY
OF WR242511 IN DOGS

RBC MORPHOLOGY OBSERVATIONS
STUDY 1D: 134 SEX: FEMALE
STUDY NO: 134 GROUP: 2-F : 0.1 mg base/kg/day
ANIMAL 1D Week -3 Wk -2/-1 Week 2 Week 5
8207 Poikilocytes, Anisocytosis,Slight; Polychromasia,Slight Poikilocytes,Slight;
Moderate; Macrocytes,Slight Poikilocytes,Slight Anisocytosis,Slight;
Anisocytosis,Slight Decreased Platelets,
Slight
8206 Polychromasia,Slight Normal Red 8lood Polychromasia,Slight Poikilocytes,Slight;
Poikilocytes, Cells Anisocytosis,Slight;  Anisocytosis,Slight
Moderate Macrocytes,Slight;
Clumped Platelets,
Slight
8185 Polychromasia, Anisocytosis,Slight; Polychromasia, Normal Red 8lood
Moderate;Macrocytes, Macrocytes,Slight Moderate; Cells
Moderate Poikilocytes,Slight;
Anisocytosis,
Moderate; Clumped
Platelets,Slight
8199 Anisocytosis, Polychromasia,Slight Polychromasia,Slight Normal Red 8lood
Moderate;Macrocytes, Anisocytosis,Slight Anisocytosis,Slight Cells
Moderate
LABCAT HE4.26
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STUDY ID: 134
STUDY NO: 134

8193

8181

8197

LABCAT HE4.26

FOUR WEEK ORAL TOXICITY STUDY
OF WR242511 IN DOGS

Normal Red Blood
Cells

Poikilocytes,Slight;

Clumped Platelets,
Mod. to Marked

Anisocytosis,Slight;
Poikilocytes,Slight

Normal Red Blood
Cells

Poikilocytes,Slight;
Anisocytosis,Slight

Polychromasia,Slight

Anisocytosis,
Moderate

Polychromasia,Slight

Macrocytes,Slight Poikilocytes,Slight;
Anisocytosis,Slight;
Decreased Platelets,
Moderate
Anisocytosis, Poikilocytes,Slight;
Moderate;Macrocytes, Anisocytosis,Slight
Moderate
Polychromasia,Slight Polychromasia,
Anisocytosis,Slight Moderate;Macrocytes,
Moderate
7-28

Polychromasia,
Moderate;
Poikilocytes,Slight;
Anisocytosis,
Moderate;Decreased
Platelets,Slight

Polychromasia,Slight
Macrocytes,Slight;
Decreased Platelets,
Mod. to Marked

Polychromasia,Slight
Poikilocytes,Slight;
Macrocytes,Slight;

Clumped Platelets,
Mod. to Marked

Normal Red Blood
Cells;Clumped

Platelets,Moderate



FOUR WEEK ORAL TOXICITY STUDY
OF WR242511 IN DOGS

STUDY 1D: 134
STUDY NO: 134

8213

8194

8182

LABCAT HE4L.26

Polychromasia,Slight
Anisocytosis,Slight

Normal Red Blood
Cells

Normal Red Blood
Cells

Normal Red Blood
Cells

GROUP: 4-F :

Anisocytosis,Slight

Polychromasia,Slight
Anisocytosis,Slight

Polychromasia,Slight
Poikilocytes,Slight;
Macrocytes,Slight

Polychromasia,Slight
Macrocytes,Slight

1.0 mg base/kg/day

Polychromasia,Slight
Anisocytosis,Slight;
Clumped Platelets,
Moderate

Polychromasia,
Moderate;
Poikilocytes,Slight;
Anisocytosis,
Moderate;Macrocytes,
Moderate; Clumped
Platelets,Moderate

Polychromasia,Slight
Anisocytosis,Slight;
Clumped platelets,
Slight

Polychromasia,
Moderate;
Poikilocytes,
Moderate;Macrocytes,
Moderate; Clumped
Platelets,Slight
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Polychromasia,Slight
Poikilocytes,Slight;
Rouleaux Formation,
Mod. to Marked;
Decreased Platelets,
Moderate

Polychromasia,Slight
Poikilocytes,Mod. to
Marked;Anisocytosis,
Slight;Clumped
Platelets,Mod. to
Marked;Decreased
Platelets,Mod. to
Marked

Polychromasia,
Moderate;
Poikilocytes,Slight;
Macrocytes,Moderate;
Decreased Platelets,
Moderate

Polychromasia,Slight
Anisocytosis,
Moderate;Decreased
Platelets,Moderate



FOUR WEEK ORAL TOXICITY STUDY
OF WR242511 IN DOGS

INDIVIDUAL ANIMAL HEMATOLOGY REPORT BY GROUP

TEST: Leukocytes

STUDY ID: 134
STUDY NO: 134

SEX: MALE

ABBR: WBC UNITS: 10°3/cmm
ANIMAL ID Week -3 Wk -2/7-1 Week 2 Week 5
GROUP: 1-M:0 mg base/kg/day
8172 4.9 5.3 5.0 A
8143 9.8 9.2 9.6 9.2
8148 7.3 reorg T 7.4
8153 2.9 10.0 7a2 11.2
MEAN 7.0 8.1 7.3 8.5

] 2.13 2.07 1.88 2.22
N 4 4 4 4
GROUP: 2-M:0.1 mg base/kg/day
8173 6.1 7.2 6.4 7.5
8170 52 5.9 8.9 6.0
8147 7.6 10.2 8.9 6.1
8151 8.2 9.4 8.8 9.9
MEAN 6.8 8.2 8.3 7.4
Sb 1.37 1.98 1.23 1.82
N 4 4 4
GROUP: 3-M:0.3 mg base/kg/day
8157 10.5 18.1 9.4 9.2
8159 8.9 7.8 7.6 8.7
8175 8.5 9.8 10.0 10.4
8166 8.9 9.8 8.6 7.5
MEAN 9.2 1.4 8.9 9.0
SD 0.89 4.58 1.04 1.20
N 4 4 4 4
GROUP: 4-M:1.0 mg base/kg/day
8146 7.5 8.6 Gl 7.8
8156 7.6 9.1 5.9 8.8
8160 8.5 9.0 9.5 11.0
8144 8.7 6.6 =1 8.8
MEAN 8.1 8.3 8.3 9.1
S0 0.61 1.17 2.42 1.35
N 4 4 4 4

WBC corrected for NRBC = or > 10

LABCAT HEL.26
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FOUR WEEK ORAL TOXICITY STUDY @ % & E :E

OF WR242511 IN DOGS

INDIVIDUAL ANITMAL HEMATOLOGY REPORT BY GROUP
TEST: Leukocytes

STUDY ID: 134 SEX: FEMALE
STUDY NO: 134
ABBR: WBC UNITS: 10°3/cmm
ANIMAL ID  Week -3 Wk -2/-1 Week 2 Week 5
GROUP: 1-F:0 mg base/kg/day
8211 8.2 7.3 7.5 7.6
8214 7.7 7.9 7.8 9.6
8184 10.8 10.2 9.2 9.6
8180 13.4 10.4 10.6 78|
MEAN 10.0 9.0 8.8 8.5
sD 2.63 1.58 1.42 1.31
N 4 4 4 4
GROUP: 2-F:0.1 mg base/kg/day
8207 9.3 10.4 12.9 9.0
8206 9.6 9.1 11.8 6.9
8185 8.1 15.6 10.2 6.9
8199 9.1 Ve g 7.9 6.4
MEAN 9.0 10.7 10.7 723
sD 0.65 3.45 2.17 1.16
N 4 4 4 4
GROUP: 3-F:0.3 mg base/kg/day
8215 7.1 8.2 9.9 7.6
8193 9.3 8.7 8.1 10.1
8181 7.1 12.0 8.7 7.6
8197 72 10.8 9.3 7.0
MEAN 7.7 9.9 9.0 8.1
sD 1.08 1.78 0.77 1.38
N 4 4 4 4
GROUP: &4-F:1.0 mg bases/kg/day
8196 9.2 8.4 9.1 7.5
8213 7.1 7.0 8.1 6.7
8194 14.2 10.8 9.4 9.2
8182 7.6 9.4 14.8 9.3
MEAN 9.5 8.9 10.4 8.2
sD 3.24 1.60 3.02 1.28
N 4 4 4
WBC corrected for NRBC = or > 10
LABCAT HE&4.26
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FOUR WEEK ORAL TOXICITY STUDY

OF WR242511 IN DOGS

INDIVIDUAL ANIMAL HEMATOLOGY REPORT BY GROUP

TEST: M. Neutrophils

STUDY ID: 134
STUDY NO: 134
ABBR: M. Neutrop

SEX: MALE

UNITS: 10°3/cmm

WBC corrected for NRBC = or > 10

LABCAT HE4.26

ANIMAL ID Week -3 Wk -2/-1 Week 2
GROUP: 1-M:0 mg base/kg/day
8172 2.6 3513 2.5
8143 5.6 4.4 4.3
8148 4.6 4.9 5.3
8153 3.0 6.1 3.7
MEAN 4.0 4.7 4.0
SD 1.40 1.16 i 7
N 4 4
GROUP: 2-M:0.1 mg base/kg/day
8173 3.2 5.0 4.0
8170 3.1 22 6.0
8147 4.6 T2 Sl
8151 4.6 6.3 4.9
MEAN 3.9 5.4 5.0
SD 0.84 1.74 0.82
N 4 4
GROUP: 3-M:0.3 mg base/kg/day
8157 5.6 12.1 4.3
8159 6.3 5.0 SiaD
8175 6.0 6.0 7.2
8166 5.5 7.3 6.6
MEAN 5L9. 76 559
SD 0.37 3.14 1.28
N 4 4 4
3
GROUP: 4-M:1.0 mg base/kg/day
8146 5.0 6.2 3.8
8156 4.6 6.2 2.8
8160 6.5 5.5 &=l
8144 6.1 4.4 6.8
MEAN 5.6 5.6 5.0
SD 0.90 0.85 2.03
N 4 4 4
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OF WR242511 1IN

' FOUR WEEK ORAL TOXICITYSSTUDY @ [B L& [E Ll_.r

INDIVIDUAL ANIMAL HEMATOLOGY REPORT BY GROUP

l TEST: M. Neutrophils
STUDY ID: 134 SEX: FEMALE
STUDY NO: 134
ABBR: M. Neutrop UNITS: 1073/cmm
' ANIMAL ID  Week -3 Wk -2/-1 Week 2 Week 5
GROUP: 1-F:0 mg base/kg/day
8211 5.9 4.5 4.7 5.0
8214 4.7 5.1 5.5 6.5
8184 6.3 6.5 6.8 Tl
8180 9.1 6.2 6.8 BT
MEAN 6.5 5.6 6.0 5.6
SO 1.86 0.94 1.03 1.53
N 4 4 4 4
' GROUP: 2-F:0.1 mg base/kg/day
8207 6.0 6.1 8.4 6.4
8206 6.4 6.5 8.9 4.8
8185 5:5 12.2 7.5 3.9
' 8199 6.8 571 57 4.4
MEAN 6.2 75 7.6 4.9
SD 0.56 3.20 1.41 1.08
. N 4 4 4 4
GROUP: 3-F:0.3 mg bases/kg/day
8215 3.6 5.2 6.5 3.6
l 8193 5.6 5.4 -- 6.0
8181 4.0 8.8 6.3 4.2
8197 4.6 6.7 6.9 5.2
MEAN 4.5 6.5 6.6 4.8
SD 0.87 1.66 0.31 1.06
N 4 4 3 4
' GROUP: 4-F:1.0 mg base/kg/day
8196 4.8 4.1 5.2 3.5
8213 4.4 4.0 5.2 Bt
8194 9.2 6.8 6.5 6.3
l 8182 4.9 6.0 11.2 6.2
MEAN 5.8 5.2 7.1 4.9
SD 2.26 1.40 2.79 1.53
l N 4 4
(--)-Data Unavailable WBC corrected for NRBC = or > 10
' LABCAT HE4.26
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FOUR WEEK ORAL TOXICITY STUDY
OF WR242511 IN DOGS

STUDY NO:
T

ABBR:

134
Neutrop

INDIVIDUAL ANIMAL HEMATOLOGY REPORT BY GROUP

TEST: I. Neutrophils

SEX: MALE

UNITS: 10°3/cmm

GROUP: 1-M:0 mg base/kg/day
0.

LABCAT HE4.26

8172 2 0.2
8143 0.4 0.2
8148 0.2 0.2
8153 0.4 0.3
MEAN 0.3 0.2
Sb 0.12 0.05
N 4 4
GROUP: 2-M:0.1 mg base/kg/day
8173 0.4 0.4
8170 0.2 0.4
8147 0.3 0.3
8151 0.2 0.2
MEAN 0.3 0.3
Sb 0.10 0.10
N 4 4
GROUP: 3-M:0.3 mg base/kg/day
8157 0.7 0.2
8159 1.0 0.5
8175 0.6 0.5
8166 0.5 0.2
MEAN 0.7 0.4
SD 0.22 0.17
N 4 4
GROUP: 4-M:1.0 mg base/kg/day
8146 0.4 0.1
8156 0.4 0.5
8160 0.2 0.2
8144 0.7 0.2
MEAN 0.4 0.3
Sb 0.21 0.17
N 4 4
or > 10

Week 2 Week 5
0.1 0.1
0.2 0.2
0.2 0.1
0.1 0.0
0.2 0.1

0.06 0.08
4 4
0.2 0.1
0.0 0.3
0.2 0.2
0.1 0.2
0.1 0.2
0.10 0.08
4 4
0.1 0.1
0.3 0.5
0.1 0.3
0.2 0.2
0.2 0.3
0.10 0.17
4 4
0.2 0.2
0.2 0.4
0.2 0.3
0.4 0.3
0.3 0.3
0.10 0.08
4
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STUDY ID: 134
STUDY NO: 134
ABBR: 1. Neutrop

FOUR WEEK ORAL TOXICITY STUDY
OF WR242511 IN DOGS
"""" INDIVIDUAL ANIMAL HEMATOLOGY REPORT BY GROUP
TEST: I. Neutrophils

SEX: FEMALE

UNITS: 10%°3/com

ANIMAL ID Week -3 Wk -2/-1 Week 2 Week 5
GROUP: 1-F:0 mg base/kg/day
8211 0.2 0.2 0.2 0.3
8214 0.1 0.4 0.1 0.4
8184 0.0 0.1 0.1 0.3
8180 0.5 0.1 0.1 0.1
MEAN 0.2 0.2 0.1 0.3
Sb 0.22 0.14 0.05 0.13
N 4 4 4 4
GROUP: 2-F:0.1 mg base/kg/day
8207 0.6 0.1 0.5 0.2
8206 0.1 0.0 0.5 0.0
8185 0.2 0.2 0.3 0.1
8199 0.1 0.0 0.4 0.1
MEAN 0.3 0.1 0.4 0.1
SD 0.24 0.10 0.19 0.08
N 4 4 4 4
GROUP: 3-F:0.3 mg baseskg/day
8215 0.4 0.2 0.0 0.0
8193 0.1 0.2 25 0.1
8181 0:4 0.0 0.1 0.0
8197 0.1 0.5 0r:3 0.0
MEAN 0.2 0.2 0.1 0.0
SD 0.15 0.21 0.15 0.05
N 4 4 3 4
GROUP: 4-F:1.0 mg base/kg/day
8196 0.2 0.3 0.2 0.0
8213 0.4 0.4 0.3 0.5
8194 0.4 0.0 0.1 0.4
8182 0.1 0.2 0.6 0.1
MEAN 0.3 0.2 0.3 0.3
SD 0.15 0.17 0.22 0.24
N 4 4 4 4

WBC corrected for NRBC = or > 10
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FOUR WEEK ORAL TOXICITY STUDY
OF WR242511 IN DOGS

INDIVIDUAL ANIMAL HEMATOLOGY REPORT BY GROUP

TEST: Lymphocytes

STUDY ID: 134
STUDY NO: 134
ABBR: Lymphocyte

SEX: MALE

UNITS: 10°3/cmm

WBC corrected for NRBC = or > 10

LABCAT HE4.26

ANIMAL 1D Week -3 Wk -2/-1 Week 2
GROUP: 1-M:0 mg base/kg/day
8172 1657 1.3 2.1
8143 325 4.0 4.0
8148 2.3 2.1 1.4
8153 2.3 2.9 3.0
MEAN 2:5 2.6 2.6
SD 0.75 1.15 1.13
N 4 4 4
GROUP: 2-M:0.1 mg base/kg/day
8173 49, 1.6 2.0
8170 1.5 2.2 2.0
8147 2.0 1.6 3.4
8151 24D 2.4 352
MEAN 2.0 2.0 2:7
SD 0.41 0.41 0.75
N 4 4 4
GROUP: 3-M:0.3 mg base/kg/day
8157 3.3 3.1 3.7
8159 1.2 2.0 1.7
8175 1.0 2.4 2.2
8166 2.0 1.6 )
MEAN 1.9 2.3 2.2
SD 1.04 0.64 1.08
N 4 4 4
GROUP: 4-M:1.0 mg base/kg/day
8146 ir- 0.9 1.9
8156 1.7 2.1 1.9
8160 1.4 1.9 1.9
8144 1.6 2.0 2.0
MEAN 1.6 1.7 159/
SD 0.14 0.56 0.05
N 4 4 4
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]
FOUR WEEK ORAL TOXICITY STUDY @ [B [5& F EW

OF WR242511 IN DOGS

INDIVIDUAL ANIMAL HEMATOLOGY REPORT BY GROUP
TEST: Lymphocytes

STUDY 1D: 134 SEX: FEMALE
STUDY NO: 134
ABBR: Lymphocyte UNITS: 10°3/cmm
ANIMAL ID  Week -3 Wk -2/-1 Week 2 Week 5
GROUP: 1-F:0 mg base/kg/day
8211 A 2.2 2.2 1.7
8214 157 1.8 1.3 20
8184 3.9 2.6 17 A7
8180 5 2.7 3.2 2.1
MEAN 2.6 2.3 2.1 159
sD 1.09 0.41 0.82 0.23
N 4 4 4 4
GROUP: 2-F:0.1 mg'base/kg/day
8207 2.4 =5 LA 2.2
8206 il 2.0 1.9 1.9
8185 1.9 2.8 1.2 1.9
8199 i Y 4 1.7 (=3
MEAN 2.0 2:5 2.1 1.8
SD 0.70 0.81 1.09 0.38
N 4 4 A 4
GROUP: 3-F:0.3 mg base/kg/day
8215 2.4 235 2.4 3.3
8193 2.8 2.6 iz 3.2
8181 2.5 2.9 2.2 2.7
8197 2.0 2.5 1.1 e |
MEAN 2.4 2.6 1.9 2.6
SD 0.33 0.19 0.70 1.02
N 4 4 3 4
GROUP: 4-F:1.0 mg base/kg/day
8196 3.8 3.3 2.0 2.8
8213 2.1 2.3 23 155
8194 4.1 3.1 1.6 2.0
8182 2.2 2.4 2.4 1.0
MEAN L5 2.8 2.1 1.8
SD 1.05 0.50 0.36 0.77
N 4 4 A 4
(--)-Data Unavailable WBC corrected for NRBC = or > 10

LABCAT HE4.26
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OF WR242511 IN DOGS

FOUR WEEK ORAL TOXICITY STUDY

INDIVIDUAL ANIMAL HEMATOLOGY REPORT BY GROUP

TEST: Monocytes

STUDY ID: 134
STUDY NO: 134
ABBR: Monocytes

SEX: MALE

UNITS: 10"°3/cmm

WBC corrected for NRBC = or > 10

LABCAT HE4.26

ANIMAL ID  Week -3 Wk -2/-1 Week 2
GROUP: 1-M:0 mg base/kg/day
8172 0.1 0.3 0.2
8143 0.1 0.2 0.4
8148 0.1 0.1 0.1
8153 0.1 0.4 0.3
MEAN 0.1 0.3 0.3
SD 0.00 0.13 0.13
N 4 4 4
GROUP: 2-M:0.1 mg base/kg/day
8173 0.4 0.1 0.1
8170 0.1 0.0 0.5
8147 0.2 0.7 0.0
8151 0.7 0.2 0.2
MEAN 0.4 0.3 0.2
SD 0.26 0.31 0.22
N 4 4 4
GROUP: 3-M:0.3 mg base/kg/day
8157 0.2 2.0 0.5
8159 0.2 0.1 0.1
8175 0.8 0.6 0.4
8166 0.4 0.4 0.2
MEAN 0.4 0.8 0.3
SD 0.28 0.84 0.18
N 4 4
GROUP: 4-M:1.0 mg base/kg/day
8146 0.3 0.9 0.7
8156 0.8 0.1 0.9
8160 0:2 1.0 0.4
8144 0.1 0.0 1=
MEAN 0.4 0.5 0.8
SD 0.31 0.52 0.30
N 4 4 4
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OF WR242511 IN DOGS

l FOUR WEEK ORAL TOXICITY STUDY

INDIVIDUAL ANIMAL HEMATOLOGY REPORT BY GROUP

l TEST: Monocytes
STUDY 1D: 134 SEX: FEMALE
STUDY NO: 134
ABBR: Monocytes UNITS: 10°3/cmm
l ANIMAL ID Week -3 Wk -2/-1 Week 2 Week 5
GROUP: 1-F:0 mg base/kg/day
8211 0. 0.2 0.2 0.4
8214 1.0 0.3 0.5 0.4
8184 0.2 0.6 0.2 0.1
8180 0.4 0.6 0.2 0.4
MEAN 0.5 0.4 0.3 0.3
SD 0.36 0.21 0.15 0.15
N 4 4
l GROUP: 2-F:0.1 mg base/kg/day
8207 0.3 0.4 0.3 0.1
8206 0.2 0.3 0.4 0.1
8185 0.3 0.3 0.4 0.5
l 8199 1.1 0.7 0.1 0.3
MEAN 0.5 0.4 0.3 0.3
SD 0.42 0.19 0.14 0.19

GROUP: 3-F:0.3 mg base/kg/day
8215 D.4 0.2 0.9 0.5
l 8193 0.3 0.2 =i 0.5
8181 0.3 0.1 0.0 0.2
8197 0.2 0.2 0.7 D.2
MEAN 0.3 0.2 0.5 0.4
SO 0.08 0.05 0.47 0.17
N 4 4 3 4
' GROUP: 4-F:1.0 mg base/kg/day
8196 0.0 0.4 1.4 1.0
8213 0.2 0.2 0.2 0.4
8194 0.3 0.5 0.8 0.3
' 8182 0.5 0.5 0.6 1.4
MEAN 0.3 0.4 0.7 0.8
SD 0.21 0.14 0.38 D.52
l N 4 4 4 A
(--)-Data Unavailable WBC corrected for NRBC = or > 1D
l LABCAT HE4.26
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FOUR WEEK ORAL TOXICITY STUDY

OF WR242511 IN DOGS

INDIVIDUAL ANIMAL HEMATOLOGY REPORT BY GROUP

TEST: Eosinophils

STUDY ID: 134
STUDY NO: 134
ABBR: Eosinophil

SEX: MALE

UNITS: 10°3/cmm

LABCAT HE4.26

ANIMAL 1D Week -3 Wk -2/-1
GROUP: 1-M:0 mg base/kg/day
8172 0.2 0.2
8143 0.2 0.5
8148 0.1 0.5
8153 0.1 0.3
MEAN 0.2 0.4
SD 0.06 0.15
N 4 4
GROUP: 2-M:0.1 mg base/kg/day
8173 0.1 0.0
8170 0.3 0l
8147 0.5 0.3
8151 0.2 0.2
MEAN 0.3 0.2
SD 0.17 0.13
N 4 4
GROUP: 3-M:0.3 mg base/kg/day
8157 0.5 0.7
8159 0.1 0.2
8175 0.2 0.3
8166 0.2 0.2
MEAN 0.3 0.4
SD 0.17 0.24
N 4 4
GROUP: 4-M:1.0 mg base/kg/day
8146 0.2 0.3
8156 0.2 0.1
8160 0.1 0.5
8144 0.3 0.0
MEAN 0.2 0.2
SD 0.08 0.22
N 4 4
or > 10
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-’R

A A F U
FOUR WEEK ORAL TOXICITY STUDY [[D Ea &

OF WR242511 IN DOGS

INDIVIDUAL ANIMAL HEMATOLOGY REPORT BY GROUP
TEST: Eosinophils

STUDY ID: 134 SEX: FEMALE
STUDY NO: 134
ABBR: Eosinophil UNITS: 10"3/cmm
ANIMAL ID Week -3 Wk -2/-1 Week 2 Week 5
GROUP: 1-F:0 mg base/kg/day
8211 0.0 0.1 0.2 0.1
8214 0.2 0.2 0.3 0.2
8184 0.3 0.3 0.3 0.1
8180 0.3 0.3 0.0 0.4
MEAN 0.2 0.2 0.2 0.2
SD 0.14 0.10 0.14 0.14
N 4 4 4 4
GROUP: 2-F:0.1 mg base/kg/day
8207 0.1 0.1 0.0 0.0
8206 0.0 0.1 0.2 0.1
8185 0.2 0.2 0.3 0.3
8199 0.0 0.2 0.3 0.3
MEAN 0.1 0.2 0.2 0.2
SD 0.10 0.06 0.14 0.15
N 4 4 4
GROUP: 3-F:0.3 mg base/kg/day
8215 0.2 0.0 0.0 0.1
8193 0.2 0.2 =i 0.3
8181 0.3 0.1 0.1 0.2
8197 054 0.6 0.2 0.2
MEAN 0.2 0.2 0.1 0.2
SD 0.08 0.26 0.10 0.08
N 4 4 3 4
GROUP: 4-F:1.0 mg base/kg/day
8196 0.5 0% 0.0 0.2
8213 0.0 0.1 0.0 0.0
8194 0.1 0.2 0.2 0.0
8182 0.0 0.1 0.0 0.4
MEAN 0.2 0.1 0.1 0.2
SD 0.24 0.05 0.10 0.19
N 4 4 4 4
(--)-Data Unavailable ) WBC corrected for NRBC = or > 10

LABCAT HE&4.26
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FOUR WEEK ORAL TOXICITY STUDY
OF WR242511 IN DOGS

INDIVIDUAL ANIMAL HEMATOLOGY REPORT BY GROUP

TEST: Basophils

STUDY ID: 134
STUDY NO: 134
ABBR: Basophils

SEX: MALE

UNITS: 10°3/cmm

WBC corrected for NRBC = or > 10

LABCAT HE4.26

ANIMAL ID  Week -3 Wk -2/-1 Week 2
GROUP: 1-M:0 mg base/kg/day
8172 0.0 0.0 0.0
8143 0.0 0.0 0.0
8148 0.0 0.0 0.0
8153 0.0 0.0 0.0
MEAN 0.0 0.0 0.0
SD 0.00 0.00 0.00
N 4 4 4
GROUP: 2-M:0.1 mg base/kg/day
8173 0.0 0.0 0.0
8170 0.0 0.0 0.0
8147 0.0 0.0 0.0
8151 0.0 0.0 0.0
MEAN 0.0 0.0 0.0
SD 0.00 0.00 0.00
N 4 4 4
GROUP: 3-M:0.3 mg base/kg/day
8157 0.0 0.0 0.0
8159 0.0 0.1 0.0
8175 0.0 0.0 0.0
8166 0.0 0.0 0.0
MEAN 0.0 0.0 0.0
SD 0.00 0.05 0.00
N 4 4 4
GROUP: 4-M:1.0 mg base/kg/day
8146 0.0 0.0 0.0
8156 0.0 0.0 0.0
8160 0.0 0.0 0.0
8144 0.0 0.0 0.7
MEAN 0.0 0.0 0.2
SD 0.00 0.00 0.35
N 4 4 4
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FOUR WEEK ORAL TOXICITY STUDY

OF WR242511 IN DOGS

STUDY ID: 134
STUDY NO: 134
ABBR: Basophils

TEST: Basophils

INDIVIDUAL ANIMAL HEMATOLOGY REPORT BY GROUP

SEX: FEMALE

UNITS: 10"°3/cmm

ANIMAL ID Week -3 Wk -2/-1
GROUP: 1-F:0 mg base/kg/day
821 0.0 0.0
8214 0.0 0.0
8184 0.1 0.0
8180 0.0 0.0
MEAN 0.0 0.0
SD 0.05 0.00
N 4 4
GROUP: 2-F:0.1 mg base/kg/day
8207 0.0 0.0
8206 0.0 0.0
8185 0.0 0.0
8199 0.0 0.0
MEAN 0.0 0.0
SD 0.00 0.00
N 4 4
GROUP: 3-F:0.3 mg base/kg/day
8215 0.0 0.0
8193 0.4 0.0
8181 0.0 0.0
8197 0.0 0.0
MEAN 0.1 0.0
SD 0.20 0.00
N 4 4
GROUP: 4-F:1.0 mg base/kg/day
8196 0.0 0.0
8213 0.0 0.0
8194 0.0 0.0
8182 0.0 0.0
MEAN 0.0 0.0
SD 0.00 0.00
N 4 4

(--)-Data Unavailable

LABCAT HE4.26

WBC corrected for NRBC = or > 10



FOUR WEEK ORAL TOXICITY STUDY

OF WR242511 IN DOGS

INDIVIDUAL ANIMAL HEMATOLOGY REPORT BY GROUP

TEST: Atypical Lymphocytes

STUDY ID: 134
STUDY NO: 134
ABBR: Atypical L

SEX: MALE

UNITS: 10*3/cmm

WBC corrected for NRBC = or > 10

LABCAT HE4.26

ANIMAL ID Week -3 Wk -2/-1 Week 2 Week 5
GROUP: 1-M:0 mg base/kg/day
8172 0.0 0.1 0.0 0.1
8143 0.0 0.0 0.4 0.0
8148 0.0 0.0 0.2 0.1
8153 0.1 0.0 0.1 0.1
MEAN 0.0 0.0 0.2 0.1
sD 0.05 0.05 0.17 0.05
N 4 4 4 4
GROUP: 2-M:0.1 mg base/kg/day
8173 0.1 0.1 0.0 0.5
8170 0.1 0.0 0.0 0.1
8147 0.0 0.0 0.0 0.3
8151 0.0 0.2 0.1 0.1
MEAN 0.1 0.1 0.0 0.3
SD 0.06 0.10 0.05 0.19
N 4 4 4 4
GROUP: 3-M:0.3 mg bases/kg/day
8157 0.2 0.0 0.4 0.6
8159 0.1 0.0 0.1 0.3
8175 0.0 0.1 0.0 0.0
8166 0.3 0.2 0.4 0.2
MEAN 0:2 0.1 0.2 0.3
SD 0.13 0.10 0.21 0.25
N 4 4 4 4
GROUP: 4-M:1.0 mg base/kg/day
8146 0.0 0.2 0.0 0.4
8156 0.0 0.1 0.1 0.0
8160 0.1 0.0 0.0 0.0
8144 0.0 0.1 0.0 0.3
MEAN 0.0 0.1 0.0 0.2
SD 0.05 0.08 0.05 0.21
N 4 4 4 4
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FOUR WEEK ORAL TOXICITY STUDY
OF WR242511 IN DOGS
""" INDIVIDUAL ANIMAL HEMATOLOGY REPORT BY GROUP
TEST: Atypical Lymphocytes

STUDY ID: 134 SEX: FEMALE
STUDY NO: 134
ABBR: Atypical L UNITS: 10%3/cmm
ANIMAL ID Week -3 wk -2/-1 Week 2 Week 5
GROUP: 1-F:0 mg base/kg/day
8211 0.1 0.0 0.0 0.1
8214 0.1 0.1 0.1 0.0
8184 0.0 0.1 0.1 0.3
8180 0.0 0.4 0.3 0.4
MEAN 0.1 0.2 0.1 0.2
] 0.06 0.17 0.13 0.18
N 4 4 4 4
GROUP: 2-F:0.1 mg base/kg/day
8207 0.0 0.1 0.0 0.2
8206 0.2 0.3 0.0 0.1
8185 0.0 0.0 0.4 0.3
8199 0.0 0.0 0.0 0.2
MEAN 0.1 0.1 0.1 0.2
SD 0.10 0.14 0.20 0.08
N 4 4 4
GROUP: 3-F:0.3 mg base/kg/day
8215 0.1 0.1 0.1 0.2
8193 0.0 0.2 -- 0.0
8181 0.0 0.1 0.1 0.3
8197 0.1 0.2 0.2 0:3
MEAN 0.1 0.2 0.1 0.2
SD 0.06 0.06 0.06 0.14
N 4 4 3 &4
GROUP: 4-F:1.0 mg base/kg/day
8196 0.0 0.2 0.4 0.1
8213 0.0 0.0 0.0 0.6
8194 0.0 0.1 0.3 0.3
8182 0.0 0.3 0.0 0.2
MEAN 0.0 0.2 0.2 0.3
SD 0.00 0.13 0.21 0.22
N 4 4 4
(--)-Data Unavailable WBC corrected for NRBC = or > 10
LABCAT HE&4.26
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‘ FOUR WEEK ORAL TOXICITY STUDY [[B & E ﬂj
OF WR242511 IN DOGS

' STUDY ID: 134
STUDY NO: 134 GROUP: 1-M : 0 mg base/kg/day SEX: MALE
ANIMAL ID Week -3 wk -2/-1 Week 2 Week 5
REL ABS REL ABS REL ABS REL ABS
8172 Nucleated Red Cells 0 0 0 0
M. Neutrophils 53 2.6 62 3.3 50 2E5, 72 4.4
I. Neutrophils 5 0.2 3 0.2 1 0.1 2 0.1
Lymphocytes 35 1.7 25 1.3 42 2.1 21 13
Monocytes 2 0.1 6 0.3 4 0.2 2 0.1
Eosinophils 4 0.2 3 0.2 3 0.2 1 0.1
Basophils 0 0.0 0 0.0 0 0.0 0 0.0
Atypical Lymphocytes 1 0.0 1 0.1 0 0.0 2 0.1
WBC 4.9 Sk 5.0 6.1
8143 Nucleated Red Cells 0 0 0 0
M. Neutrophils 57 5.6 48 4.4 45 4.3 65 6.0
I. Neutrophils 4 0.4 2 0.2 2 0.2 2 0.2
Lymphocytes 36 3.5 43 4.0 42 4.0 33 3.0
Monocytes 1 0.1 2 0.2 4 0.4 0 0.0
Eosinophils 2 0.2 5 0.5 3 0.3 0 0.0
l Basophils 0 0.0 0 0.0 0 0.0 0 0.0
Atypical Lymphocytes 0 0.0 0 0.0 4 0.4 0 0.0
WBC 9.8 9.2 9.6 9.2
8148 Nucleated Red Cells 0 0 0 0
M. Neutrophils 63 4.6 63 4.9 7 5.3 56 4.1
I. Neutrophils 3 0.2 2 0.2 3 0.2 1 0.1
Lymphocytes 31 253 27 2r5] 19 1.4 34 2isD
Monocytes 1 0.1 1 0.1 1 0.1 1 0.1
l Eosinophils 2 0.1 7 0.5 4 0.3 7 0.5
Basophils 0 0.0 0 0.0 0 0.0 0 0.0
Atypical Lymphocytes 0 0.0 0 0.0 2 0.2 1 0.1
WBC 7.3 72T 7> 7.4
' 8153 Nucleated Red Cells 0 0 0 0
M. Neutrophils 50 3.0 61 6.1 Sil . i 30 b5} 8.4
1. Neutrophils 6 0.4 * 3 0.3 2 0.1 0 0.0
Lymphocytes 39 2:3 29 2.9 41 30 16 1.8
' Monocytes 1 0.1 4 0.4 4 0.3 7 0.8
Eosinophils 2 0.1 2 0.3 0 0.0 1 0.1
Basophils 0 . 0.0 0 0.0 0 0.0 0 0.0
g Atypical Lymphocytes 2 0.1 0 0.0 2 0.1 1 0.1
l WBC 5.9 10.0 Tl 11.2
NRBC Corrected After-10
| LABCAT HE4.26
b



D
l FOUR WEEK ORAL TOXICITY STUDY @ B [l& [F F

OF WR242511 IN DOGS

' STUDY ID: 134
STUDY NO: 134 GROUP: 2-M : 0.1 mg base/kg/day SEX: MALE

ANIMAL ID Week -3 wk -2/-1 Week 2 Week 5
. REL ABS REL ABS REL ABS - REL ABS
8173 Nucleated Red Cells 0 0 0 0
M. Neutrophils 53 3.2 70 5.0 63 4.0 62 4.7
1. Neutrophils 7 0.4 5 0.4 3 0.2 1 0.1
Lymphocytes 3 1.9 22 1.6 3 2.0 27 2.0
Monocytes 6 0.4 2 0.1 1 0.1 1 0.1
. Eosinophils 1 0.1 0 0.0 2 0.1 3 0.2
r Basophils 0 0.0 0 0.0 0 0.0 0 0.0
I Atypical Lymphocytes 2 0.1 1 0.1 0 0.0 6 0.5
WBC 6.1 T2 6.4 7.5
o 8170 Nucleated Red Cells 0 0 0 0
M. Neutrophils 59 3 54 3.2 67 6.0 S0 3.0
I. Neutrophils 3 0.2 6 0.4 0 0.0 S 0.3
Lymphocytes 29 1.5 38 2.2 23 2.0 40 2.4
Monocytes 2 0.1 0 0.0 6 0.5 1 0
Eosinophils 6 0.3 2 0.1 4 0.4 3 0.2
l. Basophils 0 0.0 0 0.0 0 0.0 0 0.0
Atypical Lymphocytes 1 0.1 0 0.0 0 0.0 1 0.1
WBC 5.2 5.9 8.9 6.0
l 8147 Nucleated Red Cells 0 0 0 0
M. Neutrophils 61 4.6 7 7.2 57 5.1 60 Bl
I. Neutrophils 4 0.3 3 0.3 2 0.2 3 0.2
Lymphocytes 26 2.0 16 1.6 38 3.4 24 1:5
Monocytes 2 0.2 7 0.7 0 0.0 1 0.1
Eosinophils i 0.5 3 0.3 3 0.3 7 0.4
Basophils 0 0.0 0 0.0 0 0.0 0 0.0
Atypical Lymphocytes 0 0.0 0 0.0 0 0.0 5 0.3
WBC 7.6 10.2 8.9 6.1
I 8151 Nucleated Red Cells 0 0 0 0
M. Neutrophils 56 4.6 67 6.3 56 4.9 59 5.8
I. Neutrophils 2 0.2 2 0.2 1 0.1 2 0.2
Lymphocytes 3 2.5 25 2.4 36 3L 32 3.2
p Monocytes 8 0.7 2 0.2 2 0.2 5 0.5
Eosinophils 3 0.2 2 0.2 4 0.4 1 0.1
Basophils 0 0.0 0 0.0 0 0.0 0 0.0
Atypical Lymphocytes 0 0.0 2 0.2 1 0.1 1 0.1
' WBC 8.2 9.4 8.8 9.9
NRBC Corrected After-10
I LABCAT HE4.26
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FOUR WEEK ORAL TOXICITY STUDY @ Ba & E F
OF WR242511 IN DOGS

STUDY 1D: 134

STUDY NO: 134 GROUP: 3-M : 0.3 mg base/kg/day SEX: MALE
ANIMAL ID Week -3 Wk -2/-1 Week 2 Week 5
REL ABS REL ABS REL ABS REL ABS
8157 Nucleated Red Cells 0 0 0 0
M. Neutrophils 53 5.6 67 12.1 46 4.3 48 4.4
I. Neutrophils {4 0.7 1 0.2 1 0.1 1 0.1
Lymphocytes 34 3.3 17 B 39 3.7 33 3.0
Monocytes 2 0.2 11 2.0 5 0.5 8 0.7
Eosinophils S 0.5 4 0.7 5 0.5 4 0.4
Basophils 0 0.0 0 0.0 0 0.0 0 0.0
Atypical Lymphocytes 2 0.2 0 0.0 4 0.4 6 0.6
WBC 10.5 18.1 9.4 9.2
8159 Nucleated Red Cells 0 0 0 0
M. Neutrophils 71 6.3 64 5.0 72 5.5 71 6.2
I. Neutrophils 11 1.0 6 0.5 4 0.3 6 0.5
Lymphocytes 14 1.2 25 2.0 22 174 11 1.0
Monocytes 2 052 1 0.1 1 0.1 9 0.8
Eosinophils 1 0.1 3 0.2 0 0.0 0 0.0
Basophils 0 0.0 1 0.1 0 0.0 0 0.0
Atypical Lymphocytes 1 0.1 0 0.0 1 0.1 3 0.3
WBC 8.9 7.8 7.6 8.7
8175 Nucleated Red Cells 0 0 0 0
M. Neutrophils 70 6.0 61 6.0 72 7.2 77 8.0
I. Neutrophils 7 0.6 5 0.5 1 0.1 3 0.3
Lymphocytes 12 1.0 24 2.4 22 2.2 11 1.1
Monocytes 9 0.8 6 0.6 4 0.4 9 0.9
Eosinophils 2 0.2 3 0.3 1 0.1 0 0.0
Basophils 0 0.0 0 0.0 0 0.0 0 0.0
Atypical Lymphocytes 0 0.0 1 0.1 0 0.0 0 0.0
WBC 8.5 9.8 10.0 10.4
8166 Nucleated Red Cells 0 0 0 0
M. Neutrophils 62 5.5 74 753 77 6.6 71 5.3
1. Neutrophils 6 0.5 2 0.2 2 0.2 3 0.2
Lymphocytes 22 2.0 16 1.6 14 1.2 17 1-3
Monocytes 5 0.4 4 0.4 2 0.2 5 0.4
Eosinophils 2 0.2 2 0.2 0 0.0 2 0.2
Basophils 0 0.0 0 0.0 0 0.0 0 0.0
Atypical Lymphocytes 3 0.3 2 0.2 5 0.4 2 0.2
WBC 8.9 9.8 8.6 75
NRBC Corrected After-10
LABCAT HE4.26
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FOUR WEEK ORAL TOXICITY STUDY @ % & ﬁ F

OF WR242511 IN DOGS

STUDY ID: 134

STUDY NO: 134 GROUP: 4-M : 1.0 mg base/kg/day SEX: MALE
ANIMAL ID Week -3 Wk -2/-1 Week 2 Week 5
l REL ABS REL ABS REL ABS REL ABS
8146 Nucleated Red Cells 0 0 0 0
M. Neutrophils 66 5.0 72 6.2 57 3.8 65 551
1. Neutrophils 5 0.4 1 0.1 3 0.2 2 0.2
Lymphocytes 22 1.7 10 0.9 29 139 10 0.8
Monocytes 4 0.3 1" 0.9 10 0.7 12 0.9
Eosinophils 3 0.2 4 0.3 1 0.1 6 0.5
Basophils 0 0.0 0 0.0 0 0.0 0 0.0
Atypical Lymphocytes 0 0.0 2 0.2 0 0.0 S 0.4
WBC 7.5 8.6 6.7 7.8
8156 Nucleated Red Cells 0 0 0 0
M. Neutrophils 60 4.6 68 6.2 47 2.8 67 5.9
1. Neutrophils 5 0.4 6 0.5 3 0.2 5 0.4
Lymphocytes 23 1.7 23 2.1 32 1.9 22 1.9
Monocytes 10 0.8 1 0.1 15 0.9 5 0.4
Eosinophils 2 0.2 1 0.1 2 0.1 1 0.1
Basophils 0 0.0 0 0.0 0 0.0 0 0.0
Atypical Lymphocytes 0 0.0 1 0.1 1 0.1 0 0.0
WBC 7.6 9.1 5:9. 8.8
8160 Nucleated Red Cells 0 0 0 1
M. Neutrophils 77 6.5 61 545 70 6.7 73 8.0
I. Neutrophils 2 0.2 2 0.2 2 0.2 3 0.3
Lymphocytes 17 1.4 21 1.9 20 1.9 16 1.8
Monocytes 2 0.2 1" 1.0 4 0.4 8 0.9
Eosinophils 1 0.1 5 0.5 4 0.4 0 0.0
Basophils 0 0.0 0 0.0 0 0.0 0 0.0
Atypical Lymphocytes 1 0.1 0 0.0 0 0.0 0 0.0
WBC 8.5 9.0 9.5 11.0
8144 Nucleated Red Cells 0 0 0 0
M. Neutrophils 70 6.1 66 4.4 61 6.8 71 6.2
I. Neutrophils 8 0.7 3 0.2 4 0.4 3 0.3
Lymphocytes 18 1.6 30 2.0 18 2.0 14 2
Monocytes 1 01 0 0.0 10 U S 0.4
Eosinophils 3 0.3 0 0.0 1 0.1 4 0.4
Basophils 0 0.0 0 0.0 6 0.7 0 0.0
Atypical Lymphocytes 0 0.0 1 0.1 0 0.0 3 0.3
WBC 8.7 6.6 = 8.8
NRBC Corrected After-10
LABCAT HE&4.26
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FOUR WEEK ORAL TOXICITY STUDY
OF WR242511 IN DOGS

I STUDY ID: 134
¥ STUDY NO: 134 GROUP: 1-F : 0 mg base/kg/day SEX: FEMALE
ANIMAL ID Week -3 Wk -2/-1 Week 2 Week 5
. REL ABS REL ABS REL ABS REL ABS
8211 Nucleated Red Cells 0 0 0 0
M. Neutrophils 72 5.9 62 4.5 63 4.7 66 5.0
I. Neutrophils 4 0.2 3 0.2 3 0.2 4 0.3
l Lymphocytes 21 el 30 2.2 29 2.2 23 1.7
Monocytes 4 0.3 3 0.2 3 0.2 5 0.4
Eosinophils 0 0.0 2 0.1 2 0.2 1 0.1
Basophils 0 0.0 0 0.0 0 0.0 0 0.0
Atypical Lymphocytes 1 0.1 0 0.0 0 0.0 1 0.1
WBC 8.2 7.3 7D 7.6
8214 Nucleated Red Cells 0 0 0 0
M. Neutrophils 61 4.7 65 5.1 71 5.5 68 6.5
I. Neutrophils 1 0.1 5 0.4 1 0.1 4 0.4
Lymphocytes 22 e 23 1.8 17 1.3 22 2.1
Monocytes 13 1.0 4 0.3 6 0.5 4 0.4
Eosinophils 2 0.2 2 0.2 4 0.3 2 0.2
Basophi ls 0 0.0 0 0.0 0 0.0 0 0.0
Atypical Lymphocytes 1 0.1 1 0.1 1 0.1 0 0.0
WBC Tl 79! 7.8 9.6
8184 Nucleated Red Cells 0 0 0 0
M. Neutrophils 58 6.3 64 6.5 74 6.8 74 7.1
I. Neutrophils 0 0.0 1 0.1 1 0.1 3 0.3
Lymphocytes 36 3.9 25 2.6 19 T 18 1.7
Monocytes 2 0.2 -] 0.6 2 0.2 1 0.1
' Eosinophils 3 0.3 5 0.3 3 0.3 1 0.1
Basophils i 0.1 0 0.0 0 0.0 0 0.0
Atypical Lymphocytes 0 0.0 1 0.1 1 0.1 3 0.3
WBC 10.8 10.2 9.2 9.6
l 8180 Nucleated Red Cells 0 0 0 0
M. Neutrophils 68 9=l 60 6.2 64 - 6.8 52 Bl
I. Neutrophils 4 0.5 1 0.1 1 0.1 2 0.1
Lymphocytes 23 3.1 26 2.7 30 3.2 30 2.1
. Monocytes 3 0.4 6 0.6 2 0.2 5 0.4
Eosinophils 2 0.3 3 0.3 0 0.0 6 0.4
Basophils 0 0.0 0 0.0 0 0.0 0 0.0
Atypical Lymphocytes 0 0.0 4 0.4 3 0.3 5 0.4
' WBC 13.4 10.4 10.6 7.1
NRBC Corrected After-10
" LABCAT HE4.26
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FOUR WEEK ORAL TOXICITY STUDY @ % & E W
OF WR242511 IN DOGS

STUDY ID: 134

STUDY NO: 134 GROUP: 2-F : 0.1 mg base/kg/day SEX: FEMALE
ANIMAL ID Week -3 Wk -2/-1 Week 2 Week 5
REL ABS REL ABS REL ABS REL ABS
8207 Nucleated Red Cells 0 0 0 0
M. Neutrophils 64 6.0 59 6.1 65 8.4 71 6.4
I. Neutrophils 6 0.6 1 0.1 4 0.5 2 0.2
Lymphocytes 26 2.4 34 355 29 37 24 2.2
Monocytes 3 0.3 4 0.4 2 0.3 1 0.1
Eosinophils 1 0.1 1 0.1 0 0.0 0 0.0
Basophils 0 0.0 0 0.0 0 0.0 0 0.0
Atypical Lymphocytes 0 0.0 1 0.1 0 0.0 2 0.2
wBC 9.3 10.4 12.9 9.0
8206 Nucleated Red Cells 0 0 0 0
M. Neutrophils 67 6.6 7 6.5 75 8.9 69 4.8
I. Neutrophils 1 0.1 0 0.0 4 0:5 0 0.0
Lymphocytes 28 21T 22 2.0 16 1.9 27 1.9
Monocytes 2 0.2 3 0.3 3 0.4 1 0.1
Eosinophils 0 0.0 1 0.1 2 0.2 1 0.1
Basophils 0 0.0 0 0.0 0 0.0 0 0.0
Atypical Lymphocytes 2 0.2 3 0.3 0 0.0 2 0.1
wBC 9.6 9.1 11.8 6.9
8185 Nucleated Red Cells 0 0 0 1
M. Neutrophils 68 5.5 78 12.2 74 75 56 K9
I. Neutrophils 2 0.2 1 0.2 3 0.3 2 0.1
Lymphocytes 23 179! 18 2.8 12 1.2 27 1.9
Monocytes 4 0.3 2 0.3 4 0.4 7 0.5
Eosinophils 3 0.2 1 0.2 3 0.3 4 0.3
Basophils 0 0.0 0 0.0 0 0.0 0 0.0
Atypical Lymphocytes 0 0.0 0 0.0 4 0.4 4 0.3
WBC 8.1 15.6 10.2 6.9
8199 Nucleated Red Cells 0 0 0 0
M. Neutrophils 75 6.8 66 SiH 72 - Sl 68 4.4
I. Neutrophils 1 0.1 0 0.0 1 0.1 1 0.1
Lymphocytes 12 1.1 22 =7 22 157 20 143
Monocytes 12 1.1 9 0.7 1 0.1 4 0.3
Eosinophils 0 0.0 3 0.2 4 0.3 4 0.3
Basophils 0 0.0 0 0.0 0 0.0 0 0.0
Atypical Lymphocytes 0 0.0 0 0.0 0 0.0 3 0.2
wWBC 9.1 7.7 7.9 6.4
NRBC Corrected After-10
LABCAT HE4.26
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FOUR WEEK ORAL TOXICITY STUDY @ [% & [F LIT

OF WR242511 IN DOGS

STUDY 1D: 134

STUDY NO: 134 GROUP: 3-F : 0.3 mg base/kg/day SEX: FEMALE
ANIMAL ID Week -3 Wk -2/-1 Week 2 Week 5
REL ABS REL ABS REL ABS REL ABS
8215 Nucleated Red Cells 0 0 0 0
M. Neutrophils 51 3.6 64 5.2 66 6.5 48 3.6
I. Neutrophils 5 0.4 2 0.2 0 0.0 0 0.0
Lymphocytes 34 2.4 3 2D 24 2.4 43 323
Monocytes 6 0.4 2 0.2 9 0.9 6 0.5
Eosinophils 3 0.2 0 0.0 0 0.0 1 0.1
Basophils 0 0.0 0 0.0 0 0.0 0 0.0
Atypical Lymphocytes 1 0.1 1 0.1 1 0.1 2 0.2
WwBC 7=l 8.2 9.9 7.6
8193 Nucleated Red Cells 0 0 0 0
M. Neutrophils 60 5.6 62 5.4 52 4.2 59 6.0
1. Neutrophils 1 0.1 2 0.2 2 0.2 1 0.1
Lymphocytes 30 2.8 30 2.6 40 3.2 32 3.2
Monocytes 3 0.3 2 0.2 2 0.2 5 0.5
Eosinophils 2 0.2 2 0.2 4 0.3 3 0.3
Basophils 4 0.4 0 0.0 0 0.0 0 0.0
Atypical Lymphocytes 0 0.0 2 0.2 0 0.0 0 0.0
WBC 9.3 8.7 8.1 10.1
8181 Nucleated Red Cells 0 0 0 0
M. Neutrophils 56 4.0 73 8.8 72 6143 55, 4.2
1. Neutrophils 1 0.1 0 0.0 1 0.1 0 0.0
Lymphocytes 35 2.5 24 2.9 25 2.2 36 2.7
Monocytes 4 0.3 1 0.1 0 0.0 3 0.2
Eosinophils 4 0.3 1 0.1 1 0.1 2 0.2
Basophils 0 0.0 0 0.0 0 0.0 0 0.0
Atypical Lymphocytes 0 0.0 1 0.1 1 0.1 4 0.3
wBC 7.1 12.0 8.7 7.6
8197 Nucleated Red Cells 0 0 0 . 0
M. Neutrophils 64 4.6 62 6.7 74 6.9 74 5.2
1. Neutrophils 2 0.1 5 0.5 3 0.3 0 0.0
Lymphocytes 28 2.0 23 2.5 12 1.1 16 124
Monocytes 3 0.2 2 0.2 7 0.7 3 0.2
Eosinophils 1 0.1 6 0.6 2 0.2 3 0.2
Basophils 0 0.0 0 0.0 0 0.0 0 0.0
Atypical Lymphocytes 2 0.1 2 0.2 2 0.2 4 0.3
wBC 7.2 10.8 9.3 7.0
NRBC Corrected After-10
LABCAT HE&4.26
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]
FOUR WEEK ORAL TOXICITéSSTUDY @ l__ﬂa & F rlr

OF WR242511 IN DO

STUDY ID: 134

STUDY NO: 134 GROUP: 4-F : 1.0 mg base/kg/day SEX: FEMALE
ANIMAL ID Week -3 Wk -2/-1 Week 2 Week 5
REL ABS REL ABS REL ABS REL ABS
8196 Nucleated Red Cells 0 0 0 1
M. Neutrophils 52 4.8 49 4.1 60 L) 47 L)
1. Neutrophils 2 0.2 4 0.3 2 0.2 0 0.0
Lymphocytes 41 3.8 39 3.3 22 2.0 37 2.8
Monocytes o] 0.0 5 0.4 12 1.1 13 1.0
Eosinophils 5 0.5 1 0.1 0 0.0 2 0.2
Basophils 0 0.0 0 0.0 0 0.0 0 0.0
Atypical Lymphocytes 0 0.0 2 0.2 4 0.4 1 0.1
WBC 9.2 8.4 9.1 7.5
8213 Nucleated Red Cells o] o] o] 5
M. Neutrophils 62 4.4 57 4.0 64 5.2 55 BT
1. Neutrophils 6 0.4 6 0.4 4 0.3 8 0.5
Lymphocytes 29 2.1 33 7S 29 2.3 22 125
Monocytes 3 0.2 3 0.2 3 0.2 6 0.4
Eosinophils 0 0.0 1 0.1 0 0.0 0 0.0
Basophils 0 0.0 0 0.0 0 0.0 0 0.0
Atypical Lymphocytes 0 0.0 0 0.0 o] 0.0 9 0.6
WBC 71 70 8.1 6.7
8194 Nucleated Red Cells o] o] 1 o]
M. Neutrophils 65 9.2 63 6.8 69 6.5 68 6.3
I. Neutrophils 3 0.4 0 0.0 1 0.1 4 0.4
Lymphocytes 29 4.1 29 514 17 1.6 22 2.0
Monocytes 2 0.3 5 0.5 8 0.8 3 0.3
Eosinophils 1 0.1 2 0.2 2 0.2 0 0.0
Basophils 0 0.0 0 0.0 0 0.0 0 0.0
Atypical Lymphocytes 0 0.0 1 0.1 3 0.3 3 0.3
WBC 14.2 10.8 9.4 9.2
8182 Nucleated Red Cells o] o] 4 o]
M. Neutrophils 64 4.9 R 64 6.0 76 11.2 67 6.2
I. Neutrophils 1 0.1 2 0.2 4 0.6 1 0.1
Lymphocytes 29 2.2 25 2.4 16 2.4 11 1.0
Monocytes 6 0.5 5 0.5 4 0.6 15 1.4
Eosinophils 0 0.0 1 0.1 0 0.0 4 0.4
Basophils o] 0.0 o] 0.0 0 0.0 o] 0.0
Atypical Lymphocytes 0 0.0 3 0.3 0 0.0 2 0.2
WBC 7.6 9.4 14.8 9.3
NRBC Corrected After-10
LABCAT HE4.26
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OF WR242511 IN DOGS

' FOUR WEEK ORAL TOXICITY STUDY

INDIVIDUAL ANIMAL HEMATOLOGY REPORT BY GROUP

' TEST: Platelets
STUDY ID: 134 SEX: MALE
STUOY NO: 134
ABBR: PLT UNITS: 10°3/ccm
l ANIMAL ID  Week -3 Wk -2/-1 Week 2 Week 5
GROUP: 1-M:0 mg base/kg/day
8172 309 317 314 282
8143 289 271 224 290
8148 323 313 275 287
8153 367 300 301 358
MEAN 322 300 279 304
sD 2354 20.8 39.8 36.0
N A 4 4 4
l GROUP: 2-M:0.1 mg base/kg/day
8173 281 319 257 277
8170 348 379 376 301
8147 447 402 417 354
l 8151 379 389 340 351
MEAN 364 372 348 321
sD 68.9 36.7 68.0 38.0

GROUP: 3-M:0.3 mg base/kg/day

8157 289 235 176 112
l 8159 244 256 172 103
8175 371 308 218 169
8166 272 240 194 125
MEAN 294 260 190 127
sD 54.6 33.4 21.0 29.3
N 4 4 % 4
' GROUP: 4-M:1.0 mg base/kg/day
8146 333 273 147 143
8156 403 365 130 141
8160 419 37 234 87
l 8144 333 195 56 174
MEAN 372 302 142 136
sD 45.5 84.5 73.1 36.1

l N 4 4 4 4




FOUR WEEK ORAL TOXICIgéSSTUDY @ @l & E F

OF WR242511 IN

INDIVIDUAL ANIMAL HEMATOLOGY REPORT BY GROUP
TEST: Platelets

STUDY 1D: 134 SEX: FEMALE
STUDY NO: 134
l ABBR: PLT UNITS: 107°3/ccm
ANIMAL ID Week -3 wk -2/-1 Week 2 Week S
GROUP: 1-F:0 mg base/kg/day
8211 237 255 202 235
8214 309 332 334 344
8184 533 453 451 453
8180 284 304 200 263
MEAN 341 336 297 324
SD 131.6 84.2 120.4 97.8
N 4 4 4 4

GROUP: 2-F:0.1 mg base/kg/day

8207 285 287 308 244
8206 334 334 278 331
8185 383 389 419 309
8199 309 379 302 345
MEAN 328 347 327 307

sD 41.9 46.8 62.9 44.7

N 4 4 4 4

GROUP: 3-F:0.3 mg base/kg/day

8215 340 322 305 216
8193 198 158 172 142
8181 278 259 216 143
8197 340 332 232 119
MEAN 289 268 231 155

SD 67.3 80.0 55.3 42.2

N 4 4 4 4

GROUP: 4-F:1.0 mg base/kg/day

8196 301 277 115 100
8213 302 307 159 87
8194 383 348 220 136
8182 337 365 318 148
MEAN 331 324 203 118
SD 38.6 39.8 87.9 28.9
N 4 4 4 4
LABCAT HE4.26
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DRAFT
l FOUR WEEK ORAL TOXICITY STUDY

OF WR242511 IN DOGS

INDIVIDUAL ANIMAL HEMATOLOGY REPORT BY GROUP

' TEST: Prothrombin Time
STUDY ID: 134 SEX: MALE
STUDY NO: 134
ABBR: PT UNITS: sec
' ANIMAL ID  Week -3 Wk -2/-1 Week 2 Week 5
GROUP: 1-M:0 mg base/kg/day
8172 7.1 6.9 6.9 7.1
8143 7.3 7.4 78 Tsl
8148 70 6.9 7.0 7.4
8153 7.0 7.0 70 7.2
' MEAN 7 7.1 Th 7.4
sD 0.14 0.24 0.17 0.26
N 4 4 4 4
' GROUP: 2-M:0.1 mg base/kg/day ’
8173 7.4 7.4 7.4 7.7
8170 7.9 7.8 7.6 7.9
8147 7.1 7.0 6.8 70
' 8151 il il 7.6 7.6 7.8
MEAN 7.5 7.5 7.4 7.6
sb 0.35 0.34 0.38 0.36
l N % % 4 4
GROUP: 3-M:0.3 mg base/kg/day
8157 6.9 6.7 6.9 6.9
8159 6.9 70 T et
8175 7.0 6.8 6.8 75
8166 7= 7.0 7.0 72
MEAN 7.0 6.9 7.0, .l
sD 0.10 0.18 0.13 0=13 .
N 4 4 4 4
l GROUP: 4-M:1.0 mg base/kg/day
8146 7.2 Tl 6.9 Tl
8156 7.0 6.9 6.8 6.8
8160 6.9 6.8 6.9 7.0
| 8144 7.0 6.8 6.7 %0
MEAN 70 6.9 6.8 7.0
SD 0.13 0.14 0.10 0.13
. N 4 4 4 4
' LABCAT HE4.26
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FOUR WEEK ORAL TOXICITY STUDY
OF WR242511 IN DOGS
INDIVIDUAL ANIMAL HEMATOLOGY REPORT BY GROUP
TEST: Prothrombin Time

STUDY 1D: 134 SEX: FEMALE
STUDY NO: 134
ABBR: PT UNITS: sec
ANIMAL ID Week -3 Wk -2/-1 Week 2 Week 5
GROUP: 1-F:0 mg base/kg/day
8211 .3 7.0 7 7.5
8214 7.1 -- 6.9 7.5
8184 722 752 7.1 7.2
8180 6.8 7.0 11.2 =3
MEAN 7.1 7 8.1 7.4
sb 0.22 0.10 2.09 0.15
N 4 3 4 4
GROUP: 2-F:0.1 mg base/kg/day
8207 7.5 7.5 7.2 7.4
8206 7D 7.2 7.0 %3
8185 7S 7.1 7.2 7.5
8199 6.7 7.4 7.0 7.6
MEAN 7.3 7> 7.1 7.5
SD 0.40 0.18 0.12 0.13
N 4 4 4
GROUP: 3-F:0.3 mg base/kg/day
8215 7/ 6.9 6.9 7.1
8193 7.2 7.3 7.2 7.2
8181 7.2 6.8 7.1 7.2
8197 7.2 6.9 6.8 7:A
MEAN T3 7.0 7.0 7.2
SD 0.15 0.22 0.18 0.06 -
N 4 4 4 4
GROUP: 4-F:1.0 mg base/kg/day
8196 75 7.5 7.0 7.0
8213 7's5 73 6.9 7
8194 %3 7.6 7.2 753
8182 7.2 6.9 6.7 6.9
MEAN 7.4 7.3 7.0 7.1
SD 0.15 0.31 0.21 0.17
N 4 4 4 4

(--)-Data Unavailable

LABCAT HE4.26
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FOUR WEEK ORAL TOXICITY STUDY

OF WR242511 IN DOGS

INDIVIDUAL ANIMAL HEMATOLOGY REPORT BY GROUP

TEST:

Act. Partial Thrombo.

Time

STUDY 1D: 134
STUDY NO: 134
ABBR: APTT

GROUP: 1-M:0 mg base/kg/day

8172
8143
8148
8153

MEAN
Sb

GROUP: 2-M:0.1
8173
8170
8147
8151

MEAN
Sb

W7 1.4

11.6 11.6

11.0 11.0

1.6 1.7

1.5 1.4

0.32 0.31
4

122 12.1
12.2 12.1
1.5 1.4
12.2 1.5
12.0 11.8
0.35 0.38

4 4

11.8
12.6

12.1
11.2
10.6
11.6

GROUP: 3-M:0.3
8157
8159
8175
8166

MEAN
Sb

mg base/kg/day

12.0 12.4
13.8 11.8
12.3 12.7
12.2 12.0
12.6 12.2
0.83 0.40

4 4

GROUP: 4-M:1.0
8146
8156
8160
8144

MEAN
SD

mg bases/kg/day

1.6 12.2
11.5 1.3
12.6 12.4
12:.1 12.0
12.0 12.0
0.51 0.48

4 4

113
1
12.4
1.6

1.6
0.57
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FOUR WEEK ORAL TOXICITY STUDY @ EB & E F

OF WR242511 IN DOGS

INDIVIDUAL ANIMAL HEMATOLOGY REPORT BY GROUP
TEST: Act. Partial Thrombo. Time

STUDY ID: 134 SEX: FEMALE
STUDY NO: 134
ABBR: APTT UNITS: sec
ANIMAL ID Week -3 Wk -2/-1 Week 2 Week S
GROUP: 1-F:0 mg bases/kg/day
8211 V=7 11.3 11.1 11.4
8214 13.4 Gis 13.0 13.9
8184 11.3 11.9 12.3 12.4
8180 1.7 11.6 6.8 11.2
MEAN 12.0 11.6 10.8 12.2
SD 0.94 0.30 2.78 1.23
N 4 3 4 4
GROUP: 2-F:0.1 mg base/kg/day
8207 12.5 11.3 11.2 11.6
8206 13.2 12.5 13.3 13.5
8185 1.1 12.1 1.1 1.0
8199 12.7 12.2 12.0 12.0
MEAN 12.4 12.0 11.9 12.0
] 0.90 0.51 1.02 1.07
N 4 4 4 4
GROUP: 3-F:0.3 mg base/kg/day
8215 12.6 13.0 12.6 13.1
8193 11.9 11.3 11.2 11.3
8181 12.0 12.6 11.6 11.7
8197 11.8 11.4 1.2 12.2
MEAN 2 12.1 1.7 12.1
sD 0.36 0.85 0.66 0.78
N 4 4 4 4
GROUP: 4-F:1.0 mg base/kg/day
8196 12.6 11.9 12.7 12.3
8213 11.9 11.4 11.2 19 .7
8194 12.3 1.7 11.6 13.6
8182 11.8 12.0 11.5 12.0
MEAN 12.2 11.8 11.8 12.4
SD 0.37 0.26 0.66 0.84
N 4 4 4 4

(--)-Data Unavailable

LABCAT HE&4.26
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DRAF T

UIC/TRL Study No. 134

FOUR WEEK ORAL TOXICITY STUDY
OF WR242511 IN DOGS

Male Urinalysis Data (Week 5)

DOSE LEVEL BLOOD
{mg base/kg/day)
8143 CLEAR 1.015 Y POS NEG 8 TRACE NOR NEG NOR NEG NEG
’ 8148 CLOUDY 1.072 Y POS 1+ 7 TRACE NOR NEG NOR NEG 1+
8153 HAZY 1.066 DY NEG 2+ 7 1- NOR NEG NOR NEG 1+
8173 HAZY 1.033 X NEG 1+ 7 1+ NOR NEG NOR NEG NEG
8170 TURBID 1.006 % POS 1+ 8 1+ NOR NEG NOR NEG 3+
o 8147 HAZY 1.075 e NEG NEG 6 TRACE NOR NEG NOR NEG NEG
8151 HAZY 1.052 DY NEG 1+ 6 TRACE NOR NEG NOR NEG 1+
8157 HAZY 1.078 DY NEG NEG 6 TRACE NOR NEG NOR NEG 7o
8159 HAZY 1.056 Y NEG NEG 6 1+ NOR NEG NOR NEG NEG
= 8175 HAZY 1.084 DY POS e 6 TRACE NOR NEG NOR NEG NEG
8166 HAZY 1.075 DY NEG NEG 6 2+ NOR NEG NOR NEG 1+
8146 HAZY 1.075 DY NEG NEG 6 NEG NOR NEG NOR NEG NEG
8156 CLEAR 1.066 DY NEG TRACE 6 TRACE | NOR NEG NOR NEG NEG
- 8160 HAZY 1.072 AM NEG NEG 6 TRACE NOR NEG NOR NEG NEG
8144 HAZY 1.027 Y POS NEG 6 TRACE NOR NEG NOR NEG NEG
8-2



DRAFT

FOUR WEEK ORAL TOXICITY STUDY

OF WR242511 IN DOGS

Male Urinalysis Data (Week 5)

UIC/TRL Study No. 134

DOSE LEVEL ANIMAL EPITHELIAL CELLS
(mg base/kg/day) NO. CASTS RBC WBC SQ TRANS RENAL CRYSTALS BACTERIA SPERM MUCUS
8172 HY 2 20 13 3 0 0 TP 1+ 2+ 1+ 0
8143 0 0 0 0 0 0 TP O 1+ 0 0
0
FG 2
8148 CG 1 10 5 3 0 0 TP 2+ 2+ 0 0
FG 2
8153 HY 1 H 23 1 0 0 TP 1+ 0 1+ 0
8173 HY 1 0 s 4 0 0 TP 1+ 2+ 1+ 0
8170 FG 1 20 10 2 0 0 TP 1+ 1+ 0 0
0.1
HY 3
8147 FG 1 0 13 2 0 0 TP 1+ 1+ 2+ 0
8151 HY 1 5 15 2 0 0 TP O 1+ 1+ 0
8157 HY 1 3 0 1 0 0 TP O 1+ 1+ 0
8159 CG 1 0 0 2 0 0 TP 2+ 1+ 2+ 0
0.3
8175 FG3 0 13 0 0 0 TP 1+ 1+ 1+ 0
HY 2
8166 FG 1 ] 30 4 0 0 TP 1+ 2+ 1+ 0
8146 FG 1 1 5 1 0 0 TP 3+ 1+ 2+ 0
HY 2
CG
8156 FG 1 0 25 K} 0 0 TP 1+ 1+ 1+ 0
1.0
HY 4
8160 CG 0 5 2 0 0 TP O 1+ 1+ 0
8144 0 0 0 3 0 0 TP O 1+ 1+ 0
8-3
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UIC/TRL Study No. 134

FOUR WEEK ORAL TOXICITY STUDY
OF WR242511 IN DOGS

Female Urinalysis Data (Week $5)

DOSE LEVEL ANIMAL
(mg base/kg/day)
8211 CLEAR 1.044 Y NEG NEG 6 TRACE NOR NEG NOR NEG NEG
8214 CLEAR 1.072 DY NEG NEG 6 NEG NOR NEG NOR NEG 2+
° 8184 HAZY 1.072 DY POS 2+ 6 TRACE NOR NEG NOR NEG NEG
8180 HAZY 1.066 DY NEG 2+ 6 TRACE NOR NEd NOR NEG 1+
8207 HAZY 1.090 DY NEG 1+ 6 TRACE NOR NEG NOR NEG NEG
8206 HAZY 1.062 DY NEG NEG 7 TRACE NOR NEG NOR NEG NEG
- 8185 CLEAR 1.018 Y POS NEG 6 TRACE NOR NEG NOR NEG 2+
8199 HAZY 1.054 Y POS NEG 6 TRACE NOR NEG NOR NEG NEG
8215 HAZY 1.054 DY NEG NEG 6 TRACE NOR NEG NOR NEG NEG
8193 CLEAR 1.030 ¥ NEG NEG 7 TRACE NOR NEG NOR NEG 2
= 8181 HAZY 1.066 DY NEG 2+ 6 TRACE NOR NEG NOR NEG 2
8197 HAZY 1.093 DY NEG NEG 6 TRACE NOR NEG NOR NEG NEG
8196 HAZY 1.078 DY NEG NEG 6 TRACE NOR NEG NOR NEG 1+
8213 HAZY 1.034 Y POS NEG 6 TRACE |~ NOR NEG NOR NEG NEG
45 8194 TURBID 1.012 ¥ NEG TRACE 6 TRACE NOR NEG NOR NEG 3+
8182 HAZY 1.124 AM POS NEG 6 TRACE NOR NEG NOR NEG NEG
8-4
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UIC/TRL Study No. 134

FOUR WEEK ORAL TOXICITY STUDY
OF WR242511 IN DOGS

Female Urinalysis Data (Week 5)

DOSE LEVEL ANIMAL EPITHELIAL CELLS
(mg base/kg/day) NO. CASTS RBC SQ TRANS RENAL CRYSTALS
8211 HY 1 0 0 5 10 0 TP O 1+ 0 0
0 8214 HY 1 15 10 S 3 0 TP 1+ 1+ 0 0
HY 8
8184 FG 1 0 32 7 2 0 TP 1+ 1+ 0 0
FGL2.
8180 HY 1 4 10 4 0 0 TP 1+ 1E 0 0
HY 4
8207 FG:2 0 4 2! 0 0 TP 1% 1% 0 0
0.1 HY 1
8206 FG 1 0 0 9 0 0 P24 1% (] 0
8185 FG 1 10 0 2 0 0 TP O 1+ 0 0
HY 3
8199 FG | 0 15 5 10 0 TP O Ui 0 0
8215 HY 1 (] 2 4 0 0 TP O 1+ 0 0
8193 0 15 0 5 0 (] TP 1 1= 0 0
0.3
HY "2
8181 FG 1 13 75 4 2 0 TPi2% 1+ 0 0
8197 HYS5 (] 15 5 3 0 TP O 1% 0 0
8196 HY 7 5 0 3) 1 0 TR-3% 1% 0 0
FG 2 0 0
1.0 8213 HY 1 ] (] 3 0 0 TP O 2
8194 FG 2 10 5 0 0 0 TP O 2E 0 0
8182 HY 1 (] 0 50 0 0 TRAF 1+ 0 0
8-5
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Department of Veterinary 1900 Coffey Road

T R

Physiology and Pharmacology Columbus, OH 43210-1092
OH:[O Phone 614-292-1391
E !ZSIE bas tid 000 2u

UNIVERSTTY @ [B & lF Tr

Augml 13, 1994

T0: Dr. Barry S. Levine
Director
Toxicology Research Laboratory
1940 West Taylor Street
Chicago, lllinois 60612-7353

FROM: RobertL. Hamlin, DVM, PhD
Diplomate ACVIM (Cardiology/Internal Melic
1520 Grenoble Road
Columbus, Ohio 43221

RE: Report on ECGs for UIC/TRL Study #134, Four Week Oral Toxicity Study
of WR242511 in Dogs.

All dogs at all doses and at both recording times had ECGs that were
within limits of normal. No dog manifested rhythm disturbance. In Week 4, the
PR interval was longer for female dogs in group 3 (0.3 mg base’/kg/day) than for
controls; however it was not longer than for the same group during the pretest
period, nor was the PR interval prolonged in the group receiving the highest
dose. Therefore, there are no systematic changes in the ECGs &at could be
attributable to the compound.

9-2
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FOUR WEEK ORAL TOXICITY STUDY

OF WR242511 IN DOGS

Electrocardiogram Diagnosis of Males

UIC/TRL Study No.: 134

DRAEFT

Dose Animal Number Pretest Week 4
8172 WNL WNL
8143 WNL WNL
0 8148 WNL WNL
8153 WNL WNL
8173 WNL (LAD) WNL
8170 WNL (LAD) WNL
0.1 8147 WNL WNL
8151 WNL WNL
8157 WNL WNL
8159 WNL WNL
0.3 8175 WNL WNL
8166 WNL WNL
8146 WNL WNL (RAD)
8156. WNL WNL
1.0 8160 WNL WNL
8144 WNL (RAD) WNL (IVCD)

DOSE =

PWNL

LAD

mg base/kg/day

Within normal limits
Probably within normal limits
Right axis deviation

Left axis deviation

[VCD =Intraventricular conduction defect




UIC/TRL Study No.: 134

FOUR WEEK ORAL TOXICITY STUDY

SRS DR A E T

Electrocardiogram Diagnosis of Females

Dose Animal Number Pretest Week 4
8211 WNL WNL
8214 WNL WNL
0 8184 WNL WNL (RAD)
8180 WNL (RAD) WNL (IVCD)
8207 WNL (LAD) WNL
8206 WNL WNL
0.1 8185 WNL WNL
8199 WNL WNL (RAD)
8215 WNL WNL
8193 WNL WNL
0.3 8181 WNL WNL
8197 WNL WNL
8196 WNL WNL
8213 WNL WNL
1.0 8194 WNL WNL
8182 WNL WNL
DOSE = mg base/kg/day IVCD =Intraventricular conduction defect
WNL = Within normal limits
PWNL = Probably within normal limits
RAD = Right axis deviation
LAD = Left axis deviation




FOUR WEEK ORAL TOXICITY STUDY @ @ & E F

OF WR242511 IN DOGS

SUMMARY OF CARDIOLOGY TESTS
TEST: Heart Rate

STUDY ID: 134 SEX: MALE
STUDY NO: 134
ABBR: HR UNITS: bpm

Group: 1-M : 0 mg base/kg/day

|

MEAN 118 120

SD 25.1 19.9

N 4 4
Group: 2-M : 0.1 mg base/kg/day
MEAN 133 123
SD 23.0 13.5

N 4 4
Group: 3-M : 0.3 mg bases/kg/day
MEAN 117 120
SD 26.6 32.5

N 4 4
Group: 4-M : 1.0 mg base/kg/day
MEAN 132 118
SD 22.7 23.2

N 4 4

LABCAT CC4.25
g-5




FOUR WEEK ORAL TOXICITY STUDY
OF WR242511 IN DOGS

STUDY ID: 134
STUDY NO: 134
ABBR: HR

SUMMARY OF CARDIOLOGY TESTS

TEST: Heart Rate

SEX: FEMALE

UNITS: bpm

Group:

MEAN
SD
N

Group:

MEAN
SD
N

Group:

MEAN
SD

Group:

MEAN

1-F

2-F

LABCAT CC4.25

Pretest Week 4
: 0 mg base/kg/day
125 98
23.9 10.9
4 4
: 0.1 mg bases/kg/day
117 101
28.0 25.1
4 4
: 0.3 mg base/kg/day
136 11
26.1 18.7
4 4
: 1.0 mg base/kg/day
90 90
28.5 29.9
4 4
9-6
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FOUR WEEK ORAL TOXICITY STUDY @ B & E Tr

OF WR242511 IN DOGS

SUMMARY OF CARDIOLOGY TESTS
TEST: P Wave Duration

STUDY ID: 134 SEX: MALE
STUDY NO: 134
ABBR: P UNITS: ms

MEAN 40 42
SD 1.5 2.6
N 4 4
Group: 2-M : 0.1 mg base/kg/day
MEAN 41 40
SD 4.8 5.0
N I A
Group: 3-M : 0.3 mg base/kg/day
MEAN 40 38
SD 4.2 13
N A A
Group: 4-M : 1.0 mg base/kg/day
MEAN 40 41
S0 5.3 0.5
N A I
LABCAT CC4.25
9-7
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FOUR _WEEK ORAL TOXICITY STUDY HU hd Zﬂ&

OF WR242511 IN DOGS

SUMMARY OF CARDIOLOGY TESTS
TEST: P Wave Duration

STUDY ID: 134 SEX: FEMALE
STUDY NO: 134
ABBR: P UNITS: ms

Group: 1-F : O mg base/kg/day
40

MEAN 41
SD 2.9 3.1

N 4 4
Group: 2-F : 0.1 mg base/kg/day

MEAN 41 42

SD 4.7 4.5

N 4 4
Group: 3-F : 0.3 mg base/kg/day

MEAN 41 43

SD 2.1 3.9

N 4 4
Group: 4-F : 1.0 mg base/kg/day
MEAN 41 41
SD 8.8 5.8

N 4 4

LABCAT CC&4.25
9-8
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FOUR WEEK ORAL TOXICITY STUDY
OF WR242511 IN DOGS

SUMMARY OF CARDIOLOGY TESTS

TEST: PR Interval

STUDY 1D: 134
STUDY NO: 134
ABBR: PR

SEX: MALE

UNITS: ms

Group: 1-M : 0 mg base/kg/day

LABCAT CC4.25

MEAN 100 95
s 3.7 2.6

N 4 4
Group: 2-M : 0.1 mg base/kg/day
MEAN 109 108
sb 11.1 9.8

N 4 4
Group: 3-M : 0.3 mg base/kg/day
MEAN 96 85
) 4.8 5.4

N 4 4
Group: 4-M : 1.0 mg base/kg/day
MEAN 94 92
SD 10.4 10.6

N 4 4

9-9



FOUR WEEK ORAL TOXICITY STUDY @ [B & [F‘ F
OF WR242511 IN DOGS

SUMMARY OF CARDIOLOGY TESTS
TEST: PR Interval

STUDY ID: 134 SEX: FEMALE
STUDY NO: 134
ABBR: PR UNITS: ms
ANALYSIS OF VARIANCE FOLLOWED BY DUNNETT’S PROCEDURE
N PERIOD(s):  Pretest Week 4
Group: 1-F : 0 mg base/kg/day
MEAN 97 2
SD 6.3 4.5
N 4 4
Group: 2-F : 0.1 mg base/kg/day
MEAN 102 94
SD 11.2 7.2
N 4 4
Group: 3-F : 0.3 mg base/kg/day
MEAN 110 110*
SD 11.4 11.0
N 4 4
Group: 4-F : 1.0 mg base/kg/day
MEAN 100 95
SD 7.3 4.2
N 4 4

*-Significant Difference from Controt P < .05

LABCAT CC4.25



STUDY 1D: 134
STUDY NO: 134
ABBR: QRS

D
FOUR WEEK ORAL TOXICITYSSTUDY @ B [A E F

OF WR242511 IN DOG

SUMMARY OF CARDIOLOGY TESTS
TEST: QRS Interval

SEX: MALE

UNITS: ms

: 0 mg base/kg/day
39

40

2.2 157

4 4

: 0.1 mg base/kg/day
42 41

3.4 2.2

4 4

: 0.3 mg base/kg/day
39 40

2.4 1.6

4 4

: 1.0 mg base/kg/day
38 38

0.8 1.6

4 4



FOUR WEEK ORAL TOXICITY STUDY @ [% & IF F
OF WR242511 IN DOGS

SUMMARY OF CARDIOLOGY TESTS
TEST: QRS Interval

STUDY ID: 134 SEX: FEMALE
STUDY NO: 134
ABBR: QRS UNITS: ms

Group: 1-F : 0 mg baseskg/day

MEAN 37 43
SD 2.6 3.0

N 4 4
Group: 2-F : 0.1 mg baseskg/day
MEAN 40 40

SD 3.2 =7

N 4 4
Group: 3-F : 0.3 mg base/kg/day
MEAN 39 44
SD 1.3 336

N 4 4
Group: 4-F : 1.0 mg bases/kg/day
MEAN 37 38
SD 2.6 1.9

N 4 4

LABCAT CC4.25
9-12
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STUDY ID: 134
STUDY NO: 134
ABBR: QT

LABCAT CC4.25

D
FOUR WEEK ORAL TOXICITY STUDY @ [J—ﬁ & [F F

OF WR242511 IN DOGS

SUMMARY OF CARDIOLOGY TESTS

TEST:

Group: 1-M
MEAN

SD

N

Group: 2-M
MEAN

SD

N

Group: 3-M
MEAN

sD

N

Group: 4-M
MEAN

sD

N

QT Interval

SEX: MALE
UNITS: ms
FOLLOWED BY DUNNETT’S PROCEDURE
Pretest Week &
: 0 mg base/kg/day
194 197
24.6 16.1
4 4
: 0.1 mg base/kg/day
189 185
11.0 12.1
4 4
: 0.3 mg base/kg/day
213 199
13.3 12.6
4 4
: 1.0 mg base/kg/day
179 185
7.9 16.9
4 4
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D
FOUR WEEK ORAL TOXICITY STUDY @ [B & [F F

OF WR242511 IN DOGS

SUMMARY OF CARDIOLOGY TESTS
TEST: QT Interval

STUDY ID: 134 SEX: FEMALE
STUDY NO: 134
ABBR: QT UNITS: ms

Group: 1-F : 0 mg bases/kg/day
188

MEAN 194
SD 30.8 13.1

N 4 4
Group: 2-F : 0.1 mg base/kg/day
MEAN 196 194
SD 24.7 17.5

N 4 4
Group: 3-F : 0.3 mg baseskg/day
MEAN 204 182
sD 13.0 14.3

N 4 4
Group: 4-F : 1.0 mg baseskg/day
MEAN 213 200
SD 11.6 6.2

N 4 4

LABCAT CC4.25
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0
FOUR WEEK ORAL TOXICITY STUDY @ m & [F ‘1'"‘

OF WR242511 IN DOGS

INDIVIDUAL CARDIOLOGY REPORT BY GROUP
TEST: Heart Rate

STUDY 1D: 134 SEX: MALE
STUDY NO: 134
ABBR: HR UNITS: bpm
------- ANIMAL ID  Pretest Week &
GROUP: 1-M:0 mg base/kg/day
8172 9%
8143 109 114
8148 153 141
8153 115 129
MEAN 118 120
sb 25.1 19.9
N 4 4

GROUP: 2-M:0.1 mg base/kg/day

8173 99 109
8170 137 138
8147 150 114
8151 144 130
MEAN 133 123

sD 23.0 11315,

N 4 4

GROUP: 3-M:0.3 mg base/kg/day

8157 153 162
8159 9N 94
8175 105 95
8166 120 130
MEAN 117 120

sD 26.6 32.5

N 4 4

GROUP: 4-M:1.0 mg base/kg/day

8146 116
8156 152 151
8160 151 117
8144 109 105
MEAN 132 118
S0 22.7 23.2
N 4 4
LABCAT CC4.25
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OF WR242511 IN DOGS

TR E
' FOUR WEEK ORAL TOXICITY STUDY @ B

INDIVIDUAL CARDIOLOGY REPORT BY GROUP

' EST: Heart Rate
STUDY ID: 134 SEX: FEMALE
STUDY NO: 134
. ABBR: HR URIYS:. B
ANIMAL 1D Pretest Week &
GROUP: 1-F:0 mg base/kg/day
8211 142 109
8214 102 83
8184 148 97
8180 106 101
l MEAN 125 98
SD 23.9 10.9
N 4 4

GROUP: 2-F:0.1 mg base/kg/day

8207 119

8206 152 114

8185 84 127

8199 11 92

MEAN 17 101
SO 28.0 254
N 4 4

GROUP: 3-F:0.3 mg base/kg/day

8215 138
8193 156 103
8181 98 123
8197 150 130
MEAN 136 111
SD 26.1 18.7
N 4 4
l GROUP: 4-F:1.0 mg base/kg/day
8196 67 72
8213 104 64
8194 123 93
l 8182 65 131
MEAN 90 90
SD 28.5 29.9

I N 4 4



RN
l FOUR WEEK ORAL TOXICITY STUDY @ B

OF WR242511 IN DOGS

INDIVIDUAL CARDIOLOGY REPORT BY GROUP

' EST: P Wave Duration
STUDY ID: 134 SEX: MALE
STUDY NO: 134
ABBR: P UNITS: ms
I ANIMAL ID Pretest Week &
GROUP: 1-M:0 mg base/kg/day
8172 38 42
8143 41 41
8148 41 40
8153 41 46
l MEAN 40 42
sD i 2.6
N 4 4

GROUP: 2-M:0.1 mg base/kg/day
8173 45

8170 35 34
8147 38 45
8151 44 38

GROUP: 3-M:0.3 mg base/kg/day

=
&
~

8157 43
8159 38 40
8175 44 37
8166 35 38
MEAN 40 38
sD 4.2 1.3
N 4, 4
' GROUP: 4-M:1.0 mg base/kg/day
8146 38 41
8156 © 40 41
8160 41 40
l 8144 40 41
MEAN 40 41
) 1.3 0.5

l N 4 4




FOUR WEEK ORAL TOXICITY STUDY
OF WR242511 IN DOGS

INDIVIDUAL CARDIOLOGY REPORT BY GROUP
TEST: P Wave Duration

STUDY ID: 134
STUDY NO: 134
ABBR: P

SEX: FEMALE

UNITS: ms

GROUP: 1-F:0 mg base/kg/day
8211 36

8214 42 41
8184 39 42
8180 42 36
MEAN 40 41
SD 2.9 3.1
N 4 4

GROUP: 2-F:0.1 mg base/kg/day

8207 38 41
8206 38 37
8185 48 48
8199 41 42
MEAN 41 42

sD 4.7 4.5

N 4 4

GROUP: 3-F:0.3 mg bases/kg/day
39

8215 41

8193 39 45

8181 44 47

8197 41 40

MEAN 41 43
sD 2 3.9
N 4 4

GROUP: 4-F:1.0 mg base/kg/day
6 46

8196 4

8213 40 37

8194 49 46

8182 29 35

MEAN 41 41
SO 8.8 5.8
N 4 4

LABCAT CC4.25




OF WR242511 IN DOGS

INDIVIDUAL CARDIOLOGY REPORT BY GROUP

A0 F U
' ’ FOUR WEEK ORAL TOXICITY STUDY @ Ea

' TEST: PR Interval
STUDY ID: 134 SEX: MALE
STUDY NO: 134
ABBR: PR UNITS: ms
I ANIMAL ID Pretest Week &
GROUP: 1-M:0 mg base/kg/day
8172 96 93
8143 104 93
8148 101 97
8153 97 98
l MEAN 100 95
SO 3.7 2.6
N 4 4

GROUP: 2-M:0.1 mg base/kg/day

8173 123 115
8170 98 96
8147 113 117

8151 103 104

MEAN 109 108
SO 1.1 9.8

GROUP: 3-M:0.3 mg base/kg/day
89

=
~
~

8157 79
8159 98 92
8175 100 84
8166 9 84
MEAN 9 85
S0 4.8 5.4
N 4 P
' GROUP: 4-M:1.0 mg base/kg/day
8146 107 105
8156 97 93
8160 83 92
II 8144 89 79
MEAN 9% 92
S0 10.4 10.6

. N 4 4



i AP T
FOUR WEEK ORAL TOXICITY STUDY [] Ea

OF WR242511 IN DOGS

INDIVIDUAL CARDIOLOGY REPORT BY GROUP
TEST: PR Interval

STUDY ID: 134 SEX: FEMALE
STUDY NO: 134
ABBR: PR UNITS= ims
ANIMAL ID  Pretest Week &
GROUP: 1-F:0 mg base/kg/day
8211 89 92
8214 95 86
8184 102 93
8180 102 97
MEAN 97 92
SD 6.3 4.5
N 4 4

GROUP: 2-F:0.1 mg base/kg/day
90

8207

8206 103 103

8185 17 95

8199 99 91

MEAN 102 94
SO 11.2 7.2
N 4 4

GROUP: 3-F:0.3 mg base/kg/day

8215 109 114
8193 100 113
8181 126 119
8197 106 94
MEAN 110 110

sD 11.6 11.0

N 4 4

GROUP: 4-F:1.0 mg base/kg/day

8196 110 98
8213 97 95
8194 101 98
8182 93 89
MEAN 100 95
SO 7.3 4.2
N 4 4
LABCAT €C4.25
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FOUR WEEK ORAL TOXICITY STUDY [] Ea ‘

OF WR242511 IN DOGS

INDIVIDUAL CARDIOLOGY REPORT BY GROUP
TEST: QRS Interval

STUDY ID: 134 SEX: MALE
STUDY NO: 134
ABBR: QRS UNITS: ms
ANIMAL ID Pretest Week &4
GROUP: 1-M:0 mg base/kg/day
8172 40 42
8143 38 40
8148 37 38
8153 42 41
MEAN 39 40
sD 2.2 457
N 4 4

GROUP: 2-M:0.1 mg base/kg/day
2 44

8173 4

8170 38 39

8147 40 41

8151 46 40

MEAN 42 41
SO 3.4 2.2
N 4 4

GROUP: 3-M:0.3 mg bases/kg/day

8157 41 42
8159 36 38
8175 37 40
8166 40 40
MEAN 39 40

SO 2.4 1.6

N 4 4

GROUP: 4-M:1.0 mg bases/kg/day

8146 39 40
8156 37 36
8160 38 38
8144 38 38
MEAN 38 38

SO 0.8 1.6

N 4 4
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FOUR WEEK ORAL TOXICITY STUDY @ m A [F Tr

OF WR242511 IN DOGS

INDIVIDUAL CARDIOLOGY REPORT BY GROUP
TEST: QRS Interval

STUDY 1D: 134 SEX: FEMALE
STUDY NO: 134
ABBR: QRS UNITS: ms
ANIMAL ID Pretest Week 4
GROUP: 1-F:0 mg base/kg/day
8211 3 0
8214 38 40
8184 39 44
8180 33 46
MEAN 37 43
sD 2.6 3.0
N 4 4

GROUP: 2-F:0.1 mg base/kg/day

8207 38 38
8206 39 39
8185 39 39
8199 45 42
MEAN 40 40

sD 3.2 174

N 4 4

GROUP: 3-F:0.3 mg base/kg/day
43

8215 39

8193 39 39

8181 40 46

8197 37 47

MEAN 39 44
sD 1.3 3.6
N 4 4

GROUP: 4-F:1.0 mg base/kg/day
36 37

8196

8213 35 38

8194 41 41

8182 37 37

MEAN 37 38
sD 2.6 1.9
N 4 4
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FOUR WEEK ORAL TOXICITY STUDY
OF WR242511 IN DOGS
""""""""""""""" INDIVIDUAL CARDIOLOGY REPORT BY GROUP
TEST: QT Interval

STUDY ID: 134 SEX: MALE
STUDY NO: 134
ABBR: QT UNITS: ms
------- ANIMAL ID Pretest Week &
GROUP: 1-M:0 mg base/kg/day
8172 220 210
8143 210 198
8148 174 174
8153 172 206
MEAN 194 197
SD 24.6 16.1
N 4 4

GROUP: 2-M:0.1 mg base/kg/day

8173 203 185
8170 176 169
8147 188 198
8151 189 189
MEAN 189 185

SD 11.0 12.1

N 4 4

GROUP: 3-M:0.3 mg base/kg/day

8157 194 182

8159 225 207

8175 218 210

8166 213 198

MEAN 213 199
SD 13.3 12.6 -
N 4 4

GROUP: 4-M:1.0 mg base/kg/day

8146 172 77
8156 187 166
8160 172 205
8144 184 191
MEAN 179 185
sD 7.9 16.9
N 4 4
LABCAT CC4.25
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FOUR WEEK ORAL TOXICITY STUDY
OF WR242511 IN DOGS

INDIVIDUAL CARDIOLOGY REPORT BY GROUP

TEST: QT Interval

STUDY ID: 134
STUDY NO: 134
ABBR: QT

SEX: FEMALE

UNITS: ms

ANIMAL ID Pretest Week 4
GROUP: 1-F:0 mg base/kg/day
821 199 182
8214 223 194
8184 181 212
8180 150 187
MEAN 188 194
SD 30.8 13.1
N 4 4

GROUP: 2-F:0.1 mg base/kg/day

8207 227 218
8206 167 195
8185 199 181
8199 192 181
MEAN 196 194

SD 24.7 1725

N 4 4

GROUP: 3-F:0.3 mg base/kg/day

8215 195 198
8193 196 189
8181 223 169
8197 203 170
MEAN 204 182

SD 13.0 14.3

N 6 4

GROUP: 4-F:1.0 mg base/kg/day

8196 213 201
8213 © 210 199
8194 200 208
8182 228 193
MEAN 213 200
SD 11.6 6.2
N 4 4
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ANMALEYEASSOCINTES DR A E ¢

2845 SOUTH HARLEM o BERWYN, ILLINOIS 60402 ® (708)749-4200
372 SOUTH MILWAUKEE AVE. ® WHEELING, ILLINOIS 60090 ® (708) 215-3333

SAMUEL J. VAINIS!, DVM GRETCHEN M. SCHM!DT, DVM
Diplomate American College Dipiomate American College
of Veterinary Ophthalmologists of Veterinary Ophthalmologists

June 21, 1994
OPHTHALMIC REPORT
UIC/TRL Study No. 134

FOUR WEEK ORAL TOXICITY STUDY OF WR242511 IN DOGS

On April 19, 1994, (Week -3), a sufficient number of male and female Beagle dogs were given
ophthalmic examinations by indirect ophthalmoscopy to result in 16 dogs/sex which were within normal
limits.

On May 31, 1994 (Week 4), the thirty-two Beagle dogs which were used in Study No. 134 were
re-examined. All dogs appeared similar (no lesions) to their pretest examination on April 19, 1994.

Sincerely,

Samuel J. Vainisi, D.V.M.
Professor of Comparative
Ophthalmology, U. of IL. at Chicago

Diplomate, American College of
Veterinary Ophthalmologists
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DRAEFT

UIC/TRL Study No. 134
FOUR WEEK ORAL TOXICITY STUDY OF WR242511 IN DOGS

Ophthalmic Examinations

Males
Week -3 Week 4

Dose Animal Number R.E. L.E. R.E. Ik JEx
8172 WNL WNL WNL WNL
8143 WNL WNL WNL WNL

0 8148 WNL WNL WNL WNL
8153 WNL WNL WNL WNL
8173 WNL WNL WNL WNL
8170 WNL WNL WNL WNL

0.1 8147 WNL WNL WNL WNL |
8159 WNL WNL WNL WNL
8157 WNL WNL WNL WNL
8159 WNL WNL WNL WNL

0.3 8175 WNL WNL WNL WNL
8166 WNL WNL WNL WNL
8176 WNL WNL WNL WNL |
8156 WNL WNL WNL WNL |

1.0 8160 WNL WNL WNL WNL
8144 WNL WNL WNL WNL

Dose = mg base/kg/day

R.E. = Right Eye

L.E. = Left Eve

WNL= Within Normal Limits
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DRAFT

UIC/TRL Study No. 134
FOUR WEEK ORAL TOXICITY STUDY OF WR242511 IN DOGS

Ophthalmic Examinations

Females
Week -3 Week 4
Dose Animal Number R.E. L.E. R.E. LIE
8211 WNL WNL WNL WNL
8214 WNL WNL WNL WNL
0 8184 WNL WNL WNL WNL
8184 WNL WNL WNL WNL
8207 WNL WNL WNL WNL |
8206 WNL WNL WNL WNL
0.1 8193 WNL WNL WNL WNL
8199 WNL WNL WNL WNL
8215 WNL WNL WNL WNL
8193 WNL WNL WNL WNL
0.3 8181 WNL WNL WNL WNL
8197 WNL WNL WNL WNL
8196 WNL WNL WNL WNL
8213 WNL WNL WNL WNL
1.0 8194 WNL WNL WNL WNL
8182 WNL WNL WNL WNL

Dose = mg base/kg/day

R.E. = Right Eye

L.E. = Left Eye

WNL= Within Normal Limits
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FOUR WEEK ORAL TOXICITY STUDY @ []% [EX E F

OF WR242511 IN DOGS

STUDY: 134

SEX: MALE GROUP: 1-M - 0 mg base/kg/day
FATES: Scheduled sacrifice DAYS: 28-29 ALL BALANCES
ANIMAL 1D: 8143 8148 8153 8172
BALANCE NO.: 2026 2026 2026 2026
BODY WEIGHT (KG) 10.8 9.8 9.9 9.8
Adrenal Glands (G) 1.33 2.07 1.46 1.25
% BRAIN WEIGHT 1.90 2.74 1.82 1.50
Brain (G) 69.87 75.66 80.25 83.14
Heart (G) 84.79 82.29 75.06 87.40
% BRAIN WEIGHT 121.35 108.76 93.53 105.12
Kidneys (G) 50.90 46.03 44,04 44 .68
% BRAIN WEIGHT 72.85 60.84 54.88 53.74
Liver (G) 251.43 259.15 238.30 268.52
% BRAIN WEIGHT 359.85 342.52 296.95 322.97
Spleen (G) 37.84 26.93 25.81 35.20
% BRAIN WEIGHT 54.16 35.59 32.16 42.34
Testes (G) 15.56 13.37 12.36 15.38
% BRAIN WEIGHT 22.27 17.67 15.40 18.50
Thyroid+Parathyroids (G) 0.98 0.98 0.69 0.96
7% BRAIN WEIGHT 1.40 1.30 0.86 1.15
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D
FOUR WEEK ORAL TOXICITY STUDY @ B & E F
OF WR242511 IN DOGS

STUDY: 134
SEX: MALE GROUP: 2-M - 0.1 mg base/kg/day
FATES: Scheduled Sacrifice DAYS: 28-29 ALL BALANCES

ANIMAL ID: 8147 8151 8170 8173
BALANCE NO.: 2026 2026 2026 2027
BODY WEIGHT (KG) 9.4 9.1 10.3 11.1
Adrenal Glands (G) 1.14 1.29 1.33 1.24
% BRAIN WEIGHT 1.55 1.62 1.63 1.60
Brain (G) 73.76 79.59 81.45 737
Heart (G) 84.61 89.74 86.22 95.87
% BRAIN WEIGHT 116.71 112.75 105.86 123.91
Kidneys (G) 45.90 52.71 43.18 44,32
% BRAIN WEIGHT 62.23 66.23 53.01 57.28
Liver (G) 256.58 237.25 274.62 294.68
% BRAIN WEIGHT 347.86 298.09 337.16 380.87
Spleen (G) 26.81 24.54 34.74 36.50
% BRAIN WEIGHT 36.35 30.83 42.65 47.18
Testes (G) 15.70 12.66 10.13 10.96
% BRAIN WEIGHT 21.29 15.91 12.44 14.17
Thyroid+Parathyroids (G) 0.94 0.65 0.86 0.84
% BRAIN WEIGHT 1.27 0.82 1.06 1.09
L]
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FOUR WEEK ORAL TOXICITY STUDY @ [B & F Tr

OF WR242511 IN DOGS

STUDY: 134
SEX: MALE GROUP: 3-M - 0.3 mg base/kg/day
FATES: Scheduled Sacrifice DAYS: 28-29 ALL BALANCES

ANIMAL ID: 8157 8159 8166 8175
BALANCE NO.: 2026 2026 2026 2026
BODY WEIGHT (KG) 10.6 9.7 10.3 9.2
Adrenal Glands (G) 0.91 1.30 1.29 1.01
% BRAIN WEIGHT 1.08 1.80 1.46 1.39
Brain (G) 84,62 72.11 88.18 72.83
Heart (G) 81.88 77.82 85.60 74.50
% BRAIN WEIGHT 96.76 107.92 97.07 102.29
Kidneys (G) 42.37 46.83 49.45 46.79
% BRAIN WEIGHT 50.07 64.94 56.08 64.25
Liver (G) 260.58 277.14 267.74 284.09
% BRAIN WEIGHT 307.94 384.33 303.63 390.07
Spleen (G) 35.17 44.86 34.20 31.12
% BRAIN WEIGHT 41.56 62.21 38.78 42.73
Testes (G) 12.51 13.37 11.44 11.36
% BRAIN WEIGHT 14.78 18.54 12.97 15.60
Thyroid+Parathyroids (G) 1.03 1.48 0.96 1.52
% BRAIN WEIGHT 1.22 2.05 1.09 2.09
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FOUR WEEK ORAL TOXICITY STUDY @ B @ E F
OF WR242511 IN DOGS

STUOY: 134
SEX: MALE GROUP: 4-M - 1.0 mg base/kg/day
FATES: Scheduled Sacrifice DAYS: 28-29 ALL BALANCES

ANIMAL ID: 8144 8146 8156 8160
BALANCE NO.: 2026 2026 2026 2026
BODY WEIGHT (KG) 8.8 9.2 9.6 10.4
Adrenal Glands (G) 1.14 1.20 1.12 1.13
% BRAIN WEIGHT 1.43 1.50 131 1.38
Brain (G) 79.75 79.96 85.21 81.62
Heart (G) 74.96 79.35 88.48 77.21
% BRAIN WEIGHT 93.99 99.24 103.84 94.60
Kidneys (G) 46.85 38.69 41.58 51.45
% BRAIN WEIGHT 5875 48.39 48.80 63.04
Liver (G) 294.32 270.36 278.83 333.93
% BRAIN WEIGHT 369.05 338.12 327.23 409.13
Spleen (G) 64.92 59.09 50.29 63.58
% BRAIN WEIGHT 81.40 73.90 59.02 77.90
Testes (G) 12.21 13.03 12.74 14.08
% BRAIN WEIGHT 15.31 16.30 14.95 17.25
Thyroid+Parathyroids (G) 0.64 1.02 0.60 0.94
% BRAIN WEIGHT 0.80 1.28 0.70 1.15
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FOUR WEEK ORAL TOXICITY STUDY D [’IE& E Ll—j‘
OF WR242511 IN DOGS

STUDY: 134

SEX: FEMALE GROUP: 1-F - 0 mg base/kg/day
FATES: Scheduled Sacrifice DAYS: 28-29 ALL BALANCES
ANIMAL ID: 8180 8184 8211 8214
BALANCE NO.: 2026 2027 2026 2026
BODY WEIGHT (KG) 7.7 8.5 9.8 8.6
Adrenal Glands (G) 1.20 1.00 1.00 .05
% BRAIN WEIGHT 1.65 1.48 1.42 1.41
Brain (G) 72.52 67.77 70.58 74.26
Heart (G) 76.38 76.87 69.67 82.90
% BRAIN WEIGHT 105.32 113.43 98.71 111.63
Kidneys (G) 33.75 42.18 36.68 36.32
% BRAIN WEIGHT 46.54 62.24 51.97 48.91
Liver (G) 188.47 299.94 233.04 233.03
% BRAIN WEIGHT 259.89 442.59 330.18 313.80
ovaries (G) 0.63 0.98 0.77 0.79
% BRAIN WEIGHT 0.87 1.45 1.09 1.06
Spleen (G) 24.63 26.06 25.29 31.67
% BRAIN WEIGHT 33.96 38.45 35.83 42.65
Thyroid+Parathyroids (G) 0.67 0.94 0.78 0.66
% BRAIN WEIGHT 0.92 1.39 1.1 0.89
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FOUR WEEK ORAL TOXICII)ZTY STUDY @ [B ZIE\X IF F

OF WR242511 1IN

STUDY: 134
SEX: FEMALE GROUP: 2-F - 0.1 mg base/kg/day
FATES: Scheduled Sacrifice DAYS: 28-29 ALL BALANCES
ANIMAL ID: 8185 8199 8206 8207
BALANCE NO.: 2026 2026 2026 2026
BODY WEIGHT (KG) 8.9 9.3 9.1 8.6
Adrenal Glands (G) 1.27 1.23 1.37 1.55
% BRAIN WEIGHT 1.62 1.71 1.92 2.06
Brain (G) 78.50 71.80 71.22 75.22
Heart (G) 66.45 87.73 73.63 86.77
% BRAIN WEIGHT 84.65 122.19 103.38 1535
Kidneys (G) 36.26 39.10 41.75 45.14
% BRAIN WEIGHT 46.19 54.46 58.62 60.01
Liver (G) 263.44 233.50 232.18 250.69
% BRAIN WEIGHT 335.59 325.21 326.00 333.28
Ovaries (G) 1.63 0.80 .85 0.95
% BRAIN WEIGHT 2.08 1.1 1.19 1.26
Spleen (G) 26.80 35.54 32.30 25.54
% BRAIN WEIGHT 34.14 49.50 45.35 33.95
Thyroid+Parathyroids (G) 0.78 0.88 0.83 0.95
% BRAIN WEIGHT 0.99 1.23 1.17 1.26
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TREY
FOUR WEEK ORAL TOXICITY STUDY ﬁD Ea

OF WR242511 IN DOGS

STUDY: 134
SEX: FEMALE GROUP: 3-F - 0.3 mg base/kg/day
FATES: Scheduled Sacrifice DAYS: 28-29 ALL BALANCES

ANIMAL 1D: 8181 8193 8197 8215
BALANCE NO.: 2026 2026 2026 2026
BODY WEIGHT (KG) 8.5 9.0 8.1 9.5
Adrenal Glands (G) 1.23 1.47 1.05 1.29
% BRAIN WEIGHT 1.45 1.81 1.31 1.66
Brain (G) 84.77 81.39 79.87 7.73
Heart (G) 74.22 81.49 81.71 90.71
% BRAIN WEIGHT 87.55 100.12 102.30 116.70
Kidneys (G) 38.11 43.19 32.70 38.76
% BRAIN WEIGHT 44.96 53.07 40.94 49.86
Liver (G) 215.17 271.74 217.27 267.85
% BRAIN WEIGHT 253.83 333.87 272.03 344.59
Ovaries (G) 0.76 1.67 0.60 2.39
% BRAIN WEIGHT 0.90 2.05 0.75 3.07
Spleen (G) 32.29 34.79 33.57 47.66
% BRAIN WEIGHT 38.09 42.74 42.03 61.31
Thyroid+Parathyroids (G) 1.01 0.79 0.71 0.84
% BRAIN WEIGHT 1.19 0.97 0.89 1.08
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FOUR WEEK ORAL TOXICITY STUDY @ [:la A [F ‘U'
DOGS

OF WR242511 1IN

STUDY: 134
SEX: FEMALE GROUP: 4-F - 1.0 mg base/kg/day
FATES: Scheduled Sacrifice DAYS: 28-29 ALL BALANCES

ANIMAL 1D: 8182 8194 8196 8213
BALANCE NO.: 2026 2026 2026 2026
BODY WEIGHT (KG) Tl 8.8 9.2 8.0
Adrenal Glands (G) 1.16 1,34 1.40 1.12
% BRAIN WEIGHT 1.43 1.93 1.64 1.62
Brain (G) 81.10 69.45 85.29 69.12
Heart (G) 76.60 76.36 74.75 77.35
% BRAIN WEIGHT 94.45 109.95 87.64 111.91
Kidneys (G) 38.10 42.95 41.50 46.13
% BRAIN WEIGHT 46.98 61.84 48.66 66.74
Liver (G) 288.57 299.45 278.00 261.40
% BRAIN WEIGHT 355.82 431.17 325.95 378.18
Ovaries (G) 1.43 0.85 0.70 0.61
% BRAIN WEIGHT 176 1.22 0.82 0.88
Spleen (G) 52.18 60.23 119.73 66.35
% BRAIN WEIGHT 64.34 86.72 140.38 95.99
Thyroid+Parathyroids (G) 0.78 0.77 1.03 0.91
% BRAIN WEIGHT 0.96 1.1 1.21 1.32
=9
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Third Draft
ANATOMIC PATHOLOGY REPORT FOR
FOUR WEEK ORAL DOSE TOXICITY
STUDY OF WR242511 IN DOGS

UIC/TRL STUDY NUMBER 134
September 12, 1994

Prepared by
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Anatomic Pathology Report
Toxicology Research Laboratory
Study Number 134

ofeloy:
ANATOMIC PATHOLOGY REPORT (—LJ Ju F

FOUR WEEK ORAL DOSE TOXICITY STUDY OF WR242511 IN DOGS
INTRODUCTION

This report, submitted by Pathology Associates, Inc. (PAI) to Toxicology
Research Laboratory (TRL), University of lllinois at Chicago, represents the
histopathology findings for the study designated as "Four Week Oral Toxicity
Study of WR242511 in Dogs", Toxicology Research Laboratory Study Number
134. The study was conducted at the University of lllinois at Chicago,
Toxicology Research Laboratory where Barry S. Levine, D.Sc., D.A.B.T. served
as the Study Director and Clyde W. Wheeler, Ph.D. was designated as the
Study Toxicologist. Following in-life procedures, all dogs were humanely
sacrificed and subjected to complete necropsy examination under the
supervision of Michael J. Tomlinson, D.V.M., Ph.D., D.A.C.V.P. Collected tissue
specimens, as required by the protocol, were processed into microslides at
PAl's Chicago laboratory and forwarded to Richard H. Bruner, D.V.M,
D.A.C.V.P. (PAI-Ohio) West Chester, Ohio for histopathological evaluation. All
pathology procedures were conducted in accordance with FDA and EPA Good
Laboratory Practice regulations, and a quality assurance statement has been
included with this report.

EXPERIMENTAL DESIGN AND METHODS

Thirty-two Beagle dogs, 7-8 months old (16 males and 16 females) were
divided into four treatment groups and dosed once daily (gelatin capsules) as
outlined in the following experimental design:

Treatment Groups:

Treatment Dose Level Number of Number of
Group (mg base/kg/day) Males Females
1 0 4 4
2 0.1 4 4
3 0.3 4 4
4 1.0 4 4
4
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Following treatment for four weeks, all animals were humanely sacrificed
and necropsied in accordance with TRL Standard Operating Procedures. All
protocol required tissues, as listed in Table |, were collected in 10% neutral
buffered formalin, and subsequently processed into hematoxylin and eosin
stained microslides according to PAI-Chicago Standard Operating Procedures.
Prepared microslides were forwarded to the PAI-Ohio Division (West Chester)
for histopathologic evaluations. Subsequently, all microscopic findings were
entered into a validated pathology computer system (LABCAT), and the
following reports were generated: 1) Project Summary tables listing the
incidences of all neoplastic and non-neoplastic findings by treatment group
(Section Il); 2) Severity Summary tables listing group mean severity scores for
all findings which received a severity grade* (Section Ill); 3) Tabulated Animal
Data tables outlining microscopic findings in individual animals by treatment
group (Section IV); 4) Individual Animal Pathology records (Section V); and 5)
Gross to Microscopic Correlations (Section VI). The codes used as entries in
pathology tables are explained in the Reports Code Table (Table IlI) and
Weighting Factors applied to severity scores are explained in the Severity
Weighting Factors Table (Table IlI).

* Where applicable histomorphologic changes were graded on a scale of 0
through 4, where 0 = no effect, 1 = minimal, 2 = mild, 3 = moderate and 4
= marked (severe). Group mean severity scores were determined by
dividing the sum of all "weighted" severity scores for a particular
histomorphologic change by the number of tissues examined.
Weighting factors for individual severity grades were based upon the
distribution of the lesion as explained in Table Ill.

EXPLANATIONS OF TREATMENT-RELATED MICROSCOPIC FINDINGS

LUNGS: Inflammation, interstitial (interstitial pneumonia) was characterized by
patchy to confluent infiltrates of mixed inflammatory cells within alveolar lumina,
septae and along the adventitial connective tissue of pulmonary blood vessels.
Inflammatory cell populations included macrophages, small collections of
neutrophils and occasional lymphocytes.

SPLEEN: Extramedullary hematopoiesis (EMH) was characterized by minimal
to mild clusters of erythropoietic cells along with occasional megakaryocytes.

BONE MARROW: Hyperplasia was characterized by a diffuse increase in cells
regarded as myeloid and erythroid precursors. In some specimens, erythroid
cells appeared to be slightly more abundant than myeloid elements.
Proliferating hematopoietic cells had largely replaced normal fat deposits in
most of the marrow compartment.
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RESULTS AND DISCUSSION

Although distinct treatment-related macroscopic (gross) changes were
not observed, three animals given 1.0 mg base/kg/day (male #8144 and
females #8182 and 8196) displayed white or yellow foci on the apical lobes of
the lungs. These foci correlated with interstitial inflammation noted
microscopically.

Microscopic changes considered to be treatment-related were observed
in pulmonary, splenic and bone marrow sections of both males and females
given 1.0 mg base/kg/day of the test material. Pulmonary changes consisting of
diffuse, minimal to marked interstitial inflammation (Average Severity = 1.56)
were noted in 3/4 (75%) males assigned to Group 4 (high dose). Similar
findings were present in 4/4 (100%) high dose females; however, severity levels
were slightly reduced, ranging from minimal to mild (Average Severity = 1.50).
Splenic alterations, noted in 4/4 (100%) of both the high dose males and
females, consisted of difftuse, minimal to mild extramedullary hematopoiesis
(Average Severity = 1.50), where proliferating elements were largely of the
erythroid cell series. Correspondingly, 4/4 (100%) of both the high dose males
and females displayed diffuse, minimal to mild hyperplasia of bone marrow
hematopoietic cells (Average Severity, males 0.75 and females 1.25). In bone
marrow compartments, both erythroid and myeloid cells appeared to be
increased when compared with control (Group 1) bone marrow sections.
Microscopic changes observed in other animals assigned to this study were
regarded as common, incidental findings with no relationship with the test
material. Minimal to mild thymic involution was sporadically observed in
several treatment groups, and 2/4 (50%) of the high dose females exhibited
minimal thymic involution. In all affected dogs, thymic changes were regarded
as a normal physiologic process or response to general body weight reduction
rather than a target organ toxicity of the test material.

CONCLUSIONS

Four week oral dosing resulted in minimal to marked pulmonary
interstitial inflammation in 3/4 (75%) of the males and minimal to mild interstitial
inflammation was noted in 4/4 (100%) of the females assigned to the high dose
group (Group 4). Additionally, minimal to mild splenic extramedullary
hematopoiesis and hyperplasia of bone marrow hematopoietic cells were
present in all high dose animals. Distinct treatment-related histomorphologic
changes were not observed in dogs assigned to other treatment groups. Based
upon histomorphologic findings, 0.3 mg base/kg/day was selected as the no
effect level under the conditions of this study.

DRAEFT

Richard H. Bruner, D.V.M. Date
Diplomate, A.C.V.P.
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List of Tissues Examined Microscopically (TRL 134)

Adrenal glands

Aorta

Brain (fore-, mid-, and hind-)
Cecum

Colon

Diaphragm

Duodenum

Epididymides

Esophagus

Eyes and optic nerves
Gallbladder

Gross lesions

Heart

lleum

Jejunum

Kidneys

Liver (with gallbladder drained)
Lungs/bronchi

Lymph node (submandibular)
Lymph node (mesenteric)
Mammary gland

Muscle (skeletal)

TABLE 1l

Nerve (sciatic)

Ovaries

Pancreas

Pituitary

Prostate

Rectum

Rib with marrow

Salivary gland (submandibular)
Skin

Spinal cord (thoracic, cervical)
Spleen

Stomach

Testes

Thymus

Thyroid gland with parathyroids
Tongue

Tonsil

Trachea

Ureter

Urinary bladder

Uterus

Reports Code Table

Multiple

Tissues within normal histological limits

Autolysis precluding adequate evaluation
Tissues unavailable/unsuitable for evaluation
Tissues not examined/not required by protocol

Focal
Multifocal
Diffuse

Minimal
Mild
Moderate
Marked



TABLE 1l - SEVERITY WEIGHTING FACTORS @ (}B & IF 'U‘

The PAI pathology computer system (LABCAT) has a built-in weighting
system for calculating the average severity for each tissue observation. These
weighted averages are based upon the severity and distribution as outlined in
the following table.

SEVERITY NO
GRADING MODIFIER FOCAL MULTIFOCAL DIFFUSE
1 1.0 0.25 0.5 0.75
2 2.0 1.25 1.5 1.75
3 3.0 2.25 25 275
4 4.0 3.25 3.5 3.75
EXAMPLE:
LABCAT
SEVERITY
TISSUE DIAGNOSIS SEVERITY DISTRIBUTION SCORE
Liver Inflammation Marked None Entered 4.0
Inflammation Marked Focal 3.25
Inflammation Marked Multifocal 3.50
Inflammation Marked Diffuse 3.75




DEAP

SECTION i
PROJECT SUMMARY TABLES



Pathology Associates, Inc.
Toxicology Research Laboratory
Study Number 134
Four Week Oral Toxicity Study
of WR242511 in Dogs

|- =EX W
"o
>
Q
&
H
(o]

e
g
P
o
.
Q
»—1
é
o

STUOY ID : 4 Week Oral Toxicity STUDY NUMBER: 134
FATE: ALL

SEX: MALE
INCIDENCE OF NEOPLASTIC and NON-NEOPLASTIC MICROSCOPIC FINDINGS

(2) - 0.1 mg bases/kg/day

GROUP : 1 2 3 4
(1 (2) 3 (%)
I NUMBER OF ANIMALS: 4 4 4 4
# % % % # %
I FORE-BRAIN (CEREBRUM) FEX 4 4 4 4
MID-BRAIN (MID-CEREBRUM) # EX 4 4 4 4
' HIND-BRAIN (CEREBELLUM) # EX 4 4 4 4
SPINAL CORO (CERVICAL) #EX 4 4 4 4
' SPINAL CORD (THORACIC) # EX 4 4 4 4
l HEART #EX 4 4 4 4
AORTA # EX 4 4 4 4
l TRACHEA # EX 4 4 4 4
Inflammation, Chronic 2 50.0 0 0.0 1 25.0 1 25.0
Inflammation, Acute 1 25.0 0 0.0 0 o0.0 0 0.0
I ESOPHAGUS # EX 4 4 4 4
LUNGS #EX &4 4 4 4
Inflammation, Interstitial 0 0.0 0 0.0 0 0.0 3 75.0
Inflammation, Chronic 0 0.0 1 25.0 0 0.0 0 0.0
I KIDNEY, RIGHT # EX 4 4 4 4
Incidence Calculated by No. of Tissues Scored (3) - 0.3 mg base/kg/day
' (1) - 0 mg base/kg/day (4) - 1.0 mg base/kg/day
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Pathology Associates, Inc.
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Study Number 134
Four Week Oral Toxicity Study
of WR242511 in Dogs
PROJECT SUMMARY
STUDY 1D : &4 Week Oral Toxicity STUDY NUMBER: 134
FATE: ALL
SEX: MALE
INCIDENCE OF NEOPLASTIC and NON-NEOPLASTIC MICROSCOPIC FINDINGS
GROUP: 1 2 3 4
(@] 2) 3 4)
NUMBER OF ANIMALS: 4 4 4 4
# % # % # % # %
KIDNEY, LEFT #EX 4 4 4 4
SPLEEN #EX 4 4 4 4
Extramedul lary Hematopoiesis 0 0.0 1 25.0 0 0.0 4 100.0
PANCREAS #EX 4 4 4 4
DUODENUM #EX &4 4 4 4
LIVER # EX 4 4 4 4
Inflammation, Subacute 0 0.0 0 0.0 0 0.0 1 25.0
GALLBLADDER #EX 4 4 4 4
Inflammation, Chronic 1 25.0 0 0.0 1 25.0 1 25.0
ADRENAL GLAND #EX 4 4 4 4
SALIVARY GLAND # EX 4 4 4 4
MANDIBULAR LYMPH NODE #EX 4 4 4 4
Inflammation, Granulomatous 1 2540 0 0.0 0 0.0 0 0.0
Eosinophilia 1 25.0 0 0.0 0 0.0 0 0.0
Pigmentation 1 25.0 0 0.0 0 0.0 0 0.0
Inflammation, Acute 2 50.0 1 25.0 0 0.0 0 0.0
JEJUNUM #EX 3 4 4 4
Incidence Calculated by No. of Tissues Scored ¢(3) - 0.3 mg base/kg/day
(1) - 0 mg base/kg/day (4) - 1.0 mg base/kg/day

(2) - 0.1 mg base/kg/day
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Pathology Associates, Inc.
Toxicology Research Laboratory
Study Number 134
Four Week Oral Toxicity Study
of WR242511 in Dogs
PROJECT SUMMARY
STUDY ID : 4 Week Oral Toxicity STUDY NUMBER: 134
FATE: ALL
SEX: MALE
INCIDENCE OF NEOPLASTIC and NON-NEOPLASTIC MICROSCOPIC FINDINGS
GROUP: 1 2 3 4
1) (2) (3) %)
NUMBER OF ANIMALS: 4 4 4 4
# % # % # % # %
COLON # EX 4 4 4 4
TONSIL # EX 4 4 4 4
ILEUM # EX 4 4 4 3
MESENTERIC LYMPH NODE #EX 4 4 3 4
TONGUE HEX 4 4 4 %
DIAPHRAGM # EX 4 4 4 4
THYMUS # EX 4 4 4 2
Involution 0 0.0 1 25.0 1 25.0 0 0.0
RECTUM # EX 4 4 4 4
Hemorrhage, Acute 1 25.0 0 0.0 0 0.0 0 0.0
SKELETAL MUSCLE #EX & 4 4 4
SKIN #EX 4 4 4 4
MAMMARY GLAND # EX 2 2 1 2
THYROID GLAND # EX 4 4 4 4
C-Cell HKyperplasia 0 0.0 0 0.0 0 0.0 2 50.0
Incidence Calculated by No. of Tissues Scored (3) - 0.3 mg base/kg/day
(1) - 0 mg bases/kg/day (4) - 1.0 mg base/kg/day

(2) - 0.1 mg base/kg/day
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Pathology Associates, Inc.
Toxicology Research Laboratory
Study Number 134
Four Week Oral Toxicity Study
of WR242511 in Dogs
PROJECT SUMMARY
STUOY ID : & Week Oral Toxicity STUDY NUMBER: 134
FATE: ALL
SEX: MALE
INCIDENCE OF NEOPLASTIC and NON-NEOPLASTIC MICROSCOPIC FINOINGS
GROUP: 1 2 3 4
H (2) 3) %)
NUMBER OF ANIMALS: 4 4 4 4
# % # % # % %
PARATHYROID GLAND # EX 4 3 3 2
Ultimobranchial Cyst 0 0.0 0 0.0 1 33.0 0 0.0
PITUITARY GLAND #EX 4 4 4 4
Cyst 1 25.0 0 0.0 1 25.0 0 0.0
CECUM #EX 4 4 4 4
STOMACH #EX 4 4 4 4
URINARY BLADDER #EX & 4 4 4
Inflammation, Acute 0 0.0 0 0.0 0. 0.0 1 25.0
TESTIS #EX 4 4 4
Aspermatogenesis 0 0.0 1 25.0 0 0.0 0 0.0
EPIOIOYMIS #EX 4 4 4 4
SCIATIC NERVE #EX 4 4 4 4
URETER #EX 3 4 2 4
EYE - RIGHT #EX 4 4 4 4
OPTIC NERVE - RIGHT #EX 3 4 4 4
Incidence Calculated by No. of Tissues Scored (3) - 0.3 mg bases/kg/day
(1) - 0 mg base/kg/day (4) - 1.0 mg baseskg/day

(2) - 0.1 mg base/kg/day
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Pathology Associates, Inc.
Toxicology Research Laboratory
Study Number 134
Four Week Oral Toxicity Study
of WR242511 in Dogs
PROJECT SUMMARY
STUDY ID : 4 Week Oral Toxicity STUDY NUMBER: 134
FATE: ALL
SEX: MALE
INCIDENCE OF NEOPLASTIC and NON-NEOPLASTIC MICROSCOPIC FINDINGS
GROUP: 1 2 3 4
D) ) 3 (4)
NUMBER OF ANIMALS: 4 4 4 4
# % # % % %
EYE - LEFT #EX 4 4 4 4
OPTIC NERVE - LEFT #EX 4 4 4 4
RIB #EX 4 4 4 4
BONE MARROW #EX 4 4 4 4
Hyperplasia 0 0.0 0 0.0 0 0.0 4 100.0
PROSTATE #EX 4 4 4 4
Immature 1 25.0 1 25.0 2 50.0 0 0.0
&
Incidence Calcutated by No. of Tissues Scored (3) - 0.3 mg base/kg/day
(1) - 0 mg base/kg/day (4) - 1.0 mg base/kg/day

(2) - 0.1 mg base/kg/day
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Pathology Associates, Inc.
Toxicology Research Laboratory
Study Number 134
Four Week Oral Toxicity Study
of WR242511 in Dogs
PROJECT SUMMARY
STUDY 1D : 4 Week Oral Toxicity STUDY NUMBER: 134
FATE: ALL
SEX: FEMALE
INCIDENCE OF NEOPLASTIC and NON-NEOPLASTIC MICROSCOPIC FINDINGS
GROUP: 1 2 3 4
@) (2> 3 (%)
NUMBER OF ANIMALS: 4 4 4 A
# % # % # % # %
FORE-BRAIN (CEREBRUM) # EX 4 4 4
Hemorrhage, Acute 1 25.0 0 0.0 0 0.0 0 0.0
MID-BRAIN (MID-CEREBRUM) # EX 4 4 4 4
HIND-BRAIN (CEREBELLUM) #EX 4 [A 4 4
SPINAL CORD (CERVICAL) #EX 4 4 4 4
Hemorrhage, Acute 0 0.0 0 0.0 0 0.0 1 25.0
SPINAL CORD (THORACIC) #EX & 4 A [A
HEART #EX 4 4 4 A
AORTA #EX 4 4 4 4
TRACHEA #EX & 4 4
Inflammation, Chronic 2 50.0 1 25.0 1 25.0 0 0.0
ESOPHAGUS #EX 4 4 4 4
LUNGS # EX 4 4 4 A
Inflammation, Interstitial 0 0.0 0 0.0 0 0.0 4 100.0
Inflammation, Chronic 1 25.0 0 0.0 0 0.0 0 0.0
Alveolar Macrophages 0 0.0 0 0.0 1 25.0 0 0.0
Incidence Calculated by No. of Tissues Scored (3) - 0.3 mg base/kg/day
(1) - 0 mg base/kg/day (4) - 1.0 mg base/kg/day

(2) - 0.1 mg base/kg/day
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STUDY 10 : 4 Week Oral Toxicity STUOY NUMBER: 134
FATE: ALL

SEX: FEMALE
INCIOENCE OF NEOPLASTIC and NON-NEOPLASTIC MICROSCOPIC FINDINGS

()
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2
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w
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(1) (2) 3 (C))
' NUMBER OF ANIMALS: 4 4 4 4
# % # % # % # %
l KIDNEY, RIGHT #EX &4 4 4 4
KIONEY, LEFT #EX &4 4 4 4
' SPLEEN #EX 4 4 4 4
Extramedul lary Hematopoiesis 0 0.0 0 0.0 0 0.0 4 100.0
' PANCREAS #EX 4 4 4
Lymphocytic Infiltrates 0 0.0 0 D.D 1 25.0 D 0.0
l DUOO ENUM # EX 4 4 4 4
LIVER #EX 4 4 4 4
Leukocytosis 0 0.0 0 0.0 0 0.0 1 25.0
' GALLBLADDER # EX 4 4 4 4
Inflammation, Chronic 0 0.0 0 0.0 0 0.0 1 25.0
l ADRENAL GLAND #EX 4 4 4 4
|
' SALIVARY GLAND # EX 4 4 4 4
MANDIBULAR LYMPH NOOE # EX 4 4
Inflammation, Acute 1 25.0 0 0.0 0 0.0 0 0.0
' JEJUNUM #EX &4 3 4 4
Incidence Calculated by No. of Tissues Scored (3) - 0.3 mg bases/kg/day
. (1) - 0 mg bases/kg/day (4) - 1.0 mg baseskg/day
(2) - 0.1 mg base/kg/day
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Pathology Associates, Inc.
Toxicology Research Laboratory
Study Number 134
Four Week Oral Toxicity Study
of WR242511 in Dogs
PROJECT SUMMARY
STUDY ID : 4 Week Oral Toxicity STUDY NUMBER: 134
FATE: ALL
SEX: FEMALE
INCIDENCE OF NEOPLASTIC and NON-NEOPLASTIC MICROSCOPIC FINDINGS
GROUP: 1 2 3 4
(H (2) (3) %)
NUMBER OF ANIMALS: 4 4 4 , &
# % % % %
COLON #EX 3 4 4 4
TONSIL #EX & 4 4 4
ILEUM #EX 4 4 4 4
Hemorrhage 1 25.0 0 0.0 0 0.0 0 0.0
MESENTERIC LYMPH NOOE #EX 4 3 3 4
Hemorrhage 1 25.0 0 0.0 1 33.0 1 25.0
TONGUE #EX 4 4 4 4
Inflammation, Chronic 1 25.0 0 0.0 0 0.0 0 0.0
DIAPHRAGM #EX & 4 4 4
THYMUS # EX 4 4 4 4
Involution 0 0.0 1 25.0 0 0.0 2 50.0
RECTUM #EX & 4 4 4
SKELETAL MUSCLE #EX & 4 4 4
SKIN #EX 4 4 4 4
Folliculitis 0 0.0 1 25.0 0 0.0 1 25.0
MAMMARY GLAND # EX 1 3 3 1
Hypertrophy 0 0.0 1 33.0 1 33.0 1 100.0
Incidence Calculated by No. of Tissues Scored (3) - 0.3 mg baseskg/day
(1) - 0 mg base/kg/day (4) - 1.0 mg base/kg/day

(2) - 0.1 mg base/kg/day
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Pathology Associates, Inc.
Toxicology Research Laboratory
Study Number 134
Four Week Oral Toxicity Study
of WR242511 in Dogs
PROJECT SUMMARY
STUDY ID : 4 Week Oral Toxicity STUDY NUMBER: 134
FATE: ALL
SEX: FEMALE
INCIDENCE OF NEOPLASTIC and NON-NEOPLASTIC MICROSCOPIC FINDINGS
GROUP: 1 2 3 4
) (2) 3 (%)
NUMBER OF ANIMALS: 4 4 4 4
# % % % # %
MAMMARY GLAND # EX 1 3 3 1
Hemorrhage 0 0.0 1 33.0 1 33.0 1 100.0
THYROID GLAND # EX 4 4 4 A
PARATHYROID GLAND # EX 3 4 3 4
Ultimobranchial Cyst 1 33.0 1 25.0 0 0.0 1 25.0
PITUITARY GLAND # EX 4 4 4 4
Cyst 1 25.0 2 50.0 0 0.0 1 25.0
Inflammation, Acute 0 0.0 0 0.0 0 0.0 1 25.0
CECUM FEX 4 % & 4
STOMACH # EX 4 4 4 4
URINARY BLADDER # EX 4 4 4 4
OVARY # EX 4 4 4 4
Cyst, Follicutar 0 0.0 0 0.0 1 25.0 0 0.0
UTERUS # EX 4 4 4 4
Hemorrhage 1 25.0 0 0.0 0 0.0 0 0.0
SCIATIC NERVE #EX 4 4 4 4
Incidence Calculated by No. of Tissues Scored (3) - 0.3 mg base/kg/day
(1) - 0 mg base/kg/day (4) - 1.0 mg bases/kg/day

(2) - 0.1 mg base/kg/day
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STUDY ID : &4 Week Oral Toxicity
FATE: ALL

INCIDENCE OF NEOPLASTIC and NON-NEOPLASTIC MICROSCOPIC FINOINGS

STUDY NUMBER: 134

SEX: FEMALE

URETER
Hemorrhage, Acute

EYE - RIGHT
OPTIC NERVE - RIGHT
EYE - LEET
OPTIC NERVE - LEFT
RIB
BONE MARROW
Hyperplasia
Hyperplasia, Granulocytic

VAGINA
Cyst

EX

EX

EX

EX

EX

EX

EX

0.0
0.0

0.0

0.0
25.0

0.0

0.0
0.0

0.0

4
CH]
4
# 4
2
0 0.0
4
4
4
3
4
4
4 100.0
0 0.0
1
1.100.0

(3) - 0.3 mg base/kg/day
(4) - 1.0 mg base/kg/day

Incidence Calculated by No. of Tissues Scored

(1) - 0 mg base/kg/day
(2) - 0.1 mg base/kg/day

(END OF REPORT)
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Pathology Associates, Inc.
Toxicology Research Laboratory
Study Number 134
Four Week Oral Toxicity Study
of WR242511 in Dogs
SEVERITY SUMMARY
STUDY 10 : 4 Week Oral Toxicity STUDY NUMBER: 134
FATE: ALL
SEX: MALE
GROUP: 1 2 3 4
(n 2) 3 (%)
NUMBER OF ANIMALS: 4 4 4 4
# SEV # SEV # SEV # SEV
FORE-BRAIN (CEREBRUM) #EX 4 4 4 4
MID-BRAIN (MID-CEREBRUM) #EX 4 4 4 4
HIND-BRAIN (CEREBELLUM) #EX 4 4 4 4
SPINAL CORD (CERVICAL) #EX 4 4 4 4
SPINAL CORD (THORACIC) # EX 4 4 4 4
HEART #EX 4 4 4 4
AORTA #EX 4 4 4 4
TRACHEA # EX 4 4 4 4
Inflammation, Chronic 2 0.19 0 0.00 10.19 1 0.06
Inflammation, Acute 10.19 0 0.00 0 0.00 0 0.00
ESOPHAGUS #EX 4 4 4 4
LUNGS # EX 4 4 4 4
Inflammation, Interstitial 0 0.00 0 0.00 0 0.00 3 1.56
Inflammation, Chronic 0 0.00 1 0.06 0 0.00 0 0.00
KIDNEY, RIGHT #EX 4 4 4 4
KIDNEY, LEFT #EX 4 4 4 4
Severity Calculated by No. of Tissues Scored (3) - 0.3 mg base/kg/day
(1) - 0 mg base/kg/day (4) - 1.0 mg base/kg/day

(2) - 0.1 mg base/kg/day
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Pathology Associates, Inc.
Toxicology Research Laboratory
Study Number 134
Four Week Oral Toxicity Study
of WR242511 in Dogs
SEVERITY SUMMARY
STUOY 10 : 4 Week Oral Toxicity STUOY NUMBER: 134
FATE: ALL
SEX: MALE
GROUP: 1 2 3 4
Q) ) (3) (4)
NUMBER OF ANIMALS: 4 4 4 4
# SEV # SEV # SEV # SEV
SPLEEN #EX &4 4 4 4
Extramedul lary Hematopoiesis 0 0.00 10.19 0 0.00 4 1.50
PANCREAS #EX 4 4 4 4
OUODENUM #EX & 4 4 4
LIVER #EX & 4 4 4
Inflammation, Subacute 0 0.00 0 0.00 0 0.00 10.13
GALLBLADOER #EX & 4 4 4
Inflammation, Chronic 1 0.44 0 0.00 10.19 10.19
ADRENAL GLANO #EX 4 4 4 4
SALIVARY GLAND # EX 4 4 4 4
MANDIBULAR LYMPH NODE # EX 4 4 4 4
Inflammation, Granulomatous 1 0.06 0 0.00 0 0.00 0 0.00
Eosinophilia 1 0.44 0 0.00 0 0.00 0 0.00
Pigmentation 10.13 0 0.00 0 0.00 0 0.00
Inflammation, Acute 2 0.38 10.31 0 0.00 0 0.00
JEJUNUM #EX 3 4 4 4
COLON #EX & 4 4 4
Severity Calculated by No. of Tissues Scored (3) - 0.3 mg base/kg/day
(1) - 0 mg base/kg/day (4) - 1.0 mg base/kg/day

(2) - 0.1 mg base/kg/day
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STUDY 10 : &4 Week Oral Toxicity STUDY NUMBER: 134

FATE: ALL
SEX: MALE
GROUP : 1 2 3 4
(@) (2) 3) (%)
NUMBER OF ANIMALS: 4 4 4 4
# SEV # SEV # SEV # SEV
TONSIL # EX 4 4 4 4
JILEUM #EX 4 4 4 3
MESENTERIC LYMPH NODE #EX & 4 3 4
TONGUE #EX 4 4 4 4
O JAPHRAGM # EX 4 4 4 4
THYMUS # EX 4 4 4 2
Involution 0 0.00 1 0.44 1 0.44 0 0.00
RECTUM # EX 4 4 4
Hemorrhage, Acute 1 0.06 0 0.00 0 0.00 0 0.00
SKELETAL MUSCLE #EX 4 4 4 4
SKIN #EX 4 4 4 4
MAMMARY GLANO ExX 2 2 1 2
THYROIO GLANO EX 4 4 4
C-Cell Hyperplasia 0 0.00 0 0.00 0 0.00 2 0.38
PARATHYROID GLAND EX 4 3 3 2
Ultimobranchial Cyst 0 0.00 0 0.00 10.08 0 0.00

Severity Calculated by No. of Tissues Scored (3) - 0.3 mg bases/kg/day

(1) - 0 mg base/kg/day
(2) - 0.1 mg bases/kg/day

(4) - 1.0 mg base/kg/day
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Pathology Associates, Inc.
Toxicology Research Laboratory
Study Number 134
Four Week Oral Toxicity Study
of WR242511 in Dogs
SEVERITY SUMMARY
STUDY 1D : 4 Week Oral Toxicity STUDY NUMBER: 134
FATE: ALL
SEX: MALE
GROUP: 1 2 3 4
(1 2) 3 (4)
NUMBER OF ANIMALS: 4 4 4 4
# SEV # SEV # SEV # SEV
PITUITARY GLAND #EX & 4 4 4
Cyst 10.31 0 0.00 1 0.06 0 0.00
CECUM #EX 4 4 4 4
STOMACH # EX 4 4 4 4
URINARY BLADDER # EX 4 4 4 4
Inflammation, Acute 0 0.00 0 0.00 0 0.00 10.19
TESTIS #EX 4 4 4 4
Aspermatogenesis 0 0.00 1 0.06 0 0.00 0 0.00
EPIDIDYMIS # EX 4 4 4 4
SCIATIC NERVE #EX 4 4 4 4
URETER #EX 3 4 2 4
EYE - RIGHT # EX 4 4 4 4
OPTIC NERVE - RIGHT # EX 3 4 4 4
EYE = LEET #EX 4 4 4 4
OPTIC NERVE - LEFT #EX 4 4 4 4
Severity Calculated by No. of Tissues Scored (3) - 0.3 mg bases/kg/day
(1) - 0 mg base/kg/day (4) - 1.0 mg base/kg/day

(2) - 0.1 mg base/kg/day



Pathology Associates, Inc.

Toxicology Research Laboratory

Study Number 134

Four Week Oral Toxicity Study

of WR242511 in Dogs

PAGE: 25

STUDY 10 : 4 Week Oral Toxicity
FATE: ALL

STUDY NUMBER: 134

SEX: MALE

RIB

BONE MARROW
Hyperplasia

PROSTATE

1 2
tH 2>
4 4
# SEV # SEV
#EX 4 4
#EX 4 4
0 0.00 0 0.00
#EX 4 4

Severity Calculated by No. of Tissues Scored
(1) - 0 mg base/skg/day
(2) - 0.1 mg baseskg/day

(3) - 0.3 mg baseskg/day
(4) - 1.0 mg baseskg/day
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Pathology Associates, Inc.
Toxicology Research Laboratory
Study Number 134
Four Week Oral Toxicity Study
of WR242511 in Dogs
SEVERITY SUMMARY
STUDY 10 : 4 Week Oral Toxicity STUDY NUMBER: 134
FATE: ALL
SEX: FEMALE
GROUP: 1 2 3 4
(&b (2) (3) (4)
NUMBER OF ANIMALS: 4 4 4 4
# SEV # SEV # SEV # SEV
FORE-BRAIN (CEREBRUM) #EX 4 4 4 4
Hemorrhage, Acute 1 0.06 0 0.00 0 0.00 0 0.00
MIO-BRAIN (MIO-CEREBRUM) #EX 4 4 4 4
HINO-BRAIN (CEREBELLUM) #EX 4 4 4 4
SPINAL CORO (CERVICAL) #EX 4 4 4 4
Hemorrhage, Acute 0 0.00 0 0.00 0 0.00 10.13
SPINAL CORO (THORACIC) #EX 4 4 4 4
HEART #EX 4 4 4 4
AORTA #EX 4 4 4 4
TRACHEA # EX 4 4 4
Inflammation, Chronic 2 0.25 10.13 1 0.06 0 0.00
ESOPHAGUS # EX 4 4 4 4
LUNGS # EX 4 4 4 4
Inflammation, Interstitial 0 0.00 0 0.00 0 0.00 4 1.50
Inflammation, Chronic 10.13 0 0.00 0 0.00 0 0.00
Alveolar Macrophages 0 0.00 0 0.00 1 0.06 0 0.00
KIONEY, RIGHT # EX 4 4 4 4
Severity Calculated by No. of Tissues Scored (3) - 0.3 mg base/kg/day
(1) - 0 mg bases/kg/day (4) - 1.0 mg bases/kg/day

(2) - 0.1 mg baseskg/day
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Pathology Associates, Inc.

Toxicology Research Laboratory

Study Number 134

Four Week Oral Toxicity Study

of WR242511 in Dogs

STUDY ID : 4 Week Oral Toxicity
FATE: ALL

STUDY NUMBER: 134

SEX: FEMALE

KIDNEY, LEFT

SPLEEN
Extramedul lary Hematopoiesis

PANCREAS
Lymphocytic Infiltrates

DUODENUM

LIVER
Leukocytosis

GALLBLADDER
Inflammation, Chronic

ADRENAL GLAND

SALIVARY GLAND

MANDIBULAR LYMPH NOOE
Inflammation, Acute

JEJUNUM

COLON

1 2
a)) (€3]
4 4
# SEV # SEV
EX &4 4
EX 4 4
0 0.00 0 0.00
EX &4 4
0 0.00 0 0.00
EX 4 4
EX 4 4
0 0.00 0 0.00
EX 4 4
0 0.00 0 0.00
EX 4 4
EX 4 4
EX 4 4
1 0.06 0 0.00
EX 4 3
EX 3 4

3
3
A
# SEV
4
4
0 0.00
A
10.13
4
A
0 0.00
gt
0 0.00
4
A
4
0 0.00
A
4

4
%)
4
# SEV
4
4
4 1.50
4
0 0.00
4
4
10.19
4
1 0.44
4
4
0 0.00
4
4

Severity Calculated by No. of Tissues Scored
(1) - 0 mg base/kg/day
(2) - 0.1 mg base/kg/day

(3) - 0.3 mg base/kg/day
(4) - 1.0 mg base/kg/day
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Pathology Associates, Inc.
Toxicology Research Laboratory
Study Number 134
Four Week Oral Toxicity Study
of WR242511 in Dogs
SEVERITY SUMMARY
STUDY ID : 4 Week Oral Toxicity STUDY NUMBER: 134
FATE: ALL
SEX: FEMALE
GROUP: 1 2 3 4
(@))] (2) (3) (4)
NUMBER OF ANIMALS: 4 4 4 4
# SEV # SEV # SEV # SEV
TONSIL #EX 4 4 4 4
TLEUM #EX 4 4 4 4
Hemorrhage 10.19 0 0.00 0 0.00 0 0.00
MESENTERIC LYMPH NODE #EX 4 3 3 4
Hemorrhage 10.19 0 0.00 1 0.08 10.19
TONGUE #EX &4 4 4 4
Inflammation, Chronic 1 0.06 0 0.00 0 0.00 0 0.00
DIAPHRAGM #EX 4 4 4 4
THYMUS #EX 4 4 4 4
Involution 0 0.00 10.19 0 0.00 2 0.38
RECTUM #EX &4 4 4 4
SKELETAL MUSCLE # EX 4 4 4 4
SKIN #EX & 4 4 4
Folliculitis 0 0.00 1 0.06 0 0.00 10.13
MAMMARY GLAND # EX 1 3 3 1
Hypertrophy 0 0.00 10.25 10.25 11.75
Hemorrhage 0 0.00 10.17 10.17 11.75
Severity Calculated by No. of Tissues Scored (3) - 0.3 mg bases/kg/day
(1) - 0 mg base/kg/day (4) - 1.0 mg base/kg/day

(2) - 0.1 mg base/kg/day
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Pathology Associates, Inc.
Toxicology Research Laboratory
Study Number 134
Four Week Oral Toxicity Study
of WR242511 in Dogs

STUDY ID : 4 Week Oral Toxicity

FATE: ALL
GROUP: 1 2 3
(4D (2) (3
NUMBER OF ANIMALS: 4 4 4
# SEV # SEV # SEV
THYROIO GLANO #EX 4 4 4
PARATHYROIO GLANO # EX 3 4 3
Ultimobranchial Cyst 10.08 1 0.06 0 0.00
PITUITARY GLAND #EX 4 4 4
Cyst 1 0.06 2 0.38 0 0.00
Inflammation, Acute 0 0.00 0 0.00 0 0.00
CECUM # EX 4 4 4
STOMACH #EX 4 4 4
URINARY BLADDER # EX 4 4 4 ‘
OVARY # EX 4 4 4
Cyst, Follicular 0 0.00 0 0.00 10.38
UTERUS # EX 4 4
Hemorrhage 1 0.44 0 0.00 0 0.00
SCIATIC NERVE #EX 4 4 4
URETER # EX 4 4
Hemorrhage, Acute 0 0.00 0 0.00 2 0.19
EYE - RIGHT #EX 4 4 4
Severity Calculated by No. of Tissues Scored (3) - 0.3 mg base/kg/day
(1) - 0 mg base/kg/day (4) - 1.0 mg base/kg/day

(2) - 0.1 mg base/kg/day

STUDY NUMBER: 134

SEX: FEMALE
4
4)
4
# SEV
4
4
1.0.06
4
10.3
10.19
4
4
4
4
0 0.00
4
0 0.00
4
3
0 0.00
4



Pathology Associates, Inc.
Toxicology Research Laboratory
Study Number 134
Four Week Oral Toxicity Study
of WR242511 in Dogs

. SEVERITY SUMMARY
STUDY ID : 4 Week Oral Toxicity STUDY NUMBER: 134
FATE: ALL
SEX: FEMALE
Il GROUP: 1 2 3 4
(@D (2) 3 %)
NUMBER OF ANIMALS: 4 4 4 4
l # SEV # SEV # SEV # SEV
OPTIC NERVE - RIGHT # EX 4 4 4 4
' EYE - LEFT #EX 4 4 4 4
OPTIC NERVE - LEFT # EX 4 4 3 3
.. RIB # EX 4 4 4 4
. BONE MARROW # EX 4 4 4 4
Hyperplasia 0 0.00 0 0.00 0 0.00 4 1.25
Hyperplasia, Granulocytic 0 0.00 10.19 0 0.00 0 0.00
' VAGINA # EX 0 0 0 ;|
il'
Severity Calculated by No. of Tissues Scored (3) - 0.3 mg base/kg/day
(1) - 0 mg base/kg/day (4) - 1.0 mg base/kg/day

(2) - 0.1 mg bases/kg/day

(END OF REPORT)
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SECTION IV
TABULATED ANIMAL DATA
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Pathology Associates,
Toxicology Research Laboratory
Study Number 134
Four Week Oral Toxicity Study
of WR242511 in Dogs

Inc.

STUDY ID : &4 Week Oral Toxicity

FATE: ALL

STUDY NUMBER: 134
GROUP: 1: 0 mg base/kg/day

ANIMAL 1D:
FORE-BRAIN (CEREBRUM)
MID-BRAIN (MID-CEREBRUM)
HIND-BRAIN (CEREBELLUM)
SPINAL CORD (CERVICAL)
SPINAL CORD (THORACIC)
HEART
AORTA
TRACHEA

Inflammation, Chronic
Inflammation, Acute
ESOPHAGUS
LUNGS
KIDNEY, RIGHT
KIDNEY, LEFT

SPLEEN

PANCREAS

<1>

QD)

SEX: MALE

8153 8172

N N

N N

N N

N N

N N

N N

N N

N

S w

N N

N N

N N

N N

N N

N N

See Reports Code Table for Symbol Definitions



Pathology Associates, Inc.
Toxicology Research Laboratory
Study Number 134
Four Week Oral Toxicity Study
of WR242511 in Dogs

' TABULATED ANIMAL DATA
= STUDY ID : &4 Week Oral Toxicity STUDY NUMBER: 134
FATE: ALL GROUP: 1: 0 mg base/kg/day
SEX: MALE
' ANIMAL ID: 8143 8148 8153 8172
DUODENUM N N N N
II LIVER ' N N N N
GALLBLADDER N N N
I Inflammation, Chronic = B S (2]
ADRENAL GLAND N N N N
l SALIVARY GLAND N N N N
MANDIBULAR LYMPH NODE N
Inflammation, Granulomatous (@D = 5 =
Eosinophilia [2] - 5 =
pigmentation <1> = s =
' Inflammation, Acute = = m m
- JEJUNUM N N U N
" COLON N N N N
' TONSIL N N N N
ILEUM N N N N
i MESENTERIC LYMPH NODE N N N N
TONGUE N N N N
' DIAPHRAGM N N N N

' See Reports Code Table for Symbol Definitions
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Pathology Associates, Inc.
Toxicology Research Laboratory
Study Number 134
Four Week Oral Toxicity Study
of WR242511 in Dogs

STUDY ID : & Week Oral Toxicity

FATE: ALL
R wwc o Bz sus B3 B2
THYMUS N N N N
RECTUM N N N

Hemorrhage, Acute D) & = S
SKELETAL MUSCLE N N N N
SKIN N N N N
MAMMARY GLAND N U U N
THYROID GLAND N N N N
PARATHYROID GLAND N N N N
PITUITARY GLAND N N N

Cyst 2 (2) % =
CECUM N N N N
STOMACH N N N N
URINARY BLADDER N N N N
TESTIS N N N N
EPIDIDYMIS N N N N
SCIATIC NERVE N N N N
URETER N N 8] N

STUDY NUMBER: 134
GROUP: 1: 0 mg base/kg/day
SEX: MALE




Pathology Associates, Inc.
Toxicology Research Laboratory
Study Number 134
Four Week Oral Toxicity Study
of WR242511 in Dogs

' TABULATED ANIMAIL DATA
STUDY ID : 4 Week Oral Toxicity STUDY NUMBER: 134
FATE: ALL GROUP: 1: 0 mg base/kg/day
SEX: MALE
| ANIMAL 1D: 8143 8148 8153 8172
|
EYE - RIGHT N N N N
OPTIC NERVE - RIGHT N U N N
| EYE ~ LEFT N N N N
’ OPTIC NERVE - LEFT N N N N
RIB N N N N
|
BONE MARROW N N N N
PROSTATE N N N
Immature = P o B
3




Pathology Associates,
Toxicology Research Laboratory
Study Number 134
Four Week Oral Toxicity Study

Inc.

of WR242511 in Dogs

Page 36

| STUDY ID : & Week Oral Toxicity
FATE: ALL

STUDY NUMBER: 134
GROUP: 2: 0.1 mg bases/kg/day
SEX: MALE

l ANIMAL ID:

FORE-BRAIN (CEREBRUM)
MID-BRAIN (MID-CEREBRUM)
HIND-BRAIN (CEREBELLUM)
SPINAL CORD (CERVICAL)
SPINAL CORD (THORACIC)
HEART

AORTA

TRACHEA

ESOPHAGUS

LUNGS
Inflammation, Chronic

KIDNEY, RIGHT
KIDNEY, LEFT

SPLEEN
Extramedul lary Hematopoiesis

PANCREAS

DUODENUM

- .

8147

8151

n

8170

(&b}

8173
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Pathology Associates, Inc.
Toxicology Research Laboratory
Study Number 134
Four Week Oral Toxicity Study
of WR242511 in Dogs
TABULATED ANIMAL DATA
STUDY 1D : 4 Week Oral Toxicity STUDY NUMBER: 134
FATE: ALL GROUP: 2: 0.1 mg base/kg/day
SEX: MALE
ANIMAL 1D: 8147 8151 8170 8173
LIVER N N N N
GALLBLADDER N N N N
ADRENAL GLAND N N N N
SALIVARY GLAND N N N N
MANDIBULAR LYMPH NODE N N N
Inflammation, Acute = S = (2)
JEJUNUM N N N N
COLON N N N N
TONSIL N N N N
ILEUM N N N N
' MESENTERIC LYMPH NOOE N N N N
TONGUE N N N N
DIAPHRAGM N N N N
THYMUS N N N
Involution 21 = s ¥
RECTUM N N N N
SKELETAL MUSCLE N N N N

See Reports Code Table for Symbol Definitions



Pathology Associates, Inc.
Toxicology Research Laboratory
Study Number 134
Four Week Oral Toxicity Study
of WR242511 in Dogs

' Page 38 |

STUDY ID : 4 Week Oral Toxicity STUDY NUMBER: 134
FATE: ALL GROUP: 2: 0.1 mg base/kg/day
SEX: MALE

l ANIMAL 1D: 8147 8151 8170 8173

~ SN N N N N
' MAMMARY GLAND u N u N '
' THYROID GLAND N N N N
PARATHYROID GLAND N N U N
' PITUITARY GLAND N N N N
CECUM N N N N
' STOMACH N N N N
l URINARY BLADDER N N N N
TESTIS N N N
Aspermatogenesis = = (@) 2
' EPIDIDYMIS N N N N
l SCIATIC NERVE N N N N
URETER N N N N
l EYE - RIGHT N N N N
OPTIC NERVE - RIGHT N N N N
l EYE - LEFT N N N N
i

l See Reports Code Table for Symbol Definitions
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Pathology Associates, Inc.
Toxicology Research Laboratory
l Study Number 134
Four Week Oral Toxicity Study
of WR242511 in Dogs

' TABULATED ANIMAL DATA
STUDY ID : & Week Oral Toxicity STUDY NUMBER: 134
FATE: ALL GROUP: 2: 0.1 mg base/kg/day
SEX: MALE
ANIMAL ID: 8147 8151 8170 8173
OPTIC NERVE - LEFT N N N N
RIB N N N N
i BONE MARROW N N N N
|
PROSTATE N N N
Immature - - P =

l See Reports Code Table for Symbol Definitions




Pathology Associates, Inc.
Toxicology Research Laboratory
Study Number 134
Four Week Oral Toxicity Study
of WR242511 in Dogs

' """""""""""""""""""""" TABULATED ANIMAL DATA
Coor 10 s b veek orat Toxieiry STUOY NoMBER: 134
l FATE: ALL GROUP: 3: 0.3 mg base/kg/day
SEX: MALE
] wo e ss7  msy mes s
FORE-BRAIN (CEREBRUM) N N N N
' MID-BRAIN (MID-CEREBRUM) . N N N N
‘ HIND-BRAIN (CEREBELLUM) N N N N
SPINAL CORD (CERVICAL) N N N N
. SPINAL CORD (THORACIC) N N N N
HEART N N N N
' AORTA N N N N
TRACHEA N N N
' Inflammation, Chronic - S (4] =
ESOPHAGUS N N N N
l LUNGS N N N N
' KIDNEY, RIGHT N N N N
KIDNEY, LEFT N N N N
l SPLEEN N N N N
PANCREAS N N N N
' DUODENUM N N N N
i
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Pathology Associates, Inc.
Toxicology Research Laboratory
' Study Number 134
Four Week Oral Toxicity Study
_ of WR242511 in Dogs
' TABULATED ANIMAL DATA
STUDY ID : & Week Oral Toxicity STUDY NUMBER: 134
FATE: ALL GROUP: 3: 0.3 mg base/kg/day
SEX: MALE
l ANIMAL 1ID: 8157 8159 8166 8175
LIVER N N N N
l GALLBLADDER N N N
Inflammation, Chronic = = 1 3
‘ ADRENAL GLAND N N N N
SALIVARY GLAND N N N N
. MANDIBULAR LYMPH NODE N N N N
' JEJUNUM N N N N
COLON N N N N
' TONSIL N N N N
1LEUM N N N N
l MESENTERIC LYMPH NODE N 1] N N
' TONGUE N N N N
D1APHRAGM N N N N
l THYMUS N N N
Involution 2 e - [2]
l RECTUM N N N N
SKELETAL MUSCLE N N N N




Pathology Associates, Inc.
Toxicology Research Laboratory
Study Number 134
Four Week Oral Toxicity Study
of WR242511 in Dogs

| TABULATED ANIMAL DATA
1 ot dwssoomlasiier STUDY MNBER: 134
FATE: ALL GROUP: 3: 0.3 mg base/kg/day
SEX: MALE
| w0 os7  mse  ewe e
SKIN N N N N
' MAMMARY GLAND N U U U
l THYROID GLAND N N N N
PARATHYROID GLAND U N N
Ultimobranchial Cyst o] e g (1)
. PITUITARY GLAND N N N
Cyst Q)] = H =
' CECUM N N N N
' STOMACH N N N N
URINARY BLADDER N <y N N N
l TESTIS N N N N
EPIDIDYMIS "N N N N
l SCIATIC NERVE N N N N
l URETER N N U U
EYE - RIGHT N N N N
' OPTIC NERVE - RIGHT N N N N
EYE - LEFT N N N N
{

' See Reports Code Table for Symbol Definitions
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Pathology Associates, Inc.
Toxicology Research Laboratory
Study Number 134
Four Week Oral Toxicity Study
of WR242511 in Dogs

' TABULATED ANIMAL DATA
STUDY ID : & Week Oral Toxicity STUDY NUMBER: 134
FATE: ALL GROUP: 3: 0.3 mg base/kg/day
SEX: MALE
l ANIMAL 1D: 8157 8159 8166 8175
OPTIC NERVE - LEFT N N N N
RIB N N N N
BONE MARROW N N N N
PROSTATE N N
Immature P 9 . P

l See Reports Code Table for Symbol Definitions
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Pathology Associates, Inc.
Toxicology Research Laboratory
Study Number 134
Four Week Oral Toxicity Study
of WR242511 in Dogs
TABULATED ANIMAL DATA
STUDY 1D : 4 Week Oral Toxicity STUDY NUMBER: 134
FATE: ALL GROUP: 4: 1.0 mg base/kg/day
SEX: MALE
ANIMAL 1D: 8144 8146 8156 8160
FORE-BRAIN (CEREBRUM) N N N N
MID-BRAIN (MID-CEREBRUM) N N N N
HIND-BRAIN (CEREBELLUM) N N N N
SPINAL CORD (CERVICAL) N N N N
SPINAL CORD (THORACIC) N N N N
HEART N N N N
AORTA N N N N
TRACHEA : N N N
Inflammation, Chronic 2 (D] = =
ESOPHAGUS N N N N
LUNGS N
Inflammation, Interstitial [4] [21 = [
KIDNEY, RIGHT N N N N
KIDNEY, LEFT N N N N
SPLEEN
Extramedul lary Hematopoiesis 2] (&B] 2] [2)
PANCREAS N N N N

See Reports Code Table for Symbol Definitions
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Pathology Associates, Inc.
Toxicology Research Laboratory
Study Number 134
Four Week Oral Toxicity Study
of WR242511 in Dogs
TABULATED ANIMAL DATA
STUDY ID : & Week Oral Toxicity STUDY NUMBER: 134
FATE: ALL GROUP: 4: 1.0 mg base/kg/day
SEX: MALE
ANIMAL ID: 8144 8146 8156 8160
DUODENUM N N N N
LIVER N N N
Inflammation, Subacute - <1> - -
GALLBLADDER N N N
Inflammation, Chronic 2 2 e (1
ADRENAL GLAND N N N N
SALIVARY GLAND N N N N
MANDIBULAR LYMPH NODE N N N N
JEJUNUM N N N N
COLON N N N N
TONSIL N N N N
ILEUM N u N N
MESENTERIC LYMPH NODE N N N N
TONGUE N N N N
DIAPHRAGM N N N N
THYMUS ' N U N u
RECTUM N N N N



Pathology Associates, Inc.
Toxicology Research Laboratory
Study Number 134
Four Week Oral Toxicity Study
of WR242511 in Dogs

', U
freseapysapvaniEE STUDY NMBER: 134
l FATE: ALL GROUP: 4: 1.0 mg base/kg/day
SEX: MALE
f] w02 swe  sue  mse  me
SKELETAL MUSCLE N N N N
|I SKIN N N N N
' MAMMARY GLAND N U N u
THYROID GLAND N N
C-Cell Hyperplasia S M 4] =
l PARATHYROID GLAND U U N N
' PITUITARY GLAND N N N N
CECUM N N N N
' STOMACH N N N N
URINARY BLADDER N N N
' Inflammation, Acute = 4] ) =
TESTIS N N N N
I EPIDIDYMIS N N N N
' SCIATIC NERVE N N N N
URETER N N N N
' EYE - RIGHT N N N N
OPTIC NERVE - RIGHT N N N N
i

l See Reports Code Table for Symbol Definitions



Pathology Associates, Inc.
Toxicology Research Laboratory
Study Number 134
Four Week Oral Toxicity Study
of WR242511 in Dogs

' TABULATED ANIMAL DATA
STUDY ID : 4 Week Oral Toxicity STUDY NUMBER: 134
FATE: ALL GROUP: 4: 1.0 mg base/kg/day
SEX: MALE
ANIMAL ID: 8144 8146 8156 8160
EYE - LEFT N N N N
OPTIC NERVE - LEFT N N N N
RIB N N N N
BONE MARROW
Hyperplasia {11 [11 11 m
PROSTATE N N N N

l See Reports Code Table for Symbol Definitions



Pathology Associates, Inc.
Toxicology Research Laboratory
Study Number 134
Four Week Oral Toxicity Study
of WR242511 in Dogs

STUDY 1D : 4 Week Oral Toxicity

FATE: ALL
T oL se0  mee mem s
FORE-BRAIN (CEREBRUM) N N N
Hemorrhage, Acute = S S 1
MID-BRAIN (MID-CEREBRUM) N N N N
HIND-BRAIN (CEREBELLUM) N N N N
SPINAL CORD (CERVICAL) N N N N
SPINAL CORD (THORACIC) N N N N
HEART N N N N
AORTA N N N N
TRACHEA N N
Inflammation, Chronic = m 1) =
ESOPHAGUS N N N N
LUNGS N N N
Inflammation, Chronic - <1> - -
KIDNEY, RIGHT N N N N
KIDNEY, LEFT N N N N
SPLEEN N N N N
PANCREAS N N N N

See Reports Code Table for Symboi Definitions

STUDY NUMBER: 134
GROUP: 1: 0 mg base/kg/day
SEX: FEMALE
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Pathology Associates, Inc.
Toxicology Research Laboratory
Study Number 134
Four Week Oral Toxicity Study
of WR242511 in Dogs
TABULATED ANIMAL DATA

STUDY ID : 4 Week Oral Toxicity STUDY NUMBER: 134
FATE: ALL GROUP: 1: 0 mg base/kg/day

SEX: FEMALE

ANIMAL ID: 8180 8184 8211 8214

DUODENUM N N N N
LIVER N N N N
GALLBLADDER N N N N
ADRENAL GLAND N N N N
SALIVARY GLAND N N N N
MANDIBULAR LYMPH NODE N N N
Inflammation, Acute = (GD] e S
JEJUNUM N N N N
COLON U N N N

2

TONSIL N N N N
ILEUM N N N
Hemorrhage T S = -
MESENTERIC LYMPH NODE N N N
Hemorrhage (4] = - -
TONGUE N N N
Inflammation, Chronic = (1) - -
DIAPHRAGM N N N N
THYMUS N N N N




STUDY ID : 4 Week Oral Toxicity

FATE: ALL

ANIMAL 1ID:

RECTUM

SKELETAL MUSCLE

SKIN

MAMMARY GLAND

THYROID GLAND

PARATHYROID GLAND
Ultimobranchial Cyst

PITUITARY GLAND
Cyst

CECUM

STOMACH

URINARY BLADDER

OVARY

UTERUS
Hemorrhage

SCIATIC NERVE

URETER

Pathology Associates,

Toxicology Research Laboratory
Study Number 134

Four Week Oral Toxicity Study

of WR242511 in Dogs

(@D

(@D

(2]

Inc.

8211

8214

o B e B v
-~ + \

;‘I iD it
gilk ATTY 0N
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STUDY NUMBER: 134
GROUP: 1: 0 mg base/kg/day
SEX: FEMALE

See Reports Code Table for Symbol Definitions



Page 51
Pathology Associates, Inc.
Toxicology Research Laboratory
Study Number 134
Four Week Oral Toxicity Study
of WR242511 in Dogs
TABULATED ANTIMAL DATA

STUDY ID : 4 Week Oral Toxicity STUDY NUMBER: 134
FATE: ALL GROUP: 1: 0 mg base/kg/day

SEX: FEMALE

ANIMAL 1D: 8180 8184 8211 8214
EYE - RIGHT N N N N
OPTIC NERVE - RIGHT N N N N
EYE = LEFT N N N N
OPTIC NERVE - LEFT N N N N
RIB N N N N
BONE MARROW N N N N

See Reports Code Table for Symbol Definitions



Pathology Associates, Inc.
Toxicology Research Laboratory
Study Number 134
Four Week Oral Toxicity Study
of WR242511 in Dogs

1. TABULATED ANIMAL DATA
[ St 0 6 veek oral Txietey STUDY wUMGER: 136
FATE: ALL GROUP: 2: 0.1 mg base/kg/day
SEX: FEMALE
] wa s oes e ew0s  eor
FORE-BRAIN (CEREBRUM) N N N N
. MID-BRAIN (MID-CEREBRUM) N N N N
l HIND-BRAIN (CEREBELLUM) N N N N
SPINAL CORD (CERVICAL) N N N N
' SPINAL CORD (THORACIC) N N N N
HEART N N N N
' AORTA N N N N
TRACHEA N N N
l Inflammation, Chronic <1> 5 3 = )
ESOPHAGUS N N N N
l LUNGS N N N N
' KIDNEY, RIGHT N N N N
KIDNEY, LEFT N N N N
l SPLEEN N N N N
PANCREAS N N N N

l DUCDENUM N N N N
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Pathology Associates, Inc.
Toxicology Research Laboratory
Study Number 134
Four Week Oral Toxicity Study
of WR242511 in Dogs
TABULATED ANIMAL DATA

STUDY ID : 4 Week Oral Toxicity STUDY NUMBER: 134
FATE: ALL GROUP: 2: 0.1 mg base/kg/day

SEX: FEMALE

ANIMAL 1D: 8185 8199 8206 8207

LIVER N N N N
GALLBLADDER N N N N
ADRENAL GLAND N N N N
SALIVARY GLAND ' N N N N
MANDIBULAR LYMPH NODE N N N N
JE JUNUM N u N N
COLON N N N N
TONSIL N N N N
ILEUM N N N N
MESENTERIC LYMPH NODE N N N u
TONGUE N N N N
DIAPHRAGM N N N N
THYMUS N N N
Involution (1 - S =
RECTUM N N N N
SKELETAL MUSCLE N N N SN

See Reports Code Table for Symbol Definitions
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Pathology Associates, Inc.
Toxicology Research Laboratory
Study Number 134
Four Week Oral Toxicity Study
of WR242511 in Dogs
TABULATED ANIMAL DATA

STUDY ID : &4 Week Oral Toxicity STUDY NUMBER: 134
FATE: ALL GROUP: 2: 0.1 mg base/kg/day

SEX: FEMALE

ANIMAL 1D: 8185 8199 8206 8207
SKIN N N N
Folliculitis . 2 S D h
MAMMARY GLAND N N u
Hypertrophy 13 e = -
Hemorrhage <1> - = <
THYROID GLAND N N N N
PARATHYROID GLAND N N N
Ultimobranchial Cyst 2 = (1) =
PITUITARY GLAND N N
Cyst (@D - (2) 2
CECUM N N N N
STOMACH N N N N
URINARY BLADDER N N N N
OVARY N N N N
UTERUS N N N N
SCIATIC NERVE N N N N
URETER N N N N
EYE - RIGHT N N N N



Pathology Associates, Inc.
Toxicology Research Laboratory
Study Number 134
Four Week Oral Toxicity Study
of WR242511 in Dogs

. TABULATED ANIMAL DATA
STUDY 1D : 4 Week Oral Toxicity STUDY NUMBER: 134
FATE: ALL GROUP: 2: 0.1 mg base/kg/day
SEX: FEMALE
' ANIMAL 1D: 8185 8199 8206 8207
OPTIC NERVE - RIGHT N N N N
EYE: =~ LEFT N N N N
OPTIC NERVE - LEFT N N N N
RIB N N N N
BONE MARROW N N N
Hyperplasia, Granulocytic : O [ S

' See Reports Code Table for Symbol Definitions




Pathology Associates, Inc.
Toxicology Research Laboratory
Study Number 134
Four Week Oral Toxicity Study
of WR242511 in Dogs

Il TABULATED ANIMAL DATA
STUDY ID : 4 Week Oral Toxicity STUDY NUMBER: 134
FATE: ALL GROUP: 3: 0.3 mg base/kg/day
SEX: FEMALE
' ANIMAL 1D: 8181 8193 8197 8215
FORE-BRAIN (CEREBRUM) N N N N
' MID-BRAIN (MID-CEREBRUM) N N N N
' HIND-BRAIN (CEREBELLUM) N N N N
SPINAL CORD (CERVICAL) N N N N
l SPINAL CORD (THORACIC) N N N N
HEART N N N N
l AORTA N N N N
TRACHEA N N N
Inflammation, Chronic = = (@) =
8
l ESOPHAGUS N N N N
LUNGS N N N
Alveolar Macrophages C- (1) - -
l KIDNEY, RIGHT N N N N
l KIDNEY, LEFT N N N N
SPLEEN N N N N
l PANCREAS N N N
Lymphocytic Infiltrates - - - <1>

See Reports Code Table for Symbol Definitions
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Pathology Associates, Inc.
Toxicology Research Laboratory
Study Number 134
Four Week Oral Toxicity Study
of WR242511 in Dogs

| e
onbY 0 : 6 veek ot Texicty STUDY womaER: 154
l FATE: ALL GROUP: 3: 0.3 mg base/kg/day
SEX: FEMALE
T— weLws oo ews e ss
DUODENUM N N N N
l LIVER N N N N
l GALLBLADDER N N N N
ADRENAL GLAND N N N N
l SALIVARY GLAND N N N N
MAND IBULAR LYMPH NODE N N N N
l JEJUNUM N N N N
' COLON N N N N
TONSIL N N N N
l TLEUM N N N N
MESENTERIC LYMPH NODE N N U
l Hemorrhage - 1) - =
TONGUE N N N N
l DIAPHRAGM N N N N
THYMUS N N N N
l RECTUM N N N N
b

See Reports Code Table for Symbol Definitions



Pathology Associates, Inc.
Toxicology Research Laboratory
Study Number 134
Four Week Oral Toxicity Study
of WR242511 in Dogs

I TABULATED ANIMAIL DATA
STUDY ID : & Week Oral Toxicity STUDY NUMBER: 134
FATE: ALL GROUP: 3: 0.3 mg base/kg/day
SEX: FEMALE
I ANIMAL ID: 8181 8193 8197 8215
SKELETAL MUSCLE N N N N
I SKIN N N N N
MAMMARY GLAND U N N
Hypertrophy - - - 1
Hemorrhage - - - <>
l THYROID GLAND N N N N
PARATHYROID GLAND N N N U
. PITUITARY GLAND N N N N
. CECUM N N N N
STOMACH N N N N
' URINARY BLADDER N N N N
OVARY N N N
l Cyst, Follicular - <2> - -
UTERUS N N N N
l SCIATIC NERVE N N N N
URETER N N
. Hemorrhage, Acute s <1> (&)) -
EYE -~ RIGHT N N N N

See Reports Code Table for Symbol Definitions



Pathology Associates, Inc.
Toxicology Research Laboratory
Study Number 134
Four Week Oral Toxicity Study
of WR242511 in Dogs

B TABULATED ANIMAL DATA
" Temor b : 6 Week ovet Toxteity T ——
FATE: ALL GROUP: 3: 0.3 mg base/kg/day
SEX: FEMALE
1 w0 e ews sz ms
OPTIC NERVE - RIGHT N N N N
EYE = LEFT N N N N
OPTIC NERVE - LEFT N u N N
RIB N N N N
BONE MARROW N N N N

See Reports Code Table for Symbol Definitions
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Pathology Associates, Inc.
Toxicology Research Laboratory
Study Number 134
Four Week Oral Toxicity Study
of WR242511 in Dogs
TABULATED ANIMAL DATA

STUDY 1D : 4 Week Oral Toxicity STUDY NUMBER: 134
FATE: ALL GROUP: 4: 1.D mg base/kg/day

SEX: FEMALE

ANIMAL ID: 8182 8194 8196 8213
FORE-BRAIN (CEREBRUM) N N N N
MID-BRAIN (MID-CEREBRUM) N N N N
HIND-BRAIN (CEREBELLUM) N N N N
SPINAL CORD (CERVICAL) N N N

Hemorrhage, Acute = - <1> -
SPINAL CORD (THORACIC) N N N N
HEART N N N N
AORTA N N N N
TRACHEA N N N N )
ESOPHAGUS N N N N
LUNGS

Inflammation, Interstitial D] [2) 2] 2]
KIDNEY, RIGHT N N N N
KIDNEY, LEFT N N N N
SPLEEN

Extramedullary Hematopoiesis [2) )] 4} 3]
PANCREAS N N N N

See Reports Code Table for Symbol Definitions




S P = =
1 ] []\' ;
R I
Page 61
Pathology Associates, Inc.
Toxicology Research Laboratory
Study Number 134
Four Week Oral Toxicity Study
of WR242511 in Dogs
TABULATED ANIMAL DATA
STUDY 1D : 4 Week Oral Toxicity STUDY NUMBER: 134
FATE: ALL GROUP: 4: 1.0 mg base/kg/day

SEX: FEMALE

ANIMAL 1D: 8182 8194 8196 8213
DUODENUM N N N N
LIVER . N N N
Leukocytosis - - - [1
GALLBLADDER N N N
Inflammation, Chronic 21 = = S
ADRENAL GLAND N N N N
SALIVARY GLAND N N N N
MANDIBULAR LYMPH NODE N N N N
JEJUNUM N N N N
COLON N N N N
TONSIL N N N N
ILEUM N N N N
MESENTERIC LYMPH NODE N N N
Hemorrhage - 1 S =
TONGUE N N N N
DIAPHRAGM N N N N
THYMUS N N
Involution £ - - £

See Reports Code Table for Symbol Definitions



Pathology Associates, Inc.
Toxicology Research Laboratory
Study Number 134
Four Week Oral Toxicity Study
of WR242511 in Dogs

I' TABULATED ANIMAL DATA
STUDY ID : 4 Week Oral Toxicity STUDY NUMBER: 134
FATE: ALL GROUP: 4: 1.0 mg base/kg/day
SEX: FEMALE
' ANIMAL ID: 8182 8194 8196 8213
RECTUM N N N N
' SKELETAL MUSCLE N N N N
SKIN N N N
Folliculitis - <1> - -
MAMMARY GLAND U U U
l Hyper trophy 2] = = ]
Hemorrhage {2] = = =
l THYROID GLAND N N N N
PARATHYROID GLAND N N N
' Ultimobranchial Cyst - 1) = =
PITUITARY GLAND N N :
Cyst e = (2) e
l Inflammation, Acute = [ = =
CECUM N N N N
' STOMACH N N N N
l URINARY BLADDER N N N N
OVARY N N N N
' UTERUS N N N N
SCIATIC NERVE N N N N

See Reports Code Table for Symbol Definitions
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Pathology Associates, Inc.
Toxicology Research Laboratory
Study Number 134
Four Week Oral Toxicity Study
of WR242511 in Dogs
TABULATED ANIMAIL DATA
STUDY ID : &4 Week Oral Toxicity STUDY NUMBER: 134
FATE: ALL GROUP: 4: 1.0 mg base/kg/day

SEX: FEMALE

ANIMAL 1D: 8182 8194 8196 8213
URETER N N N 9]
EYE - RIGHT N N N N
OPTIC NERVE - RIGHT N N N N
EYE == LEFT N N N N
OPTIC NERVE - LEFT N U N N
RIB N N N N

BONE MARROW

Ryperplasia’ 2} 2) {1l )
VAGINA
Cyst p - . 2

See Reports Code Table for Symbol Definitions

(END OF REPORT)
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Pathology Associates, Inc.
Toxicology Research Laboratory
Study Number 134
Four Week Oral Toxicity Study
of WR242511 in Dogs
INDIVIDUAL ANIMAL DATA
STUDY ID : 4 Week Oral Toxicity STUDY NUMBER: 134
SEX: MALE GROUP: 1: 0 mg base/kg/day
Animal 1D: 8143 Pathologist: RHB

Animal Fate: Terminal Sacrifice

MICROSCOPIC OBSERVATIONS:
TRACHEA: Inflammation, Chronic, minimal, multifocal
MANDIBULAR LYMPH NODE: Inflammation, Granulomatous, minimal, focal
Eosinophilia, mild, diffuse
Pigmentation, minimal, multifocal
RECTUM: Hemorrhage, Acute, minimal, focal

TISSUES WITHIN NORMAL HISTOLOGICAL LIMITS:
FORE-BRAIN (CEREBRUM); MID-BRAIN (MID-CEREBRUM); HIND-BRAIN (CEREBELLUM); SPINAL CORD (CERVICAL);
SPINAL CORD (THORACIC); HEART; AORTA; ESOPHAGUS; LUNGS; KIDNEY, RIGHT; KIDNEY, LEFT; SPLEEN;
PANCREAS; DUODENUM; LIVER; GALLBLADDER; ADRENAL GLAND; SALIVARY GLAND; JEJUNUM; COLON; TONSIL;
ILEUM; MESENTERIC LYMPH NODE; TONGUE; DIAPHRAGM; THYMUS; SKELETAL MUSCLE; SKIN; MAMMARY GLAND;
THYROID GLAND; PARATHYROID GLAND; PITUITARY GLAND; CECUM; STOMACH; URINARY BLADDER; TESTIS;
EPIDIDYMIS; SCIATIC NERVE; URETER; EYE - RIGHT; OPTIC NERVE - RIGHT; EYE - LEFT; OPTIC NERVE - LEFT;
RIB; BONE MARROW; PROSTATE



Pathology Associates, Inc.
Toxicology Research Laboratory
Study Number 134
Four Week Oral Toxicity Study

l of WR242511 in Dogs
INDIVIDUAL ANIMAL DATA
I STUDY ID : & Week Oral Toxicity STUDY NUMBER: 134
SEX: MALE GROUP: 1: 0 mg base/kg/day
l Animal 1D: 8148 Pathologist: RHB

Animal Fate: Terminal Sacrifice

Reference to Necropsy Record: Related Histopathology:
PROSTATE - Small PROSTATE - Immature

MICROSCOPIC OBSERVATIONS:
TRACHEA: Inflammation, Chronic, minimal, focal
PITUITARY GLAND: Cyst, mild, focal
PROSTATE: #Immature, Present

TISSUES WITHIN NORMAL HISTOLOGICAL LIMITS:
FORE-BRAIN (CEREBRUM); MID-BRAIN (MID-CEREBRUM); HIND-BRAIN (CEREBELLUM); SPINAL CORD (CERVICAL);
SPINAL CORD (THORACIC); HEART; AORTA; ESOPHAGUS; LUNGS; KIDNEY, RIGHT; KIDNEY, LEFT; SPLEEN;
PANCREAS; OUODENUM; LIVER; GALLBLADDER; ADRENAL GLAND; SALIVARY GLAND; MANDIBULAR LYMPH NOOE;
JEJUNUM; COLON; TONSIL; ILEUM; MESENTERIC LYMPH NODE; TONGUE; DIAPHRAGM; THYMUS; RECTUM; SKELETAL
MUSCLE; SKIN; THYROID GLAND; PARATHYROID GLAND; CECUM; STOMACH; URINARY BLADDER; TESTIS; EPIDIDYMIS;
SCIATIC NERVE; URETER; EYE - RIGHT; EYE - LEFT; OPTIC NERVE - LEFT; RIB; BONE MARROW

TISSUES UNAVAILABLE FOR COMPLETE EVALUATION:
MAMMARY GLAND; OPTIC NERVE - RIGHT

# - Histologic change related to necropsy record data



Pathology Associates, Inc.
Toxicology Research Laboratory
Study Number 134
Four Week Oral Toxicity Study
of WR242511 in Dogs

I INDIVIDUAL ANIMAL DATA

l STUDY 1D : & Week Oral Toxicity STUDY NUMBER: 134
SEX: MALE GROUP: 1: 0 mg base/kg/day
Animal 1D: 8153 Pathologist: RHB

Animal Fate: Terminal Sacrifice

MICROSCOPIC OBSERVATIONS:
MANDIBULAR LYMPH NODE: Inflammation, Acute, minimal, diffuse

TISSUES WITHIN NORMAL HISTOLOGICAL LIMITS:
FORE-BRAIN (CEREBRUM); MID-BRAIN (MID-CEREBRUM); HIND-BRAIN (CEREBELLUM); SPINAL CORD (CERVICAL);
SPINAL CORD (THORACIC); HEART; AORTA; TRACHEA; ESOPHAGUS; LUNGS; KIDNEY, RIGHT; KIDNEY, LEFT;
SPLEEN; PANCREAS; DUODENUM; LIVER; GALLBLADDER; ADRENAL GLAND; SALIVARY GLAND; COLON; TONSIL;
ILEUM; MESENTERIC LYMPH NODE; TONGUE; OIAPHRAGM; THYMUS; RECTUM; SKELETAL MUSCLE; SKIN; THYROID
GLAND; PARATHYROID GLAND; PITUITARY GLAND; CECUM; STOMACH; URINARY BLADDER; TESTIS; EPIDIDYMIS;
SCIATIC NERVE; EYE - RIGHT; OPTIC NERVE - RIGHT; EYE - LEFT; OPTIC NERVE - LEFT; RIB; BONE MARROW;
PROSTATE

TISSUES UNAVAILABLE FOR COMPLETE EVALUATION:
JEJUNUM; MAMMARY GLAND; URETER



Pathology Associates, Inc.
Toxicology Research Laboratory
Study Number 134
Four Week Oral Toxicity Study

I of WR242511 in Dogs
INDIVIDUAL ANIMAL DATA
l STUDY ID : 4 Week Oral Toxicity STUDY NUMBER: 134
SEX: MALE GROUP: 1: 0 mg base/kg/day
. Animal ID: 8172 Pathologist: RHB

Animal Fate: Terminal Sacrifice

MICROSCOPIC OBSERVATIONS:
TRACHEA: Inflammation, Acute, minimal, diffuse
GALLBLADDER: Inflammation, Chronic, mild, diffuse
MANDIBULAR LYMPH NODE: Inflammation, Acute, minimal, diffuse

TISSUES WITHIN NORMAL HISTOLOGICAL LIMITS:
FORE-BRAIN (CEREBRUM); MID-BRAIN (MID-CEREBRUM); HIND-BRAIN (CEREBELLUM); SPINAL CORD (CERVICAL);
SPINAL CORD (THORACIC); HEART; AORTA; ESOPHAGUS; LUNGS; KIDNEY, RIGHT; KIDNEY, LEFT; SPLEEN;
PANCREAS; DUODENUM; LIVER; ADRENAL GLAND; SALIVARY GLAND; JEJUNUM; COLON; TONSIL; ILEUM;
MESENTERIC LYMPH NODE; TONGUE; DIAPHRAGM; THYMUS; RECTUM; SKELETAL MUSCLE; SKIN; MAMMARY GLAND;
THYROID GLAND; PARATHYROID GLAND; PITUITARY GLAND; CECUM; STOMACH; URINARY BLADDER; TESTIS;:
EPIDIDYMIS; SCIATIC NERVE; URETER; EYE - RIGHT; OPTIC NERVE - RIGHT; EYE - LEFT; OPTIC NERVE - LEFT;
RIB; BONE MARROW; PROSTATE



Pathology Associates, Inc.
Toxicology Research Laboratory
Study Number 134
Four Week Oral Toxicity Study

. of WR242511 in Dogs
INDIVIDUAL ANIMAL DATA
l STUDY ID : 4 Week Oral Toxicity STUDY NUMBER: 134
SEX: MALE GROUP: 2: 0.1 mg base/kg/day
. Animal ID: 8147 Pathologist: RHB

Animal Fate: Terminal Sacrifice

MICROSCOPIC OBSERVATIONS:
THYMUS: Involution, mild, diffuse

TISSUES WITHIN NORMAL HISTOLOGICAL LIMITS:
FORE-BRAIN (CEREBRUM); MID-BRAIN (MID-CEREBRUM); HIND-BRAIN (CEREBELLUM); SPINAL CORD (CERVICAL);
SPINAL CORD (THORACIC); HEART; AORTA; TRACHEA; ESDPHAGUS; LUNGS; KIDNEY, RIGHT; KIDNEY, LEFT;
SPLEEN; PANCREAS; DUODENUM; LIVER; GALLBLADDER; ADRENAL GLAND; SALIVARY GLAND; MANDIBULAR LYMPH NODE;
JEJUNUM; COLON; TONSIL; ILEUM; MESENTERIC LYMPH NODE; TONGUE; DIAPHRAGM; RECTUM; SKELETAL MUSCLE;
SKIN; THYROID GLAND; PARATHYROID GLAND; PITUITARY GLAND; CECUM; STOMACH; URINARY BLADDER; TESTIS;
EPIDIDYMIS; SCIATIC NERVE; URETER; EYE - RIGHT; OPTIC NERVE - RIGHT; EYE - LEFT; OPTIC NERVE - LEFT;
RIB; BONE MARROW; PROSTATE

TISSUES UNAVAILABLE FOR COMPLETE EVALUATION:
MAMMARY GLAND



Pathology Associates, Inc.
Toxicology Research Laboratory
Study Number 134
Four Week Oral Toxicity Study
of WR242511 in Dogs

STUDY ID : 4 Week Oral Toxicity
SEX: MALE

'I Animal ID: 8151

Animal Fate: Terminal Sacrifice

MICROSCOPIC OBSERVATIONS:
LUNGS: Inflammation, Chronic, minimal, focal

TISSUES WITHIN NORMAL HISTOLOGICAL LIMITS:
FORE-BRAIN (CEREBRUM); MID-BRAIN (MID-CEREBRUM);
SPINAL CORD (THORACIC); HEART; AORTA; TRACHEA;
PANCREAS; DUODENUM; LIVER; GALLBLADDER;
JEJUNUM; COLON; TONSIL; ILEUM;
MUSCLE; SKIN; MAMMARY GLAND; THYROID GLAND;
URINARY BLADDER; TESTIS; EPIDIDYMIS;
LEFT; OPTIC NERVE - LEFT; RIB; BONE MARROW;

ADRENAL GLAND;
MESENTERIC LYMPH NOOE;
PARATHYROID GLAND;
SCIATIC NERVE;
PROSTATE

STUDY NUMBER: 134
GROUP: 2: 0.1 mg base/kg/day

Pathologist: RHB

HIND-BRAIN (CEREBELLUM);
ESOPHAGUS; KIDNEY, RIGHT;

SPINAL CORD (CERVICAL);
KIDNEY, LEFT; SPLEEN;
SALIVARY GLAND; MANDIBULAR LYMPH NODE;
TONGUE; DIAPHRAGM; THYMUS; RECTUM; SKELETAL
PITUITARY GLAND; CECUM; STOMACH;
OPTIC NERVE - RIGHT; EYE -

URETER; EYE - RIGHT;
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Pathology Associates, Inc.
l Toxicology Research Laboratory
Study Number 134
Four Week Oral Toxicity Study
l of WR242511 in Dogs
INDIVIDUAL ANIMAI, DATA

I STUDY ID : 4 Week Oral Toxicity STUDY NUMBER: 134

SEX: MALE GROUP: 2: 0.1 mg base/kg/day
. Animal ID: 8170 Pathologist: RHB

Animal Fate: Terminal Sacrifice

Reference to Necropsy Record: Related Histopathology:
PROSTATE - Small PROSTATE - Immature

MICROSCOPIC OBSERVATIONS:
SPLEEN: Extramedullary Hematopoiesis, minimal, diffuse
TESTIS:  Aspermatogenesis, minimal, focal
PROSTATE: #Immature, Present

TISSUES WITHIN NORMAL HISTOLOGICAL LIMITS:
FORE-BRAIN (CEREBRUM); MID-BRAIN (MID-CEREBRUM); HIND-BRAIN (CEREBELLUM); SPINAL CORD (CERVICAL);
SPINAL CORD (THORACIC); HEART; AORTA; TRACHEA; ESOPHAGUS; LUNGS; KIDNEY, RIGHT; KIDNEY, LEFT;
PANCREAS; DUODENUM; LIVER; GALLBLADDER; ADRENAL GLAND; SALIVARY GLAND; MANDIBULAR LYMPH NOOE;
JEJUNUM; COLON; TONSIL; ILEUM; MESENTERIC LYMPH NODE; TONGUE; DIAPHRAGM; THYMUS; RECTUM; SKELETAL
MUSCLE; SKIN; THYROID GLAND; PITUITARY GLAND; CECUM; STOMACH; URINARY BLADDER; EPIDIDYMIS; SCIATIC
NERVE; URETER; EYE - RIGHT; OPTIC NERVE - RIGHT; EYE - LEFT; OPTIC NERVE - LEFT; RIB; BONE MARROW
TISSUES UNAVAILABLE FOR COMPLETE EVALUATION:
MAMMARY GLAND; PARATHYROID GLAND

# - Histologic change related to necropsy record data



Pathology Associates, Inc.
Toxicology Research Laboratory
Study Number 134
Four Week Oral Toxicity Study

l of WR242511 in Dogs
INDIVIDUAL ANIMAL DATA
' STUDY ID : & Week Oral Toxicity STUDY NUMBER: 134
SEX: MALE GROUP: 2: 0.1 mg base/kg/day
l Animal ID: 8173 Pathologist: RHB

Animal Fate: Terminal Sacrifice

MICROSCOPIC OBSERVATIONS:
MANDIBULAR LYMPH NODE: Inflammation, Acute, mild, focal

TISSUES WITHIN NORMAL HISTOLOGICAL LIMITS:
FORE-BRAIN (CEREBRUM); MID-BRAIN (MID-CEREBRUM); HIND-BRAIN (CEREBELLUM); SPINAL CORD (CERVICAL);
SPINAL CORD (THORACIC); HEART; AORTA; TRACHEA; ESOPHAGUS; LUNGS; KIDNEY, RIGHT; KIDNEY, LEFT;
SPLEEN; PANCREAS; DUODENUM; LIVER; GALLBLADDER; ADRENAL GLAND; SALIVARY GLAND; JEJUNUM; COLON;
TONSIL; ILEUM; MESENTERIC LYMPH NODE; TONGUE; DIAPHRAGM; THYMUS; RECTUM; SKELETAL MUSCLE; SKIN;
MAMMARY GLAND; THYROID GLAND; PARATHYROID GLAND; PITUITARY GLAND; CECUM; STOMACH; URINARY BLADDER;
TESTIS; EPIDIDYMIS; SCIATIC NERVE; URETER; EYE - RIGHT; OPTIC NERVE - RIGHT; EYE - LEFT; OPTIC NERVE
- LEFT; RIB; BONE MARROW; PROSTATE
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Pathology Associates, Inc.
Toxicology Research Laboratory
Study Number 134
Four Week Oral Toxicity Study
of WR242511 in Dogs
INDIVIDUAL ANIMAL DATA
STUDY ID : 4 Week Oral Toxicity STUDY NUMBER: 134
SEX: MALE GROUP: 3: 0.3 mg base/kg/day
Animal ID: 8157 Pathologist: RHB
Animal Fate: Terminal Sacrifice
Reference to Necropsy Record: Related Histopathology: 2

PROSTATE - small PROSTATE - Immature

MICROSCOPIC OBSERVATIONS:
PITUITARY GLAND: Cyst, minimal, focal
PROSTATE: #lmmature, Present

TISSUES WITHIN NORMAL HISTOLOGICAL LIMITS:
FORE-BRAIN (CEREBRUM); MID-BRAIN (MID-CEREBRUM); HIND-BRAIN (CEREBELLUM); SPINAL CORD (CERVICAL);
SPINAL CORD (THORACIC); HEART; AORTA; TRACHEA; ESOPHAGUS; LUNGS; KIDNEY, RIGHT; KIONEY, LEFT;
SPLEEN; PANCREAS; DUODENUM; LIVER; GALLBLADDER; ADRENAL GLAND; SALIVARY GLAND; MANDIBULAR LYMPH NODE;
JEJUNUM; COLON; TONSIL; ILEUM; MESENTERIC LYMPH NODE; TONGUE; DIAPHRAGM; THYMUS; RECTUM; SKELETAL
MUSCLE; SKIN; MAMMARY GLAND; THYROID GLAND; CECUM; STOMACH; URINARY BLADDER; TESTIS; EPIDIDYMIS;
SCIATIC NERVE; URETER; EYE - RIGHT; OPTIC NERVE - RIGHT; EYE - LEFT; OPTIC NERVE.- LEFT; RIB; BONE
MARROW

TISSUES UNAVAILABLE FOR COMPLETE EVALUATION:
PARATHYROID GLAND

# - Histologic change related to necropsy record data




Pathology Associates, Inc.
Toxicology Research Laboratory
Study Number 134
Four Week Oral Toxicity Study

. of WR242511 in Dogs
INDIVIDUAL ANIMAL DATA
l STUDY 1D : 4 Week Oral Toxicity STUDY NUMBER: 134
SEX: MALE GROUP: 3: 0.3 mg base/kg/day
l Animal ID: 8159 Pathologist: RHB

Animal Fate: Terminal Sacrifice

TISSUES WITHIN NORMAL HISTOLOGICAL LIMITS:
FORE-BRAIN (CEREBRUM); MID-BRAIN (MID-CEREBRUM); HIND-BRAIN (CEREBELLUM); SPINAL CORD (CERVICAL);
SPINAL CORD (THORACIC); HEART; AORTA; TRACHEA; ESOPHAGUS; LUNGS; KIDNEY, RIGHT; KIDNEY, LEFT;
SPLEEN; PANCREAS; DUODENUM; LIVER; GALLBLADDER; ADRENAL GLAND; SALIVARY GLAND; MANDIBULAR LYMPH NODE;
JEJUNUM; COLON; TONSIL; ILEUM; TONGUE; ODIAPHRAGM; THYMUS; RECTUM; SKELETAL MUSCLE; SKIN; THYROID
GLAND; PARATHYROID GLAND; PITUITARY GLAND; CECUM; STOMACH; URINARY BLADDER; TESTIS; EPIDIDYMIS;
SCIATIC NERVE; URETER; EYE - RIGHT; OPTIC NERVE - RIGHT; EYE - LEFT; OPTIC NERVE - LEFT; RIB; BONE
MARROW; PROSTATE

TISSUES UNAVAILABLE FOR COMPLETE EVALUATION:
MESENTERIC LYMPH NODE; MAMMARY GLAND




Pathology Associates, Inc.
Toxicology Research Laboratory
Study Number 134
Four Week Oral Toxicity Study

' of WR242511 in Dogs
INDIVIDUAL ANIMAL DATA
l STUDY ID : 4 Week Oral Toxicity STUDY NUMBER: 134
SEX: MALE GROUP: 3: 0.3 mg base/kg/day
l Animal ID: 8166 Pathologist: RHB

Animal Fate: Terminal Sacrifice

MICROSCOPIC OBSERVATIONS:
TRACHEA: Inflammation, Chronic, minimal, diffuse
GALLBLADDER: Inflammation, Chronic, minimal, diffuse

TISSUES WITHIN NORMAL HISTOLOGICAL LIMITS:
FORE-BRAIN (CEREBRUM); MID-BRAIN (MID-CEREBRUM); HIND-BRAIN (CEREBELLUM); SPINAL CORD (CERVICAL);
SPINAL CORD (THORACIC); HEART; AORTA; ESOPHAGUS; LUNGS; KIDNEY, RIGHT; KIDNEY, LEFT; SPLEEN;
PANCREAS; DUODENUM; LIVER; ADRENAL GLAND; SALIVARY GLAND; MANDIBULAR LYMPH NODE; JEJUNUM; COLON;
TONSIL; ILEUM; MESENTERIC LYMPH NODE; TONGUE; DIAPHRAGM; THYMUS; RECTUM; SKELETAL MUSCLE; SKIN;
THYROID GLAND; PARATHYROID GLAND; PITUITARY GLAND; CECUM; STOMACH; URINARY BLADDER; TESTIS;
EPIDIDYMIS; SCIATIC NERVE; EYE - RIGHT; OPTIC NERVE - RIGHT; EYE - LEFT; OPTIC NERVE - LEFT; RIB;
BONE MARROW; PROSTATE

TISSUES UNAVAILABLE FOR COMPLETE EVALUATION:
MAMMARY GLAND; URETER
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Pathology Associates, Inc.
Toxicology Research Laboratory
Study Number 134
Four Week Oral Toxicity Study
of WR242511 in Dogs
INDIVIDUAL ANIMAL DATA
STUDY ID : 4 Week Oral Toxicity STUDY NUMBER: 134
SEX: MALE GROUP: 3: 0.3 mg base/kg/day
Animal ID: 8175 Pathologist: RHB

Animal Fate: Terminal Sacrifice

Reference to Necropsy Record: Related Histopathology:
PROSTATE - Small, 20x20mm PROSTATE - Immature

MICROSCOPIC OBSERVATIONS:
THYMUS : Involution, mild, diffuse
PARATHYROID GLAND: Ultimobranchial Cyst, minimal, focal
PROSTATE: #Immature, Present

TISSUES WITHIN NORMAL HISTOLOGICAL LIMITS:
FORE-BRAIN (CEREBRUM); MID-BRAIN (MID-CEREBRUM); HIND-BRAIN (CEREBELLUM); SPINAL CORD (CERVICAL);:
SPINAL CORD (THORACIC); HEART; AORTA; TRACHEA; ESOPHAGUS; LUNGS; KIDNEY, RIGHT; KIDNEY, LEFT;
SPLEEN; PANCREAS; DUODENUM; LIVER; GALLBLADDER; ADRENAL GLAND; SALIVARY GLAND; MANDIBULAR LYMPH NODE;
JEJUNUM; COLON; TONSIL; ILEUM; MESENTERIC LYMPH NODE; TONGUE; DIAPHRAGM; RECTUM; SKELETAL MUSCLE;
SKIN; THYROID GLAND; PITUITARY GLAND; CECUM; STOMACH; URINARY BLADDER; TESTIS; .EPIDIDYMIS; SCIATIC
NERVE; EYE - RIGHT; OPTIC NERVE - RIGHT; EYE - LEFT; OPTIC NERVE - LEFT; RIB; BONE MARROW

TISSUES UNAVAILABLE FOR COMPLETE EVALUATION:
MAMMARY GLAND; URETER

# - Histologic change related to necropsy record data
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Pathology Associates, Inc.
Toxicology Research Laboratory
Study Number 134
Four Week Oral Toxicity Study

' of WR242511 in Dogs
INDIVIDUAL ANIMAL DATA
l STUDY 1D : 4 Week Oral Toxicity STUDY NUMBER: 134
SEX: MALE GROUP: 4: 1.0 mg base/kg/day
l Animal ID: 8144 Pathologist: RHB

Animal Fate: Terminal Sacrifice

Reference to Necropsy Record: Related Histopathology:
LUNGS - Apical Lobe, Foci, Multiple, White LUNGS - Inflammation, Interstitial

MICROSCOPIC OBSERVATIONS:
LUNGS: #Inflammation, Interstitial, marked, diffuse
SPLEEN: Extramedul lary Hematopoiesis, mild, diffuse
BONE MARROW: Hyperplasia, minimal, diffuse

TISSUES WITHIN NORMAL HISTOLOGICAL LIMITS:
FORE-BRAIN (CEREBRUM); MID-BRAIN (MID-CEREBRUM); HIND-BRAIN (CEREBELLUM); SPINAL CORD (CERVICAL);
SPINAL CORD (THORACIC); HEART; AORTA; TRACHEA; ESOPHAGUS; KIDNEY, RIGHT; KIDNEY, LEFT; PANCREAS;
DUODENUM; LIVER; GALLBLADDER; ADRENAL GLAND; SALIVARY GLAND; MANDIBULAR LYMPH NODE; JEJUNUM; COLON;
TONSIL; ILEUM; MESENTERIC LYMPH NODE; TONGUE; DIAPHRAGM; THYMUS; RECTUM; SKELETAL MUSCLE; SKIN;
MAMMARY GLAND; THYROID GLAND; PITUITARY GLAND; CECUM; STOMACH; URINARY BLADDER; .TESTIS; EPIDIDYMIS;
SCIATIC NERVE; URETER; EYE - RIGHT; OPTIC NERVE - RIGHT;® EYE - LEFT; OPTIC NERVE - LEFT; RIB; PROSTATE
TISSUES UNAVAILABLE FOR COMPLETE EVALUATION:
PARATHYROID GLAND

# - Histologic change related to necropsy record data




Pathology Associates, Inc.
Toxicology Research Laboratory
Study Number 134
Four Week Oral Toxicity Study

. of WR242511 in Dogs
INDIVIDUAL ANIMAL DATA
l STUDY ID : &4 Week Oral Toxicity STUDY NUMBER: 134
SEX: MALE GROUP: 4: 1.0 mg base/kg/day
l Animal ID: 8146 Pathologist: RHB

Animal Fate: Terminal Sacrifice

MICROSCOPIC OBSERVATIONS:
TRACHEA: Inflammation, Chronic, minimal, focal
LUNGS: Inflammation, Interstitial, mild, diffuse
SPLEEN: Extramedul lary Hematopoiesis, minimal, diffuse
LIVER: Inflammation, Subacute, minimal, multifocal
THYROID GLAND: C-Cell Hyperplasia, minimal, diffuse
URINARY BLADDER: Inflammation, Acute, minimal, diffuse
BONE MARROW: Hyperplasia, minimal, diffuse

TISSUES WITHIN NORMAL HISTOLOGICAL LIMITS:
FORE-BRAIN (CEREBRUM); MID-BRAIN (MID-CEREBRUM); HIND-BRAIN (CEREBELLUM); SPINAL CORD (CERVICAL);
SPINAL CORD (THORACIC); HEART; AORTA; ESOPHAGUS; KIDNEY, RIGHT; KIDNEY, LEFT; PANCREAS; DUODENUM;
GALLBLADDER; ADRENAL GLAND; SALIVARY GLAND; MANDIBULAR LYMPH NODE; JEJUNUM; COLON; TONSIL;
MESENTERIC LYMPH NODE; TONGUE; DIAPHRAGM; RECTUM; SKELETAL MUSCLE; SKIN; PITUITARY GLAND; CECUM;
STOMACH; TESTIS; EPIDIDYMIS; SCIATIC NERVE; URETER; EYE - RIGHT; OPTIC NERVE - RIGHT; EYE - LEFT;
OPTIC NERVE - LEFT; RIB; PROSTATE

TISSUES UNAVAILABLE FOR COMPLETE EVALUATION:
ILEUM; THYMUS; MAMMARY GLAND; PARATHYROID GLAND




Pathology Associates, Inc.
Toxicology Research Laboratory
Study Number 134
Four Week Oral Toxicity Study

' of WR242511 in Dogs
INDIVIDUAL ANIMAL DATA
I STUDY 1D : 4 Week Oral Toxicity STUDY NUMBER: 134
SEX: MALE GROUP: 4: 1.0 mg base/kg/day
. Animal ID: 8156 Pathologist: RHB

Animal Fate: Terminal Sacrifice

l MICROSCOPIC OBSERVATIONS:
SPLEEN: Extramedullary Hematopoiesis, mild, diffuse
THYROID GLAND: C-Cell Hyperplasia, minimal, diffuse
BONE MARROW: Hyperplasia, minimal, diffuse

TISSUES WITHIN NORMAL HISTOLOGICAL LIMITS:
FORE-BRAIN (CEREBRUM); MID-BRAIN (MID-CEREBRUM); HIND-BRAIN (CEREBELLUM); SPINAL CORD (CERVICAL);
SPINAL CORD (THORACIC); HEART; AORTA; TRACHEA; ESOPHAGUS; LUNGS; KIDNEY, RIGHT; KIDNEY, LEFT;
PANCREAS; DUODENUM; LIVER; GALLBLADDER; ADRENAL GLAND; SALIVARY GLAND; MANDIBULAR LYMPH NODE;
JEJUNUM; COLON; TONSIL; ILEUM; MESENTERIC LYMPH NODE; TONGUE; DIAPHRAGM; THYMUS; RECTUM; SKELETAL
MUSCLE; SKIN; MAMMARY GLAND; PARATHYROID GLAND; PITUITARY GLAND; CECUM; STOMACH; URINARY BLADDER;
TESTIS; EPIDIDYMIS; SCIATIC NERVE; URETER; EYE - RIGHT; OPTIC NERVE - RIGHT; EYE - LEFT; OPTIC NERVE
- LEFT; RIB; PROSTATE
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Pathology Associates, Inc.
I Toxicology Research Laboratory
Study Number 134
Four Week Oral Toxicity Study
' of WR242511 in Dogs
INDIVIDUAL ANIMAL DATA

' STUDY ID : & Week Oral Toxicity STUDY NUMBER: 134

SEX: MALE GROUP: 4: 1.0 mg base/kg/day
' Animal ID: 8160 Pathologist: RHB

Animal Fate: Terminal Sacrifice

MICROSCOPIC OBSERVATIONS: .
LUNGS: Inflammation, Interstitial, minimal, diffuse
SPLEEN: Extramedullary Hematopoiesis, mild, diffuse
GALLBLADDER: Inflammation, Chronic, minimal, diffuse
BONE MARROW: Hyperplasia, minimal, diffuse

TISSUES WITHIN NORMAL HISTOLOGICAL LIMITS:
FORE-BRAIN (CEREBRUM); MID-BRAIN (MID-CEREBRUM); HIND-BRAIN (CEREBELLUM); SPINAL CORD (CERVICAL);
SPINAL CORD (THORACIC); HEART; AORTA; TRACHEA; ESOPHAGUS; KIDNEY, RIGHT; KIDNEY, LEFT; PANCREAS;
DUODENUM; LIVER; ADRENAL GLAND; SALIVARY GLAND; MANDIBULAR LYMPH NODE; JEJUNUM; COLON; TONSIL;
ILEUM; MESENTERIC LYMPH NODE; TONGUE; DIAPHRAGM; RECTUM; SKELETAL MUSCLE; SKIN; THYROID GLAND;
PARATHYROID GLAND; PITUITARY GLAND; CECUM; STOMACH; URINARY BLADDER; TESTIS; EPIDIDYMIS; SCIATIC
NERVE; URETER; EYE - RIGHT; OPTIC NERVE - RIGHT; EYE - LEFT; OPTIC NERVE - LEFT; RIB; PROSTATE

TISSUES UNAVAILABLE FOR COMPLETE EVALUATION:
THYMUS; MAMMARY GLAND



Page 81
Pathology Associates, Inc.
Toxicology Research Laboratory
Study Number 134
Four Week Oral Toxicity Study
of WR242511 in Dogs
INDIVIDUAL ANIMAL DATA
STUDY ID : & Week Oral Toxicity STUDY NUMBER: 134
SEX: FEMALE GROUP: 1: 0 mg base/kg/day
Animal 1D: 8180 pPathologist: RHB

Animal Fate: Terminal Sacrifice

MICROSCOPIC OBSERVATIONS:
ILEUM: Hemorrhage, minimal, diffuse
MESENTERIC LYMPH NODE: Hemorrhage, minimal, diffuse

TISSUES WITHIN NORMAL HISTOLOGICAL LIMITS:
FORE-BRAIN (CEREBRUM); MID-BRAIN (MID-CEREBRUM); HIND-BRAIN (CEREBELLUM); SPINAL CORD (CERVICAL);
SPINAL CORD (THORACIC); HEART; AORTA; TRACHEA; ESOPHAGUS; LUNGS; KIDNEY, RIGHT; KIDNEY, LEFT;
SPLEEN; PANCREAS; DUODENUM; LIVER; GALLBLADDER; ADRENAL GLAND; SALIVARY GLAND; MANDIBULAR LYMPH NOOE;
JEJUNUM; TONSIL; TONGUE; DIAPHRAGM; THYMUS; RECTUM; SKELETAL MUSCLE; SKIN; THYROID GLAND;
PARATHYROID GLAND; PITUITARY GLAND; CECUM; STOMACH; URINARY BLADDER; OVARY; UTERUS; SCIATIC NERVE;
URETER; EYE - RIGHT; OPTIC NERVE - RIGHT; EYE - LEFT; OPTIC NERVE - LEFT; RIB; BONE MARROW

TISSUES UNAVAILABLE FOR COMPLETE EVALUATION:
COLON; MAMMARY GLAND

P



Pathology Associates,

Study Number 134

Inc.
Toxicology Research Laboratory

Four Week Oral Toxicity Study

of WR242511 in Dogs

STUDY ID :
SEX: FEMALE

4 Week Oral Toxicity

Animal ID: 8184
Animal Fate: Terminal Sacrifice

MICROSCOPIC OBSERVATIONS:
TRACHEA: Inflammation, Chronic, minimal, diffuse
LUNGS: Inflammation, Chronic, minimal, multifocal
MANDIBULAR LYMPH NODE: Inflammation, Acute, minimal, focal
TONGUE: Inflammation, Chronic, minimal, focal
PARATHYROID GLAND: Ultimobranchial Cyst, minimal, focal
PITUITARY GLAND: Cyst, minimal, focal
UTERUS: Hemorrhage, mild, diffuse

TISSUES WITHIN NORMAL HISTOLOGICAL LIMITS:
FORE-BRAIN (CEREBRUM); MID-BRAIN (MID-CEREBRUM);
SPINAL CORD (THORACIC); HEART; AORTA; ESOPHAGUS;
DUODENUM; LIVER; GALLBLADDER; ADRENAL GLAND; SALIVARY GLAND;
MESENTERIC LYMPH NODE; DIAPHRAGM; THYMUS; RECTUM; SKELETAL MUSCLE;
GLAND; CECUM; STOMACH; URINARY BLADDER; OVARY; SCIATIC NERVE; URETER;
RIGHT; EYE - LEFT; OPTIC NERVE - LEFT; RIB; BONE MARROW

HIND-BRAIN (CEREBELLUM);
KIDNEY, RIGHT;
JEJUNUM;

KIDNEY,
COLON;
SKIN;

STUDY NUMBER: 134
GROUP: 1: O mg base/kg/day

Pathologist: RHB

SPINAL CORD (CERVICAL);
LEFT; SPLEEN; PANCREAS;
TONSIL; ILEUM;
MAMMARY GLAND; THYROID
EYE - RIGHT; OPTIC NERVE -



Pathology Associates, Inc.
Toxicology Research Laboratory
Study Number 134
Four Week Oral Toxicity Study
l of WR242511 in Dogs

l STUDY 1D : 4 Week Oral Toxicity
SEX: FEMALE

IIB Animal 1D: 8211

Animal Fate: Terminal Sacrifice

MICROSCOPIC OBSERVATIONS:
TRACHEA: Inflammation, Chronic, minimal, focal

TISSUES WITHIN NORMAL HISTOLOGICAL LIMITS:
FORE-BRAIN (CEREBRUM); MID-BRAIN (MID-CEREBRUM); HIND-BRAIN (CEREBELLUM);
SPINAL CORD (THORACIC); HEART; AORTA; ESOPHAGUS; LUNGS; KIDNEY, RIGHT;
PANCREAS; DUODENUM; LIVER; GALLBLADDER; ADRENAL GLAND; SALIVARY GLAND;
JEJUNUM; COLON; TONSIL; ILEUM; MESENTERIC LYMPH NODE; TONGUE; DIAPHRAGM;
MUSCLE; SKIN; THYROID GLAND; PARATHYROID GLAND; PITUITARY GLAND; CECUM;
OVARY; UTERUS; SCIATIC NERVE; URETER; EYE - RIGHT; OPTIC NERVE - RIGHT;
LEFT; RIB; BONE MARROW

TISSUES UNAVAILABLE FOR COMPLETE EVALUATION:
MAMMARY GLAND

STUDY NUMBER: 134
GROUP: 1: 0 mg base/kg/day

Pathologist: RHB

SPINAL CORD (CERVICAL);
KIDNEY, LEFT;
MANDIBULAR LYMPH NODE;

THYMUS;
STOMACH;
EYE - LEFT;

SPLEEN;

RECTUM; SKELETAL
URINARY BLADDER;
OPTIC NERVE -



Pathology Associates, Inc.
Toxicology Research Laboratory
Study Number 134
Four Week Oral Toxicity Study
l of WR242511 in Dogs

' STUDY ID : 4 Week Oral Toxicity
SEX: FEMALE

‘Il Animal ID: 8214

Animal Fate: Terminal Sacrifice

MICROSCOPIC OBSERVATIONS:
FORE-BRAIN (CEREBRUM): Hemorrhage, Acute, minimal, focal
TISSUES WITHIN NORMAL HISTOLOGICAL LIMITS:
MID-BRAIN (MID-CEREBRUM); HIND-BRAIN (CEREBELLUM); SPINAL CORD (CERVICAL);
HEART; AORTA; TRACHEA; ESOPHAGUS; LUNGS; KIDNEY, RIGHT; KIDNEY, LEFT;
LIVER; GALLBLADDER; ADRENAL GLAND; SALIVARY GLAND; MANDIBULAR LYMPH NODE;
ILEUM; MESENTERIC LYMPH NODE; TONGUE; DIAPHRAGM; THYMUS; RECTUM;
GLAND; PITUITARY GLAND; CECUM; STOMACH; URINARY BLADDER; OVARY;
- RIGHT; OPTIC NERVE - RIGHT; EYE - LEFT; OPTIC NERVE - LEFT; RIB;
TISSUES UNAVAILABLE FOR COMPLETE EVALUATION:
MAMMARY GLAND; PARATHYROID GLAND

UTERUS;

SCIATIC NERVE;
BONE MARROW

STUDY NUMBER: 134
GROUP: 1: 0 mg base/kg/day

Pathologist: RHB

SPINAL CORD (THORACIC);
SPLEEN;

JEJUNUM;
SKELETAL MUSCLE;

PANCKEAS;
COLON;
SKIN;

DUOCDENUM;

TONSIL;

THYROID
URETER; EYE
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Pathology Associates, Inc.
Toxicology Research Laboratory
Study Number 134
Four Week Oral Toxicity Study
l of WR242511 in Dogs
INDIVIDUAL ANIMAIL DATA
l STUDY ID : & Week Oral Toxicity STUDY NUMBER: 134
SEX: FEMALE GROUP: 2: 0.1 mg base/kg/day
l Animal ID: 8185 pPathologist: RHB

Animal Fate: Terminal Sacrifice

MICROSCOPIC OBSERVATIONS:
TRACHEA: Inflammation, Chronic, minimal, multifocal
THYMUS: Involution, minimal, diffuse
MAMMARY GLAND: Hypertrophy, minimal, diffuse
Hemorrhage, minimal, multifocal
PITUITARY GLAND: Cyst, minimal, focal

TISSUES WITHIN NORMAL HISTOLOGICAL LIMITS:
FORE-BRAIN (CEREBRUM); MID-BRAIN (MID-CEREBRUM); HIND-BRAIN (CEREBELLUM); SPINAL CORD (CERVICAL);
SPINAL CORD (THORACIC); HEART; AORTA; ESOPHAGUS; LUNGS; KIDNEY, RIGHT; KIDNEY, LEFT; SPLEEN;
PANCREAS; DUODENUM; LIVER; GALLBLADDER; ADRENAL GLAND; SALIVARY GLAND; MANDIBULAR LYMPH NODE;
JEJUNUM; COLON; TONSIL; ILEUM; MESENTERIC LYMPH NODE; TONGUE; DIAPHRAGM; RECTUM; SKELETAL MUSCLE;
SKIN; THYROID GLAND; PARATHYROID GLAND; CECUM; STOMACH; URINARY BLADDER; OVARY; UTERUS; SCIATIC
NERVE; URETER; EYE - RIGHT; OPTIC NERVE - RIGHT; EYE - LEFT; OPTIC NERVE - LEFT; RIB; BONE MARROW




Pathology Associates, Inc.
Toxicology Research Laboratory
Study Number 134
Four Week Oral Toxicity Study

l of WR242511 in Dogs
INDIVIDUAL ANIMAL DATA
l STUDY ID : 4 Week Oral Toxicity STUDY NUMBER: 134
SEX: FEMALE GROUP: 2: 0.1 mg base/kg/day
l Animal I<ns1:XMLFault xmlns:ns1="http://cxf.apache.org/bindings/xformat"><ns1:faultstring xmlns:ns1="http://cxf.apache.org/bindings/xformat">java.lang.OutOfMemoryError: Java heap space</ns1:faultstring></ns1:XMLFault>