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THIRTEEN WEEK ORAL TOXICITY STUDY OF WR 238605 
WITH A THIRTEEN WEEK RECOVERY PERIOD IN DOGS 

STUDY 10: 097 
STUDY NO: 097 
ABBR: RBC 

INDIVIDUAL ANIMAL REPORT BY GROUP 
TEST: Erythrocytes 

ANIMAL ID Yeek -3 Yeek -1 \leek 2 \leek 4 \leek 8 \leek 13 

GROUP: 1M:O mg base/kg/day 
7531 6.61 7.33 7.07 6.63 6.06 6.04 
7532 5.85 5.54 5.81 6.26 6.06 6.13 
7512 6.25 6.26 6.02 5.91 5.92 6.00 
7515 6.05 6.30 5.85 6.73 6.40 6.22 
7521 6.52 6.29 6.38 6.63 6.30 7.09 
7533 5.68 5.43 5.44 5.62 6.50 5.95 
7520 6.64 6.95 6.82 6.38 6.21 7.00 
7505 5.50 6.40 5.54 6.00 6.07 6.26 

MEAN 6.14 6.31 6.12 6.27 6.19 6.34 
so 0.438 0.636 0.590 0.398 0.198 0.450 
N 8 8 8 8 8 8 

SEX: MALE 

UNITS: 10"6/cmn 

Yeek 18 \leek 26 

7.48 7. 41 
6.93 6. 87 
6.35 7.29 
6.88 7. 43 

6.91 7.25 
0.462 0.261 

4 4 

------ ----- ------------------------------ -------- -- -------------------------------------------- ------- -----------------
GROUP: 2M:0.1 mg base/kg/day 
7527 6.42 6.35 6.22 6.30 6.59 7.19 6.87 7. 52 
7519 6.02 6.00 5.86 6.23 5.95 6.54 6.73 7. 47 
7529 5.80 5.95 5.83 6.23 6.56 6.14 6.49 6. 43 
7536 6.50 6.15 6.65 5.n 5.58 5.79 6.42 6. 49 
7503 6.27 6.35 6.26 6.41 6.69 7.84 
7523 6.59 6.48 6.97 6.66 6.54 5.97 
7517 6.75 6.78 6.59 6.43 7.15 6.82 
7528 6.43 6.26 5.58 6.41 6.65 6.80 

MEAN 6.35 6.29 6.25 6.31 6.46 6.64 6.63 6.98 
so 0.309 0.268 0.474 0.257 0.483 0.679 0.209 0.598 
N 8 8 8 8 8 8 4 4 

(--) -Data Unavailable 
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STUDY 10: D97 
STUDY NO: 097 
ABBR: RBC 

THIRTEEN WEEK ORAL TOXICITY STUDY OF WR 238605 
WITH A THIRTEEN WEEK RECOVERY PERIOD IN DOGS 

INDIVIDUAL ANIMAL REPORT BY GROUP 
TEST: Erythrocytes 

ANIMAL ID ~eek ·3 ~eek -1 ~eek 2 ~eek 4 ~eek 8 ~eek 13 ~eek 18 

GROUP: 3M:2.D mg base/kg/day 
7538 7.D5 6.73 6.23 
7516 6.41 6.18 6.42 
7522 6.55 7.28 7.26 
7510 6.97 6.93 6.64 
7576 5.87 5.68 5.81 
75D6 6.38 5.81 6.DD 
75D2 7.D2 6.32 6.95 
7514 6.19 5.73 6.01 

MEAN 6.56 6.33 6.42 
so 0.429 D.597 0.505 
N 8 8 8 

5.99 6.62 
5.33 5.92 
6.36 7.44 
5.93 6.25 
5.04 5.80 
5.55 6.61 
6.34 6.23 
5.23 5.68 

5.n 6.32 
0.506 D.571 

8 8 

6.44 
6.88 
7.2D 
5.n 
5.55 
5.86 
6.76 
5.85 

6.28 
D.618 

8 

7.43 
6.63 
8.57 
7.78 

7.6D 
D.8D5 

4 

SEX: HALE 

UNITS: 1D"'6/crrm 

~eek 26 

7.29 
7.59 
8.22 
7.D7 

7.54 
D.499 

4 

---------------------------------------------------------------------------------------------------------- -------------
GROUP: 4H:6.0 mg base/kg/day 
7535 6.65 6.99 6.95 6.11 6.78 6.56 7.00 7.68 
7511 7.26 6.82 6.42 5.5D 6.82 7.62 7.27 7.n 
753D 6.29 6.55 6.20 5.38 6.47 5.52 5.n 7.28 
7507 5.90 6.55 5.54 4.83 6.47 5.94 6.84 7.12 
75D8 5.76 5.9D 5.94 5.02 5.75 5. 11 
7509 6.13 6.66 6.27 5.44 6.19 5.51 
7518 6.34 6.14 5.95 5.26 5. 71 6.05 
7524 7.11 6.61 6.68 5.94 6.64 6.56 

MEAN 6.43 6.53 6.24 5.44 6.35 6.11 6.n 7.46 
so 0.541 D.352 0.447 0.429 D.433 D.795 D.658 D.312 
N 8 8 8 8 8 8 4 4 

(··)·Data Unavailable 
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THIRTEEN WEEK ORAL TOXICITY STUDY OF WR 238605 
WITH A THIRTEEN WEEK RECOVERY PERIOD IN DOGS 

-------------------------------------------------·------------------------------------------------------------- --------
INDIVIDUAL ANIMAL REPORT BY GROUP 

TEST: Hemoglobin 
------------------------------------------------------------------------------------------------------------ -- ---- -----

STUDY I D: 097 
STUDY NO: 097 
ABBR: THGB 

SEX: MALE 

UNITS: g/dL 

-------------------------------- ---------------------------------------------------------------------- -----------------
ANIMAL 10 ~eek -3 ~eek -1 ~eek 2 ~eek 4 ~eek 8 ~eek 13 ~eek 18 ~eek 26 

------------------------------------------------------------------------------------------------------ ------- ----- --- --
GROUP: 1M:O mg base/kg/day 
7531 15.9 17.7 17.1 16.0 15.8 14.9 18.3 18.1 
7532 14.3 13.4 14.0 15.4 15.7 15.2 17.5 17.5 
7512 15.2 15.2 14.7 14.6 14.6 15.0 15.5 17.8 
7515 14.6 15.3 13.8 16.3 15.4 15.1 16.6 18.0 
7521 16.5 15.7 16.2 17.0 16.3 18.2 
7533 13.7 13.3 13.6 14.1 14.5 15.2 
7520 16.3 17.4 16.9 15.8 16.5 17.6 
7505 13.2 15.3 13.2 14.7 15.7 15.3 

MEAN 15.0 15.4 14.9 15.5 15.6 15.8 17 .o 17.9 
so 1.22 1.60 1.57 0.97 o.n 1.30 1.20 0.26 
N 8 8 8 8 8 8 4 4 

-·-·-------------------------------------------------------------------------------------------------------- -----------
GROUP: 2M:0.1 mg base/kg/day 
7527 15.1 15.1 14.6 14.7 16.5 17.1 16.4 17.8 
7519 14.8 14.7 14.5 15.6 15.3 16.8 17.0 18.8 
7529 13.5 14.0 13.9 15.4 16.9 15.2 16.2 15.5 
7536 16.2 15.3 16.3 14.2 14.8 14.3 16.0 16.3 
7503 15.0 15.2 15.0 15.5 17.1 19.1 
7523 16.6 16.4 17.8 17.0 16.7 15.5 
7517 16.0 16.4 16.1 15.8 17.4 16.6 
7528 15.3 15.2 13.3 15.5 15.8 16.7 

MEAN 15.3 15.3 15.2 15.5 16.3 16.4 16.4 17. 1 
so 0.97 0.80 1.46 0.82 0.92 1.45 0.43 1.48 
N 8 8 8 8 8 8 4 4 

-------------------------------------------------------------------------------------------------------------- ---------
(·-)-Data Unavailable 
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STUDY ID: 097 
STUDY NO: 097 
ABBR: THGB 

THIRTEEN WEEK ORAL TOXICITY STUDY OF WR 238605 
WITH A THIRTEEN WEEK RECOVERY PERIOD IN DOGS 

INDIVIDUAL ANIMAL REPORT BY GROUP 
TEST: Hemoglobin 

ANIMAL ID Week -3 \Jeek -1 \Jeek 2 \Jeek 4 \Jeek 8 \Jeek 13 \Jeek 18 

GROUP: 3M:2.0 mg base/kg/day 
7538 15.9 15.5 
7516 16.0 15.4 
7522 15.4 17.2 
7510 15.7 15.7 
7576 14.8 14.3 
7506 15.7 14.5 
7502 16.7 15.3 
7514 14.3 13.2 

MEAN 15.6 15. 1 
SD 0. 74 1.17 
N 8 8 

14.9 14.4 
16.1 13.1 
17.4 15.4 
14.9 13.9 
14.6 13.0 
15.0 14.0 
16.6 15.6 
14.4 12.5 

15.5 14.0 
1.08 1.12 

8 8 

16.4 
14.4 
17.6 
14.0 
15.7 
16.5 
16.5 
14.8 

15.7 
1.24 

8 

15.0 
16.7 
16.8 
13.1 
14.2 
14.7 
17.0 
13.8 

15.2 
1.50 

8 

17.4 
16.4 
20.1 
17.6 

17.9 
1.57 

4 

SEX: MALE 

UNITS: g/dL 

\Jeek 26 

17.6 
18.7 
19.2 
15.9 

17.9 
1.46 

4 

········---------------------------------------------------------------------------------------------------------------
GROUP: 4M:6.0 mg base/kg/day 
7535 16.7 17.6 17.9 16.0 18.2 16.2 17.3 19.0 
7511 16.6 15.7 15.3 13.2 16.3 16.7 16.1 17.4 
7530 14.4 15 .5 14 .5 12 .3 15.5 12.7 13.1 16.6 
7507 15.2 16.5 14.0 12.1 16.1 15.2 17.4 17.8 
7508 14.9 15.5 15.5 13.1 14.5 13.4 
7509 15.0 16.3 15.4 13.3 14.5 13.2 
7518 15.6 15.0 14.6 12.9 13.7 14.4 
7524 17.3 16.4 16.9 15. 1 16.4 17.0 

MEAN 15.7 16.1 15.5 13.5 15.7 14.9 16.0 17.7 
so 1.03 0.81 1.30 1.36 1.42 1.68 2.01 1.00 
N 8 8 8 8 8 8 4 4 

C--)-Data Unavailable 

7-5 

i . 
;_; 



I 
I 
I 
I 
I 
I 
I 
I 
I 
I 
I 
I 
I 
I 
I 
I 
I 
I 
I 

STUDY ID: 097 
STUDY NO: 097 
ABBR: HCT 

THIRTEEN WEEK ORAL TOXICITY STUDY OF WR 238605 
WITH A THIRTEEN WEEK RECOVERY PERIOD IN DOGS 

INDIVIDUAL ANIMAL REPORT BY GROUP 
TEST: Hematocrit 

ANIMAL ID Week -3 Week -1 Week 2 Week 4 Week 8 Week 13 Week 18 

GROUP: 1M:O mg base/kg/day 
7531 46.2 50.7 
7532 41.8 39.1 
7512 44.6 44.4 
7515 42.7 44.2 
7521 47.3 45.3 
7533 41.5 39.4 
7520 48.0 49.3 
7505 39.0 45.1 

MEAN 43.9 44.7 
so 3.16 4.10 
N 8 8 

48.5 46.3 
40.7 44.4 
42.1 41.6 
40.8 46.3 
46.2 47.7 
39.7 40.6 
47.9 44.9 
39.1 42.2 

43.1 44.3 
3.81 2.54 

8 8 

42.7 
43.1 
41.7 
44.7 
45.5 
42.2 
44.0 
42.3 

43.3 
1.33 

8 

42.5 
44.0 
43.0 
43.4 
51.4 
42.8 
49-1 
43.2 

44.9 
3.37 

8 

51.7 
48.9 
44.2 
47.5 

48.1 
3.12 

4 

SEX: HALE 

UNITS: X 

Week 26 

51.1 
48.8 
50.7 
51.6 

50.6 
1.22 

4 

------------------------------··------------------------------·---------------------------·-------------------· --- -----
GROUP: 2M:0.1 mg base/kg/day 
7527 43.5 42.9 41.4 42.1 44.0 48.0 45.8 49.5 
7519 44.4 43.5 42.8 45.0 42.6 47.7 48.3 53.6 
7529 40.0 41.1 40.5 43.2 45.2 42.7 44.6 43.9 
7536 46.0 43.4 46.1 40.7 39.4 40.8 44.4 45.5 
7503 43.9 43.9 43.8 44.7 46.4 54.3 
7523 48.8 47.5 49.9 47.6 46.8 43.5 
7517 47.9 47.5 46.3 45.1 50.0 47.2 
7528 44.7 43.5 38.1 44.0 45.7 46.6 

MEAN 44.9 44.2 43.6 44.1 45.0 46.4 45.8 48. 1 
so 2.74 2.23 3.75 2.10 3.14 4.15 1.79 4.34 
N 8 8 8 8 8 8 4 4 

(--)-Data Unavailable 
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STUDY ID: 097 
STUDY NO: 097 
ABBR: HCT 

THIRTEEN WEEK ORAL TOXICITY STUDY OF WR 238605 
WITH A THIRTEEN WEEK RECOVERY PERIOD IN DOGS 

INDIVIDUAL ANIMAL REPORT BY GROUP 
TEST: Hematocrit 

ANIMAL ID Ueek -3 Ueelc -1 Ueek 2 Ueek 4 Ueek 8 Ueek 13 Ueelc 18 

GROUP: 3M:2.D mg base/kg/day 
7538 46.5 45.1 42.6 
7516 47.0 45.1 46.D 
7522 44.7 49.2 48.4 
751D 46.8 45.7 43.4 
7576 43.1 41.4 42.4 
75D6 46.3 41.4 43.0 
75D2 5D.1 44.7 48.8 
7514 41.8 38.2 40.0 

MEAN 45.8 43.9 44.3 
so 2.57 3.38 3.10 
N 8 8 8 

42.4 45.7 
39.6 42.5 
43.9 5D.3 
40.1 42.7 
38.2 43.4 
4D.8 47.8 
46.7 45.6 
36.6 39.1 

41.0 44.6 
3.23 3.48 

8 8 

43.7 
48.8 
47.6 
39.2 
41.1 
41.6 
49.1 
39.3 

43.8 
4.16 

8 

5D.1 
46.3 
56.3 
51.7 

51.1 
4.14 

4 

SEX: HALE 

UNITS: X 

Ueek 26 

48.8 
51.5 
52.9 
45.6 

49.7 
3.22 

4 

-----------------------------------------------------------------------------------------------------------------------
GROUP: 4M:6.D mg base/kg/day 
7535 47.3 49.9 49.3 45.2 48.1 45.5 48.9 52.1 
7511 48.D 45.D 42.2 37.7 44.3 47.2 44.9 48.1 
7530 42.4 44.1 41.2 37.1 42.4 36.2 38.3 46.2 
7507 43.3 47.7 40.6 36.8 47.9 44.6 50.3 49.1 
75D8 43.4 44.1 44.8 39.1 42.2 38.4 
7509 44.3 47.2 44.1 39.1 42.2 38.5 
7518 44.8 43.0 41.5 37.9 40.3 41.9 
7524 5D.1 46.5 48.4 44.5 46.9 45.5 

MEAN 45.5 45.9 44.0 39.7 44.3 42.2 45.6 48.9 
so 2.71 2.30 3.32 3.30 2.99 4.08 5.38 2.46 
N 8 8 8 8 8 8 4 4 

c--)-Data Unavailable 
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I STUDY 10: 097 

STUDY NO: 097 

THIRTEEN WEEK ORAL TOXICITY STUDY OF WR 238605 
WITH A THIRTEEN WEEK RECOVERY PERIOD IN DOGS 

INDIVIDUAL ANIMAL REPORT BY GROUP 
TEST: Mean Corpuscular Volume 

SEX: MALE 

II --~~~~=-~:~------------------------------------------------------------------------------------------~~~~~= - ~~ --
ANIMAL 10 ~eek -3 Week -1 Week 2 Week 4 Week 8 Week 13 Week 18 Week 26 

I 
I 
I 
I 
I 
I 
I 
I 
I 
I 
I 
I 
I 
I 
I 

GRCXJP: 1M:O mg base/kg/day 
7531 69.9 69.2 68.6 
7532 71.5 70.6 70.1 
7512 71.4 70.9 69.9 
7515 70.6 70.2 69.7 
7521 n.5 n.o n.4 
7533 73.1 n.6 73.0 
7520 n.3 70.9 70.2 
7505 70.9 70.5 70.6 

MEAN 71.5 70.9 70.6 
so 1.06 1.05 1.45 
N 8 8 8 

69.8 70.5 
70.9 71.1 
70.4 70.4 
68.8 69.8 
71.9 n.2 
72.2 68.8 
70.4 70.9 
70.3 69.7 

70.6 70.4 
1.09 1.03 

8 8 

70.4 
71.8 
71.7 
69.8 
72.5 
71.9 
70.1 
69.0 

70.9 
1.24 

8 

69.1 
70.6 
69.6 
69.0 

69.6 
0.73 

4 

69.0 
71.0 
69.5 
69.4 

69.7 
0.88 

4 

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

7527 67.8 67.6 66.6 66.8 66.8 66.8 66.7 65.8 
7519 73.8 n.5 73.0 n.2 71.6 n.9 71.8 71.8 
7529 69.0 69.1 69.5 69.3 68.9 69.5 68.7 68.3 
7536 70.8 70.6 69.3 70.5 70.6 70.5 69.2 70.1 
7503 70.0 69.1 70.0 69.7 69.4 69.3 
7523 74.1 73.3 71.6 71.5 71.6 n.9 
7517 71.0 70.1 70.3 70.1 69.9 69.2 
7528 69.5 69.5 68.3 68.6 68.7 68.5 

MEAN 70.8 70.2 69.8 69.8 69.7 70.0 69.1 69.0 
so 2.22 1.88 1.95 1.69 1.61 2.10 2.10 2.57 
N 8 8 8 8 8 8 4 4 

C--)-Data Unavailable 
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THIRTEEN WEEK ORAL TOXICITY STUDY OF WR 238605 
WITH A THIRTEEN WEEK RECOVERY PERIOD IN DOGS 

STUDY I D : 097 
STUDY NO: 097 
ABBR: MCV 

ANIMAL ID ~eek -3 

INDIVIDUAL ANIMAL REPORT BY GROUP 
TEST: Mean Corpuscular Volume 

~eek -1 ~eek 2 ~eek 4 ~eek 8 ~eek 13 

GROUP: 3M:2.0 rng base/kg/day 
7538 66.0 67.0 68.4 70.5 69.0 67.9 
7516 73.3 73.0 71.7 74.3 71.8 70.9 
7522 68.2 67.6 66.7 69.0 67.6 66.1 
7510 67.1 65.9 65.4 67.6 68.3 68.5 
7576 73.4 n.9 73.0 75.8 74.8 74.1 
7506 n.6 71.3 71.7 73.5 n.3 71.0 
7502 71.4 70.7 70.2 73.7 73.2 n.6 
7514 67.5 66.7 66.6 70.0 68.8 67.2 

MEAN 69.9 69.4 69.2 71.8 70.7 69.8 
so 3.05 2.90 2.83 2.91 2.64 2.80 
N 8 8 8 8 8 8 

SEX: MALE 

UNITS: fL 

~eek 18 ~eek 26 

67.4 66.9 
69.8 67.9 
65.7 64.4 
66.5 64.5 

67.4 65.9 
1.77 1.75 

4 4 

----------------------------------------------------------------------------------------------------------------
GROUP: 4M:6.0 mg base/kg/day 

7535 71.1 71.4 70.9 74.0 70.9 69.4 69.9 67.8 
7511 66.1 66.0 65.7 68.5 65.0 61.9 61.8 61.9 
7530 67.4 67.2 66 .5 69.0 65.5 65.6 66.4 63.5 
7507 73.4 n.8 73.3 76.2 74.0 75.1 73.5 69.0 
7508 75.3 74.7 75.4 77.9 68.8 75.1 
7509 n.3 70.9 70.3 71.9 68.8 69.9 
7518 70.7 70.0 69.7 n.1 70.6 69.3 
7524 70.5 70.3 n.5 74.9 70.6 69.4 

MEAN 70.9 70.4 70.5 73.1 69.3 69.5 67.9 65.6 
so 3.00 2.81 3.29 3.32 2.96 4.41 4.99 3.39 
N 8 8 8 8 8 8 4 4 

(--)-Data Unavailable 
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STUDY ID: 097 
STUDY NO: 097 
ABBR: TMCH 

THIRTEEN WEEK ORAL TOXICITY STUDY OF WR 238605 
WITH A THIRTEEN WEEK RECOVERY PERIOD IN DOGS 

INDIVIDUAL ANIMAL REPORT BY GROUP 
TEST: Mean Corpuscular Hemoglobin 

ANIMAL ID Ueek ·3 Ueek -1 Ueek 2 Ueek 4 Ueek 8 Ueek 13 Ueek 18 

GROUP: 1M:O mg base/kg/day 
7531 24.1 24.1 24.2 
7532 24.4 24.2 24.1 
7512 24.3 24.3 24.4 
7515 24.1 24.3 23.6 
7521 25.3 25.0 25.4 
7533 24.1 24.5 25.0 
7520 24.5 25.0 24.8 
7505 24.0 23.9 23.8 

MEAN 24.4 24.4 24.4 
so 0.42 0.40 0.62 
N 8 8 8 

24.1 26.1 
24.6 25.9 
24.7 24.7 
24.2 24.1 
25.6 25.9 
25.1 23.7 
24.8 26.6 
24.5 25.9 

24.7 25.4 
0.48 1.05 

8 8 

24.7 
24.8 
25.0 
24.3 
25.7 
25.5 
25.1 
24.4 

24.9 
0.49 

8 

24.5 
25.3 
24.4 
24.1 

24.6 
0.51 

4 

~~c~ m·~ l' I I ~~ . 
I :J ; ' ~ ' I 
L...J uLJ _ru 

SEX: HALE 

UNITS: pg 

Ueek 26 

24.4 
25.5 
24.4 
24.2 

24.6 
0.59 

4 

-----------------------------------------------------------------------------------------------------------------------
GROUP: 2H:0.1 mg base/kg/day 
7527 23.5 23.8 23.5 23.3 25.0 23.8 23.9 23.7 
7519 24.6 24.5 24.7 25.0 25.7 25.7 25.3 25.2 
7529 23.3 23.5 23.8 24.7 25.8 24.8 25.0 24.1 
7536 24.9 24.9 24.5 24.6 26.5 24.7 24.9 25.1 
7503 23.9 23.9 24.0 24.2 25.6 24.4 
7523 25.2 25.3 25.5 25.5 25.5 26.0 
7517 23.7 24.2 24.4 24.6 24.3 24.3 
7528 23.8 24.3 23.8 24.2 23.8 24.6 

MEAN 24.1 24.3 24.3 24.5 25.3 24.8 24.8 24.5 
so 0.70 0.59 0.64 0.65 0.87 0.73 0.61 0.74 
N 8 8 8 8 8 8 4 4 

(··)·Data Unavailable 
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STUDY ID: 097 
STUDY NO: 097 
ABBR: TMCH 

THIRTEEN WEEK ORAL TOXICITY STUDY OF WR 238605 
WITH A THIRTEEN WEEK RECOVERY PERIOD IN DOGS 

INDIVIDUAL ANIMAL REPORT BY GROUP 
TEST: Mean Corpuscular Hemoglobin 

ANIMAL ID ~eek -3 ~eek -1 ~eek 2 ~eek 4 ~eek 8 ~eek 13 ~eek 18 

GROUP: 3M:2.0 mg base/kg/day 
7538 22.6 23.0 23.9 
7516 25.0 24.9 25.1 
7522 23.5 23.6 24.0 
7510 22.5 22.7 22.4 
7576 25.2 25.2 25.1 
7506 24.6 25.0 25.0 
7502 23.8 24.2 23.9 
7514 23.1 23.0 24.0 

MEAN 23.8 24.0 24.2 
so 1.05 1.01 0.91 
N 8 8 8 

24.0 24.8 
24.6 24.3 
24.2 23.7 
23.4 22.4 
25.8 27.1 
25.2 25.0 
24.6 26.5 
23.9 26.1 

24.5 25.0 
0.77 1.55 

8 8 

23.3 
24.3 
23.3 
22.9 
25.6 
25.1 
25.1 
23.6 

24.2 
1.02 

8 

23.4 
24.7 
23.5 
22.6 

23.6 
0.87 

4 

SEX: MALE 

UNITS: pg 

~eek 26 

24.1 
24.6 
23.4 
22.5 

23.7 
0.91 

4 

-----------------------------------------------------------------------------------------------------------------------
GROUP: 4M:6.0 mg base/kg/day 
7535 25.1 25.2 25.8 26.2 26.8 24.7 24.7 24.7 
7511 22.9 23.0 23.8 24.0 23.9 21.9 22.1 22.4 
7530 22.9 26.3 23.4 22.9 24.0 23.0 22.7 22.8 
7507 25.8 25.2 25.3 25.1 24.9 25.6 25.4 25.0 
7508 25.9 26.3 26.1 26.1 23.7 26.2 
7509 24.5 24.5 24.6 24.4 23.7 24.0 
7518 24.6 24.4 24.5 24.5 24.0 23.8 
7524 24.3 24.8 25.3 25.4 24.7 24.7 

MEAN 24.5 25.0 24.9 24.8 24.5 24.2 23.7 23.7 
so 1.15 1.08 0.95 1.11 1.04 1.38 1.58 1.31 
N 8 8 8 8 8 8 4 4 

(--)-Data unavailable 
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STUDY 10: 097 
STUDY NO: 097 
ABBR: TMCHC 

THIRTEEN WEEK ORAL TOXICITY STUDY OF WR 238605 
WITH A THIRTEEN WEEK RECOVERY PERIOD IN DOGS 

INDIVIDUAL ANIMAL REPORT BY GROUP 
TEST: Mean Copuscular Hemo. Cone. 

ANIMAL 10 ~eek ·3 ~eek -1 ~eek 2 ~eek 4 ~eek 8 ~eek 13 ~eek 18 

SEX: HALE 

UNITS: g/dL 

~eek 26 
--------------------------------------------------------------------------------------------------------------- --------

GROUP: 1M:O mg base/kg/day 
7531 34.4 34.9 35.3 34.6 37.0 35.1 35.4 35.4 
7532 34.2 34.3 34.4 34.7 36.4 34.5 35.8 35.9 
7512 34.1 34.2 34.9 35.1 35.0 34.9 35.1 35.1 
7515 34.2 34.6 33.8 35.2 34.5 34.8 34.9 34.9 
7521 34.9 34.7 35.1 35.6 35.8 35.4 
7533 33.0 33.8 34.3 34.7 34.4 35.5 
7520 34.0 35.3 35.3 35.2 37.5 35.8 
7505 33.8 33.9 33.8 34.8 37.1 35.4 

MEAN 34.1 34.5 34.6 35.0 36.0 35.2 35.3 35.3 
so 0.54 0.51 0.62 0.34 1.22 0.43 0.39 0.43 
N 8 8 8 8 8 8 4 4 

--------------·-------------------------------------------------------------------·-----------------------·------------
GROUP: 2M:0.1 mg base/kg/day 
7527 34.7 35.2 35.3 34.9 37.5 35.6 35.8 36.0 
7519 33.3 33.8 33.9 34.7 35.9 35.2 35.2 35.1 
7529 33.7 34.1 34.3 35.6 37.4 35.6 36.3 35.3 
7536 35.2 35.3 35.4 34.9 37.6 35.0 36.0 35.8 
7503 34.2 34.6 34.2 34.7 36.9 35.2 
7523 34.0 34.5 35.7 35.7 35.7 35.6 
7517 33.4 34.5 34.8 35.0 34.8 35.2 
7528 34.2 34.9 34.9 35.2 34.6 35.8 

MEAN 34.1 34.6 34.8 35.1 36.3 35.4 35.8 35.6 
so 0.64 0.51 0.64 0.38 1.22 0.28 0.46 0.42 
N 8 8 8 8 8 8 4 4 

(--)-Data Unavailable 
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STUDY ID: 097 
STUDY NO: 097 
ABBR: TMCHC 

THIRTEEN WEEK ORAL TOXICITY STUDY OF WR 238605 
WITH A THIRTEEN WEEK RECOVERY PERIOD IN DOGS 

INDIVIDUAL ANIMAL REPORT BY GROUP 
TEST: Mean Copuscular Heme. Cone. 

ANIMAL ID Yeek · 3 Yeek -1 Yeek 2 Week 4 Yeek 8 Yeek 13 Yeek 18 

GROUP: 3M:2.0 mg base/kg/day 
7538 34.2 34.4 35.0 
7516 34.0 34.1 35.0 
7522 34.5 35.0 36.0 
7510 33.5 34.4 34.3 
7576 34.3 34.5 34.4 
7506 33.9 35.0 34.9 
7502 33.3 34.2 34.0 
7514 34.2 34.6 36.0 

MEAN 34.0 34.5 35.0 
so 0.41 0.33 0.74 
N 8 8 8 

34.1 35.9 
33.1 33.9 
35.1 35.0 
34.7 32.8 
34.0 36.2 
34.3 34.5 
33.4 36.2 
34.2 37.9 

34.1 35.3 
0.64 1.59 

8 8 

34.3 
34.2 
35.3 
33.4 
34.5 
35.3 
34.6 
35.1 

34.6 
0.65 

8 

34.7 
35.4 
35.7 
34.0 

35.0 
0.76 

4 

j-l:' !21 8 ~ ILl ' j -,"J fl.J\\ 
L..l Jw L.ru 

SEX: HALE 

UNITS: g/ dL 

Yeek 26 

36. 1 
36.3 
36.3 
34.9 

35.9 
0.67 

4 

------------------------------- ---------------------------------------------------------------------- --- ----------- ----
GROUP: 4M:6.0 mg base/kg/day 
7535 35.3 35.3 36.3 35.4 37.8 35.6 35.4 36.5 
7511 34.6 34.9 36.3 35.0 36.8 35.4 35.9 36. 2 
7530 34.0 35.1 35.2 33.2 36.6 35.1 34.2 35 .9 
7507 35.1 34.6 34.5 32.9 33.6 34.1 34.6 36 .3 
7508 34.3 35.1 34.6 33.5 34.4 34.9 
7509 33.9 34.5 34.9 34.0 34.4 34.3 
7518 34.8 34.9 35.2 34.0 34.0 34.4 
7524 34.5 35.3 34.9 33.9 35.0 35.6 

MEAN 34.6 35.0 35.2 34.0 35.3 34.9 35.0 36 .2 
so 0.50 0.30 0.70 0.85 1.53 0.60 o.n 0.25 
N 8 8 8 8 8 8 4 4 

(--)-Data Unavailable 
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STUDY 10: 097 
STUDY NO: 097 
ABBR: RETICS 

THIRTEEN WEEK ORAL TOXICITY STUDY OF WR 238605 
WITH A THIRTEEN WEEK RECOVERY PERIOD IN DOGS 

INDIVIDUAL ANIMAL REPORT BY GROUP 
TEST: Reticulocytes (%RBCs) 

ANIMAL ID Week -3 Week -1 Week 2 Week 4 Week 8 Week 13 Week 18 

SEX: MALE 

UN ITS: X RBCs 

Week 26 
------------------------------------------------------------------------------------------------------------ ----- ---- --

GROUP: 1M:O mg base/kg/day 
7531 0.2 0.3 0.6 0.5 0.1 0.2 0.4 0.2 
7532 0.3 0.3 0.1 0.7 0.8 0.5 0.3 0.2 
7512 0.6 o.o 0.1 0.0 0.5 0.5 0.4 0.5 
7515 0.3 0.0 0.1 0.2 0.1 0.0 0.7 0.2 
7521 0.1 o.o 0.0 0.2 0.1 0.3 
7533 0.5 0.4 0.2 0.3 0.0 0.1 
7520 0.7 0.1 0.0 0.1 0.0 0.2 
7505 0.4 0.1 0.0 0.3 0.1 0.3 

MEAN 0.4 0.2 0.1 0.3 0.2 0.3 0.5 0.3 
so 0.20 0.16 0.20 0.22 0.29 0.18 0.17 0.15 
N 8 8 8 8 8 8 4 4 

-----------------------------------------------------------------------------------------------------------------------
GROUP: 2H:O. 1 mg base/kg/day 
7527 0.1 0.0 0.0 0.0 0.1 0.1 0.5 0.2 
7519 0.4 0.1 0.2 0.0 0.6 0.8 0.9 0.8 
7529 0.3 o.o 0.0 o.o 0.2 0.1 0.1 0.2 
7536 0.0 0.1 0.1 0.2 0.4 0.1 0.7 0.3 
7503 0.8 0.1 0.4 0.6 0.4 0.9 
7523 0.2 0.0 0.2 0.1 0.3 0.0 
7517 1.2 0.2 0.4 0.1 0.3 0.2 
7528 0.2 0.0 0.0 0.0 0.2 0.5 

MEAN 0.4 0.1 0.2 0.1 0.3 0.3 0.6 0.4 
so 0.40 0.07 0.17 0.21 0.16 0.35 0.34 0.29 
N 8 8 8 8 8 8 4 4 

(--)-Data Unavailable 
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THIRTEEN WEEK ORAL TOXICITY STUDY OF WR 238605 
WITH A THIRTEEN WEEK RECOVERY PERIOD IN DOGS 

lLJd/_~~ 

STUDY 10: 097 
STUDY NO: 097 
ABBR: RET! CS 

ANIMAL 10 Yeek -3 

INDIVIDUAL ANIMAL REPORT BY GROUP 
TEST: Reticulocytes (%RBCs) 

~eek -1 ~eek 2 ~eek 4 Yeek 8 ~eek 13 

GROUP: 3M:2.0 mg base/kg/day 
7538 0.1 0.2 0.8 0.8 0.6 0.6 
7516 0.3 0.3 0.4 0.6 0.6 1.1 
7522 0.8 0.0 0.3 0.6 0.7 1.2 
7510 1.2 0.1 0.4 0.3 1.2 0.9 
7576 0.5 0.0 0.0 0.7 0.6 0.9 
7506 0.4 0.2 0.3 0.4 0.7 0.3 
7502 0.3 0.0 0.4 0.7 0.5 0.3 
7514 0.5 0.3 0.2 0.8 0.4 0.8 

MEAN 0.5 0.1 0.4 0.6 0.7 0.8 
so 0.34 0.13 0.23 0.18 0.24 0.34 
N 8 8 8 8 8 8 

SEX: MALE 

UN ITS: X RBCs 

Yeek 18 Yeek 26 

0.4 0.9 
0.7 0.3 
0.5 0.3 
0.6 0. 1 

0.6 
0.13 

4 

0.4 
0.35 

4 

--- ---- ------ --------------------------------------------------- ---------------- -------------------- ---- ------- ----- ---
GROUP: 4M:6.0 mg base/kg/day 
7535 0.1 0.0 0.2 , .2 0.6 0.9 0.6 0.3 
7511 0.1 0.0 0.2 0.5 0.6 1.0 0.5 0. 1 
7530 o., 0.0 0.3 1.5 1.6 1.1 0.7 0.8 
7507 0.3 0.1 0.3 2.0 1.4 1.2 1.2 0.2 
7508 0.4 0.0 0.5 0.8 0.0 1. 0 
7509 0.3 0.2 0.5 1.0 0.0 2.1 
7518 0.3 0.1 0.0 0.7 1.9 1.2 
7524 0.5 0.1 0.5 1.0 0.9 0.9 

MEAN 0.3 0.1 0.3 1.1 0.9 1.2 0.8 0.4 
so 0.15 0.07 0.18 0.48 0.71 0.39 0.31 0.31 
N 8 8 8 8 8 8 4 4 

(-->-Data Unavailable 
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STUDY 10: 097 
STIA>Y NO: 097 
ABBR: NRBC 

THIRTEEN WEEK ORAL TOXICITY STUDY OF WR 238605 
WITH A THIRTEEN WEEK RECOVERY PERIOD IN DOGS 

INDIVIDUAL ANIMAL REPORT BY GROUP 
TEST: Nucleated Red Cells 

ANIMAL 10 Uee~ -3 Uee~ -1 Uee~ 2 Uee~ 4 Uee~ 8 Uee~ 13 Uee~ 18 

GROUP: 1M:O mg base/~g/day 
7531 0 0 0 
7532 0 0 0 
7512 0 0 1 
7515 1 0 0 
7521 0 0 1 
7533 0 0 0 
7520 0 0 0 
7505 0 0 0 

MEAN 0 0 0 
so 0.4 0.0 0.5 
N 8 8 8 

0 0 
0 1 
1 2 
0 0 
0 0 
0 0 
0 0 
0 0 

0 0 
0.4 0.7 

8 8 

0 
1 
0 
0 
0 
2 
0 
1 

1 
0.8 

8 

0 
0 
0 
4 

1 
2.0 

4 

f!1 ;:::J 
(~\ p., 
LrJ Lr 

SEX: MALE 

UNITS: COUNT 

Uee~ 26 

0 
0 
5 

2 
2.4 

4 

----------------------------------------------------------------------------------------------------------------- -- ----
GROUP: 2M:0.1 mg base/~g/day 
7527 0 0 1 3 0 0 0 1 
7519 0 0 0 0 2 0 3 0 
7529 0 0 0 0 0 1 0 0 
7536 0 0 0 1 0 7 0 0 
7503 1 0 1 3 2 0 
7523 0 0 0 0 3 2 
7517 0 0 0 0 0 1 
7528 0 0 0 0 0 0 

MEAN 0 0 0 1 1 1 1 0 
so 0.4 0.0 0.5 1.4 1.2 2.4 1.5 0.5 
N 8 8 8 8 8 8 4 4 

(·-)-Data Unavailable WBC corrected for NRBC = or > 10 
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STUDY ID: 097 
STUDY NO: 097 
ABBR : NRBC 

THIRTEEN WEEK ORAL TOXICITY STUDY OF WR 238605 
WITH A THIRTEEN WEEK RECOVERY PERIOD IN DOGS 

INDIVIDUAL ANIMAL REPORT BY GROUP 
TEST: Nucleated Red Cells 

ANIMAL ID ~eek -3 ~eek -1 ~eek 2 ~eek 4 ~eek 8 ~eek 13 ~eek 18 

GROUP: 3M:2.0 mg base/kg/day 
7538 0 0 0 
7516 0 0 0 
7522 0 1 0 
7510 0 0 0 
7576 0 0 1 
7506 1 0 0 
7502 2 0 0 
7514 0 0 0 

MEAN 0 0 0 
SD 0.7 0.4 0.4 
N 8 8 8 

1 
1 1 
0 0 
2 0 
1 2 
2 0 
0 0 
0 0 

1 1 
0.8 0.8 

8 8 

1 
0 
0 
1 
0 
1 
1 
0 

1 
0.5 

8 

0 
2 
0 
0 

1 
1.0 

4 

SEX: MALE 

UN ITS: COUNT 

~eek 26 

11 
0 
1 
2 

4 
5.1 

4 

------ ---- --- ---------------- ----------------------------------------------------------------------- --- ----------------
GROUP: 4M:6.0 mg base/kg/day 
7535 0 0 0 0 0 1 0 0 
7511 0 0 0 5 0 0 0 1 
7530 0 0 4 3 0 0 0 1 
7507 0 0 3 8 2 4 0 0 
7508 0 0 0 4 0 0 
7509 0 0 0 9 9 2 
7518 1 0 2 5 1 1 
7524 0 0 0 2 0 0 

MEAN 0 0 1 5 2 1 0 1 
so 0.4 0.0 1.6 3.0 3.1 1.4 0.0 0.6 
N 8 8 8 8 8 8 4 4 

C-- ) -Data Unava;Lable ~c corrected for NRBC = or > 10 
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STUDY ID: D97 
STUDY NO: D97 
ABBR: HB 

THIRTEEN WEEK ORAL TOXICITY STUDY OF WR 238605 
WITH A THIRTEEN WEEK RECOVERY PERIOD IN DOGS 

INDIVIDUAL ANIMAL REPORT BY GROUP 
TEST: Heinz Bodies 

ANIMAL ID Ueek -3 Ueek -1 Ueek 2 Ueek 4 Ueek 8 Ueek 13 ueek 18 

GROUP: 1M:D mg base/kg/day 
7531 D.6 D.D 
7532 D.5 D.D 
7512 D.5 D.D 
7515 D.1 D.D 
7521 D.D D.D 
7533 D.D D.D 
752D D.D D.D 
75D5 D.2 D.1 

MEAN D.2 D.D 
so D.26 D.D4 
N 8 8 

D.D D.D 
D.D D.D 
D.D D.D 
D.D D.D 
D.D D.D 
D.D D.D 
D.D D.D 
D.D D.D 

D.D D.D 
D.DD D.DD 

8 8 

D.D 
D.3 
D.2 
D.1 
D.D 
D.D 
D.D 
D.1 

D.1 
D.11 

8 

D.D 
D.D 
D.1 
D.D 
D.3 
D.D 
1.D 
D.6 

D.3 
D.37 

8 

D.D 
D.D 
D.D 
D.D 

D.D 
D.DD 

4 

SEX: MALE 

UNITS: " 

Ueek 26 

D.D 
D.D 
D.D 
D.D 

D.D 
D.DD 

4 

-----------------------------------------------------------------------------------------------------------------------
GROUP: 2M:D.1 mg base/kg/day 
7527 D.D D.D D.D D.D D.D D.6 D.D D.D 
7519 D.D D.D D.D D.D D.D D.3 D.D D.D 
7529 D.1 D.D D.D D.2 D.2 D.3 D.D D.D 
7536 D.O 0.0 0.0 D.D D.1 D.4 D.1 0.1 
75D3 D.D D.D D.O 0.0 0.1 1.1 
7523 O.D D.1 D.D D.D D.D D.1 
7517 0.2 O.D D.1 D.D 0.0 D.1 
7528 D.D D.D D.D O.D D.D O.D 

MEAN D.D D.D D.D D.D D.1 D.4 D.D D.D 
so D.07 0.04 D.D4 D.D7 D.08 D.35 D.D5 D.D5 
N 8 8 8 8 8 8 4 4 

(--)-Data Unavailable 
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STIJ>Y ID: 097 
STIJ>Y NO: 097 
ABBR: HB 

. THIRTEEN WEEK ORAL TOXICITY STUDY OF WR 238605 
WITH A THIRTEEN WEEK RECOVERY PERIOD IN DOGS 

INDIVIDUAL ANIMAL REPORT BY GROUP 
TEST: Heinz Bodies 

ANIMAL ID ~eek -3 ~eek -1 ~eek 2 ~eek 4 ~eek 8 ~eek 13 ~eek 18 

GROUP: 3H:2.0 mg base/kg/day 
7538 0.0 0.0 0.4 
7516 0.1 0.0 0.0 
7522 0.0 0.0 0.0 
7510 0.8 0.1 0.0 
7576 0.0 0.0 0.0 
7506 0.0 0.0 0.0 
7502 0.1 0.0 0.0 
7514 0.3 0.1 0.0 

MEAN 0.2 0.0 0.1 
SD 0.28 0.05 0.14 
N 8 8 8 

0.0 0.0 
0.0 0.2 
0.0 0.0 
0.2 0.2 
0.3 0.1 
0.0 0.1 
0.0 0.1 
0.0 0.0 

0.1 0.1 
0.12 0.08 

8 8 

0.3 
0.1 
0.1 
0.1 
0.0 
0.0 
0.1 
0.0 

0.1 
0.10 

8 

0.0 
0.0 
0.1 
0.0 

0.0 
0.05 

4 

ff,i!J: 
1 11 I ! ,.."'( 

!_:) U:J 

SEX: HALE 

UNITS: X 

~eek 26 

0.0 
0.0 
0.0 
0.0 

0.0 
0.00 

4 

-----------------------------------------------------------------------------------------------------------------------
GROUP: 4H:6.0 mg base/kg/day 
7535 0.0 0.0 0.0 0.0 0.1 0.0 0.0 0.0 
7511 0.0 0.0 0.0 0.3 0.0 0.2 0.0 0.0 
7530 0.0 0.1 0.0 0.0 0.0 0.1 0.0 0.0 
7507 0.0 0.0 0.1 0.0 0.1 0.0 0.0 0.0 
7508 0.1 0.1 0.0 0.0 0.3 0.0 
7509 0.0 0.1 0.0 0.0 0.0 0.5 
7518 0.2 0.0 0.0 0.0 0.2 0.0 
7524 0.0 0.0 0.1 0.0 0.2 0.0 

MEAN 0.0 0.0 0.0 0.0 0.1 0.1 0.0 0.0 
SD 0.07 0.05 0.05 0.11 0.11 0.18 0.00 0.00 
N 8 8 8 8 8 8 4 4 

( -- )-Data Unavailable 
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THIRTEEN WEEK ORAL TOXICITY STUDY OF WR 238605 
WITH A THIRTEEN WEEK RECOVERY PERIOD IN DOGS 

STUDY ID: 097 
STUDY NO: 097 
ABBR: XMETHGB 

INDIVIDUAL ANIMAL REPORT BY GROUP 
TEST: % Methemoglobin 

ANIMAL ID Yeek -3 Yeek -1 Yeek 2 Yeek 4 Yeek 8 Yeek 13 

GROUP: 1M:O mg base/kg/day 
7531 1.3 0.9 0.6 0.7 1.0 0.7 
7532 1.2 0.9 0.8 0.7 0.8 0.9 
7512 3.9 2.2 1.0 0.9 1.3 1.1 
7515 1.2 1.3 0.8 0.6 0.7 0.7 
7521 1.5 1.0 1.1 0.7 1.5 0.6 
7533 2.4 1.5 1.2 1.2 0.9 1.2 
7520 1.6 1.0 0.7 1.1 0.7 0.6 
7505 2.0 1.3 0.9 0.9 0.7 0.6 

MEAN 1.9 1.3 0.9 0.9 1.0 0.8 
so 0.91 0.44 0.20 0.21 0.30 0.24 
N 8 8 8 8 8 8 

SEX: MALE 

UNITS: X 

Yeek 18 Yeek 26 

0.8 0.5 
0.6 0.5 
0.6 0.8 
0.8 0.8 

0.7 
0.12 

4 

0.7 
0.17 

4 

-----------------------------------------------------------------------------------------------------------------------
GROUP: 2M:0.1 mg base/kg/day 
7527 2.2 1.3 1.2 1.1 1.1 1.1 0.8 0.8 
7519 4.4 2.8 2.2 1. 7 0.7 2.7 0.8 0.9 
7529 2.5 1.9 1.2 1.4 1.0 1.1 0.7 0.9 
7536 1.4 1.0 0.9 1.2 0.9 1.0 0.5 0.8 
7503 1.2 1.1 1.0 1.0 1.1 1.0 
7523 1.5 1.0 0.9 0.8 0.9 0.7 
7517 1.6 1.0 0.9 0.9 0.7 1.0 
7528 2.2 1.3 1.0 1.0 0.8 0.8 

MEAN 2.1 1.4 1.2 1.1 0.9 1.2 0.7 0.9 
so 1.03 0.63 0.44 0.29 0.16 0.63 0.14 0.06 
N 8 8 8 8 8 8 4 4 

(--)-Data Unavailable 
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THIRTEEN WEEK ORAL TOXICITY STUDY OF WR 238605 
WITH A THIRTEEN WEEK RECOVERY PERIOD IN DOGS 

STUDY ID: 097 
STUDY NO: 097 
ABBR: XMETHGB 

ANIMAL 10 ~eek -3 

INDIVIDUAL ANIMAL REPORT BY GROUP 
TEST: % Methemoglobin 

~eek -1 ~eek 2 ~eek 4 ~eek 8 ~eek 13 

GROUP: 3M:2.0 mg base/kg/day 
7538 2.3 2.1 16.1 21.0 21.6 19.2 
7516 1.3 0.7 10.1 10.9 9.9 9.2 
7522 3.3 2.8 19.8 18.8 17.8 17.4 
7510 1.9 1.3 9.4 11.2 9.5 8.3 
7576 0.9 0.9 10.7 12.0 10.9 10.9 
7506 2.2 1.7 11.0 14.8 11.5 10.8 
7502 1.4 1.1 12.3 13.4 12.8 11.8 
7514 2.3 1.9 14.6 16.2 15.0 15.2 

MEAN 2.0 1.6 13.0 14.8 13.6 12.9 
so 0. 75 0.70 3.58 3.67 4.25 3.96 
N 8 8 8 8 8 8 

SEX: MALE 

UNITS: X 

~eek 18 ~eek 26 

1.4 1.0 
0.6 0.8 
0.8 0.7 
0.5 0.7 

0.8 
0.40 

4 

0.8 
0.14 

4 

---------------------------------------------------------------------------------------------------------- -------------
GROUP: 4M:6.0 mg base/kg/day 
7535 1.9 1.0 14.3 14.9 16.3 14.4 3.8 0.7 
7511 1.4 0.9 10.1 13.1 14.4 11.0 1.9 1.0 
7530 1.9 1.6 23.1 21.7 22.8 19.2 5.3 0.9 
7507 2.3 2.8 22.2 22.3 23.1 25.5 4.0 0.8 
7508 1.6 1.0 9.2 10.0 11.5 11.5 
7509 1.3 0.8 16.8 17.0 17.0 11.4 
7518 1.6 1.8 13.0 16.6 20.0 22.4 
7524 2.7 1.8 25.7 24.4 25.1 27.3 

MEAN 1.8 1.5 16.8 17.5 18.8 17.8 3.8 0.9 
so 0.47 0.68 6.23 4.95 4. 75 6.67 1.40 0.13 
N 8 8 8 8 8 8 4 4 

I c--)-Data Unavailable 
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STUDY I D: 097 
STUDY NO: 097 
ABBR: PLT 

THIRTEEN WEEK ORAL TOXICITY STUDY OF WR 238605 
WITH A THIRTEEN WEEK RECOVERY PERIOD IN DOGS 

INDIVIDUAL ANIMAL REPORT BY GROUP 
TEST: Platelets 

ANIMAL ID ~eek -3 ~eek -1 ~eek 2 ~eek 4 ~eek 8 ~eek 13 ~eek 18 

GROOP: 1M:O mg base/kg/day 
7531 347 290 
7532 242 206 
7512 421 322 
7515 310 244 
7521 363 309 
7533 481 437 
7520 380 302 
7505 303 271 

MEAN 356 298 
SD 74.1 67.8 
N 8 8 

248 308 
179 197 
295 274 
226 218 
184 228 
352 369 
256 244 
231 212 

246 256 
56.9 58.0 

8 8 

284 
143 
275 
246 
235 
291 
244 
204 

240 
48.6 

8 

255 
183 
259 
221 
262 
330 
230 
185 

241 
47.7 

8 

284 
214 
295 
248 

260 
36.8 

4 

If: io) 
,.--.. 
' '' 1 r. \ I r-( ~I . :! ' L.~J LJ...! 

SEX: MALE 

UNITS: 10A3/ccm 

~eek 26 

259 
199 
294 
251 

251 
39.2 

4 

----------------------------------------------------------------------------------------------------------- --- -- -- -----
GROOP: 2H:0.1 mg base/kg/day 
7527 381 365 216 285 276 267 334 281 
7519 447 363 306 296 286 278 297 345 
7529 350 324 231 263 243 257 310 317 
7536 381 323 340 336 285 304 319 305 
7503 352 337 321 274 284 272 
7523 302 256 202 194 175 231 
7517 392 340 290 267 263 296 
7528 493 379 318 377 319 340 

MEAN 387 336 278 287 266 281 315 312 
so 59.5 38.1 53.5 54.0 42.8 32.9 15.6 26.6 
N 8 8 8 8 8 8 4 4 

(--)-Data Unavailable 
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THIRTEEN WEEK ORAL TOXICITY STUDY OF WR 238605 
WITH A THIRTEEN WEEK RECOVERY PERIOD IN DOGS 

STUDY I D: 097 
STUDY NO: 097 
ABBR: PLT 

ANIMAL ID Ueek -3 

INDIVIDUAL ANIMAL REPORT BY GROUP 
TEST: Platelets 

Ueek ·1 Ueek 2 Ueek 4 Ueek 8 Ueek 13 

GROUP: 3H:2.0 mg base/kg/day 
7538 373 340 245 111 1n 223 
7516 401 361 223 124 154 186 
7522 406 346 124 115 175 187 
7510 485 447 133 82 61 61 
7576 369 317 108 39 63 82 
7506 402 379 115 185 299 355 
7502 280 247 159 104 150 156 
7514 608 439 67 142 192 229 

MEAN 416 360 147 113 159 185 
so 96.1 64.8 60.0 42.5 75.8 91.9 
N 8 8 8 8 8 8 

SEX: HALE 

UNITS: 10"3/ccm 

\.leek 18 Ueek 26 

342 302 
416 394 
346 258 
266 199 

343 
61.3 

4 

288 
82.2 

4 

-----------------------------------------------------------------------------------------------------------------------
GROUP: 4H:6.0 mg base/kg/day 
7535 246 297 91 95 1n 166 299 306 
7511 391 376 121 132 403 569 518 310 
7530 334 234 92 144 215 270 217 264 
7507 438 344 97 62 86 110 221 264 
7508 389 234 97 52 291 100 
7509 449 401 93 72 291 195 
7518 449 361 120 54 115 202 
7524 271 279 75 126 155 166 

MEAN 371 316 98 92 217 222 314 286 
so 79.6 64.2 15.4 37.4 105.9 150.0 141.3 25.5 
N 8 8 8 8 8 8 4 4 

I (-·)·Data Unavailable 
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THIRTEEN WEEK ORAL TOXICITY STUDY OF WR 238605 
WITH A THIRTEEN WEEK RECOVERY PERIOD IN DOGS 

STUDY 10: 097 
STUDY NO: 097 
ABBR: PT 

INDIVIDUAL ANIMAL REPORT BY GROUP 
TEST: Prothrombin Time 

ANIMAL ID Yeek -3 Yeek -1 Yeek 2 Yeek 4 Yeek 8 Yeek 13 

GROUP: 1M:O mg base/kg/day 
7531 6.9 7.2 6.9 7.2 7.2 7.0 
7532 7.0 7.2 7.3 7.0 7.0 7.2 
7512 7.3 7.0 7.2 7.0 7.5 7.2 
7515 8.2 8.0 8.3 7.9 7.1 8.0 
7521 7.2 7.0 7.3 6.9 7.1 7.2 
7533 7.1 7.2 7.4 7.0 7.1 7.3 
7520 7.0 7.0 7.2 7.0 7.1 7.1 
7505 7.2 7.7 7.5 7.4 7.4 7.3 

MEAN 7.2 7.3 7.4 7.2 7.2 7.3 
so 0.41 0.37 0.41 0.33 0.17 0.30 
N 8 8 8 8 8 8 

SEX: MALE 

UNITS: sec 

Yeek 18 Yeek 26 

7.1 7.5 
6.9 7.1 
7.1 7.3 
7.8 8.3 

7.2 
0.39 

4 

7.6 
0.53 

4 

-----------------------------------------------------------------------------------------------------------------------
GROUP: 2M:0.1 mg base/kg/day 
7527 6.9 7.0 7.1 7.1 7.5 7.1 7.1 7.3 
7519 7.1 7.0 7.3 7.1 7.0 7.0 7.0 7.3 
7529 7.8 8.0 8.0 7.6 7.7 7.8 7.9 7.9 
7536 7.5 7.4 7.4 7.3 7.3 7.3 7.5 7.8 
7503 7.3 7.4 7.6 7.4 7.5 7.6 
7523 7.2 7.1 7.5 7.1 7.3 7.3 
7517 7.4 7.2 7.4 7.1 7.5 7.1 
7528 7.3 7.3 7.3 7.1 8.0 7.2 

MEAN 7.3 7.3 7.5 7.2 7.5 7.3 7.4 7.6 
so 0.27 0.33 0.27 0.19 0.30 0.27 0.41 0.32 
N 8 8 8 8 8 8 4 4 

I (--)-Data Unavailable 
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THIRTEEN WEEK ORAL TOXICITY STUDY OF WR 238605 
WITH A THIRTEEN WEEK RECOVERY PERIOD IN DOGS 

-----------------------------------------------------------------------------------------------------------------------
INDIVIDUAL ANIMAL REPORT BY GROUP 

TEST: Prothrombin Time 
----------------------------------------------------------------------------------------------------------·------------

STUDY 10: 097 
STUDY NO: 097 
ABBR: PT 

SEX: MALE 

UNITS: sec 

-----------------------------------------------------------------------------------------------------------------------
ANIMAL 10 Week ·3 Week ·1 Week 2 Week 4 Week 8 Week 13 Weelc 18 Week 26 

-----------------------------------------------------------------------------------------------------------------------
GROUP: 3M:2.0 mg base/kg/day 
7538 7.3 7.2 7.3 
7516 7.6 7.3 7.4 
7522 7.3 7.3 7.1 
7510 7.6 7.2 7.4 
7576 7.1 7.2 7.0 
7506 7.1 7.0 7.1 
7502 7.3 7.2 7.1 
7514 7.3 7.0 7.0 

MEAN 7.3 7.2 7.2 
so 0.19 0.12 0.17 
N 8 8 8 

6.9 7.1 
7.1 7.3 
6.8 7.2 
6.8 7.1 
6.9 7.0 
6.8 7.0 
6.8 7.2 
6.9 6.9 

6.9 7.1 
0.10 0.13 

8 8 

7.2 
7.2 
7.1 
6.9 
7.0 
6.9 
7.2 
6.9 

7.1 
0.14 

8 

7.3 7.4 
7.5 7.6 
7.3 7.4 
7.4 7.4 

7.4 
0.10 

4 

7.5 
0.10 

4 

-----------------------------------------------------------------------------------------------------------------------
GROUP: 4M:6.0 mg base/kg/day 
7535 7.2 7.0 7.0 6.7 8.0 7.0 7.2 7.5 
7511 7.4 7.3 7.1 6.8 6.9 6.9 7.0 7.4 
7530 7.2 7.1 7.1 6.9 6.9 7.0 7.1 7.3 
7507 7.4 7.0 7.1 6.9 7.3 7.0 7.2 7.4 
7508 7.3 7.2 7.1 6.9 7.1 7.1 
7509 7.3 7.2 7.2 6.9 7.2 7.2 
7518 7.3 7.2 7.1 6.8 7.0 6.9 
7524 7.0 7.3 7.1 7.0 7.1 7.1 

MEAN 7.3 7.2 7.1 6.9 7.2 7.0 7.1 7.4 
so 0.13 0.12 0.05 0.09 0.36 0.10 0.10 0.08 
N 8 8 8 8 8 8 4 4 

-----------------------------------------------------------·-----------------------------------------------------------
(··)·Data Unavailable 
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THIRTEEN WEEK ORAL TOXICITY STUDY OF WR 238605 
WITH A THIRTEEN WEEK RECOVERY PERIOD IN DOGS 

STUDY ID: 097 
STUDY NO: 097 
ABBR: APTT 

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

ANIMAL ID ~eek · 3 ~eek -1 ~eek 2 ~eek 4 ~eek 8 ~eek 13 

GROUP: 1M:O mg base/kg/day 
7531 11.2 11.1 10.5 10.0 9.8 10.5 
7532 12.4 11.6 10.9 10.8 9.2 10.9 
7512 12.7 11.9 11.1 10.8 11.2 10.9 
7515 12.6 12.3 11.5 10.9 11.9 10.8 
7521 12.0 11.4 9.8 9.9 10.3 10.0 
7533 12.3 11.6 10.6 11. 1 10.7 10.0 
7520 11.9 11.0 10.7 10.6 9.8 10.7 
7505 11.8 11.1 11.2 10.6 10.8 11.0 

MEAN 12.1 11.5 10.8 10.6 10.5 10.6 
so 0.49 0.45 0.52 0.43 0.87 0.40 
N 8 8 8 8 8 8 

SEX: MALE 

UNITS: sec 

~eek 18 ~eek 26 

10.3 10 .4 
11.1 11.1 
10.7 10 .7 
10.9 11.1 

10.8 
0.34 

4 

10.8 
0. 34 

4 

-- --- ------ --- ----------- ---- ---- ------- ----- ---- ----------------------------- ------ ------- ---- ------ ---------------- --
GROUP: 2M:0.1 mg base/kg/day 
7527 11.9 11.7 11.5 10.7 11.2 10.3 10.8 11.3 
7519 11.7 11.4 11. 1 11.2 10.5 11.1 10.3 10.4 
7529 11.0 10.8 10.5 9.9 10.1 10.1 10.2 12.3 
7536 11.4 11.3 10.8 11.0 11.0 10.7 10.5 10.5 
7503 13.4 11.8 11.2 10.3 10.4 10.0 
7523 10.9 10.9 10.0 9.8 9.7 9.3 
7517 13.7 13.0 12.9 13.0 12.3 12.4 
7528 11.7 10.9 10.3 10.3 10.1 10.7 

MEAN 12.0 11.5 11.0 10.8 10.7 10.6 10.5 11.1 
so 1.04 0. 72 0.90 1.03 0.82 0.92 0.26 0.88 
N 8 8 8 8 8 8 4 4 

------ ---- --- ---- --------- ----------- -- ----------- ----- ----- ------ --------- -------------- -- ---------- --- ------------ ---1 (--)-Data Unavailable 
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THIRTEEN WEEK ORAL TOXICITY STUDY OF WR 238605 
WITH A THIRTEEN WEEK RECOVERY PERIOD IN DOGS 

STUDY I D: 097 
STUDY NO: 097 
ABBR: APTT 

ANIMAL ID Ueek -3 

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

Ueek -1 Ueek 2 Ueek 4 Ueek 8 Ueel: 13 

GROUP: 3M:2.0 mg base/kg/day 
7538 11.8 12.3 11.0 10.7 10.7 11.2 
7516 11.9 12.4 10.9 10.9 10.4 10.5 
7522 11.2 10.2 10.3 10.9 9.8 9.9 
7510 11.3 11.6 10.5 10.4 10.5 10.5 
7576 11.5 11.1 10.5 10.7 9.9 10.1 
7506 10.9 10.8 10.1 10.3 10.0 10.2 
7502 11.8 10.9 10.3 9.8 10.0 10.2 
7514 11.6 10.9 10.6 10.4 10.5 10.2 

MEAN 11.5 11.3 10.5 10.5 10.2 10.4 
so 0.35 0.77 0.31 0.37 0.34 0.40 
N 8 8 8 8 8 8 

SEX: MALE 

UNITS: sec 

Ueel: 18 Ueek 26 

10.2 10.5 
10.3 10.3 
9.8 10.3 

10.4 10.4 

10.2 
0.26 

4 

10.4 
0.10 

4 

-----------------------------------------------------------------------------------------------------------------------
GROUP: 4M:6.0 mg base/kg/day 
7535 12.3 12.0 11.2 11.4 10.6 10.8 10.6 10.7 
7511 12 .5 11.2 9.9 11.1 10.6 10.1 10.4 10.6 
7530 11.8 12.0 10.8 11.0 10.2 11.0 10.8 10.5 
7507 11.6 10.9 10.2 11.3 9.8 10.4 10.4 10.5 
7508 11.9 12.3 11.2 11.2 10.7 10.8 
7509 11.9 11.5 10.6 11.1 10.7 10.9 
7518 10.9 10.9 10.5 11.0 10.3 11.9 
7524 11.7 11.5 10.6 11.2 10.6 11.0 

MEAN 11.8 11.5 10.6 11.2 10.4 10.9 10.6 10.6 
so 0.48 0.53 0.45 0.14 0.32 0.52 0.19 0.10 
N 8 8 8 8 8 8 4 4 

-----------------------------------------------------------------------------------------------------------------------1 (--)-Data Unavailable 
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THIRTEEN WEEK ORAL TOXICITY STUDY OF WR 2386 05 
WITH A THIRTEEN WEEK RECOVERY PERIOD IN DOGS 

STUDY ID: 097 
STUDY NO: 097 
ABBR: WBC 

INDIVIDUAL ANIMAL REPORT BY GROUP 
TEST: Leukocytes 

ANIMAL ID Week -3 Week -1 Week 2 Week 4 Week 8 Week 13 

GROUP: 1M:O mg base/kg/day 
7531 11.0 12.0 16.4 11.8 10.6 12.1 
7532 8.5 7.6 7.9 7.7 8.9 6.9 
7512 9.2 10.4 9.0 8.7 10.3 9.1 
7515 6.9 6.9 6.5 6.7 6.4 7.0 
7521 6.7 6.3 5.2 7.7 6.6 6.6 
7533 10.1 8.9 10.3 12.9 8.8 9.5 
7520 7.6 7.0 9.4 8.6 7.3 8.5 
7505 8.5 6.8 7.4 8.8 7.8 7.6 

MEAN 8.6 8.2 9.0 9.1 8.3 8.4 
so 1.51 2.03 3.40 2.14 1.59 1.83 
N 8 8 8 8 8 8 

SEX: MALE 

UNITS: 10"3/cnm 

Week 18 \leek 26 

10.9 9.5 
8.6 10.7 

11.4 11.2 
6.9 7.7 

9.5 
2.09 

4 

9.8 
1.56 

4 

-- ----- --- --------------------- --- -- -- -- --------- ---- ------ ------------------------------------ ----- ----------- ------- -
GROUP: 2M:0.1 mg base/kg/day 
7527 8.6 8.1 11.9 10.3 11.3 9.3 10.4 10.6 
7519 9.2 7.4 7.1 7.7 7.8 8.6 7.8 9. 2 
7529 7.3 12.6 6.9 6.5 7.6 6.6 9.2 11.0 
7536 10.1 10.1 9.4 9.0 10.4 8.3 8.4 9.9 
7503 8.2 8.6 8.3 6.9 8.4 9.4 
7523 6.9 9.5 8.4 7.8 5.5 6.3 
7517 14.9 12.4 13.1 11.7 10.8 11.0 
7528 11.1 13.2 15.1 10.0 10.4 9.9 

MEAN 9.5 10.2 10.0 8.7 9.0 8.7 9.0 10.2 
so 2.57 2.23 3.00 1.82 2.02 1.60 1.12 0.79 
N 8 8 8 8 8 8 4 4 

( -- )-Data Unavailable WBC corrected for NRBC = or > 10 
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THIRTEEN WEEK ORAL TOXICITY STUDY OF WR 238605 
WITH A THIRTEEN WEEK RECOVERY PERIOD IN DOGS 

STUDY ID: 097 
STUDY NO: 097 
ABBR: IJBC 

ANIMAL ID IJeek -3 

INDIVIDUAL ANIMAL REPORT BY GROUP 
TEST: Leukocytes 

IJeek -1 IJeek 2 IJeek 4 IJeek 8 IJeek 13 

GROUP: 3M:2.0 mg base/kg/day 
7538 7.6 8.6 10.0 9.0 10.6 9.9 
7516 9.8 10.4 11.7 10.4 8.7 11. 1 
7522 7.3 7.3 9.8 9.4 8.7 9.2 
7510 9.1 7.9 8.7 10.3 8.6 12.2 
7576 9.9 6.0 8.6 11.0 10.3 11.6 
7506 11.6 12.5 10.2 11.6 9.0 12.7 
7502 7.9 8.2 8.5 9.4 11.3 12.2 
7514 10.1 9.6 17.1 13.4 12.5 12.3 

MEAN 9.2 8.8 10.6 10.6 10.0 11.4 
so 1.48 2.01 2.84 1.44 1.45 1.25 
N 8 8 8 8 8 8 

SEX: HALE 

UNITS: 10"3/cnm 

IJeek 18 IJeek 26 

7.9 8.9 
8.8 7.7 
5.4 7.6 
7.4 10.0 

7.4 
1.44 

4 

8.6 
1.13 

4 

-----------------------------------------------------------------------------------------------------------------------
GROUP: 4M:6.0 mg base/kg/day 
7535 6.5 9.1 10.3 11.3 12.7 13.1 9.4 7.9 
7511 8.1 8.5 7.2 7.6 11.7 10 .5 8.5 8.2 
7530 9.9 10.1 9.4 11.1 10.7 14.5 10.2 7.7 
7507 7.8 10.7 8.3 8.2 9.6 10.0 10.0 8.9 
7508 8.9 9.2 8.6 8.4 10.1 9.3 
7509 10.0 10.1 9.4 11.2 13.6 15.3 
7518 5.9 7.9 8.1 7.0 8.2 12.6 
7524 11.2 11.2 10.0 12.5 14.1 18.3 

MEAN 8.5 9.6 8.9 9.7 11.3 13.0 9.5 8.2 
so 1.81 1.12 1.05 2.08 2.05 3.04 0.76 0.53 
N 8 8 8 8 8 8 4 4 

<--)-Data Unavailable IJBC corrected for NRBC = or > 10 
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THIRTEEN WEEK ORAL TOXICITY STUDY OF WR 238605 
WITH A THIRTEEN WEEK RECOVERY PERIOD IN DOGS 

STUDY ID: 097 
STUDY NO: 097 
ABBR: M. Neutrop 

INDIVIDUAL ANIMAL REPORT BY GROUP 
TEST: M. Neutrophile 

ANIMAL ID ~eek -3 ~eek -1 ~eek 2 ~eek 4 ~eek 8 ~eek 13 

GROUP: 1M:D mg base/kg/day 
7531 5.9 7.9 12.3 7.2 6.0 7.5 
7532 4.8 4.7 5.5 4.5 6.2 4.4 
7512 4.9 7.7 5.7 5.2 5.7 5.7 
7515 3.4 4.3 4.0 4.2 4.4 5.0 
7521 4.1 4.2 3.1 5.7 4.0 3.7 
7533 5.5 5.2 6.3 9.0 5.4 5.2 
7520 4.3 4.3 5.5 6.2 4.0 5.1 
7505 5.7 3.5 4.2 6.6 4.7 4.5 

MEAN 4.8 5.2 5.8 6.1 5.1 5.1 
so 0.86 1.66 2.82 1.56 0.89 1.13 
N 8 8 8 8 8 8 

SEX: MALE 

UNITS: 10"3/crrm 

~eek 18 ~eek 26 

7.2 5.8 
5.8 7.3 
6.4 7.2 
4.6 5.2 

6.0 
1.10 

4 

6.4 
1.04 

4 

--- ----·--------------------------------------------------------------------------------------------- -------------- ----
GROUP: 2M:D.1 mg base/kg/day 
7527 5.9 5.0 7.0 6.0 7.6 5.4 6.7 8 .0 
7519 4.0 3.6 3.6 3.3 3.8 4.7 3.5 5.4 
7529 4.5 10.6 4.0 3.1 3.7 3.4 5.7 8 .4 
7536 7.1 6.9 5.6 6.1 7.0 6.1 5.5 6.1 
7503 5.2 4.8 4.6 3.4 5.1 5.3 
7523 3.6 6.4 5.5 4.8 3.1 3.8 
7517 8.8 7.4 8.4 6.4 5.8 6.3 
7528 4.4 7.7 10.7 4.7 5.7 6.0 

MEAN 5.4 6.6 6.2 4.7 5.2 5.1 5.4 7.0 
so 1.76 2.16 2.41 1.35 1.61 1.08 1.34 1.45 
N 8 8 8 8 8 8 4 4 

(--)-Data Unavailable ~BC corrected for NRBC = or > 10 
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THIRTEEN WEEK ORAL TOXICITY STUDY OF WR 238605 
WITH A THIRTEEN WEEK RECOVERY PERIOD IN DOGS 

STUDY I D: 097 
STIA>Y NO: 097 
ABBR: M. Neutrop 

INDIVIDUAL ANIMAL REPORT BY GROUP 
TEST: M. Neutrophile 

ANIMAL ID Week -3 Week -1 Week 2 Week 4 Week 8 Week 13 

GROUP: 3M:2.0 mg base/kg/day 
7538 4.3 5.1 5.7 4.8 7.0 6.9 
7516 6.9 7.0 7.5 6.8 5.0 8.4 
7522 4.6 4.3 7.4 5.9 5.6 6.0 
7510 6.2 4.4 5.6 6.1 4.0 8.3 
7576 5.7 3.8 5.8 8.1 7.1 8.1 
7506 6.8 8.3 6.7 8.2 4.7 8., 
7502 3.6 4.4 5.3 5.9 7.0 7.7 
7514 5.9 5.5 12.0 8.3 7.4 8.4 

MEAN 5.5 5.4 7.0 6.8 6.0 7.7 
so 1.21 1.55 2.19 1.31 1.31 0.86 
N 8 8 8 8 8 8 

SEX: MALE 

UNITS : 10"3/cmn 

Week 18 Week 26 

5.0 6.0 
5.5 4.5 
2.8 4.8 
3.5 6.7 

4.2 
1.26 

4 

5.5 
1.03 

4 

- - --- - ---- - ------------------- - --------------------------- ~ - - ------- - -------------- - -------- - -------- ----------------- -
GROUP: 4H:6.0 mg base/kg/day 
7535 4.4 6.7 7.5 8.5 10.0 10.0 7.2 5.0 
7511 3.9 4.9 2.7 4.0 6.2 7.5 5.7 4. 1 
7530 5.0 6.6 5.8 7.0 7.2 10.3 6.3 4.8 
7507 4.4 6.3 5.2 4.4 5.9 5.7 5.2 6.0 
7508 5.1 6.3 5.8 5.4 6.8 6.5 
7509 6.1 4.9 6.3 7.2 9.8 11.2 
7518 3.8 5.8 5.1 4.5 4.8 9.7 
7524 6.4 5.7 5.2 8.8 10.2 12.4 

MEAN 4.9 5.9 5.5 6.2 7.6 9.2 6.1 5.0 
SD 0.96 0.71 1.36 1.90 2.10 2.35 0.86 0.78 
N 8 8 8 8 8 8 4 4 

( --)-Data Unavailable WBC corrected for NRBC = or > 10 
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THIRTEEN WEEK ORAL TOXICITY STUDY OF WR 238605 
WITH A THIRTEEN WEEK RECOVERY PERIOD IN DOGS 

STUDY 10: 097 
STUDY NO: 097 
ABBR: I. Neutrop 

INDIVIDUAL ANIMAL REPORT BY GROUP 
TEST: I. Neutrophile 

ANIMAL 10 ~eek -3 ~eek -1 ~eek 2 ~eek 4 ~eek 8 ~eek 13 

GROOP: 1M:O mg base/kg/day 
7531 0.2 0.1 0.2 0.8 0.1 0.8 
7532 0.0 0.2 0.1 0.2 0.3 0.3 
7512 0.2 0.2 0.1 0.3 0.3 0.3 
7515 0.0 0.1 0.4 0.3 0.2 0.4 
7521 0.0 0.1 0.1 0.2 0.3 0.2 
7533 0.0 0.2 0.6 0.8 0.5 0.5 
7520 0.1 0.2 0.6 0.5 0.4 0.0 
7505 0.0 0.1 0.3 0.3 0.2 0.2 

MEAN 0.1 0.2 0.3 0.4 0.3 0.3 
so 0.09 0.05 0.21 0.25 0.12 0.24 
N 8 8 8 8 8 8 

SEX: MALE 

UNITS: 10"3/cnm 

~eek 18 ~eek 26 

0.3 0.1 
0.0 0.1 
0.3 0.2 
0.2 0.3 

0.2 
0.14 

4 

0.2 
0.10 

4 

-----------------------------------------------------------------------------------------------------------------------
GROOP: 2M:0.1 mg base/kg/day 
7527 0.0 0.2 0.4 0.8 0.2 0.3 0.3 0.1 
7519 0.1 0.0 0.3 0.3 0.2 0.1 0.1 0.4 
7529 0.1 0.1 0.4 0.3 0.2 0.2 0.1 0.1 
7536 0.0 0.2 0.4 0.4 0.2 0.2 0.4 0.3 
7503 0.1 0.3 0.2 0.5 0.3 0.2 
7523 0.0 0.1 0.3 0.2 0.1 0.2 
7517 0.1 0.4 0.5 0.4 0.4 0.6 
7528 0.1 0.4 0.5 0.5 0.4 0.1 

MEAN 0.1 0.2 0.4 0.4 0.3 0.2 0.2 0.2 
so 0.05 0.15 0.10 0.18 0.11 0.16 0.15 0.15 
N 8 8 8 8 8 8 4 4 

-----------------------------------------------------------------------------------------------------------------------
C--)-Data Unavailable ~C corrected for NRBC = or > 10 
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THIRTEEN WEEK ORAL TOXICITY STUDY OF WR 238605 
WITH A THIRTEEN WEEK RECOVERY PERIOD IN DOGS 

STUDY ID: 097 
STUDY NO: 097 
ABBR: I. Neutrop 

ANIMAL ID ~eek -3 

INDIVIDUAL ANIMAL REPORT BY GROUP 
TEST: I. Neutrophile 

~eek -1 ~eek 2 ~eek 4 ~eek 8 ~eek 13 

GROUP: 3M:2.0 mg base/kg/day 
7538 0.0 0.3 0.2 0.7 0.3 0.3 
7516 0.1 0.2 0.1 0.9 0.4 0.1 
7522 0.1 0.2 0.5 0.4 0.0 0.1 
7510 0.0 0.5 0.5 0.9 0.9 0.1 
7576 0.3 0.0 0.4 0.7 0.2 0.5 
7506 0.2 0.1 0.2 1.2 0.5 0.9 
7502 0.2 0.1 0.0 0.2 0.0 0.6 
7514 0.0 0.1 0.9 0.7 0.5 0.0 

MEAN 0.1 0.2 0.4 0.7 0.4 0.3 
so 0.11 0.16 0.29 0.31 0.30 0.32 
N 8 8 8 8 8 8 

SEX: MA LE 

UNITS: 10"3/crrm 

~eek 18 ~eek 26 

0.5 0.0 
0.4 0. 4 
0.1 0. 2 
0.7 0.0 

0.4 
0.25 

4 

0.2 
0. 19 

4 

----------------------------- -------------------------------------------------- -- ------------- ------- ------------------
GROUP: 4M:6.0 mg base/kg/day 
7535 0.1 0.2 0.3 0.6 0.3 0.3 0.1 0.3 
7511 0.1 0.2 0.0 0.3 0.2 0.3 0.2 0.3 
7530 0.2 0.0 0.4 0.7 0.5 0.7 0.1 0.2 
7507 0.0 0.0 0.3 0.7 0.5 0.3 0.2 0.1 
7508 0.1 0.1 0.2 0.3 0.5 · 0.2 
7509 0.1 0.2 0.3 0.7 0.8 0.5 
7518 0.0 0.1 0.2 0.4 0.8 0.1 
7524 0.0 0.1 0.3 0.4 0.6 0.9 

MEAN 0.1 0.1 0.3 0.5 0.5 0.4 0.2 0.2 
so 0.07 0.08 0.12 0.18 0.21 0.27 0.06 0.10 
N 8 8 8 8 8 8 4 4 

(--)-Data unavailable ~c corrected for NRBC = or > 10 
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THIRTEEN WEEK ORAL TOXICITY STUDY OF WR 238605 
WITH A THIRTEEN WEEK RECOVERY PERIOD IN DOGS 

STUOY ID: 097 
STUDY NO: 097 
ABBR: Lymphocyte 

INDIVIDUAL ANIMAL REPORT BY GROUP 
TEST: Lymphocytes 

ANIMAL ID ~eek ·3 ~eek -1 ~eek 2 ~eek 4 ~eek 8 ~eek 13 

GROOP: 1M:O mg base/kg/day 
7531 4.1 3.1 2.8 3.1 3.7 3.1 
7532 3.1 1.9 1.7 2.4 1.8 1.6 
7512 3.3 1.9 2.8 2.9 3.7 2.5 
7515 2.5 1.9 1.8 1.7 1.5 1.1 
7521 2.4 1.7 1.5 1.2 1.7 2.0 
7533 3.5 2.6 2.7 2.3 2.0 2.3 
7520 2.8 2.0 2.4 1.4 2.3 2.3 
7505 2.3 2.9 2.5 1.2 2.4 1.8 

MEAN 3.0 2.3 2.3 2.0 2.4 2.1 
so 0.62 0.53 0.53 0.76 0.86 0.61 
N 8 8 8 8 8 8 

SEX: HALE 

UNITS: 10"3/cnm 

~eek 18 ~eek 26 

2.8 2.8 
2.1 2.9 
3.3 2.6 
1.7 2.0 

2.5 
0.71 

4 

2.6 
0.40 

4 

-----------------------------------------------------------------------------------------------------------------------
GROOP: 2M:O. 1 mg base/kg/day 
7527 1.7 2.4 3.2 2.9 2.4 2.1 2.7 1.4 
7519 4.3 3.6 2.4 3.2 3.1 2.7 3.4 2.7 
7529 2.2 1.1 1.8 2.3 2.4 2.5 2.2 2.0 
7536 2.4 2.3 2.7 1.5 2.5 1.6 2.1 2.4 
7503 2.5 2.7 3.2 2.4 1.8 3.7 
7523 2.6 2.6 2.0 2.2 1.4 1.7 
7517 4.2 2.9 2.2 3.4 3.1 2.5 
7528 4.4 2.9 2.6 3.5 3.5 2.5 

MEAN 3.0 2.6 2.5 2.7 2.5 2.4 2.6 2.1 
so 1.08 0.71 0.52 0.69 0.70 0.66 0.59 0.56 

N 8 8 8 8 8 8 4 4 

(··)·Data Unavailable WBC corrected for NRBC = or > 10 
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THIRTEEN WEEK ORAL TOXICITY STUDY OF WR 238605 
WITH A THIRTEEN WEEK RECOVERY PERIOD IN DOGS 

STUDY ID: 097 
STUDY NO: 097 
ABBR: Lymphocyte 

ANIMAL ID Week -3 

INDIVIDUAL ANIMAL REPORT BY GROUP 
TEST: Lymphocytes 

Week -1 Week 2 Week 4 Week 8 Week 13 

GROUP: 3M:2.0 mg base/kg/day 
7538 2.6 2.5 2.9 2.5 1.9 1.4 
7516 2.5 2.8 2.8 2.0 2.4 1.9 
7522 2.1 2.3 1.2 1.5 1.7 1.7 
7510 1.9 1.9 1.7 2.2 2.3 2.6 
7576 2.8 1.6 1.9 1.0 1.8 1.4 
7506 3.8 3.5 2.2 1.3 3.1 2.9 
7502 3.2 3.0 2.8 2.8 2.9 3.2 
7514 3.1 2.9 3.1 3.4 3.6 2.3 

MEAN 2.8 2.6 2.3 2.1 2.5 2.2 
so 0.62 0.62 0.68 0.81 0.68 0.68 
N 8 8 8 8 8 8 

SEX: MALE 

UNITS: 10"3/cnm 

Week 18 Week 26 

1.8 2.0 
2.2 2.5 
1.7 1.2 
2.4 2.5 

2.0 
0.33 

4 

2.1 
0.61 

4 

------------·---·--------------------------------------------------·-----··-----------------------·----------·---------
GROUP: 4M:6.0 mg base/kg/day 
7535 1.6 1. 7 1.9 1.1 1. 5 1.8 1.0 1.9 
7511 3.3 2.8 3.9 2.8 3.6 2.2 2.0 3.3 
7530 3.7 2.3 1.8 1.3 1. 7 1.9 1.9 1.8 
7507 2.7 3.2 2.1 2.2 2.4 2.5 2.9 2.3 
7508 3.4 2.1 2.0 1.9 1.2 1.6 
7509 2.8 4.2 1.8 2.1 1.8 2.0 
7518 1.7 1.7 2.1 1.5 1.8 1.3 
7524 2.8 3.8 2.5 1.9 1.1 1.6 

MEAN 2.8 2.7 2.3 1.9 1.9 1.9 2.0 2.3 
so 0.76 0.94 0.70 0.55 0.80 0.38 0.78 0.68 
N 8 8 8 8 8 8 4 4 

<--)-Data Unavailable wac corrected for NRBC = or > 10 
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THIRTEEN WEEK ORAL TOXICITY STUDY OF WR 238605 
WITH A THIRTEEN WEEK RECOVERY PERIOD IN DOGS 

INDIVIDUAL ANIMAL REPORT BY GROUP 
TEST: Monocytes 

----._ 
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STUDY 10: 097 
STUDY NO: 097 
ABBR: Honocytes 

SEX: HALE 

ANIMAL 10 Week -3 Week ·1 Week 2 

GRCXJP: 1H:O mg base/kg/day 
7531 0.6 0.5 0.7 
7532 0.3 0.6 0.3 
7512 0.6 0.6 0.5 
7515 0.8 0.4 0.1 
7521 0.1 0.2 0.2 
7533 0.9 0.6 0.6 
7520 0.3 0.3 0.7 
7505 0.3 0.2 0.4 

MEAN 0.5 0.4 0.4 
so 0.28 0.18 0.23 
N 8 8 8 

Week 4 Week 8 

0.2 0.3 
0.5 0.4 
0.3 0.4 
0.3 0.1 
0.3 0.2 
0.5 0.7 
0.5 0.3 
0.6 0.4 

0.4 0.4 
0.14 0.18 

8 8 

Week 13 

0.4 
0.3 
0.4 
0.2 
0.4 
0.8 
0.9 
0.5 

0.5 
0.24 

8 

Week 18 Week 26 

0.2 0.6 
0.3 0.2 
1.1 0.8 
0.1 0.1 

0.4 
0.46 

4 

0.4 
0.33 

4 

-----------------------------------------------------------------------------------------------------------------------
GRCXJP: 2H:0.1 mg base/kg/day 
7527 0.7 0.3 1.0 0.5 1.0 1.2 0.5 0.5 
7519 0.4 0.2 0.6 0.7 0.3 0.4 0.5 0.3 
7529 0.4 0.8 0.5 0.5 0.7 0.5 1. 1 0.4 
7536 0.6 0.7 0.2 0.7 0.3 0.2 0.2 0.6 
7503 0.2 0.8 0.2 0.5 0.8 0.2 
7523 0.5 0.4 0.5 0.6 0.5 0.4 
7517 1.0 0.7 1.0 0.6 1.0 0.7 
7528 2.0 2.2 1.4 1.0 0.2 0.9 

MEAN 0.7 0.8 0.7 0.6 0.6 0.6 0.6 0.5 
so 0.57 0.63 0.42 0.17 0.32 0.35 0.38 0.13 
N 8 8 8 8 8 8 4 4 

(-·)·Data Unavailable WBC corrected for NRBC = or > 10 
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THIRTEEN WEEK ORAL TOXICITY STUDY OF WR 238605 
WITH A THIRTEEN WEEK RECOVERY PERIOD IN DOGS 

STUDY 10: 097 
STUDY NO: 097 
ABBR: Monocytes 

ANIMAL 10 Week -3 

INDIVIDUAL ANIMAL REPORT BY GROUP 
TEST: Monocytes 

Week -1 Week 2 Week 4 Week 8 Week 13 

GROUP: 3M:2.0 mg base/kg/day 
7538 0.6 0.5 1.2 0.9 1.0 0.9 
7516 0.3 0.3 1.2 0.5 0.7 0.6 
7522 0.2 0.4 0.6 1.2 1.0 1.0 
7510 0.5 0.7 0.4 0.8 0.7 0.7 
7576 0.9 0.2 0.4 1.1 0.8 0.8 
7506 0.5 0.3 0.7 0.2 0.4 0.8 
7502 0.2 0.2 0.3 0.4 1.0 0.7 
7514 0.8 1.0 1.2 0.9 0.8 1.4 

MEAN 0.5 0.5 0.8 0.8 0.8 0.9 
so 0.26 0.28 0.39 0.35 0.21 0.25 
N 8 8 8 8 8 8 

SEX: MALE 

UNITS: 10"3/cnm 

Week 18 Week 26 

0.3 0.4 
0.5 0.3 
0.3 0.1 
0.3 0.4 

0.4 
0.10 

4 

0.3 
0.14 

4 

-----------------------------------------------------------------------------------------------------------------------
GROUP: 4M:6.0 mg base/kg/day 
7535 0.4 0.5 0.5 1.0 0.6 0.9 0.6 0.2 
7511 0.6 0.4 0.5 0.5 1.2 0.5 0.3 0.3 
7530 0.6 0.9 1.4 1.9 1.0 1.3 1.0 0.5 
7507 0.3 0.6 0.6 0.8 0.6 0.8 0.9 0.2 
7508 0.2 0.5 0.5 0.5 0.9 0.6 
7509 0.4 0.4 0.4 0.9 0.7 0.9 
7518 0.4 0.2 0.7 0.4 0.6 1.3 
7524 1.1 0.6 0.8 1.4 1.4 2.0 

MEAN 0.5 0.5 0.7 0.9 0.9 1.0 0.7 0.3 
so 0.28 0.20 0.32 0.51 0.31 0.48 0.32 0.14 
N 8 8 8 8 8 8 4 4 

(--)-Data Unavailable WBC corrected for NRBC = or > 10 
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THIRTEEN WEEK ORAL TOXICITY STUDY OF WR 238605 
WITH A THIRTEEN WEEK RECOVERY PERIOD IN DOGS 

STUDY ID: 097 
STUDY NO: 097 
ABBR: Eosinophil 

INDIVIDUAL ANIMAL REPORT BY GROUP 
TEST: Eosinophile 

ANIMAL ID ~eek -3 ~eek -1 ~eek 2 ~eek 4 ~eek 8 ~eek 13 

GROUP: 1M:O mg base/kg/day 
7531 0.2 0.4 0.5 0.5 0.4 0.2 
7532 0.3 0.2 0.4 0.1 0.2 0.2 
7512 0.3 0.0 0.0 0.0 0.2 0.2 
7515 0.3 0.1 0.3 0.1 0.2 0.3 
7521 0.1 0.1 0.4 0.4 0.4 0.3 
7533 0.2 0.4 0.1 0.3 0.2 0.8 
7520 0.2 0.2 0.2 0.0 0.2 0.3 
7505 0.3 0.1 0.0 0.1 0.2 0.5 

MEAN 0.2 0.2 0.2 0.2 0.3 0.4 
so 0.07 0.15 0.19 0.19 0.09 0.21 
N 8 8 8 8 8 8 

~eek 18 

0.3 
0.4 
0.2 
0.3 

0.3 
0.08 

4 

ffilmm I L; ! I ' . ' I 
L.:..l iJ ~ 

SEX: MALE 

~eek 26 

0.3 
0.2 
0.4 
0.2 

0.3 
0.10 

4 

-------------------------~------------------------------------------------------------------------------------- - -------
GROUP: 2H:0.1 mg base/kg/day 
7527 0.3 0.2 0.4 0.1 0.1 0.3 0.2 0.6 
7519 0.4 0.1 0.2 0.2 0.3 0.7 0.3 0.5 
7529 0.1 0.0 0.2 0.3 0.6 0.1 0.1 0.1 
7536 0.0 0.0 0.5 0.3 0.4 0.3 0.2 0.5 
7503 0.2 0.1 0.2 0.1 0.4 0.1 
7523 0.2 0.1 0.2 0.1 0.4 0.3 
7517 0.7 1.0 0.9 0.9 0.4 1.0 
7528 0.1 0.0 0.0 0.3 0.5 0.4 

MEAN 0.3 0.2 0.3 0.3 0.4 0.4 0.2 0.4 
so 0.22 0.34 0.28 0.26 0.15 0.31 0.08 0.22 
N 8 8 8 8 8 8 4 4 

(--)-Data Unavailable ~BC corrected for NRBC = or > 10 
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THIRTEEN WEEK ORAL TOXICITY STUDY OF WR 238605 
WITH A THIRTEEN WEEK RECOVERY PERIOD IN DOGS 

STUDY ID: 097 
STUDY NO: 097 
ABBR: Eosinophil 

ANIMAL ID ~eek -3 

INDIVIDUAL ANIMAL REPORT BY GROUP 
TEST: Eosinophile 

~eek -1 ~eek 2 ~eek 4 ~eek 8 ~eek 13 

GROUP: 3M:2.0 mg base/kg/day 
7538 0.2 0.3 0.0 0.1 0.4 0.4 
7516 0.1 0.1 0.1 0.2 0.1 0.1 
7522 0.2 0.1 0.1 0.4 0.4 0.4 
7510 0.5 0.4 0.5 0.3 0.7 0.5 
7576 0.2 0.3 0.1 0.1 0.4 0.8 
7506 0.2 0.4 0.3 0.7 0.4 0.0 
7502 0.6 0.4 0.2 0.1 0.3 0.0 
7514 0.3 0.2 0.0 0.1 0.3 0.2 

MEAN 0.3 0.3 0.2 0.3 0.4 0.3 
so 0.17 0.13 0.17 0.21 0.17 0.28 
N 8 8 8 8 8 8 

SEX: MALE 

~eek 18 ~eek 26 

0.3 0.6 
0.2 0.0 
0.5 1.4 
0.6 0.4 

0.4 
0.18 

4 

0.6 
0.59 

4 

-----------------------------------------------------------------------------------------------------------------------
GROUP: 4M:6.0 mg base/kg/day 
7535 0.0 0.0 0.1 0.1 0.3 0.1 0.5 0.5 
7511 0.2 0.2 0.1 0.0 0.5 0.0 0.3 0.2 
7530 0.5 0.3 0.0 0.2 0.3 0.3 0.8 0.3 
7507 0.4 0.5 0.1 0.1 0.3 0.7 0.8 0.4 
7508 0.2 0.2 0.2 0.3 0.7 0.5 
7509 0.6 0.3 0.7 0.3 0.5 0.8 
7518 0.1 0.2 0.0 0.3 0.2 0.3 
7524 0.9 1.0 1.2 0.1 0.8 1.3 

MEAN 0.4 0.3 0.3 0.2 0.5 0.5 0.6 0.4 
so 0.30 0.30 0.43 0.12 0.21 0.42 0.24 0.13 
N 8 8 8 8 8 8 4 4 

( -- )-Data Unavailable ~Be corrected for NRBC = or > 10 
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THIRTEEN WEEK ORAL TOXICITY STUDY OF WR 238605 
WITH A THIRTEEN WEEK RECOVERY PERIOD IN DOGS 

STUDY 10: 097 
STUDY NO: 097 
ABBR: Basophi ls 

INDIVIDUAL ANIMAL REPORT BY GROUP 
TEST: Basophile 

ANIMAL 10 Week -3 Week - 1 Week 2 Week 4 Week 8 Week 13 

GROUP: 1M:O mg base/kg/day 
7531 0.0 0.0 0.0 0.0 0.0 0.0 
7532 0.0 0.0 0.0 0.0 0.0 0.0 
7512 0.0 0.0 0.0 0.0 0.0 0.0 
7515 0.0 0.0 0.0 0.0 0.0 0.0 
7521 0.0 0.0 0.0 0.0 0.0 0.0 
7533 0.0 0.0 0.0 0.0 0.0 0.0 
7520 0.0 0.0 0.0 0.0 0.0 0.0 
7505 0.0 0.0 0.0 0.0 0.0 0.0 

MEAN 0.0 0.0 0.0 0.0 0.0 0.0 
so 0.00 0.00 0.00 0.00 0.00 0.00 
N 8 8 8 8 8 8 

SEX : HALE 

UNITS: 10"3/crrm 

Week 18 Week 26 

0.0 0.0 
0.0 0.0 
0. 0 0.0 
0.0 0.0 

0.0 
0.00 

4 

0.0 
0. 00 

4 

---------------------------------------------------------------- ------------- ----------------------- --------------- ----
GROUP: 2M:0.1 mg base/kg/day 
7527 0.0 0.0 0.0 0.0 0.0 0.0 0.0 0.0 
7519 0.0 0.0 0.0 0.0 0.0 0.0 0.0 0.0 
7529 0.0 0.0 0.0 0.0 0.0 0.0 0.0 0.0 
7536 0.0 0.0 0.0 0.0 0.0 0.0 0.0 0.0 
7503 0.0 0.0 0.0 0.0 0.0 0.0 
7523 0.0 0.0 0.0 0.0 0.0 0.0 
7517 0.0 0.0 0.0 0.0 0.0 0.0 
7528 0.0 0.0 0.0 0.0 0.0 0.0 

MEAN 0.0 0.0 0.0 0.0 0.0 0.0 0.0 0.0 
so 0.00 0.00 0.00 0.00 0.00 0.00 o.oo 0.00 

N 8 8 8 8 8 8 4 4 

( - -)-Data Unavailable ~C corrected for NRBC = or > 10 
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THIRTEEN WEEK ORAL TOXICITY STUDY OF WR 238605 
WITH A THIRTEEN WEEK RECOVERY PERIOD IN DOGS 

STUDY ID: 097 
STUDY NO: 097 
ABBR: Basophi ls 

ANIMAL ID Week -3 

INDIVIDUAL ANIMAL REPORT BY GROUP 
TEST: Basophile 

Week -1 Week 2 Week 4 Week 8 Week 13 

GROUP: 3M:2.0 mg base/kg/day 
7538 0.0 0.0 0.0 0.0 0.0 0.0 
7516 0.0 0.0 0.0 0.0 0.0 0.0 
7522 0.0 0.0 0.0 0.0 0.0 0.0 
7510 0.0 0.0 0.0 0.0 0.0 0.0 
7576 0.0 0.0 0.0 0.0 0.0 0.0 
7506 0.0 0.0 0.0 0.0 0.0 0.0 
7502 0.0 0.0 0.0 0.0 0.0 0.0 
7514 0.0 0.0 0.0 0.0 0.0 0.0 

MEAN 0.0 0.0 0.0 0.0 0.0 0.0 
so 0.00 0.00 0.00 0.00 0.00 0.00 
N 8 8 8 8 8 8 

SEX: MALE 

UNITS: 10"3/cnm 

Week 18 Week 26 

0.0 0.0 
0.0 0.0 
0.0 0.0 
0.0 0.0 

0.0 
0.00 

4 

0.0 
0.{)0 

4 

-----------------------------------------------------------------------------------------------------------------------
GROUP: 4M:6.0 mg base/kg/day 
7535 o.o 0.0 0.0 0.0 0.0 0.0 0.0 0.0 
7511 0.0 0.0 0.0 0.0 0.0 0.0 0.0 0.0 
7530 0.0 0.0 0.0 0.0 0.0 0.0 0.0 0.0 
7507 0.0 0.0 0.0 0.0 0.0 0.0 0.0 0.0 
7508 0.0 0.0 0.0 0.0 0.0 0.0 
7509 0.0 0.0 0.0 0.0 0.0 0.0 
7518 0.0 0.0 0.0 0.0 0.0 0.0 
7524 0.0 0.0 0.0 0.0 0.0 0.0 

MEAN 0.0 0.0 0.0 0.0 0.0 0.0 0.0 0.0 
so 0.00 0.00 0.00 0.00 0.00 0.00 0.00 0.00 
N 8 8 8 8 8 8 4 4 

(--)-Data Unavailable wac corrected for NRBC = or > 10 
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STUDY 10: 097 
STUDY NO: 097 

ANIMAL 10 

THIRTEEN WEEK ORAL TOXICITY STUDY OF WR 238605 
WITH A THIRTEEN WEEK RECOVERY PERIOD IN DOGS 

RBC MORPHOLOGY OBSERVATIONS 

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

\leek -3 \leek -1 \leek 2 \leek 4 

r-;:1 ["";! r• 
I L·.( ~ I 

II' I ! ·~ \ 
~ 

j: ; LnJ :J....! 

SEX: HALE 

-------------------------------------------------------------------------------------------------------- ----- -----
7531 Anisocytosis,Slight Anisocytosis,Slight Anisocytosis,Slight Anisocytosis,Slight 

7532 Anisocytosis,Slight Anisocytosis,Slight Anisocytosis,Slight Anisocytosis,Slight 

7512 Anisocytosis,Slight Anisocytosis,Slight Anisocytosis,Slight Anisocytosis,Slight 

7515 Anisocytosis,Slight Anisocytosis, Slight Anisocytosis,Slight Anisocytosis,Slight 

7521 Anisocytosis,Slight Anisocytosis,Slight Anisocytosis,Slight Normal Red Blood 
Cells 

7533 Normal Red Blood Anisocytosis,Slight Anisocytosis,Slight Anisocytosis,Slight 
Cells 

7520 Anisocytosis,slight Anisocytosis,Slight Anisocytosis,Slight Anisocytosis,Sl i ght 

7505 Anisocytosis,Slight Anisocytosis, Slight Anisocytosis,Slight Normal Red Blood 
Cells 
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STUDY ID: 097 
STlllY NO: 097 

ANIMAL ID 

7531 

7532 

7512 

7515 

7521 

7533 

7520 

7505 

THIRTEEN WEEK ORAL TOXICITY STUDY OF WR 238605 
WITH A THIRTEEN WEEK RECOVERY PERIOD IN DOGS 

RBC MORPHOLOGY OBSERVATIONS 

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

loleek 8 loleek 13 loleek 18 loleek 26 

SEX : MALE 

Anisocytosis,Slight Anisocytosis,Slight Anisocytosis,Slight Anisocytosis,Slight 

Anisocytosis,Slight; Anisocytosis,Slight 
Decreased Platelets, 
Slight 

Normal Red Blood Anisocytosis,Slight 
Cells 

Anisocytosis,Slight Anisocytosis,Slight 

Anisocytosis,Slight Anisocytosis,Slight 

Normal Red Blood Anisocytosis,Slight 
Cells 

Anisocytosis,Slight Anisocytosis,Slight 

Anisocytosis,Slight Anisocytosis,Slight 

Anisocytosis,Slight; Normal Red Blood 
Macrocytes,Slight Cells 

Anisocytosis,Slight Poikilocytes,Sl ight; 

Anisocytosis,Slight 

Anisocytosis, 
Moderate 

Normal Red Blood 
Cells 

(--)-Data Unavailable 
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STUDY ID: 097 
STUDY NO: 097 

ANIMAL 10 

THIRTEEN WEEK ORAL TOXICITY STUDY OF WR 238605 
WITH A THIRTEEN WEEK RECOVERY PERIOD IN DOGS 

RBC MORPHOLOGY OBSERVATIONS 

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

\.leek -3 \.leek -1 \.leek 2 \.leek 4 

rGi p , . I I : ~ 
I L •. I 
L::...- l.Jl..: 

SEX: MA LE 

r;t, 
I r ' 
! l..: \ 

t .. r0 

~-------------------------------------- - ------------------------------------------------------------- - -- ----------
7527 Anisocytosis,Slight Anisocytosis,Slight Anisocytosis,Slight Normal Red Blood 

Cells 

7519 Anisocytosis,Slight Anisocytosis,Slight Anisocytosis,Slight Anisocytosis,S l ight 

7529 Anisocytosis,Slight Anisocytosis,Slight Anisocytosis,Slight Anisocytosis,S l ight 

7536 Normal Red Blood Anisocytosis,Slight Anisocytosis,Slight Anisocytosis,Slight 
Cells 

7503 Anisocytosis,Slight Anisocytosis,Slight Anisocytosis,Slight Anisocytosis,Slight 

7523 Anisocytosis,Slight Normal Red Blood Anisocytosis,Slight Anisocytosis,Slight 
Cells 

7517 Anisocytosis,Slight Normal Red Blood Anisocytosis,Slight Anisocytosis,Slight 
Cells 

7528 Anisocytosis,Slight Anisocytosis,Slight Anisocytosis,Slight Anisocytosis,Slight 
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STUDY 10: 097 
STUDY NO: 097 

ANIMAL ID 

7527 

7519 

7529 

7536 

7503 

7523 

7517 

7528 

THIRTEEN WEEK ORAL TOXICITY STUDY OF WR 238605 
WITH A THIRTEEN WEEK RECOVERY PERIOD IN DOGS 

RBC MORPHOLOGY OBSERVATIONS 

Week 8 

Anisocytosis, slight 

Anisocytosis, Slight 

Anisocytosis,Slight 

Anisocytosis,Slight 

Anisocytosis, Slight 

Anisocytosis,Slight 

Anisocytosis, Slight 

Anisocytosis,Slight 

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

Week 13 

Anisocytosis, Slight 

Anisocytosis,Slight 

Anisocytosis,Slight 

Normal Red Blood 
Cells 

Anisocytosis,Slight 

Anisocytosis,Slight 

Anisocytosis,Slight 

Anisocytosis,Slight; 
Macrocytes,Slight 

Week 18 

Normal Red Blood 
Cells 

Anisocytosis,Slight 

Anisocytosis,Slight 

Anisocytosis,Slight 

SEX : MALE 

Week 26 

Anisocytosis,Slight 

Anisocytosis, Slight 

Anisocytosis,Slight 

Anisocytosis,Slight; 
Clumped Platelets, 
Moderate 

(- - )-Data Unavailable 
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STUDY ID: 097 
STUDY NO: 097 

ANIMAL ID 

7538 

7516 

7522 

7510 

7576 

7506 

7502 

7514 

.fl ;[.) r;:\ 
c:J lJ Ll L-=u 

THIRTEEN WEEK ORAL TOXICITY STUDY OF WR 238605 
WITH A THIRTEEN WEEK RECOVERY PERIOD IN DOGS 

RBC MORPHOLOGY OBSERVATIONS 

GROUP: 3M : 2.0 mg base/kg/day 

Week -3 Week -1 

Anisocytosis, Slight Anisocytosis, Slight 

Anisocytosis,Slight Anisocytosis,Slight 

Anisocytosis,Slight Anisocytosis,Slight 

Anisocytosis,Slight Anisocytosis,Slight 

.. 

Anisocytosis,Slight Normal Red Blood 
Cells 

Anisocytosis,Slight Anisocytosis,Slight 

Hyposegmented Anisocytosis,Slight 
Neutrophils,Moderate 
Anisocytosis,Slight 

Anisocytosis,Slight Anisocytosis,Slight 

Week 2 

Anisocytosis,Slight 

Anisocytosis,Slight 

Anisocytosis,Slight; 
Decreased Platelets, 
Mod. to Marked 

Anisocytosis,Slight; 
Decreased Platelets, 
Mod. to Marked 

Anisocytosis,Slight; 
Decreased Platelets, 
Mod. to Marked 

Anisocytosis,Slight; 
Decreased Platelets, 
Slight 

Anisocytosis,Slight 

Anisocytosis,Slight; 
Decreased Platelets, 
Mod. to Marked 
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SEX: MALE 

Week 4 

Anisocytosis,Slight; 
Decreased Platelets, 
Slight 

Anisocytosis,Slight 

Anisocytosis,Slight; 
Decreased Platelets, 
Mod. to Marked 

Anisocytosis,Slight; 
Microcytes,Slight; 
Decreased Platelets, 
Mod. to Marked 

Anisocytosis,Sl i ght; 
Decreased Platelets, 
Mod. to Marked 

Anisocytosis, 
Moderate 

Anisocytosis,Slight; 
Decreased Platelets, 
Mod. to Marked; Large 
Platelets,Slight 

Anisocytosis,Slight; 
Decreased Platelets, 
Slight 

..... 
!5 
u 
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STUDY ID: 097 
STUDY NO: 097 

ANIMAL ID 

7538 

7516 

7522 

7510 

7576 

7506 

7502 

7514 

rr'~ : " I I . I 

; !; 1 1 r"': 
~ u~ 

THIRTEEN WEEK ORAL TOXICITY STUDY OF WR 238605 
WITH A THIRTEEN WEEK RECOVERY PERIOD IN DOGS 

RBC MORPHOLOGY OBSERVATIONS 

GROUP: 3M : 2.0 mg base/kg/day 

Week 8 

Normal Red Blood 
Cells 

Normal Red Blood 
Cells;Decreased 
Platelets,Slight 

Anisocytosis,Slight; 
Decreased Platelets, 
Slight 

Anisocytosis,Slight; 
Decreased Platelets, 
Mod. to Marked 

Anisocytosis,Slight; 
Decreased Platelets, 
Mod. to Marked 

Anisocytosis,Slight 

Week 13 

Anisocytosis,Slight 

Anisocytosis,Slight 

Normal Red Blood 
Cells 

Anisocytosis,Slight; 
Decreased Platelets, 
Hod. to Harked 

Decreased Platelets, 
Moderate;Normal Red 
Blood Cells 

Anisocytosis,Slight 

Anisocytosis,Slight; Anisocytosis,Slight 
Decreased Platelets, 
Slight 

Anisocytosis,Slight Anisocytosis,Slight 

Week 18 

Anisocytosis,Slight 

Anisocytosis,Slight 

Anisocytosis,Slight 

Anisocytosis,Slight 

Week 26 

Normal Red Blood 
Cells 

SEX : MA LE 

Anisocytosis,Sl ight 

Normal Red Blood 
Cells 

Anisocytos i s,Sl ight 

( ··)·Data Unavailable 
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STUDY ID: 097 
STUDY NO: 097 

ANIMAL ID 

7535 

7511 

7530 

7507 

7508 

7509 

7518 

7524 

THIRTEEN WEEK ORAL TOXICITY STUDY OF WR 238605 
WITH A THIRTEEN WEEK RECOVERY PERIOD IN DOGS 

RBC MORPHOLOGY OBSERVATIONS 

r:::1 
; r: i ' . 
l..~) 

r;::-': 

J" .. .....! 

SEX: MALE 

\Jeek -3 

Normal Red Blood 
Cells 

Anisocytosis,Slight 

Normal Red Blood 
Cells 

Normal Red Blood 
Cells 

Normal Red Blood 
Cells 

Normal Red Blood 
Cells 

Anisocytosis,Slight 

Anisocytosis,Slight 

GROUP: 4M : 6.0 mg base/k.g/day 

\Jeek -1 

Normal Red Blood 
Cells 

Anisocytosis, 
Moderate 

Normal Red Blood 
Cells 

Anisocytosis,Slight 

Anisocytosis,Slight 

Anisocytosis,Slight 

Normal Red Blood 
Cells 

Anisocytosis,Slight 

\Jeek 2 

Anisocytosis,Slight; 
Large Platelets, 
Slight;Decreased 
Platelets,Mod. to 
Marked 

Anisocytosis,Slight; 
Decreased Platelets, 
Mod. to Marked 

Large Platelets, 
Slight;Decreased 
Platelets,Mod. to 
Mark.ed;Anisocytosis, 
Moderate 

Anisocytosis, 
Moderate;Decreased 
Platelets,Mod. to 
Marked 

Anisocytosis,Slight; 
Decreased Platelets, 
Mod. to Marked 

Anisocytosis,Slight; 
Decreased Platelets, 
Mod. to Marked 

Anisocytosis,Slight; 
Decreased Platelets, 
Mod. to Marked 

Polychromasia,Slight 
Anisocytosis,Slight; 
Large Platelets, 
Slight;Decreased 
Platelets,Mod. to 
Marked 

7-48 

\Jeek 4 

Anisocytosis,Slight; 
Decreased Platelets, 
Mod. to Marked 

Anisocytosis,Sl ight; 
Decreased Platelets, 
Slight 

Anisocytosis,Slight; 
Decreased Platelets, 
Slight 

Anisocytosis,Slight; 
Decreased Plate lets, 
Mod. to Marked 

Anisocytosis,Slight; 
Decreased Platelets, 
Mod. to Marked 

Decreased Platelets, 
Mod. to Marked 

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

Anisocytosis,Sl ight; 
Decreased Plate lets, 
Slight 
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STUDY I D: 097 
STUDY NO: 097 

ANIMAL ID 

7535 

7511 

7530 

7507 

7508 

7509 

7518 

7524 

THIRTEEN WEEK ORAL TOXICITY STUDY OF WR 238605 
WITH A THIRTEEN WEEK RECOVERY PERIOD IN DOGS 

RBC MORPHOLOGY OBSERVATIONS 

Week 8 

Anisocytosis,Slight 

Anisocytosis,Slight 

Anisocytosis,Slight 

Anisocytosis,Slight; 
Decreased Platelets, 
Moderate 

Anisocytosis,Slight; 
Decreased Platelets, 
Moderate 

Anisocytosis,Slight; 
Decreased Platelets, 
Moderate 

Anisocytosis,Slight; 
Decreased Platelets, 
Moderate 

Anisocytosis,Slight 

GROUP: 4M : 6.0 mg base/kg/day 

Week 13 

Anisocytosis,Slight 

Anisocytosis,Slight; 
Increased Platelets, 
Slight 

Anisocytosis,Slight 

Anisocytosis,Slight; 
Decreased Platelets, 
Slight 

Anisocytosis,Slight; 
Decreased Platelets, 
slight 

Anisocytosis,Slight; 
Macrocytes,Slight 

Anisocytosis,Slight 

Anisocytosis,Slight 

Week 18 

Anisocytosis,Slight; 
Macrocytes,Slight 

Anisocytosis,Slight; 
Increased Platelets, 
Slight 

Anisocytosis,Slight; 
Macrocytes,Slight 

Anisocytosis,Slight; 
Macrocytes,Slight 

SEX: MALE 

Week 26 

Anisocytosis,Slight 

Anisocytosis,Slight; 
Clumped Platelets, 
Moderate 

Anisocytosis,Slight 

Normal Red Blood 
Cells 

(--)-Data Unavailable 

7-49 

...­
~ ~ 

I '-. 

Li 
~ 

I~ 
,I 

L 



I 
I 
I 
I 
I 
I 
I 
I 
I 
I 
I 
I 
I 
I 
I 
I 
I 
I 
I 

STUDY 10: 097 
STUDY NO: 097 
ABBR: RBC 

THIRTEEN WEEK ORAL TOXICITY STUDY OF WR 238605 
WITH A THIRTEEN WEEK RECOVERY PERIOD IN DOGS 

INDIVIDUAL ANIMAL REPORT BY GROUP 
TEST: Erythrocytes 

ANIMAL 10 Yeek -3 Yeek -1 Yeek 2 Yeek 4 Yeek 8 Yeek 13 Yeek 18 

GROUP: 1F:O mg base/kg/day 
7557 6.97 7.11 
7541 6.58 6.30 
7566 6.37 6.26 
7549 6.52 6.16 
7555 6.07 5.93 
7558 6.42 6.48 
7573 5.90 5.99 
7542 6.37 6.70 

MEAN 6.40 6.37 
so 0.324 0.391 
N 8 8 

6.29 6.40 
6.70 6.63 
6.63 6.61 
6.23 6.20 
6.38 6.15 
5.75 5.55 
6.65 6.26 
6.44 6.70 

6.38 6.31 
0.309 0.372 

8 8 

6.16 
6.66 
6.26 
6.36 
6.75 
5.63 
6.84 
6.78 

6.43 
0.413 

8 

6.25 
7.05 
6.59 
6.23 
6.88 
6.37 
6.91 
6.40 

6.59 
0.322 

8 

7.35 
7.20 
6.75 
6.87 

7.04 
0.280 

4 

-- ', ,----., ,\ 
~~ 

; ,, , 
' j \ 

..::; -- 1_,-,_j 

SEX: FEMALE 

Yeek 26 

6.70 
7.35 
7.26 
6.95 

7.07 
0.298 

4 

-----------------------------------------------------------------------------------------------------------------------
GROUP: 2F:0.1 mg base/kg/day 
7543 7.12 6.34 6.56 6.50 6.88 6.26 6.97 7.19 
7553 6.66 6.58 6.86 6.52 6.72 7.13 6.94 5.48 
7545 6.98 6.70 6.33 6.43 6.52 6.57 7.23 7.07 
7552 5.98 6.00 6.70 6.21 6.47 6.58 7.11 7.02 
7569 6.28 6.29 5.90 6.66 6.83 6.54 
7560 6.65 6.83 6.00 6.61 6.78 6.91 
7567 6.54 6.06 6.32 6.13 5.72 7.65 
7550 6.09 6.15 6.20 6.06 5.92 6.38 

MEAN 6.54 6.37 6.36 6.39 6.48 6.75 7.06 6.69 
so 0.404 0.305 0.333 0.227 0.435 0.457 0.134 0.810 
N 8 8 8 8 8 8 4 4 

(--)-Data Unavailable 
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STUDY 10: 097 
STUDY NO: 097 
ABBR: RBC 

THIRTEEN WEEK ORAL TOXICITY STUDY OF WR 238605 
WITH A THIRTEEN WEEK RECOVERY PERIOD IN DOGS 

INDIVIDUAL ANIMAL REPORT BY GROUP 
TEST: Erythrocytes 

ANIMAL ID ~eek -3 Week -1 ~eek 2 ~eek 4 ~eek 8 ~eek 13 Week 18 

GROUP: 3F:2.0 mg base/kg/day 
7562 6.13 6.32 6.05 
7548 6.66 6.33 6.28 
7571 6.00 7.27 6.72 
7561 7.13 7.07 7.09 
7564 6.54 6.11 6.14 
7574 6.25 6.01 6.04 
7556 6.44 6.59 6.63 
7572 6.76 6.55 5.92 

MEAN 6.49 6.53 6.36 
so 0.367 0.443 0.411 
N 8 8 8 

6.20 6.68 
5.99 6.00 
5.18 6.62 
6.14 5.81 
5.81 5.99 
5.57 5.90 
6.08 7.13 
5.37 5.94 

5.79 6.26 
0.380 0.484 

8 8 

6.65 
6.00 
7.61 
6.16 
6.07 
6.15 
6.76 
7.16 

6.57 
0.585 

8 

7.35 
6.29 
7.80 
5.99 

6.86 
0.857 

4 

SEX: FEMA LE 

UNITS : 10"6/crrm 

~eek 26 

6.54 
7. 00 
7.76 
6.82 

7.03 
0.522 

4 

-------- --- ------------------------------------------------------------------------------------------- --- ------------ --
GROUP: 4F:6.0 mg base/kg/day 
7539 6.15 6.05 6.23 5. 11 6.23 6.43 5.51 6.33 
7563 6.42 5.98 5.73 6.26 6.66 6.65 7.54 7.80 
7540 6.26 5.80 5.33 5.09 5.64 6.50 5.97 6.47 
7554 6.37 6.56 5.85 4.64 6.16 6.12 5.36 7.18 
7568 6.52 6.43 5.66 5.21 6.42 5.78 
7544 6.16 5.12 5.56 5.26 6.00 6.72 
7546 6.91 6.25 6.18 5.12 6.51 5.64 
7551 5.99 6.73 6.16 5.58 6.00 5.50 

MEAN 6.35 6.12 5.84 5.28 6.20 6.17 6.10 6.95 
so 0.283 0.508 0.328 0.471 0.328 0.477 0.998 0. 681 
N 8 8 8 8 8 8 4 4 

( - -)-Data Unavailable 
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STUDY ID: 097 
STUDY NO: 097 
ABBR: THGB 

THIRTEEN WEEK ORAL TOXICITY STUDY OF WR 238605 
WITH A THIRTEEN WEEK RECOVERY PERIOD IN DOGS 

INDIVIDUAL ANIMAL REPORT BY GROUP 
TEST: Hemoglobin 

ANIMAL ID ~eek -3 \.leek -1 \.leek 2 ~eek 4 \.leek 8 \.leek 13 \.leek 18 

GROUP: 1F:O mg base/kg/day 
7557 17.0 17.3 
7541 16.6 15.2 
7566 15.4 15.1 
7549 15.5 14.6 
7555 15.0 14.8 
7558 16.2 15.9 
7573 14.0 14.7 
7542 15.6 16.3 

MEAN 15.7 15.5 
so 0.95 0.94 
N 8 8 

15.8 15.7 
16.9 17.0 
16.0 15.7 
14.9 14.9 
15.9 15.4 
14.5 14.3 
16.0 15.1 
15.8 16.6 

15.7 15.6 
0.73 0.88 

8 8 

16.1 
17.9 
16.1 
15.6 
14.5 
14.4 
18.0 
14.5 

15.9 
1.45 

8 

15.6 
17.8 
16.1 
15.3 
17.3 
16.5 
17.2 
16.2 

16.5 
0.87 

8 

18.3 
18.4 
16.6 
16.9 

17.6 
0.93 

4 

SEX: FEMALE 

UNITS: g/dL 

\.leek 26 

16.5 
19.3 
17.9 
17.3 

17.8 
1.18 

4 

-----------------------------------------------------------------------------------------------------------------------

I 
I 
I 
I 
I 
I 
I 

GROUP: 
7543 
7553 
7545 
7552 
7569 
7560 
7567 
7550 

MEAN 
so 
N 

2F:0.1 mg base/kg/day 
16.7 14.5 
16.3 16.0 
17.0 16.9 
14.7 14.3 
15.6 15.5 
14.5 15.2 
15.6 14.5 
15.3 15.4 

15.7 15.3 
0.90 0.88 

8 8 

I (--)-Data Unavailable 

I 
I 
I 

15. 1 
16.7 
15.7 
16.7 
13.7 
13.7 
15.1 
15.7 

15.3 
1.16 

8 

15.2 16.4 15.1 16.8 17.2 
16.2 17.5 17.6 17.2 13.8 
16.0 17.4 16.8 18.5 17.7 
15.4 16.6 16.2 17.6 17.3 
16.6 17.5 16.2 
15.3 15.7 16.2 
14.5 13.6 18.6 
15.4 16.0 16.8 

15.6 16.3 16.7 17.5 16.5 
0.66 1.30 1.05 0.73 1.81 

8 8 8 4 4 

7-52 

~ 
• i 
i i 

u 



I 
I 
I 
I 
I 
I 
I 
I 
I 
I 
I 
I 
I 
I 
I 
I 
I 
I 
I 

STUDY ID: 097 
STUDY NO: 097 
ABBR: THGB 

THIRTEEN WEEK ORAL TOXICITY STUDY OF WR 238605 
WITH A THIRTEEN WEEK RECOVERY PERIOD IN DOGS 

INDIVIDUAL ANIMAL REPORT BY GROUP 
TEST: Hemoglobin 

ANIMAl IO Week -3 Weel: -1 Week 2 Week 4 Week 8 Week 13 Week 18 

GROUP: 3F:2.0 mg base/kg/day 
7562 15. 1 15.6 
7548 16.3 15.7 
7571 14.5 18.0 
7561 17.1 17.3 
7564 14.7 14.1 
7574 15.5 14.9 
7556 15.8 16.2 
7572 15.9 15.9 

MEAN 15.6 16.0 
so 0.86 1.24 
N 8 8 

15.5 15.8 
15.4 15.2 
16.7 12.9 
17.1 15.4 
14.2 13.5 
15.1 14.2 
16.3 15.1 
14.3 13.1 

15.6 14.4 
1.06 1.13 

8 8 

18.4 
14.9 
16.2 
15.0 
14.9 
15.6 
17.7 
14.3 

15.9 
1.47 

8 

17.3 
14.7 
18.6 
14.7 
14.1 
15.8 
16.2 
16.9 

16.0 
1.53 

8 

18.8 
15.8 
19.4 
14.6 

17.2 
2.32 

4 

SEX: FEMA LE 

UN ITS: g/ dl 

Week 26 

16. 7 
17. 3 
19. 2 
16. 5 

17.4 
1. 23 

4 

---- ------- ------- ------------ -- -------------------- ----------------- --- ---- ------- ------------ ---- --------------------
GROUP: 4F:6.0 mg base/kg/day 
7539 15.4 15.2 15.7 13.1 15.7 16.7 14.3 16. 2 
7563 16.5 15.7 15.1 14.5 16.7 16.7 18.9 19 . 7 
7540 16.1 14.9 13.5 13.1 13.9 16.4 15.3 16. 0 
7554 15.6 16.1 14.5 11.5 15.8 15.5 13.5 17. 7 
7568 16.8 16.2 14.4 13.3 16.8 14.2 
7544 15.0 12.4 13.8 13.0 14.7 15.7 
7546 15.7 14.8 14.2 11.9 14.5 13.3 
7551 15.3 17.2 16.0 14.6 14.9 14.3 

MEAN 15.8 15.3 14.7 13.1 15.4 15.4 15.5 17. 4 
so 0.62 1.42 0.88 1.09 1.05 1.28 2.38 1. 71 
N 8 8 8 8 8 8 4 4 

C--)-Data Unavai lable 
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THIRTEEN WEEK ORAL TOXICITY STUDY OF WR 238605 
WITH A THIRTEEN WEEK RECOVERY PERIOD IN DOGS 

INDIVIDUAL ANIMAL REPORT BY GROUP 
TEST: Hematocrit 

--------------------------------------------------------------------------------------------------------------- --- --- --
STUDY 10: 097 
STUDY NO: 097 
ABBR: HCT 

ANIMAL 10 Week ·3 Week -1 

GROUP: 1F:O mg base/kg/day 
7557 49.3 49.6 
7541 48.4 45.8 
7566 45.6 43.8 
7549 46.0 43.1 
7555 43.5 42.0 
7558 47.0 46.5 
7573 41.2 41.6 
7542 45.5 46.8 

MEAN 45.8 44.9 
so 2.59 2.75 
N 8 8 

Week 2 

43.5 
49.2 
46.1 
43.2 
45.0 
41.5 
45.4 
44.2 

44.8 
2.30 

8 

Week 4 Week 8 

44.4 42.9 
48.4 47.6 
46.3 43.6 
43.0 44.6 
43.1 42.2 
40.5 40.7 
43.5 46.9 
46.6 46.6 

44.5 44.4 
2.51 2.47 

8 8 

Week 13 

43.3 
50.3 
45.8 
43.5 
48.1 
45.9 
47.3 
45.4 

46.2 
2.34 

8 

SEX: FEMALE 

UNITS: X 

Week 18 Week 26 

51.5 46.1 
51.8 53.7 
46.6 51.0 
47.8 48.6 

49.4 
2.62 

4 

49.9 
3.25 

4 

------------------------------------------------------------·----------------------------------------------------------
GROUP: 2F:0.1 mg base/kg/day 
7543 48.3 42.4 43.6 43.9 45.8 42.3 47.3 48.4 
7553 47.2 46 .3 47.8 45.4 46.8 49.7 48.3 38.3 
7545 50.2 47.8 45.6 46.0 46.9 47.2 51.4 49.8 
7552 42.6 42.2 46.6 43.2 44.5 48.0 49. 1 47.7 
7569 45.6 45.1 40.5 47.2 48.2 46.5 
7560 44.2 45.1 40.1 44.1 44.7 45.0 
7567 45.6 42.3 43.7 42.2 39.5 53.6 
7550 43.8 43.6 43.6 42.7 42.2 45.1 

MEAN 45.9 44.4 43.9 44.3 44.8 47.2 49.0 46.1 
so 2.52 2.07 2.72 1. 73 2.83 3.41 1. 75 5.24 
N 8 8 8 8 8 8 4 4 

-----------------------------------------------------------------------------------------------------------------------
(··)·Data Unavailable 
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STUDY ID: 097 
STUDY NO: 097 
ABBR: HCT 

THIRTEEN WEEK ORAL TOXICITY STUDY OF WR 238605 
WITH A THIRTEEN WEEK RECOVERY PERIOD IN DOGS 

INDIVIDUAL ANIMAL REPORT BY GROUP 
TEST: Hematocrit 

ANIMAL ID Week -3 Week -1 Week 2 Week 4 Week 8 Week 13 Week 18 

GROUP: 3F:2.0 mg base/kg/day 
7562 43.8 45.3 43.1 
7548 47.1 44.3 43.4 
7571 42.8 51.9 47.8 
7561 51.7 49.8 49.9 
7564 43.9 41.1 41.0 
7574 44.4 42.9 43.5 
7556 45.5 46.8 47.2 
7572 46.7 45.9 41.7 

MEAN 45.7 46.0 44.7 
so 2.83 3.52 3.19 
N 8 8 8 

46.1 49.1 
42.9 42.5 
38.7 47.9 
44.1 40.7 
40.1 40.4 
41.8 43.1 
44.1 50.3 
38.9 42.1 

42.1 44.5 
2.69 3.95 

8 8 

48.5 
41.6 
54.3 
41.6 
40.9 
44.9 
46.6 
49.4 

46.0 
4.68 

8 

52.8 
43.3 
55.5 
41.1 

48.2 
7.04 

4 

SEX: FEMALE 

UNITS: X 

Week 26 

46.2 
47.8 
53.9 
46.1 

48.5 
3.68 

4 

-----------------------------------------------------------------------------------------------------------------------
GROUP: 4F:6.0 mg base/kg/day 
7539 45.7 44.5 44.7 39.7 46.7 48.0 40.9 46.1 
7563 47.4 44.1 42.8 42 .2 47.8 47.1 54.1 54.3 
7540 45.8 41.6 38.6 37.8 39.9 46.3 43.3 45.2 
7554 46.2 47.1 42.4 34.8 45.2 46.9 40.8 50.3 
7568 47.7 46.3 41.0 38.7 45.7 40.8 
7544 43.2 36.0 38.8 37.5 40.5 44.1 
7546 46.6 41.5 41.3 36.6 42.2 39.2 
7551 45.3 50.3 45.3 43.1 44.4 41.4 

MEAN 46.0 43.9 41.9 38.8 44.1 44.2 44.8 49.0 
so 1.40 4.32 2.45 2.79 2.89 3.36 6.32 4.19 
N 8 8 8 8 8 8 4 4 

(--)-Data Unavailable 
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THIRTEEN WEEK ORAL TOXICITY STUDY OF WR 238605 
WITH A THIRTEEN WEEK RECOVERY PERIOD IN DOGS 

INDIVIDUAL ANIMAL REPORT BY GROUP 
TEST: Mean Corpuscular Volume 

STUDY 10: 097 
STUDY NO: 097 
ABBR: HCV 

ANIMAL 10 ~eek ·3 ~eek ·1 

GROUP: 
7557 
7541 
7566 
7549 
7555 
7558 
7573 
7542 

MEAN 
so 

N 

1F:O mg base/kg/day 
70.7 69.8 
73.6 72.7 
71.6 70.0 
70.6 70.0 
71.7 70.8 
73.2 71.8 
69.8 69.4 
71.4 69.9 

71.6 
1.29 

8 

70.6 
1.14 

8 

\leek 2 

69.2 
73.4 
69.5 
69.3 
70.5 
72.2 
68.3 
68.6 

70.1 
1.80 

8 

~eelc 4 ~eek 8 ~eek 13 

69.4 69.6 69.3 
73.0 71.5 71.3 
70.0 69.6 69.5 
69.4 70.1 69.8 
70.1 68.8 69.9 
73.0 72.3 72.1 
69.5 68.6 68.5 
69.6 68.8 70.9 

70.5 69.9 70.2 
1.56 1.34 1.18 

8 8 8 

~eelc 18 

70.1 
71.9 
69.0 
69.6 

70.2 
1.25 

4 

SEX: FEMALE 

UNITS: fl 

~eek 26 

68.8 
73.1 
70.2 
69.9 

70.5 
1.83 

4 

-------------------------------·--------~-----------------------------------------------------------------------
GROUP: 2F:0.1 mg base/leg/day 

7543 67.8 66.9 66.5 67.5 66.6 67.6 67.9 67.3 
7553 70.9 70.4 69.7 69.6 69.6 69.7 69.6 69.9 
7545 71.9 71.3 72.0 71.5 71.9 71.8 71.1 70.4 
7552 71.2 70.3 69.6 69.6 68.8 72.9 69.1 67.9 
7569 72.6 71.7 71.1 70.9 70.6 71.1 
7560 66.5 66.0 66.8 66.7 65.9 65.1 
7567 69.7 69.8 69.1 68.8 69.1 70.1 
7550 71.9 70.9 70.3 70.5 71.3 70.7 

MEAN 70.3 69.7 69.4 69.4 69.2 69.9 69.4 68.9 
so 2.16 2.08 1.92 1.66 2.13 2.48 1.33 1.51 
N 8 8 8 8 8 8 4 4 

( ·· >·Data Unavailable 
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THIRTEEN WEEK ORAL TOXICITY STUDY OF WR 238605 
WITH A THIRTEEN WEEK RECOVERY PERIOD IN DOGS 

STUDY ID: 097 
STUDY NO: 097 
ABBR: HCV 

ANIMAL 10 ~eek ·3 

INDIVIDUAL ANIMAL REPORT BY GROUP 
TEST: Mean Corpuscular Volume 

IJeek ·1 IJeek 2 IJeek 4 IJeelc 8 IJeek 13 

GROUP: 3F:2.0 mg base/kg/day 
7562 71.5 71.7 71.2 74.4 73.5 n.9 
7548 70.7 70.0 69.1 71.6 70.8 69.3 
7571 71.3 71.4 71.1 74.7 n.4 71.4 
7561 n.5 70.4 70.4 71.8 70.1 67.5 
7564 67.1 67.3 66.8 69.0 67.4 67.4 
7574 71.0 71.4 n.o 75.0 73.1 73.0 
7556 70.7 71.0 71.2 n.5 70.5 68.9 
75n 69.1 70.1 70.4 n.4 70.9 69.0 

MEAN 70.5 70.4 70.3 n.7 71.1 69.9 
so 1.67 1.41 1.64 2.00 1.95 2.24 
N 8 8 8 8 8 8 

SEX: FEMALE 

UNITS: fL 

~eelc 18 IJeek 26 

71.8 70.6 
68.8 68.3 
71.2 69.5 
68.6 67.6 

70.1 69.0 
1.64 1.32 

4 4 

~----------------------------------------------------------------------------------------------------------- - ---
GROUP: 4F:6.0 mg base/kg/day 

7539 74.3 73.6 71.7 77.7 75.0 74.7 74.2 n.8 
7563 73.8 73.7 74.7 68.8 71.8 70.8 71.8 69.6 
7540 73.2 71.7 n.4 74.3 70.7 71.2 n.s 69.9 
7554 n.5 71.8 n.5 75.0 73.4 76.6 76.1 70.1 
7568 73.2 n.o n.4 74.3 71.2 70.6 
7544 70.1 70.3 69.8 71.3 67.5 65.6 
7546 67.4 66.4 66.8 71.5 68.8 69.5 
7551 75.6 74.7 73.5 77.2 74.0 75.3 

MEAN n.5 71.8 71.7 73.8 71.6 71.8 73.7 70.6 
so 2.60 2.58 2.43 3.05 2.57 3.59 1.92 1.48 

N 8 8 8 8 8 8 4 4 

(·· )· Data Unavailable 
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STUDY 10: 097 
STUDY NO: 097 
ABBR: TMCH 

THIRTEEN WEEK ORAL TOXICITY STUDY OF WR 238605 
WITH A THIRTEEN WEEK RECOVERY PERIOD IN DOGS 

INDIVIDUAL ANIMAL REPORT BY GROUP 
TEST: Mean Corpuscular Hemoglobin 

ANIMAL ID ~eek -3 ~eek ·1 ~eek 2 ~eek 4 ~eek 8 ~eelc 13 ~eek 18 

GRCXJP: 1F:O mg base/kg/day 
7557 24.4 24.3 
7541 25.2 24.1 
7566 24.2 24.1 
7549 23.8 23.7 
7555 24.7 25.0 
7558 25.2 24.5 
7573 23.7 24.5 
7542 24.5 24.3 

MEAN 24.5 24.3 
so 0.57 0.38 
N 8 8 

25.1 24.5 
25.2 25.6 
24.1 23.8 
23.9 24.0 
24.9 25.0 
25.2 25.8 
24.1 24.1 
24.5 24.8 

24.6 24.7 
0.54 0.74 

8 8 

26.1 
26.9 
25.7 
24.5 
23.7 
25.6 
26.3 
23.7 

25.3 
1.21 

8 

25.0 
25.2 
24.4 
24.6 
25.1 
25.9 
24.9 
25.3 

25.1 
0.46 

8 

24.9 
25.6 
24.6 
24.6 

24.9 
0.47 

4 

rr m JI\ ~ 
b Ju L=J U 

SEX: FEMALE 

UNITS: pg 

~eek 26 

24.6 
26.3 
24.7 
24.9 

25.1 
0.79 

4 

-----------------------------------------------------------------------------------------------------------------------
GRCXJP: 2F;0.1 mg base/kg/day 
7543 23.5 22.9 23.0 23.4 23.8 24.1 24.1 23.9 
7553 24 .5 24.3 24.3 24.8 26. 0 24.7 24.8 25.2 
7545 24.4 25.2 24.8 24.9 26.7 25.6 25.6 25.0 
7552 24.6 23.8 24.9 24.8 25.7 24.6 24.8 24.6 
7569 24.8 24.6 26.3 24.9 25.6 24.8 
7560 21.8 22.3 22.8 23.1 23.2 23.4 
7567 23.9 23.9 23.9 23.7 23.8 24.3 
7550 25.1 25.0 25.3 25.4 27.0 26.3 

MEAN 24.1 24.0 24.4 24.4 25.2 24.7 24.8 24.7 
so 1.05 1.00 1.17 0.84 1.44 0.89 0.61 0.57 
N 8 8 8 8 8 8 4 4 

------------- ------------------- -------------------------------------------------------------------------- -------------
(··)·Data Unavailable 
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STUDY ID: 097 
STUDY NO: 097 
ABBR: THCH 

THIRTEEN WEEK ORAL TOXICITY STUDY OF WR 238605 
WITH A THIRTEEN WEEK RECOVERY PERIOD IN DOGS 

INDIVIDUAL ANIMAL REPORT BY GROUP 
TEST: Mean Corpuscular Hemoglobin 

ANIMAL ID ~eek ·3 ~eek ·1 ~eek 2 ~eek 4 ~eek 8 ~eek 13 ~eek 18 

GROUP: 3F:2.0 mg base/kg/day 
7562 24.6 24.7 
7548 24.5 24.8 
7571 24.2 24.8 
7561 24.0 24.5 
7564 22.5 23.1 
7574 24.8 24.8 
7556 24.5 24.6 
7572 23.5 24.3 

MEAN 24.1 24.5 
so 0.76 0.57 
N 8 8 

25.6 25.5 
24.5 25.4 
24.9 24.9 
24.1 25.1 
23.1 23.2 
25.0 25.5 
24.6 24.8 
24.2 24.4 

24.5 24.9 
0.74 0.77 

8 8 

27.5 
24.8 
24.5 
25.8 
24.9 
26.4 
24.8 
24.1 

25.4 
1.14 

8 

26.0 
24.5 
24.4 
23.9 
23.2 
25.7 
24.0 
23.6 

24.4 
0.98 

8 

25.6 
25. 1 
24.9 
24.4 

25.0 
0.50 

4 

SEX: FEMA LE 

UNITS : pg 

~eek 26 

25 . 5 
24 . 7 
24 . 7 
24.2 

24 .8 
0.54 

4 

-------- -- -- -- -------- ------------------------------------------- -- -------------- -------------------- --- ------------- --
GROUP: 4F:6.0 mg base/kg/day 
7539 25.0 25.1 25.2 25.6 25.2 26.0 26.0 25.6 
7563 25.7 26.3 26.4 23.7 25.1 25.1 25.1 25. 3 
7540 25.7 25.7 25.3 25.7 24.6 25.2 25.6 24.7 
7554 24.5 24.5 24.8 24.8 25.6 25.3 25.2 24.7 
7568 25.8 25.2 25.4 25.5 26.2 24.6 
7544 24.4 24.2 24.8 24.7 24.5 23.4 
7546 22.7 23.7 23.0 23.2 23.7 23.6 
7551 25.5 25.6 26.0 26.2 24.8 26.0 

MEAN 24.9 25.0 25.1 24.9 25.0 24.9 25.5 25.1 
so 1.05 0.86 1.02 1.04 0.75 0.98 0.41 0.45 
N 8 8 8 8 8 8 4 4 

(· · )·Data Unavailable 
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STUDY ID: 097 
STUDY NO: 097 
ABBR: TMCHC 

THIRTEEN WEEK ORAL TOXICITY STUDY OF WR 23860 5 
WITH A THIRTEEN WEEK RECOVERY PERIOD IN DOGS 

INDIVIDUAL ANIMAL REPORT BY GROUP 
TEST: Mean Copuscular Hemo. Cone. 

ANIMAL ID ~eek -3 ~eek -1 ~eek 2 Week 4 ~eek 8 ~eek 13 Week 18 

GROUP: 1F:O mg base/kg/day 
7557 34.5 34.9 
7541 34.3 33.2 
7566 33.8 34.5 
7549 33.7 33.9 
7555 34.5 35.2 
7558 34.5 34.2 
7573 34.0 35.3 
7542 34 .3 34.8 

MEAN 34.2 34.5 
so 0.33 0. 71 
N 8 8 

36.3 35.4 
34.3 35.1 
34.7 33.9 
34.5 34.7 
35.3 35.7 
34.9 35.3 
35.2 34.7 
35.7 35.6 

35.1 35.1 
0.66 0.60 

8 8 

37.5 
37.6 
36.9 
35.0 
34.4 
35.4 
38.4 
34.4 

36.2 
1.58 

8 

36.0 
35.4 
35.2 
35.2 
36.0 
35.9 
36.4 
35.7 

35.7 
0.43 

8 

35.5 
35.5 
35.6 
35.4 

35.5 
0.08 

4 

SEX: FEMALE 

UNITS: g/dL 

~eek 26 

35.8 
35 . 9 
35 . 1 
35.6 

35 .6 
0.36 

4 

··- --------- ----------------------------------------------- ---- ------- ------------------- --------- --- ----------------- -
GROUP: 2F:0.1 mg base/kg/day 
7543 34.6 34.2 34.6 34.6 35.8 35.7 35.5 35 . 5 
7553 34.5 34.6 34.9 35.7 37.4 35.4 35.6 36 . 0 
7545 33.9 35.4 34.4 34.8 37.1 35.6 36.0 35 . 5 
7552 34.5 33.9 35.8 35.6 37.3 33.8 35.8 36 .3 
7569 34.2 34.4 35.1 35.2 36.3 34.8 
7560 32.8 33.7 34.2 34.7 35.1 36.0 
7567 34.2 34.3 34.6 34.4 34.4 34.7 
7550 34.9 35.3 36.0 36.1 37.9 37.3 

MEAN 34.2 34.5 35.0 35.1 36.4 35.4 35.7 35 .8 
so 0.64 0.61 0.65 0.61 1.23 1.04 0.22 0.39 
N 8 8 8 8 8 8 4 4 

(- - )-Data Unavailable 
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STUDY 10: 097 
STUDY NO: 097 
ABBR: TMCHC 

THIRTEEN WEEK ORAL TOXICITY STUDY OF WR 23860 5 
WITH A THIRTEEN WEEK RECOVERY PERIOD IN DOGS 

INDIVIDUAL ANIMAL REPORT BY GROUP 
TEST: Mean Copuscular Hemo. Cone. 

ANIMAL ID ~eek ·3 ~eek ·1 ~eek 2 ~eek4 ~eek 8 ~eek 13 ~eek 18 

GROUP: 3F:2.D mg base/kg/day 
7562 34.5 34.4 36.0 
7548 34.6 35.4 35.5 
7571 33.9 34.7 34.9 
7561 33.1 34.7 34.3 
7564 33.5 34.3 34.6 
7574 34.9 34.7 34.7 
7556 34.7 34.6 34.5 
75n 34.0 34.6 34.3 

MEAN 34.2 34.7 34.9 
so 0.63 0.33 0.60 
N 8 8 8 

34.3 37.5 
35.4 35.1 
33.3 33.8 
34.9 36.9 
33.7 36.9 
34.0 36.2 
34.2 35.2 
33.7 34.0 

34.2 35.7 
0.69 1.39 

8 8 

35.7 
35.3 
34.3 
35.3 
34.5 
35.2 
34.8 
34.2 

34.9 
0.54 

8 

35.6 
36.5 
35.0 
35.5 

35.7 
0.62 

4 

r----r · irl 
i ..• "-< 
I i· ; : ,~ .. I 6 w ..... 

n r:J n \ I L, . 

LnJ lJ 

SEX: FEMALE 

UNITS: g/dL 

~eek 26 

36.1 
36.2 
35.6 
35.8 

35.9 
0.28 

4 

-----------------------------------------------------------------------------------------------------------------------
GROUP: 4F=6.0 mg base/kg/day 
7539 33.7 34.2 35.1 33.0 33.6 34.8 35.0 35.1 
7563 34 .8 35 .6 35 .3 34.4 34 .9 35.5 34.9 36.3 
7540 35.2 35.8 35.0 34.7 34.8 35.4 35.3 35.4 
7554 33.8 34.2 34.2 33.0 35.0 33.0 33.1 35.2 
7568 35.2 35.0 35.1 34.4 36.8 34.8 
7544 34.7 34.4 35.6 34.7 36.3 35.6 
7546 33.7 35.7 34.4 32.5 34.4 33.9 
7551 33.8 34.2 35.3 33.9 33.6 34.5 

MEAN 34.4 34.9 35.0 33.8 34.9 34.7 34.6 35.5 
so 0.68 o.n 0.47 0.87 1.15 0.89 1.00 0.55 
N 8 8 8 8 8 8 4 4 

(··)·Data Unavailable 
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STUDY 10: 097 
STUDY NO: 097 
ABBR: REliCS 

THIRTEEN WEEK ORAL TOXICITY STUDY OF WR 238605 
WITH A THIRTEEN WEEK RECOVERY PERIOD IN DOGS 

INDIVIDUAL ANIMAL REPORT BY GROUP 
TEST: Reticulocytes (%RBCs) 

ANIMAL ID WeeK -3 WeeK -1 WeeK 2 WeeK 4 WeeK 8 WeeK 13 WeeK 18 

GROUP: 1F:O mg base/Kg/day 
7557 o. 1 0.0 
7541 0.2 0.0 
7566 0.1 0.1 
7549 0.5 0.0 
7555 0.3 0.0 
7558 0.3 0.3 
7573 0.6 0.2 
7542 0.6 0.3 

MEAN 0.3 0.1 
so 0.21 0.14 

N 8 8 

0.1 0.1 
0.1 0.0 
0.0 0.1 
0.0 0.2 
0.6 0.5 
0.1 0.2 
0.2 0.1 
0.1 0.1 

0.2 0.2 
0.19 0.15 

8 8 

0.0 
0.0 
0.1 
0.1 
0.0 
0.2 
0.3 
0.0 

0.1 
0.11 

8 

0.5 
0.2 
0.6 
0.1 
0.3 
0.4 
0.6 
0.4 

0.4 
0.18 

8 

0.6 
0.7 
0.2 
0.1 

0.4 
0.29 

4 

~ I~ (0 G\ J:J "---" /_n~ 

SEX: FEMAL E 

UN ITS: X RBCs 

WeeK 26 

0.4 
0.6 
0.8 
0.4 

0.6 
0. 19 

4 

--- ---- -- ---- -------------------------- -------------------------------------------------- ----------- ------------- ------
GROUP: 2F:O. 1 mg base/Kg/day 
7543 0.4 0.0 0.2 0.2 0.1 0.1 0.2 0. 9 
7553 0.2 0.1 0.0 0.0 0.0 0.3 0.5 0. 0 
7545 0.4 0.1 0.3 0.0 0.0 0.5 0.2 0. 3 
7552 0.3 0.3 0.2 0.3 0.1 0.3 0.2 0.3 
7569 0.2 0.1 0.2 0.4 0.4 0.2 
7560 0.3 0.1 0.6 0.2 0.5 0.5 
7567 0.2 0.0 0.0 0.0 0.1 0.1 
7550 0.2 0.0 0.5 0.0 0.0 0.4 

MEAN 0.3 0.1 0.3 0.1 0.2 0.3 0.3 0.4 
so 0.09 0.10 0.21 0.16 o. 19 0.16 0.15 0. 38 
N 8 8 8 8 8 8 4 4 

( - -)-Data Unavailable 
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THIRTEEN WEEK ORAL TOXICITY STUDY OF WR 238605 
WITH A THIRTEEN WEEK RECOVERY PERIOD IN DOGS 

STUDY 10: 097 
STUDY NO: 097 
ABBR: RETICS 

ANIMAL ID Week -3 

INDIVIDUAL ANIMAL REPORT BY GROUP 
TEST: Reticulocytes (%RBCs) 

Week ·1 Week 2 Week 4 Week 8 Week 13 

GROUP: 3F:2.0 mg base/kg/day 
7562 0.5 0.0 0.5 1.3 0.3 0.4 
7548 0.1 0.1 0.0 0.6 0.7 0.0 
7571 0.0 0.1 0.1 1.0 0.5 0.7 
7561 0.0 0.1 0.7 1.0 1.3 0.7 
7564 0.6 0.0 0.3 0.5 0.5 0.8 
7574 0.3 0.0 0.3 0.8 0.5 0.1 
7556 0.0 0.1 0.1 0.2 1.5 0.8 
7572 0.1 0.1 0.3 0.4 0.9 1.0 

MEAN 0.2 0.1 0.3 0.7 0.8 0.6 
so (•.24 0.05 0.23 0.37 0.43 0.36 
N 8 8 8 8 8 8 

SEX: FEMALE 

UNITS: X RBCs 

Week 18 Week 26 

0.6 0.1 
0.2 0.2 
0.1 0.0 
1.0 0.5 

0.5 
0.41 

4 

0.2 
0.22 

4 

-------------------------------------------------------------------------------------------------------------------- ---
GROUP: 4F:6.0 111!:1 base/kg/day 
7539 0.3 0.0 0.0 1.0 1.1 1.0 0.0 0.1 
7563 0.5 0.3 1.0 0.0 0.8 1.7 0.5 0.1 
7540 0.3 0.5 0.5 0.9 1.0 0.8 0.7 0. 2 
7554 0.1 0.2 0.8 0.4 1.4 1.5 1.1 0.2 
7568 0.4 0.0 0.5 1.2 0.9 1.5 
7544 0.4 0.1 0.2 1.0 1.0 1.5 
7546 0.9 0.2 1.2 0.9 0.0 1.0 
7551 0.1 0.0 0.1 0.3 0.9 1.6 

MEAN 0.4 0.2 0.5 0.7 0.9 1.3 0.6 0.2 
SD 0.25 0.18 0.43 0.42 0.40 0.34 0.46 0.06 
N 8 8 8 8 8 8 4 4 

(··)·Data Unavailable 
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STUDY ID: 097 
STUDY NO: 097 
ABBR: NRBC 

THIRTEEN WEEK ORAL TOXICITY STUDY OF WR 238605 
WITH A THIRTEEN WEEK RECOVERY PERIOD IN DOGS 

INDIVIDUAL ANIMAL REPORT BY GROUP 
TEST: Nucleated Red Cells 

ANIMAL ID Week -3 Weelc -1 Week 2 Week 4 Week 8 Week 13 Week 18 

GROUP: 1F:O mg base/kg/day 
7557 0 0 
7541 0 0 
7566 0 1 
7549 0 0 
7555 0 0 
7558 0 0 
7573 0 0 
7542 0 0 

MEAN 0 0 
so 0.0 0.4 

N 8 8 

0 0 2 
0 0 0 
0 0 0 
0 1 0 
0 0 0 
0 0 0 
0 0 0 
0 0 0 

0 0 0 
0.0 0.4 0.7 

8 8 8 

1 
2 
1 
3 
2 
1 
0 
1 

1 
0.9 

8 

0 
0 
1 
1 

1 
0.6 

4 

r.: I.J 
It 11 ! ~ 
L--u U 

SEX : FEMALE 

UN ITS: COUNT 

lleek 26 

0 
0 
0 
0 

0 
0 . 0 

4 

--------------- --------------- ---------------------------------- ---- ------------ ------------------ --- -- -------------- --
GROUP: 2F:0.1 mg base/kg/day 
7543 0 0 0 3 0 0 3 0 
7553 0 0 0 0 0 0 1 0 
7545 0 0 0 0 0 1 1 1 
7552 0 0 0 0 2 0 0 0 
7569 0 0 0 0 0 0 
7560 1 0 0 0 0 0 
7567 0 0 0 0 0 0 
7550 0 0 0 0 0 0 

MEAN 0 0 0 0 0 0 1 0 
so 0.4 0.0 0.0 1.1 0.7 0.4 1.3 0 . 5 
N 8 8 8 8 8 8 4 4 

C- - )-Data Unavailable wac corrected for NRBC = or > 10 
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STUDY 10: 097 
STUDY NO: 097 
ABBR: NRBC 

THIRTEEN WEEK ORAL TOXICITY STUDY OF WR 238605 
WITH A THIRTEEN WEEK RECOVERY PERIOD IN DOGS 

INDIVIDUAL ANIMAL REPORT BY GROUP 
TEST: Nucleated Red Cells 

ANIMAL 10 ~eek -3 ~eek -1 ~eek 2 ~eek4 ~eek 8 ~eek 13 ~eek 18 

GROUP: 3F:2.0 mg base/kg/day 
7562 0 0 0 
7548 1 0 0 
7571 0 0 4 
7561 0 0 0 
7564 0 0 0 
7574 0 0 0 
7556 1 2 0 
7572 0 0 0 

MEAN 0 0 1 
so 0.5 0.7 1.4 
N 8 8 8 

0 
0 
3 
1 
4 
1 

. 3 
4 

2 
1.7 

8 

0 
0 
0 
0 
3 
1 
0 

1 
1.1 

8 

0 
0 
0 
0 
0 
0 
1 
0 

0 
0.4 

8 

0 
0 
0 
0 

0 
0.0 

4 

SEX: FEMALE 

UNITS: COUNT 

~eek 26 

2 
1 
0 
0 

1.0 
4 

-----------------------------------------------------------------------------------------------------------------------
GROJP: 4F:6.0 mg base/kg/day 
7539 0 0 0 1 0 0 0 0 
7563 0 0 0 0 0 2 0 0 
7540 0 0 2 7 2 2 0 0 
7554 1 0 0 7 1 5 0 
7568 1 0 3 5 0 0 
7544 0 0 1 0 3 0 
7546 0 0 1 10 5 0 
7551 0 0 2 6 0 8 

MEAN 0 0 1 5 1 2 0 0 
so 0.5 o.o 1.1 3.7 1.8 2.9 0.5 0.0 
N 8 8 8 8 8 8 4 4 

(--)-Data Unavailable ~c corrected for NRBC = or > 10 
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THIRTEEN WEEK ORAL TOXICITY STUDY OF WR 238605 
WITH A THIRTEEN WEEK RECOVERY PERIOD IN DOGS 

STUDY 10: 097 
STUDY NO: 097 
ABBR: HB 

INDIVIDUAL ANIMAL REPORT BY GROUP 
TEST: Heinz Bodies 

ANIMAL 10 Week -3 Week -1 Week 2 Week 4 Week 8 Week 13 

GROUP: 1F:O mg base/kg/day 
7557 0.2 0.0 0.0 0.0 0.2 0.3 
7541 0.9 0.0 0.0 0.1 0.1 0.1 
7566 0.0 0.0 0.0 0.0 0.4 0.2 
7549 0.2 0.0 0.0 0.0 0.0 0.0 
7555 0.2 0.0 0.0 0.0 0.0 0.0 
7558 0.1 0.1 0.0 0.0 0.0 0.2 
7573 0.0 0.0 0.0 0.0 0.0 0.2 
7542 0.2 0.1 0.0 0.2 0.0 0.0 

MEAN 0.2 0.0 0.0 0.0 0.1 0.1 
so 0.29 0.05 0.00 0.07 0.15 0.12 
N 8 8 8 8 8 8 

SEX: FEMALE 

UNITS: X 

Week 18 Week 26 

0.0 0.0 
0.1 0.0 
0.0 0.0 
0.1 0.0 

0.1 
0.06 

4 

0.0 
0.00 

4 

-----------------------------------------------------------------------------------------------------------------------
GROUP: 2F:0.1 mg base/kg/day 
7543 0.5 0.0 0.0 0.0 0.1 0.1 0.2 0.0 
7553 0. 5 0.0 0. 0 0. 0 0.3 0.5 0.1 0.0 
7545 0.2 0.0 0.4 0.0 0.0 0.1 0.0 0.0 
7552 0.2 0.0 0.0 0.0 0.1 0.8 0.0 0.2 
7569 0.0 0.3 0.1 0.0 0.2 0.3 
7560 0.1 0.1 0.0 0.0 0.0 0.2 
7567 0.0 0.0 0.0 0.0 0.0 0.0 
7550 0.2 0.1 0.0 0.0 0.2 0.1 

MEAN 0.2 0.1 0.1 0.0 0.1 0.3 0.1 0.1 
so 0.20 0.11 0.14 0.00 0.11 0.27 0.10 0.10 
N 8 8 8 8 8 8 4 4 

(--)-Data Unavailable 
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THIRTEEN WEEK ORAL TOXICITY STUDY OF WR 238605 
WITH A THIRTEEN WEEK RECOVERY PERIOD IN DOGS 

STUDY ID: 097 
STUDY NO: 097 
ABBR: HB 

ANIMAL ID \leek -3 

INDIVIDUAL ANIMAL REPORT BY GROUP 
TEST: Heinz Bodies 

\leek -1 \leek 2 \leek 4 \leek 8 \leek 13 

GROUP: 3F:2.0 mg base/kg/day 
7562 0.1 0.0 0.0 o. 1 0.1 0.0 
7548 0.3 0.0 0.0 0.0 0.0 0.0 
7571 0.0 0.1 0.0 0.0 0.0 0.6 
7561 0.1 0.0 0.0 0.0 0.0 0.3 
7564 0.2 0.0 0.0 0.1 0.4 0.2 
7574 0.0 o. 1 0.0 0.0 0.1 0.1 
7556 0.0 0.0 0.0 0.0 0.0 0.0 
7572 o.o 0.1 0.0 0.0 0.8 0.0 

MEAN 0.1 0.0 0.0 0.0 0.2 0.2 
SD 0.11 0.05 0.00 0.05 0.29 0.21 
N 8 8 8 8 8 8 

SEX: FEMALE 

UNITS: X 

\leek 18 \leek 26 

0.0 0. 0 
0.0 0. 0 
0.0 0. 1 
0.0 0. 0 

0.0 
0.00 

4 

0. 0 
0. 05 

4 

- - -------------------------------------- -- - -- -------------------- -~ --------- - ------------------------ --------- - ----- ---
GROUP: 4F:6.0 mg base/kg/day 
7539 0.2 0.0 0.0 o.o 0.1 0.5 0.0 0. 0 
7563 0.0 0.0 0.0 0.0 0.0 0.8 0.0 0. 0 
7540 0.1 0.0 0.3 0.1 0.0 0.0 0.0 0. 0 
7554 0.0 0.0 0.5 0.0 0.1 0.0 0.0 0.0 
7568 0.0 0.0 0.0 0.0 0.1 0.4 
7544 0.3 0.0 0.0 0.2 0.1 0.0 
7546 0.4 0.0 0.0 0.0 0.0 0.0 
7551 0.2 0.1 0.0 0.0 0.1 0.0 

MEAN 0.2 0.0 o. 1 0.0 0.1 0.2 0.0 0.0 
SD 0.15 0.04 0.19 0.07 0.05 0.31 0.00 0. 00 
N 8 8 8 8 8 8 4 4 

( --)-Data Unavailable 
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THIRTEEN WEEK ORAL TOXICITY STUDY OF WR 238605 
WITH A THIRTEEN WEEK RECOVERY PERIOD IN DOGS 

STUDY 10: 097 
STOOY NO: 097 
ABBR: XMETHGB 

INDIVIDUAL ANIMAL REPORT BY GROUP 
TEST: % Methemoglobin 

ANIMAL IO Week -3 Weelc -1 Wee!<: 2 Week 4 Week 8 Week 13 

GROUP: 1F:O mg base/kg/day 
7557 1.4 1.2 0.8 0.9 0.9 0.8 
7541 1.6 1.3 0.8 0.8 0.8 1.0 
7566 2.1 1.4 1.3 1.3 0.9 0.9 
7549 1.0 0.9 0.8 0.7 0.7 0.8 
7555 1.5 1.2 0.8 0.8 0.8 0.7 
7558 1.9 0.9 1.0 0.8 0.9 0.7 
7573 3.4 3.2 1.9 1.5 0.8 1.3 
7542 1.5 0.8 0.9 2.0 0.7 0.9 

MEAN 1.8 1.4 1.0 1. 1 0.8 0.9 
so 0.73 0.77 0.39 0.46 0.08 0.20 
N 8 8 8 8 8 8 

SEX: FEMALE 

UNITS: X 

Week 18 Week 26 

0.5 0.7 
0.6 0.8 
1.2 1.2 
0.6 0.9 

0.7 
0.32 

4 

0.9 
0.22 

4 

-----------------------------------------------------------------------------------------------------------------------
GROUP: 2F:0.1 mg base/leg/day 
7543 2.0 1.4 1.2 0.8 0.8 1.1 0.7 0.9 
7553 3.3 2.7 2.7 1.0 1.0 3.6 0.5 1.1 
7545 0.9 0.9 0.7 0.8 1.2 1.1 0.9 0.9 
7552 1. 7 1.1 0.9 1.0 0.8 0.8 0.8 0.9 
7569 1.1 1.0 1.1 1.0 0.8 0.9 
7560 2.0 1.0 1.1 1.1 1.1 0.9 
7567 4.3 4.4 2.3 1.4 1.4 3.6 
7550 1.1 1.0 1.0 1.2 1.4 1.3 

MEAN 2.1 1.7 1.4 1.0 1.1 1.7 0.7 1.0 
so 1.19 1.24 0.72 0.20 0.26 1.21 0.17 0.10 
N 8 8 8 8 8 8 4 4 

(--)-Data Unavailable 
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THIRTEEN WEEK ORAL TOXICITY STUDY OF WR 238605 
WITH A THIRTEEN WEEK RECOVERY PERIOD IN DOGS 

STUOY 10: 097 
STU>Y NO: 097 
ABBR: XMETHGB 

ANIMAL 10 Yeek -3 

INDIVIDUAL ANIMAL REPORT BY GROUP 
TEST: % Methemoglobin 

Yeek -1 Week 2 Week 4 Week 8 Yeek 13 

GROUP: 3F:2.0 mg base/kg/day 
7562 1.5 1. 1 8.9 13.1 12.1 12.9 
7548 4.0 2.6 13.6 17.4 12.4 14.3 
7571 0.9 0.9 15.2 17.8 14.3 14.7 
7561 3.9 2.6 15.6 14.5 12.5 14.0 
7564 1.5 1.0 13.5 18.0 16.3 15.5 
7574 1.8 1.4 13.4 13.5 12.2 12.5 
7556 1.1 0.6 0.9 9.5 8.2 7.6 
7572 1.1 0.9 12.7 13.6 11.9 11.8 

MEAN 2.0 1.4 11.7 14.7 12.5 12.9 
so 1.25 0.78 4.82 2.93 2.29 2.47 
N 8 8 8 8 8 8 

SEX: FEMALE 

UNITS: X 

Week 18 Week 26 

1.1 0.9 
1.2 0.9 
0.9 1.0 
0. 7 1.1 

1.0 
0.22 

4 

1.0 
0.10 

4 

-----------------------------------------------------------------------------------------------------------------------
GROUP: 4F:6.0 mg base/kg/day 
7539 1.6 1.8 18.9 18.2 20.9 23.8 6.8 1.0 
7563 1.5 1.2 29.3 24.6 26.3 25.9 2.1 1.2 
7540 1.0 0.7 29.3 26.7 29.7 33.1 4.2 1.2 
7554 2.0 1.5 13.4 16.0 16.1 15.5 3.7 0.9 
7568 1.2 0.9 17.7 19.3 21.3 21.1 
7544 1.6 1.0 30.3 30.6 26.3 27.9 
7546 0.7 0.6 27.8 22.6 22.2 23.5 
7551 1.2 0.8 25.1 24.7 25.7 27.3 

MEAN 1.4 1.1 24.0 22.8 23.6 24.8 4.2 1. 1 
so 0.41 0.41 6.43 4.82 4.26 5.19 1.95 0.15 
N 8 8 8 8 8 8 4 4 

------------------ ------------------------------------------ --------- --------------------- -------- - -----~--------------
(··)·Data Unavailable 
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THIRTEEN WEEK ORAL TOXICITY STUDY OF WR 238605 
WITH A THIRTEEN WEEK RECOVERY PERIOD IN DOGS 

STUDY ID: 097 
STUDY NO: 097 
ABBR: PLT 

INDIVIDUAL ANIMAL REPORT BY GROUP 
TEST: Platelets 

ANIMAL ID Week ·3 Week -1 Week 2 Week 4 Week 8 Week 13 

GROUP: 1F:O mg base/kg/day 
7557 378 323 291 274 286 294 
7541 367 164 334 257 288 278 
7566 285 277 255 237 244 249 
7549 314 285 235 251 247 248 
7555 418 392 306 358 291 317 
7558 453 389 192 357 294 325 
7573 215 326 213 365 353 346 
7542 537 378 334 279 291 365 

MEAN 371 317 270 297 287 303 
so 101.1 76.2 54.4 53.6 33.6 43.1 
N 8 8 8 8 8 8 

SEX: FEMALE 

Week 18 Week 26 

363 248 
325 300 
260 301 
322 295 

318 
42.6 

4 

286 
25.5 

4 

------------------------------ -----------------------------------------------------·----------------- -- -------------- --
GROUP: 2F:0.1 mg base/kg/day 
7543 326 320 253 347 294 277 310 211 
7553 437 434 276 259 260 325 409 574 
7545 175 159 212 155 206 231 240 231 
7552 424 336 347 296 303 237 406 363 
7569 260 142 234 198 282 299 
7560 384 280 275 230 200 197 
7567 411 459 366 291 235 291 
7550 448 338 246 258 284 258 

MEAN 358 309 276 254 258 264 341 345 
so 97.3 114.0 54.0 60.2 40.0 41.7 81.7 167. 0 
N 8 8 8 8 8 8 4 4 

(· · )·Data Unavailable 
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STUDY 10: 097 
STUDY NO: 097 
ABBR: PLT 

THIRTEEN WEEK ORAL TOXICITY STUDY OF WR 238605 
WITH A THIRTEEN WEEK RECOVERY PERIOD IN DOGS 

INDIVIDUAL ANIMAL REPORT BY GROUP 
TEST: Platelets 

ANIMAL 10 Week -3 Week -1 Week 2 Week 4 Week 8 Week 13 Week 18 

GROUP: 3F:2.0 mg base/kg/day 
7562 257 362 139 
7548 362 282 178 
7571 245 261 106 
7561 470 412 276 
7564 369 325 106 
7574 359 329 106 
7556 352 316 199 
75n 351 373 129 

MEAN 346 333 155 
so 70.2 49.0 60.0 
N 8 8 8 

98 70 
156 229 
89 134 

200 337 
157 309 
143 154 
102 293 
77 151 

128 210 
42.6 96.5 

8 8 

150 
280 
162 
362 
3n 
204 
310 
252 

262 
85.1 

8 

365 
318 
326 
479 

3n 
74.2 

4 

SEX: FEMALE 

UNITS: 10~3/ccm 

Week 26 

339 
243 
282 
418 

321 
76.0 

4 

·---·-··---------------------------------------------------------------------------------------------------------------
GROUP: 4F:6.0 mg base/kg/day 
7539 329 320 84 68 153 285 247 229 
7563 326 215 129 291 262 287 184 247 
7540 556 452 78 150 314 391 334 429 
7554 474 319 131 171 159 171 176 275 
7568 318 292 82 110 143 256 
7544 444 424 82 288 338 371 
7546 379 347 42 68 291 125 
7551 343 324 45 75 44 68 

MEAN 396 337 84 153 213 244 235 295 
so 86.7 74.2 32.9 92.6 103.0 114.6 73.1 91.3 
N 8 8 8 8 8 8 4 4 

(--)-Data Unavailable 
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STUDY I D: 097 
STUDY NO: 097 
ABBR: PT 

THIRTEEN WEEK ORAL TOXICITY STUDY OF WR 238605 
WITH A THIRTEEN WEEK RECOVERY PERIOD IN DOGS 

INDIVIDUAL ANIMAL REPORT BY GROUP 
TEST: Prothrombin Time 

ANIMAL 10 ~eek -3 ~eek ~1 ~eek 2 \.leek 4 ~eek 8 ~eek 13 ~eek 18 

GROUP: 1F:O mg base/kg/day 
7557 7.0 7.4 7.5 
7541 7.2 7.0 7.3 
7566 7.4 7.3 7.6 
7549 7.3 7.5 7.6 
7555 7.0 7.3 7.0 
7558 7.3 7.3 7.2 
7573 7.1 7.3 7.0 
7542 7.4 7.3 7.5 

MEAN 7.2 7.3 7.3 
so 0.16 0.14 0.25 
N 8 8 8 

7.0 7.0 
7.1 7.2 
7.3 7.3 
7.4 7.9 
7.1 7.1 
7.2 7.1 
7.2 7.0 
7.5 7.2 

7.2 7.2 
0.17 0.29 

8 8 

7.2 
7.2 
7.4 
7.6 
7.2 
7.1 
6.9 
7.4 

7.3 
0.21 

8 

7.3 
7.2 
7.4 
7.4 

7.3 
0.10 

4 

:rl 
; i 

L.:J 

........... f,\ i ~ . , ~· . 
~ r 1 ! : .• \ 
LJL..! Lr-U 

SEX: FEMALE 

UNITS: sec 

~eek 26 

7.0 
7.4 
7.6 
7.6 

7.4 
0.28 

4 

r,: 
I~ 

Lf 

-------------------- --------------------------------------------------------------------------------- ------------------
GROUP: 2F:0.1 mg base/kg/day 
7543 7.2 7.7 7.6 7.5 7.5 7.5 7.6 7.4 
7553 7.2 7.1 7.3 7.1 7.1 7.2 7.0 7.4 
7545 7.2 7.1 7.4 7.2 7.3 7.3 7.4 7.5 
7552 6.9 7.1 7.2 7.0 7.9 7.0 7.0 7.3 
7569 7.2 7.0 7.3 7.1 6.9 7.1 
7560 7.6 7.4 7.9 7.4 7.7 7.7 
7567 7.2 7.4 7.2 7.3 7.1 7.5 
7550 7.4 7.3 7.5 7.4 7.2 7.1 

MEAN 7.2 7.3 7.4 7.3 7.3 7.3 7.3 7.4 
so 0.20 0.23 0.24 0.18 0.34 0.24 0.30 0.08 

N 8 8 8 8 8 8 4 4 

(·-)·Data Unavailable 
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STUDY 10: 097 
STUDY NO: 097 
ABBR: PT 

THIRTEEN WEEK ORAL TOXICITY STUDY OF WR 238605 
WITH A THIRTEEN WEEK RECOVERY PERIOD IN DOGS 

INDIVIDUAL ANIMAL REPORT BY GROUP 
TEST: Prothrombin Time 

ANIMAL ID ~eek ·3 ~eek -1 ~eek 2 ~eek 4 ~eek 8 ~eek 13 ~eek 18 

GROUP: 3F:2.0 mg base/kg/day 
7562 6.8 7.3 7.3 
7548 7.3 7.4 7.2 
7571 7.1 7.3 7.2 
7561 7.2 7.0 7.1 
7564 7.4 7.5 7.4 
7574 7.2 7.4 7.0 
7556 7.1 7.7 7.6 
7572 7.2 7.3 7.1 

MEAN 7.2 7.4 7.2 
so 0.18 0.20 0.19 
N 8 8 8 

6.9 7.1 
7.0 7.1 
6.8 7.1 
6.8 7.3 
6.9 7.6 
6.8 7.1 
7.0 6.8 
6.8 7.1 

6.9 7.2 
0.09 0.23 

8 8 

7.2 
7.0 
7.0 
6.9 
7.4 
7.0 
6.9 
7.0 

7.1 
0.17 

8 

7.1 
7.4 
7.3 
6.9 

7.2 
0.22 

4 

SEX : FEMALE 

UNITS: sec 

~eek 26 

7. 5 
7. 2 
7.3 
7.5 

7.4 
0. 15 

4 

------------------------------------------ -- --------------------------------------------------- ------ --- ------------- --
GROUP: 4F:6.0 mg base/kg/day 
7539 7.1 7.5 6.9 6.8 7.5 7.0 7.3 7.5 
7563 7.4 7.4 7.4 7.2 7.3 7.4 7.4 7. 4 
7540 7.1 7.0 6.9 6.7 7.5 6.9 7.1 7. 2 
7554 7.5 7.5 7.4 7.0 7.0 6.9 7.3 7.8 
7568 7.1 7.2 7.0 6.8 7.1 7.0 
7544 7.3 7.3 7.2 7.1 7.3 7.4 
7546 7.2 7.2 7.2 6.9 7.0 7.1 
7551 7.0 7.5 7.1 6.7 7.6 7.1 

MEAN 7.2 7.3 7.1 6.9 7.3 7.1 7.3 7. 5 
so 0.17 0.18 0.20 0.19 0.24 0.20 0.13 0.25 
N 8 8 8 8 8 8 4 4 

( - -)-Data Unavailable 
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STUDY 10: 097 
STUDY NO: 097 
ABBR: APTT 

THIRTEEN WEEK ORAL TOXICITY STUDY OF WR 238605 
WITH A THIRTEEN WEEK RECOVERY PERIOD IN DOGS 

INDIVIDUAL ANIMAL REPORT BY GROUP 
TEST: Act. Par tial Thrombo. Time 

ANIMAL 10 ~eek -3 ~eek -1 ~eek 2 ~eek 4 ~eek 8 ~eek 13 ~eek 18 

GROUP: 1F:O mg base/kg/day 
7557 12.1 10.9 
7541 11.5 13.3 
7566 11.2 11.8 
7549 11.5 11.3 
7555 12.6 11.9 
7558 12.8 13.2 
7573 12.6 12.2 
7542 12.0 12.6 

MEAN 12.0 12.2 
so 0.60 0.85 
N 8 8 

10.3 10.3 
11. 1 10.4 
10.6 10.6 
10.7 10.8 
11. 1 10.4 
12.9 11.7 
12.5 12.4 
11.6 11.5 

11.4 11.0 
0.93 0.77 

8 8 

10.0 
10.4 
10.3 
10.5 
10.7 
11.5 
11.2 
10.7 

10.7 
0.49 

8 

10.5 
10.6 
10.5 
10.4 
11.1 
11.6 
11.4 
10.4 

10.8 
0.48 

8 

10. 1 
10.2 
10.5 
10.2 

10.3 
0.17 

4 

SEX: FEMALE 

UNITS: sec 

~eek 26 

10.6 
10.9 
10.3 
11.0 

10.7 
0.32 

4 

-----------------------------------------------------------------------------------------------------------------------
GROUP: 2F:0.1 mg base/kg/day 
7543 10.9 10.4 10. 1 10.1 10. 1 10.1 10.2 10.2 
7553 11.6 11.7 10.9 10.8 11.2 10.9 10.6 11.0 
7545 12.2 11.7 11.7 11.4 11.0 11.6 10.8 11.3 
7552 11.4 11.3 10.7 10.9 11.3 11.0 11.1 11.3 
7569 12.0 12.5 12.3 10.6 11.0 10.4 
7560 12.7 12.9 10.7 10.5 10.5 10.8 
7567 12.8 12.6 11.9 10.9 11.6 10.7 
7550 11.8 11.6 10.9 10.3 10.8 12.3 

MEAN 11.9 11.8 11.2 10.7 10.9 11.0 10.7 11.0 
so 0.64 0.81 0.74 0.41 0.47 0.69 0.38 0.52 
N 8 8 8 8 8 8 4 4 

c--)-Data Unavailable 
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STUDY 10: 097 
STUDY NO: 097 
ABBR: APTT 

THIRTEEN WEEK ORAL TOXICITY STUDY OF WR 238605 
WITH A THIRTEEN WEEK RECOVERY PERIOD IN DOGS 

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

ANIMAL 10 Week -3 Week -1 Week 2 Week 4 Week 8 Week 13 Week 18 

GROUP: 3F:2.0 mg base/kg/day 
7562 12.1 10.8 10.7 
7548 10.8 11.0 10.4 
7571 11.8 12.1 10.9 
7561 11.2 10.8 9.9 
7564 11.6 11.9 11.3 
7574 11.6 11.0 11.4 
7556 12.7 12.0 11.6 
7572 1 1.1 11.6 10.6 

MEAN 11.6 11.4 10.9 
so 0.60 0.56 0.57 
N 8 8 8 

10.3 9.7 
10.2 10.2 
11.5 10.8 
10.3 9.5 
11.7 10.8 
11.0 10.4 
11.7 11.2 
9.9 10.2 

10.8 10.4 
0.74 0.58 

8 8 

10.5 
10.7 
10.9 
10.0 
11.1 
10.8 
11.5 
10.3 

10.7 
0.47 

8 

10.2 
10.3 
1 1. 1 
10.5 

10.5 
0.40 

4 

SEX: FEMALE 

UNITS: sec 

Week 26 

10.4 
11.0 
11.5 
9.9 

10.7 
0.70 

4 

-----------------------------------------------------------------------------------------------------------------------
GROUP: 4F:6.0 mg base/kg/day 
7539 12.6 11.7 12.5 10.9 10.3 10.1 10.3 10.8 
7563 11.2 12.2 10.4 10.7 10.1 10.7 10.1 10.6 
7540 12.7 12.2 11.5 11.7 11.7 11.3 11.8 12.3 
7554 12.2 13.1 11.8 12.1 11.0 14.5 12.5 11.8 
7568 11.9 12.2 11.3 12.2 11.6 11.6 
7544 11.5 11.1 11.0 12.5 10.9 10.9 
7546 11.5 10.9 10.5 11.6 10.7 10.5 
7551 11.9 12.7 10.9 11.9 10.4 9.0 

MEAN 11.9 12.0 11.2 11.7 10.8 11. 1 11.2 11.4 
so 0.54 0.75 0.70 0.63 0.59 1.60 1.16 0.81 
N 8 8 8 8 8 8 4 4 

(--)-Data Unavailable 
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STUDY 10: 097 
STUDY NO: 097 
ABBR: we 

THIRTEEN WEEK ORAL TOXICITY STUDY OF WR 238605 
WITH A THIRTEEN WEEK RECOVERY PERIOD IN DOGS 

INDIVIDUAL ANIMAL REPORT BY GROUP 
TEST: Leukocytes 

ANIMAL 10 ~eek -3 ~eek -1 ~eek 2 ~eek 4 ~eek 8 ~eek 13 ~eek 18 

GROUP: 1F:O mg base/kg/day 
7557 8.6 6.8 
7541 6.8 7.1 
7566 7.9 13.2 
7549 10.6 6.6 
7555 6.6 8.9 
7558 7.6 6.9 
7573 7.3 9.1 
7542 10.4 11.1 

MEAN 8.2 8.7 
so 1.54 2.39 
N 8 8 

8.3 8.8 
7.9 6.5 
7.4 9.3 
5.8 5.6 
9.2 5.6 
9.8 7.5 

15.3 7.5 
12.6 9.8 

9.5 7.6 
3.06 1.62 

8 8 

8.2 
7.1 
8.4 
6.3 
6.7 
7.0 
8.5 
8.6 

7.6 
0.92 

8 

7.0 
7.1 
8.7 
6.9 
6.1 
8.2 

10.7 
12.8 

8.4 
2.27 

8 

7.4 
6.0 
7.1 
4.9 

6.4 
1.14 

4 

SEX: FEMALE 

UNITS: 10"3/cnm 

~eek 26 

9.0 
7.0 
9.0 
6.1 

7.8 
1.46 

4 

------------------------------------------------------------------------------------------------------ ----- ------ ------
GROUP: 2F:0.1 mg base/kg/day 
7543 9.3 8.6 10.7 13.2 10.0 11.1 9.8 9.0 
7553 8.6 9.0 6.7 5.9 6.7 6.4 7.3 12.4 
7545 6.7 10.0 10.5 7.5 7.0 8.4 5.9 6.3 
7552 9.6 9.6 11.6 8.6 8.8 7.0 11.4 10.2 
7569 6.5 6.3 6.8 7.5 8.7 6.7 
7560 9.6 13.4 10.3 7.3 7.2 7.4 
7567 8.6 9.4 8.6 7.2 6.6 8.4 
7550 8.6 12.9 10.8 9.8 14.3 9.3 

MEAN 8.4 9.9 9.5 8.4 8.7 8.1 8.6 9.5 
so 1.21 2.30 1.89 2.25 2.58 1.57 2.47 2.54 
N 8 8 8 8 8 8 4 4 

(--)-Data Unavailable we corrected for NRBe = or > 10 
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STUDY 10: 097 
STUDY NO: 097 
ABBR: \JBC 

THIRTEEN WEEK ORAL TOXICITY STUDY OF WR 238605 
WITH A THIRTEEN WEEK RECOVERY PERIOD IN DOGS 

INDIVIDUAL ANIMAL REPORT BY GROUP 
TEST: Leukocytes 

ANIMAL 10 ~eek -3 ~eek -1 ~eek 2 ~eek 4 ~eek 8 ~eek 13 ~eek 18 

GROUP: 3F:2.0 mg base/kg/day 
7562 7.1 6.8 5.6 
7548 7.6 7.0 10.7 
7571 5.9 7.3 6.8 
7561 10.2 10.3 9.5 
7564 6.8 8.9 6.6 
7574 6.5 8.2 8.9 
7556 11.6 8.7 7.3 
7572 6.5 13.0 8.9 

MEAN 7.8 8.8 8.0 
so 2.03 2.06 1.72 
N 8 8 8 

7.2 6.4 
9.0 9.2 
5.9 10.6 

11.0 11.3 
9.2 9.0 

13.0 13.8 
8 .5 13 .6 
8.1 8.4 

9.0 10.3 
2.20 2.56 

8 8 

7.5 
10.4 
12.3 
10.4 
7.2 

19.5 
12.4 
10.0 

11.2 
3.85 

8 

6.7 
7.8 
9.3 

11.7 

8.9 
2.16 

4 

SEX: FEMALE 

UNIT S: 10"3/cnm 

~eek 26 

6 .5 
12.9 
6 .1 
9.9 

8.9 
3 . 19 

4 

-- ------- ----------------- -- -- ------------------------------------------------------------------- --- ---------------- ---
GROUP: 4F:6.0 mg base/kg/day 
7539 6.6 7.4 11.2 6.9 8.6 12.5 5.5 7.8 
7563 9.2 12.9 11.0 8.1 8.1 9.6 7.9 8 .5 
7540 7.3 10.0 6.3 9.4 8.2 12.6 7.1 9.3 
7554 9.5 9.6 8.6 7.5 17.9 25.2 21.9 10.5 
7568 7.3 6.6 6.9 8.2 7.6 10.4 
7544 9.1 13.9 7.3 10.2 12.7 13.0 
7546 10.3 10.1 7.6 8.5 11.2 17.8 
7551 8.5 8.2 8.7 7.9 7.5 7.6 

MEAN 8.5 9.8 8.5 8.3 10.2 13.6 10.6 9.0 
so 1.29 2.54 1.82 1.05 3.62 5.57 7.60 1.16 
N 8 8 8 8 8 8 4 4 

(--)-Data Unavailable \JBC corrected for NRBC = or > 10 
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THIRTEEN WEEK ORAL TOXICITY STUDY OF WR 238605 
WITH A THIRTEEN WEEK RECOVERY PERIOD IN DOGS 

STUDY ID: 097 
STUDY NO: 097 
ABBR: H. Neutrop 

INDIVIDUAL ANIMAL REPORT BY GROUP 
TEST: M. Neutrophile 

ANIMAL ID ~eek -3 ~eek -1 ~eek 2 ~eek 4 ~eek 8 ~eek 13 

GROUP: 1F:O mg base/kg/day 
7557 4.4 3.9 5.0 5.1 4.8 3.9 
7541 4.6 5.0 5.3 4.2 4.8 5.3 
7566 4.3 9.1 3.8 6.0 5.1 4.4 
7549 7.4 4.5 3.3 3.4 3.8 4.8 
7555 4.2 7.5 6.6 3.5 4.5 3.4 
7558 5.4 4.6 7.0 4.7 4.2 5.1 
7573 4.4 5.9 11.5 4.3 5.4 7.2 
7542 5.1 5.8 8.3 5.1 4.6 7.9 

MEAN 5.0 5.8 6.4 4.5 4.7 5.3 
SD 1.06 1. 74 2.66 0.87 0.50 1.56 
N 8 8 8 8 8 8 

~eek 18 

2.9 
4.3 
3.3 
2.7 

3.3 
0.71 

4 

SEX: FEMALE 

UNITS: 10"3/CIIIll 

~eek 26 

5.4 
5.1 
5.2 
3.5 

4.8 
0.88 

4 

--------------- ----------------------------------------------------------------------------------- --- ------------------
GROUP: 2F:0.1 mg base/kg/day 
7543 5.0 5.6 6.4 9.4 5.1 6.5 5.8 6.5 
7553 4.8 5.0 4.0 2.8 3.6 3.9 4.2 8.1 
7545 4.4 6.2 8.1 4.7 4.3 5.3 2.8 3.2 
7552 6.6 6.0 8.0 5.0 5.2 4.1 8.3 7.0 
7569 3.1 3.4 3.7 5.3 5.2 4.8 
7560 4.8 8.3 5.3 3.1 2.9 4.3 
7567 4.9 6.4 4.4 3.9 3.6 3.4 
7550 5.6 9.3 7.5 5.5 9.3 5.3 

MEAN 4.9 6.3 5.9 5.0 4.9 4.7 5.3 6.2 
SD 0.99 1.84 1.82 2.05 1.98 0.99 2.36 2.11 
N 8 8 8 8 8 8 4 4 

(--)-Data Unavailable ~C corrected for NRBC = or > 10 
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THIRTEEN WEEK ORAL TOXICITY STUDY OF WR 238605 
WITH A THIRTEEN WEEK RECOVERY PERIOD IN DOGS 

STUDY ID: 097 
STUDY NO: 097 
ABBR: M. Neutrop 

ANIMAL ID Week -3 

INDIVIDUAL ANIMAL REPORT BY GROUP 
TEST: M. Neutrophile 

Week -1 Week 2 Week 4 Week 8 Week 13 

GROUP: 3F:2.0 mg base/kg/day 
7562 5.1 4.0 3.1 4.0 3.8 5.1 
7548 3.7 3.0 6.6 5.3 7.0 7.2 
7571 2.8 4.2 4.4 3.2 7.1 10.1 
7561 6.1 4.7 5.1 6.7 7.1 7.3 
7564 3.8 5.4 3.5 5.5 5.9 4.3 
7574 2.5 4.0 5.1 8.2 11.6 14.6 
7556 6.4 4.3 4.4 4.9 8.8 9.3 
75n 3.8 10.0 6.4 5.4 4.0 6.5 

MEAN 4.3 5.0 4.8 5.4 6.9 8.1 
so 1.45 2.15 1.25 1.54 2.53 3.28 
N 8 8 8 8 8 8 

Week 18 

3.6 
5.2 
6.1 
8.7 

5.9 
2.13 

4 

SEX: FEMALE 

UNITS: 10"3/cnm 

Week 26 

3.9 
8.5 
3.8 
6.6 

5.7 
2.27 

4 

-----------------------------------------------------------------------------------------------------------------------
GROUP: 4F:6.0 mg base/kg/day 
7539 3.0 4.8 9.1 3.2 6.1 8.0 3.7 4.4 
7563 6.3 10.6 7.4 5.5 6.2 6.5 5.8 5.8 
7540 4.1 6.6 2.9 6.9 5.0 8.8 4.0 6.1 
7554 4.6 4.7 5.2 4.0 15.0 14.1 13.4 5.0 
7568 3.5 3.9 3.9 4.6 4.1 7.7 
7544 5.8 10.0 4.1 6.9 9.4 10.1 
7546 6.3 7.5 4.5 6.0 7.5 12.6 
7551 5.3 5.9 5.9 5.5 4.3 4.8 

MEAN 4.9 6.8 5.4 5.3 7.2 9.1 6.7 5.3 
so 1.26 2.47 2.03 1.32 3.60 3.09 4.55 o.n 
N 8 8 8 8 8 8 4 4 

(·-)-Data Unavailable WBC corrected for NRBC = or > 10 
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THIRTEEN WEEK ORAL TOXICITY STUDY OF WR 238605 
WITH A THIRTEEN WEEK RECOVERY PERIOD IN DOGS 

STUDY I 0: 097 
STUDY NO: 097 
ABBR: I. Neutrop 

INDIVIDUAL ANIMAL REPORT BY GROUP 
TEST: I. Neutrophile 

ANIMAL 10 Week ·3 Week ·1 Week 2 Week 4 Week 8 Week 13 

GROUP: 1F:O mg base/kg/day 
7557 3.6 0.1 0.0 0.0 0.2 0.1 
7541 0.0 0.1 0.2 0.2 0.1 0.0 
7566 0.2 0.3 0.3 0. 1 0.3 0.0 
7549 0.0 0.1 0.2 0.0 0.3 0.1 
7555 0.1 0.1 0.2 0.0 0.2 0.1 
7558 0.0 0.0 0.2 0.3 • 0.1 0.0 
7573 0.1 0.3 0.5 0.5 0.0 0.0 
7542 0.0 0.0 0.1 0.4 0.2 0.3 

MEAN 0.5 0.1 0.2 0.2 0.2 0.1 
so 1.25 0.12 0.15 0.20 0.10 0.10 

N 8 8 8 8 8 8 

Week 18 

0.2 
0. 1 
0.1 
0.2 

0.2 
0.06 

4 

SEX : FEMALE 

UN ITS : 10"3/crrm 

Week 26 

0.1 
0.0 
0. 0 
0. 0 

0.0 
0.05 

4 

· -------- ----------------------------- -- --- --------- ------- ----- ------------------------------------- --- -- ------------ -
GROUP: 2F:0.1 mg base/kg/day 
7543 0.0 0.3 0.1 0.0 0.2 0.3 0.2 0. 2 
7553 0.0 0.0 0.1 0.0 0.1 0.4 0.4 0.6 
7545 0.0 0.0 0.1 0.3 0.0 0.5 0.1 0. 0 
7552 0.0 0.0 0.6 0.9 0.2 0.3 0.0 0.3 
7569 0.1 0.1 0.1 0.3 0.3 0.1 
7560 0.2 0.1 0.2 0.1 0.1 0.1 
7567 0.2 0.2 0.2 0.4 0.1 0.2 
7550 0.0 0.3 0.1 0.3 0.4 0.6 

MEAN 0.1 0.1 0.2 0.3 0.2 0.3 0.2 0.3 
so 0.09 0.13 0.17 0.29 0.13 0.18 0.17 0. 25 
N 8 8 8 8 8 8 4 4 

(··)·Data Unavailable WBC corrected for NRBC = or > 10 
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THIRTEEN WEEK ORAL TOXICITY STUDY OF WR 238605 
WITH A THIRTEEN WEEK RECOVERY PERIOD IN DOGS 

STUDY 10: 097 
STUDY NO: 097 
ABBR: I. Neutrop 

ANIMAL ID Yeek · 3 

INDIVIDUAL ANIMAL REPORT BY GROUP 
TEST: I. Neutrophile 

Week -1 Yeek 2 Yeek 4 Yeek 8 Yeek 13 

GROUP: 3F:2.0 mg base/kg/day 
7562 0.1 0.1 0.1 0.3 0.1 0.1 
7548 0.1 0.1 0.2 0.5 0.2 0.1 
7571 0.0 0.1 0.3 0.6 0.8 0.1 
7561 0.1 0.4 0.7 1.0 0.7 0.6 
7564 0.1 0.4 0.2 0.5 0.4 0.1 
7574 0.1 0.2 0.4 0.5 0.4 1.2 
7556 0.2 0.1 0.3 0.1 1.6 0.2 
7572 0.0 0.3 0.1 0.3 0.6 0.6 

MEAN 0.1 0.2 0.3 0.5 0.6 0.4 
so 0.06 0.14 0.20 0.27 0.47 0.40 
N 8 8 8 8 8 8 

Yeek 18 

0.1 
0.2 
0.3 
0.5 

0.3 
0.17 

4 

SEX: FEMALE 

UNITS : 10"3/CII11l 

Week 26 

0. 1 
0. 6 
0. 2 
0.0 

0.2 
0. 26 

4 

-- --- ------------- ----- ------------------------------- ---------------- ------- ---- --------- -- --- -- -- --- -----------------
GROUP: 4F:6.0 mg base/kg/day 
7539 0.1 0.1 0.3 0.9 0.4 0.9 0.2 0.3 
7563 0.0 0.3 1.3 0.4 0.0 0.2 0.2 0.1 
7540 0.0 0.2 0.6 0.4 0.2 0.5 0.1 0.3 
7554 0.2 0.2 0.7 0.7 0.2 4.5 2.6 0. 2 
7568 0.1 0.0 0.5 0.7 0.1 0.1 
7544 0.1 0.3 0.2 0.2 0.3 0.4 
7546 0.1 0.0 0.0 0.4 0.4 0.7 
7551 0.0 0.0 0.0 0.5 0.4 0.2 

MEAN 0.1 0.1 0.5 0.5 0.3 0.9 0.8 0.2 
so 0.07 0.13 0.43 0.23 0.15 1.46 1.22 0.10 

N 8 8 8 8 8 8 4 4 

(-- )-Data Unavailable WBC corrected for NRBC = or > 10 
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THIRTEEN WEEK ORAL TOXICITY STUDY OF WR 238605 
WITH A THIRTEEN WEEK RECOVERY PERIOD IN DOGS 

STUDY I D: 097 
STUDY NO: 097 
ABBR: Lymphocyte 

INDIVIDUAL ANIMAL REPORT BY GROUP 
TEST: Lymphocytes 

ANIMAL ID Week -3 Week -1 Week 2 Week 4 Week 8 Week 13 

GROUP: 1F:O mg base/kg/day 
7557 0.1 2.3 2.8 3.2 3.0 2.6 
7541 2.0 1.8 2.0 1.6 1.8 1.5 
7566 2.4 2.5 2.2 2.0 2.1 3.0 
7549 2.3 1.6 2.0 2.0 2.1 1.7 
7555 1.8 1.0 1.7 2.0 1.6 1.9 
7558 1.6 2.1 1.7 1.8 2.5 2.3 
7573 2.7 2.5 2.6 2.3 2.6 3.3 
7542 4.4 3.9 3.3 3.5 3.1 3.8 

MEAN 2.2 2.2 2.3 2.3 2.4 2.5 
so 1.20 0.85 0.57 0.68 0.54 0.81 
N 8 8 8 8 8 8 

Week 18 

3.8 
1.4 
3.5 
1.5 

2.6 
1.28 

4 

SEX: FEMALE 

UNITS: 10"3/cnm 

Week 26 

3.2 
1.4 
2.4 
2.3 

2.3 
0. 74 

4 

---------------------- --------------- --- ----------------- ----- ------ --------- -------------- -- -------- ------------------
GROUP: 2F :0.1 mg base/kg/day 
7543 3.4 2.7 4.0 3.0 3.5 3.2 3.2 2.0 
7553 2.7 3.1 2.0 2.2 2.5 1.9 2.0 1.9 
7545 1.9 3.2 1.7 1.6 2.0 1. 7 2.7 2.7 
7552 2.9 3.2 2.8 2.3 3.2 2.2 2.2 1. 7 
7569 2.9 2.1 2.3 1.3 2.6 1.3 
7560 3.7 3.9 2.9 3.1 3.4 2.4 
7567 2.8 2.0 3.0 2.4 2.2 4.0 
7550 2.8 2.7 2.8 3.5 3.6 2.9 

MEAN 2.9 2.9 2.7 2.4 2.9 2.5 2.5 2.1 
so 0.53 0.63 0.71 0.75 0.63 0.88 0.54 0.43 
N 8 8 8 8 8 8 4 4 

( -- )-Data Unavai lable WBC corrected for NRBC = or > 10 
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THIRTEEN WEEK ORAL TOXICITY STUDY OF WR 238605 
WITH A THIRTEEN WEEK RECOVERY PERIOD IN DOGS 

STUDY 10: 097 
STUDY NO: 097 
ABBR: Lymphocyte 

ANIMAL 10 ~eek -3 

INDIVIDUAL ANIMAL REPORT BY GROUP 
TEST: Lymphocytes 

~eek -1 ~eek 2 Week 4 ~eek 8 Week 13 

GROUP: 3F:2.0 mg base/kg/day 
7562 1.2 2.4 2.1 2.6 2.2 1.8 
7548 3.4 3.4 3.0 2.1 1.6 2.2 
7571 2.6 2.6 1.3 1.5 1.8 1.8 
7561 3.6 3.7 3.5 2.4 2.8 1.5 
7564 2.2 2.5 2.1 2.4 2.1 1.8 
7574 3.4 3.6 2.9 3.0 1.1 2.1 
7556 3.8 3.7 2.1 2.6 1.9 1.6 
7572 2.3 2.3 2.0 1.6 2.5 2.0 

MEAN 2.8 3.0 2.4 2.3 2.0 1.9 
so 0.89 0.63 0.70 0.51 0.53 0.24 
N 8 8 8 8 8 8 

~eek 18 

2.5 
2.0 
2.1 
1.9 

2.1 
0.26 

4 

SEX: FEMALE 

UNITS: 10"3/Cilrn 

~eek 26 

2.5 
2.8 
1.6 
2.5 

2.4 
0.52 

4 

-----------------------------------------------------------------------------------------------------------------------
GROUP: 4F:6.0 mg base/kg/day 
7539 2.4 1.6 1.2 1. 7 1. 1 1.9 0.8 2.3 
7563 1.7 0.9 1.5 1.3 1.2 1.2 1.3 1.4 
7540 2.6 2.3 2.3 0.9 1.9 2.4 2.3 2.3 
7554 4.3 3.4 1.9 2.1 1.4 4.5 3.7 3.4 
7568 3.1 2.1 2.0 2.5 2.8 0.7 
7544 1.8 2.6 2.5 1.8 2.2 2.1 
7546 3.0 2.0 2.1 1.1 2.4 3.6 
7551 1.7 1.7 1.9 1.1 1.5 1.7 

MEAN 2.6 2.1 1.9 1.6 1.8 2.3 2.0 2.4 
so 0.89 0.74 0.42 0.56 0.61 1.25 1.28 0.82 
N 8 8 8 8 8 8 4 4 

(--)-Data Unavailable ~c corrected for NRBC = or > 10 
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THIRTEEN WEEK ORAL TOXICITY STUDY OF WR 238605 
WITH A THIRTEEN WEEK RECOVERY PERIOD IN DOGS 

STUDY ID: 097 
STUDY NO: 097 
ABBR: Monocytes 

INDIVIDUAL ANIMAL REPORT BY GROUP 
TEST: Monocytes 

ANIMAl ID ~eek -3 IJeek -1 IJeek 2 ~eek 4 IJeek 8 IJeek 13 

GROUP: 1F:O mg base/kg/day 
7557 0.4 0.4 0.4 0.5 0.2 0.2 
7541 0.3 0.1 0.2 0.5 0.3 0.2 
7566 0.9 1.2 0.4 0.6 0.4 0.5 
7549 0.7 0.4 0.2 0.2 0.1 0.3 
7555 0.4 0.2 0.6 0.0 0.4 0.5 
7558 0.5 0.3 1.0 0.7 0.2 0.6 
7573 0.1 0.1 0.8 0.2 0.2 0.2 
7542 0.8 0.9 0.4 0.6 0.4 0.5 

MEAN 0.5 0.5 0.5 0.4 0.3 0.4 
so 0.27 0.40 0.28 0.25 0.12 0.17 
N 8 8 8 8 8 8 

~eek 18 

0.1 
0.1 
0.1 
0.3 

0.2 
0.10 

4 

SEX: FEMALE 

IJeek 26 

0.3 
0.3 
0.5 
0.2 

0.3 
0.13 

4 

-----------------------------------------------------------------------------------------------------------------------
GROUP: 2F:0.1 mg base/kg/day 
7543 0.3 0.1 0.1 0.5 1.0 0.4 0.3 0.4 
7553 0.6 0.5 0.3 0.3 0.1 0.1 0.4 0.4 
7545 0.2 0.5 0.6 0.5 0.4 0.3 0.3 0.1 
7552 0.0 0.0 0.2 0.4 0.2 0.4 0.6 0.6 
7569 0.3 0.5 0.2 0.3 0.3 0.1 
7560 0.4 0.7 1.0 0.3 0.5 0.1 
7567 0.6 0.8 0.5 0.3 0.2 0.8 
7550 0.2 0.3 0.3 0.1 0.6 0.3 

MEAN 0.3 0.4 0.4 0.3 0.4 0.3 0.4 0.4 
so 0.21 0.28 0.29 0.13 0.29 0.24 0.14 0.21 
N 8 8 8 8 8 8 4 4 

(--)-Data Unavailable IJBC corrected for NRBC = or > 10 
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THIRTEEN WEEK ORAL TOXICITY STUDY OF WR 238605 
WITH A THIRTEEN WEEK RECOVERY PERIOD IN DOGS 

STUDY 10: 097 
STUDY NO: 097 
ABBR: Honocytes 

ANIMAL ID Week -3 

INDIVIDUAL ANIMAL REPORT BY GROUP 
TEST: Monocytes 

Week -1 Week 2 Week 4 Week 8 Week 13 

GROUP: 3F:2.0 mg base/kg/day 
7562 0_6 0.2 0.3 0.3 0.1 0.3 
7548 0.2 0.2 0.6 0.8 0.5 0.6 
7571 0.3 0.4 0.6 0.6 0.7 0.1 
7561 0.2 1.1 0.2 0.9 0.3 1.0 
7564 0.3 0.5 0.6 0.8 0.5 0.5 
7574 0.3 0.2 0.5 1.2 0.7 1.4 
7556 0.7 D.4 D.2 D.8 0.8 0.9 
7572 0_4 0.1 0.4 0.5 0.8 0.6 

MEAN 0.4 0.4 0.4 0.7 0.6 0.7 
so 0.18 0.32 0.18 0.27 0.25 0.41 
N 8 8 8 8 8 8 

Week 18 

0.2 
0.3 
0.7 
0.6 

0.5 
0.24 

4 

...---.._ ~ 
:,\ " . ,. 

i l I . -< !G\ 
I t ' uu l.rJ ...__., 

SEX: FEMALE 

UNITS: 10"'3/cm 

Week 26 

0.0 
0.6 
0.4 
0.7 

0.4 
0.31 

4 

------------------------------------------------~-~-------------··--·----------------·-----·----------------- - ---------
GROUP: 4F:6.0 mg base/kg/day 
7539 0.7 0.7 0.3 0.8 0.8 1.6 0.5 0.7 
7563 0.8 1.2 0.7 0.6 0.6 1.4 0.3 0.8 
7540 0.5 0.8 0.6 1.2 0.9 0.8 0.5 0.1 
7554 0.5 0.9 0.7 0.6 1.1 1.3 1.8 0.8 
7568 0.5 0.5 0.3 0.4 0.4 1. 7 
7544 0.5 0.7 0.3 1.0 0.4 0.4 
7546 0.9 0.6 1.0 0.9 0.6 0.7 
7551 0.7 0.3 0.8 0.6 1.0 0.6 

MEAN 0.6 0.7 0.6 0.8 0.7 1.1 0.8 0.6 
so 0.16 0.27 0.26 0.26 0.27 0.50 0.69 0.34 
N 8 8 8 8 8 8 4 4 

(--)-Data Unavailable WBC corrected for NRBC = or > 10 
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THIRTEEN WEEK ORAL TOXICITY STUDY OF WR 238605 
WITH A THIRTEEN WEEK RECOVERY PERIOD IN DOGS 

INDIVIDUAL ANIMAL REPORT BY GROUP 
TEST: Eosinophile 

' .' ~ \ 

;;_i ! ? 
LnJ u 

STUDY I D: 097 
STUDY NO: 097 
ABBR: Eosinophil 

SEX: FEMALE 

ANIMAL 10 ~eek -3 ~eek -1 ~eek 2 

GROOP: 1F:O mg base/kg/day 
7557 0.1 0.1 0.1 
7541 0.0 0.1 0.3 
7566 0.2 0.1 0.6 
7549 0.1 0.1 0.1 
7555 0.1 0.2 0.1 
7558 0.1 o.o 0.0 
7573 0.0 0.3 0.0 
7542 0.1 0.6 0.5 

MEAN 0.1 0.2 0.2 
so 0.06 o. 19 0.23 
N 8 8 8 

~eek 4 ~eek 8 

0.0 0.1 
0.0 0.0 
0.6 0.4 
0.1 0.0 
0.2 0.0 
0.0 0.0 
0.2 0.3 
0.2 0.3 

0.2 o. 1 
0.20 0.17 

8 8 

~eek 13 

0.1 
0.1 
0.7 
0.1 
0.2 
0.2 
0.0 
0.3 

0.2 
0.22 

8 

~eek 18 ~eek 26 

0.3 0.1 
0.1 0.2 
0.1 0.8 
0.1 0.1 

0.2 
0.10 

4 

0.3 
0.34 

4 

-----------------------------------------------------------------------------------------------------------------------
GROUP: 2F:O. 1 mg base/kg/day 
7543 0.6 0.0 0.1 0.3 0.2 0.6 0.3 0.0 
7553 0.5 0.5 0.3 0.6 0.3 0.1 0.4 1.5 
7545 0.3 o. 1 0.0 0.5 0.4 0.7 0.1 0.3 
7552 0.1 0.4 0.0 0.0 0.0 0.0 0.3 0.5 
7569 0.1 0.3 0.5 0.3 0.3 0.5 
7560 0.5 0.4 0.9 0.7 0.4 0.4 
7567 0.2 0.1 0.5 0.3 0.4 0.1 
7550 0.1 0.4 0.1 0.4 0.4 0.3 

MEAN 0.3 0.3 0.3 0.4 0.3 0.3 0.3 0.6 
so 0.21 0.18 0.32 0.22 0.14 0.26 0.13 0.65 
N 8 8 8 8 8 8 4 4 

(·-)·Data Unavailable ~c corrected for NRBC = or > 10 
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THIRTEEN WEEK ORAL TOXICITY STUDY OF WR 238605 
WITH A THIRTEEN WEEK RECOVERY PERIOD IN DOGS 

STUDY ID: 097 
STUDY NO: 097 
ABBR: Eosinophil 

ANIMAL ID Week ·3 

INDIVIDUAL ANIMAL REPORT BY GROUP 
TEST: Eosinophile 

week -1 Week 2 Week 4 Week 8 Week 13 

GROUP: 3F:2.0 mg base/kg/day 
7562 0.1 0.1 0.1 0.0 0.1 0.2 
7548 0.2 0.4 0.2 0.4 0.0 0.3 
7571 0.2 0.0 0.2 0.0 0.1 0.1 
7561 0.2 0.3 0.0 0.0 0.3 0.0 
7564 0.3 0.0 0.2 0.0 0.2 0.4 
7574 0.2 0.1 0.0 0.1 0.0 0.2 
7556 0.5 0.2 0.3 0.2 0.4 0.4 
7572 0.0 0.3 0.0 0.2 0.5 0.3 

MEAN 0.2 0.2 0.1 0.1 0.2 0.2 
so 0.15 0.15 0.12 0.15 0.19 0.14 
N 8 8 8 8 8 8 

Week 18 

0.3 
0.1 
0.1 
0.1 

0.2 
0.10 

4 

~ --. . 
0J u·L LrJ 

SEX: FEMALE 

UNITS: 1 0"3/cnrn 

Week 26 

0.1 
0.3 
0.0 
0.1 

0.1 
0.13 

4 

------------------------------------------------------------------------------------------------------------- ----------
GROUP: 4F:6.0 mg base/kg/day 
7539 0.3 0.3 0.2 0.3 0.2 0.1 0.3 0.2 
7563 0.3 0.0 0.1 0.2 0.2 0.2 0.3 0.5 
7540 0.1 0.1 0.0 0.0 0.2 0.1 0.1 0.5 
7554 0.0 0.5 0.1 0.2 0.2 0.8 0.4 1.1 
7568 0.1 0.1 0.1 0.0 0.2 0.2 
7544 0.8 0.3 0.2 0.2 0.5 0.0 
7546 0.0 0.0 0.0 0.1 0.3 0.2 
7551 0.9 0.2 0.1 0.2 0.4 0.4 

MEAN 0.3 0.2 0.1 0.2 0.3 0.3 0.3 0.6 
so 0.35 0.17 0.08 0.11 0.12 0.25 0.13 0.38 
N 8 8 8 8 8 8 4 4 

(··)·Data Unavailable wac corrected for NRBC = or > 10 
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THIRTEEN WEEK ORAL TOXICITY STUDY OF WR 238605 
WITH A THIRTEEN WEEK RECOVERY PERIOD IN DOGS 

STUDY ID: 097 
STlllY NO: 097 
ABBR: Basophil s 

INDIVIDUAL ANIMAL REPORT BY GROUP 
TEST: Basophile 

ANIMAL ID Yeek -3 Yeel:: -1 Yeel:: 2 Yeek 4 Yeek 8 Yeek 13 

GROUP: 1F:O mg base/kg/day 
7557 0.0 0.0 0.0 0.0 0.0 0.0 
7541 0.0 0.0 0.0 0.0 0.0 0.0 
7566 0.0 0.0 0.0 0.0 0.0 0.0 
7549 0.0 0.0 0.0 0.0 0.0 0.0 
7555 0.0 0.0 0.0 0.0 0.0 0.0 
7558 0.0 0.0 0.0 0.0 0.0 0.0 
7573 0.0 0.0 0.0 0.0 0.0 0.0 
7542 0.0 0.0 0.0 0.0 0.0 0.0 

MEAN 0.0 0.0 0.0 0.0 0.0 0.0 
so 0.00 0.00 0.00 0.00 0.00 0.00 
N 8 8 8 8 8 8 

SEX: FEMALE 

UNITS: 10"3/ cnm 

Yeek 18 Yeek 26 

0.0 0. 0 
0.0 0.0 
0.0 0. 0 
0.0 0.0 

0.0 
0.00 

4 

0.0 
0.00 

4 

------------------------------------------------------------------------------------------------------ ---- --------- ----
GROUP: 2F:0.1 mg base/kg/day 
7543 0.0 0.0 0.0 o.o 0.0 0.0 0.0 0.0 
7553 0.0 0.0 0.0 0.0 0.0 0.0 0.0 0. 0 
7545 0.0 0.0 0.0 0.0 0.0 0.0 0.0 0.0 
7552 0.0 0.0 0.0 0.0 0.1 0.0 0.0 0. 0 
7569 0.0 0.0 0.0 0.0 0.0 0.0 
7560 0.0 0.0 0.0 0.0 0.0 0.0 
7567 0.0 0.0 0.0 0.0 0.0 0.0 
7550 0.0 0.0 0.0 0.0 0.0 0.0 

MEAN 0.0 0.0 0.0 0.0 0.0 0.0 0.0 0. 0 
so 0.00 0.00 0.00 0.00 0.04 0.00 0.00 0.00 
N 8 8 8 8 8 8 4 4 

C--)-Data Unavailable wac corrected for NRBC = or > 10 
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THIRTEEN WEEK ORAL TOXICITY STUDY OF WR 238605 
WITH A THIRTEEN WEEK RECOVERY PERIOD IN DOGS 

STUDY ID: 097 
STUDY NO: 097 
ABBR: Basophil s 

ANIMAL 10 ~eek -3 

INDIVIDUAL ANIMAL REPORT BY GROUP 
TEST: Basophils 

~eek -1 ~eek 2 ~eek 4 ~eek 8 ~eek 13 

GROUP: 3F:2.0 mg base/kg/day 
7562 0.0 0.0 0.0 0.0 0.0 0.0 
7548 0.0 0.0 0.0 0.0 0.0 0.0 
7571 0.0 0.0 0.0 0.0 0.0 0.0 
7561 0.0 0.0 0.0 0.0 0.0 0.0 
7564 0.0 0.0 0.0 0.0 0.0 0.0 
7574 0.0 0.0 0.0 0.0 0.0 0.0 
7556 0.0 0.0 0.0 0.0 0.0 0.0 
7572 0.0 0.0 0.0 0.0 0.0 0.0 

MEAN 0.0 0.0 0.0 0.0 0.0 0.0 
so 0.00 0.00 0.00 0.00 0.00 0.00 
N 8 8 8 8 8 8 

~eek 18 

0.0 
0.0 
0.0 
0.0 

0.0 
0.00 

4 

SEX: FEMALE 

Week 26 

0.0 
0.0 
0.0 
0.0 

0.0 
0.00 

4 

-----------------------------------------------------------------------------------------------------------------------
GROUP: 4F:6.0 mg base/kg/day 
7539 0.0 0.0 0.0 0.0 0.0 0.0 0.0 0.0 
7563 0.0 0.0 0.0 0.0 0.0 0.0 0.0 0.0 
7540 0.0 0.0 0.0 0.0 0.0 0.0 0.0 0.0 
7554 0.0 0.0 0.0 0.0 0.0 0.0 0.0 0.0 
7568 0.0 0.0 0.0 0.0 0.0 0.0 
7544 0.0 0.0 0.0 0.0 0.0 0.0 
7546 0.0 0.0 0.0 0.0 0.0 0.0 
7551 0.0 0.0 0.0 0.0 0.0 0.0 

MEAN 0.0 0.0 0.0 0.0 0.0 0.0 0.0 0.0 
so 0.00 0.00 0.00 0.00 0.00 0.00 0.00 0.00 
N 8 8 8 8 8 8 4 4 

(--)-Data Unavailable ~BC corrected for NRBC = or > 10 

7-89 

c.-;; 
I , 
11 u 



I 
I 
I 
I 
I 

I 
I 
I 
I 
I 
I 
I 
I 
I 
I 
I 
I 
I 

STUDY ID: 097 
STUDY NO: 097 

ANIMAL ID 

7557 

7541 

7566 

7549 

7555 

7558 

7573 

7542 

THIRTEEN WEEK ORAL TOXICITY STUDY OF WR 238605 
WITH A THIRTEEN WEEK RECOVERY PERIOD IN DOGS 

RBC MORPHOLOGY OBSERVATIONS 

..--.. 
: r 1 
' .• 1 : u i 
'~ 

I ~ . 
U'~ ·~ 

SEX: FEMALE 

Week -3 

Anisocytosis,Slight 

Anisocytosis, slight 

Anisocytosis,Slight 

Normal Red Blood 
Cells 

Anisocytosis, Slight 

Anisocytosis,Slight 

Normal Red Blood 
Cells 

Anisocytosis,Slight 

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

Week -1 Week 2 

Anisocytosis, Slight Anisocytosis,Slight 

Anisocytosis,Slight; Anisocytosis,Slight 
Decreased Platelets, 
Mod. to Marked 

Anisocytosis,Slight Anisocytosis,Slight 

Anisocytosis,Slight Anisocytosis,Slight 

Anisocytosis,Slight Anisocytosis,Slight 

Anisocytosis,Slight Anisocytosis,Slight 

Anisocytosis,Slight Anisocytosis, Slight 

Anisocytosis, Slight Anisocytosis, Slight 

7-9 0 

Week 4 

Normal Red Blood 
Cells 

Normal Red B load 
Cells 

Anisocytosis,Slight 

Anisocytosis,Slight 

Anisocytosis,Slight 

Anisocytosis,Slight 

Normal Red Blood 
Cells 

Anisocytosis,Slight 

I· '\ 
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STUDY I D: 097 
STUDY NO: 097 

ANIMAL ID 

7557 

7541 

7566 

7549 

7555 

7558 

7573 

7542 

! L· I ul i n I 
THIRTEEN WEEK ORAL TOXICITY STUDY OF WR 238605 

WITH A THIRTEEN WEEK RECOVERY PERIOD IN DOGS 

m m ill\ u~£ ur 
,___.. \-' -

RBC MORPHOLOGY OBSERVATIONS 

SEX : FEMALE 
GROUP: 1F : 0 mg base/kg/day 

\leek 8 \leek 13 Ueek 18 \leek 26 

Anisocytosis,Slight Anisocytosis,Slight Anisocytosis,Slight; Anisocytosis,Slight 
Macrocytes,Slight 

Anisocytosis,Slight Anisocytosis,Slight Anisocytosis,Slight Anisocytosis,Slight 

Anisocytosis,Slight Anisocytosis,Slight Anisocytosis,Slight Anisocytosis, Slight 

Anisocytosis,Slight Anisocytosis,Slight; Anisocytosis,Slight Normal Red Blood 
Macrocytes,Slight Cells 

Normal Red Blood Anisocytosis,Slight 
Cells 

Anisocytosis,Slight Anisocytosis,Slight 

Anisocytosis,Slight Anisocytosis,Slight; 
Macrocytes,Slight 

Anisocytosis,Slight Anisocytosis,Slight 

(--)-Data Unavailable 
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STUDY ID: 097 
STUDY NO: 097 

ANIMAL ID 

7543 

7553 

7545 

7552 

7569 

7560 

7567 

7550 

THIRTEEN WEEK ORAL TOXICITY STUDY OF WR 238605 
WITH A THIRTEEN WEEK RECOVERY PERIOD IN DOGS 

RBC MORPHOLOGY OBSERVATIONS 

Week -3 

Anisocytosis,Slight 

Normal Red Blood 
Cells 

Anisocytosis,S l ight 

Anisocytosis,Slight 

Normal Red Blood 
Cells 

Anisocytosis,Slight 

Normal Red Blood 
Cells 

Anisocytosis,Slight 

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

Week -1 Week 2 

Anisocytosis, Anisocytosis,Slight 
Moderate 

Anisocytosis,Slight Anisocytosis,Slight 

Anisocytosis,Slight; Anisocytosis,S l ight 
Decreased Platelets, 
Mod. to Marked 

Anisocytosis,Slight Anisocytosis,Slight 

Anisocytosis,Slight; Anisocytosis,Slight 
Decreased Platelets, 
Mod. to Marked 

Anisocytosis,Slight Anisocytosis,Slight 

Anisocytosis, Anisocytosis,Slight 
Moderate 

Anisocytosis, Slight Anisocytosis,Slight 

7-92 

SEX : FEMALE 

Week 4 

Anisocytosis,Sl ight 

Anisocytosis,Sl i ght 

Norma l Red Blood 
Cells 

Anisocytosis,Sl ight 

Anisocytosis, Sl i ght 

Anisocytosis, Sl ight 

Normal Red Blood 
Cells 

Anisocytosis,Sl ight 
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STUDY 10: 097 
STUDY NO: 097 

ANIMAL 10 

7543 

7553 

7545 

7552 

7569 

7560 

7567 

7550 

THIRTEEN WEEK ORAL TOXICITY STUDY OF WR 238605 
WITH A THIRTEEN WEEK RECOVERY PERIOD IN DOGS 

RBC MORPHOLOGY OBSERVATIONS 

:]· ,r., G'<i ! ~ 

L.S LJ~ 

r.. ~ 

L~ l? 

SEX: FEMALE 

\Jeek 8 

Anisocytosis,Slight 

Anisocytosis,Slight 

Anisocytosis,Slight 

Anisocytosis,Slight 

Anisocytosis,Slight 

Anisocytosis,Slight 

Anisocytosis,Slight 

Anisocytosis,Slight 

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

\Jeek 13 \Jeek 18 

Anisocytosis,Slight Anisocytosis,Slight 

Poikilocytes,Slight; Anisocytosis,Slight 
Anisocytosis,Slight 

Anisocytosis,Slight; Anisocytosis,Slight 
Clumped Platelets, 
Mod. to Marked 

Anisocytosis,Slight Anisocytosis,Slight; 

NoriiiBl Red Blood 
Cells 

Anisocytosis,Slight 

Anisocytosis,Slight 

Anisocytosis, Slight 

Macrocytes,Slight 

\Jeek 26 

Anisocytosis,Slight 

Increased Platelets, 
Moderate; 
Anisocytosis,Slight 

Anisocytosis,Slight 

Anisocytosis,Slight 

(--)-Data Unavailable 
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STUDY ID: 097 
STUDY NO: 097 

ANIMAL ID 

THIRTEEN WEEK ORAL TOXICITY STUDY OF WR 238605 
WITH A THIRTEEN WEEK RECOVERY PERIOD IN DOGS 

RBC MORPHOLOGY OBSERVATIONS 

GROUP: 3F : 2.0 mg base/kg/day 

\leek -3 \leek -1 \leek 2 \leek 4 

SEX: FEMALE 

----------------------------------------------------------------------------------------- ------------------- ------
7562 Normal Red Blood Anisocytosis,Slight Anisocytosis,Slight Anisocytosis,Slight; 

Cells Decreased Platelets, 
Mod. to Marked 

7548 Normal Red Blood Anisocytosis,Slight Anisocytosis,Slight Anisocytosis,Slight; 
Cells Decreased Platelets, 

Mod. to Marked 

7571 Normal Red Blood Anisocytosis,Slight Anisocytosis,Slight Anisocytosis,Slight; 
Cells Large Platelets, 

Slight;Decreased 
Platelets,Mod. to 
Marked 

7561 Anisocytosis, Slight Anisocytosis,Slight Anisocytosis,Slight Anisocytosis, Slight; 
Macrocytes,Slight 

7564 Anisocytosis, Slight Anisocytosis,Slight Anisocytosis, Slight; Anisocytosis, Slight 
Decreased Platelets, 
Mod. to Marked 

7574 Anisocytosis,Slight Anisocytosis,Slight Anisocytosis,Slight; Anisocytosis,Slight; 
Decreased Platelets, Decreased Platelets, 
Mod. to Marked Slight 

7556 Anisocytosis, Slight Anisocytosis,Slight Anisocytosis, Slight Anisocytosis, Slight; 
Decreased Platelets, 
Mod. to Marked 

75n Anisocytosis,Slight Anisocytosis,Slight Anisocytosis, Slight; Anisocytosis,Slight; 
Decreased Platelets, Decreased Platelets, 
Slight Mod. to Marked 
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STUDY 10: 097 
STUDY NO: 097 

ANIMAL ID 

7562 

7548 

7571 

7561 

7564 

7574 

7556 

THIRTEEN WEEK ORAL TOXICITY STUDY OF WR 238605 
WITH A THIRTEEN WEEK RECOVERY PERIOD IN DOGS 

RBC MORPHOLOGY OBSERVATIONS 

\.leek 8 

Normal Red Blood 
Cells;Decreased 
Platelets,Hod. to 
Harked 

Normal Red Blood 
Cells 

Normal Red Blood 
Cells;Decreased 
Platelets,Slight 

Anisocytosis,Slight 

Anisocytosis,Slight 

Anisocytosis,Slight 

Anisocytosis,Slight 

Anisocytosis,Slight 

GROUP: 3F : 2.0 mg base/kg/day 

\.leek 13 

Anisocytosis,Slight 

Normal Red Blood 
Cells 

Anisocytosis,Slight 

Anisocytosis,Slight 

Anisocytosis,Slight 

Anisocytosis,Slight 

Anisocytosis,Slight 

Anisocytosis,Slight 

\.leek 18 

Anisocytosis,Slight 

Anisocytosis,Slight 

Anisocytosis,Slight 

Anisocytosis, Slight 

\.leek 26 

Anisocytosis, 
Moderate 

SEX: FEMALE 

Poikilocytes,Slight; 
Anisocytosis,Slight 

Anisocytosis,Slight 

Normal Red Blood 
Cells 

(--)-Data Unavailable 

7-95 



I 
I 
I 
I 
I 
I 
I 
I 
I 
I 
I 
I 
I 
I 
I 
I 
I 
I 
I 

STUDY ID: 097 
STUDY NO: 097 

ANIMAL ID 

7539 

7563 

7540 

7554 

7568 

7544 

7546 

7551 

THIRTEEN WEEK ORAL TOXICITY STUDY OF WR 238605 
WITH A THIRTEEN WEEK RECOVERY PERIOD IN DOGS 

RBC MORPHOLOGY OBSERVATIONS 

Week -3 

Anisocytosis,Slight 

An isocytosis,Slight 

Anisocytosis,Slight 

Anisocytosis,Slight 

Anisocytosis,Slight 

Anisocytosis,Slight 

Anisocytosis,Slight 

Normal Red Blood 
Cells 

GROUP: 4F : 6.0 mg base/leg/day 

loleelc -1 

Anisocytosis,Slight 

Anisocytosis, Slight 

Anisocytosis,Slight 

Anisocytosis,Slight 

Anisocytosis,Slight 

Anisocytosis,Slight 

Anisocytosis,Slight 

Anisocytosis,S l ight 

Weelc 2 

Anisocytosis,Slight; 
Decreased Platelets, 
Mod. to Marlced 

Anisocytosis,Slight 

Polychromasia,Slight 
Anisocytosis, 
Moderate; large 
Platelets,slight; 
Decreased Platelets, 
Mod. to Marlced 

Anisocytosis,Slight; 
Decreased Platelets, 
Slight 

Anisocytosis, Slight; 
Decreased Platelets, 
Mod. to Marked 

Anisocytosis, 
Moderate;Decreased 
Platelets,Mod. to 
Marked 

large Platelets, 
Slight;Decreased 
Platelets,Mod. to 
Marlced;Anisocytosis, 
Moderate 

Anisocytosis, 
Moderate; large 
Platelets,Slight; 
Decreased Platelets, 
Mod. to Marlced 
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SEX: FEMALE 

Weelc 4 

Anisocytosis, 
Moderate;Decreased 
Platelets,Mod. to 
Mar Iced 

Normal Red Blood 
Cells 

Normal Red Blood 
Cells 

Anisocytosis, 
Moderate 

Anisocytosis,Sl ight; 
Decreased Platelets, 
Mod. to Marked 

Anisocytosis,Slight; 
Macrocytes,Slight 

Anisocytosis, 
Moderate;Decreased 
Platelets,Mod. to 
Mar Iced 

Anisocytosis, 
Moderate; large 
Platelets,Sligh t ; 
Decreased Plate lets, 
Mod. to Mar Iced 
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STUDY I D : 097 
STUDY NO: 097 

AJIIHAL ID 

7539 

7563 

7540 

7554 

7568 

7544 

7546 

7551 

THIRTEEN WEEK ORAL TOXICITY STUDY OF WR 238605 
WITH A THIRTEEN WEEK RECOVERY PERIOD IN DOGS 

RBC MORPHOLOGY OBSERVATIONS 

GROUP: 4F : 6.0 mg base/kg/day 

lleek 8 lleek 13 lleek 18 

Anisocytosis,Slight; Anisocytosis,Slight Anisocytosis,Slight 
Decreased Platelets, 
Slight 

Anisocytosis,Slight Anisocytosis,Slight Anisocytosis,Slight 

Anisocytosis,Slight Anisocytosis,Slight; Anisocytosis,Slight 
Macrocytes,Slight 

Anisocytosis,Slight 

Anisocytosis,Slight; 
Decreased Platelets, 
Slight 

Anisocytosis,Slight 

Anisocytosis,Slight; 
Decreased Platelets, 
Moderate 

Anisocytosis,Slight; 
Decreased Platelets, 
Marked 

Anisocytosis, Slight 

Anisocytosis,Slight; 
Macrocytes,Slight 

Anisocytosis,Slight 

Anisocytosis,Slight; 
Macrocytes,Slight 

Anisocytosis,Slight; 
Decreased Platelets, 
Moderate 

Anisocytosis,Slight 

SEX: FEMALE 

lleek 26 

Normal Red Blood 
Cells 

Anisocytosis,Sl ight 

Normal Red Blood 
Cells 

Anisocytosis,Sl i ght 

C--)-Data Unavailable 
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Individual Urinalysis Data 
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A. 

B. 

c. 

f"':"'\ 

URINALYSIS INFORMATION 
I r . 
I U I w ffi 

Abbreviations 

APP = Appearance 
SG = Specific Gravity 
PRO = Protein 
GLU = Glucose 
KET = Ketones 
BILI = Bilirubin 
BL = Blood 
URO = Urobilinogen 
LEU = Leukocytes 
NIT = Nitrite 
EPI = Epithelial 
SQ = Squamous 
TRANS z Transitional 
NA z Not Applicable 
TP z Triple Phosphate 
QNS = Quantity Not Sufficient 
y Yellow 

Qualitative Evaluation 

Protein: 

Glucose: 

Ketones: 

Urobilinogen: 

Negative 
Trace 
1+ (30 mg/dl) 
2+ (100 mgfdl) 
3+ (500 mg/dl) 

Normal 
Trace (1/20 g/dl) 
1+ (1/10 g/dl) 
2+ (1/4 g/dl) 
3+ (1/2 g/dl) 
4+ (l g/dl) 

Negative 
1+ (slight amount) 
2+ (moderate) 
3+ (large) 

Normal 
l+ (1 mg/dl) 
2+ (4 mg/dl) 
3+ (8 mg/dl) 
4+ (12 mgfdl) 

L:.J 

DY = Dark Yellow 
py = Pale Yellow 
LY = Light Yellow 
BR Brown 
AM = Amber 
> = Greater than 
FAT Fatty 
WH White 
BY = Bright Yellow 
CL = Colorless 
E Erythrocyte 
FG = Fine Granular 
CG = Course Granular 
HY = Hyaline 
GR = Granular 
s = Starch 
RC = Red Cell 
we = Waxy 

Bilirubin: Negative 

Blood: 

Leukocytes: 

Nitrite: 

l+ (sl i ght ) 
2+ (moderate) 
3+ (marked ) 

Negativ e 
5-10 Ery / u l 
SO Ery/ u l 
250 Eryful 

Negative 
Trace 
l+ (moderate) 
2+ (marked ) 

Negative 
Positive 

Microscopic Examination: Five fields are examined. 

Casts: 
RBC's: 
WBC's: 

av. #/lOx field 
av. #/45x field 
av. #/4Sx field 

Epithelial Cells - Squamous: 
- Transitional: 
- Renal: 

Crystals; Bacteria; Sperm; Mucus -

av . 
av. 
av. 

0 
l+ 
2+ 

#/45x field 
#/4Sx field 
#/45x field 

= Negative 
= Occasional 
= Seen in every field 

~ 

3+ = Large amounts in eve r y field 
4+ = Full fields 
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I 
I 
I DOSE LEVEL ANIMAL 

(mglkg/day) NO. APP 

I 1505 HAZY 

7512 HAZY 

7515 HAZY 

I 7520 HAZY 
0 

7521 HAZY 

I 7531 CLEAR 

7532 CLEAR 

I 
7533 HAZY 

7S03 CLEAR 

7517 HAZY 

I 7519 HAZY 

0.1 7523 HAZY 

I 
7527 CLOUDY 

7521 HAZY 

7529 HAZY 

I 1536 HAZY 

7502 CLOUDY 

I 
1506 CLOUDY 

7510 HAZY 

7514 HAZY 

I 2.0 
7516 HAZY 

7522 CLOUDY 

I 
7531 . 
7576 CLEAR 

7507 CLEAR 

I 7501 CLOUDY 

1509 CLOUDY 

I 7511 HAZY 

6.0 
7511 CLOUDY 

7524 CLEAR 

7530 HAZY 

1535 HAZY 

I 'Inadvertently not collected. 

I 

THIRTEEN VlE:EI< ORAL TOXICITY SruDY OF WR238605 
Win! A lliiRTEEN WEEK RECOVERY PERIOD IN DOGS 

Male Urinalysis OW (Week -1) 

SG COLOR NIT LEU pH PROT 

1.008 LY POS TRACE 7 TRACE 

1.071 DY NEG NEG 6 ... 

1.0<40 y NEG NEG 6 TRACE 

1.030 y NEG ... 6 TRACE 

1.024 LY NEG NEG 6 TRACE 

1.090 DY NEG NEG 6 TRACE 

1.090 y NEG NEG 5 TRACE 

1.066 y NEG NEG 6 TRACE 

1.040 DY NEG NEG 6 TRACE 

1.024 y NEG NEG 6 TRACE 

1.031 DY NEG NEG 6 TRACE 

1.070 y NEG NEG 7 TRACE 

1.056 DY NEG NEG 6 TRACE 

1.075 AM NEG ...... I ... 

1.126 y NEG NEG 5 TRACE 

1.026 LY NEG ... 6 TRACE 

1.132 AM NEG NEG 6 ... 

1.052 DY NEG NEG 6 TRACE 

1.052 DY NEG NEG 6 NEG 

1.066 y NEG TRACE 6 TRACE 

1.0<42 y NEG NEG 7 TRACE 

1.011 DY NEG NEG 6 TRACE 

1.018 LY NEG ...... 7 NEG 

1.070 DY NEG NEG 5 TRACE 

1.052 y NEG NEG 6 TRACE 

1.096 DY NEG + 6 TRACE 

1.093 DY NEG NEG 6 TRACE 

1.0<40 y NEG NEG 6 TRACE 

1.014 y POS ++ 7 TRACE 

1.017 y NEG ++ 5 TRACE 

1.036 y NEG NEG 6 TRACE 

1.034 y NEG ... 7 TRACE 

8-3 

UICfTRL Study No. 097 

GLU BLOOD 
g/dl KET URO B1U Ery/u1 

NOR NEG NOR NEG 5-10 

NOR NEG NOR NEG so 

NOR NEG NOR NEG NEG 

NOR NEG NOR NEG 5-10 

NOR NEG NOR NEG 50 

NOR NEG NOR NEG NEG 

NOR NEG NOR NEG NEG 

NOR NEG NOR NEG NEG 

NOR NEG NOR NEG 5-10 

NOR NEG NOR NEG 5-10 

NOR NEG NOR NEG 5-10 

NOR NEG NOR NEG NEG 

NOR NEG NOR NEG .S-10 

NOR NEG NOR NEG NEG 

NOR NEG NOR NEG so 

NOR NEG NOR NEG NEG 

NOR NEG NOR NEG so 

NOR !lo'EG NOR NEG 250 

NOR NEG NOR NEG 250 

NOR NEG NOR NEG 5-10 

NOR NEG NOR NEG NEG 

NOR NEG NOR NEG NEG 

NOR NEG NOR NEG NEG 

NOR NEG NOR NEG NEG 

NOR NEG NOR NEG NEG 

NOR NEG NOR NEG 5-10 

NOR NEG NOR NEG NEG 

NOR NEG NOR NEG NEG 

NOR NEG NOR NEG 250 

NOR NEG NOR NEG 50 

NOR NEG NOR NEG 50 

NOR NEG NOR NEG 5-10 



I 
I 
I DOSE LEVEL ANIMAL 

(mglkglday) NO. CASTS 

7505 0 

7512 I FO I 
4HY 

I 1515 I CO 

0 7520 IHY 

7521 I FO 

7531 IHY 
I FO 

I 
7532 3 HY 

7533 2CGH I 
7503 JFO 

2HY 

7517 3 HY I 
7519 4 HY 

7523 I CO 

0.1 I 
7527 2 FG 

7521 2FG 
I CO I 

7529 IFG 

7536 JFG 

7502 4 HY I 
I FO 

7506 I HY 

7510 I FO 
I 

2.0 7514 JFG 

7516 I FG I 
7522 2FO 

4HY 

7531 0 I 
7576 3 HY 

3FO 

7S07 3 HY I 
JFG 

7501 0 

7j09 0 I 
7511 I CO 

1 ro 
6.0 

7511 2 HY I 
7524 3FG 

4 HY 

7530 I FG I 
7535 I FO 

I 

TIURTEEN WEEK ORAL TOXIOTY snJDY OF WIU.31605 
wmt A TIURn:EN WEEK RECOVERY PERIOD IN DOGS 

MAle Urillllysis Data (Week -1) 

EPnml.IAL CELLS 
RBC WBC SQ nANS RENAL CRYSTALS 

2 0 0 0 0 0 

0 I 2 0 0 I+ TP 

0 0 I 0 0 I+TP 

10 " 2 0 0 0 

0 0 I 0 0 0 

I 2 I 0 0 I+TP 

0 I 2 0 0 0 

3 10 I 0 0 0 

10 0 I 0 0 0 

2 0 4 0 0 I+TP 

10 I 5 0 0 I+TP 

0 2 I 0 0 2+ TP 

15 3 2 0 0 0 

I 0 3 0 0 I+ TP 

52 3 I 0 0 I+TP 

0 2 0 0 0 0 

20 2 3 0 0 I+TP 

4 0 2 0 0 2+TP 

20 14 I 0 0 0 

45 0 2 0 0 I+TP 

0 16 0 0 0 I+TP 

10 2 I 0 0 0 

0 0 5 0 0 0 

I 0 I 0 0 0 

25 0 I 0 0 I+TP 

0 0 0 0 0 2+TP 

I 10 I 0 0 I+TP 

3 10 I 0 0 0 

I 0 2 0 0 0 

3 0 2 0 0 0 

0 12 4 0 0 I+TP 

5 4 0 0 0 I+ TP 

8- 4 

UICITRL Study No. 097 

BACTEJUA SPERM MUCUS 

I+ 0 0 

I+ 0 0 

I+ I+ 0 

2+ 0 0 

I+ I+ 0 

I+ 0 0 

I+ 0 0 

I+ I+ 0 

I+ 0 0 

I+ 0 0 

I+ 0 0 

I+ I+ 0 

I+ 0 0 

I+ 0 0 

I+ 0 0 

I+ I+ 0 

I+ 0 0 

2+ 0 0 

I+ I+ 0 

I+ I+ 0 

I+ 0 0 

I+ I+ 0 

I+ I+ 0 

I+ 0 0 

I+ 0 0 

I+ 0 0 

I+ 1 .. 0 

I+ 0 0 

2+ 0 0 

I+ 0 0 

I+ I+ 0 

I+ I+ 0 



I 
I 
I 
I 

DOSE LEVEL ANIMAL 

I 
(mcJkBfday) NO. APP 

75-41 HAZY 

7542 HAZY 

I 75-49 HAZY 

7555 HAZY 

I 
0 

7557 cu:AR 

7551 CLOUDY 

I 
7.566 cu:AR 

7573 HAZY 

75-43 HAZY 

I 75-45 HAZY 

1550 HAZY 

I 
0.1 7552 HAZY 

7553 cu:AR 

7560 CLOUDY 

I 7567 cu:AR 

7569 HAZY 

I 
75-41 HAZY 

7556 HAZY 

7561 HAZY 

I 7562 cu:AR 
2.0 

7564 HAZY 

I 7571 CLOUDY 

7572 HAZY 

7574 HAZY 

I 7539 CLEAR 

75-40 CLOUDY 

I 75-4<t CLOUDY 

75-46 CLOUDY 
6.0 

7551 cu:AR 

I 755-4 HAZY 

7563 HAZY 

I 7561 HAZY 

I 

TIURTEEN WEEK ORAL TOXICITY STIJDY OF WR231605 
wmJ A TIURTEEN WEEK RECOVERY PERIOD IN DOGS 

Female Urinalysis Data (Weelc ·I) 

SG COLOR NIT LEU pH PROT 

1.090 y NEG NEG 5 NEG 

1.011 y NEG NEG 6 TRACE 

I.OU DY POS NEG 6 TRACE 

1.093 y NEG NEG 9 TRACE 

1.075 y NEG NEG 6 TRACE 

1.105 DY NEG NEG 6 TRACE 

I.OH y NEG NEG I TRACE 

1.042 y NEG NEG 6 TRACE 

1.041 y NEG NEG 7 TRACE 

1.050 y POS NEG 5 TRACE 

1.045 AM POS ++ I TRACE 

1.112 DY NEG NEG 5 TRACE 

1.0« y POS NEG 6 TRACE 

1.040 y NEG NEG 6 TRACE 

1.060 DY NEG TRACE I TRACE 

1.050 y NEG NEG 6 NEG 

1.0« LY NEG NEG 6 TRACE 

1.072 y NEG NEG 7 TRACE 

1.036 DY NEG NEG 6 TRACE 

1.0« y NEG NEG 6 TRACE 

1.061 y NEG NEG 5 TRACE 

1.015 y POS 2+ I TRACE 

1.040 y POS NEG 6 TRACE 

1.030 LY NEG NEG I TRACE 

1.0« y NEG NEG 7 TRACE 

1.096 AM NEG NEG 5 TRACE 

1.020 y POS NEG I I+ 

1.072 y NEG NEG 5 TRACE 

1.064 y NEG NEG 6 TRACE 

1.062 y NEG NEG I TRACE 

1.120 y NEG NEG 7 TRACE 

1.062 LY POS NEG 6 TRACE 

8-5 

UICITIU. Study No. 097 

GLU BLOOD 
Bfdl KET URO BUJ fly lui 

NOR NEG NOR NEG 5-10 

NOR NEG NOR NEG 50 

NOR NEG NOR NEG NEG 

NOR NEG NOR NEG NEG 

NOR NEG NOR NEG NEG 

NOR NEG NOR NEG NEG 

NOR NEG NOR NEG 50 

NOR NEG NOR NEG 5-10 

NOR NEG NOR NEG "NEG 

NOR NEG NOR NEG 5-10 

NOR NEG NOR NEG 50 

NOR NEG NOR NEG NEG 

NOR NEG NOR NEG 5-10 

NOR NEG NOR NEG 50 

NOR NEG NOR NEG 50 

NOR NEG NOR NEG NEG 

NOR NEG NOR NEG NEG 

NOR NEG NOR NEG NEG 

NOR NEG NOR NEG NEG 

NOR NEG NOR NEG 250 

NOR NEG NOR NEG NEG 

NOR NEG NOR NEG 250 

NOR NEG NOR NEG 50 

NOR NEG NOR NEG 50 

NOR NEG NOR NEG NEG 

NOR NEG NOR NEG 5-10 

NOR NEG NOR NEG 50 

NOR NEG NOR NEG NEG 

NOR NEG NOR NEG NEG 

NOR NEG NOR NEG NEG 

NOR NEG NOR NEG NEG 

NOR NEG NOR NEG NEG 



I 
I 
I DOSE LEVEL ANIMAL 

(ma/k3fday) NO. CASTS 

I 7.541 I FG 

7.542 I FG 

I 1.549 IGH 
2 FG 

0 1555 I CG 

7557 I HY 
3FG I 

7551 7FG 
I CG 

7566 I HY I 
7573 3 HY 

7.543 2FG 

7.545 4HY 
I 

IFG 

I 1550 2HY 

7552 4HY 
0.1 IFG 

I 7553 2HY 

7560 ICG 

7567 2HY 
I FG I 

1569 I FG 

7.541 I HY 
IFG I 

7556 0 

7561 3 HY 
I FG 

2.0 
I 

7562 2HY 
IFG 

7564 I FG I 
7571 I HY 

7572 0 

7574 0 I 
7539 I HY 

7540 3 HY I 
7544 2FG 

7.546 4 HY 

6.0 
7551 2FG 

I 
7554 IFG 

7563 l CG 
IFG 

I 
I 

7561 l CG 

TIURTEEN WEEK ORAL TOXICITY S11JDY OF WR231605 
wrm A TIURTEEN WEEK RECOVI:RY PERIOD IN DOGS 

Female Urinalysis Data (Wedc ·I) 

EPI1l!ELIAL CELLS 
RBC WBC SQ TRANS RENAL CRYSTALS 

0 0 2 0 0 I+TP 

0 0 5 0 0 0 

I 5 0 0 0 2+ TP 

0 0 I 0 0 2+TP 

6 I I 0 0 I+TP 

0 10 0 0 0 I+TP 

3 I I 0 0 2+ TP 

• 0 I 0 0 0 

0 3 0 0 0 I+TP 

4 I 5 I 0 I+TP 

I 0 2 0 0 3+TP 

0 0 3 0 0 I+TP 

5 0 2 I 0 I+TP 

I 0 3 0 0 I+TP 

0 2 I 0 0 2+ TP 

0 0 0 0 0 I+TP 

7 0 I I 0 I+TP 

II • 0 0 0 I+TP 

2 0 2 I 0 I+TP 

4 2 2 0 0 I+TP 

0 0 20 0 0 0 

4 0 0 I 0 2+TP 

0 3 2 I 0 0 

0 0 I 0 0 I+TP 

2 I I 0 0 I+TP 

4 2 4 I 0 2+TP 

4 0 3 I 0 I+TP 

0 0 0 0 0 I+TP 

2 5 I 0 0 0 

0 0 5 0 0 I+TP 

0 2 0 0 0 2+TP 

0 0 0 0 0 I+TP 
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BAC'lEUA SPERM MUCUS 

I+ 0 0 

I+ 0 0 

I+ 0 0 

I+ 0 0 

I+ 0 0 

I+ 0 0 

2+ 0 0 

I+ 0 0 

I+ 0 0 

2+ 0 0 

2+ 0 0 

I+ 0 0 

I+ 0 0 

I+ 0 0 

I+ 0 0 

I+ 0 0 

I+ 0 0 

I+ 0 0 

I+ 0 0 

I+ 0 0 

I+ 0 0 

4+ 0 0 

I+ 0 0 

I+ 0 0 

2+ 0 0 

I+ 0 0 

I+ 0 0 

I+ 0 0 

I+ 0 0 

I+ 0 0 

I+ 0 0 

I+ 0 0 



I 
I 
I 
I 

DOSE LEVEL ANIMAL 

I 
(mg/llglday) NO. APP 

1505 CLEAR 

7512 CLEAR 

I 1515 HAZY 

7520 O.OUOY 

I 
0 

7521 HAZY 

7531 CLEAR 

I 
7532 O.OUOY 

7533 O.OUOY 

7503 O.OUOY 

I 7517 O.OUOY 

7519 HAZY 

I 
7523 CLEAR 

0.1 7527 CLEAR 

7521 TURBID 

I 7529 HAZY 

7536 HAZY 

I 
7502 HAZY 

7506 O.OUOY 

7510 O.OUOY 

I 7514 O.OUOY 
2.0 

7516 CLODUY 

I 7522 TURBID 

7531 CLEAR 

7576 O.OUOY 

I 7507 CLEAR 

7501 TURBID 

I 7509 O.OUOY 

"II CLOUDY 
6.0 

7511 CLOUDY 

I 7524 TURBID 

,30 CLOUDY 

I "3' CLOUDY 

I 

nnRTEEN WEEK ORAL TOXICtn' STIJDY OF WR231605 
\VI1H A miRTEEN WEEK RECOVERY PERIOD IN DOGS 

Male UtiDalysis Dlla (Week 2) 

SG COLOR NTT LEU pH PROT 

1.040 LY NEG NECi 5 NECi 

1.01-4 y NEG ++ 7 + 

1.026 y NEG + 6 TRACE 

1.040 y POS ++ 7 TRACE 

1.064 DY NEG NEG 6 NEG 

1.116 DY NEG NECi 6 TRACE 

1.019 y POS + 7 TRACE 

1.093 AM POS ++ 6 + 

1.056 y NECi + 6 TRACE 

1.075 DY NECi ++ 6 TRACE 

1.075 DY NECi NECi 6 TRACE 

1.041 y NECi NEG 7 TRACE 

1.042 LY NEG + 6 TRACE 

1.042 AM NEG ++ 7 TRACE 

1.116 DY NECi NECi 5 TRACE 

1.099 DY NECi NECi 6 TRACE 

1.066 AM NECi NECi 6 + 

1.011 DY NEG + 6 TRACE 

1.090 DY NECi ++ 6 TRACE 

1.071 DY NECi NECi 6 TRACE 

1.064 DY NECi ++ 6 + 

1.165 BR NECi NECi 6 + 

I.OSO DY NEG NECi 6 TRACE 

1.017 DY NEG NECi 6 TRACE 

1.021 y NECi NECi 7 NECi 

1.099 DY NECi + 6 TRACE 

1.090 DY NECi NECi 6 TRACE 

1.07' DY NEG TRACE 6 TRACE 

1.014 AM NEG + 7 TRACE 

1.150 BR NECi NECi 6 TRACE 

1.~ DY NEG ...... 6 TRACE 

1.066 DY NECi + 6 + 
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UICFnU. Study No. 097 

GW BLOOD 
gldl I<ET URO BIU Ery/ul 

NOR NECi NOR NECi .S.IO 

NOR NECi NOR NEG .S.IO 

NOR NECi NOR NECi .S.IO 

NOR NECi NOR NEG .S.IO 

NOR NEG NOR NEG NEG 

NOR NECi NOR NEG NEG 

NOR NEG NOR NEG 50 

NOR NECi NOR NEG .S.IO 

NOR NECi NOR NECi 50 

NOR NECi NOR NECi .S.IO 

NOR NECi NOR NEG NEG 

NOR NECi NOR NECi NECi 

NOR NECi NOR NECi .S.IO 

NOR NECi NOR NECi 250 

NOR NECi NOR NECi NECi 

NOR NECi NOR NECi NECi 

NOR NEG NOR NECi 50 

NOR NECi NOR NEG 50 

NOR NECi NOR NECi NECi 

NOR NECi NOR NECi NECi 

NOR NECi NOR NECi 50 

NOR NECi NOR NECi NECi 

NOR NECi NOR NECi NECi 

NOR NECi NOR NECi NECi 

NOR NECi NOR NECi NECi 

NOR NECi NOR NECi .S.IO 

NOR NECi NOR NEG NEG 

NOR NEG NOR NECi 50 

NOR NECi NOR NECi '·10 

NOR NECi NOll NECi NECi 

NOR NECi NOR NEG 50 

NOR NEG NOR NEG .S.IO 



I 
I 
I DOSE LEVEL ANIMAL 

(mglksfclay) NO. CASTS 

1SOS 2HY 

7SI2 2 HY 
I 
I 

?SIS 4 HY 

7S20 3 HY 

0 
7S21 ICG 

I 7S31 IHY 

7S32 0 

7S33 I HY 

7S03 I FO I 
2HY 

7SI7 I HY 

7SI9 IHY I 
7S23 IHY 

0.1 
7S27 IHY I 
7S21 IHY 

7S29 I FG 

7S36 2FG I 
SHY 

7S02 JFG 

7506 ICG 
I 

7SIO IHY 
ICG 

2.0 7SI4 SFG 
I 

IHY 

I 7SI6 2FG 

7S22 I FG 

7S31 3 FG 

7S76 IHY I 
7507 2FG 

I 7501 I HY 

7509 I FG 

7SII 2 HY 
I FG I 

6.0 7511 3 HY 

7S24 I FG 

7S30 I FG I 
I HY 

I 7S3S I FG 

I 

TifiRTEEN WEEK ORAL TOXIOTY STUDY OF WR2316oS 
WITH A TinRTEEN WEEK RECOVERY PERIOD IN DOGS 

Male Urinalysis Data (Week 2) 

EPmtEUAL CELLS 
RBC WBC SQ TRANS RENAL CRYSTALS 

2 0 3 0 0 I+TP 

2 0 3 0 0 3+ TP 

23 2 2 0 0 0 

20 4 2 0 0 J+TP 

20 3 2 I 0 I+TP 

0 0 2 0 0 4+TP 

0 0 0 0 0 I+TP 

6 0 I 0 0 I+TP 

IS 0 I I 0 0 

30 10 s 0 0 I+TP 

10 0 3 I 0 0 

0 I 2 0 0 I+TP 

4 0 2 0 0 0 

IS 0 I 0 0 I+TP 

0 so I 0 0 I+TP 

3 I 3 0 0 I+TP 

s 2 4 0 0 3+ TP 

6 0 4 0 0 I+TP 

6 0 4 0 0 2+ TP 

4 2 I 0 0 I+TP 

so s 10 0 0 2+TP 

0 0 I 0 0 2+TP 

0 0 2 0 0 2+ TP 

0 0 4 0 0 0 

IS 0 I 0 0 I+ TP 

s 10 3 0 0 I+TP 

4 0 0 0 0 I+ TP 

4 0 4 0 0 I+TP 

10 2 I 0 0 2+ TP 

0 0 0 0 0 I+ TP 

10 0 3 0 0 I+ TP 

10 0 I 0 0 t+TP 
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BAC'ICJUA SPERM MUCUS 

I+ 0 0 

I+ 0 0 

I+ 0 0 

2+ I+ 0 

I+ I+ 0 

I+ 0 0 

2+ 0 0 

I+ 2+ 0 

I+ 0 0 

I+ I+ 0 

I+ 2+ 0 

I+ I+ 0 

3+ 0 0 

I+ 0 0 

I+ I+ 0 

2+ 0 0 

I+ 0 0 

I+ 0 0 

I+ I+ 0 

I+ I+ 0 

I+ 0 0 

I+ I+ 0 

I+ I+ 0 

I+ 0 0 

I+ I+ 0 

I+ 0 0 

2+ 0 0 

2+ I+ 0 

I+ 0 0 

I+ 0 0 

I+ I• 0 

I+ 0 0 



I 
I 
I 
I 

DOSE LEVEL ANIMAL 

I 
(ml/'ksfday) NO. APP 

7SCI HAZY 

I 
7SC2 HAZY 

7SC9 CLOUDY 

7555 CLOUDY 

I 
0 

7557 cu:AR 

7551 HAZY 

I 
7566 CLOUDY 

7573 cu:AR 

7SC3 cu:AR 

I 7SC5 cu:AR 

mll CLOUDY 

I 
0.1 7552 11JRBID 

7553 HAZY 

7560 CLOUDY 

I 7567 HAZY 

7569 HAZY 

I 7SCI HAZY 

7556 HAZY 

I 
7561 cu:AR 

7562 CLOUDY 
2.0 

756-4 HAZY 

I 7571 HAZY 

7572 CLOUDY 

I 
7574 cu:AR 

7539 cu:AR 

7SCO nJRBID 

I 7SC-4 CLOUDY 

7S46 HAZY 
6.0 

I 
7551 CLOUDY 

75SC HAZY 

7563 HAZY 

I 7561 CLOUDY 

I 

TIURTEEN WEEK ORAL TOXIOTY SlUDY OF WR231605 
WITH A TIURTEEN WEEK RECOVERY PERIOD IN DOGS 

SG COLOR NIT L£U pH PROT 

1.099 DY NEG NEG 6 TRACE 

1.070 y NEG + 6 TRACE 

1.1140 y NEG NEG 6 TRACE 

1.096 DY NEG NEG 6 TRACE 

1.011 LY NEG NEG 6 TRACE 

1.093 AM NEG - 6 TRACE 

1.052 DY NEG - 6 TRACE 

1.1142 LY NEG NEG 7 + 

1.105 DY NEG NEG 9 TRACE 

1.027 y POS + 6 TRACE 

l.llll BR NEG NEG 6 + 

1.112 AM NEG NEG 6 TRACE 

I.OSC y NEG - 7 TRACE 

1.1142 DY NEG NEG 6 NEG 

1.071 DY NEG - 6 + 

1.04-4 y NEG NEG 6 TRACE 

1.050 DY NEG NEG 6 TRACE 

1.066 DY NEG NEG 6 TRACE 

1.064 DY NEG NEG 6 TRACE 

1.011 DY NEG NEG 9 + 

1.120 AM NEG NEG I + 

1.046 y NEG NEG 7 TRACE 

1.04-4 DY POS - 6 TRACE 

1.071 DY NEG NEG 7 TRACE 

1.050 DY NEG NEG 6 TRACE 

1.090 DY NEG NEG 6 TRACE 

J.OSC DY NEG NEG 7 TRACE 

1.112 BR NEG NEG 7 + 

1.069 DY NEG NEG 6 TRACE 

1.072 DY POS NEG 7 TRACE 

1.057 DY NEG NEG 6 TRACE 

1.075 DY NEG NEG 6 TRACE 
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GLU BLOOD 
sfdl KIIT URO BILl Ely lui 

NOR NEG NOR NEG 5·10 

NOR NEG NOR NEG 5·10 

NOR NEG NOR NEG S.IO 

NOR NEG NOR NEG so 

NOR NEG NOR NEG NEG 

NOR NEG NOR NEG S.IO 

NOR NEG NOR NEG S.IO 

NOR NEG NOR NEG S.IO 

NOR NEG NOR NEG NEG 

NOR NEG NOR NEG so 

NOR NEG NOR NEG so 

NOR NEG NOR NEG NEG 

NOR NEG NOR NEG S.IO 

NOR NEG NOR NEG NEG 

NOR NEG NOR NEG 50 

NOR NEG NOR NEG NEG 

NOR NEG NOR NEG NEG 

NOR NEG NOR NEG S.IO 

NOR NEG NOR NEG NEG 

NOR NEG NOR NEG NEG 

NOR NEG NOR NEG NEG 

NOR NEG NOR NEG NEG 

NOR NEG NOR NEG so 

NOR NEG NOR NEG NEG 

NOR NEG NOR NEG NEG 

NOR NEG NOR NEG NEG 

NOR NEG NOR NEG NEG 

NOR NEG NOR NEG NEG 

NOR NEG NOR NEG S.IO 

NOR NEG NOR NEG so 

NOR NEG NOR NEG NEG 

NOR NEG NOR NEG NEG 



I 
I 
I 

DOSE LEVEL ANIMAL 

I 
(mglksfd.oy) NO. CASTS 

7541 IHY 

7542 2HY 

7549 IHY 
JCQ I 

0 7555 2HY 

7557 IHY I 
7551 IHY 

7566 I FG 

7573 0 
I 

7543 0 

7545 IHY I 
7550 0 

7552 
I FG I 

0.1 7553 2HY 

7560 ICG 
2FG I 
I HY 

7567 I FG 

7569 0 I 
7541 4HY 

7556 IFG 
3 HY I 

7561 I FG 

2.0 7562 2HY I 
7564 4HY 

7571 5 HY 

7572 10 HY 
I 

7574 0 

7539 3 HY I 
7540 IFG 

7544 4CQ 

7546 2HY 
I 

6.0 7551 3 HY 
7FG I 

7554 2FG 

7563 IHY 
I FG I 

7561 I FG 

I 

TinR.lm-1 WEEK ORAL TOXICITY S11.1DY OF WR231605 
Will{ A TIUR"Im-1 WEEK RECOVERY PERIOD IN DOGS 

Female Urinalysis Dato (Wed: 2) 

EPilHELlAL CELLS 
RBC WBC SQ TRANS RENAL CRYSTALS 

0 0 2 0 0 0 

0 0 0 0 0 I+TP 

50 10 7 0 0 2+ lP 

5 0 0 0 0 2+TP 

3 0 4 0 0 2+TP 

15 3 4 0 0 I+TP 

150 0 5 0 0 2+TP 

2 0 I 0 0 3+TP 

10 I 2 I 0 2+TP 

10 I 5 I 0 0 

I 0 I I 0 I+TP 

I 0 3 0 0 l+TP 

20 0 4 4 0 3+TP 

0 4 0 I 0 I+TP 

5 0 I 0 0 I+TP 

2 0 3 I 0 I+TP 

10 2 I 3 0 2+TP 

I 0 I 0 0 0 

2 5 3 0 0 I+TP 

2 0 I 0 0 I+TP 

2 0 3 0 0 l+TP 

2 0 6 I 0 I+TP 

0 0 5 0 0 0 

0 0 2 0 0 I+TP 

3 0 2 I 0 0 

0 0 3 0 0 0 

I 10 5 I 0 2+TP 

0 0 3 I I I+TP 

0 0 a I 0 I+TP 

3 0 2 0 0 2+TP 

3 0 I 0 0 0 

0 0 0 I 0 I+TP 
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BAcn:RIA SPERM MUCUS 

I+ 0 0 

I+ 0 0 

I+ I+ 0 

I+ 0 0 

I+ 0 0 

I+ 0 0 

I+ 0 0 

I+ 0 0 

2+ 0 0 

I+ 0 0 

I+ 0 0 

I+ 0 0 

I+ 0 0 

2+ 0 0 

I+ I+ 0 

I+ 0 0 

I+ 0 0 

I+ 0 0 

I+ 0 0 

I+ 0 0 

I+ 0 0 

I+ 0 0 

2+ 0 0 

I+ 0 0 

I+ 0 0 

I+ 0 0 

I+ 0 0 

I+ 0 0 

I+ 0 0 

I+ 0 0 

I+ 0 0 

I+ 0 0 



I 
I 
I 
I DOSE LEVEL ANIMAL 

(mglk&fday) NO. APP SG 

I 1505 CLEAR 1.031 

7512 HAZY 1.093 

I 
1515 CLEAR 1.030 

7520 CLOUDY 1.060 

0 
7521 CLOUDY 1.0215 

I 7531 CLEAR 1.046 

7532 1URBID 1.030 

I 
7533 HAZY 1.143 

7503 CLOUDY 1.035 

7517 CLOUDY 1.046 

I 7519 CLOUDY 1.066 

0.1 7523 HAZY 1.041 

I 
7527 HAZY 1.014 

7521 CLOUDY 1.030 

7529 CLOUDY 1.090 

I 1536 CLOUDY 1.090 

7502 HAZY 1.046 

I 7506 CLOUDY 1.031 

7510 CLOUDY 1.056 

7514 HAZY 1.062 

I 2.0 
7516 HAZY 1.070 

7522 HAZY 1.051 

I 7531 HAZY 1.070 

7576 CLEAR 1.064 

I 
7507 CLEAR 1.061 

7501 CLOUDY 1.060 

7509 CLEAR 1.014 

I 7511 HAZY 1.099 

6.0 
7511 HAZY 1.016 

I 
7524 CLOUDY 1.112 

1530 CLEAR 1.155 

1535 CLOUDY 1.090 

I 'Inadvertently not collected. 

I 

TifiRTEEN WEEK ORAL TOXICITY STIJDY OF WR23B605 
WITH A TinRTEEN WEEK RECOVERY PERIOD IN DOGS 

Male Urinalysis Data (Week 4) 

COLOR NIT LEU pH PROT 

y NEG + 6 TRACE 

y NEG NEG 6 NEG 

y NEG + 6 TRACE 

y NEG + 6 TRACE 

DY POS ++ 8 TRACE 

y NEG TRACE 6 TRACE 

DY NEG TRACE 7 TRACE 

DY NEG TRACE 6 TRACE 

y NEG NEG 6 TRACE 

y NEG + a TRACE 

y NEG + 6 TRACE 

y NEG ++ 6 TRACE 

y NEG TRACE 5 TRACE 

DY POS - 7 + 

DY NEG + 6 TRACE 

DY NEG NEG 5 TRACE 

DY NEG + 7 TRACE 

DY NEG + 6 TRACE 

DY NEG - 6 TRACE 

DY NEG NEG 6 TRACE 

AM NEG ++ 6 TRACE 

AM NEG - 6 TRACE 

AM NEG NEG 6 TRACE 

DY NEG NEG 6 TRACE 

DY NEG TRACE 6 TRACE 

AM POS + 6 TRACE 

DY NEG NEG 5 TRACE 

DY NEG TRACE 6 TRACE 

y NEG TRACE 6 TRACE 

AM NEG NEG 6 TRACE 

AM NEG NEG 5 TRACE 

DY POS - 7 TRACE 
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GLU BLOOD 
&fdl KET URO BIU &y/ul 

NOR NEG NOR NEG 5-10 

NOR NEG NOR NEG 5-10 

NOR NEG NOR NEG 5·10 

NOR NEG NOR NEG 50 

NOR NEG NOR NEG 250 

NOR NEG NOR NEG NEG 

NOR NEG NOR NEG so 

NOR NEG NOR NEG NEG 

NOR NEG NOR NEG NEG 

NOR NEG NOR NEG 50 

NOR NEG NOR NEG 5-10 

NOR NEG NOR NEG 5-10 

NOR NEG NOR NEG 5-10 

1120 NEG NOR NEG 250 

NOR NEG NOR NEG 50 

NOR NEG NOR NEG 50 

NOR NEG NOR + 5-10 

NOR NEG NOR NEG 50 

NOR NEG NOR NEG 5·10 

NOR NEG . NEG 5·10 

NOR NEG NOR - 5·10 

NOR NEG NOR NEG 50 

NOR NEG NOR + NEG 

NOR NEG NOR NEG NEG 

NOR NEG NOR NEG NEG 

NOR NEG NOR NEG 50 

NOR NEG NOR ++ 5-10 

NOR NEG NOR NEG 5·10 

NOR NEG NOR NEG 5-10 

NOR NEG NOR NEG 5-10 

NOR NEG NOR NEG 5-10 

NOR NEG NOR NEG NEG 



I 
I 
I DOSE LEVEL ANIMAL 

(mglkg/day) NO. CASTS 

7505 3 HY 
I FG I 

7512 I FG 

I 7515" 

0 7520 2 HY 

7521 3 HY 

7531 3 HY I 
7532 I HY 

I 7533 I HY 

7503" 

7517 I HY 

7519 I HY I 
I FG 

0.1 7523 I FG 

7527 I FG I 
7528 2 HY 

7529 I FG I 
7536 I HY 

7502 2 HY 

7506 2 HY 
I 

7510 I HY 

7514 4 FG I 
2.0 I HY 

I 
7516 I HY 

7522 I FG 
I HY 

7538 2 FG 

7576 I HY I 
2 FG 

7507 I HY 
I FG I 

7508 2 FG 
I HY 

I 7509 2FG 

7511 I CG 

6.0 I HY 

7511 0 I 
7524 2 FG 

7530 I FG 

7535 I HY I 
I 

"Inadvertently not collected. 

TinR'fm\1 WEEK ORAL TOXICITY STIJDY OF WR238605 
Willi A TinRTEEN WEEK RECOVERY PERIOD IN DOGS 

Male Urinalysis Data (Week 4) 

EPilllELIAL CEU..S 
RBC WBC SQ TRANS RENAL CRYSTALS 

4 0 6 0 0 1+11' 

15 0 2 I 0 I+ 11' 

50 10 5 I 0 2+ 11' 

2 0 I 0 0 I+ 11' 

I 0 2 0 0 I+ 11' 

0 0 3 0 0 I+ 11' 

4 0 4 0 0 I+ 11' 

I 0 2 0 0 2+ 11' 

30 2 2 0 0 0 

58 I I I 0 0 

35 5 I 0 0 I+ 11' 

4 0 3 0 0 0 

20 2 0 0 0 I+ 11' 

70 I I 0 0 0 

20 0 2 0 0 I+ 11' 

I 0 2 0 0 0 

20 0 3 0 0 I+ 11' 

50 0 0 0 0 0 

50 0 5 0 0 I+ 11' 

I 2 4 0 0 I+ 11' 

0 0 I 0 0 I+ 11' 

0 0 7 0 0 I+ 11' 

10 0 0 I 0 0 

0 0 4 0 0 I+ 11' 

25 0 0 I 0 0 

12 I I 0 0 I+ 11' 

4 0 I 0 0 I+ 11' 

10 0 3 0 0 I+ 11' 

0 2 2 0 0 1+11' 

0 0 I 0 0 1+11' 
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Ulcrnu. Study No. 097 

BACTERIA SPERM MUCUS 

I+ I+ 0 

I+ 0 0 

I+ I+ 0 

3+ 0 0 

I+ 0 0 

2+ 0 0 

I+ 0 0 

I+ 0 0 

I+ I+ 0 

I+ I+ 0 

I+ 0 0 

I+ 0 0 

I+ I+ 0 

I+ I+ 0 

I+ 0 0 

3+ 0 0 

I+ I+ 0 

I+ I+ 0 

I+ 0 0 

I+ I+ 0 

I+ 2+ 0 

I+ I+ 0 

I+ I+ 0 

I+ 0 0 

I+ 2+ 0 

I+ I+ 0 

I+ 2+ 0 

I+ I+ 0 

I+ I+ 0 

I+ 0 0 



I 
I 
I 
I 

DOSE LEVEL ANIMAL 
(....,taiday) NO. APP SG 

I 7541 CllAR 1.017 

7542 CllAR 1.017 

I 7549 HAZY 1.040 

7555 CllAR 1.090 
0 

7557 HAZY 1.061 

I 7551 CLEAR 1.052 

7566 CllAR 1.054 

I 
7573 CLOUDY 1.060 

7543 CLEAR 1.056 

7545 CllAR 1.011 

I 75SO CllAR I.OSO 

0 .1 7552 . 1.011 

I 
7553 CllAR 1.~ 

7560 HAZY 1.019 

7567 CLOUDY 1.052 

I 7569 CllAR 1.052 

7541 HAZY 1.042 

I 
7556 CllAR 1.051 

7561 HAZY 1.071 

7562 HAZY 1.042 

I 
2.0 

7564 HAZY 1.090 

7571 HAZY 1.052 

I 
7572 CLOUDY 1.030 

7574 CllAR 1.064 

7539 CllAR 1.~ 

I 7540 HAZY I.OSO 

7~ HAZY 1.040 

7546 CllAR 1.054 

I 6.0 

7551 CLOUDY I.OU 

7554 HAZY 1.060 

I 7563 HAZY 1.069 

7561 CLOUDY I.OU 

I 
"Inadvertently not collected. 

I 

1HIR.TEEN WEEK ORAL TOXICITY SruDY OF WR2JS605 
wml A 1HIR.TEEN WEEK RECOVERY PERIOD IN DOGS 

Female Urinalysis Data (Weelc 4) 

COLOR NIT LEU pH PROT 

DY NEG NEG 6 TRACE 

y NEG NEG 5 NEG 

y NEG NEG 5 TRACE 

DY NEG NEG 6 TRACE 

y NEG NEG 6 TRACE 

y NEG ++ 9 NEG 

y POS + 7 TRACE 

y NEG NEG 6 TRACE 

DY NEG NEG 6 TRACE 

py POS NEG 6 !'."EG 

y NEG NEG 6 TRACE 

. NEG NEG 5 TRACE 

y I'<"EG NEG 6 TRACE 

y NEG + 6 TRACE 

LY POS NEG 7 TRACE 

y NEG NEG 6 TRACE 

AM NEG + 6 TRACE 

DY NEG NEG 6 TRACE 

DY NEG NEG 6 !'."EG 

y NEG NEG 6 TRACE 

y NEG NEG 5 !'."EG 

DY NEG NEG 6 TRACE 

y POS + 6 NEG 

DY NEG NEG 6 TRACE 

DY NEG TRACE I TRACE 

AM NEG NEG 6 TRACE 

DY NEG NEG 6 TRACE 

AM POS TRACE 6 TRACE 

BR POS NEG 7 TRACE 

DY NEG NEG 7 TRACE 

AM NEG NEG 7 TRACE 

BR NEG NEG 6 TRACE 

8-13 

tncmu. Sludy No. 097 

GW BLOOD 
lid I KF:T UllO Bn.l Etylul 

NOR NEG NOR NEG NEG 

NOR NEG NOR NEG NEG 

NOR NEG NOR NEG 5·10 

NOR NEG NOR NEG NEG 

NOR NEG NOR NEG 250 

NOR NEG NOR NEG S.IO 

NOR NEG NOR NEG 5·10 

NOR NEG NOR NEG 5· 10 

NOR NEG NOR NEG 5-10 

NOR NEG NOR NEG NEG 

NOR NEG NOR NEG NEG 

NOR NEG NOR NEG NEG 

NOR NEG NOR NEG NEG 

NOR NEG NOR NEG 5·10 

NOR NEG NOR NEG 250 

NOR NEG NOR NEG NEG 

NOR NEG NOR NEG S.IO 

NOR NEG NOR NEG NEG 

NOR NEG NOR NEG 5·10 

NOR NEG NOR NEG NEG 

NOR NEG NOR NEG NEG 

NOR NEG NOR NEG 250 

NOR NEG NOR . so 

NOR NEG NOR NEG NEG 

NOR NEG NOR NEG S.IO 

NOR NEG NOR NEG NEG 

NOR NEG NOR NEG NEG 

NOR NEG NOR NEG 5·10 

NOR NEG NOR NEG 2SO 

NOR NEG NOR NEG 5-10 

NOR NEG NOR NEG NEG 

NOR NEG NOR NEG NEG 



I 
I 
I 

DOSE LEVEL ANIMAL 
(ms/ksfday) NO. CASTS RBC 

7S41 I FG 0 I 
7S42 2HY s 

7S49 2HY 10 
I FG I 

1SSS I FG 19 
0 I HY 

1SS1 tHY ss 
2 FG I 

7SSI tHY s 

1S66 4HY 30 I 
7S73 0 I 

7S43 IFG 7 

7S4S* I 
1SSO I FG 20 

0.1 1SS2 0 0 I 
1SS3 2FG 0 

1S60 I FG 10 

7S67 I FG so I 
1S69 IFG s 

7S41 2HY 20 I 
1SS6 0 I 

7S61 I FG 0 

7S62 3HY 0 I 
2.0 2FG 

7S64 0 0 

7S71 I FG 0 I 
7S72 0 so 

I 7S74 I HY 0 

7S39 I HY 3 

7S40 I HY 0 

7S44 I FG II I 
7S46 I HY I 

3.0 3 FG 

1SSI 3HY I I 
1SS4 I HY 10 

I 7S63 2FG 2 

7S61 0 0 

I 'Inadvertently not collected. 

I 

THill 'fEEl'~ WED: ORAL TOXICITY S11JOY OF WR23160S 
WITH A THill TEEN WED: RECOVERY PERIOD IN DOGS 

female Urinalysis Dill (Woelc 4) 

El'l'1HEl.lAL CELLS 
WBC SQ TRANS RENAL CRYSTALS 

0 2 0 0 I+ TP 

0 I 0 0 0 

s 6 0 0 I+ TP 

0 2 0 0 t+ TP 

0 7 0 0 I+ TP 

I 2 0 0 I+ TP 

0 s I 0 4+TP 

0 I 0 0 2+ TP 

0 9 0 0 I+ TP 

0 2 I 0 0 

0 I 4 0 0 

0 2 0 0 0 

I 3 3 0 0 

0 3 s 0 I+ TP 

0 I 0 0 0 

I 2 3 0 0 

0 0 I 0 I+ TP 

0 I 0 0 I+ TP 

0 4 0 0 0 

0 0 0 0 0 

0 s 0 0 I+ TP 

0 2 0 0 0 

0 I 0 0 I+ TP 

0 3 0 0 I+ TP 

0 3 0 0 I+ TP 

0 0 I 0 0 

0 3 2 0 0 

0 6 0 0 2+ TP 

0 2 0 0 2+ TP 

I 3 0 0 I+ TP 

0 4 0 0 I+ TP 
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\.IICITJU. SIUdy No. 097 

BACTERIA' SPERM MUCUS 

I+ 0 0 

I+ 0 0 

I+ 0 0 

I+ 0 0 

I+ 0 0 

I+ 0 0 

2+ 0 0 

I+ 0 0 

I+ 0 0 

I+ 0 0 

I+ 0 0 

I+ 0 0 

I+ 0 0 

I+ 0 0 

I+ 0 0 

I+ 0 0 

I+ 0 0 

I+ 0 0 

I+ 0 0 

I+ 0 0 

I+ 0 0 

2+ 0 0 

I+ 0 0 

I+ 0 0 

I+ 0 0 

I+ 0 0 

I+ 0 0 

I+ 0 0 

I+ 0 0 

I+ 0 0 

I+ 0 0 



I 
I 
I 
I 

DOSE LEVEL ANIMAL 

I 
(msJk&fday) NO. APP 

1SO$ HAZY 

7$12 HAZY 

I 7$1$ HAZY 

7$20 CLOUDY 

I 
0 

7$21 HAZY 

7$31 HAZY 

I 
7$32 CLEAR 

7$33 CLEAR 

7S03 CLEAR 

I 7$17 HAZY 

0.1 1$19 HAZY 

I 
7$23 HAZY 

7$27 CLEAR 

7$21 CLEAR 

I 7$29 HAZY 

7$36 HAZY 

I 1$02 CLEAR 

7$06 HAZY 

7$10 HAZY 

I 7$14 CLEAR 
2.0 

7$16 HAZY 

I 1$22 HAZY 

7$31 CLEAR 

I 
7$76 HAZY 

7$07 HAZY 

7$01 HAZY 

I 7$09 HAZY 

1511 HAZY 

6.0 

I 
7$11 HAZY 

7$24 HAZY 

7$30 HAZY 

I 7$3$ HAZY 

I 

111IRTEEN WEEK ORAL TOXICITY STIJDY OF WR23160$ 
WITii A TIDRTEEN WEEK RECOVERY PERIOD IN DOGS 

Male Urinalysis Dala (Week I) 

SG COLOR NIT LEU pH PROT 

1.061 DY NEG + 6 TRACE 

1.070 y NEG ++ 6 + 

1.124 DY NEG ++ $ TRACE 

1.0$2 y NEG + 6 TRACE 

1.022 DY POS ++ 7 TRACE 

1.093 y NEG + 6 TRACE 

1.093 y NEG NEG 6 TRACE 

1.060 py NEG + 6 TRACE 

1.17$ y NEG ++ 7 ++ 

1.011 y NEG ++ $ TRACE 

1.093 DY NEG ++ 7 ++ 

1.0$6 y NEG ++ 6 TRACE 

1.13$ DY NEG NEG $ NEG 

1.071 y NEG NEG $ NEG 

1.140 y NEG NEG $ TRACE 

1.061 y POS ++ 6 + 

1.10$ DY NEG NEG 7 TRACE 

1.10$ DY NEG NEG 6 TRACE 

1.011 y NEG ++ $ TRACE 

1.0$6 LY POS ++ 6 + 

1.014 y NEG + $ TRACE 

1.100 BR NEG NEG 6 TRACE 

1.011 DY NEG NEG I + 

1.060 y NEG ++ 6 + 

1.011 DY NEG NEG 6 TRACE 

1.140 BR NEG + $ TRACE 

1.096 y NEG NEG $ TRACE 

1.093 y NEG ++ 6 TRACE 

1.066 y NEG + $ TRACE 

1.096 DY NEG ++ $ + 

1.072 y NEG + 6 TRACE 

1.062 DY NEG - $ TRACE 
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UICITIU. Study No. 097 

GW BLOOD 
&fdl KET URO BIU Eryful 

NOR NEG NOR NEG $-10 

NOR NEG NOR NEG NEG 

NOR NEG NOR NEG $0 

NOR NEG NOR. NEG $-10 

NOR NEG NOR NEG NEG 

NOR NEG NOR NEG $-10 

NOR NEG NOR NEG NEG 

NOR NEG NOR NEG NEG 

NOR NEG NOR NEG NEG 

NOR NEG NOR NEG $-10 

NOR NEG NOR NEG NEG 

NOR NEG NOR NEG so 

NOR NEG NOR NEG NEG 

NOR NEG NOR NEG NEG 

NOR NEG NOR NEG NEG 

NOR NEG NOR NEG $0 

NOR NEG NOR NEG NEG 

NOR NEG NOR NEG $-10 

NOR NEG NOR NEG 5-10 

NOR NEG NOR NEG NEG 

NOR NEG NOR NEG so 

NOR NEG NOR NEG so 

NOR NEG NOR NEG NEG 

NOR NEG NOR NEG NEG 

NOR NEG NOR NEG $-10 

NOR NEG NOR NEG so 

NOR NEG NOR NEG S.IO 

NOR NEG NOR NEG $-10 

NOR NEG NOR NEG $-10 

NOR NEG NOR NEG $-10 

NOR NEG NOR NEG $-10 

NOR NEG NOR NEG so 



I 
I 

DOSE LEVEL ANIMAL 

I 
(mglkglday) NO. CASTS 

1505 2HY 

7512 6 HY 

I 1515 2 FG 

7520 5 HY 

I 
0 

7521. I HY 

7531 2 HY 
I CG 

I 7532 2 FG 
<4HY 

7533 I HCG 

I 
2 HY 

7503 <4HY 

7517 SHY 

I 1519 3 HY 
2 CG 

7523 2 HY 

I 
0.1 I FG 

7527 2 HY 

752S I FG 

I 
2HY 

7529 I FG 
3 CG 

I 7536 I HY 

7502 I HY 

7506 2 HY 

I I FG 

7510 I FG 

I 
2.0 751<4 I FG 

1516 2 FG 

7522 2 CG 

I 
I FG 
I HY 

7531 I HY 

I 
7576 3 HY 

7507 I HY 
2 FG 

I 
150& 3 HY 

I FG 

7509 4HY 
<4 FG 

I 6.0 7511 I HY 
2 FG 

7SU <4HY 

I 752<4 I FG 
I CG 

7530 0 

I 1535 I FG 

TIURlEEN WEEK ORAL TOXIOTY SnJDY OF WR23S605 
WITH A TIURlEEN WEEK RECOVERY PERIOD IN DOGS 

Male Urim.lysis Data (Wccl: S) 

EPITHELIAL caLS 
RBC WBC SQ TRANS RENAL CRYSTALS 

10 5 6 I 0 0 

0 5 2 I 0 I+TP 

s 20 I 0 0 I+TP 

7 12 0 0 0 I+ TP 

0 5 I 0 0 2+ TP 

5 10 I 0 0 I+TP 

0 0 5 0 0 I+TP 

0 25 I 2 0 0 

0 5 2 0 0 2+ TP 

15 10 • 0 0 I+TP 

0 100 • 0 0 I+TP 

20 2<4 3 0 0 I+TP 

0 0 0 0 0 I+TP 

3 0 I I 0 I+ TP 

0 0 0 0 0 I+TP 

20 5 I 0 0 I+TP 

0 0 I 0 0 I+ TP 

30 2 • 0 0 I+TP 

IS 50 2 • 0 0 

0 50 I 0 0 0 

ISO 20 • 3 0 I+TP 

25 3 7 2 0 2+ TP 

0 2 • 0 0 I+ TP 

10 100 7 2 0 I+TP 

25 2 3 I 0 2+TP 

12 15 2 I 0 I+TP 

IS 0 2 0 0 I+ TP 

10 30 2 0 0 I+ TP 

12 15 • I 0 0 

10 20 2 0 0 I+TP 

2 5 I 0 0 I+TP 

IS 50 3 I 0 0 

UICfi'RL SIUdy No. 097 

oooo&~ u 
BAClCJUA SPERM MUCUS 

I+ I+ 0 

I+ 0 0 

I+ I+ 0 

I+ I+ 0 

I+ I+ 0 

I+ 0 0 

I+ I+ 0 

I+ 0 0 

I+ I+ 0 

I+ 0 0 

I+ 0 0 

2+ I+ 0 

I+ 0 0 

I+ I+ 0 

I+ 0 0 

2+ 0 0 

I+ I+ 0 

I+ I+ 0 

I+ 2+ 0 

I+ I+ 0 

I+ I+ 0 

I+ 0 0 

I+ I+ 0 

I+ 0 0 

I+ I+ 0 

I+ I+ 0 

I+ I+ 0 

I+ 0 0 

I+ 2++ 0 

I+ 0 0 

I+ 2+ 0 

I+ I+ 0 



I 
I 
I 
I 

DOSE LEVEL ANIMAL 

I 
(DII!'klfc!&y) NO. APP SG 

75<41 CUAR. 1.01-4 

75<42 HAZY 1.017 

I 7$<49 HAZY 1.01-4 

7555 HAZY 1.01-4 
0 

I 
7$57 HAZY 1.096 

7551 HAZY 1.121 

7566 CLOlJDY 1.056 

I 75n HAZY 1.05<4 

7$<43 CUAR. 1.121 

I 
7$<45 HAZY 1.056 

0.1 7550 HAZY 1.056 

7552 CUAR. 1.017 

I 7553 HAZY 1.090 

7560 HAZY 1.060 

I 
7567 CUAR. 1.066 

7569 CUAR. 1.056 

75<41 HAZY 1.061 

I 7556 CUAR. 1.060 

7561 HAZY 1.062 

I 
7562 HAZY 1.061 

:z..o 
7564 CUAR. 1.090 

7571 HAZY 1.05<4 

I 7572 HAZY 1.041 

7574 CUAR. 1.140 

I 
7539 HAZY 1.017 

75<40 HAZY 1.09l 

7544 CUAR. 1.057 

I 75<46 HAZY 1.100 

7551 C..OUOY 1.116 

6.0 755<4 CLOUDY 1.075 

I 7563 HAZY 1.124 

7561 HAZY 1.099 

I 
I 

THIRTEEN WEEK ORAL TOXJCITY STIJDY OF Wll231605 
Willi A THIRTEEN WEEK RECOVERY PI:RlOD IN DOGS 

Female llriaalysis OW (Week I) 

COLOR. NIT LEt/ pH PR.OT 

y NEG NEG 5 2+ 

DY NEG 2+ 5 TR.ACE 

DY NEG I+ 6 I+ 

y NEG NEG 6 TR.ACE 

y NEG 2+ 6 I+ 

DY NEG 2+ 7 2+ 

LY NEG 2+ 6 I+ 

LY NEG NEG 6 TR.ACE 

y NEG NEG 6 TR.ACE 

y NEG 2+ 6 2+ 

y POS 2+ 5 TR.ACE 

LY NEG TR.ACE 5 I+ 

LY NEG NEG 7 TR.ACE 

y NEG 2+ 6 I+ 

y POS NEG 6 TR.ACE 

y NEG NEG 6 I+ 

DY NEG NEG 6 TR.ACE 

DY POS NEG 6 TR.ACE 

LY POS NEG 6 TR.ACE 

y NEG TR.ACE 6 + 

y POS NEG 5 NEG 

y NEG NEG 6 TR.ACE 

y POS ++ 6 + 

AM NEG NEG 6 TR.ACE 

OY NEG NEG I + 

DY NEG NEG 6 TR.ACE 

DY NEG NEG 6 -
BR. NEG NEG 6 TR.ACE 

BR. POS + 6 + 

OY POS + 6 ++ 

OY NEG NEG I TR.ACE 

DY POS ++ 6 + 

8-1 7 

UlCIIlU. Study No. 097 

GLU BLOOD 
a/dl KET \JRO BILl Elylul 

NOR. NEG NOR. NEG NEG 

NOR. NEG NOR. NEG 50 

NOR. NEG NOR. NEG NEG 

NOR. NEG NOR. NEG 5-10 

NOR. NEG NOR. NEG so 

NOR. NEG NOR. NEG NEG 

NOR. NEG NOR. NEG NEG 

NOR. NEG NOR. NEG 5-10 

NOR. NEG NOR. NEG NEG 

NOR. NEG NOR. NEG 250 

NOR. NEG NOll NEG 2SO 

NOR. NEG NOll NEG NEG 

NOR. NEG NOR. llt"ECi NEG 

NOR. NEG NOR. NEG 250 

NOR. NEG NOR. NEG NEG 

NOR. NEG NOll NEG NEG 

NOR. NEG NOR. NEG NEG 

NOR. NEG NOR. NEG S.IO 

NOll NEG NOll NEG S.IO 

NOR. NEG NOR. NEG NEG 

NOR. NEG NOR. NEG NEG 

NOR. NEG NOll NEG so 

NOll NEG NOR. NEG 250 

NOR. NEG NOll NEG NEG 

NOR. NEG NOR. NEG NEG 

NOR. NEG NOll NEG NEG 

NOR. NEG NOll NEG NEG 

NOR. NEG NOR. NEO NEG 

NOR. NEG NOR. NEG NEG 

NOR. NEG NOR. NEG 250 

NOll NEG NOR. NEG NEG 

NOR. NEG NOR. NEG 50 



I 
I 
I 

DOSE LEVEL ANIMAL 

I 
(msA<a/clay) NO. CASTS RBC 

7541 2HY 0 

7542 2HY 10 
2CG 

7549 I FG 0 I 
0 7555 2HY 10 

IFG 

7557 I HY 10 I 
7551 4HY 0 

I CG 

7~66 IHY 0 
I FG 

I 
7573 IHY 3 

7543 I FG 0 I 
1545 I FG so 

0 .1 75SO I CG so 
I HY I 

7552' I HY 0 

7H3 2HY 0 

7560 IHY so I 
7567 IHY 2 

I FG 

7~ I FG 0 
I 

7541 I FG 0 

75~ IHY ' 
7~1' 2CG ' 
7562 2HY 0 

2.0 I CG I 
7~ 3HY 0 

7~71 I HY 10 

7~72 I HY u I 
7574 I HY 0 

I 7539' I HY 0 

7540 I HY 0 
IFG 

I 7544 I FG 0 

7546 2HY 0 

6.0 7551 4CG 0 

7554 I HY so I 
7~ 2CG 0 

I HY 

7~ 2HY 20 I 
I 

OOOO&~u 
lliiRTI:EN WEEX ORAL TOXICITY STIJDY OF WIUJI60~ 
WI1H A lliiRTI:EN WEEX ~OVEilY PERIOD IN DOGS 

Female Uriaaly>is Dota (Week I} 

EPrtlfELIAL CEU.S 
WBC SQ 'TRANS RENAL CllYSTALS 

0 4 I 0 I+TP 

' 3 0 0 I+TP 

' 6 I 0 2+1P 

0 7 2 0 2+1P 

16 3 0 0 0 

10 2 0 0 3+ 1P 

so 30 3 0 0 

0 0 0 0 0 

0 I I 0 I+TP 

~ 4 0 0 0 

20 20 4 0 2+ 1P 

I I 0 0 I+TP 

10 7 0 0 2+ 1P 

" I 0 0 0 

2 3 10 0 I+TP 

0 I 0 0 2+ 1P 

0 I 2 0 I+ 1P 

0 I 0 0 I+ 1P 

0 I 0 0 0 

~ 2 I 0 2+ 1P 

0 I 0 0 0 

0 2 0 0 I+ 1P 

10 I 0 0 I+TP 

0 I 0 0 1+1? 

0 I 2 0 2+1? 

0 4 2 0 0 

0 0 0 0 0 

0 2 0 0 1+1? 

3 2 0 0 I+ 1P 

u 0 0 0 0 

0 2 0 0 1+1? 

" 100 10 0 1+1? 

8-18 

BAC"mUA SPERM 

I+ 0 

2+ 0 

I+ 0 

I+ 0 

I+ 0 

I+ 0 

I+ 0 

2+ 0 

I+ 0 

I+ 0 

I+ 0 

I+ 0 

I+ 0 

I+ 0 

I+ 0 

I+ 0 

I+ I+ 

I+ 0 

I+ 0 

I+ 0 

I+ 0 

I+ 0 

3+ 0 

I+ 0 

I+ 0 

I+ 0 

I+ 0 

I+ 0 

I+ 0 

3+ 0 

I+ 0 

I+ 0 

UICillU. Study No. 097 

MUC1JS 

0 

0 

0 

0 

0 

0 

0 

0 

0 

0 

0 

0 

0 

0 

0 

0 

0 

0 

0 

0 

0 

0 

0 

0 

0 

0 

0 

0 

0 

0 

0 

0 



I 
I 
I 
I 

DOSE LEVEL ANIMAL 

I 
(mglk&fday) NO. APP SG 

7505 CLOUDY 1.054 

7512 CLOUDY 1.078 

I 7515 CLEAR 1.064 

7520 CLEAR 1.032 

I 
0 

7521 CLEAR 1.003 

7531 CLEAR 1.087 

I 
7532 HAZY 1.052 

7533 CLEAR 1.068 

7503 HAZY 1.0485 

I 7517 HAZY 1.024 

1519 CLEAR 1.032 

I 
0.1 7523 CLEAR 1.081 

7527 CLOUDY 1.062 

7521 CLEAR 1.056 

I 7529 CLEAR 1.087 

7536 CLEAR 1.062 

I 7502 CLOUDY 1.058 

7506 CLEAR 1.070 

7510 CLEAR 1.060 

I 7514 CLEAR 1.056 

2.0 
7516 CLOUDY 1.051 

I 7522 HAZY 1.096 

7538 CLOUDY 1.064 

7576 CLEAR 1.022 

I 7507 CLEAR 1.036 

7508 CLOUDY 1.066 

I 7509 CLEAR 1.028 

7511 HAZY 1.064 
6.0 

I 
7511 HAZY 1.092 

7524 CLEAR 1.063 

7530 CLOUDY 1.064 

I 7535 CLOUDY 1.060 

I 

TinRTEEN WEEK ORAL TOXICITY SlUDY OF WR238605 
WilH A TinRTEEN WEEK RECOVERY PERJOD IN DOGS 

Male Urinalysis Data (Week 13) 

COLOR NIT LEU pH PROT 

y POS 2+ 6 I+ 

y NEG 2+ 6 TRACE 

LY NEG 2+ 5 I+ 

LY NEG 2+ 6 I+ 

CL POS 2+ 7 TRACE 

y NEG I+ 6 TRACE 

y POS 2+ 6 I+ 

LY NEG 2+ 6 TRACE 

y NEG NEG 6 I+ 

DY NEG 2+ 6 I+ 

LY NEG 2+ 6 TRACE 

y NEG 2+ 6 2+ 

y NEG 2+ 6 TRACE 

y NEG 2+ 5 TRACE 

DY NEG NEG 5 I+ 

y NEG TRACE 6 TRACE 

DY NEG TRACE 6 2+ 

DY NEG NEG 6 2+ 

y NEG 2+ 6 2+ 

y NEG 2+ 5 TRACE 

DY NEG 2+ 6 TRACE 

AM NEG NEG 5 I+ 

y POS NEG 6 2+ 

y POS 2+ 6 TRACE 

y POS 2+ 6 TRACE 

DY POS 2+ 6 2+ 

LY POS 2+ 6 TRACE 

DY NEG 2+ 5 1 ... 

AM POS TRACE 6 TRACE 

AM NEG NEG 5 NEG 

LY POS 2+ 6 TRACE 

DY POS 2+ 6 2+ 
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GW BLOOD 
gldl KE:T URO BIU Ery/ul 

NOR NEG NOR NEG 250 

NOR NEG NOR NEG 5-10 

NOR NEG NOR NEG NEG 

NOR NEG NOR NEG NEG 

NOR NEG NOR NEG 50 

NOR NEG NOR NEG 5-10 

NOR NEG NOR JI.'EG 5-10 

NOR NEG NOR JI.'EG NEG 

NOR NEG NOR NEG 250 

NOR NEG NOR NEG NEG 

NOR NEG NOR NEG 5-10 

NOR NEG NOR NEG NEG 

NOR NEG NOR NEG 50 

NOR NEG NOR JI.'EG NEG 

NOR NEG NOR NEG NEG 

NOR NEG NOR NEG NEG 

NOR NEG NOR JI.'EG NEG 

NOR NEG NOR NEG NEG 

NOR NEG NOR JI.'EG NEG 

NOR NEG NOR NEG 5-10 

NOR NEG NOR JI.'EG 50 

NOR NEG NOR NEG NEG 

NOR NEG NOR JI.'EG NEG 

NOR NEG NOR JI.'EG NEG 

NOR NEG NOR NEG NEG 

NOR NEG NOR NEG 50 

NOR NEG NOR NEG 50 

NOR NEG NOR NEG NEG 

NOR NEG NOR NEG NEG 

NOR NEG NOR NEG NEG 

NOR NEG NOR 2+ 5-10 

NOR NEG NOR NEG 5-10 



I 
I 
I DOSE LEVEL ANIMAL 

(mglkglday) NO. CASTS 

I 1505 I FR 

7512 2 FG 

1515 2HY 
I FG I 

0 7520 5 HY 

7521 IHY I 
7531 I FG 

7532 I FG 

1533 3 HY I 
1503 2HY 

7517 2HY I 
7519 2FG 

7523 I CG 

0.1 
7527 2HY 

7528 2HY 

1529 IHY I 
1536 IHY 

I FG. 

7502 2HY I 
7506 4 HY 

7510 I FG 

7514 2 FG 

2.0 
7516 2 FG 

7522 4 HY I 
7538 2HY 

7576 I FG I 
7507 2HY 

7508 IHY 

7509 I FG I 
7511 2HY 

I 6.0 
7511 0 

7524 I FG 

1530 I HY 

1535 I HY I 
I 
I 

THIRTE&I WEEK ORAL TOXIOTY SnJDY OF WR238605 
WI1H A THIRTE&I WEEK RECOVERY PERJOD IN IXlGS 

Male Urinalysis Data (Week 13) 

EPJ1liELIAL CELLS 
RBC WBC SQ TRANS RENAL CRYSTALS 

100 20 I 0 0 0 

5 15 6 0 0 3+ TP 

0 5 0 0 0 0 

6 20 5 0 0 0 

15 10 I 0 0 0 

10 10 2 0 0 0 

0 3 2 0 0 I+TP 

0 25 5 0 0 0 

350 0 3 0 0 0 

0 10 2 0 0 0 

5 40 I I 0 0 

0 20 I 0 0 0 

20 10 0 0 0 0 

0 0 5 3 0 0 

0 0 3 0 0 I+ TP 

0 5 0 0 0 0 

0 0 3 0 0 3+ TP 

I 3 I 0 0 0 

0 50 3 0 0 0 

5 20 I 0 0 0 

5 30 7 0 0 0 

0 0 2 0 0 I+ TP 

0 0 3 0 0 I+ TP 

0 6 I 0 0 0 

0 15 2 0 0 0 

15 10 3 0 0 0 

5 25 0 0 0 0 

0 40 3 0 0 0 

0 0 I I 0 0 

0 10 2 0 0 0 

5 15 0 0 0 I+ TP 

5 15 0 0 0 0 
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BACTERIA SPER MUCUS 
M YEAST 

CELLS 

I+ 0 0 0 

I+ 0 0 0 

I+ 0 0 0 

I+ 0 0 0 

I+ I+ 0 0 

I+ I+ 0 0 

I+ I+ 0 0 

I+ 0 0 0 

I+ I+ 0 0 

I+ I+ 0 0 

0 2+ 0 0 

I+ 2+ 0 0 

I+ 0 0 0 

I+ 2+ 0 0 

I+ 0 0 0 

I+ I+ 0 0 

I+ 0 0 0 

I+ 0 0 0 

I+ I+ 0 0 

I+ I+ 0 0 

I+ 0 0 0 

I+ I+ 0 0 

I+ I+ 0 0 

I+ 0 0 0 

I+ 0 0 0 

I+ 0 0 0 

2+ 0 0 0 

I+ I+ 0 0 

I+ I+ 0 0 

I+ I+ 0 0 

I+ 0 0 0 

I+ 0 0 0 



I 
I DOSE LEVEL ANIMAL 

(ms/kclday) NO. APP 

I 7SU HAZY 

7S42 • 

7S49 CLEAR 

I 1555 CLEAR 

0 
7557 CLEAR 

I 7551 CLEAR 

7566 CLEAR 

I 
7573 CLOUDY 

7S43 CLEAR 

7S45 CLEAR 

I 1550 CLOUDY 

0.1 1SS2 CLEAR 

I 
7553 CLEAR 

7S60 CLEAR 

7567 HAZY 

I 7569 CLEAR 

7541 HAZY 

I 
7556 CLEAR 

7561 CLEAR 

7562 CLEAR 

I 2.0 
7564 CLEAR 

7571 CLEAR 

I 7572 HAZY 

7574 HAZY 

7539 CLEAR 

I 7S40 CLEAR 

7544 CLEAR 

I 7546 HAZY 

6.0 
7551 CLEAR 

7554 HAZY 

I 7563 HAZY 

7561 HAZY 

I "Inadvertently not collected. 

TinRTEEN WEEK ORAL TOXICITY STIJDY OF WR238605 
WI1H A TinRTEEN WEEK RECOVERY PERIOD IN DOGS 

Female Urioalysis Data (Week 13) 

SG COLOR NIT LEU pH PROT 

1.075 y NEG TRACE 6 TRACE 

1.087 . POS NEG 6 TRACE 

1.056 LY NEG NEG 6 TRACE 

1.023 py POS NEG 6 NEG 

1.078 DY NEG NEG 5 TRACE 

1.050 y NEG 2+ 6 I+ 

1.051 y NEG 2+ 6 I+ 

1.034 y POS 2+ 7 I+ 

1.105 DY NEG NEG 6 I+ 

1.051 y NEG I+ 6 TRACE 

1.069 y NEG 2+ 5 I+ 

1.072 y POS NEG 6 TilACE 

1.017 DY POS NEG 5 2+ 

1.051 y NEG NEG I 2+ 

1.081 y NEG NEG 6 I+ 

1.032 LY NEG NEG 6 TRACE 

1.060 DY NEG I+ 6 TRACE 

1.056 DY POS NEG 6 TRACE 

1.028 py POS I+ 6 TRACE 

1.042 y NEG NEG 6 TilACE 

1.084 DY POS NEG 5 I+ 

1.056 y POS NEG 6 TRACE 

1.064 AM NEG NEG 5 TilACE 

1.056 DY NEG 2+ 6 I+ 

1.062 DY NEG TRACE 6 I+ 

1.063 DY NEG NEG 5 I+ 

1M2 AM NEG NEG 6 I+ 

1.014 AM POS TRACE 5 TRACE 

1.066 AM NEG NEG 6 2+ 

1.084 BR NEG NEG 6 3+ 

1.048 BR NEG TRACE 6 TRACE 

1.045 DY NEG NEG 6 2+ 
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GLU BLOOD 
gldl KET URO BIU Ezy/ul 

NOR NEG NOR NEG NEG 

NOR NEG NOR NEG 250 

NOR NEG NOR NEG 50 

NOR NEG NOR NEG NEG 

NOR NEG NOR NEG NEG 

NOR NEG NOR NEG NEG 

NOR NEG NOR NEG NEG 

NOR NEG NOR NEG 250 

NOR NEG NOR NEG NEG 

NOR NEG NOR NEG NEG 

NOR NEG NOR NEG S.IO 

NOR NEG NOR NEG NEG 

NOR NEG NOR NEG NEG 

NOR NEG NOR NEG NEG 

NOR NEG NOR NEG NEG 

NOR NEG NOR NEG NEG 

NOR NEG NOR NEG NEG 

NOR NEG NOR NEG NEG 

NOR NEG NOR NEG S.IO 

NOR NEG NOR NEG NEG 

NOR !'.'EG NOR NEG NEG 

NOR NEG NOR NEG NEG 

NOR NEG NOR NEG 50 

NOR NEG NOR NEG NEG 

NOR NEG NOR NEG 250 

NOR NEG NOR NEG NEG 

NOR NEG NOR NEG NEG 

NOR NEG NOR NEG S.IO 

NOR NEG NOR NEG NEG 

NOR NEG NOR NEG NEG 

NOR NEG NOR NEG NEG 

NOR NEG NOR NEG NEG 



I 

I 
DOSE L£VEL ANIMAL 

I (ms/kg/clay) NO. CASTS 

7SU tHY 

7S42' tHY 
IFG 

7S49 ICG 
I 

0 7555 tHY 

7557 I HY I 
7551 0 

I 7566 3FG 

7573 tHY 

7S43 0 

7S45 tHY I 
7550 IFG 

7552 I FG 

0.1 2HY 

7553 2HY 

7560 tHY I 
7567 2 FG 

7569 I FG 
tHY 

7S41 tHY 

7556 tHY 

7561 0 

7562 2 CG 

2.0 
7564 2HY I 
7571 2HY 

ICG 

7572 3 HY I 
7574 tHY 

I· 7539 3 HY 

7540 3 HY 
IFG 

I 7S44 3 FG 

7S46 2HY 

6.0 
7551 2 FG 

75S4 0 I 
7563 I HY 

2 FG 

7561 2FG I 
ICG 

I ' ADimal also b.u yeast cdls I+. 

TinR"Jmll WEEK ORAL TOXICITY SlUDY OF WR2ll605 
WI1H A TinRTEEN WEEK RECOVERY PERJOD IN DOGS 

Female Urinalysis o.ta (Week 13) 

EPITHELIAL CEU.S 
RBC WBC SQ TRANS RENAL CRYSTALS 

0 0 5 0 0 I+ ll' 

10 0 0 0 0 I+ ll' 

15 0 10 0 0 0 

0 3 I 0 0 0 

0 0 3 0 0 I+ ll' 

0 15 25 0 0 I+ ll' 

0 50 23 6 0 0 

15 10 0 0 0 0 

0 0 I 0 0 2+ ll' 

0 7 9 0 0 2+ ll' 

10 22 3 0 0 0 

0 0 4 I 0 0 

0 0 0 0 0 0 

0 0 I 0 0 I+ ll' 

0 0 5 0 0 I+ ll' 

0 0 3 0 0 0 

0 10 5 0 0 3+ ll' 

0 0 4 0 0 I+ ll' 

5 2 I 0 0 0 

0 0 4 0 0 I+ ll' 

0 0 3 0 0 0 

0 0 I I 0 0 

10 0 5 0 0 0 

0 50 10 0 0 I+ ll' 

30 5 25 0 0 I+ ll' 

0 0 3 0 0 0 

0 0 6 0 0 0 

0 7 3 0 0 .... ll' 

0 0 5 0 0 0 

0 0 I 0 0 2+ ll' 

0 5 3 0 0 0 

0 0 12 0 0 2+ ll' 
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BAcmtJA SPERM MUCUS 

I+ 0 0 

I+ 0 0 

I+ 0 0 

I+ 0 0 

I+ 0 0 

I+ 0 0 

I+ 0 0 

3+ 0 0 

I+ 0 0 

I+ 0 0 

I+ 0 0 

I+ 0 0 

I+ 0 0 

I+ 0 0 

I+ 0 0 

I+ 0 0 

I+ 0 0 

I+ 0 0 

I+ 0 0 

I+ 0 0 

2+ 0 0 

I+ 0 0 

I+ 0 0 

I+ 0 0 

I+ 0 0 

I+ 0 0 

I+ 0 0 

I+ 0 0 

I+ 0 0 

I+ 0 0 

I+ 0 0 

I+ 0 0 



I 
I 
I 
I 
I 
I 
I 
I 

• 
I 
I 
I 
I 
I 
I 
I 

I 

DOSE LEVEl. 
(mJIIcafday) 

0 

0.1 

2.0 

6.0 

ANIMAL 
NO. 

7512 

75U 

7531 

7532 

1519 

7527 

1529 

7536 

7510 

7516 

7522 

7531 

7507 

7511 

7530 

7535 

APP 

CLOUDY 

HAZY 

CLOUDY 

HAZY 

CLEAR 

CLEAR 

nJRBID 

CLEAR 

HAZY 

CLOUDY 

CLEAR 

CLEAR 

CLOUDY 

nJRBID 

nJRBID 

nJRBID 

TIURTEEN wax ORAL TOXICITY SnJDY OF WR231605 
W!1l{ A TIURTEEN wax RECOVERY PERIOD IN DOGS 

Male Urinalysis Data (Week II) 

sa COLOR NTT LEU pH PROT 

1.060 DY NEG 2+ 6 TRACE 

1.014 DY NEG TRACE 6 TRACE 

1.014 DY NEG I+ 6 NEG 

1.066 LY NEG TRACE 6 NEG 

1.050 y NEG I+ 6 NEG 

1.104 y NEG 2+ 5 TRACE 

1.072 DY NEG 2+ 6 TRACE 

1.071 y NEG I+ 6 NEG 

1.014 y NEG 2+ 5 I+ 

1.100 BR NEG TRACE 6 TRACE 

1.105 DY NEG 2+ 6 NEG 

1.071 y POS TRACE 6 TRACE 

1.093 DY NEG 2+ 6 TRACE 

1.090 DY POS I+ 6 I+ 

1.062 DY POS 2+ 6 TRACE 

1.017 DY POS 2+ 6 TRACE 
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GW BLOOD 
sf ell KET URO BIIJ Eryhtl 

NOll NEG NOR NEG NEG 

NOR NEG NOR NEG S-10 

NOll NEG NOR NEG S-10 

NOR NEG NOR NEG NEG 

NOR NEG NOR NEG S-10 

NOR NEG NOR NEG S-10 

NOR NEG NOR NEG S-10 

NOR NEG NOR NEG S-10 

NOR NEG NOll NEG S-10 

NOR NEG Nat NEG S-10 

NOR NEG NOR NEG S-10 

NOR NEG NOll NEG NEG 

NOR NEG NOR NEG S-10 

NOR NEG NOR NEG 50 

NOR NEG NOR NEG 250 

NOR NEG NOR NEG S-10 



I 
I 
I 
I 

I 
I 
·I 
I 
I 
I 
I 
I 
I 
I 
I 
I 
I 
I 

DOSE LEVEL 
(msJI<sfday) 

0 

0.1 

2.0 

6.0 

ANIMAL 
NO. CASTS 

7512 3 FG 
2HY 

1515 I HY 
IFG 

1531 2HY 

7532 I HY 

1519 IFG 
tHY 

7527 tfG 
I HY 

1529 2FG 
4HY 

1536 3FG 
JCG 

1510 I fG 
tHY 

1516 I FG 

7522 I FG 

1531 tHY 
IFG 

1501 I HY 
2FG 

1511 3FG 

1530 I HY 

1535 4HY 

TIDRTEFN WEEK ORAL TOXICITY snJDY Of WR231605 
WITH A miRTEEN WEEK RECOVERY PERIOD IN [)()(jS 

Male UriDalysis Dllta (Wed: II) 

EPITHELIAL CEllS 
RBC WBC SQ TRANS RENAL CRYSTALS 

0 14 I 0 0 I+ TP 

12 5 4 0 0 I+TP 

20 23 I 0 0 t+TP 

0 5 2 0 0 I+TP 

12 10 2 0 0 t+TP 

3 15 I 0 0 2+ TP 

9 30 5 0 0 0 

tO 20 I 0 0 0 

22 100 13 0 0 0 

10 0 4 0 0 2+TP 

10 15 2 0 0 2+ TP 

0 3 2 0 0 I+TP 

5 14 0 0 0 I+TP 

40 10 0 0 0 t+TP 

15 10 I 0 0 0 

IS 25 I 0 0 t•TP 
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BACTERIA SPERM MUCUS 

I+ J+ 0 

0 I+ 0 

I+ 0 0 

I+ 0 0 

2+ 0 0 

I+ I• 0 

I+ 0 0 

J+ I+ 0 

I+ I+ 0 

I+ 0 0 

J+ I+ 0 

I+ I+ 0 

I+ 0 0 

J+ 0 0 

2+ 0 0 

t• I• 0 



I 
I 

I 

I 
I 
I 
I 
I 
I 
j 

I 
I 
I 
I 
I 
I 

DOSE LEVEL ANIMAL 
(mglkglday) NO. 

7S41 

7S49 

0 
1551 

7566 

7S43 

0.1 7S4S 

7SS2 

7SS3 

7S48 

7561 

2.0 
7562 

7S 71 

7539 

7S40 

6.0 
7SS4 

7S63 

'Inadvertently not collected. 

APP 

HAZY 

CLEAR 

CLEAR 

CLEAR 

CLEAR 

CLEAR 

CLOUDY 

CLEAR 

TURBID 

CLOUDY 

CLEAR 

TURBID 

TURBID 

CLEAR 

CLEAR 

CLEAR 

TinRJmll WEEK ORAL TOXICITY STUDY OF \\'R23860S 
wrrn A TinRJmll WEEK RECOVERY PERIOD IN DOGS 

Female UriJWysis Data (Week 18) 

SG COLOR NIT LEU pH PROT 

1.100 . NEG NEG 6 NEG 

1.062 DY NEG NEG 6 nACE 

1.116 LY NEG NEG 5 I+ 

1.066 y NEG 2+ 6 NEG 

1.108 DY NEG NEG 6 NEG 

1.0<41 DY NEG NEG 7 NEG 

1.090 DY NEG NEG 6 nACE 

1.081 DY NEG NEG 6 nACE 

1.on DY NEG NEG 6 NEG 

1.090 AM NEG 2+ 6 nACE 

1.090 DY NEG NEG 8 NEG 

1.062 DY NEG 2+ 6 2+ 

1.128 y NEG NEG 6 NEG 

1.026 y NEG .... 6 NEG 

1.034 y NEG nACE 6 NEG 

1.124 y NEG 2+ 7 nACE 
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GLU BLOOD 

zldl KET URO BIU Ely/ul 

NOR NEG NOR NEG NEG 

NOR NEG NOR NEG NEG 

NOR NEG NOR NEG NEG 

NOR NEG NOR NEG NEG 

NOR NEG NOR NEG NEG 

NOR NEG NOR NEG NEG 

NOR NEG NOR NEG 250 

NOR NEG NOR NEG NEG 

NOR NEG NOR NEG NEG 

NOR NEG NOR NEG 250 

NOR NEG NOR NEG NEG 

NOR NEG NOR NEG 50 

NOR NEG NOR NEG NEG 

NOR NEG NOR NEG .S..IO 

NOR NEG NOR NEG NEG 

NOR NEG NOR NEG NEG 



I 
I 
I 
I 
I 
I 
I 
I 

•• 
I 
I 
I 
I 
I 
I 
I 
I 
I 

DOSE LEVEL ANIMAL 
(mglklfday) NO. CASTS 

7541 I HY 

7549 2HY 

0 IFO 

1SS1 IFO 

7566' I HY 

7543 IHY 

754S' I HY 
0.1 

7SS2 3 HY 

7SS3 2HY 

7541 2HY 

7561 0 

2.0 
7562 I FG 

7S71 I HY 

7S39 I HY 

7540 2HY 

6.0 
7S54 IFO 

7563 I HY 

• Aaim.al also had y cast cdls 

lli!RTEEN WEEK ORAL TOXICITY snJDY OF WR23160S 
Will{ A 1liiRTEEN WEEK RECOVERY PERIOD lN DOGS 

Female Urinalysis Deta (Week II) 

EPilHELIAL CFl.LS 
RBC WBC SQ TRANS RENAL CRYSTALS 

0 0 6 0 0 2+11' 

0 0 6 I 0 0 

2 I 3 0 0 I+ 11' 

0 14 20 0 0 3+ 11' 

0 0 4 I 0 I+ 11' 

0 0 3 0 0 1+11' 

2S 0 I 0 0 0 

0 0 2 0 0 0 

0 s 3 0 0 2+11' 

10 IS 0 0 0 I+ 11' 

0 0 .. 0 0 I+ 11' 

IS 20 I 0 0 I+ 11' 

0 0 I 0 0 I+ 11' 

10 10 2 0 0 I+ 11' 

0 10 4 0 0 I+ 11' 

0 12 I 0 0 I+ 11' 
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BAcmuA SPERM MUCUS 

I+ 0 0 

I+ 0 0 

I+ 0 0 

I+ 0 0 

I+ 0 0 

2+ 0 0 

I+ 0 0 

I+ 0 0 

I+ 0 0 

2+ 0 0 

I+ 0 0 

2+ 0 0 

I+ 0 0 

2+ 0 0 

I+ 0 0 

I+ 0 0 



I 

I 
I 
I 

DOSE LEVEL ANIMAL 
(ma/ksfclay) NO. APP 

7512 HAZY 

I 7515 CLEAil 
0 

7531 HAZY 

7532 CLEAil 

I 7519 HAZY 

7527 HAZY 

I 0.1 7529 CLEAil 

7536 HAZY 

I 
7510 HAZY 

7516 CLEAil 
2.0 

1522 HAZY 

I 7531 HAZY 

7507 O.OUOY 

I 
7511 CLEAil 

6.0 
7530 HAZY 

1535 CLEAil 

I 
I 
I 
I 
I 
I 
I 

TIURTEEN WEEK ORAL TOXICITY SlUDY OF WR23160S 
WITH A TIUR~ WEEK RECOVERY PERIOD IN DOGS 

Male Urinalysis o.ta {Week 26) 

so COLOR NIT LEU pH PROT 

1.132 DY POS 2+ 6 I+ 

1.063 y POS 2+ 6 I+ 

1.072 DY NEG NEG 6 I+ 

1.069 y POS NEG I I+ 

1.060 y NEO I+ 6 I+ 

1.075 DY POS 2+ 6 I+ 

1.014 PY POS I+ I I+ 

1.075 y NEG 2+ 5 TRACE 

1.075 y NEG 2+ 5 I+ 

1.071 y POS NEG 6 TRACE 

1.165 A POS I+ • I+ 

1.066 DY POS NEG 6 2+ 

1.062 LY POS I+ 6 TRACE 

1.046 y NEO 2+ 6 TRACE 

1.046 LY POS 2+ 6 TRACE 

1.014 DY POS 2+ 7 2+ 
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l? 
I ; 
L 

GLU BLOOD 
sf ell KET URO BnJ Elylul 

NOR NEG NOR NEO NEG 

NOR NEO NOR NEO NEO 

NOR NEG NOR NEO NEO 

NOR NEG NOR NEG NEG 

NOR NEG NOR 2+ so 

NOR NEO NOR NEO so 

NOR NEG NOR NEG S-10 

NOR NEO NOR NEO NEO 

NOR NEO NOR NEO NEO 

NOR NEO I+ NEG NEG 

NOR NEO NOR NEO NEO 

NOR NEO NOR NEO NEG 

NOR NEO NOR NEO S-10 

NOR NEO NOR NEO NEO 

NOR NEG NOR NEO so 

NOR NEG NOR NEG NEO 



I 
I 
I 
I 
I 
I. 
I 
I 

I 
I 
I 
I 
I 
I 
I 
I 
I 
I 

DOSE LEVFL 
(ms/kg/day) 

0 

0.1 

2.0 

6.0 

ANIMAL 
NO. CASTS 

7512 2HY 

7515 3 HY 
2FG 

7531 I FG 

7532 I FG 

7519 I HY 
I FG 

75%7 1 ro 
2HY 

7529 IHY 

7536 2FG 
IHY 

7510 4HY 

7516 ICG 
IHY 

7522 2HY 

7531 2FG 

7507 IHY 

7511 IWC 
I FG 

7530 I HY 

7535 3 HY 

1lllRTErn WEEX ORAL TOXICITY snJDY OF WR231605 
WI1H A niiRTErn WEEK RECOVERY PERIOD IN DOGS 

Male llrinalysu Data cwec~c 26) 

EPITHELlAL CEU.S 
RBC WBC SQ TRANS RENAL CRYSTALS 

0 10 3 0 0 I+TP 

0 25 0 0 0 I+TP 

0 0 2 3 0 4+TP 

0 0 2 0 0 I+TP 

5 15 I I 0 I+TP 

15 52 I 0 0 2+ TP 

12 5 2 0 0 0 

0 23 2 7 0 0 

0 20 2 0 0 0 

0 0 6 0 0 I+ TP 

0 10 5 4 0 2+ TP 

0 0 I 0 0 3+ TP 

0 I I 0 0 I+TP 

0 50 4 2 0 0 

5 15 I 0 0 I+ TP 

0 10 3 0 0 0 
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BAcmtiA SPERM MUaJS 

I+ I+ 0 

I+ I+ 0 

I+ I+ 0 

2+ I+ 0 

I+ I+ 0 

I+ 0 0 

2+ 0 0 

I+ 2+ 0 

I+ 3+ 0 

I+ I+ 0 

I+ 0 0 

2+ 3+ 0 

4+ 0 0 

I+ I+ 0 

4+ 0 0 

I+ 2+ 0 



I 
I 
I 
I 

DOSE LEVEL ANIMAL 

I 
(mgllcgfday) NO. APP 

75-41 HAZY 

75-49 CLEAR 

I 0 
1551 CLEAR 

1566 CLEAR 

7543 CLEAR 

0.1 75-45 CLEAR 

I 
1552 CLEAR 

1553 CLEAR 

75-48 HAZY 

I 7561 CLEAR 
2.0 

7562 CLEAR 

I 
7571 HAZY 

7539 HAZY 

75-40 CLEAR 

I 
6.0 

755-4 CLEAR 

7563 HAZY 

I 
I 
I 
I 
I 
I 
I 
I 

TIURTEEN WEEK ORAL TOXI01Y STUDY OF WR238605 
WITH A TIURTEEN WEEK RECOVERY PERIOD IN DOGS 

Fcm.alc Urin.alysis Data (Week 26) 

SG COLOR NIT LEU pH PROT 

1.078 y POS NEG 6 TRACE 

1.072 DY POS NEG 7 TRACE 

1.075 y POS 2+ 6 TRACE 

1.081 y POS I+ 6 I+ 

1.081 y POS NEG 6 TRACE 

1.034 py NEG TRACE 6 I+ 

1.090 y POS NEG 6 I+ 

1.064 y POS NEG 6 TRACE 

1.060 y POS I+ 8 2+ 

1.102 DY POS NEG 9 2+ 

1.036 LY NEG TRACE 6 I+ 

1.060 y POS TRACE 6 I+ 

1.078 DY NEG NEG 7 I+ 

1.063 y NEG NEG 6 TRACE 

1.060 y POS TRACE 6 I+ 

1.075 y POS 2+ 7 2+ 
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GLU BLOOD 
Jldl KET URO BIU Ery/ul 

NOR NEG NOR NEG NEG 

NOR NEG NOR NEG NEG 

NOR NEG NOR NEG NEG 

NOR NEG NOR NEG NEG 

NOR NEG NOR NEG NEG 

NOR NEG NOR NEG NEG 

NOR NEG NOR NEG NEG 

NOR NEG NOR NEG NEG 

NOR NEG NOR NEG NEG 

NOR NEG NOR NEG NEG 

NOR NEG NOR NEG NEG 

NOR NEG NOR NEG NEG 

NOR NEG NOR NEG NEG 

NOR NEG NOR NEG 5-10 

NOR NEG NOR NEG 250 

NOR NEG NOR NEG 5-10 
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DOSE LEVEL ANIMAL 
(mglksfclay) NO. CASTS 

7541 2FG I 
4HY 

7549 IHY 

0 7,7 IHY 
I FG 

7566 IHY 
I FG I 

7543 I FG 

754, I CG 
0.1 I FG I 

7,2 IFG 

7,3 IHY 

7541 'HY I 
2FG 

,61 IHY 

2.0 7~2 3 HY I 
2FG 

7~ 'HY 
ICG I 

,39 0 

7540 4HY 
I FG 

6.0 
I 

"54 2FG 

I IHY 

7S63 I HY 

I 
I 
I 
J: 

I 
I 
I 

THIR'IC:f.N WEEK ORAL toXICITY STIJDY OF WR23160' 
wrrn A THIR'IC:f.N WEEK RECOVERY PEJUOD IN DOGS 

EPITilELIAL CEU.S 
RBC WBC SQ lRANS RENAL CRYSTALS 

0 0 3 2 0 0 

0 0 2 0 0 I+ 11' 

0 7 3 12 0 0 

0 ~ 13 0 0 2+TP 

0 0 3 I 0 I+TP 

3 2 ' I 0 0 

0 0 ' 4 0 0 

0 0 ' 0 0 I+TP 

0 100 I 0 0 I+TP 

0 0 I 0 0 2+ TP 

0 3 4 2 0 0 

0 0 I 4 0 0 

0 0 2 3 0 I+TP 

10 0 12 3 0 I+TP 

"0 4 3 0 0 0 

0 ~ 4 I 0 I+TP 
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UICITRL Study No. 097 

BACll'JUA SPERM MUCUS 

I+ 0 0 

2+ I+ 0 

I+ 0 0 

I+ 0 0 

I+ 0 0 

I+ 0 0 

I+ 0 0 

I+ 0 0 

I+ 0 0 

I+ 0 0 

I+ 0 0 

I+ 0 0 

I+ 0 0 

I+ 0 0 

I+ 1 .. 0 

I+ 0 0 
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September 14, 1993 

TO: Barry S. Levine, D.Sc. 
Director 
Toxicology Research Laboratory (M/C 868) 
The University of Illinois 
1940 W. Taylor St. 
Chicago, IL 60612-7353 

FROM: Robert Hamlin, D.V.M., Ph.D. 
Diplomate ACVIM (Cardiology/Internal Medicine) 
1520 Grenoble Rd. 
Columbus, OH 43221 

RE: ECG Analysis of Records from Beagles on Study No. 097 during the Pretest Period, in 
Week 13 (Last Week of Treatment), and in Week 26 (Last Week of Recovery Period) 

All records are of good quality. At Week 13, one high dose male demonstrated a changed t-wave 
whereas a possible atrial premature beat was observed for a high dose female. These mild changes 
were not apparent in any other animals and were considered incidental fmdings. Although within 
normal limits, a number of drug-treated dogs showed other apparent T-wave alterations (increased 
amplitude in both a positive and negative direction when compared to the pretest recording) and 
alterations of ST (J-point) segments. These were typically seen at the end of the recovery period 
as opposed to during Week 13. As such, they were considered incidental findings. Other changes 
which were also considered within nonnal limits included a possible secondary atrial ventricular 
block for a high dose female (no. 7568) in Week 13, and for a high dose male (no. 7511) at the 
end of the recovery period, which was not seen in the Week 13 observation period. 

The quantitative analysis of heart rate, PQ interval and QT duration showed no differences among 
the various groups. 

Thus, at the doses administered and under the conditions of this study, the test compound produced 
no systematic changes in the electrocardiograms. 
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UIC/TRL Study No . :_£12_ 

THIRTEEN WEEK ORAL TOXICITY STUDY OF WR238605 
WITH A THIRTEEN WEEK RECOVERY PERIOD IN DOGS '-' . r . 

El ectrocardiogram diagnosis 
I . , 
llJ 

Animal 
Sex Number Pretest 

7505 WNL 
7512 WNL 

M 7515 WNL 
7520 WNL 
7521 WNL 
7531 WNL 
7532 WNL 
7533 WNL (iRBBB) 

7541 WNL 
7542 RAD 

F 7549 WNL 
7555 WNL 
7557 WNL 
7558 LAD 
7566 RAD 
7573 WNL 

7503 WNL 
7517 WNL 

M 7519 WNL (LAD) 
7523 WNL 
7527 WNL 
7528 WNL 
7529 WNL (iRBBB) 
7536 WNL 

7543 WNL 
7545 WNL 

F 7550 WNL 
7552 PWNL (RVE) 
7553 WNL (LAD) 
7560 WNL (LAD) 
7567 WNL 
7569 WNL (iRBBBl 

7502 WNL 
M 7506 WNL 

7510 WNL 
7514 WNL 
7516 WNL 
7522 WNL 
7538 WNL 
7576 WNL (LAD) 

7548 WNL 
F 7556 WNL 

7561 PWNL (RVE/LAD) 
7562 WNL 
7564 WNL 
7571 WNL 
7572 WNL 
7574 WNL 

7507 WNL (RAD ) 
7508 WNL 

M 7509 WNL 
7511 WNL 
7518 WNL 
7524 WNL 
7530 WNL 
7535 WNL 

7539 WNL 
7540 WNL 
7544 WNL 

F 7546 WNL 
7551 WNL 
7554 WNL 
7563 WNL 
7568 WNL 

RVE • Right Ventricle Enlarged 
PWNL • Probably within normal limits 

• Animal previously sacrificed 
LTWDPT • Large T-waves different from pretest 
iRBBB • Incomplete right bundle branch block 
JPDDPT • J point depression different from pretest 
P2"AVB • Possible s econdary atrial V@ntrieular block 
PAPB • Possible atrial premature beat 
TWDPT T-waves different from pretest 

9-3 

week 13 Week 26 

WNL -
WNL WNL 
WNL ""'NL 
WNL -
WNL -
WNL ""'NL 
WNL ""'NL 
WNL -
WNL ""'NL 

WNL (iRBBB) -
WNL WNL 
WNL -
WNL WNL 

PWNL (RVE) -
WNL ""'NL 
WNL -
WNL -
WNL -
LTW WNL 
LTW -
WNL WNL 
WNL -
WNL WNL 
WNL WNL 

WNL WNL 
WNL WNL 
WNL -

WNL (LAD) WNL/NC (iRBBB ) 
WNL WNL/NC (LAD ) 
WNL -
WNL -

WNL (JPD) -
WNL -
WNL -
WNL WNL 

WNL (iRBBB) -
WNL WNL 
WNL WNL 
WNL WNL (LTWDPT) 
WNL -
WNL WNL (LTWDPT) 
WNL -

LAD (NCP) WNL (LAD/LTWDPT) 
WNL WNL 
WNL -
WNL WNL 
WNL -
WNL -
WNL WNL 
WNL -
WNL -
WNL WNL (P2°AVB/ LTWDPT) 
WNL -
WNL -
CTW WNL (JPDDPT) 
WNL WNL 

WNL (TWDPT) WNL 

WNL 

WNL WNL (TWDPTl 
WNL -
WNL -
PAPB -
WNL WNL (TWDPT) 
WNL WNL (TWDPT) 
(P2°AVB) -

Dose 
NCP 
NC 
LAD 
WNL 
RA:) 

L1'W 
JPD 
CTW 

• mg base/ kg/day 
• No change f rom pretest 
• No change 
• Left axis devia tion 
• Within normal l~mi~s 
• Right axis deviat ion 
• Large T- wave 
• J-point depress ion 
• Changed T-wave 
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STUDY 10: 097 
STUDY NO: 097ECG 
ABBR: PR 

THIRTEEN WEEK ORAL TOXICITY STUDY OF WR238605 
WITH A THIRTEEN WEEK RECOVERY PERIOD IN DOGS 

SUMMARY REPORT 
TEST: PR INTERVAL 

ANALYSIS OF VARIANCE FOLLCY£0 BY DUNNETT'S PROCEDURE 

SEX: MALE 

UNITS: sec 

GROUP(s): 0 0.1 2.0 6.0 mg base/kg/day 

Period: Pretest 
MEAN 0.101 0.113 0.105 0.106 

so 0.0121 0.0221 0.0140 0.0176 
N 8 8 8 8 

Period: \leek 13 
MEAN 0.100 0.109 0.099 0.098 

so 0.0151 0.0123 0.0072 o.oon 
N 8 8 8 8 

Period: \leek 26 
MEAN 0.101 0.109 0.099 0.103 

so 0.0082 0.0214 0.0131 0.0125 
N 4 4 4 4 

----~-------------------------------------------------------------------------------------~----------------------------
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STUDY ID: 097 
STUDY NO: 097ECG 
ABBR: PR 

THIRTEEN WEEK ORAL TOXICITY STUDY OF WR238605 
WITH A THIRTEEN WEEK RECOVERY PERIOD IN DOGS 

SUMMARY REPORT 
TEST: PR INTERVAL 

ANALYSIS OF VARIANCE FOLLOWED BY DUNNETT'S PROCEDURE 

SEX: FEMALE 

UNITS: sec 

GROOP(s): 0 0.1 2.0 6.0 mg base/kg/day 

Period: Pretest 
MEAN 0.105 0.107 0.107 0.110 

so 0.0139 0.0074 0.0125 0.0142 
N 8 8 8 8 

Period: Week 13 
MEAN 0.110 0.109 0.102 0.105 

so 0.0161 0.0040 0.0050 0.0121 
N 8 8 8 8 

Period: Week 26 
MEAN 0.121 0.104 0.108 0.106 

so 0.0143 0.0206 0.0073 0.0161 
N 4 4 4 4 
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THIRTEEN WEEK ORAL TOXICITY STUDY OF WR238605 
WITH A THIRTEEN WEEK RECOVERY PERIOD IN DOGS 

-------------- ----- ----------------- -------------------------------------------- -------- ----- --- -----------------------

STUDY 10: 097 
STUDY NO: 097ECG 
ABBR: QT 

SUMMARY REPORT 
TEST: QT INTERVAL 

ANALYSIS OF VARIANCE FOLLOWED BY DUNNETT'S PROCEDURE 

GROUP(s): 0 0.1 2.0 6.0 

Period: Pretest 
MEAN 0.198 0.201 0.197 0.188 

so 0.0163 0.0165 0.0094 0. 0247 
N 8 8 8 8 

Period: loleel:. 13 
MEAN 0.186 0.192 0.191 0.187 

so 0.0123 0.0142 0.0206 0.0112 
N 8 8 8 8 

Period: loleel:. 26 
MEAN 0.180 0.180 0.184 0.185 

so 0.0150 0.0114 0.0047 0.0099 
N 4 4 4 4 

SEX: MALE 

UNITS: sec 

mg base/kg/da y 

------------------------ ----- --------- -------- --------------- ---- ------ ----------- --------- ---- ------------------------
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STUDY 10: 097 
STUDY NO: 097ECG 
ABBR: QT 

THIRTEEN WEEK ORAL TOXICITY STUDY OF WR238605 
WITH A THIRTEEN WEEK RECOVERY PERIOD IN DOGS 

SUMMARY REPORT 
TEST: QT INTERVAL 

ANALYSIS OF VARIANCE FOLLOWED BY DUNNETT'S PROCEDURE 

SEX: FEMALE 

UNITS: sec 

GROUP(s): 0 0.1 2.0 6.0 mg base/kg/day 

Period: Pretest 
MEAN 0.202 0.202 0.190 0.212 

so 0.0180 0.0164 0.0140 0.0113 
N 8 8 8 8 

Period: Week 13 
MEAN 0.192 0.185 0.193 0.185 

so 0.0234 0.0137 0.0178 0.0086 
N 8 8 8 8 

Period: Week 26 
MEAN 0.183 0.180 0.196 0.203 

so 0.0089 0.0106 0.0296 0.0225 
N 4 4 4 4 

9-7 



I 
I 
I 
I 
I 
I 
I 
I 
I 
I 
I 
I 
I 
I 
I 
I 
I 
I 
I 

STUDY li>: 097 
STUOY NO: 097ECG 
ABBR: HR 

THIRTEEN WEEK ORAL TOXICITY STUDY OF WR238605 
WITH A THIRTEEN WEEK RECOVERY PERIOD IN DOGS 

SUMMARY REPORT 
TEST: Heart Rate 

ANALYSIS OF VARIANCE FOllOWED BY DUNNETT'S PROCEDURE 

SEX: HALE 

UNITS: bpn 

GROOP(s): 0 0.1 2.0 6.0 mg base/kg/day 

Period: Pretest 
HEAN 127 132 129 143 

so 17.3 18.0 9.5 19.8 
N 8 8 8 8 

Period: \leelc 13 
HEAN 129 127 127 137 

so 28.8 23.5 20.7 23.4 
N 8 8 8 8 

Period: \leelc 26 
HEAN 133 142 145 128 

so 20.8 17.9 12.7 15.8 
N 4 4 4 4 
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STUDY ID: 097 
STUDY NO: 097ECG 
ABBR: HR 

THIRTEEN WEEK ORAL TOXICITY STUDY OF WR238605 
WITH A THIRTEEN WEEK RECOVERY PERIOD IN DOGS 

SUMMARY REPORT 
TEST: Heart Rate 

ANALYSIS OF VARIANCE FOLLOWED BY DUNNETT'S PROCEDURE 

SEX: FEMALE 

UNITS : bpn 

GROUP(s): 0 0.1 2.0 6.0 mg ba se/kg/da y 

Period: Pretest 
MEAN 125 133 130 123 

so 23.8 11.6 8.9 23.5 
N 8 8 8 8 

Period: \.leek 13 
MEAN 128 126 128 121 

so 19.1 19.5 31.0 16.3 
N 8 8 8 8 

Period: Week 26 
MEAN 134 132 118 140 

so 41.3 10.5 19.7 21.5 
N 4 4 4 4 
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STUDY I D: 097 
STUDY NO: 097ECG 
ABBR: PR 

THIRTEEN WEEK ORAL TOXICITY STUDY OF WR238605 
WITH A THIRTEEN WEEK RECOVERY PERIOD IN DOGS 

INDIVIDUAL ANIMAL REPORT BY GROUP 
TEST: PR INTERVAL 

ANIMAL ID Pretest 1./eele 13 

GROUP: 1-M:O mg base/leg/day 
7531 0.096 0.094 
7532 0.104 0.100 
7512 0.092 0.084 
7515 0.104 0.116 
7521 0.110 0.112 
7533 0.104 0.118 
7520 0.078 0.076 
7505 0.118 0.096 

MEAN 0.101 0.100 
so 0.0121 0.0151 
N 8 8 

GROUP: 2-M:0.1 mg base/leg/day 
7527 0.102 0.124 
7519 0.096 0.098 
7529 0.106 0.106 
7536 0.166 0.128 
7503 0.110 0.102 
7523 0.106 0.102 
7517 0.104 0.114 
7528 0.110 0.094 

MEAN 
so 

N 

0.113 
0.0221 

8 

0.109 
0.0123 

8 

1./eele 26 

0.108 
0.096 
0.092 
0.108 

0.101 
0.0082 

4 

0.096 
0.090 
0.110 
0.138 

0.109 
0.0214 

4 

(--)-Data Unavailable 
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STUDY ID: 097 
STUDY NO: 097ECG 
ABBR: PR 

THIRTEEN WEEK ORAL TOXICITY STUDY OF WR238605 
WITH A THIRTEEN WEEK RECOVERY PERIOD IN DOGS 

INDIVIDUAL ANIMAL REPORT BY GROUP 
TEST: PR INTERVAL 

ANIMAL ID Pretest lleek 13 lleek 26 

GROUP: 3-H:2.0 mg base/kg/day 
7538 0.078 0.090 0.080 
7516 0.120 0.102 o. 110 
7522 0.112 0.098 0.102 
7510 0.108 0.092 0.104 
7576 0.120 0.112 
7506 0.106 0.094 
7502 0.096 0.104 
7514 0.098 0.100 

MEAN 
so 
N 

o. 105 
0.0140 

8 

0.099 
0.0072 

8 

GROUP: 4-H:6.0 mg base/kg/day 

0.099 
0.0131 

4 

7535 0.078 0.098 0.088 
7511 0.102 0.100 0.106 
7530 0.104 0.106 0.100 
7507 0.130 0.102 0.118 
7508 0.130 0.102 
7509 0.098 0.084 
7518 0.108 0.098 
7524 0.094 0.090 

MEAN 
so 
N 

0.106 
0.0176 

8 

0.098 
0.0072 

8 

0.103 
0.0125 

4 

(--)-Data Unavailable 
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STUDY ID: 097 
STUDY NO: 097ECG 
ABBR: PR 

THIRTEEN WEEK ORAL TOXICITY STUDY OF WR238605 
WITH A THIRTEEN WEEK RECOVERY PERIOD IN DOGS 

INDIVIDUAL ANIMAL REPORT BY GROUP 
TEST: PR INTERVAL 

ANIMAL ID Pretest \leek 13 

GROOP: 1-F:O mg base/kg/day 
7557 0.084 0.106 
7541 0.112 0.118 
7566 0.104 0.094 
7549 0.122 0.140 
7555 0.088 0.090 
7558 0.106 0.100 
7573 0.104 0.118 
7542 0.122 0.112 

MEAN 0.105 0.110 
so 0.0139 0.0161 

N 8 8 

GROUP: 2-F:0.1 mg base/kg/day 
7543 0.104 0.102 
7553 0.120 0.112 
7545 0.100 0.110 
7552 0.114 0.112 
7569 0.110 0.106 
7560 0.100 0.114 
7567 0.100 0.106 
7550 0.108 0.108 

MEAN 
so 
N 

0.107 
0.0074 

8 

0.109 
0.0040 

8 

\leek 26 

0.102 
0.126 
0.120 
0.136 

0.121 
0.0143 

4 

0.080 
0.100 
0.106 
0.130 

0.104 
0.0206 

4 

<-->-Data Unavailable 
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STUDY 10: 097 
STUDY NO: 097ECG 
ABBR: PR 

THIRTEEN WEEK ORAL TOXICITY STUDY OF WR238605 
WITH A THIRTEEN WEEK RECOVERY PERIOD IN DOGS 

INDIVIDUAL ANIMAL REPORT BY GROUP 
TEST: PR INTERVAL 

ANIMAL 10 Pretest Week 13 Week 26 

GROUP: 3-F:2.0 mg base/leg/day 
7562 0.112 0.114 0.112 
7548 0.094 0.100 0.100 
7571 0.096 0.102 0.116 
7561 0.116 0.100 0.104 
7564 0.106 0.102 
7574 0.094 0.100 
7556 0.104 0.098 
7572 0.130 0.100 

MEAN 
so 
N 

0.107 
0.0125 

8 

0.102 
0.0050 

8 

GROUP: 4-F:6.0 mg base/leg/day 

0.108 
0.0073 

4 

7539 0.096 0.112 0.096 
7563 0.120 0.098 0.130 
7540 0.104 0.100 0.100 
7554 0.106 0.104 0.098 
7568 0.120 0.120 
7544 0.104 0.092 
7546 0.094 0.090 
7551 0.136 0.122 

MEAN 
so 

0.110 
0.0142 

8 

0.105 
0.0121 

8 

0.106 
0.0161 

4 

(--)-Data Unavailable 

9-1 3 

ill) r-rl 17\} ~ ·, . ' ill' l?' 1 r ) '-' uu 

SEX: FEMALE 

UNITS: sec 



I 
I 
I 
I 
I 
I 
I 
I 
I 
I 
I 
I 
I 
I 
I 
I 
I 
I 
I 

STUOY IO: 097 
STUDY NO: 097ECG 
ABBR: QT 

THIRTEEN WEEK ORAL TOXICITY STUDY OF WR238605 
WITH A THIRTEEN WEEK RECOVERY PERIOD IN DOGS 

INDIVIDUAL ANIMAL REPORT BY GROUP 
TEST: QT INTERVAL 

ANIMAL ID Pretest lleek 13 lleek 26 

GROUP: 1-M:O mg base/kg/day 
7531 0.196 0.184 0.180 
7532 0.222 0.182 0.196 
7512 0.198 0.186 0.160 
7515 0.180 0.190 0.184 
7521 0.180 0.160 
7533 0.220 0.200 
7520 0.186 0.190 
7505 0.200 0.198 

MEAN 0.198 0.186 0.180 
so 0.0163 0.0123 0.0150 
H 8 8 4 

GROUP: 2-M:0.1 mg base/kg/day 
7527 0.214 0.198 0.180 
7519 0.182 0.178 0.170 
7529 0.184 0.190 0.196 
7536 0.200 0.190 0.174 
7503 0.220 0.200 
7523 0.218 0.184 
7517 0.182 0.220 
7528 0.210 0.176 

MEAN 0.201 0.192 0.180 
so 0.0165 0.0142 0.0114 
N 8 8 4 

(--)-Oata Unavailable 
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STUDY 10: 097 
STUDY NO: 097ECG 
ABBR: QT 

THIRTEEN WEEK ORAL TOXICITY STUDY OF WR238605 
WITH A THIRTEEN WEEK RECOVERY PERIOD IN DOGS 

INDIVIDUAL ANIMAL REPORT BY GROUP 
TEST: QT INTERVAL 

ANIMAL ID Pretest lleek 13 lleek 26 

GROUP: 3·M:2.0 mg base/kg/day 
7538 0.206 0.200 0.184 
7516 0.180 0.190 0.190 
7522 0.194 0.164 0.180 
7510 0.200 0.182 0.180 
7576 0.200 0.182 
7506 0.190 0.200 
7502 0.210 0.232 
7514 0.198 0.176 

MEAN 
so 

N 

0.197 
0.0094 

8 

0.191 
0.0206 

8 

GROUP: 4·M:6.0 mg base/kg/day 

0.184 
0.0047 

4 

7535 0.204 0.184 0.174 
7511 0.130 0.174 0.190 
7530 0.196 0.186 0.180 
7507 0.194 0.190 0.196 
7508 0.180 0.178 
7509 0.208 0.192 
7518 0.190 0.210 
7524 0.198 0.180 

MEAN 
so 

N 

0.188 
0.0247 

8 

0.187 
0.0112 

8 

0.185 
0.0099 

4 

(··)·Data Unavailable 
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STlDY ID: 097 
STUDY NO: 097ECG 
ABBR: QT 

THIRTEEN WEEK ORAL TOXICITY STUDY OF WR238605 
WITH A THIRTEEN WEEK RECOVERY PERIOD IN DOGS 

INDIVIDUAL ANIMAL REPORT BY GROUP 
TEST: QT INTERVAL 

ANIMAL ID Pretest \leek 13 \leek 26 

GROUP: 1-F:O mg base/kg/day 
7557 0.216 0.176 0.186 
7541 0.190 0.198 0.190 
7566 0.208 0.190 0.170 
7549 0.202 0.188 0.186 
7555 0.174 0.180 
7558 0.232 0.200 
7573 0.204 0.240 
7542 0.188 0.160 

MEAN 0.202 0.192 0.183 
so 0.0180 0.0234 0.0089 

N 8 8 4 

GROUP: 2-F:0.1 mg base/kg/day 
7543 0.200 0.186 0.180 
7553 0.196 0.178 0.180 
7545 0.190 0.166 0.166 
7552 0.200 0.208 0.192 
7569 0.180 0.180 
7560 0.224 0.200 
7567 0.228 0.174 
7550 0.194 0.188 

MEAN 
so 
N 

0.202 
0.0164 

8 

0.185 
0.0137 

8 

0.180 
0.0106 

4 

C--)-Data Unavailable 
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THIRTEEN WEEK ORAL TOXICITY STUDY OF WR238605 
WITH A THIRTEEN WEEK RECOVERY PERIOD IN DOGS 

--------------~-- ----------------------------------------------- ---- ------------------------- - -------- ---------------- -
INDIVIDUAL ANIMAL REPORT BY GROUP 

TEST: QT INTERVAL 
-----------------------------------------------------------------------------------------------------------------------

STUDY 10: 097 
STUDY NO: 097ECG 
ABBR: QT 

SEX: FEMALE 

UNITS: sec 

-----------------------------------------------------------------------------------------------------------------------
ANIMAL ID Pretest Week 13 Week 26 

---- ------------------------------------------------------------------- ----- ---------- ---- --------------- ------------- -
GROUP: 3·F:2.0 mg base/kg/day 
7562 0.180 0.184 0.164 
7548 0.204 0.204 0.180 
7571 0.184 0.178 0.210 
7561 0.218 0.~ 0.230 
7564 0.180 0.210 
7574 0.178 0.190 
7556 0.190 0.210 
75n o.186 o.160 

MEAN 
so 
N 

0.190 
0.0140 

8 

0.193 
0.0178 

8 

0.196 
0.0296 

4 

-----------------------------------------------------------------------------------------------------------------------

(··>·Data Unavailable 

GROUP: 4·F:6.0 mg base/kg/day 
7539 0.212 0.184 
7563 o. 190 0.196 
7540 0.220 0.190 
7554 0.208 0.178 
7568 0.226 0.180 
7544 0.222 0.178 
7546 0.210 0.176 
7551 0.206 0.198 

MEAN 
so 
N 

0.212 
0.0113 

8 

0.185 
0.0086 

8 
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STll>Y 10: 097 
STUDY NO: 097ECG 
ABBR: HR 

THIRTEEN WEEK ORAL TOXICITY STUDY OF WR238605 
WITH A THIRTEEN WEEK RECOVERY PERIOD IN DOGS 

INDIVIDUAL ANIMAL REPORT BY GROUP 
TEST: Heart Rate 

ANIMAL 10 Pretest \leek 13 

GROUP: 1-M:O mg base/kg/day 
7531 119 102 
7532 136 174 
7512 120 137 
7515 130 133 
7521 150 165 
7533 143 115 
7520 122 108 
7505 94 97 

MEAN 127 129 
so 17.3 28.8 
N 8 8 

GROUP: 2·M:0.1 mg base/kg/day 
7527 134 145 
7519 146 143 
7529 146 93 
7536 144 97 
7503 116 136 
75n 1~ 1~ 
7517 140 123 
75~ ~ 1~ 

MEAN 
so 
N 

132 
18.0 

8 

127 
23.5 

8 

\leek 26 

111 
131 
161 
128 

133 
20.8 

4 

168 
137 
128 
134 

142 
17.9 

4 

SEX: HALE 

UNITS: bpn 

-------------------------------------------------------------- ---------------------------- ------------ --- -- --- --- ------
<··)-Oata Unavailable 
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Slll>Y I D: 097 
Slll>Y NO: 097ECG 
ABBR: HR 

THIRTEEN WEEK ORAL TOXICITY STUDY OF WR238605 
WITH A THIRTEEN WEEK RECOVERY PERIOD IN DOGS 

INDIVIDUAL ANIMAL REPORT BY GROUP 
TEST: Heart Rate 

ANIMAL ID Pretest Week 13 Week 26 

GROUP: 3-H:2.0 mg base/kg/day 
7538 140 133 140 
7516 139 120 158 
75~ 1~ 1~ 1~ 

7510 128 140 130 
7576 122 91 
7506 137 138 
7502 118 102 
7514 116 150 

HEAN 
so 

N 

129 
9.5 

8 

127 
20.7 

8 

GROUP: 4-H:6.0 mg base/kg/day 
7535 155 150 
7511 162 128 
7530 98 87 
7507 154 134 
7508 139 162 
75~ 1~ 1~ 

7518 141 136 
7524 150 158 

HEAN 
so 
N 

143 
19.8 

8 

137 
23.4 

8 

145 
12.7 

4 

141 
105 
134 
132 

128 
15.8 

4 

SEX: HALE 

UNITS: bpm 

------------------------------------------------------------------------------------------------------- ----------------
C-- )-Data Unavailable 
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STUDY I D: 097 
STUDY NO: 097ECG 
ABBR: HR 

THIRTEEN WEEK ORAL TOXICITY STUDY OF WR238605 
WITH A THIRTEEN WEEK RECOVERY PERIOD IN DOGS 

INDIVIDUAL ANIMAL REPORT BY GROUP 
TEST: Heart Rate 

ANIMAL 10 Pretest \Jeek 13 \Jeek 26 

GROOP: 1-F:O mg base/kg/day 
7557 115 130 84 
7541 142 136 154 
7566 106 134 179 
7549 125 105 120 
7555 161 165 
7558 92 109 
7573 150 114 
7542 111 127 

MEAN 125 128 134 
so 23.8 19.1 41.3 
N 8 8 4 

GROOP: 2·F:0.1 mg base/kg/day 
7543 128 114 136 
7553 119 100 143 
7545 154 155 132 
7552 120 115 118 
7569 143 127 
75~ 1~ 1~ 
75~ 1D 1~ 
7550 135 125 

HEAH 
so 

N 

133 
11.6 

8 

126 
19.5 

8 

132 
10.5 

4 

(··)·Data Unava i lable 
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STUDY ID: 097 
STUDY NO: 097ECG 
ABBR: HR 

THIRTEEN WEEK ORAL TOXICITY STUDY OF WR238605 
WITH A THIRTEEN WEEK RECOVERY PERIOD IN DOGS 

INDIVIDUAL ANIMAL REPORT BY GROUP 
TEST: Heart Rate 

ANIMAL ID Pretest \Jeek 13 

GROUP: 3·F:2.0 mg base/kg/day 
n~ 1~ 1~ 

~48 1B 122 
~71 134 127 
~61 120 120 
~64 127 100 
~74 135 87 
~56 120 174 
~n 1~ ,~ 

MEAN 
so 
N 

130 
8.9 

8 

128 
31.0 

8 

GROUP: 4·F:6.0 mg base/kg/day 

\Jeek 26 

146 
117 
102 
107 

118 
19.7 

4 

~~ 1~ 1M 1B 
~63 150 129 139 
~40 92 87 126 
7554 150 132 170 
~68 135 130 
~44 125 135 
7546 120 115 
7551 87 128 

MEAN 
so 
N 

1~ 

~-5 
8 

121 
16.3 

8 

140 
21.5 

4 

(··)·Data Unavailable 
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SAMUEL J. VAINISI, DVM 
Otplomale American College 

or Veterinary Ophlhalmologists 

ANIMAl fYf A~~~LIAlf~ 
2845 SOUTH HARLEM • BERWYN, ILLINOIS 60402 • (708)749-4200 

372 SOUTH MILWAUKEE AVE. • WHEELING, ILLINOIS 60090 • (708) 215-3933 

OPHTIIALMIC REPORT 

UICfTRL Study No. 097 

TlllRTEEN WEEK ORAL TOXICITY STUDY OF WR238605 
WITH A TlllRTEEN WEEK RECOVERY PERIOD IN DOGS 

GRETCHEN M. SCHMIDT, DVM 
Diplomate American College 

or Vetennery Ophthelrnologisls 

On November 11, 1992 (Week -3), seventy-four Beagle dogs were given ophthalmic 
examinations. A male dog (No. 7534) had focal areas of retinal dysplasia which disqualified him from 
the study. A female dog (No. 7570) had pseudo papilledema of the optic discs (extensive 
myelinization) which did not disqualify her from the study if she was needed. 

On March 10, 1993 (Week 13), I re-examined the sixty-four dogs, which were used in Study 
No. 097. All dogs in control, low and mid dose groups appeared similar to their previous exam on 
November 11, 1992. One high dose female (No. 7554) had congested retinal vessels. This fmding 
would be consistent with altered hematological values such as hemoglobin or hematocrit. There was 
no loss of vision in this animal. 

On June 9, 1993 (Week 26), I re-examined thirty-two recovery dogs which were used in Study 
No. 097. All animals appeared to be comparable to the pretest state including the high dose female 
(No. 7554) who had congested retinal vessels at Week 13. 

/~ 

.(11/L ~ 
Samuel . Vainisi, D.V"~ 
Professor of Comparatif;J 
Ophthalmology, U. of IL. at Chicago 

Diplomate, American College of 

1 Veterinary Ophthalmologists '1/ }/( f} 
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Dose 

0 

0.1 

2.0 

6.0 

Sex 

M 

F 

M 

F 

M 

F 

M 

F 

Dose 
R.E. 
L.E. 

WNL 
WNL(X) 
RVC 

UIC/TRL Study No. 

THIRTEEN WEEK ORAL TOXICITY STUDY OF WR238605 
WITH A THIRTEEN WEEK RECOVERY PERIOD IN DOGS 

Ophthalmic Examinations 

Animal Week -3 Week 13 
Number R.E. L.E. R.E. L.E. 

7505 WNL WNL WNL WNL 
7512 WNL WNL WNL WNL 
7515 WNL WNL WNL WNL 
7520 WNL WNL WNL WNL 
7521 WNL WNL WNL WNL 
7531 WNL WNL WNL WNL 
7532 WNL WNL WNL WNL 
7533 WNL WNL WNL WNL 

7541 WNL WNL WNL WNL 
7542 WNL WNL WNL WNL 
7549 WNL WNL WNL WNL 
7555 WNL WNL WNL WNL 
7557 WNL WNL WNL WNL 
7558 WNL WNL WNL WNL 
7566 WNL WNL WNL WNL 
7573 WNL WNL WNL WNL 

7503 WNL WNL WNL WNL 
7517 WNL WNL WNL WNL 
7519 WNL WNL WNL WNL 
7523 WNL WNL WNL WNL 
7527 WNL WNL WNL WNL 
7528 WNL WNL WNL WNL 
7529 WNL WNL WNL WNL 
7536 WNL WNL WNL WNL 

7543 WNL WNL WNL WNL 
7545 WNL WNL WNL WNL 
7550 WNL WNL WNL WNL 
7552 WNL WNL WNL WNL 
7553 WNL WNL WNL WNL 
7560 WNL WNL WNL WNL 
7567 WNL WNL WNL WNL 
7569 WNL WNL WNL WNL 

7502 WNL WNL WNL WNL 
7506 WNL WNL WNL WNL 
7510 WNL WNL WNL WNL 
7514 WNL WNL WNL WNL 
7516 WNL WNL WNL WNL 
7522 WNL WNL WNL WNL 
7538 WNL WNL WNL WNL 
7576 WNL WNL WNL WNL 

7548 WNL WNL WNL WNL 
7556 WNL WNL WNL WNL 
7561 WNL WNL WNL WNL 
7562 WNL WNL WNL WNL 
7564 WNL WNL WNL WNL 
7571 WNL WNL WNL WNL 
7572 WNL WNL WNL WNL 
7574 WNL WNL WNL WNL 

7507 WNL WNL WNL WNL 
7508 WNL WNL WNL WNL 
7509 WNL WNL WNL WNL 
7511 WNL WNL WNL WNL 
7518 WNL WNL WNL WNL 
7524 WNL WNL WNL WNL 
7530 WNL WNL WNL WNL 
7535 WNL WNL WNL WNL 

7539 WNL WNL WNL WNL 
7540 WNL WNL WNL WNL 
7544 WNL WNL WNL WNL 
7546 WNL WNL WNL WNL 
7551 WNL WNL WNL WNL 
7554 WNL WNL WNL(RVC) WNL(RVC) 
7563 WNL WNL WNL WNL 
7568 WNL WNL WNL WNL 

• mg base/kg/day 
• Right eye 
• Left eye 
• Animal previously sacrificied 
• Within normal limits 
• Observation noted is within normal limits 
• Retinal vessels congested 
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fDill &J~ 
THIRTEEN WEEK ORAL TOXICITY STUDY OF WR 238605 

WITH A THIRTEEN WEEK RECOVERY PERIOD IN DOGS 

r:;-:J 
• ! 

:_. 

----------------------·-·····---------------------------------------------------·-····--------------- --- ------ --------------

STUDY: 097 
SEX: MALE 

INDIVIDUAL ORGAN WEIGHTS 

GROUP: 1H - 0 mg base/kg/day 
All FATES DAYS: 91-92 All BALANCES 

ANIMAL 10: 7505 7520 7521 
BALANCE NO.: 

7533 

-----------------------------···-----------------------····--------------------------------------------------------------------· BODY YEIGHT (KG) 10.7 11.0 10.5 11.8 

Adrenals Cpr) (G) 1.70 1.16 0.54 0.93 
" BODY "fl GHT 0.016 0.011 0.005 0.008 
" BRAIN "fiGHT 2.23 1.55 0.63 1.01 

Brain (G) 76.22 74.63 85.54 91.68 
" BODY \IE I GHT 0.712 0.678 0.815 o.m 

Heart (G) 98.79 108.20 91.01 96.63 
" BODY IJE I GHT 0.923 0.984 0.867 0.819 
" BRAIN YEIGHT 129.61 144.98 106.39 105.40 

Kidneys (pr) (G) 53.52 51.57 51.16 57.01 
" BODY IJEIGHT 0.500 0.469 0.487 0.483 
% BRAIN \/EIGHT 70.22 69.10 59.81 62.18 

liver (G) 282.01 258.30 238.49 299.84 
" BODY \lEIGHT 2.636 2.348 2.271 2.541 
" BRAIN IJEI GHT 369.99 346.11 278.81 327.05 

Spleen (G) 38.13 32.88 33.33 28.03 
" BOO Y \IE I GHT 0.356 0.299 0.317 0.238 
" BRAIN "fiGHT 50.03 44.06 38.96 30.57 

Testes w/Epidid. Cpr) (G) 17.78 8.23 15.26 15.84 
" BODY \IE IGHT 0.166 0.075 0.145 0.134 
% BRAIN \/EIGHT 23.33 11.03 17.84 17.28 

Thyroids-Parathyroids (G) 1.14 0.90 1.21 
% BODY \lElGHT 0.011 0.008 0.010 
% BRAIN \/EIGHT 1.50 1.21 1.32 

<--)-Data Unavailiable 
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THIRTEEN WEEK ORAL TOXICITY STUDY OF WR 238605 
WITH A THIRTEEN WEEK RECOVERY PERIOD IN DOGS 

----------------------------------------------------·····--·-····------------------------------------ -- ----- ----------------INDIVIDUAL ORGAN WEIGHTS 
-----------------------···------····--·-····----·········------------······----------------------- --- ------- ---- -- ----------

STUOY: 097 
SEX: MALE GROUP: 2M - 0.1 mg base/l:g/day 

ALL FATES DAYS: 91-92 ALL BALANCES 
-------------------------------------------------------------------------------------------------- ----------- --- ------------

ANIMAL ID: 7503 7517 7523 7528 
BALANCE NO. : 

------------------------------ ----------------------- ---- ··----------------------------------·····--···-· ······---·------···---· BODY ~IGHT (KG) 11.2 10.8 10.0 11.2 

Adrenats (pr) (G) 1.46 1.84 1.64 0.99 
X BODY ~IGHT 0.013 0.017 0.016 0.009 
X BRAIN WEIGHT 1.97 2.15 2.26 1.37 

Brain (G) 73.98 85.69 n.47 n.23 
X BOOY WE I GHT 0.661 0.793 0.725 0.645 

Heart (G) 83.56 99.11 91.17 93.76 
X BOOY WEIGHT 0.746 0.918 0.912 0.837 
X BRAIN WEIGHT 112.95 115.66 125.80 129.81 

Kidneys (pr) (G) 58.63 55.77 49.87 53.42 
X BODY WEIGHT 0.523 0.516 0.499 0.477 
X BRAIN WEIGHT 79.25 65.08 68.81 73.96 

Liver (G) 297.09 296.21 283.50 246.08 
X BOOY ~IGHT 2.653 2.743 2.835 2.197 
X BRAIN WEIGHT 401.58 345.68 391.20 340.69 

Spleen (G) 36.12 34.25 33.38 24.92 
X BOOY WEIGHT 0.323 0.317 0.334 0.223 
X BRAIN WEIGHT 48.82 39.97 46.06 34.50 

Testes w/Epidid. (pr> (G) 15.21 20.12 18.38 19.07 
X BOOY \/EIGHT 0.136 0.186 0.184 0.170 
X BRAIN WEIGHT 20.56 23.48 25.36 26.40 

Thyroids-Parathyroids (G) 1.05 1.47 1.87 0.96 
X BOOY \/EIGHT 0.009 0.014 0.019 0.009 
X BRAIN WEIGHT 1.42 Ln 2.58 1.33 
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STUDY: 097 
SEX: HALE 

THIRTEEN WEEK ORAL TOXICITY STUDY OF WR 238605 
WITH A THIRTEEN WEEK RECOVERY PERIOD IN DOGS 

INDIVIDUAL ORGAN WEIGHTS 

GROUP: 3M - 2.0 mg base/kg/day 
ALL FATES DAYS: 91-92 ALL BALANCES 

ANIMAL 10: 7502 7506 7514 7576 
BALAIICE NO. : 

---------·------------------------------------------------------------------------------- - ------~- - -·---- - - -·~-- ---------·-·--· · BODY WEIGHT (~G) 11.0 10.8 10.0 9.9 

Adrenals Cpr) (G) 1.10 1.20 1.50 1.43 
X BODY WE I GHT 0.010 0.011 0.015 0.014 
X BRAIN \.'EIGHT 1.34 1.n 2.00 1.88 

Brain (G) 81.93 67.n 75.18 76.03 
X BOOY WEIGHT 0.745 0.627 0.752 0.768 

Heart (G) 92.65 84.11 89.65 97.71 
X BODY WEIGHT 0.842 0.779 0.897 0.987 
X BRAIN WEIGHT 113.08 124.20 119.25 128.52 

~idneys (pr) (G) 61.99 47.06 55.20 46.91 
X BODY WEIGHT 0.564 0.436 0.552 0.474 
X BRAIN WEIGHT 75.66 69.49 73.42 61.70 

Liver (G) 301.49 294.38 362.65 313.83 
X BODY WEIGHT 2.741 2.n6 3.627 3.170 
X BRAIN \lEIGHT 367.98 434.70 482.38 412.n 

Spleen (G) 57.41 33.90 36.28 43.35 
X BODY \.'EIGHT 0.522 0.314 0.363 0.438 
X BRAIN WEIGHT 70.07 50.06 48.26 57.02 

Testes w/Epidid. Cpr) (G) 15.10 17.89 22.15 13.40 
X BODY \JE I GHT 0.137 0.166 0.222 0.135 
X BRAIN WEIGHT 18.43 26.42 29.46 17.62 

Thyroids·Parathyroids (G) 1.39 1.02 0.94 1.32 
X BODY WEIGHT 0.013 0.009 0.009 0.013 
X BRAIN WEIGHT 1.70 1.51 1.25 1.74 
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STUOY: 097 
SEX: HALE 

~ lo). ffi IS 
~ lJJ UJ u 

THIRTEEN WEEK ORAL TOXICITY STUDY OF WR 238605 
WITH A THIRTEEN WEEK RECOVERY PERIOD IN DOGS 

INDIVIDUAL ORGAN WEIGHTS 

GROUP: 4H • 6.0 mg base/kg/day 
ALL FATES DAYS: 91·92 ALL BALANCES 

ANIMAL 10: 7508 7509 7518 7524 
BALANCE NO.: 

r:;J 
'' i 

· ·-····-······--··----------------------------------------------------------------------- -------------------- ------------------ · 
BODY WEIGHT (KG) 8.9 8.3 10.5 10.5 

Adrenals (pr) (G) 1.36 1.69 2.19 1.16 
X BODY WE I GHT 0.015 0.020 0.021 0.011 
X BRAIN WEIGHT 1.81 1.95 3.03 1.51 

Brain (G) 75.09 86.71 72.17 76.66 
X BODY WE I GHT 0.844 1.045 0.687 0.730 

Heart (G) 87.51 86.55 88.26 99.07 
X BODY WEIGHT 0.983 1.043 0.841 0.944 
X BRAIN WEIGHT 116.54 99.82 122.29 129.23 

Kidneys (pr) (G) 51.57 53.01 52.46 54.10 
X BODY \lEIGHT 0.579 0.639 0.500 0.515 
X BRAIN WEIGHT 68.68 61.13 72.69 70.57 

Liver (G) 363.89 381.26 356.62 355.67 
X BODY \IE I GHT 4.089 4.593 3.396 3.387 
X BRAIN WEIGHT 484.61 439.70 494.14 463.96 

Spleen (G) 35.71 71.08 57.96 53.70 
X BODY WE I GHT 0.401 0.856 0.552 0.511 
X BRAIN \JEIGHT 47.56 81.97 80.31 70.05 

Testes W/Epidid. (pr) (G) 14.92 14.88 21.52 24 .12 
X BODY WEIGHT 0.168 0.179 0.205 0.230 
X BRAIN WEIGHT 19.87 17.16 29.82 31.46 

Thyroids-Parathyroids (G) 1.29 0.69 2.27 1.60 
X BODY \lEIGHT 0.014 0.008 0.022 0.015 
X BRAIN \/EIGHT 1.72 0.80 3.15 2.09 
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STUDY: 097 
SEX: FEMALE 

woo m ~ 
THIRTEEN WEEK ORAL TOXICITY STUDY OF WR 238605 

WITH A THIRTEEN WEEK RECOVERY PERIOD IN DOGS 
INDIVIDUAL ORGAN WEIGHTS 

GROUP: 1F · 0 mg base/kg/day 
ALL FATES DAYS: 91·92 ALL BALANCES 

ANIMAL ID: 7542 7555 7558 7573 
BALANCE NO.: 

:;-J 
. ' 
'' ' . 
i_j 

·------------------------------------------------------------------------------------------------- -- ---- --- ----- ---------------· BODY ~IGHT (KG) 10.7 8.5 8.2 9.7 

Adrenals Cpr) (G) 1.19 1.60 1.08 1.11 
X BODY ~IGHT 0.011 0.019 0.013 0.011 
X BRAIN ~IGHT 1.71 2.35 1.63 1.68 

Brain (G) 69.40 68.19 66.09 66.04 
X BODY ~IGHT 0.649 0.802 0.806 0.681 

Heart (G) 87.14 68.32 n.o9 82.53 
X BODY ~IGHT 0.814 0.804 0.940 0.851 
X BRAIN \/EIGHT 125.56 100.19 116.64 124.97 

Kidneys (pr) (G) 44.95 36.45 38.91 41.82 
X BODY ~IGHT 0.420 0.429 0.475 0.431 
X BRAIN ~IGHT 64.n 53.45 58.87 63.33 

Liver (G) 291.05 232.80 214.30 254.49 
X BODY ~IGHT 2.no 2.739 2.613 2.624 
X BRAIN ~IGHT 419.38 341.40 324.25 385.36 

OVaries (G) 1.83 0.80 0.79 0.70 
X BODY ~IGHT 0.017 0.009 0.010 0.007 
X BRAIN ~IGHT 2.64 1.17 1.20 1.06 

Spleen (G) 29.73 23.81 22.85 22.79 
X BODY ~IGHT 0.278 0.280 0.279 0.235 
X BRAIN ~IGHT 42.84 34.92 34.57 34.51 

Thyroids-Parathyroids (G) 0.90 1.21 0.94 1.08 
X BODY ~IGHT 0.008 0.014 0.011 0.011 
X BRAIN \/EIGHT 1.30 Ln 1.42 1.64 

Uterus (G) 18.58 1.62 4.20 5.63 
X BODY ~IGHT 0.174 0.019 0.051 0.058 
X BRAIN \/EIGHT 26.n 2.38 6.35 8.53 
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STOOY: 097 
SEX: FEMALE 

om@ r:J II : D./ J I L., 
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L:_., :..1 Lr\..1 u 

THIRTEEN WEEK ORAL TOXICITY STUDY OF WR 238605 
WITH A THIRTEEN WEEK RECOVERY PERIOD IN DOGS 

INDIVIDUAL ORGAN WEIGHTS 

GROUP: 2F- 0.1 mg base/kg/day 
ALL FATES DAYS: 91·92 ALL BALANCES 

ANIMAL ID: 7550 7560 7567 7569 
BALANCE NO.: 

------- ------------------------------------------------- --------------------------------- ----------------- ------ -- -------------BODY UEIGHT (KG) 10.2 8.5 8.5 7.1 

Adrenals (pr) (G) 1.10 1.23 1.29 1.22 
X BODY \/EIGHT 0.011 0.014 0.015 0.017 
X BRAIN \/EIGHT 1.38 1.51 1.80 1.70 

Brain (G) 79.60 81.58 71.53 71.64 
X BODY \lEI GHT 0.780 0.960 0.842 1.009 

Heart (G) 90.35 81.68 n.63 80.68 
X BODY UEI GHT 0.886 0.961 0.854 1.136 
X BRAIN UEIGHT 113.51 100.12 101.54 112.62 

Kidneys (pr) (G) 48.42 36.46 36.68 36.01 
X BOOY UE I GHT 0.475 0.429 0.432 0.507 
X BRAIN \.lEIGHT 60.83 44.69 51.28 50.27 

Liver (G) 312.58 202.92 184.50 240.61 
X BODY UEIGHT 3.065 2.387 2.171 3.389 
X BRAIN \.lEIGHT 392.69 248.74 257.93 335.86 

Ovaries (G) 1.94 o. 71 1.11 0.85 
X BODY \.lEIGHT 0.019 0.008 0.013 0.012 
X BRAIN \.lEIGHT 2.44 0.87 1.55 1.19 

Spleen (G) 26.79 28.07 25.26 30.33 
X BODY \.lEIGHT 0.263 0.330 0.297 0.427 
X BRAIN \lEIGHT 33.66 34.41 35.31 42.34 

Thyroids-Parathyroids (G) 1.74 0.66 1.08 1.27 
X BOOY \/EIGHT 0.017 0.008 0.013 0.018 
X BRAIN \/EIGHT 2.19 0.81 1.51 1.77 

Uterus (G) 11.32 2.90 4.03 3.68 
X BODY \/EIGHT 0.111 0.034 0.047 0.052 
X BRAIN \/EIGHT 14.22 3.55 5.63 5.14 
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STUDY: 097 
SEX: FEMALE 

THIRTEEN WEEK ORAL TOXICITY STUDY OF WR 238605 
WITH A THIRTEEN WEEK RECOVERY PERIOD IN DOGS 

INDIVIDUAL ORGAN WEIGHTS 

GROUP: 3F • 2.0 mg base/kg/day 
ALL FATES DAYS: 91·92 ALL BALANCES 

ANIMAL ID: 7556 7564 7574 
BALANCE NO.: 

rt: r:J 
I I' 

I
' !... \ • ;::J 
!..!""d u 

~ 
' ' i! 
: . 
·...i 

------- ---------------------------------------------- --------------·-------------------------------- ---- --- ------- -------------· BODY ~IGHT (KG) 8.1 7.6 10.7 8. 0 

Adrenals (pr) (G) 1.05 1. 11 1.47 1.31 
X BODY \lEIGHT 0.013 0.015 0.014 0.016 
X BRAIN ~IGHT 1.41 1.47 1.98 1.65 

Brain (G) 74.30 75.44 74.35 79.42 
X BODY ~IGHT 0.917 0.993 0.695 0.993 

Heart (G) 91.92 77.18 79.74 78.27 
X BODY ~IGHT 1.135 1.016 0.745 0.978 
X BRAIN ~IGHT 123.71 102.31 107.25 98.55 

Kidneys (pr) (G) 40.33 36.89 45.91 43.94 
X BODY ~IGHT 0.498 0.485 0.429 0.549 
X BRAIN ~IGHT 54.28 48.90 61.75 55.33 

Liver (G) 259.87 298.46 338.91 277.50 
X BODY ~IGHT 3.208 3.927 3.167 3.469 
% BRAIN ~IGHT 349.76 395.63 455.83 349.41 

OVaries (G) 0.59 0.59 1.45 0.60 
X BODY ~IGHT 0.007 0.008 0.014 0.008 
X BRAIN ~IGHT 0.79 0.78 1.95 0.76 

Spleen (G) 36.93 25.25 45.29 48. 07 
X BODY IJEIGHT 0.456 0.332 0.423 0.601 
X BRAIN ~IGHT 49.70 33.47 60.91 60.53 

Thyroids-Parathyroids (G) 0.99 1.01 1.50 1. 11 
%BODY ~IGHT 0.012 0.013 0.014 0.014 
% BRAIN ~IGHT 1.33 1.34 2.02 1.40 

Uterus (G) 2.84 1.76 19.26 3.18 
% BODY \lEIGHT 0.035 0.023 0.180 0.040 
% BRAIN ~IGHT 3.82 2.33 25.90 4.00 
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STUDY: 097 
SEX: FEMALE 

THIRTEEN WEEK ORAL TOXICITY STUDY OF WR 238605 
WITH A THIRTEEN WEEK RECOVERY PERIOD IN DOGS 

INDIVIDUAL ORGAN WEIGHTS 

GROUP: 4F - 6.0 mg base/kg/day 
ALL FATES DAYS: 91-92 ALL BALANCES 

ANIMAL 10: 7544 7546 7551 7568 
BALANCE NO.: 

~ 
'; .... 

- - ~--------------------··-- -- -- - --------------------- - -------------------------------- - ----------- -- ---- ------ - - --- · -----------· BODY WEIGHT (KG) 7.6 7.7 9.7 8 . 0 

Adrenals (pr) (G) 1.41 1.22 1.95 0.53 
~ BODY WEIGHT 0.019 0.016 0.020 0.007 
% BRAIN WEIGHT 1.88 1.83 2.64 0.73 

Brain (G) 75.17 66.80 73.75 n.33 
% BODY WEIGHT 0.989 0.868 0.760 0.904 

Heart (G) 68.27 69.97 85.81 69.06 
% BODY WEIGHT 0.898 0.909 0.885 0.863 
~ BRAIN WEIGHT 90.82 104.75 116.35 95.48 

Kidneys (pr) (G) 39.32 41.98 44.55 39.03 
X BOOY WEIGHT 0.517 0.545 0.459 0.488 
X BRAIN \lElGHT 52.31 62.84 60.41 53.96 

Liver (G) 243.01 280.81 353.40 271_41 
X BODY WEIGHT 3.198 3.647 3.643 3.393 
X BRAIN WEIGHT 323.28 420.37 479.19 375.24 

ovaries (G) 1.02 0.82 0.87 
% BODY WEIGHT 0.013 0.011 0.009 
% BRAIN WEIGHT 1.36 1.23 1.18 

Spleen (G) 76.31 106.91 95.01 n.9o 
% BODY WEIGHT 1.004 1.388 0.979 0.911 
X BRAIN WEIGHT 101.52 160.04 128.83 100.79 

Thyroids-Parathyroids (G) 1.33 0.78 1.15 1.21 
% BODY WEIGHT 0.018 0.010 0.012 0.015 
% BRAIN WEIGHT Ln 1.17 1.56 1.67 

Uterus (G) 5.36 2.49 6.20 10.44 
~ BODY WEIGHT 0.071 0.032 0.064 0.131 
X BRAIN WEIGHT 7.13 3.73 8.41 14.43 

<-->·Data Unavailiable 
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STUDY: 097 
SEX: MALE 

r:: r-;'1 D R r-

LlJ u~ [jJ Lr ~~~ 
THIRTEEN WEEK ORAL TOXICITY STUDY OF WR 238605 

WITH A THIRTEEN WEEK RECOVERY PERIOD IN DOGS 
INDIVIDUAL ORGAN WEIGHTS 

GROUP: 1M • 0 mg base/kg/day 
ALL FATES DAYS: 182·183 ALL BALANCES 

ANIMAL ID: 7512 7515 7531 7532 
BALANCE NO.: 

•••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••• •••••• •••••••••••••a 

BODY VEIGHT (KG) 11.5 12.7 11.3 10.7 

Adrenals (pr) (G) 1.04 1.06 1.23 1.36 
X BODY \lElGHT 0.009 0.008 0.011 0.013 
X BRAIN \lElGHT 1.42 1.19 1. 75 1.67 

Brain (G) 73.30 89.19 70.15 81.38 
X BODY \lElGHT 0.637 0.702 0.621 0.761 

Heart (G) 92.49 102.63 97.88 94.52 
X BOOY \IE I GHT 0.804 0.808 0.866 0.883 
X BRAIN \lEIGHT 126.18 115.07 139.53 116.15 

Kidneys (pr) (G) 65.81 54.35 58.85 54.94 
X BOOY WE I GHT o.5n 0.428 0.521 0.513 
X BRAIN \lElGHT 89.78 60.94 83.89 67.51 

Liver (G) 305.84 2n.88 260.10 232.09 
X BOOY \lElGHT 2.659 2.149 2.302 2.169 
X BRAIN \lElGHT 417.24 305.95 370.78 285.19 

Spleen (G) 29.52 52.33 30.66 32.23 
X BOOY \lElGHT 0.257 0.412 0.271 0.301 
X BRAIN \lElGHT 40.27 58.67 43.71 39.60 

Testes w/Epidid. (pr) (G) 24.54 24.37 17.94 19.79 
X BOOY \lElGHT 0.213 0.192 0.159 0.185 
X BRAIN \lElGHT 33.48 27.32 25.57 24.32 

Thyroids·Parethyrofds <G> 1.04 1.15 0.82 1.30 
X BOOY VEIGHT 0.009 0.009 0.007 0.012 
X BRAIN \lElGHT 1.42 1.29 1.17 1.60 
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STUDY: 097 
SEX: MALE 

~ r;:t . . I ~ . 
I ~I ; i J 
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THIRTEEN WEEK ORAL TOXICITY STUDY OF WR 238605 
WITH A THIRTEEN WEEK RECOVERY PERIOD IN DOGS 

INDIVIDUAL ORGAN WEIGHTS 

GROUP: 2M- 0.1 mg base/~g/day 
All FATES DAYS: 182-183 All BALANCES 

ANIMAL 10: 7519 7527 7529 7536 
BALANCE NO.: 

/--:-1 R S7 • I 
"I lJ I ;:. ~ 

:...JU ..... 

-------------------------------------------------------------------------------------------------------------------------------· BODY ~IGHT (KG) 12.3 11.0 11.3 10.4 

Adrenals Cpr) (G) 1. 73 1.27 1.51 1.35 
X BODY ~IGHT 0.014 0.012 0.013 0.013 
X BRAIN IJEIGHT 2.39 1.51 2.09 1.83 

Brain (G) n.27 83.85 n.25 73.89 
% BODY IJEIGHT 0.588 0.762 0.639 0.710 

Heart (G) 90.36 88.42 94.52 103.80 
%BODY ~IGHT 0.735 0.804 0.836 0.998 
X BRAIN \/EIGHT 125.03 105.45 130.82 140.48 

Kidneys (pr) (G) 60.17 50.56 68.79 59.83 
% BODY IJEIGHT 0.489 0.460 0.609 0.575 
% BRAIN ~IGHT 83.26 60.30 95.21 80.97 

Liver (G) 268.37 279.34 320.06 2n.3o 
X BODY ~IGHT 2.182 2.539 2.832 2.618 
X BRAIN ~IGHT 371.34 333.14 442.99 368.52 

Spleen (G) 28.24 49.84 39.81 23.24 
X BODY \JE I GHT 0.230 0.453 0.352 0.223 
X BRAIN ~IGHT 39.08 59.44 55.10 31.45 

Testes w/Epidid. Cpr) (G) 19.40 18.51 21.10 18.97 
% BODY WEIGHT 0.158 0.168 0.187 0.182 
X BRAIN ~IGHT 26.84 22.08 29.20 25.67 

Thyrofds·Parathyrofds (G) 1.03 0.92 1.14 1.08 
X BODY \JEIGHT 0.008 0.008 0.010 0.010 
X BRAIN ~IGHT 1.43 1.10 1.58 1.46 
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STUDY: 097 
SEX: MALE 

:-:-- r;:--: 
i ;. : l v ; 
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THIRTEEN WEEK ORAL TOXICITY STUDY OF WR 238605 

WITH A THIRTEEN WEEK RECOVERY PERIOD IN DOGS 

INDIVIDUAL ORGAN WEIGHTS 

GROUP: 3M - 2.0 mg base/kg/day 
ALL FATES DAYS: 182·183 ALL BALANCES 

ANIMAL ID: 7510 7516 7522 7538 
BALANCE NO.: 

j--:': r.:J r:;-::J 
I ' 

L~ 
I 

il i , 
~ 

-- ---·---------------------------------------------------------------------------------- -- ------------- ------------------------BODY WEIGHT (KG) 12.7 10.0 11.3 11.3 

Adrenals (pr) (G) 2.15 1.69 1.49 1.55 
X BODY WEIGHT 0.017 0.017 0.013 0.014 
X BRAIN WEIGHT 2.67 2.18 2.08 1.94 

Brain (G) 80.65 n.66 71.79 80.05 
X BODY WEIGHT 0.635 o.m 0.635 0.708 

Heart CG) 107.91 108.23 92.69 99.07 
X BODY WEIGHT 0.850 1.082 0.820 o.8n 
X BRAIN WEIGHT 133.80 139.36 129.11 123.76 

Kidneys (pr) (G) 60.21 60.35 60.36 57.87 
X BOOY WEIGHT 0.474 0.604 0.534 0.512 
X BRAIN WEIGHT 74.66 n.71 84.08 n.29 

Liver (G) 366.81 270.69 292.53 269.99 
X BOOY WEIGHT 2.888 2.707 2.589 2.389 
X BRAIN WEIGHT 454.82 348.56 407.48 337.28 

Spleen (G) 51.59 37.13 44.75 29.76 
X BODY WEIGHT 0.406 0.371 0.396 0.263 
X BRAIN WEIGHT 63.97 47.81 62.33 37.18 

Testes w/Epidid. (pr) (G) 21.34 23.18 20.31 20.55 
X BODY llE I GHT 0.168 0.232 0.180 0.182 
X BRAIN WEIGHT 26.46 29.85 28.29 25.67 

Thyrofds·Perethyrofds (G) 1.36 1.73 1.54 1.32 
X BOOY WEIGHT 0.011 0.017 0.014 0.012 
X BRAIN llEIGHT 1.69 2.23 2.15 1. 65 
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THIRTEEN WEEK ORAL TOXICITY STUDY OF WR 238605 

WITH A THIRTEEN WEEK RECOVERY PERIOD IN DOGS 

fi\ 
t :C \ 
L.rJ 

------------------------------------·--------------·----------------------------------·--·----------------------------------INDIVIDUAL ORGAN WEIGHTS 
------··--------------------------------------·-----------------------------------------------------------·-----------------

STUDY: 097 
SEX: MALE GROUP: 4M • 6.0 mg base/kg/day 

ALL FATES DAYS: 182·183 ALL BALANCES 
-----------------------------------··-----·---------------------·---------------------·-------------·--· -----------·--------· ANIMAL 10: 7507 7511 7530 7535 

BALAHCE NO.: 
--------------- ·--------------------- ------------------------------------------------------------- -----------·-----------------· BODY UEIGHT (KG) 11.8 11.1 10.1 10.2 

Adrenals (pr) (G) 1.08 1.46 1.19 1.35 
X BODY UEIGHT 0.009 0.013 0.012 0.013 
X BRAIN UEIGHT 1.52 1.66 1.68 2.03 

Brain (G) 71.18 87.80 70.90 66.48 
X BODY UEIGHT 0.603 0.791 0.702 0.652 

Heart (G) 96.27 109.56 110.70 85.29 
X BODY UEIGHT 0.816 0.987 1.096 0.836 
X BRAIN UEIGHT 135.25 124.78 156.14 128.29 

Kidneys (pr) (G) 56.18 52.62 50.22 58.83 
X BODY I./EIGHT 0.476 0.474 0.497 0.577 
X BRAIN UEIGHT 78.93 59.93 70.83 88.49 

Liver (G) 310.39 366.21 278.01 268.31 
X BODY I./EIGHT 2.630 3.299 2.753 2.630 
X BRAIN UEIGHT 436.06 417.10 392.12 403.60 

Spleen (G) 32.68 38.82 25.81 35.16 
X BODY UEIGHT 0.277 0.350 0.256 0.345 
X BRAIN UEIGHT 45.91 44.21 36.40 52.89 

Testes w/Epidid. (pr) (G) 16.77 22.01 19.34 16.62 
X BODY I./EIGHT 0.142 0.198 0.191 0.163 
X BRAIN UEIGHT 23.56 25.07 27.28 25.00 

Thyroids-Parathyroids (G) 1.26 1.41 1.50 1.46 
X BODY 1./E IGHT 0.011 0.013 0.015 0.014 
X BRAIN UEIGHT 1.77 1.61 2.12 2.20 

----·----------------------------··------------------------------------------·-----------------------------------------------
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STUOY: 097 
SEX: FEMALE 

-:: :)1 ill~ ~ . · ; I -< i.l 
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THIRTEEN WEEK ORAL TOXICITY STUDY OF WR 238605 
WITH A THIRTEEN WEEK RECOVERY PERIOD IN DOGS 

INDIVIDUAL ORGAN WEIGHTS 

GROUP: 1F • 0 mg base/kg/day 
All FATES DAYS: 182·183 ALL BALANCES 

ANIMAL ID: 7541 7549 7557 7566 
BALANCE NO.: 

c;-:J 
' ' ' I 

LJ 

------ ----------------------- --------------------------- ----- ------- ---------------- ---- --- -- ----- --- ----------- -- --- ---- ---- -- · BODY YEIGHT (KG) 9.8 10.9 8.4 11.4 

Adrenals (pr) (G) 1.52 1.20 1.62 1.45 
X BODY YE I GHT 0.016 0.011 0.019 0.013 
X BRAIN YEIGHT 2.20 1.57 2.03 2.03 

Brain (G) 69.03 76.30 79.78 71.48 
X BODY YEIGHT 0.704 0.700 0.950 0.627 

Heart (G > 77.98 77.44 81.47 82.13 
X BODY YEIGHT 0.796 0.710 0.970 0.720 
X BRAIN IJEIGHT 112.97 101.49 102. 12 114.90 

Kidneys (pr) (G) 41.31 40.01 38.80 43 . 81 
X BODY YEIGHT 0.422 0.367 0.462 0.384 
X BRAIN IJEIGHT 59.84 52.44 48.63 61.29 

Liver (G) 247. 26 241.08 233.06 249 .83 
X BOOY IJEIGHT 2.523 2.212 2.775 2.1 91 
X BRAIN YEIGHT 358.19 315.96 292.13 349.51 

ovaries (G) 0.75 1.56 1. 74 1.33 
X BODY YEIGHT 0.008 0.014 0.021 0.012 
X BRAIN IJEIGHT 1.09 2.04 2.18 1.86 

Spleen (G) 31.50 37.54 24.97 37. 79 
X BOOY YEIGHT 0.321 0.344 0.297 0.331 
X BRAIN YEIGHT 45.63 49.20 31 .30 52 . 87 

Thyroids-Parathyroids (G) 1.14 0.96 1.02 1. 26 
X BODY YEIGHT 0.012 0.009 0.012 0.011 
X BRAIN YEIGHT 1.65 1.26 1.28 1. 76 

Uterus (G) 3.84 5.45 19.1 1 5 . 77 
X BOOY YEIGHT 0.039 0.050 0.228 0.051 
X BRAIN YEIGHT 5.56 7.14 23.95 8.07 
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THIRTEEN WEEK ORAL TOXICITY STUDY OF WR • 23 8~0 U 
WITH A THIRTEEN WEEK RECOVERY PERIOD IN DOGS 

INDIVIDUAL ORGAN WEIGHTS 
-··· - -·····--------------------~----------·-····-------------~------------------------------ -- - -- --- ---------- --------- · - · - - · 

S Tl.()Y : 097 
SEX: FEMALE GROUP: 2F- 0.1 mg base/kg/day 

All FATES DAYS: 182·183 All BALANCES 
--- ----------------------------- -------------------------------------------- ------------------- -------------------- ---- ----- · 

ANIMAL 10: 7543 7545 7552 7553 
BALANCE NO.: 

--------- ------------- --------------------------------------------- ------------- ------------- ----- -------------- -------- --------BODY ~EIGHT (KG) 10.0 9.8 11.0 11.6 

Adrenals (pr) (G) 1.39 1.57 1.40 1.17 
X BODY \lEIGHT 0.014 0.016 0.013 0.010 
X BRAIN \lEIGHT 2.02 1.98 1.80 1.58 

Brain (G) 68.78 79.36 77.86 74.15 
X BODY \/EIGHT 0.688 0.810 0.708 0.639 

Heart (G) 75.19 89.93 92.02 68.79 
X BODY \lEIGHT 0.752 0.918 0.837 0.593 
X BRAIN \/EIGHT 109.32 113.32 118.19 92.77 

Kidneys (pr) (G) 40.29 42.56 47.53 37.77 
X BODY \IE I GHT 0.403 0.434 0.432 0.326 
X BRAIN \/EIGHT 58.58 53.63 61.05 50.94 

Liver (G) 206.75 229.21 343.34 269.78 
X BOOY \lEIGHT 2.068 2.339 3.121 2.326 
X BRAIN \lEIGHT 300.60 288.82 440.97 363.83 

OVaries (G) 1. 08 0.90 2.07 1.87 
X BOOY \lEIGHT 0.011 0.009 0.019 0.016 
X BRAIN \lEIGHT 1.57 1.13 2.66 2.52 

Spleen (G) 30.57 36.53 34.45 23.16 
X BODY \lEIGHT 0.306 0.373 0.313 0.200 
X BRAIN \lEIGHT 44.45 46.03 44.25 31.23 

Thyroids·Parathyrofcls (G) 0. 71 1.1, 1.09 0.78 
X BOOY \lEIGHT 0.007 0.011 0.010 0.007 
X BRAIN \lEIGHT 1.03 1.40 1.40 1.05 

Uterus (G) 3.76 6.51 19.46 504.17 
X BOOY \IE I GHT 0.038 0.066 0.177 4.346 
X BRAIN ~IGHT 5.47 8.20 24.99 679.93 

···· ·······-·······---------- ---- ------------------------------ ·-····---------------- ------ --- ---- ------------ ---------------
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STOOY: 097 
SEX: FEMALE 
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THIRTEEN WEEK ORAL TOXICITY STUDY OF WR 238605 
WITH A THIRTEEN WEEK RECOVERY PERIOD IN DOGS 

INDIVIDUAL ORGAN WEIGHTS 

GROUP: 3F - 2.0 mg base/kg/day 
ALL FATES DAYS: 182-183 ALL BALANCES 

ANIMAL 10: 7548 7561 7562 7571 
BALANCE NO.: 

--- -------------------------------------------------------- ----------------------------- ----------- ---- ---- ---- --- ------ ---- ----BODY WEIGHT (KG) 9.8 8.3 10.5 9.6 

Adrenals (pr) (G) 1.19 1.47 1.62 1.37 
X BOOY WEIGHT 0.012 0.018 0.015 0.014 
X BRAIN WEIGHT 1.65 2.11 2.05 1.96 

Brain (G) n.23 69.77 78.93 69.96 
X BOOY WEIGHT 0.737 0.841 0.752 o.n9 

Heart (G) 79.46 87.77 77.29 79.65 
X BOOY WEIGHT 0.811 1.057 0.736 0.830 
X BRAIN WEIGHT 110.01 125.80 97.92 113.85 

Kidneys Cpr) (G) 41.39 42.22 41.27 38.32 
X BOOY WEIGHT 0.422 0.509 0.393 0.399 
X BRAIN WEIGHT 57.30 60.51 52.29 54.77 

Liver (G) 255.80 303.64 220.96 267.30 
X BOOY WEIGHT 2.610 3.658 2.104 2.784 
X BRAIN WEIGHT 354.15 435.20 279.94 382.08 

Ovaries (G) 1.09 1.00 1.00 1.65 
X BOOY WE I GHT 0.011 0.012 0.010 0.017 
X BRAIN WEIGHT 1.51 1.43 1.27 2.36 

Spleen (G) 40.02 18.38 30.96 41.19 
X BOOY WEIGHT 0.408 0.221 0.295 0.429 
X BRAIN WEIGHT 55 . 41 26.34 39.22 58.88 

Thyroids-Parathyroids CG> 1.06 1.08 0.83 1.11 
X BOOY WEIGHT 0.011 0.013 0.008 0.012 
X BRAIN WEIGHT 1.47 1.55 1.05 1.59 

Uterus (G) 6. 21 6.51 5.92 15.61 
X BOOY WEIGHT 0.063 0.078 0.056 0.163 
X BRAIN WEIGHT 8.60 9.33 7.50 22.31 
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THIRTEEN WEEK ORAL TOXICITY STUDY OF WR 238605 
WITH A THIRTEEN WEEK RECOVERY PERIOD IN DOGS 

INDIVIDUAL ORGAN WEIGHTS 

GROUP: 4F - 6.0 mg base/kg/day 
ALL FATES DAYS: 182-183 ALL BALANCES 

ANIMAL 10: 7539 7540 7554 7563 
BALANCE NO.: 

-----------------------------------~-------------------------------------------------------------------------------------------
BODY ~IGHT (KG) 8.3 10.0 11.0 9.5 

Adrenals (pr) (G) 1.27 1.27 1.15 1.23 
X BODY \lEIGHT 0.015 0.013 0.010 0.013 
X BRAIN \lEIGHT 1.69 1.89 1.42 1.57 

Brain (G) 74.95 67.03 80.82 78.22 
X BODY \/EIGHT 0.903 0.670 0.735 0.823 

Heart (G) 70.20 90.11 93.41 69.39 
X BODY \lEIGHT 0.846 0.901 0.849 0.730 
X BRAIN \/EIGHT 93.66 134.43 115.58 88.71 

Kidneys (pr) (G) 38.46 45.35 50.84 47.26 
X BODY \lEIGHT 0.463 0.454 0.462 0.497 
X BRAIN \lEIGHT 51.31 67.66 62.91 60.42 

Liver (G) 244.78 306.11 360.96 276.54 
X BODY \lEIGHT 2.949 3.061 3.281 2.911 
X BRAIN ~IGHT 326.59 456.68 446.62 353.54 

Ovaries (G) 1.16 2.58 1.09 2.48 
X BOOY \/EIGHT 0.014 0.026 0.010 0.026 
X BRAIN \lEIGHT 1.55 3.85 1.35 3.17 

Spleen (G) 32.03 30.71 43.82 28.76 
X BCOY \lEIGHT 0.386 0.307 0.398 0.303 
X BRAIN \lEIGHT 42.74 45.82 54.22 36.77 

Thyrofds·P1r1thyrofds (G) 0.68 1.21 0.95 0.93 
X BODY \lEIGHT 0.008 0.012 0.009 0.010 
X BRAIN \/EIGHT 0.91 1.81 1.18 1.19 

Uterus (G) 4.76 16.33 15.56 22.40 
X BODY \lEI GHT 0.057 0.163 0.141 0.236 
X BRAIN \lEIGHT 6.35 24.36 19.25 28.64 
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This pathology report, submitted by Pathology Associates, Inc. (PAl) to Toxicology Research 
Laboratory (TRL), represents the gross and histopathology findings for the study designated as 
"Thirteen Week Oral Toxicity Study of WR 238605 with a Thineen Week Recovery Period in 
Dogs", TRL Study Number 097_ 

EXPERIMENTAL DESIGN AND MErnODS 

Four groups, each composed of male and female Beagle dogs, were given the test article 
(WR 238605) or test article vehicle (aqueous 1% methylcellulose/0.4% Tween 80) by gastric 
intubation for 13 weeks, starting with Day 0. Dose levels administered are shown in the Summary 
of Experimental Design (Table I). The animals designated to be sacrificed after the 13-week 
dosing period were dosed up to and including the day prior to scheduled necropsy on Days 91 and 
92 (week 14). Recovery animals were dosed for 91 days and then held for a 13-week recovery 
period. At the beginning of week 27, the recovery animals were sacrificed and necropsied. No 
animals were sacrificed moribund or found dead during the study. Necropsies were perfonned 
according to TRL Standard Operating Procedures under the supervision of Ralph M. Bunte, DVM 
or Michael J. Tomlinson, DVM, Ph.D. Tissues required by protocol for animals sacrificed at the 
end of dosing (Table ll), except as noted below, were processed and slides prepared in accordance 
with P AI Standard Operating Procedures. 

Except as noted below, these tissues from all animals sacrificed at the end of dosing were 
examined microscopically. Mammary gland was not present in sections from six animals (#7524, 
#7533, #7555, #7564, #7572, and #7573) even after repeated attempts to obtain this tissue. 
Thyroid/parathyroid gland (#7521), urinary bladder and prostate (#7502), skin/mammary gland 
(#7509), aorta (#7542), and pituitary gland (#7546) were missing from one animal each at 
trimming. Wet tissues from these animals were reviewed after trimming to verify that these tissues 
were missing. As no test article-related changes were detected in corresponding tissues in other 
animals, the absence of these tissues is not believed to have affected the outcome of the study. 

Mter identification of test article-related changes, target tissues were examined in all recovery 
animals. Target tissues in animals sacrificed after dosing were re-examined at the time the sections 
of target tissues from recovery animals were examined. When necessary to clarify interpretation or 
grading of changes, the target tissue slides were mixed up and examined without knowledge of 
treatment group or time of sacrifice. 

Microscopic findings for all groups are summarized in the Project Summary Tables (Section II). 
The mean group severity scores are found in the Severity Summary Tables (Section III). The 
mean group severity scores were determined by dividing the sum of all severity scores for a 
finding by the number of tissues examined. Microscopic fmdings in the protocol-required tissues 
for individual animals are presented in the Tabulated Animal Data Tables (Section IV). The 
correlation of the necropsy fmdings and histopathology fmdings are reponed in the Correlation of 
Gross and Microscopic (Micro) Findings (Section V). The codes used as entries in these tables are 
explained in the Report Codes Table. Abbreviations used in these tables are explained in the 
Abbreviation List. 
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The Results and Discussion section is divided into two parts: Diagnostic Terms and 
Histopathology Findings. The Diagnostic Terms portion lists and clarifies diagnostic terminology 
that may be unclear. Terms listed in the Diagnostic Terms portion of this section were not 
necessarily considered to be test article-related. The Histopathology Findings portion of this 
section reports the results and provides discussion of the histopathologic evaluation of the tissues. 

Diagnostic Tenns 

The morphologic characteristics of observations and lesions which require comment are presented 
in subsequent paragraphs to aid in the interpretation of the data. 

Lungs 
The principal change in the lungs of these animals had three distinct components. First, there 
was pale eosinophilic amorphous to fibrillar material within alveoli. This was accompanied by 
large round to oval discrete cells which had abundant vacuolated cytoplasm These cells were 
free in the lumina of alveoli and terminal bronchioles and did not appear to line alveolar septa. 
The third component of this change was the presence of neutrophils in variable numbers in 
affected alveoli. In order to be consistent with morphologically similar changes that occurred 
in the lungs of rats given this test article under similar conditions (TRL Study Number 098), 
this change was diagnosed as alveolar proteinosis. 

Subacute inflammation consisted of macrophages and a few lymphocytes forming cuffs around 
venules and small arterioles. This change occurred within areas of alveolar proteinosis and 
acute inflammation, but occurred independent of these areas as well. This morphologic pattern 
suggests that subacute inflammation may have been related to or exacerbated by alveolar 
proteinosis and acute inflammation. 

Chronic inflammation was seen in animals sacrificed after the recovery period. It was usually 
focal and subcapsular. It consisted of interstitial fibrosis, mononuclear cell infiltration, and 
sometimes hyperplasia of alveolar or bronchiolar epithelium. Cholesterol clefts were also 
present in many of these foci. 

Spleen 
Extramedullary hematopoiesis consisted of increased hematopoietic tissue in sinusoids of the 
spleen. 

Hemosiderin pigment was represented by golden-brown granular pigment filling the cytoplasm 
of macrophages in sinusoids. 

Liver 
Hepatocyte necrosis consisted of individual or small clusters of hepatocytes which were 
pyknotic. These foci were often infiltrated by a few macrophages and lymphocytes. 

Hemosiderin pigment was a granular golden-brown pigment found in Kupffer cells. 

Kupffer cell hypertrophy was characterized by enlargement of sinusoidal Kupffer cells. The 
enlargement was due to pale brown material, not identifiable as hemosiderin, in the cytoplasm. 
Hyperplasia was diagnosed when Kupffer cell numbers appeared to be increased. 

Subacute inflammation in the liver occurred focally around small veins. There were usually 
heqtosiderin-laden macrophages present, but small mononuclear cells and neutrophils were 
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also present. These foci tended not to extend into the surrounding parenchyma and were not 
related to hepatocyte necrosis. 

Thymus 
Lymphocyte depletion was characterized by a decrease in cortical lymphocytes. This varied 
from a pale-staining cortex with increased pyknotic lymphocytes to distinct thinning of the 
cortex. The diagnosis of lymphocyte depletion is analogous to thymic atrophy. 

Bone Marrow 
Hypercellularity was diagnosed when hematopoietic cells in the marrow were increased, 
replacing fat cells. 

Kidney 
Nephrocalcinosis refers to focal deposits of laminated purple mineral found within renal 
tubules in the cortico-medullary zone or renal papilla. 

The remainder of the diagnoses used in this study were considered to be self-explanatory and, 
thus, were not discussed in this section. 

Histo.pathology Findings 

Lungs 
Among animals sacrificed at the end of dosing, alveolar proteinosis was diagnosed in 0 out of 
4, 2 out of 4, and 4 out of 4 males, and in 0 out of 4, 4 out of 4, and 4 out of 4 females in the 
low, middle, and high dose groups, respectively. Mean group severity scores for this change 
were 0.00, 0.50, and 2.50 in males, and 0.00, 1.00, and 2.00 in females in the low, middle, 
and high dose groups, respectively. Alveolar proteinosis was not diagnosed in males or 
females in the control group sacrificed at the end of dosing. Alveolar proteinosis did not occur 
in males sacrificed after the recovery period. This change did occur in 2 out of 4 females in the 
high dose group but not in any other females sacrificed after the recovery period. The mean 
group severity score for this change in high dose recovery females was 0.50, as the change 
was of minimal severity in each affected animal. The incidence and mean group severity scores 
for alveolar proteinosis in animals sacrificed at the end of dosing were interpreted as consistent 
with a dose-related response. This observation, in conjunction with resolution (males) or near 
resolution (females) of this change in animals sacrificed after the recovery period, indicates 
alveolar proteinosis to be a test article-related change. 

Subacute inflammation in the lungs occurred in control and in all treated groups in both males 
and females. Among animals sacrificed at the end of dosing, this change occurred in 1 out of 
4, 2 out of 4, 4 out of 4, and 4 out of 4 males, and in 2 out of 4, 4 out of 4, 4 out of 4, and 4 
out of 4 females in the control, low, middle, and high dose groups, respectively. Mean group 
severity scores for this change in these animals were 0.25, 0.50, 2.50, and 3.25 in males and 
1.00, 1.25, 2.75, and 2.25 in females in the control, low, middle, and high dose groups, 
respectively. Among animals sacrificed after the recovery period, this change occurred in 2 out 
of 4, 2 out of 4, 3 out of 4, and 4 out of 4 males, and in 3 out of 4, 1 out of 4, 4 out of 4, and 
4 out of 4 females in the control, low, middle, and high dose groups, respectively. Mean 
group severity scores for these animals were 0.50, 0.50, 0.75, and 1.25 in males, and 0.75, 
0.25, 1.00, and 1.50 in females in the control, low, middle, and high dose groups, 
respectively. Subacute inflammation can occur as a spontaneous lesion in the lungs of control 
or untreated animals. The cause of the inflammation in such animals is usually unknown, but 
in dogs it can occur in response to parasite larval migration in neonatal or juvenile puppies. It 
can also result from inhaled particulates or biological agents. There is a clear increase in 
incidence and severity of this change in middle and high dose males and females sacrificed at 
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the end of dosing compared to controls. Though less clearly so than in the middle and high 
dose females, the incidence and mildly increased mean group severity score for this change in 
low dose females as compared to controls may also represent a test article-related response. 
The small increases in incidence and mean group severity in control animals sacrificed after the 
recovery period as compared to those sacrificed at the end of dosing are probably due to the 
increased age of the recovery dogs. The differences in incidence and mean group severity of 
this change between control and treated recovery animals are less than the differences in 
animals sacrificed at the end of dosing. This change is clearly still more severe in high dose 
than in control animals sacrificed at the end of the recovery period, indicating that resolution of 
subacute inflammation in the lung was not complete after the 13 week recovery period. 
Resolution of this change has been substantial during the recovery period, though, as incidence 
and mean group severity scores for this change in low and middle dose recovery animals are 
not clearly different from those of control recovery animals. For all of these reasons, subacute 
inflammation in the lungs of males and females was interpreted as a spontaneous process that 
was exacerbated by treatment with the test article. It was interpreted as a test article-related 
change that had not completely resolved by the end of dosing. 

Chronic inflammation in the lungs was observed only in animals sacrificed after the recovery 
period. In males sacrificed after the recovery period, chronic inflammation in the lungs 
occurred in 2 out of 4 and 3 out of 4 animals in the middle and high dose groups, with mean 
group severity scores of 0.75 and 1.00, respectively. In females sacrificed at this time, this 
change occurred in 1 out of 4, 1 out of 4, 2 out of 4, and 0 out of 4 animals in the control, low, 
middle, and high dose groups, with mean group severity scores of 0.50, 0.25, 0.50, and 0.00, 
respectively. Chronic inflammation was focal or multifocal, and was usually subcapsular in 
the lungs. It was not necessarily related to areas of subacute inflammation in animals sacrificed 
after the recovery period. A possible relationship of chronic inflammation to alveolar 
proteinosis and subacute inflammation can only be speculated on, as chronic inflammation did 
not occur in animals sacrificed at the end of dosing. Such a relationship seems likely, 
however, as alveolar proteinosis had largely resolved after the recovery period and no other 
change that could have resulted in chronic inflammation was noted in animals sacrificed at the 
end of dosing. For these reasons, chronic inflammation in recovery animals was interpreted as 
part of the resolution process of alveolar proteinosis and was, thus, secondary to a direct test 
article-related change. 

Spontaneous alveolar proteinosis has been described in the Fischer 344 rat, but its causes are 
unknown. Altered vascular permeability and abnormal surfactant production and degradation 
have been suggested as possible causes of this change.l The clinical and anatomic pathology 
observations in this study do not allow identification of the specific mechanism of injury that 
lead to the features described as alveolar proteinosis. They do, however, suggest that 
increased vascular permeability in the pulmonary microvasculature may have been involved in 
the development of this change. The amorphous to fibrillar eosinophilic material in the alveoli 
is consistent with fibrin that would leak into the alveoli as fibrinogen if vascular permeability 
were increased. The large foamy cells, also in the alveoli, are macrophages attempting to 
remove this fibrin by phagocytosis. Neutrophils present in this change may have migrated 
from capillaries in response to chemoattractants released during the primary injury. These 
features are consistent with pulmonary edema due to toxic alteration of the pulmonary 
microvascular or epithelial membrane resulting in alveolar fluid that is rich in fibrinogen and 
other plasma proteins.2 Mechanisms by which such toxic changes may occur have been 
described for cytotoxic and non-cytotoxic drugs. These include injury to the 
oxidant/antioxidant, immunological, matrix repair, and protease/antiprotease systems in the 
lungs, and injury to t.he central nervous system.3.4 Oxidative injury in the lung is a likely 
mechanism by which alveolar proteinosis developed in these animals, as there is other evidence 
that the test article causes oxidative injury. This evidence is primarily the occurrence of 

7 



I 
I 
I 
I 
I 
I 
I 
I 
I 
I 
I 
I 
I 
I 
I 
I 
I 
I 
I 

~ w &· r;:J~ l? 1 Ul i n o .,. ! 
.. _, w .... 

Third Draft Pathology Repon 
Toxicology Research Laboratory 

Study Number 097 

statistically significant methemoglobin formation in the middle and high dose males and 
females at weeks 2, 4, 8, and 13. Both methemoglobin formation and oxidant/antioxidant 
system injury in the lung have been associated with superoxide anion and hydrogen peroxide 
formation.3,4,5 Subacute inflammation in the lung may occur as a spontaneous lesion but was 
increased in incidence and severity in a dose-related manner in this study. This increase was 
considered to be most likely related to the diffuse lung injury that resulted in alveolar 
proteinosis. For these reasons, and due to incidence and mean group severity scores at the end 
of dosing and after the recovery period, alveolar proteinosis and subacute inflammation in the 
lungs were interpreted as test article-related changes. Chronic inflammation in the lungs 
occurred only in recovery animals. The morphologic features of the chronic inflammation were 
consistent with it representing the resolution of alveolar proteinosis, and as such, this change 
was interpreted as a secondary test article-related change. Though the chronic inflammation in 
the lung did contain fibrosis, this was a focal change, usually subcapsular in location and was 
minimal to mild in severity. For these reasons, it seems most likely that chronic inflammation 
would have little negative long-term effect on pulmonary function. Studies of longer duration 
would be necessary to verify or refute this interpretation, though. The chronic inflammation 
that occurred in the lung of one female in the control recovery group was considered incidental. 
This was a focal interstitial area of chronic inflammation lacking the cholesterol clefts seen in 
treated dogs. The cause of chronic lung inflammation in this dog was not evident. The acute 
inflammation that occurred in one low dose recovery female was a focal change of minimal 
severity. It was considered incidental and most likely a response to an inhaled microbe or 
irritant. 

Spleen 
Among animals sacrificed at the end of dosing, deposition of hemosiderin in the spleen was 
diagnosed in 0 out of 4, 1 out of 4, 1 out of 4, and 3 out of 4 males, and in 0 out of 4, 0 out of 
4, 3 out of 4, and 4 out of 4 females in the control, low, middle, and high dose groups, 
respectively. Mean group severity scores for this finding in these animals were 0.00, 0.25, 
0.50, and 1.00 in males, and 0.00, 0.00, 1.00, and 1.25 in females in the control, low, 
middle, and high dose groups, respectively. Among animals sacrificed at the end of the 
recovery period, this change occurred in 2 out of 4, 1 out of 4, 1 out of 4, and 2 out of 4 
males, and in 1 out of 4, 0 out of 4, 3 out of 4, and 3 out of 4 females in the control, low, 
middle, and high dose groups, respectively. Mean group severity scores for this change in 
these animals were 0.75, 0.25, 0.25, and 0.50 in males, and 0.25, 0.00, 0.75, and 1.00 in 
females in the control, low, middle, and high dose groups, respectively. 

Extramedullary hematopoiesis (EMH) was observed in the spleen in males and females in the 
middle and high dose groups that were sacrificed at the end of dosing. In these animals, EMH 
occurred in 1 out of 4 and 2 out of 4 males, and in 1 out of 4 and 3 out of 4 females in the 
middle and high dose groups, respectively. Mean group severity scores for this change in 
these animals were 0.25 and 0.50 in males, and 0.25 and 1.25 in females in the middle and 
high dose groups, respectively. This change did not occur in males or females in the control 
and low dose groups sacrificed at the end of dosing, or in any animals sacrificed after the 
recovery period. 

Excess iron in the body is normally stored in the liver, spleen, and bone marrow. These stores 
are visible by light microscopy as hemosiderin deposits which can be seen in these tissues in 
normal dogs. Iron is highly conserved in dogs; normal losses are small and are through the 
intestine. Consequently, absorption of iron by the small intestine is also in small amounts. 
Regulation of iron absorption is primarily by need. Iron released from erythrocytes by 
hemolysis or hemorrhage into body tissues is stored as increased hemosiderin. Iron stored in 
hemosiderin is readily available for use in erythropoiesis. Hemosiderin deposits which are 
increased due to an episode of hemolysis or hemorrhage will be gradually depleted over time. 
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The rate will be dependent on the amount of hemosiderin deposited and the rate at which 
erythropoiesis proceeds.6 In this study, incidence and severity of hemosiderin deposition in 
the spleen are consistent with a test article-related effect in high dose group males sacrificed at 
the end of dosing but only equivocally suggest a test article-related effect in low and middle 
dose group males at this time. In females sacrificed at the end of dosing, incidence and mean 
group severity scores indicate this to be a test article-related effect. Among females sacrificed 
after the recovery period, incidence and mean group severity scores indicate that resolution of 
the hemosiderin deposits was in progress but was not yet complete. Incidence and mean group 
severity scores for this change in males sacrificed after the recovery period are difficult to 
interpret, but are consistent with hemosiderin deposition in the spleen being a test article-related 
effect in males only in the high dose group sacrificed at the end of dosing. The difficulty in 
interpreting this change in male recovery dogs lies in the spontaneous occurrence of this change 
in dogs. The deposition of hemosiderin in the spleen indicates increased destruction of 
erythrocytes. This is also indicated by the incidence and mean group severity scores for EMH 
in males and females sacrificed at the end of dosing. The low mean group severity scores for 
these changes, however, indicate that the increase in erythrocyte destruction was mild and 
suggest that clinical anemia, if present, was mild. Both hemosiderin deposition and EMH in 
the spleen were interpreted as secondary to increased erythrocyte destruction. 

Liver 
Among animals sacrificed at the end of dosing, deposition of hemosiderin pigment was 
diagnosed in the liver in 0 out of 4, 0 out of 4, 2 out of 4, and 1 out of 4 males, and in 0 out of 
4, 1 out of 4, 2 out of 4, and 4 out of 4 females in the control, low, middle, and high dose 
groups, respectively. Mean group severity scores for this change in these animals were 0.00, 
0.00, 0.75, and 0.75 in males, and 0.00, 0.25, 0.50, and 2.25 in females in the control, low, 
middle, and high dose groups, respectively. Among animals sacrificed after the recovery 
period, this change was diagnosed only in the middle and high dose groups. This change 
occurred in 1 out of 4 and 2 out of 4 males, and in 4 out of 4 and 3 out of 4 females, with mean 
group severity scores of 0.25 and 0.75 in males, and 1.00 and 1.25 in females in the middle 
and high dose groups, respectively. 

Kupffer cell hypertrophy was diagnosed in males and females sacrificed after the dosing period 
but not in those sacrificed after the recovery period. Among animals sacrificed at the end of 
dosing, this change occurred in 1 out of 4 and 2 out of 4 males, and in 1 out of 4 and 4 out of 4 
females, with mean group severity scores of 0.25 and 1.00 in males, and 0.50 and 2.00 in 
females in the middle and high dose groups, respectively. There were no changes in Kupffer 
cells recorded for recovery animals. 

Subacute inflammation in the liver was diagnosed in animals sacrificed at the end of dosing in 0 
out of 4, 1 out of 4, 1 out of 4, and 1 out of 4 males, and in 0 out of 4, 0 out of 4, 1 out of 4, 
and 4 out of 4 females in the control, low, middle, and high dose groups, respectively. Mean 
group severity scores for this change were 0.00, 0.25, 0.25, and 0.75 in males, and 0.00, 
0.00, 0.50, and 1.75 in females in the control, low, middle, and high dose groups, 
respectively. Subacute inflammation in the liver had resolved by the end of the recovery 
period, as it was not diagnosed in recovery animals. 

Deposition of hemosiderin pigment, hypertrophy of Kupffer cells, and subacute inflammation 
were interpreted to be pathophysiologically-related changes. Like hemosiderin deposition and 
EMH in the spleen, they are consistent with responses to increased destruction of erythrocytes 
which may have been associated with mild clinical anemia. For these reasons, deposition of 
hemosiderin pigment, Kupffer cell hypertrophy, and subacute inflammation in the liver were 
interpreted as secondary to increased erythrocyte destruction, rather than as direct test article­
related effects. Subacute inflammation and Kupffer cell hypertrophy had resolved by the end 

9 
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of the recovery period. Hemosiderin pigment had not resolved at the end of the recovery 
period. 

Hepatocyte necrosis occurred in 2 out of 4 high dose males sacrificed at the end of dosing but 
did not occur in any other animals in this study. It is not clear whether this change is incidental 
or whether it is related to other changes in the liver and, thus, a test article-related change. This 
is because the necrosis was of minimal severity and occurred in very small, widely and 
randomly distributed foci. 

Thymus 
Depletion of thymic lymphocytes occurred only in animals sacrificed at the end of dosing. 
Among these animals, this change occurred in 0 out of 4 and 3 out of 4 males, and in 1 out of 4 
and 1 out of 4 females, with mean group severity scores of 0.00 and 1.75 in males, and 0.50 
and 0.25 in females in the middle and high dose groups, respectively. Depletion of thymic 
lymphocytes is well known as a manifestation of generalized toxicity and stress. The lungs, 
spleen, and liver in the dogs in this study all had changes interpreted as direct or secondary to 
test article-related changes. For these reasons, thymic lymphocyte depletion was interpreted as 
secondary to generalized toxicity or stress. 

Bone Marrow 
Bone marrow hypercellularity was diagnosed only in animals sacrificed at the end of dosing. 
Among these animals, this change occurred in 1 out of 4, 1 out of 4, and 4 out of 4 males, and 
in 0 out of 4, 4 out of 4, and 4 out of 4 females in the low, middle, and high dose groups, 
respectively. Mean group severity scores for this change in these animals were 0.25, 0.25, 
and 1.00 in males, and 0.00, 1.00, and 1.00 in females in the low, middle, and high dose 
groups, respectively. This change did not occur in control males or females sacrificed at the 
end of dosing. Evaluation of rib bone marrow smears revealed a significant decrease in M:E 
ratios in middle and high dose males and females (see Appendix I). A decrease in M:E ratios 
can result from an absolute decrease in myeloid cells or from an absolute increase in erythroid 
cells in the bone marrow. Results of evaluation of rib bone marrow sections were considered 
consistent with the results of bone marrow smear evaluations, and indicated that the decreased 
M:E ratios were due to increased erythroid cells rather than to decreased myeloid cells. These 
observations are also consistent with observations in the liver and spleen that suggested 
hemolytic anemia. For these reasons, bone marrow hypercellularity and decreased M:E ratios 
were interpreted as secondary to increased erythrocyte destruction that may or may not have 
been associated with clinical anemia. Bone marrow, in histologic section and in smears, had 
returned to normal in males and in females after the recovery period. 

Kidney 
Nephrocalcinosis is a common spontaneous change which occurs in the kidneys of a variety of 
species, including dogs. In this study, nephrocalcinosis occurred in one or both kidneys of 
animals in the control and all treated groups. Because the incidence of this change was similar 
in control and treated animals, nephrocalcinosis was considered not related to the test article. 

Other Lesions 
All other lesions seen were considered to be incidental changes not related to the test article. 

In summary, the principal histopathology findings in this study were those in the lungs and those 
in spleen, liver, and bone marrow suggesting increased erythrocyte destruction. The findings in 
the lungs were distinct morphologically, but the mechanism (mechanisms) of their development 
was (were) less clear. The two most likely causes would be either alteration of vascular 
permeability, causing persistent alveolar edema, or the process of surfactant production and 
degradation. Changes present in the spleen, liver, and bone marrow were considered to be related 
to increased erythrocyte destruction that may or may not be have been severe enough to cause 

10 
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clinical anemia. Changes in these tissues were thus considered secondary, rather than direct, test 
article-related findings. The degree of lymphocyte depletion which occurred in the thymus was 
probably secondary to generalized toxicity or to stress. 

CONCLUSIONS 

Under the conditions of this study, oral administration of WR 238605 was associated with changes 
in the lungs, spleen, liver, bone marrow, and thymus. Alveolar proteinosis and subacute 
inflammation were direct test article-related changes which occurred in the lungs of animals 
sacrificed at the end of dosing. Alveolar proteinosis had resolved in males and almost resolved in 
females by the end of the recovery period. Chronic inflammation, which occurred in recovery 
animal lungs, was interpreted as representing part of the resolution of alveolar proteinosis. 

Hemosiderin deposition in the spleen and liver, E.MH in the spleen, Kupffer cell hypertrophy and 
subacute inflammation in the liver, and increased erythroid cells .in the bone marrow were 
interpreted as secondary to increased erythrocyte destruction, which may or may not have resulted 
in clinical anemia. These changes were, thus, considered to be secondary test article-related 
effects. 

Depletion of thymic lymphocytes was a test article-related change in males and females and was 
considered to be most likely secondary to generalized toxicity or stress. 

Direct test article-related effects, alveolar proteinosis and subacute inflammation in the lungs, were 
clearly present at the end of dosing. Subacute inflammation in the lungs was an equivocal effect in 
low dose females sacrificed at the end of dosing. These effects had largely, but not completely, 
resolved by the end of the recovery period. Effects considered secondarily related to the test article 
in middle and high dose groups included chronic inflammation in the lungs of recovery animals, 
and changes in the liver, spleen, bone marrow, and thymus present in animals sacrificed at the end 
of dosing. Except for hemosiderin deposition, secondary effects in the liver, spleen, bone 
marrow, and thymus had resolved by the end of the recovery period. For these reasons. the no­
effect level in this study was equivocal, but was interpreted to probably be the low dose (0.1 mg 
base/kg/day). 

Michael J. Tomlinson, DVM, Ph.D. 
Diplomate, ACVP 
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SUMMARY OF EXPERIMENTAL DESIGN 

Number of Dogs 
Group 

Dose Level 
(mg base/kg/day) Male Female 

1 
2 
3 
4 

0 
0.1 
2.0 
6.0 

4+4* 
4 +4* 
4+4* 
4+4* 

4 +4* 
4+4* 
4+4* 
4+4* 

* Recovery animals. 

TABLE II 

PROTOCOL-REQUIRED TISSUES 

Adrenal glands 
Aorta (thoracic) 
Brain (fore-, mid-, and hind-) 
Cecum 
Colon 
Diaphragm 
Duodenum 
Esophagus 
Eyes and optic nerve 
Heart 
Gallbladder 
Gross lesions 
ileum 
Jejunum 
Kidneys 
Liver 
Lungs/bronchi 
Lymph nodes (submandibular 

and mesenteric) 
Mammary gland 
Muscle, skeletal 

12 

Ovaries 
Pancreas 
Pituitary gland 
Prostate 
Rib with costochondral junction 
Rib with marrow 
Salivary gland (mandibular) 
Sciatic nerve 
Skin 
Spinal cord (thoracic) 
Spleen 
Stomach 
Testes with epididymides 
Thymus 
Thyroid gland with parathyroids 
Tongue 
Tonsil 
Trachea 
Ureter 
Urinary bladder 
Uterus 
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Report Codes Table 

A. Codes applying to organs 

N 

A 

p 

u 
s 
* 

Tissues within normal histological limits 

Autolysis precluding adequate evaluation 

Paired organ missing 

Tissues unsuitable for complete evaluation 

Tissues not applicable to animal 

Tissues not required by protocol 

B. Codes applying to microscopic diagnoses 

1 minimal 

2 mild 

3 moderate 

4 marked 

) focal 

] locally extensive 

> multifocal 
p Present 

B Neoplasm, benign 

M Neoplasm, malignant without metastasis 

c Neoplasm, malignant with metastasis 

X Metastatis site ( +) 

No data entered 

13 
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I 
Cytopl - Cytoplasm 

Epi1h- Epithelium 

LN - Lymph node 

I MliK - Mg base/kg/day 

R- Recovery 

I ~-Vacuolation 
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Project Summary Table 
SU'91ARY: Incidence of NEoPLASTIC and NON-IEClPLASTIC Microscopic Findings 

I 
ill ill ffi ~ PROJECT IOo NO: TRL097 FATES: Terminal Sacrifice 

rr 
PAGE 16 

I.EEKS: 14-27 SEX: HALE 

GROUP: 0 0 Orrbl< 0 0 tnt>k 2 oOTbk 6o0rrbk OoOrTt>k~ Oolnbk~ 2o Orrbl<~ 6o()rbc~ 

NLJ1BER OF AHIMALS: 4 4 4 4 4 4 4 4 

• % • % • % I % • % • % • ' • ' BRAIN (F~) I Ex 4 4 4 4 0 0 0 0 

THORACIC CCJW 1 Ex 4 4 4 4 0 0 0 0 

BRAIN ( HIO ) I Ex 4 4 4 4 0 0 0 0 

I BRAIN (CEREB£LLL1'1) I Ex 4 4 4 4 0 0 0 0 

I 
PONS I Ex 4 4 4 4 0 0 0 0 

HEART I Ex 4 4 4 4 0 0 0 0 

AORTA I Ex 4 4 4 4 0 0 0 0 

I TRACHEA I Ex 4 4 4 4 0 0 0 0 

ESOPHAGUS I Ex 4 4 4 4 0 0 0 0 

I 
Ll.Jj(; I Ex 4 4 4 4 4 4 4 4 

Alveolar proteinosis 0 (0) 0 (0) 2 (50) 4 (100) 0 (0) 0 (0) 0 (0) 0 , 0) 
Infiltrate, macrophage 0 (0) 0 (0) 0 (0) 0 (0) (25) 0 (0) 2 (50) 2 \ 50) 
Infl ammat ion, chronic 0 (0) 0 (0) 0 (0) 0 (0) 0 (0) 0 (0) 2 (50) 3 ; 75) 

I Inflammation, subacute (25) 2 (50) 4 ( 100) 4 (tOO) 2 (50) 2 (50) 3 (75) 4 C" :o) 
Pignent, hemosiderin 0 (0) 0 (0) 0 (0) 0 (0) 0 (0) 0 (0) (25) 0 ~ 0) 

I KIDNEY, RIGHT I Ex 4 4 4 4 0 0 0 0 
Nephrocalcinosis 4 (100) 3 (75) 4 (100) 2 (50) 0 0 0 0 
Renal tubule, casts, proteinic 0 (0) 0 (0) (25) 0 (0) 0 0 0 0 

03-Sep-1993 
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Pr oj e ct Summary Table 
Sl.H4AAY : Incidence of NEOPLASTIC and NOH-NEOPLASTIC Microscopic Flrdlngs 

PRO..ECT 10. NO: TRL097 

\oeEKS : 14-27 

GRCliJ>: 
IU'16ER OF A.'j I HAL S : 

KIDfEY, LEFT 

Nephrocalcinosis 

Nephropathy 

I Ex 

FATES: Terminal Sacr if i= 

SEX: HALE 

O.Drbk 

4 

I 
4 

3 (75) 
0 (0) 

0. 1nt>k 

4 

I 
4 

2 (50) 

(25) 

2.Drbk 

4 

I 
4 

4 (100) 

0 (0) 

Renal tubule, casts, proteinlc 0 (0) 0 ( 0-) (25) 

SPLEEN 
Extramedullary hematopoiesis 

Pignent, nemosiderln 

Siderofibrotic plaq.Je 

PANCREAS 

LIVER 

Hepatocyte, necrosis 

Inf lanmat I on, Slbacute 

Kupffer cell, hyperplasia 

K~ffer cell, hypertrophy 

Nodular hyperp lasi a 

Pignent, hemosiderin 

GALLBLADDER 
Infiltrate, cellular 

ADRENAL GLAND 

SALIVARY GLAND 

LYMPH NOOE , Sl18MAHO I BULAR 

I Ex 4 

0 (0) 

0 (0) 

0 (0) 

I Ex 4 

I Ex 4 

I Ex 4 

0 (0) 

0 (0) 

0 (0) 

0 (0) 

0 (0) 

0 (0) 

I Ex 4 

0 (0) 

I Ex 4 

I Ex 4 

I Ex 4 

4 

0 (0 ) 

4 

4 

4 

(25) 
(25) 

0 (0) 

(25) 
0 (0) 

0 (0) 

(25) 
0 (0) 

4 

(25) 

4 

4 

4 

4 

(25) 
(25) 

0 (0) 

4 

4 

4 

0 (0) 

(25) 

(25) 
(25) 

0 (0) 

2 (50) 

4 

0 ( 0) 

4 

4 

4 

6.Drbk 

4 

I 
4 

2 (50) 

0 (0) 

(25) 

4 

2 (50) 

3 (75) 
0 (0) 

4 

4 

4 

2 (50) 

1 (25) 
2 (50) 

2 (50) 

0 (0) 

(25) 

4 

0 (0) 

4 

4 

4 

O.Drbk-R 

4 

I 
0 

0 

0 

0 

4 

0 (0) 

2 (50) 

0 (0) 

0 

0 

4 

0 (0) 

0 (0) 

0 (0 ) 

0 (0) 

0 (0) 

0 (0) 

0 

0 

0 

0 

0 

20-Aug-1993 

0 . 1 rN:>k -il 

4 

I 
0 

0 

0 

0 

4 

0 (0) 

(25) 
0 (0) 

0 

0 

4 

0 (0) 

0 (0) 

0 ( 0) 

0 (0) 

0 (0) 

0 (0) 

0 

0 

0 

0 

0 
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4 

I 
0 

0 

0 

0 

4 

' 

0 (0) 

1 (25) 
0 (0) 

0 

0 

4 

0 (0) 

0 (0) 
0 (0) 

0 (0) 

0 (0) 
1 (25) 

0 

0 

0 

0 

0 

I 
0 

0 

0 

0 

4 

0 ( 0) 

2 50) 

0 ( 0) 

0 

0 

4 

0 (0) 

0 ( 0) 

0 (0) 

o :o> 
0 ~ 0) 

2 50) 

0 

0 

0 

0 

0 
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PRO.ECT !:::. NO: TRL097 FATES: Terminal Sacrlf Ice rn [2 ill ~ v PAGE 18 

loeEKS: 14-27 SEX: HALE 

I GRCU>: 0. ()rblt 0. 111"bk 2.()rbit 6.()rbit O.()rbk-R 0. 111"bk-R 2 .l)obk-R 6.1)obk-R 

IU1BER OF ~..'iiHALS: 4 4 4 4 4 4 4 

• \; • ' • ' • ' • ' • ' • \; • ' JE.Jl.H.t1 I Ex 4 4 4 4 0 0 0 0 

COLOH 1 Ex 4 4 4 4 0 0 0 0 

I TONSIL 1 Ex 4 4 4 4 0 0 0 0 

I l.RETER 1 Ex 4 4 4 4 0 0 0 0 

I 
I LEl.J'1 1 Ex 4 4 4 4 0 0 0 0 

l YI1PH NCX:E, I'ESENTER I C I Ex 4 4 4 4 0 0 0 0 

I TOHGl.E I Ex 4 4 4 4 0 0 0 0 

Granulcma, foreign body 0 (0) (25) 0 (0) 0 (0) 0 0 0 0 

I 
OIAP~ I Ex 4 4 4 4 0 0 0 0 

THYttJS I Ex 4 4 4 4 4 4 4 4 

Oeplet ion, l~te 0 (0) 0 (0) 0 (0) 3 (75) 0 (0) 0 (0) 0 (0 ) 0 (0) 

I SKELETAL l't..'SC LE I Ex 4 4 4 4 0 0 0 0 

Inflam-.at ion, subacute (25) 0 (0) 0 (0) 0 (0) 0 0 0 0 

THYROID G:.A..:l I Ex 3 4 4 4 0 0 0 0 

Infiltr a te, cellular 0 ( 0) (25) 0 (0) 0 (0) 0 0 0 0 

I 
PARATHYR::~ GLAND 1 Ex 3 4 4 4 0 0 0 0 

I 20-Aug-1993 
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PAGE 19 

I.EEKS : 1~-27 SEX: MALE 

GROUP: 0. Orrbk 0. 1rrbk 2.0rrbk 6. Orrbk o. Oni:>k-R 0. 1rrbk-R 2. Oni:>k-R 6. Orro<.-R 

NUH8ER OF 4NIMALS : 4 ~ ~ 4 ~ ~ ~ 

• % • % • % I % • % • ' • ' • ' PITUITARY GLANO I Ex 4 4 ~ 4 0 0 0 0 

I 
Craniopharyngeal d)ct, cyst (25) 0 (0) 0 (0) (25) 0 0 0 0 

CEa...t1 I Ex 4 ~ 0 0 0 0 

STOMACH I Ex ~ ~ ~ ~ 0 0 0 0 

I URI NAA Y BL.ADOER t Ex ~ ~ 3 ~ 0 0 0 0 

TESTIS I Ex 4 ~ 4 4 0 0 0 0 
Germinal epith, ~ration 0 (0) 0 (0) (25) (25) 0 0 0 0 

EPIOIOYMIS • Ex ~ ~ ~ 4 0 0 0 0 
Hypospermia 0 ( 0) 0 (0) (25) 0 (0) 0 0 0 0 

I PROSTATE t Ex ~ 4 3 4 0 0 0 0 
Atrophy 0 (0) 0 (0) 0 (0) ( 25) 0 0 0 0 

I I'1Al't1AR Y GLAND I Ex 3 ~ 4 2 0 0 0 0 

I SKIN f Ex ~ ~ 4 3 0 0 0 0 
Follicle, inflanrnat ion (25) 0 (0) 0 (0) 0 (0) 0 0 0 0 

I SCIATIC HER'v10 I Ex 4 4 4 4 0 0 0 0 

I EYE I Ex ~ 4 ~ 4 0 0 0 0 

OPTIC NERVE • Ex 4 4 4 0 0 0 0 

I 
I 03-Sep-1993 

I 
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FATES: Terminal Sacrifice 

fiD [2 [pj if SEX: HALE 

O.Otbk o. 1rrok 2.()Tbk 6.()Tbk O.()rbk~ o. 1rrok-R 

4 4 4 4 4 4 

I ' I ' I ' I ' I ' I ' I Ex 4 4 4 4 0 0 

I E>< 4 4 4 4 4 4 

0 (0) 1 (25 ) 1 (25) 4 ( 1 00) 0 (0 ) 0 (0 ) 

I EK 4 0 0 

03- Sep- 1993 
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Project summary Table 
Incl~ of NEOPLASTIC and NOH-NEOPLASTIC Microscopic Findings 

FATES: T~minal Sacrifice 

SEX: HALE 

0. Oni:>k. 

4 

• 

0. lrrbk 

4 

• 

2. Oni:>k. 

4 

• 

6.0ni:>k. 

4 

• 

0 . Orrbk-R 

4 

. ' 
O.l rrbk-R 

4 

• 
OTtER TISSl£S ANO LESIONS: 

LN, MEDIASTINAL -Hyperplasia l (25) 0 (0) 1 (25) 0 (0) 0 (0) 0 (0) 

20-Aug-1993 
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2.0rrbk-R 

4 

. ' 
0 (0) 

. ' 
0 (0) 
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I 
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PATHOLOGY ASSOCIATES, INC. 
THIRTEEN WEEK ORAL TOXICITY STUDY OF WR 238605 

WITH A THIRTEEN WEEK RECOVERY PERIOD IN DOGS 
TOXICOLOGY RESEARCH LABORATORY, STUDY NUMBER 097 

Project Summary Table 
~Y: Incl~nce of NEOPLASTIC and NON-NEOPLASTIC Microscopic Findings 

PROJECT 10. NO: TRL097 

\oeEKS: 14-27 

GROUP: 

NLH8ER OF ~IMALS: 

BRAIN (FORE) 

THORACIC CCRO 

BRAIN (HID) 

BRAIN (CEREBELLI..t1) 

PONS 

HEART 

AORTA 

TRACHEA 

Infiltrate, cellular 

ESOPHAQJS 

LUNG 
Alveolar proteinosis 

Heteropic bone 

InfiLtrate, macrophage 

Inf Lamnat ion, acute 

Inflammation, chronic 

Inflammation, subacute 

Pigment, hemosiderin 

FATES: Terminal Sacrifice 

SEX: FEMALE 

0. OrTt>l< 

4 

• 
I Ex 4 

1 Ex 4 

I Ex 4 

I Ex 4 

I Ex 4 

I Ex 4 

I Ex 

I Ex 

I Ex 

I Ex 

3 

4 

0 

4 

4 

(0) 

0 (0) 

0 (0) 

0 (0) 
0 (0) 

0 (0) 

2 (50) 

0 (0) 

0. 1rrbk 

4 

• 
4 

4 

4 

4 

4 

4 

4 

4 

4 

4 

(25) 

0 (0) 

0 (0) 

0 (0) 

0 (0) 

0 (0) 

4 (100) 

0 (0) 

2 .()Tt)k 

4 

• 
4 

4 

4 

4 

4 

4 

4 

4 

4 

4 

(25) 

4 (100) 

0 (0) 

0 (0) 

0 (0) 

0 (0) 

4 ( 100) 

0 (0) 

KIDNEY, RIGHT I Ex 4 4 4 

Cortex. infiltrate, cellular 

Nephroca l cinosis 

0 ( 0) 

3 (75) 

(25) 

3 (75) 

0 (0) 

4 ( 100) 

6.1)rbk 

4 

4 

4 

4 

4 

4 

4 

4 

4 

0 

4 

4 

(0) 

4 (100) 

0 (0) 

0 (0) 

0 (0) 

0 (0) 

4 ( 100) 

0 (0) 

4 

0 (0) 

4 (100) 

O.l)rbk~ 

4 

• 
0 

0 

0 

0 

0 

0 

0 

0 

0 

0 

4 

0 (0) 

0 (0) 

0 (0) 

0 (0) 

(25) 
3 (75) 

0 (0) 

0 

0 

0 

03-Sep-1993 

0.1rrbk~ 

4 

• 
0 

0 

0 

0 

0 

0 

0 

0 

0 

0 

4 

0 (0) 

0 (0) 

0 (0) 

(25) 

(25) 

(25) 
0 (0) 

0 

0 

0 

PAGE. 22 

2. ()Tolr.~ 

4 

• 
0 

0 

0 

0 

0 

0 

0 

0 

0 

0 

4 

0 (0) 

0 (0) 

(25) 
0 (0) 

2 (50) 

4 ( 100) 

0 (0) 

0 

0 

0 

I 
0 

0 

0 

0 

0 

0 

0 

0 

0 

0 

4 

2 . 5 ~) 

25) 

2 : 5JJ 
0 :·~) 

0 ( C) 

4 ( . ::) 

0 

0 

0 

25) 



I 

H 

I 
I 
I 
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I 

PATHOLOGY ASSOCIATES, INC. 
THIRTEEN WEEK ORAL TOXICITY STUDY OF WR 238605 

WITH A THIRTEEN WEEK RECOVERY PERIOD IN DOGS 
TOXICOLOGY RESEARCH LABORATORY, STUDY NUMBER 097 

Project Summary Table 
Sli9\AAY : Inc:l~e of NEOPLASTIC and NOH-NEOPLASTIC Microscopic Findings 

PRO.£CT I 0. NO: TRL 097 

\oEEKS: 14-27 

FATES: Terminal Sacrifice 

SEX : FEHALE 

GRCU': 

NlJ1BER OF ANIMALS: 

KIDNEY, RIGHT 

0 . ()rbk 

4 

• 
I Ex 4 

Renal tubu le, casts, protelnlc 

Tubular eplth , vacuo, cytopl 

1 (25) 
(25) 

KIDNEY, LEFT I Ex 4 

Cortex, hemorrhage 0 (0) 

Nephrocalcinosis 

Renal tubule, casts, protein lc 

Tubular epith, vacuo, cytopl 

2 (50) 

1 (25) 
(25) 

SPLEEN 

Capsule, scar 

Extramedullary hematopoiesis 

Pi g-ent, herTOS ider in 

PANCREAS 

I Ex 4 

0 (0) 

0 (0) 
0 (0) 

I Ex 4 

I Ex 4 

LIVER I Ex 4 

Hepatocyte, vacuo, cytoplas- 0 (0) 

Inf l amnat ion, subaa.~te 0 (0) 

K~ffer cell, hyperplasIa 0 (0) 

~ffer cell, hypertrophy 0 (0) 

0 (0) 

GALLBLAOOER 1 Ex 4 

ADRENAL GLANO 

Cortex, cyst 

1 Ex 

Cortex, viiCUOlat ion, cytoplasm 

4 

0 (0) 

0 (0) 

0. 111'bk. 

4 

• 
4 

0 (0) 

0 (0) 

4 

0 (0) 

4 (100) 
0 (0) 

0 (0) 

4 

0 (0) 

0 (0) 

0 (0) 

4 

4 

4 

0 (0) 

0 (0) 

(25) 
0 (0) 

(25) 

4 

4 

0 

0 

(0) 
(0) 

2. ()rbk 

4 

• 
4 

0 (0) 

0 (0) 

4 

(25) 
4 (100) 

(25) 
0 (0) 

4 

0 (0) 

(25) 
3 (75) 

4 

4 

4 

0 (0) 

(25) 
(25) 

(25) 
2 (50) 

4 

4 

(25) 
0 (0) 

6. ()rbk 

4 

• 
4 

0 (0) 

0 (0) 

4 

0 (0) 

4 ( 100) 

2 (50) 

0 (0) 

4 

0 (0) 

3 (75) 

4 (100) 

4 

4 

4 

0 (0) 

4 ( 1 00) 
0 (0) 

4 (100) 

4 (100) 

4 

4 

0 (0) 

(25) 

O.()rbk~ 

4 

• 
0 

0 

0 

0 

0 

0 

0 

0 

4 

1 (25) 
0 (0) 
1 (25) 

0 

0 

4 

0 (0) 

0 (0) 

0 (0) 

0 (0) 
0 (0) 

0 

0 

0 

0 

31-Aug-1993 

0. 111'bk.~ 
4 

• 
0 

0 

0 

0 

0 

0 

0 

0 

4 

0 (0) 

0 (0) 

0 (0) 

0 

0 

4 

(25) 
0 (0) 
0 (0) 

0 (0) 

0 (0) 

0 

0 

0 

0 
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2 . Oll'bk.~ 

4 

• 
0 

0 

0 

0 

0 

0 

0 

0 

4 

0 (0) 

0 (0) 

3 (75) 

0 

0 

4 

0 (0) 

0 (0) 

0 (0) 

0 (0) 

4 (100) 

0 

0 

0 

0 

• 
0 

0 

0 

0 

0 

0 

0 

0 

4 

4 

' 

0 (0) 

0 (0) 

3 (75) 

0 

0 

4 

1 (25) 
0 (0) 

0 (0) 

0 (0) 

3 (75) 

0 

0 

0 

0 



PATHOLOGY ASSOCIATES, INC. 
THIRTEEN WEEK ORAL TOXICITY STUDY OF WR 238605 

WITH A THIRTEEN WEEK RECOVERY PERIOD IN DOGS 
TOXICOLOGY RESEARCH LABORATORY, STUDY NUMBER 097 

II Project Summary Table 
SI.H1ARY : lncldenc~ of IEOPLASTIC and NOtHEOPLASTIC Hlcroseoplc Findings 

PRO.£CT 10 . NO : TRL097 FATES : Terminal Sacrlflc~ []J 00 & ~ v PAGE. 24 
\oEEKS: 14-27 SEX: FEMALE 

GRCU> : 0. Ontli< 0.111Dk 2. Orrblr. 6.()rbk O . Orrblr.~ 0 . 111t:>k~ 2 . Ontli<~ 6 .l:abr.~ 
1U1BER OF AH I MALS : 4 4 4 4 4 4 4 4 

• ' • ' • ' • ' • ' • ' • ' • ' SALIVARY GLAK> I Ex 4 4 4 4 0 0 0 0 
lnflltrat~. c~llular 2 (50) (25) (25) (25) 0 0 0 0 

L YHPH NOOE, Sl.&W«> I BUL.AA I Ex 4 4 4 4 0 0 0 0 

I Hyperplasia 0 (0) 0 (0) 0 (0) 1 (25) 0 0 0 0 

I 
.£..A.H.Jol I Ex 4 4 4 4 0 0 0 0 

COLON I Ex 4 4 4 4 0 0 0 0 

TONSIL I Ex 4 4 4 0 0 0 0 

I I.JUOTER I Ex 4 4 4 4 0 0 0 0 

ILELJ1 1 Ex 4 4 4 4 0 0 0 0 
lnfl......at ion , acut~ 0 (0) (25) 0 (0 ) 0 (0) 0 0 0 0 

LYMPH NOOE, p.£SENTERIC I Ex 4 4 4 4 0 0 0 0 

TONGI.E 1 Ex 4 4 4 0 0 0 0 

0 I Af>HRA(",M I Ex 4 4 4 4 0 0 0 0 

I THYM.J$ I Ex 4 4 4 4 4 4 4 4 

~l~tion , l~t~ 0 ( 0) 0 (0 ) (25) (25 ) 0 (0 ) 0 (0 ) 0 (0) 0 ( 0) 

SKELETAl I'USCLE I Ex 4 4 4 4 0 0 0 0 

I 31 - Aug-1993 



PATHOLOGY ASSOCIATES, INC. 
THIRTEEN WEEK ORAL TOXICITY STUDY OF WR 238605 

WITH A THIRTEEN WEEK RECOVERY PERIOD IN DOGS 
TOXICOLOGY RESEARCH LABORATORY, STUDY NUMBER 097 

I Project Summary Table 
SlHIAAY : Incidence of IEOPLASTIC and NOH-NEOPLASTIC Microscopic Findings 

PROJECT ID. NO : TRL097 FATES: Terminal Sacrifice 

00 00 {fj ~ v PAGE 25 

\EEKS: 14-27 SEX: FEMALE 

GRCU': 0. ()!t)k 0. 1ftbk 2 .Orrbk 6.0rrbk 0. Qrrbk-{l 0. 1ftbk-{l 2 • ()!t)k -{l 6 . ()Jc.<~ 

HLMBER OF ANIMALS : 4 4 4 4 4 4 4 

• ' • ' • ' • ' • ' • ' • ' • ' THYROI 0 GLAND I Ex 4 4 4 4 0 0 0 0 

I c-cell. hyperplasia 0 (0) 1 (25) 0 (0) 0 ( 0 ) 0 0 0 0 

Follicular cell. vacuo. cytopl 0 (0) 0 (0) 0 (0) 1 (25) 0 0 0 0 

InfiLtrate, cellular 0 (0) 0 (0) (25) 0 (0) 0 0 0 0 

I PARATHYROID GLAND I Ex 4 4 4 4 0 0 0 0 

PITUITARY GLAND I Ex 4 4 4 3 0 0 0 0 

Chronophobe, vacuo, cytoplasm 0 (0) 0 (0) 0 (0) (33) 0 0 0 0 

Craniopharyngeal duct, cyst 2 (50) 2 (50) 0 (0) 2 (67) 0 0 0 0 

CECl.H I Ex 4 4 4 4 0 0 0 0 

I STOMACH I Ex 4 4 4 4 0 0 0 0 

I lRINARY BLADDER I Ex 4 4 4 4 0 0 0 0 

Infiltrate, cellular 0 (0) (25) 0 (0) 0 (0) 0 0 0 0 

I OVARIES I Ex 4 4 4 4 0 0 0 0 

I 
UTERUS I Ex 4 4 4 4 0 0 0 0 

Hemor" r hage 0 (0) 0 (0) (25) 0 (0) 0 0 0 0 

I HAl-MARY GLAND I Ex 2 4 2 4 0 0 0 0 

SKIN I Ex 4 4 4 4 0 0 0 0 

I 
SCIATIC NERVE I Ex 4 4 4 4 0 0 0 0 

I 31-Aug-1993 

·I 
I 



I 

I 
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·I 
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I 
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I 
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PROJECT IOo NO: TRL097 

\EEKS : 14-27 

CRcu>: 
N...t18ER OF AN I HALS: 

EYE 

OPTIC IERVE 

RIB 

BONE MAAROJ 

Hypercellular 

COSTOCHOIOI.AL .JUNCTION 

PATHOLOGY ASSOCIATES, INC. 
THIRTEEN WEEK ORAL TOXICITY STUDY OF WR 238605 

WITH A THIRTEEN WEEK RECOVERY PERIOD IN DOGS 
TOXICOLOGY RESEARCH LABORATORY, STUDY NUMBER 097 

Project Summary Table 
SlH4ARY : Incidence of IEOPLASTIC and NOH-NEOPLASTIC Microscopic Findings 

FATES: Terminal Sac:r if Ice 

fiD [2 m ~ SEX: FEMALE 

0 0 [)!bk 0 0 1rrbk. 2 0 [)!bk 6o[)!bk Oo[)!bk~ Oo lllbk~ 

4 4 4 4 4 4 

• :1\ I ' • ' • ' • ' • ' I Ex 4 4 4 4 0 0 

I Ex 4 4 4 4 0 0 

I Ex 4 4 4 4 0 0 

1 Ex 4 4 4 4 4 4 

0 (0) 0 (0) 4 (100) 4 ( 100) 0 (0) 0 (0) 

I Ex 4 4 4 4 0 0 

31-Aug-1993 

u PAGE. 26 

2 o [)!bk~ 6otlnt>l<~ 

4 4 

• ' • ' 0 0 

0 0 

0 0 

4 4 

0 (0) 0 (0) 

0 0 
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SECTION ill 

SEVERITYS~RYTABLE 
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PATHOLOGY ASSOCIATES, INC. 
THIRTEEN WEEK ORAL TOXICITY STUDY OF WR 238605 

WITH A THIRTEEN WEEK RECOVERY PERIOD IN DOGS 
TOXICOLOGY RESEARCH LABORATORY I STUDY NUMBER 097 

I Severity Summary Table 

I 
fiD rn m ~ v PAGE 28 

PROJECT 10. NO : TRL097 FATES: Terminal Sacrlf Ice 

~ICS: 14-27 SEX: MALE 

GROLP : 0. ()rbk 0. 1rrbk 2 . OrTt>k 6. [)rbk 0 .()rbk-R 0.1rbk.-R 2 . ()1t:>I<-R 6.()Tbk~ 

NU1IlER OF ANIMALS : 4 4 4 4 4 4 4 

I 5EV • 5EV ' 5EV ' 5EV ' 5EV ' 5EV 5EV ' sc:v 
BRAIN (FORE) I Ex 4 4 4 4 0 0 0 0 

THORACIC CORD I Ex 4 4 4 4 0 0 0 0 

I BRAIN (HID) I Ex 4 4 4 4 0 0 0 0 

I BRAIN (CEREBELLlJ'1) I Ex 4 4 4 4 0 0 0 0 

I 
PONS I Ex 4 4 4 4 0 0 0 0 

HEART I Ex 4 4 4 4 0 0 0 0 

·I 
AORTA I Ex 4 4 4 4 0 0 0 0 

I' TRACHEA 1 Ex 4 4 4 4 0 0 0 0 

I ESOPHAGUS 1 Ex 4 4 4 4 0 0 0 0 

I 
LUNG I Ex 4 4 4 4 4 4 4 4 

Alveolar protei nos is 0 0 2 0.50 4 2.50 0 0 0 0 

Infi l trate, macrophage 0 0 0 0 0.25 0 z 0.5 0 2 c. so 
Infl~ation, chronic 0 0 0 0 0 0 2 0.75 3 . . oo 

I 
Inflamnat ion, subacute 0.25 2 0.50 4 2.50 4 3 . 25 2 0.50 2 0.50 3 0. 75 4 1.25 

Pignent, hemosiderin 0 0 0 0 0 0 0. 2 5 0 

I 
KIDNEY, RIGHT I Ex 4 4 4 4 0 0 0 0 

Nephrocalcinosis 4 1. 00 3 0 . 75 4 1.00 2 0.50 0 0 0 0 

Renal tubule, casts, protein ic 0 0 0 . 25 0 0 0 0 

I 
" Sever i ty calculated by t he number of tissues exam ined . 

I 03-Sep-1993 

I 



PATHOLOGY ASSOCIATES, INC. 
THIRTEEN WEEK ORAL TOXICITY STUDY OF WR 238605 

WITH A THIRTEEN WEEK RECOVERY PERIOD IN DOGS 
TOXICOLOGY RESEARCH LABORATORY, STUDY NUMBER 097 

Severity Summary Table 

[ID [2 ili ~ v PACE. 29 

PRO...ECT ID. NO: TRL097 FATES: T~minal Sacrifice 

loED:S: 14-27 SEX: MALE 

GRCU': 0. Orrbl< 0.1mbk 2.0rrbl< 6.()1t)k 0 .()lt)k~ 0.1mbk~ 2.()1t)k~ 6.~~ 

NU18ER OF ANIMALS : 4 4 4 4 4 4 4 4 

I SEV I SEV I SEV I SEV I SEV I SEV I SEV I X'/ 

KIDNEY, LEFT t Ex 4 4 4 4 0 0 0 0 

I Nephr~lclnosis 3 0.75 2 0.50 4 1.00 2 0.50 0 0 0 0 

Nephrop.a t hy 0 1 0.25 0 0 0 0 0 0 

Renal tubule, casts, proteinic 0 0 0.25 0.50 0 0 0 0 

I sPLEEN I Ex 4 4 4 4 4 4 4 4 

Extramedullary hematopoiesis 0 0 0.25 2 0.50 0 0 0 0 

Pignent, hemos lder in 0 0.25 0.50 3 1. 00 2 0.75 0.25 0.25 2 : . 50 

Sideroflbrot lc plaq..e 0 1 0.25 0 0 0 0 0 0 

PANCREAS I Ex 4 4 4 4 0 0 0 0 

OUXJEI01 I Ex 4 4 4 4 0 0 0 0 

II 
LIVER I Ex 4 4 4 4 4 4 4 4 

Hepatocyte, necrosis 0 0 0 2 0.50 0 0 0 0 

Inflamaat ion, sub<tCUte 0 0.25 0.25 0.75 0 0 0 0 

~ff~ cell, hyperplasia 0 0 0.25 2 0.50 0 0 0 0 

~ff~ cell, hypertrophy 0 0 0.25 2 1. 00 0 0 0 0 

I 
Nodular hyperplasia 0 0.25 0 0 0 0 0 0 

Pignent, hemosiderin 0 0 2 0.75 1 0.75 0 0 0 .25 2 :.75 

I 
GALLBL.ADOER I Ex 4 4 4 4 0 0 0 0 

Infiltrate, cellular 0 0.50 0 0 0 0 0 0 

I 
ADRENAL CLAHO I Ex 4 4 4 4 0 0 0 0 

SALIVARY GL AND I Ex 4 4 4 4 0 0 0 0 

I 
I Ex LYMPH N(()€ , Sl.JSMANO I BUL AR 4 4 4 4 0 0 0 0 

I 20-Aug-1993 

I 
I 
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PATHOLOGY ASSOCIATES, INC. 
THIRTEEN WEEK ORAL TOXICITY STUDY OF WR 238605 

WITH A THIRTEEN WEEK RECOVERY PERIOD IN DOGS 
TOXICOLOGY RESEARCH LABORATORY, STUDY NUMBER 097 

I Severity Summary Table 

I 
[ID 00 & ~ _Tij PAGE 30 

PROJECT IOo NO : TRL097 FATES: T~minal Sacrific:@ 

lEEKS: 14-27 SEX: HALE 

I GRCLP: 0 0 ()Tt)k 001~ 2 0 ()Tt)k 6o0rrbk Oo()Tt)k~ Oo1~~ 2o0rrbk~ 6o(),t)ir.~ 

11U16ER OF AHIHA LS: 4 4 4 4 4 4 4 4 

I I SEV I SEV I SEV I SEV I SEV I SEV I SEV I SF/ 

.JE..L1Nll1 I Ex 4 4 4 4 0 0 0 0 

I COLON I Ex 4 4 4 4 0 0 0 0 

I TONSIL I Ex 4 4 4 4 0 0 0 0 

I IJ{ETER I Ex 4 4 4 4 0 0 0 0 

I 
ILELt1 I Ex 4 4 4 4 0 0 0 0 

L YI'PH N<DE , 1'£SENTERIC I Ex 4 4 4 4 0 0 0 0 

I TONGLE t Ex 4 4 4 4 0 0 0 0 

Gr- anu lana , fOr"eign body 0 1 Oo50 0 0 0 0 0 0 

I 
DIAPtiUGI1 I Ex 4 4 4 4 0 0 0 0 

I THY"-JS I Ex 4 4 4 4 4 4 4 4 

[)epl@t lon, l~t@ 0 0 0 3 1o 75 0 0 0 0 

I SKELETAL lt.JSCLE I Ex 4 4 4 4 0 0 0 0 

Inflamnation, subac:t.Jte 1 Oo25 0 0 0 0 0 0 0 

I THYROID GLAAO I Ex 3 4 4 4 0 0 0 0 

Infiltrate, cellular 0 1 Oo75 0 0 0 0 0 0 

I 
PARATHYROID GLAND I Ex 3 4 4 4 0 0 0 0 

I 20-Aug-1993 

I 
I 
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PATHOLOGY ASSOCIATES, INC. 
THIRTEEN WEEK ORAL TOXICITY STUDY OF WR 238605 

WITH A THIRTEEN WEEK RECOVERY PERIOD IN DOGS 
TOXICOLOGY RESEARCH LABORATORY, STUDY NUMBER 097 

I Severity summary Table 

I 
00 rn & ~ ~. 

PACE. 31 

~OJECT I D. HO: TRL097 FATES: TerWIInal Sacrifice 

I 
loEEKS: 14-27 SEX: HALE 

GROJP: o. ()rbk 0. 1rrbk 2. ()rbk 6 . ()rbl< O.Orrbl<~ o. 1rrbk~ 2 . ()ToOk~ 6.~~ 

IIU'1BER OF ANIMALS : 4 4 4 4 4 4 4 4 

I • SEV SEV • SEV • SEV • SEV • SEV • SEV • XV 
PITUITARY GLAND I E>< 4 4 4 4 0 0 0 0 

I CED.J1 I Ex 4 4 4 0 0 0 0 

I ST()o!ACH I Ex 4 4 4 4 0 0 0 0 

I l.R I NARY BLAtOER I Ex 4 4 3 4 0 0 0 0 

I 
TESTIS I E>< 4 4 4 4 0 0 0 0 

Germinal epi th, degeneration 0 0 1 0.50 0.50 0 0 0 0 

I EPIDIDYMIS I E>< 4 4 4 4 0 0 0 0 

Hyposperm i a 0 0 1 0.75 0 0 0 0 0 

I ~OSTATE I Ex 4 4 3 4 0 0 0 0 

Atrophy 0 0 0 0.50 0 0 0 0 

I tvJ'HAR Y GLANO I E>< 3 4 4 2 0 0 0 0 

I 
SKIN I Ex 4 4 4 3 0 0 0 0 

Foll i cle, inflanmation 1 0.25 0 0 0 0 0 0 0 

I 
SCIATIC NERVE I E>< 4 4 4 4 0 0 0 0 

EYE I Ex 4 4 4 4 0 0 0 0 

I 
OPTIC NERVE I E>< 4 4 4 4 0 0 0 0 

I 
* Severity calculated by the number of tissues e><am i ned. 

I 03-Sep- 1993 

I 
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PROJECT 10. NO: TRL097 

weEKS: 14-27 

GI.CXJP: 

Hl.J'IIlER OF AH I HALS : 

RIB 

BONE HAAROII 

Hypel'"cellulal'" 

COSTOCHONDRAL .AJNCT I ON 

PATHOLOGY ASSOCIATES, INC. 
THIRTEEN WEEK ORAL TOXICITY STUDY OF WR 238605 

WITH A THIRTEEN WEEK RECOVERY PERIOD IN DOGS 
TOXICOLOGY RESEARCH LABORATORY, STUDY NUMBER 097 

Severity Summary Table 

[]] 00 & ~ v FATES: Tel'"minal Sacl'" if Ice 

SEX: HALE 

0. Orrt>k. 0. 1nt>k 2.0nt>k 6.0rrt>k. 0 • Orrt>k. -R o. 1nt>k-R 

4 4 4 4 4 4 

I SEV • SEV • SEV I SEV I SEV I SEV 
f Ex 4 4 4 4 0 0 

I Ex 4 4 4 4 4 4 

0 1 0.25 1 0.25 4 1.00 0 0 

I Ex 4 4 4 4 0 0 

* Sevel'" ity calculated by the 1"11..11'bel'" of tissues exiW11ined. 

03-Sep-1993 

PAGE 32 

2 . Orrt>k. -R 6.0ntx~ 

4 4 

• SEV • SEV 
0 0 

4 4 

0 0 

0 0 
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PATHOLOGY ASSOCIATES, INC. 
THIRTEEN WEEK ORAL TOXICITY STUDY OF WR 238605 

WITH A THIRTEEN WEEK RECOVERY PERIOD IN DOGS 
TOXICOLOGY RESEARCH LABORATORY, STUDY NUMBER 097 

PROJECT 10. HO: TRL097 

lo£EICS: 14-27 

GRCl..P: 

HLt18ER OF MIHALS: 

BRAIN (FORE) 

THORACIC COW 

BRAIN (HID) 

BRAIN (CEREBELLL.t1) 

PONS 

HEART 

AORTA 

TRACHEA 

Infiltrate, cellular 

ESOPHAGUS 

LUNG 

Alveolar proteinosis 

Infiltrate, macrophage 

lnf lam~at ion, acute 
lnf lamnat ion, chronic 

lnf lamnat ion, subacute 
Pignent. hemos lder In 

KIDNEY, RIGHT 

Cortex . infiltrate, cellular 
Nephroca lcinosis 

Severity summary Table 

FATES: Terminal Sacrifice 

SEX: F'EHALE 

0 .[)rOle. 

4 

• 'XV 
I Ex 4 

I Ex 4 

I Ex 4 

I Ex 4 

I Ex 4 

I Ex 4 

I Ex 3 

I Ex 4 
0 

I Ex 4 

I Ex 4 

0 

0 

0 

0 

2 1.00 

0 

I Ex 4 

0 

3 0.75 

0 0 1rrbk. 

4 

• 'XV 
4 

4 

4 

4 

4 

4 

4 

4 

0 

0 

0 

0 

0.25 

4 1.25 

0 

4 

0.25 
3 0.75 

2.l)rblc. 

4 

• 'XV 
4 

4 

4 

4 

4 

4 

4 

4 

0.25 

4 

4 

4 1 .00 

0 

0 

0 

4 2.75 

0 

4 

0 

4 1.00 

6.l)rblc. 

4 

• SEll 
4 

4 

4 

4 

4 

4 

4 

4 

0 

4 

4 

4 2.00 

0 

0 

0 

4 2.25 

0 

4 

0 

0 .Orrbl<~ 

4 

• 'XV 

0 

0 

0 

0 

0 

0 

0 

0 

0 

0 

4 

0 

0 

0 

0.50 

3 0 0 75 

0 

0 

0 

0.1..-bl<~ 

4 

• SEll 

0 

0 

0 

0 

0 

0 

0 

0 

0 

0 

4 

0 

0 

0 

0 

0 

0.25 

0.25 

0.25 

4 1 .00 0 0 

03-Sep-1993 
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2 0 [)rOle. .oft 

4 

• 'XV 

0 

0 

0 

0 

0 

0 

0 

0 

0 

0 

4 

0 

0 

0.25 

2 o. 50 

4 1.00 

0 

0 

0 

0 

6.l)rblc.~ 

4 

• 'XV 

0 

0 

0 

0 

0 

0 

0 

0 

0 

0 

4 

2 0.50 

2 0.75 

0 

0 

4 1 .so 
0 . 50 

0 

0 

0 
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PATHOLOGY ASSOCIATES, INC. 
THIRTEEN WEEK ORAL TOXICITY STUDY OF WR 238605 

WITH A THIRTEEN WEEK RECOVERY PERIOD IN DOGS 
TOXICOLOGY RESEARCH LABORATORY, STUDY NUMBER 097 

Severity Summary Table 

PRO..ECT !Do NO: TRL097 

loeEKS: 14-27 

FATES: Terminal Sacrifice 

SEX: FEMALE 

GROUP: 
1U18ER OF AAIMALS: 

Oo Orrbk 

4 

I SEV 
Ren.al tlbule, casts, protelnlc 

Tubular epl th, vacuo, cytopl 

KIDNEY, LEFT I Ex 4 

0 

Oo25 

Oo25 

Cortex, hemorrhage 

Nephrocalcinosis 

Renal tubule, casts, proteinlc 

Tubular epl th, vacuo, cytopl 

2 0.50 

Oo25 

Oo25 

SPLEEN I Ex 4 

Capsule. scar 0 

Extrame<i.;llary hematopoiesis 0 

Pignent, 1-lenoslderin 0 

PANCREAS I Ex "4 

I Ex 4 

LIVER I Ex 4 
Hepatocy!e, vacuo, cytoplasm 0 

lnflammat ion, subacute 0 

Kupff~ cell, hyperplasia 0 

Kupffer cell, hypertrophy 

Pignent, henos ider In 

GALLBLAOOER 

ADRENAL GL.AK> 

0 

0 

I Ex 4 

II Ex 

Cortex, vacuolation, cytoplasm 

4 

0 

SALIVARY GLAND II Ex 4 

Infil tra:e, cellular 2 OoSO 

0 0 1rrt>k 

4 

I SEV 
0 

0 

4 

0 

4 1o00 

0 

0 

4 

0 

0 

0 

4 

0 

0 

0 

4 

4 

0 

4 

Oo25 

Oo25 

Oo25 

2 ollrrbk 

4 

I SEV 
0 

0 

4 

Oo50 

4 1o00 

0.25 

0 

4 

0 

Oo25 

3 1o00 

4 

0 

OoSO 

Oo25 

Oo50 

2 OoSO 

4 

4 

0 

4 

0.25 

* Seve-rIty calculated by the rurber of tIssues exaninedo 

6o()rbk 

4 

I SEV 
0 

0 

4 

0 

4 1o00 

2 0.50 

0 

4 

0 

3 1o25 

4 1o25 

4 

0 

4 1 o75 

0 

4 2o00 

4 2o25 

4 

4 

Oo25 

4 

Oo25 

Oollrrbk-R 

4 

I SEV 
0 

0 

0 

0 

0 

0 

0 

4 

0 

0 

0 

4 

0 

0 

0 

0 

0 

0 

0 

0 

0 

0 

Oo50 

Oo25 

03-Sep-1993 

0 0 lrrt>k-R 

4 

I SEV 
0 

0 

0 

0 

0 

0 

0 

4 

0 

0 

0 

0 

0 

4 

0 

0 

0 

0 

0 

0 

0 

0 

0 

0.50 
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4 

I SEV 
0 

0 

0 

0 

0 

0 

0 

4 

0 

0 

3 0 . 75 

0 

0 

4 

0 

0 

0 

0 

4 1o00 

0 

0 

0 

0 

c 

I <.E-1 
0 

0 

0 

0 

0 

0 

0 

4 

0 

0 

3 ° oOO 

0 

0 

4 

0 

0 

0 

:0 50 

3 1.25 

0 

0 

0 

0 

0 
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PATHOLOGY ASSOCIATES, INC. 
THIRTEEN WEEK ORAL TOXICITY STUDY OF WR 238605 

WITH A THIRTEEN WEEK RECOVERY PERIOD IN DOGS 
TOXICOLOGY RESEARCH LABORATORY I STUDY NUMBER 097 

I Severity summary Table 

I ill [2 [jJ ~ u PAGE 35 

PRO...ECT !Do NO : TRL097 FATES: Terminal Sacrifice 

I 
I.EEKS : 14-27 SE><: FB4ALE 

GRCl..P : 0 ollrrbk 0 0 1rrbk 2 0 Orrbk 6o()tt)k 0 0 ()tt)k-R Oo 1rrbk-R 2 0 ()ICir. -R 6o Ooobc -il 

N..J1BER OF ANIMALS: 4 4 4 4 4 4 4 4 

I • SEV • SEV • SEV • SEV • SEV • SEV SEV • SE:v 
l YI'FH NODE, SUBHANOI BULAR I Ex 4 4 4 4 0 0 0 0 

I ~plas l a 0 0 0 1 Oo50 0 0 0 0 

...E..u«..t1 I Ex 4 4 4 4 0 0 0 0 

I 
COLON I Ex 4 4 4 4 0 0 0 0 

I TONSIL 1 Ex 4 4 4 4 0 0 0 0 

I I..RETER I Ex 4 4 4 4 0 0 0 0 

I ILEl.t1 I Ex 4 4 4 4 0 0 0 0 

Inflamnation, acute 0 Oo50 0 0 0 0 0 0 

I LYMPH NODE, I'ESENTERIC I Ex 4 4 4 0 0 0 0 

TONQ.E I Ex 4 4 4 

I 
4 0 0 0 0 

DIAPtRAGH I Ex 4 4 4 0 0 0 0 

I THYI1JS I Ex 4 4 4 4 4 4 4 4 

DepletIon, l~te 0 0 1 Oo50 1 Oo25 0 0 0 0 

I SKELETAL KJSCLE I Ex 4 4 4 4 0 0 0 0 

I THYROID GLAM:l I Ex 4 4 4 4 0 0 0 0 

c-cell, hyperplasia 0 1 Oo25 0 0 0 0 0 0 

Foll icular cell, vacuo, cytop l 0 0 0 1 Oo50 0 0 0 0 

I Infiltrate , cellular 0 0 1 Oo25 0 0 0 0 0 

I 
20-Aug-1993 
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PATHOLOGY ASSOCIATES, INC. 
THIRTEEN WEEK ORAL TOXICITY STUDY OF WR 238605 

WITH A THIRTEEN WEEK RECOVERY PERIOD IN DOGS 
TOXICOLOGY RESEARCH LABORATORY, STUDY NUMBER 097 

I severity summary Table 

I [ill rn & ~ TI PAGE 36 

PRO...ECT IDo NO: TRL097 FATES: Terminal Sacrifice 

I.EEKS: 14-27 SEX: FEMALE 

I GRCl.P: 0 0 ()rblr. 0 0 1rrbk 2 0 ()Tt)l< 6o()rblr. Oo ()Tt)l<~ Oo1rrbk~ 2 0 ()Tt)l<~ 6 o llM>k~ 

NU1BER OF AHIMALS: 4 4 4 4 4 4 4 4 

I • S£1/ • S£1/ • S£1/ • S£1/ • S£1/ • S£1/ • SEll • SEll 

PARATHYROID GLAND I Ex 4 4 4 4 0 0 0 0 

I PITUITARY CLAN:l I Ex 4 4 4 3 0 0 0 0 

Chr-cmophobe, vacuo, cytoplasm 0 0 0 1 Oo33 0 0 0 0 

I 
CECL.M I Ex 4 4 4 0 0 0 0 

I STOMACH I Ex 4 4 4 4 0 0 0 0 

I lJUNARY BLADOER I Ex 4 4 4 4 0 0 0 0 

Inf i ltr a te, cellular 0 1 Oo25 0 0 0 0 0 0 

I OVARIES I Ex 4 4 4 4 0 0 0 0 

I lJTERUS I Ex 4 4 4 4 0 0 0 0 

Hemor-r-hage 0 0 1 Oo25 0 0 0 0 0 

I I'WflARY CLAN:l I Ex 2 4 2 4 0 0 0 0 

I 
SKIN I Ex 4 4 4 4 0 0 0 0 

SCIATIC NERVE I Ex 4 4 4 4 0 0 0 0 

I EYE I Ex 4 4 4 0 0 0 0 

I OPTIC NERVE I Ex 4 4 4 4 0 0 0 0 

I RIB I Ex 4 4 4 4 0 0 0 0 

I 
20-Aug-1993 
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PRO.ECT 10. NO : TRL097 

\oEEli:S : 14-27 

GROLP : 
NLKlER OF AHIHALS : 

BONE HARRO\ol 

lfypercellu Lar 

COSTOCHOI«lRAL JUNCTIOH 

PATHOLOGY ASSOCIATES, INC. 
THIRTEEN WEEK ORAL TOXICITY STUDY OF WR 238605 

WITH A THIRTEEN WEEK RECOVERY PERIOD IN DOGS 
TOXICOLOGY RESEARCH LABORATORY, STUDY NUMBER 097 

Severity Summary Table 

[ill rn ill FATES: Terminal Sacrlf lc@ 

SCX: FEKALE 

0. Orrbk 0. 111'bk 2.l)rbk 6.l)rbk O.Orrbk~ 0. 111t:>k~ 

4 4 4 4 4 4 

~ 

• SE:IJ I SEV I SEV I SEV I SEV I SEV 
I Ex 4 4 4 4 4 4 

0 0 4 1.00 4 1.00 0 0 

I Ex 4 4 4 4 0 0 

* Severity calculated by the n..mber of tIssues @xamined. 

2D-Aug--1993 

u PIO:. 37 

2. 0rrbk~ 6.0nt>k~ 

4 4 

I SEV I SE:IJ 
4 4 

0 0 

0 0 
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PATHOLOGY ASSOCIATES, INC. 
THIRTEEN WEEK ORAL TOXICITY STUDY OF WR 238605 

WITH A THIRTEEN WEEK RECOVERY PERIOD IN DOGS 
TOXICOLOGY RESEARCH LABORATORY, STUDY NUMBER 097 

Tabulated Animal Data 

AH!HAL 10 : 

BRAIN (F~) 

THCRACIC Cau> 

BRAIN (HID) 

BRAIN (CEREBELLU1) 

PONS 

~TA 

TRACHEA 

EsoPHAGUS 

Ll.JIG 

PROJECT ID: TRL097 

\oeEKS: 14-27 

Inf lamnat ion, subacute 

KIDIEY, RIGHT 

Nephrocalcinosis 

GROJP : 0 • ()rbk SEX: HALE 

FATES: Terminal Sacrifice 

7505 7520 7521 7533 

N 

N N N 

N 

20-Aug-1993 
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PATHOLOGY ASSOCIATES, INC. 
THIRTEEN WEEK ORAL TOXICITY STUDY OF WR 238605 

WITH A THIRTEEN WEEK RECOVERY PERIOD IN DOGS 
TOXICOLOGY RESEARCH LABORATORY, STUDY NUMBER 097 

I Tabulated Animal Data 

I moo ill ~ u PI>I:,C 40 

PROJECT 10: TRL097 GRCU>: 0. ()nt)k SEX: HALE 

I 
\lEEKS: 14-27 FATES: Ter-•lnal Sacrifice 

AHIHAL 10: 7505 7520 7521 7533 

I ICIOI£Y, LEFT N 

Neptv-oca l c I nos Is 

I sPLEEN N N N N 

I PANCREAS N N N N 

Ol(X)ENL.I1 N N N N 

I 
ll~ N N N N 

I GALLBLADDER N N N N 

I A.:JRENAL GLAND N N N N 

I SALIVARY GLAN> N N N N 

I 
L Y11PH NODE, Sl.llHANO I BULAR N N N N 

..E.A.H..t1 N N N N 

I COLOH N N N N 

I 
20-Aug-1993 
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PATHOLOGY ASSOCIATES, INC. 
THIRTEEN WEEK ORAL TOXICITY STUDY OF WR 238605 

WITH A THIRTEEN WEEK RECOVERY PERIOD IN DOGS 
TOXICOLOGY RESEARCH LABORATORY, STUDY NUMBER 097 

Tabulated Animal Data 

TONSIL 

lRETER 

ILElt1 

ANIMAL IO: 

PROJECT IO: TRL097 

loiEEKS: 14-27 

LYK'H NOOE, ~SENTERIC 

TONQ..E 

DIAPHRAGM 

THYf'l.JS 

SKELETAL I'USCLE 

Inflamnatlon, subacute 

THYROID GLAN> 

PARATHYROID GLAND 

PITUITARY (;LAN> 
Crani opharyngeal ci.Jct, cyst 

GROJ>: 0 • Orrbk SEX: HALE 

FATES: Terminal SacrlfiC@ 

7505 7520 7521 7533 

N N N N 

N N N N 

N N N N 

N N N N 

N N N N 

N N N N 

N N N N 

N N N 

N N u N 

N N u N 

N N N 

p 

20-Aug-1993 



I 
I 

PATHOLOGY ASSOCIATES, INC. 
THIRTEEN WEEK ORAL TOXICITY STUDY OF WR 238605 

WITH A THIRTEEN WEEK RECOVERY PERIOD IN DOGS 
TOXICOLOGY RESEARCH LABORATORY, STUDY NUMBER 097 

I Tabulated Animal Data 

I rnrn m ~ v PALE 42 

PROJECT ID: TRL097 GROUP: 0 0 Olrbk SEX: HALE 

IS:KS: 14-27 FATES : Ter•inal Sacrifice 

I 
ANIMAL ID: 7505 7520 7521 7533 

I CEC\..t4 N N N N 

I 
STI>IACH N N N N 

lJH NAA'I' Bl.ADOER N N N N 

I 
TESTIS N N N N 

I EPIDID'I'HIS N N N N 

I PROSTATE N N N N 

I 
HAI'I'IAA Y GLAND N N u 

SKIN N N N 

I 
Foll i cle, lnfl......atlon 

SCIATIC HERVE N N N N 

I 
EYE N N N N 

I OPTIC IERI/E N N N N 

I 2D-Aug-1993 
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I 
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RIB 

PATHOLOGY ASSOCIATES, INC. 
THIRTEEN WEEK ORAL TOXICITY STUDY OF WR 238605 

WITH A THIRTEEN WEEK RECOVERY PERIOD IN DOGS 
TOXICOLOGY RESEARCH LABORATORY, STUDY NUMBER 097 

AHIHAL 10: 

Tabulated Animal Data 

PRO.ECT 10: TRLD97 

~KS: 14-27 
GROl.f' : 0 • Orrbk SEX: HALE 

FATES: Tennlnal ~lfiC@ 

7505 7520 7521 7533 

20-Aug-1993 
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PATHOLOGY ASSOCIATES, INC. 
THIRTEEN WEEK ORAL TOXICITY STUDY OF WR 238605 

WITH A THIRTEEN WEEK RECOVERY PERIOD IN DOGS 
TOXICOLOGY RESEARCH LABORATORY, STUDY NUMBER 097 

Tabulated Animal Data 

ANIMAL ID: 

PROJECT ID: TRL097 
\lEEKS: 14-27 

OTHER TISSUES AND LESIONS: 

LN, MEDIASTINAL - Hyperplasia 

GRcu> : 0 .lln'bk SEX: HALE 
FATES: T~lnal Sacrifice 

7505 7520 7521 7533 

2 

2D-Aug-1993 
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PATHOLOGY ASSOCIATES, INC. 
THIRTEEN WEEK ORAL TOXICITY STUDY OF WR 238605 

WITH A THIRTEEN WEEK RECOVERY PERIOD IN DOGS 
TOXICOLOGY RESEARCH LABORATORY, STUDY NUMBER 097 

Tabulated Animal Data 

PRO..ECT ID : TRL097 
\oEEKS: 14-27 

ANIMAL 10: 

BRAIN (F~) 

THCRAC I C !DU> 

BRAIN (MID) 

BRAIN (CEREBELLLJ1) 

POHS 

IEAAT 

ACP.TA 

TRAO£A 

ESOPHAGUS 

LIM> 

lnf I .....at I on, subacute 

KIDNEY, RIGHT 
Nephrocalcinosis 

7503 

N 

N 

N 

N 

N 

N 

N 

N 

N 

GRCU>: o. 1rrbk SEX: HALE 

FATES: Terminal Sacr It Ice 

7517 7523 7528 

N "!. N 

N N N 

N N N 

N N N 

N N N 

N N N 

N N 

N N N 

N 

N 

N 

00 rn ffi ~ 

20-Aug-1993 
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PATHOLOGY ASSOCIATES, INC. 
THIRTEEN WEEK ORAL TOXICITY STUDY OF WR 238605 

WITH A THIRTEEN WEEK RECOVERY PERIOD IN DOGS 
TOXICOLOGY RESEARCH LABORATORY, STUDY NUMBER 097 

Tabulated Animal Data 

ANIMAL 10 : 

KIDNEY, LEFT 

NephrocalcInosIs 

Nephropathy 

SPLEEN 

PRO.£CT I D: TRL 097 

\leEKS: 14-27 

Plgnent, hemo5 lder-ln 

Slderoflbrotlc pl~ 

PANCREAS 

LIVER 

Inf 1.-.mat I on, subacute 

Nodular hyperplasia 

GAL LBLAOOER 

Infiltrate, oellular 

ADRENAL GLMO 

SALIVARY GLMO 

L YI4'H NOOE, SI..U1AAVIBULAR 

GROLJ>: 0. lnt>k SEX: MALE 

FATES: Ter-Minal Sacrlfl~ 

7503 7517 7523 7528 

N N 

N N 

N N N N 

N N N N 

N N 

N N N 

2 

N N N N 

N N N N 

N N N N 

2D-Aug-1993 
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PATHOLOGY ASSOCIATES, INC. 
THIRTEEN WEEK ORAL TOXICITY STUDY OF WR 238605 

WITH A THIRTEEN WEEK RECOVERY PERIOD IN DOGS 
TOXICOLOGY RESEARCH LABORATORY, STUDY NUMBER 097 

I Tabulated Animal Data 

I woo [fj ~ I] PK£. 47 

PROJECT IO: TRL097 GROUP: 0. 1ri:>k SEX: HALE 

I 
\oEEJCS: 14- 27 FATES: Ter-inal Sacrifice 

ANIMAL ID: 7503 7517 7523 7528 

I .JE..AJNLI'1 N N N N 

I COLON N N N N 

TONSIL N N N N 

I 
LRETER N N N N 

I ILBJ1 N N N N 

I lYMPH HOC€, I'ESENTER I C N N N N 

I TONGI.E N N N 

Grai"Liloma, foreign body 2 

I DI.APHRAGM N N N N 

I 
THYI'US N N N N 

SJCELET AL I'USCLE N N N N 

I THYROID GLAI«> N H N 

Infiltrate, cellular 3 

I 
20-Aug-1993 
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PATHOLOGY ASSOCIATES, INC. 
THIRTEEN WEEK ORAL TOXICITY STUDY OF WR 238605 

WITH A THIRTEEN WEEK RECOVERY PERIOD IN DOGS 
TOXICOLOGY RESEARCH LABORATORY, STUDY NUMBER 097 

I Tabulated Animal Data 

I [ID 00 ill ~ u PAGE 48 

PRO.£CT ID: TRL097 GRCLP: 0. llllbk SEX: HALE 

I 
loEEKS: 14-27 FATES: T~lnal Sacrifice 

AHIHAL 10: 7503 7517 7523 7528 

1- PARATHYROID GLAND N N N N 

I PITUITARY GLAK> N N N N 

CECI.I1 N N N N 

I 
STCJoiACH N N N N 

I URINARY BLAOOER N N N N 

I TESTIS N N N N 

I EPIDIDYMIS N N N N 

PROSTATE N N N N 

I 
fo~A/o91AAY GlAND N N N N 

I SkiN N N N N 

I SCIATIC NERVE N N N N 

I EYE N N N N 

I 20-Aug-1993 
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PATHOLOGY ASSOCIATES, INC. 
THIRTEEN WEEK ORAL TOXICITY STUDY OF WR 238605 

WITH A THIRTEEN WEEK RECOVERY PERIOD IN DOGS 
TOXICOLOGY RESEARCH LABORATORY, STUDY NUMBER 097 

Tabulated Animal Data 

AHIHAL ID : 

OPTIC IERVE 

RIB 

BONE HARROJ 

~cellular 

PRO..ECT I 0: TRL097 

\oEEKS : 14-27 

COSTOCHOHORAL JUNCTION 

GRa..F: 0.1mbk SEX : HALE 
FATES: Terminal Sacrifice 

7503 7517 7523 7528 

N N N N 

N N N N 

N N N 

N N N 

20-Aug-1993 
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PATHOLOGY ASSOCIATES, INC. 
THIRTEEN WEEK ORAL TOXICITY STUDY OF WR 238605 

WITH A THIRTEEN WEEK RECOVERY. PERIOD IN DOGS 
TOXICOLOGY RESEARCH LABORATORY, STUDY NUMBER 097 

Tabulated Animal Data 

PROJECT 10: TRL097 

~ICS: 14-27 

I.NIMAL 10: 

BRAIN (FORE) 

THORACIC CORD 

BRAIN (HID) 

BRA! N (CEREBELLLJ1) 

PONS 

~-£ART 

AORTA 

TRACIEA 

ESOPHAGUS 

LUNG 

Alveolar protelnosis 
Inflanmat ion, subacute 

KIDNEY, RIGHT 

Nephrocalcinosis 
Renal tubule, casts, proteinic 

7502 

N 

N 

N 

N 

N 

N 

N 

N 

N 

3 

riD [2 GRCU>: 2 • ()Tt)k SEX: HALE 
FATES: Terminal Sacrifice 

7506 7514 7576 

N N N 

N N N 

N N N 

N N N 

N N N 

N N N 

N N N 

N N N 

N N N 

3 3 

03-Sep-1993 
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I PATHOLOGY ASSOCIATES, INC. 

THIRTEEN WEEK ORAL TOXICITY STUDY OF WR 238605 
WITH A THIRTEEN WEEK RECOVERY PERIOD IN DOGS 

TOXICOLOGY RESEARCH LABORATORY, STUDY NUMBER 097 

I 
Tabulated Animal Data 

I 
[ill rn ill ~ CJ7 PAGE 51 

PRO..ECT 10: TRL097 GROLP: 2. ()rrbj( SEX: MALE II 
I 

W£EKS: 14-27 FATES: Terminal Sacrifice LJ 

ANIMAL 10: 7502 7506 7514 7576 

I KIOHEY, LEFT 

Nephrocalcinosis 

I 
Renal tubule, casts, protelnlc 

sPLEEN N N 

I 
Extramedullary hematopoiesis 

Pignent, hemos lder" In 2 

I 
PANCREAS N N N N 

Dl.COEI01 N N N N 

I 
LIVER N 

lnf l......at ion, subacute 

I Kupffer cell, hyperplasia 

Kupffer cell, hypert r ophy 

Pignent, hemos lder in 2 

I GALLBLAOOER N N N N 

I ADRENAL GL.AHO N N N N 

I SALIVARY GLAICl N N N N 

L Yf"PH NOOE, SUBHAHO I BULAA N N N N 

I 
I 
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I PATHOLOGY ASSOCIATES, INC. 

THIRTEEN WEEK ORAL TOXICITY STUDY OF WR 238605 
WITH A THIRTEEN WEEK RECOVERY PERIOD IN DOGS 

I 
TOXICOLOGY RESEARCH LABORATORY, 

Tabulated Animal Data 

STUDY NUMBER 097 

I 
rnw 

PAGE. 52 

PRO~CT ID: TRL097 GRCU>: 2. OrTt>i< SEX: HALE & ~ ~ I 
\leEKS: 14-27 FATES: TerMinal Sacr If lee 

AHIHAL IO: 7502 7506 7514 7576 

I ~.A.JN..J1 N N N N 

I COLON N N N N 

I 
TONSIL N N N N 

~ER N N N N 

I ILEL.t1 N N N N 

I LYMPH N00E, "£SENTER I C N N N N 

I TONGI..E N N N 

I 
DI~AGM N N N N 

THYKJS N N N N 

I SICELET AL KJSCLE N N N N 

I THYROID GLAHO N N N N 

I PARATHYROID GLAND N N N 

I 20-Aug-1993 

I 
I 
I 
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I PATHOLOGY ASSOCIATES, INC. 

THIRTEEN WEEK ORAL TOXICITY STUDY OF WR 238605 
WITH A THIRTEEN WEEK RECOVERY PERIOD IN DOGS 

TOXICOLOGY RESEARCH LABORATORY, STUDY NUMBER 097 

I 
Tabulated Animal Data 

I 
rwrnm 

PAGE 53 

PROJECT ID: TRL097 GROl.f' : 2 • Qlblr. SEX: HALE ~ rr I 
~KS : 14-27 FATES: Ter•inal Sacrifice 

ANIMAL ID : 7502 7506 7514 7576 

I PITUITARY GLAN> -N N N N 

I CEQ.J1 N N N N 

STCI'IACH N N N N 

I 
l.R I NAAY BLAOOER u N N N 

I TESTIS N N N 

Germinal eplth, c:legener a t I on 2 

I 
EPIDIDYMIS N N N 

Hyposperm I a 3 

I 
PROST ATE u N N N 

I MAMMARY GLAN> N N N N 

I SKIN N N N N 

I 
SCIATIC NERVE N N N N 

EYE N N N N 

I 
I 

20-Aug-1993 
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PATHOLOGY ASSOCIATES, INC. 
THIRTEEN WEEK ORAL TOXICITY STUDY OF WR 238605 

WITH A THIRTEEN WEEK RECOVERY PERIOD IN DOGS 
TOXICOLOGY RESEARCH LABORATORY, STUDY NUMBER 097 

Tabulated Animal Data 

AHIMAL 10: 

OPTIC N:RVE 

RIB 

BOfE HAAAC7J 

~rcellular 

PRO...ECT 10: TRL097 

~KS: 14-27 

COSTOCHONDRAL J.JNCT I ON 

7502 

N 

N 

N 

N 

GRouP : 2 • Orrbk SEX: MALE 

FATES: Ter~inal Sacrifice 

7506 7514 7576 

N N N 

N N N 

N N 

N N N 

03-Sep-1993 
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PATHOLOGY ASSOCIATES, INC. 
THIRTEEN WEEK ORAL TOXICITY STUDY OF WR 238605 

WITH A THIRTEEN WEEK RECOVERY PERIOD IN DOGS 
TOXICOLOGY RESEARCH LABORATORY, STUDY NUMBER 097 

Tabulated Animal Data 

AHIKAL 10 : 

PRO..ECT 10: TRL097 

loEEKS: 14-27 

OTHER TISSUES AND LESIONS : 

LN , f'£DIASTINAL - ~plasla 

GRCU> : 2 • Orrt:>k. SEX: KALE 

FATES: Tenninal Sacrifice 

7502 7506 7514 7576 

2 

2D-Aug-1993 
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PATHOLOGY ASSOCIATES, INC. 
THIRTEEN WEEK ORAL TOXICITY STUDY OF WR 238605 

WITH A THIRTEEN WEEK RECOVERY PERIOD IN DOGS 
TOXICOLOGY RESEARCH LABORATORY, STUDY NUMBER 097 

Tabulated Animal Data 

PROJECT 10: TRL097 
\lEEKS: 14-27 

ANIMAL 10: 

BRAIN (FORE) 

THORACIC CORD 

BRAIN (MID) 

BRAIN (CEREBELLI..t1) 

PONS 

HEART 

AORTA 

TRACHEA 

ESOPHAGUS 

LUNG 

Alveolar protelnosls 
lnfl...-mat ion, sl.bacute 

KIDNEY, RIGHT 

Nephrocalcinosis 

7508 

N 

N 

N 

N 

N 

N 

N 

N 

N 

2 

3 

N 

GROI..P: 
FATES: 

7509 

N 

N 

N 

N 

N 

N 

N 

N 

N 

3 

3 

N 

6.()rbk SEX : MALE 
Terminal SacrIfIce 

ill] 00 
7518 

N 

N 

N 

N 

N 

N 

N 

N 

N 

2 

3 

7524 

N 

N 

N 

N 

N 

N 

N 

N 

N 

3 

4 

03-Sep-1 993 
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PATHOLOGY ASSOCIATES, INC. 
THIRTEEN WEEK ORAL TOXICITY STUDY OF WR 238605 

WITH A THIRTEEN WEEK RECOVERY PERIOD IN DOGS 
TOXICOLOGY RESEARCH LABORATORY, STUDY NUMBER 097 

Tabulated Animal Data 

ANIH.l.L 10: 

KIDIEY, LEFT 

Nephrocalcinosis 

PRO...ECT 10: TRL097 
\oeEXS : 14-27 

Renal tubule, easts, proteinlc 

SPLEEN 

ExtramedUll•ry hematopoiesis 
Pignent, helnos lder In 

PAHCREAS 

LillER 

Hepatocyte, necrosis 

I nflamnat ion, subacute 
Kupffer cell, hyperplasia 
Kupffer cell, hypertrophy 

Pignent, hemosiderin 

GALL 8LAOOER 

AMENAL GLAN> 

SAL! V AA Y GLAN> 

L YM'H N00E:, Sl.JBHAN) I BULAA 

7508 

N 

N 

N 

N 

N 

N 

N 

GRCl..P: 6. Ont>k SEX: HALE 
FATES: TerWIInal s.cr If Ice 

7509 

1 
2 

N 

N 

N 

3 

3 

3 

N 

N 

N 

N 

7518 7524 

N 

2 

N N 

N N 

N N 

N N 

N N 

N N 

20- Aug-1993 
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I PATHOLOGY ASSOCIATES, INC. 

THIRTEEN WEEK ORAL TOXICITY STUDY OF WR 238605 
WITH A THIRTEEN WEEK RECOVERY PERIOD IN DOGS 

TOXICOLOGY RESEARCH LABORATORY, STUDY NUMBER 097 

I 
Tabulated Animal Data 

I 
®Will ~ u PALE S8 

PRO..£CT IO: TRL097 GROUP: 6. Orrbll SEX: HALE 

I 
..:EKS: 14-27 FATES: Tennlnal Sacrifice 

AHIHAL ID: 7508 7509 7518 7524 

I ..£..JUNl..t1 N N N N 

I COLON N N N 

I 
TONSIL N N N N 

l.RETER N N N N 

I I lEI..t1 N N N N 

I L YHPti NOOE, I'ESENTER I C N N N N 

I TONQ.E N N N N 

I 
DIAPHRAGM N N N N 

THYK.IS N 

I 
Oeplet ion, l~te 2 3 2 

SKELETAL l't.ISCLE N N N N 

I THYROID GLAND N N N N 

I 
2Q-Aug-1993 
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PATHOLOGY ASSOCIATES, INC. 
THIRTEEN WEEK ORAL TOXICITY STUDY OF WR 238605 

WITH A THIRTEEN WEE K RECOVERY PERIOD IN DOGS 
TOXICOLOGY RESEARCH LABORATORY, STUDY NUMBER 097 

Tabul ated Animal Dat a 

[ID 00 m PROJECT IO: TRL097 GROUP: 6.0orbk SEX : MALE 

WEEKS: 14-27 FATES: Terminal Sacrifice 

ANIMAL IO : 7508 7509 7518 7524 

PARATHYROID GLAND N N N N 

PITUITARY GLAND N N N 

Craniopharyngeal duct, cyst p 

CEa.t1 N N N N 

ST01ACH N N N N 

LJHNAAY 8LAOOER N N N N 

TESTIS N N N 

Germinal epl th, degeneration 2 

EPIDIDYMIS N N N N 

PROSTATE N N N 

Atrophy 2 

I'W'I'IAAY GLAND N u N u 

SIC IN N u N N 

SCIATIC NERVE N N N N 

03-Sep-1993 
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PATHOLOGY ASSOCIATES, INC. 
THIRTEEN WEEK ORAL TOXICITY STUDY OF WR 238605 

WITH A THIRTEEN WEEK RECOVERY PERIOD IN DOGS 
TOXICOLOGY RESEARCH LABORATORY, STUDY NUMBER 097 

Tabulated Animal Data 

AHIHAL 10: 

EYE 

OPTIC IERVE 

RIB 

BONE HARRC'N 

Hypercellular 

PROJECT 10: TRL097 

~S: 14-27 

COST()CH()M)RAL JUNCTION 

GROUP: 6. l)rbk SEX: HALE 

FATES: Terminal S«:rlflce 

7508 7509 7518 7524 

N N N 

N N N N 

N N N N 

N N N N 

20-Aug-1993 
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PATHOLOGY ASSOCIATES, INC. 
THIRTEEN WEEK ORAL TOXICITY STUDY OF WR 238605 

WITH A THIRTEEN WEEK RECOVERY PERIOD IN DOGS 
TOXICOLOGY RESEARCH LABORATORY, STUDY NUMBER 097 

Tabulated Animal Data 

fiD [2 {jJ PROJECT 10 : TRL097 GROJ>: 0 • 1nbk -ft SE)(: I'V.LE 
\.1:EICS: 14-27 FATES: Terminal Sacrifice 

ANIHAL ID : 7512 7515 7531 7532 

L~ N N 
Infiltrate, macrophage 
Inf lamnat ion, S<Jbacute 

SPLEEN N N 
Plgnent, '-'os I der In 2 

LillER N N N N 

THYI1.JS N N N N 

BONE I'V.RRQ\1 N N N N 

20-~1993 
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PATHOLOGY ASSOCIATES, INC. 
THIRTEEN WEEK ORAL TOXICITY STUDY OF WR 238605 

WITH A THIRTEEN WEEK RECOVERY PERIOD IN DOGS 
TOXICOLOGY RESEARCH LABORATORY, STUDY NUMBER 097 

Tabulated Animal Data 

GROJP: 0.111'1bk~ SEX: HALE PRO...ECT 10: TRL097 

loEEJ(S: 14-27 FATES : Tennlnal Sacrifice 

ANIMAL 10 : 7519 7527 7529 7536 

Ll.NG N N 

lnflannat lon, sl.baa.Jte 

SPLEEN N N N 

P ignent, hemosl~in 

LillER N N N N 

THYMJS N N N N 

BONE HAARCPJ N N N N 

20-Aug-1993 
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PATHOLOGY ASSOCIATES, INC. 
THIRTEEN WEEK ORAL TOXICITY STUDY OF WR 238605 

WITH A THIRTEEN WEEK RECOVERY PERIOD IN DOGS 
TOXICOLOGY RESEARCH LABORATORY, STUDY NUMBER 097 

Tabulated Animal Data 

AHH1AL ID: 

LLJjG 

PROJECT ID: TRL097 

\lEEKS: 14-27 

Infiltrate, .acrophage 
lnflamnatlon, chronic 

Inf larrmat ton, Slbac:ute 

Pignent, henoos Icier In 

sPLEEN 

Pigment, henooslderln 

LIVER 

Plgnent, hemosiderin 

THYI1JS 

GRCl.P : 2 • Orrbk -R SEX: HALE 

FATES: Ter-minal SacrIfIce 

7510 7516 7522 7538 

2 

20-Aug-1993 
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PATHOLOGY ASSOCIATES, INC. 
THIRTEEN WEEK ORAL TOXICITY STUDY OF WR 238605 

WITH A THIRTEEN WEEK RECOVERY PERIOD IN DOGS 
TOXICOLOGY RESEARCH LABORATORY, STUDY NUMBER 097 

Tabulated Animal Data 

AHIHAL 10: 

LLtiG 

PROJECT 10 : TRL097 

\oe:EKS: 14-27 

Infiltrate, macrophage 

Inf lanmat I on, chronic 

Inf lanmat ion, Sl.bacute 

SPLEEN 

Plgnent, hemosiderin 

LIVER 

Plgnent, hemosider in 

THYI'US 

SEX: MALE 

FATES: Terminal Sacrifice 

7507 7511 7530 7535 

2 

N 

N 

1 

2 

N 

2 

H 

N 

N 

N 

N 
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PATHOLOGY ASSOCIATES, INC. 
THIRTEEN WEEK ORAL TOXICITY STUDY OF WR 238605 

WITH A THIRTEEN WEEK RECOVERY PERIOD IN DOGS 
TOXICOLOGY RESEARCH LABORATORY, STUDY NUMBER 097 

Tabulated Animal Data 

riD OJ ill PROJECT 10 : TRLD97 GRClJ> : 0. Orrblr. SEX: FEMALE 

\leEKS: 14-27 FATES : T~inal Sacrifice 

"-HI MAL 10 : 7542 7555 7558 7573 

BRAIN (FORE) N N N N 

THORACIC CORD N N N N 

BRAIN (MID) N N N N 

BRA! N ( CEREBELLI.J1) N N N N 

PONS N N N N 

HEART N N N N 

AOHA u N N N 

TRACI£A N N N N 

ESOPHAGUS N N N N 

Ll.toiG N N 

lnflanmat lon, subacute 3 

KIDNEY, RIGHT 

Nephroca l c I nos Is 

Renal tubule, casts, proteinic 

Tubular epl th, vacuo, cytopl 

20-Aug-1993 
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PATHOLOGY ASSOCIATES, INC. 
THIRTEEN WEEK ORAL TOXICITY STUDY OF WR 238605 

WITH A THIRTEEN WEEK RECOVERY PERIOD IN DOGS 
TOXICOLOGY RESEARCH LABORATORY, STUDY NUMBER 097 

Tabulated Animal Data 

ANIMAL ID : 

KIOhEY, LEFT 

Nephr-ocalcinosis 

PROJECT 10 : TRL097 

WEEKS: 14-27 

R~l tubule, casts, protelnlc 
Tubular- eplth, vacuo, cytopl 

SPLEEN 

PANCREAS 

LIVER 

GALLBLADDER 

ADRENAL GLAND 

SALIVARY GLAND 
Infiltr-ate, cellular-

L YHPH NOOE, SUlHANO I BULAA 

GROJ>: 0 • Orrbk SEX : FEMALE 

FATES: Tenninal Sacr-1 f Ice 

7542 7555 7558 7573 

N 

N N N N 

N N N N 

N N N N 

N N N N 

N N N N 

N N N N • 

N N 

N N N N 

N N N N 
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PATHOLOGY ASSOCIATES, INC. 
THIRTEEN WEEK ORAL TOXICITY STUDY OF WR 238605 

WITH A THIRTEEN WEEK RECOVERY PERIOD IN DOGS 
TOXICOLOGY RESEARCH LABORATORY, STUDY NUMBER 097 

Tabulated Animal Data 

ill) 00 ill ~ v PID:. 67 

PROJECT ID: TRL097 GROUP: 0 .Drnbk SEX: Fa4ALE 

WEEKS: 14-27 FATES: Tennlnal Sacrifice 

ANIMAL ID : 7542 7555 7558 7573 

COLOH N N N N 

TONSIL N N N N 

I.I!ETER N N N N 

I LEU4 N N N N 

l YI'I'H NOOE, !'£SENTER I C H N N H 

TONGI..E N N N N 

DI APHRAGM N N N N 

THYI'US N N N 

SICELET Al I'USCLE N N N N 

THYROID GLMO H H H H 

PARATHYROID GLAND N N N N 

20-Aug-1993 
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PATHOLOGY ASSOCIATES, INC. 
THIRTEEN WEEK ORAL TOXICITY STUDY OF WR 238605 

WITH A THIRTEEN WEEK RECOVERY PERIOD IN DOGS 
TOXICOLOGY RESEARCH LABORATORY, STUDY NUMBER 097 

Tabulated Animal Data 

ANIMAL 10: 

~O.JECT 10: TRL097 

~ICS: 14-27 

PITUITARY GLIJ() 

Craniopharyngeal dJct, cyst 

CECt.t1 

STC»W:H 

IJH NARY BLADDER 

OVARIES 

UTERUS 

I"'AA''1AA Y GLAND 

SIC IN 

SCIATIC NERVE 

EYE 

OPTIC NERVE 

7S42 

N 

N 

tnl w GRCl..f> : 0 • Dmbk. SEX : FEHALE w FATES: T~lnal SacrIfIce 

7555 7558 7573 

Ill 
p p 

N N N 

N 

u u 

20-.A.ug-1993 
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PATHOLOGY ASSOCIATES, INC. 
THIRTEEN WEEK ORAL TOXICITY STUDY OF WR 238605 

WITH A THIRTEEN WEEK RECOVERY PERIOD IN DOGS 
TOXICOLOGY RESEARCH LABORATORY, STUDY NUMBER 097 

AHIHAL 10: 

Tabulated Animal Data 

PROJECT 10 : TRL097 

\lEEKS: 14-27 
GRa.P : 0 • Orrblt SEX: FEMALE 

FATES: Terminal Sacrifice 

7542 7555 7558 7573 

N N N N 

N N N N 

COSTOCHONDRAL ..uNCTION N N N N 

20-Aug-1993 
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PATHOLOGY ASSOCIATES, INC. 
THIRTEEN WEEK ORAL TOXICITY STUDY OF WR 238605 

WITH A THIRTEEN WEEK RECOVERY PERIOD IN DOGS 
TOXICOLOGY RESEARCH LABORATORY, STUDY NUMBER 097 

Tabulated Animal Data 

[ill w ill I'Ro..ECT IO: TRL097 GRcu>: 0. 1111bk SEX: FEJ1ALE 
\oEE)($: 14-27 FATES: Tenainal SacrIfIce 

ANIMAL 10: 7550 7560 7567 7569 

BRAIN (FCJU:) N N N N 

THOR.AC I C COW N N N N 

BRAIN (MID) N N N N 

BRAIN (CEREBELLt..t1) N N N N 

PONS N N N N 

I£AAT N N N N 

AORTA N N N N 

TRAOEA N N N 

Infiltrate, cellular 

ESOPHAGUS N N N N 

LUNG 

Inf lamnat I on, sl.baa.Jte 2 

20-Aug-1993 
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I 
I PATHOLOGY ASSOCIATES, INC. 

THIRTEEN WEEK ORAL TOXICITY STUDY OF WR 238605 
WITH A THIRTEEN WEEK RECOVERY PERIOD IN DOGS 

I 
TOXICOLOGY RESEARCH LABORATORY, STUDY NUMBER 097 

Tabulated Animal Data 

w m ffi ~ lf 
PAGE 71 

PRO..ECT 10: TRL097 GROI.J>: 0. 1111bk SEX: FE>4AL.E 

\oeEKS : 14-27 FATES: Ten~~lnal s.<:rltlce 

I 
I 

ANIMAL 10: 7550 7560 7567 7569 

I KIDNEY, RIGHT N 

Corte11, InfiLtrate, cellular 

I 
Nephrocalcinosis 

KIDNEY, LEFT 

I 
Nephrocalcinosis 

SPLEEN N N N N 

I 
PANCREAS N N N N 

I OLXDENll1 N N N N 

LI\IIOR N N N 

Kupffer cell, hyperplasia I 
Pigment, hemosiderin 

I GALLBLAOOER N N N N 

I ADRENAL GLANO N N N N 

SALIVARY GLAND N N N 

Infiltrate, cellular I 
I LYMPH NOOE, SUBHAK> I BULAR N N N N 

I 20-Aug-1 993 

I 
I 
I 



I 
I 
I 
I 
I 
I 
I 
I 
I 
I 
I 
I 
I 
I 
I 
I 
I 
I 
I 

PATHOLOGY ASSOCIATES, INC. 
THIRTEEN WEEK ORAL TOXICITY STUDY OF WR 238605 

WITH A THIRTEEN WEEK RECOVERY PERIOD IN DOGS 
TOXICOLOGY RESEARCH LABORATORY, STUDY NUMBER 097 

Tabulated Animal Data 

[ID w ill PJ!O.ECT ID: TRL097 GR(U>: 0. 1ftt)lt SEX: FEMALE 

\l:EKS: 14-27 FATES: lenni na l Sacr If I c:e 

AHIMAL ID: 7550 7560 7567 7569 

.E.uo1 N N N N 

COlON N N N N 

TONSIL N N N N 

~ER. N N N N 

IL..ELH N N N 

Infl......at ion, aa.Jte 2 

l YK'H NCOE, "£SENTER I C N N N N 

TOHGl.E N N N N 

OI~AGI'I N N N N 

THYI'US N N N N 

SICELET Al I'USCLE N N N N 

THYROID GLANJ N N N 

c-cetl, hyperplasia 

20-Aug-1993 
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I 
I PATHOLOGY ASSOCIATES, INC. 

THIRTEEN WEEK ORAL TOXICITY STUDY OF WR 238605 
WITH A THIRTEEN WEEK RECOVERY PERIOD IN DOGS 

I 
TOXICOLOGY RESEARCH LABORATORY I STUDY NUMBER 097 

Tabulated Animal Data 

rnJ [ill & ~ v PAGE 73 

PRO..ECT 10: TRL097 GROJP: 0. 111bk SEX : FEMALE 

loiEEXS: 14-27 FATES: T-lnal S.Crlfloe 

I 
I 

AHIHAL 10: 7550 7560 7567 7569 

I PARATHYROID GLAND N N N N 

PITUITARY GLAI«> N N 

Craniopharyngeal duct, cyst p p I 
I CEOJ4 N N 

I 
ST()o!ACH N 

~I NAAY BLADOER N N N 

I Infiltrate, cellular 

OVARIES N N N 

I 
UTERUS N N N N 

I IW'MARY GLAI«l N 

I SKIN N N N 

I SCIATIC NERVE N N N N 

EYE N N N N 

I 
I 

2Q-Aug-1993 
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PATHOLOGY ASSOCIATES, INC. 
THIRTEEN WEEK ORAL TOXICITY STUDY OF WR 238605 

WITH A THIRTEEN WEEK RECOVERY PERIOD IN DOGS 
TOXICOLOGY RESEARCH LABORATORY, STUDY NUMBER 097 

Tabulated Animal Data 

GRCl..P : 0 • 111'bk SEX: FEMALE PROJECT ID : TRL097 

\oEBCS: 14-27 FATES : Tennlnal SacrIfIce 

ANIMAL ID: 7550 7560 7567 7569 

oPTIC IER.VE N N N N 

RIB N N N N 

N N N N 

COSTOCHONORAL JJNCT I ON N N N N 

20- Aug-1993 
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PATHOLOGY ASSOCIATES, INC. 
THIRTEEN WEEK ORAL TOXICITY STUDY OF WR 238605 

WITH A THIRTEEN WEEK RECOVERY PERIOD IN DOGS 
TOXICOLOGY RESEARCH LABORATORY, STUDY NUMBER 097 

Tabulated Animal Data 

PROJECT ID: TRL097 

loEEICS: 1~-27 

ANIMAL ID : 

BRAIN (FCRE) 

TH«:RACIC CaiD 

!!RAIN (MID) 

BRAIN (CEREBELLL.t1) 

PONS 

I£ART 

AORTA 

TJU.Ct£A 

Infiltrate, cellular 

ESOPHAGUS 

LUNG 

Alveolar proteinosis 
Inf lanmat I on, subacute 

ICIDHEY, RIGHT 

Nephrocalcinosis 

7556 

N 

N 

N 

N 

N 

N 

N 

N 

N 

3 

GR.CU': 
FATES: 

7564 

N 

N 

N 

N 

N 

N 

N 

N 

N 

1 

2 

2. ()rbk 

Terminal 

7572 

"11 

N 

N 

N 

N 

N 

N 

N 

N 

3 

w SCX: FEJ1ALE 

~If Ice 

7574 

H 

N 

N 

N 

N 

N 

N 

N 

3 

03-Sep-1993 
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PATHOLOGY ASSOCIATES, INC. 
THIRTEEN WEEK ORAL TOXICITY STUDY OF WR 238605 

WITH A THIRTEEN WEEK RECOVERY PERIOD IN DOGS 
TOXICOLOGY RESEARCH LABORATORY, STUDY NUMBER 097 

Tabulated Animal Data 

ANIMAL 10: 

ICIDI£Y, LEFT 

Cortex, hemorrhage 
Nephrocalcinosis 

PRO..ECT 10: TRL097 

\oEEICS: 14-27 

Renal tubule, casts, proteinlc 

SPLEEN 
Extramedullary hematopoiesis 
Plgnent, hemosiderin 

PANCREAS 

LIVER 

lnflamnat ion, subacute 

Kupffer cell, hyperplasia 

Kupffer cell, hypertrophy 
Pi~t, hemosiderin 

GALLBLADDER 

ADRENAL GLAND 

Cortex, cyst 

SALIVARY GLAND 

InfiLtrate, cellular 

GRClJP: 2.~ SD<: FEMALE 

FATES: Tennlnal Sacrifice 

7556 7564 7572 7574 

2 

N 

2 

N N N N 

N N N N 

N N 

2 

2 

N N N N 

N N N 

p 

N N N 
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PATHOLOGY ASSOCIATES, INC. 
THIRTEEN WEEK ORAL TOXICITY STUDY OF WR 238605 

WITH A THIRTEEN WEEK RECOVERY PERIOD IN DOGS 
TOXICOLOGY RESEARCH LABORATORY, STUDY NUMBER 097 

ANIMAL 10: 

Tabula t e d Animal Data 

PROJECT 10: TRL097 

\lEEKS: 14-27 

7556 

GROl.P: 2.~ SE><: FEHALE 

FATES: Terminal Sacrifice 

7564 7572 7574 

L YHPH NQgE , Sl.J(lt1MI) I BULAA N N N N 

N N N N 

COlON N N N N 

TONSIL N N N N 

N N N N 

l LEt.H N N N N 

L~H NOOE, I£5ENTERIC N N N N 

TONGLE N N N N 

Dl~ N N N N 

THYKJS N N N 

Depletion, l.,...-phocyte 2 

SI(ELET AL 11.JSCLE N N N N 

20-.Aug-1993 
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PATHOLOGY ASSOCIATES, INC. 
THIRTEEN WEEK ORAL TOXICITY STUDY OF WR 238605 

WITH A THIRTEEN WEEK RECOVERY PERIOD IN DOGS 
TOXICOLOGY RESEARCH LABORATORY, STUDY NUMBER 097 

Tabulated Animal Data 

[ill 00 ill ~ v PAGE. 78 

PROJECT ID: TRL097 GR.Cl.J' : 2.()tbk SEX : FEI'IALE 

\oeEKS: 14-27 FATES: Ter~nlnal Sacrifice 

ANI HAL ID: 7556 7564 7572 7574 

THYROID GLAND N N N 

Infiltrate, cellular 

PARATHYROID GLAND N N N N 

PITUITARY GLAND N N N N 

CE~ N N N· N 

STOMACH N N N N 

l.R I NARY BLAOCER N N N N 

OVARIES N N N N 

UTERUS N N N 

Hemorrhage 

HAI+WtY GLAND N u u N 

SICIN N N N N 

SCIATI C NERVE N N N N 
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PATHOLOGY ASSOCIATES, INC. 
THIRTEEN WEEK ORAL TOXICITY STUDY OF WR 238605 

WITH A THIRTEEN WEEK RECOVERY PERIOD IN DOGS 
TOXICOLOGY RESEARCH LABORATORY, STUDY NUMBER 097 

Tabulated Animal Data 

ANIMAL IO : 

EYE 

OPTIC NERVE 

RIB 

BONE HARROW 

Hypercellular-

PROJECT IO: TRL097 
\leEKS: 14-27 

COSTOCHONDRAL .AJNCT I ON 

GRCU>: 2. ()rbk 

FATES: Tenninal Sacrifice 

7556 7564 7572 7574 

N N N N 

N N N N 

N N N N 

N N N N 
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PATHOLOGY ASSOCIATES, INC. 
THIRTEEN WEEK ORAL TOXICITY STUDY OF WR 238605 

WITH A THIRTEEN WEEK RECOVERY PERIOD IN DOGS 
TOXICOLOGY RESEARCH LABORATORY, STUDY NUMBER 097 

Tabulated Animal Data 

ANIMAL ID : 

BRAIN (FORE) 

THORACIC CORD 

BRAIN (MID) 

BRAIN (CEREBELLlJ'1) 

PONS 

t£AAT 

"ORTA 

TRACHEA 

ESOPHAGUS 

Ll.tiG 

PROJECT ID: TRL097 

loiEEJCS: 14-27 

Alveol~r prot•lnosis 
lnf l;mnat ion, SLbacute 

KIDNEY, RIGHT 

Nephrocalcirosis 

GRCU' : 6 • Orrbll SEX: FEMALE 

FATES: Ter~inal Sacrifice 

7544 7546 7551 7568 

N 

N 

N 

N 

N 

N 

N 

N 

N 

2 

2 

N 

N 

N 

N 

N 

N 

N 

N 

N 

3 
3 

N 

N 

N 

N 

N 

N 

N 

N 

N 

1 

2 

N 

N 

N 

N 

N 

N 

N 

N 

N 

2 

2 
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PATHOLOGY ASSOCIATES, INC. 
THIRTEEN WEEK ORAL TOXICITY STUDY OF WR 238605 

WITH A THIRTEEN WEEK RECOVERY PERIOD IN DOGS 
TOXICOLOGY RESEARCH LABORATORY, STUDY NUMBER 097 

Tabulated Animal Data 

ANIMAL 10 : 

KIOf£Y, LEFT 

Nephrocalcinosis 

PRO..ECT 10: TRL097 

I.EEKS: 14-27 

Renal tubule, casts, protelnlc 

SPlEEN 

Extramedullary hematopoiesis 
Plgnent, hencslderln 

LIVER 

Inflamnat ton, ~te 

Kupffer cell, hypertrophy 
Pignent, henosiderin 

GALLBlADOER 

~NAL GLAII) 

Cortex, vacuolatIon, cytoplasm 

SALIVARY GLAII) 

Infiltrate, cellular 

GRCU': 6. ()rbk SEX: FEMALE 

FATES: Tennlnal Sacrifice 

7544 7546 7551 7S68 

N 

N 

2 

3 

2 

N 

N 

N 

1 

2 

N 

N 

2 

2 

2 

N 

N 

N 

2 

N 

N 

2 
1 

3 

N 

N 

2 

N 

N 

1 

2 

2 

N 

N 
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PATHOLOGY ASSOCIATES, INC. 
THIRTEEN WEEK ORAL TOXICITY STUDY OF WR 238605 

WITH A THIRTEEN WEEK RECOVERY PERIOD IN DOGS 
TOXICOLOGY RESEARCH LABORATORY, STUDY NUMBER 097 

Tabulated Animal Data 

AHIMAL ID : 

PROJECT IO: TRL097 

\EBCS: 14-27 

L YK'H NOOE, Sl.JBHAHDI BULAR 

Hyperplasia 

COLON 

TONSIL 

I..RETER 

ILEU1 

LYMPH NOOE, ~'£SENTER I C 

TOHGLE 

DIAPHRAGM 

THYI'US 

Depletion, l~te 

SKELETAL I'USCLE 

7544 

2 

N 

N 

N 

N 

N 

N 

N 

N 

N 

N 

SEX: FEHALE 

7546 7551 7568 

N N " 

N N N 

N N N 

N N N 

N N N 

N N N 

N N N 

N N N 

N N N 

N N 

N N N 
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PATHOLOGY ASSOCIATES, INC. 
THIRTEEN WEEK ORAL TOXICITY STUDY OF WR 238605 

WITH A THIRTEEN WEEK RECOVERY PERIOD IN DOGS 
TOXICOLOGY RESEARCH LABORATORY, STUDY NUMBER 097 

Tabulated Animal Data 

[ID 00 ill PROJECT IO: TRL097 GRCLP : 6 • Orrblr. SEX : FEMALE 

\EEKS: 14-27 FATES: Tennlnal Sacrlf Ice 

AHIKAL IO: 7544 7546 7551 7568 

THYROID GLAN> N N N 

Follicular cell, vacuo, cytopl 2 

PARATHYROID GLAN> N N N N 

PITUITARY GLAN> u 
Chromophobe, vacuo, cytoplasm 

Craniopharyngeal duct, cyst p p 

CECI.J'1 N N N N 

STOMACH N N N N 

URINARY BLADDER N N N N 

OVARIES N N N N 

UTERUS N N N N 

KA/flARY GLAN> N N N N 

SKIN N N N N 

SCIATIC NERVE N N N N 
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PATHOLOGY ASSOCIATES, INC. 
THIRTEEN WEEK ORAL TOXICITY STUDY OF WR 238605 

WITH A THIRTEEN WEEK RECOVERY PERIOD IN DOGS 
TOXICOLOGY RESEARCH LABORATORY, STUDY NUMBER 097 

Tabulated Animal Data 

ANIMAL 10 : 

EYE 

OPTIC IERVE 

RIB 

BOlE HAAROII 

Hyper-cellular 

PRO..ECT 10: TRL097 

~KS: 14-27 

COSTClCHONOR.Al .JUNCTION 

GRCU': 6. Ori>k SEX: FEMALE 

FATES : T~lnal Sacrlflee 

7544 7546 7551 7568 

N N N N 

N N N N 

N N N N 

N N N N 
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PATHOLOGY ASSOCIATES, INC. 
THIRTEEN WEEK ORAL TOXICITY STUDY OF WR 238605 

WITH A THIRTEEN WEEK RECOVERY PERIOD IN DOGS 
TOXICOLOGY RESEARCH LABORATORY, STUDY NUMBER 097 

Tabulated Animal Data 

riD m [jj PROJECT 10: TRL097 GRCU> : 0. 1nbk ~ SEX: F'EMALE 

I.EEKS: 14-27 FATES : Terminal Sacrifice 

ANlHAL 10 : 7541 7549 7557 7566 

LUNG 

Inflammation, chronic 2 
lnflamnat lon, subac:\Jte 

SPLEEN N N N 

Capsule, scar 2 

Pignent. hemos I der In 

LIVER N N N N 

THYKJS N N N N 

BONE MARRO\/ N N N N 

03-Sep-1993 
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PATHOLOGY ASSOCIATES, INC. 
THIRTEEN WEEK ORAL TOXICITY STUDY OF WR 238605 

WITH A THIRTEEN WEEK RECOVERY PERIOD IN DOGS 
TOXICOLOGY RESEARCH LABORATORY, STUDY NUMBER 097 

Tabulated Animal Data 

00 00 ffi PROJECT 10: TRL097 GR()J> : 0 • lmbk ~ SEX: F'EMALE 

\oeEKS : 14-27 FATES: Tennlnal Sacrifice 

AHIHAL 10: 7S43 7545 7552 7553 

LUNG H 

I nf l"""""t ion, acute 

lnf larnnat ion, chronic 

lnf larnnat ion, subao.ote 

SPLEEN H H H H 

LIVER H H H 

Hepatocyte, vacuo, cytoplasm 2 

THYI1JS N N N N 

BONE MARROIJ N N N N 

20-Aug-1993 
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PATHOLOGY ASSOCIATES, INC. 
THIRTEEN WEEK ORAL TOXICITY STUDY OF WR 238605 

WITH A THIRTEEN WEEK RECOVERY PERIOD IN DOGS 
TOXICOLOGY RESEARCH LABORATORY, STUDY NUMBER 097 

Tabul ated Ani mal Data 

ANIKAL JD: 

LI.J'IG 

PROJECT ID: TRL097 

\lEEKS: 14-27 

Infiltrate, macrophage 

Jnf larrmat I on, chronic: 

Jnf larrmat I on, Sl.bac:ute 

sPLEEN 

Plgnent, hemosiderin 

ll~ 

Pignent, hemosiderin 

THY!1.JS 

GROJ>: 2 • Orrbk ~ SEX: FeiALE 

FATES: Ter-lnal Sacrifice 

7548 7561 7562 7571 

N 

N N 

N 
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PATHOLOGY ASSOCIATES, INC. 
THIRTEEN WEEK ORAL TOXICITY STUDY OF WR 238605 

WITH A THIRTEEN WEEK RECOVERY PERIOD IN DOGS 
TOXICOLOGY RESEARCH LABORATORY, STUDY NU~BER 097 

Tabulated Animal Data 

ANIMAL 10 : 

Li,H; 

PROJECT 10: TRL097 

\o€EKS: 14-27 

Alveolar proteinosis 

Heteropic bone 

Infiltrate, ~rophage 

Inf l~W~~T~at ion, subacute 

Pi gnerU , hemos i der in 

SPLEEN 
Pigment, hemosiderin 

LIVER 

Hepatocyte , vao.JO, cytoplasm 

Pigment, hemosiderin 

THYI'US 

BONE HARROIJ 

SEX: F'EMALE 
FATES: Ter.,lnal Sacrifice 

7539 7540 7554 7563 

1 

2 

N 

N 

N 

N 

p 

2 

N 

N 

2 

2 

2 

2 

N 

N 

2 

2 

N 

N 
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PATHOLOGY ASSOCIATES, INC. 
THIRTEEN WEEK ORAL TOXICITY STUDY OF WR 238605 

WITH A THIRTEEN WEEK RECOVERY PERIOD IN DOGS 
TOXICOLOGY RESEARCH LABORATORY, STUDY NUMBER 097 

Correlation of Gross & Micro Findings QU UB 

PROJECT ID: TRL097 
WEEKS: 14-27 

GROUP: O.Ombk SEX: MALE PAGE 90 
FATES: Terminal Sacrifice 

ANIMAL ID: 7505 PATHOLOGY ID. NO: TI097-7505 PATHOLOGIST: MJT 
ANIMAL FATE: Terminal Sacrifice 

REFERENCE TO NECROPSY RECORD: 

WEEKS ON TEST:14 

RELATED HISTOPATHOLOGY: 

ANIMAL ID: 7520 PATHOLOGY ID. NO: TI097-7520 PATHOLOGIST: MJT 
ANIMAL FATE: Terminal Sacrifice 

REFERENCE TO NECROPSY RECORD: 

>LYMPH NODE, MEDIASTINAL - ENLARGED 

WEEKS ON TEST:14 

RELATED HISTOPATHOLOGY: 

LN, MEDIASTINAL - Hyperplasia 

ANIMAL ID: 7521 PATHOLOGY ID. NO: TI097-7521 PATHOLOGIST: MJT 
ANIMAL FATE: Terminal Sacrifice 

REFERENCE TO NECROPSY RECORD: 

WEEKS ON TEST:14 

RELATED HISTOPATHOLOGY: 

ANIMAL ID: 7533 PATHOLOGY ID. NO: TI097-7533 PATHOLOGIST: MJT 
ANIMAL FATE: Terminal Sacrifice 

REFERENCE TO NECROPSY RECORD: 

WEEKS ON TEST:14 

RELATED HISTOPATHOLOGY: 

20-Aug-1993 
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PATHOLOGY ASSOCIATES, INC. 
THIRTEEN WEEK ORAL TOXICITY STUDY OF WR 238605 

WITH A THIRTEEN WEEK RECOVERY PERIOD IN DOGS 
TOXICOLOGY RESEARCH LABORATORY, STUDY NUMBER 097 

Correlation of Gross & Micro Findings 

PROJECT ID: TRL097 
WEEKS: 14-27 

GROUP: 0.1mbk SEX: MALE PAGE 91 
FATES: Terminal Sacrifice 

ANIMAL ID: 7503 PATHOLOGY ID. NO: TI097-7503 PATHOLOGIST: MJT 
ANIMAL FATE: Terminal Sacrifice 

REFERENCE TO NECROPSY RECORD: 

>LIVER, MEDIAN LOBE - NODULE, 1, 
25X27X5 MM 

WEEKS ON TEST:14 
-

RELATED HISTOPATHOLOGY: 

LIVER- Nodular hyperplasia 

ANIMAL ID: 7517 PATHOLOGY ID. NO: TI097-7517 PATHOLOGIST: MJT 
ANIMAL FATE: Terminal Sacrifice 

WEEKS ON TEST:14 

REFERENCE TO NECROPSY RECORD: RELATED HISTOPATHOLOGY: 

ANIMAL ID: 7523 PATHOLOGY ID. NO: TI097-7523 PATHOLOGIST: MJT 
ANIMAL FATE: Terminal Sacrifice 

-
REFERENCE TO NECROPSY RECORD: 

WEEKS ON TEST:14 

RELATED HISTOPATHOLOGY: 

ANIMAL ID: 7528 PATHOLOGY ID. NO: TI097-7528 PATHOLOGIST: MJT 
ANIMAL FATE: Terminal Sacrifice 

REFERENCE TO NECROPSY RECORD: 

>SPLEEN - NODULE, 1, ROUND, RED, 
2X2.5 MM 

WEEKS ON TEST:14 

RELATED HISTOPATHOLOGY: 

No corresponding lesion 

20-Aug-1993 
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PATHOLOGY ASSOCIATES, INC. 
THIRTEEN WEEK ORAL TOXICITY STUDY OF WR 238605 

WITH A THIRTEEN WEEK RECOVERY PERIOD IN DOGS 
TOXICOLOGY RESEARCH LABORATORY, STUDY NUMBER 097 

Correlation of Gross & Micro Findings UD 
PROJECT ID: TRL097 
WEEKS: 14-27 

GROUP: 2.0mbk SEX: MALE PAGE 92 
FATES: Terminal Sacrifice 

ANIMAL ID: 7502 PATHOLOGY ID. NO: TI097-7502 PATHOLOGIST: MJT 
ANIMAL FATE: Terminal Sacrifice 

REFERENCE TO NECROPSY RECORD: 

WEEKS ON TEST:14 

RELATED HISTOPATHOLOGY: 

ANIMAL ID: 7506 PATHOLOGY ID. NO: TI097-7506 PATHOLOGIST: MJT 
ANIMAL FATE: Terminal Sacrifice 

REFERENCE TO NECROPSY RECORD: 

WEEKS ON TEST:14 

RELATED HISTOPATHOLOGY: 

ANIMAL ID: 7514 PATHOLOGY ID. NO: TI097-7514 PATHOLOGIST: MJT 
ANIMAL FATE: Terminal Sacrifice 

REFERENCE TO NECROPSY RECORD: 

>LYMPH NODE, _ MEDIASTINAL - ENLARGED 

>TESTIS, UNILATERAL - SMALL 

WEEKS ON TEST:14 

RELATED HISTOPATHOLOGY: 

LN, MEDIASTINAL - Hyperplasia 

No corresponding lesion 

20-Aug-1993 
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PATHOLOGY ASSOCIATES, INC. 
THIRTEEN WEEK ORAL TOXICITY STUDY OF WR 238605 

WITH A THIRTEEN WEEK RECOVERY PERIOD IN DOGS 
TOXICOLOGY RESEARCH LABORATORY, STUDY NUMBER 097 

PROJECT ID: TRL097 
WEEKS: 14-27 

correlation of Gross & Micro Findings UD UB 

GROUP: 2.0mbk SEX: MALE 
FATES: Terminal Sacrifice 

PAGE 93 

ANIMAL ID: 7576 PATHOLOGY ID. NO: TI097-7576 PATHOLOGIST: MJT 
ANIMAL FATE: Terminal Sacrifice 

WEEKS ON TEST:14 
-

REFERENCE TO NECROPSY RECORD: RELATED HISTOPATHOLOGY: 

>EPIDIDYMIS - SMALL, 3.5X2 MM EPIDIDYMIS- Hypospermia 

20-Aug-1993 
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PATHOLOGY ASSOCIATES, INC. 
THIRTEEN WEEK ORAL TOXICITY STUDY OF WR 238605 

WITH A THIRTEEN WEEK RECOVERY PERIOD IN DOGS 
TOXICOLOGY RESEARCH LABORATORY, STUDY NUMBER 097 

Correlation of Gross & Micro Findings liD rn ffi ~ 
PROJECT ID: TRL097 
WEEKS: 14-27 

GROUP: 6.0mbk SEX: MALE PAGE 94 
FATES: Terminal Sacrifice 

ANIMAL ID: 7508 PATHOLOGY ID. NO: TI097-7508 PATHOLOGIST: MJT 
ANIMAL FATE: Terminal Sacrifice 

REFERENCE TO NECROPSY RECORD: 

WEEKS ON TEST:14 

RELATED HISTOPATHOLOGY: 

ANIMAL ID: 7509 PATHOLOGY ID. NO: TI097-7509 PATHOLOGIST: MJT 
ANIMAL FATE: Terminal Sacrifice 

WEEKS ON TEST:14 

REFERENCE TO NECROPSY RECORD: RELATED HISTOPATHOLOGY: 

ANIMAL ID: 7518 PATHOLOGY ID. NO: TI097-7518 PATHOLOGIST: MJT 
ANIMAL FATE: Terminal Sacrifice 

REFERENCE TO NECROPSY RECORD: 

WEEKS ON TEST:14 

RELATED HISTOPATHOLOGY: 

ANIMAL ID: 7524 PATHOLOGY ID. NO: TI097-7524 PATHOLOGIST: MJT 
ANIMAL FATE: Terminal Sacrifice 

REFERENCE TO NECROPSY RECORD: 

WEEKS ON TEST:14 

RELATED HISTOPATHOLOGY: 

20-Aug-1993 
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PATHOLOGY ASSOCIATES, INC. 
THIRTEEN WEEK ORAL TOXICITY STUDY OF WR 238605 

WITH A THIRTEEN WEEK RECOVERY PERIOD IN DOGS 
TOXICOLOGY RESEARCH LABORATORY, STUDY NUMBER 097 

correlation of Gross & Micro Findings UD UB ~ ~ 
PROJECT ID: TRL097 
WEEKS: 14-27 

GROUP: O.Ombk-R SEX: MALE PAGE 95 
FATES: Terminal Sacrifice 

ANIMAL ID: 7512 PATHOLOGY ID. NO: TI097-7512 PATHOLOGIST: MJT 
ANIMAL FATE: Terminal Sacrifice 

WEEKS ON TEST:27 

REFERENCE TO NECROPSY RECORD: RELATED HISTOPATHOLOGY: 

ANIMAL ID: 7515 PATHOLOGY ID. NO: TI097-7515 PATHOLOGIST: MJT 
ANIMAL FATE: Terminal Sacrifice 

WEEKS ON TEST:27 

REFERENCE TO NECROPSY RECORD: RELATED HISTOPATHOLOGY: 

ANIMAL ID: 7531 PATHOLOGY ID. NO: TI097-7531 PATHOLOGIST: MJT 
ANIMAL FATE: Terminal Sacrifice 

WEEKS ON TEST:27 

REFERENCE TO NECROPSY RECORD: RELATED HISTOPATHOLOGY: 

ANIMAL ID: 7532 PATHOLOGY ID. NO: TI097-7532 PATHOLOGIST: MJT 
ANIMAL FATE: Terminal Sacrifice 

REFERENCE TO NECROPSY RECORD: 

WEEKS ON TEST:27 

RELATED HISTOPATHOLOGY: 

20-Aug-1993 
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PATHOLOGY ASSOCIATES, INC. 
THIRTEEN WEEK ORAL TOXICITY STUDY OF WR 238605 

WITH A THIRTEEN WEEK RECOVERY PERIOD IN DOGS 
TOXICOLOGY RESEARCH LABORATORY, STUDY NUMBER 097 

PROJECT ID: TRL097 
WEEKS: 14-27 

Correlation of Gross & Micro Findings au uu 
GROUP: 0.1mbk-R SEX: MALE 
FATES: Terminal Sacrifice 

PAGE 96 

ANIMAL ID: 7519 PATHOLOGY ID. NO: TI097-7519 PATHOLOGIST: MJT 
ANIMAL FATE: Terminal Sacrifice 

REFERENCE TO NECROPSY RECORD: 

WEEKS ON TEST:27 

RELATED HISTOPATHOLOGY: 

ANIMAL ID: 7527 PATHOLOGY ID. NO: TI097-7527 PATHOLOGIST: MJT 
ANIMAL FATE: Terminal Sacrifice 

WEEKS ON TEST:27 

REFERENCE TO NECROPSY RECORD: RELATED HISTOPATHOLOGY: 

ANIMAL ID: 7529 PATHOLOGY ID. NO: TI097-7529 PATHOLOGIST: MJT 
ANIMAL FATE: Terminal Sacrifice 

REFERENCE TO NECROPSY RECORD: 

WEEKS ON TEST:27 

RELATED HISTOPATHOLOGY: 

ANIMAL ID: 7536 PATHOLOGY ID. NO: TI097-7536 PATHOLOGIST: MJT 
ANIMAL FATE: Terminal Sacrifice 

WEEKS ON TEST:27 

REFERENCE TO NECROPSY RECORD: RELATED HISTOPATHOLOGY: 

20-Aug-1993 
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PATHOLOGY ASSOCIATES, INC. 
THIRTEEN WEEK ORAL TOXICITY STUDY OF WR 238605 

WITH A THIRTEEN WEEK RECOVERY PERIOD IN DOGS 
TOXICOLOGY RESEARCH LABORATORY, STUDY NUMBER 097 

Correlation of Gross & Micro Findings UD 
PROJECT ID: TRL097 
WEEKS: 14-27 

GROUP: 2.0mbk-R SEX: MALE PAGE 97 
FATES: Terminal Sacrifice 

ANIMAL ID: 7510 PATHOLOGY ID. NO: TI097-7510 PATHOLOGIST: MJT 
ANIMAL FATE: Terminal Sacrifice 

REFERENCE TO NECROPSY RECORD: 

WEEKS ON TEST:27 

RELATED HISTOPATHOLOGY: 

ANIMAL ID: 7516 PATHOLOGY ID. NO: TI097-7516 PATHOLOGIST: MJT 
ANIMAL FATE: Terminal Sacrifice 

REFERENCE TO NECROPSY RECORD: 

WEEKS ON TEST:27 

RELATED HISTOPATHOLOGY: 

ANIMAL ID: 7522 PATHOLOGY ID. NO: TI097-7522 PATHOLOGIST: MJT 
ANIMAL FATE: Terminal Sacrifice 

REFERENCE. TO NECROPSY RECORD: 

WEEKS ON TEST:27 

RELATED HISTOPATHOLOGY: 

ANIMAL ID: 7538 PATHOLOGY ID. NO: TI097-7538 PATHOLOGIST: MJT 
ANIMAL FATE: Terminal Sacrifice 

REFERENCE TO NECROPSY RECORD: 

WEEKS ON TEST:27 

RELATED HISTOPATHOLOGY: 

20-Aug-1993 
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PATHOLOGY ASSOCIATES, INC. 
THIRTEEN WEEK ORAL TOXICITY STUDY OF WR 238605 

WITH A THIRTEEN WEEK RECOVERY PERIOD IN DOGS 
TOXICOLOGY RESEARCH LABORATORY, STUDY NUMBER 097 

Correlation of Gross & Micro Findings []) 00 ~ ~ V 
PROJECT ID: TRL097 
WEEKS: 14-27 

GROUP: 6.0mbk-R SEX: MALE PAGE 98 
FATES: Terminal Sacrifice 

ANIMAL ID: 7507 PATHOLOGY ID. NO: TI097-7507 PATHOLOGIST: MJT 
ANIMAL FATE: Terminal Sacrifice 

WEEKS ON TEST:27 

REFERENCE TO NECROPSY RECORD: RELATED HISTOPATHOLOGY: 

ANIMAL ID: 7511 PATHOLOGY ID. NO: TI097-7511 PATHOLOGIST: MJT 
ANIMAL FATE: Terminal Sacrifice 

REFERENCE TO NECROPSY RECORD: 

WEEKS ON TEST:27 

RELATED HISTOPATHOLOGY: 

ANIMAL ID: 7530 PATHOLOGY ID. NO: TI097-7530 PATHOLOGIST: MJT 
ANIMAL FATE: Terminal Sacrifice 

REFERENCE TO NECROPSY RECORD: 

WEEKS ON TEST:27 

RELATED HISTOPATHOLOGY: 

ANIMAL ID: 7535 PATHOLOGY ID. NO: TI097-7535 PATHOLOGIST: MJT 
ANIMAL FATE: Terminal Sacrifice 

WEEKS ON TEST:27 

REFERENCE TO NECROPSY RECORD: RELATED HISTOPATHOLOGY: 

20-Aug-1993 
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PATHOLOGY ASSOCIATES, INC. 
THIRTEEN WEEK ORAL TOXICITY STUDY OF WR 238605 

WITH A THIRTEEN WEEK RECOVERY PERIOD IN DOGS 
TOXICOLOGY RESEARCH LABORATORY, STUDY NUMBER 097 

Correlation of Gross & Micro Findings 

PROJECT ID: TRL097 
WEEKS: 14-27 

GROUP: O.Ombk SEX: FEMALE PAGE 99 
FATES: Terminal Sacrifice 

ANIMAL ID: 7542 PATHOLOGY ID. NO: TI097-7542 PATHOLOGI ST : MJT 
ANIMAL FATE: Terminal Sacrifice 

REFERENCE TO NECROPSY RECORD: 

WEEKS ON TEST:14 

RELATED HISTOPATHOLOGY: 

ANIMAL ID: 7555 PATHOLOGY ID. NO: TI097-7555 PATHOLOGIST : MJT 
ANIMAL FATE: Terminal Sacrifice 

REFERENCE TO NECROPSY RECORD: 

WEEKS ON TEST:14 

RELATED HISTOPATHOLOGY: 

ANIMAL ID: 7558 PATHOLOGY ID. NO: TI097-7558 PATHOLOGIST : MJT 
ANIMAL FATE: Terminal Sacrifice 

REFERENCE TO NECROPSY RECORD: 

WEEKS ON TEST:14 

RELATED HISTOPATHOLOGY: 

ANIMAL ID: 7573 PATHOLOGY ID. NO: TI097-7573 PATHOLOGIST : MJT 
ANIMAL FATE: Terminal Sacrifice 

WEEKS ON TEST:14 

REFERENCE TO NECROPSY RECORD: RELATED HISTOPATHOLOGY: 

20-Aug- 1993 
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PATHOLOGY ASSOCIATES, INC. 
THIRTEEN WEEK ORAL TOXICITY STUDY OF WR 238605 

WITH A THIRTEEN WEEK RECOVERY PERIOD IN DOGS 
TOXICOLOGY RESEARCH LABORATORY, STUDY NUMBER 097 

correlation of Gross & Micro Findings f]J 00 fJJ ~ V 
PROJECT ID: TRL097 
WEEKS: 14-27 

GROUP: 0.1mbk SEX: FEMALE PAGE 100 
FATES: Terminal Sacrifice 

ANIMAL ID: 7550 PATHOLOGY ID. NO: TI097-7550 PATHOLOGIST: MJT 
ANIMAL FATE: Terminal Sacrifice 

REFERENCE TO NECROPSY RECORD: 

WEEKS ON TEST:14 

RELATED HISTOPATHOLOGY: 

ANIMAL ID: 7560 PATHOLOGY ID. NO: TI097-7560 PATHOLOGIST: MJT 
ANIMAL FATE: Terminal Sacrifice 

REFERENCE TO NECROPSY RECORD: 

WEEKS ON TEST:14 

RELATED HISTOPATHOLOGY: 

ANIMAL ID: 7567 PATHOLOGY ID. NO: TI097-7567 PATHOLOGIST: MJT 
ANIMAL FATE: Terminal Sacrifice 

WEEKS ON TEST:14 

REFERENCE TO NECROPSY RECORD: RELATED HISTOPATHOLOGY: 

ANIMAL ID: 7569 PATHOLOGY ID. NO: TI097-7569 PATHOLOGIST: MJT 
ANIMAL FATE: Terminal Sacrifice 

REFERENCE TO NECROPSY RECORD: 

WEEKS ON TEST:14 

RELATED HISTOPATHOLOGY: 

20-Aug-1993 
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PATHOLOGY ASSOCIATES, INC. 
THIRTEEN WEEK ORAL TOXICITY STUDY OF WR 238605 

WITH A THIRTEEN WEEK RECOVERY PERIOD IN DOGS 
TOXICOLOGY RESEARCH LABORATORY, STUDY NUMBER 097 

correlation of Gross & Micro Findings UD UB 
PROJECT ID: TRL097 
WEEKS: 14-27 

GROUP: 2.0mbk SEX: FEMALE PAGE 101 
FATES: Terminal Sacrifice 

ANIMAL ID: 7556 PATHOLOGY ID. NO: TI097-7556 PATHOLOGIST: MJT 
ANIMAL FATE: Terminal Sacrifice 

WEEKS ON TEST:14 

REFERENCE TO NECROPSY RECORD: RELATED HISTOPATHOLOGY: 

ANIMAL ID: 7564 PATHOLOGY ID. NO: TI097-7564 PATHOLOGIST: MJT 
ANIMAL FATE: Terminal Sacrifice 

REFERENCE TO NECROPSY RECORD: 

WEEKS ON TEST:14 

RELATED HISTOPATHOLOGY: 

ANIMAL ID: 7572 PATHOLOGY ID. NO: TI097-7572 PATHOLOGIST: MJT 
ANIMAL FATE: Terminal Sacrifice 

REFERENCE TO NECROPSY RECORD: 

WEEKS ON TEST:14 

RELATED HISTOPATHOLOGY: 

ANIMAL ID: 7574 PATHOLOGY ID. NO: TI097-7574 PATHOLOGIST: MJT 
ANIMAL FATE: Terminal Sacrifice 

WEEKS ON TEST:14 

REFERENCE TO NECROPSY RECORD: RELATED HISTOPATHOLOGY: 

20-Aug-19 93 
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PATHOLOGY ASSOCIATES, INC. 
THIRTEEN WEEK ORAL TOXICITY STUDY OF WR 238605 

WITH A THIRTEEN WEEK RECOVERY PERIOD IN DOGS 
TOXICOLOGY RESEARCH LABORATORY, STUDY NUMBER 097 

Correlation of Gross & Micro Findings 

PROJECT ID: TRL097 
WEEKS: 14-27 

GROUP: 6.0mbk SEX: FEMALE PAGE 102 
FATES: Terminal Sacrifice 

ANIMAL ID: 7544 PATHOLOGY ID. NO: TI097-7544 PATHOLOGIST: MJT 
ANIMAL FATE: Terminal Sacrifice 

REFERENCE TO NECROPSY RECORD: 

WEEKS ON TEST:14 

RELATED HISTOPATHOLOGY: 

ANIMAL ID: 7546 PATHOLOGY ID. NO: TI097-7546 PATHOLOGIST: MJT 
ANIMAL FATE: Terminal Sacrifice 

REFERENCE TO NECROPSY RECORD: 

WEEKS ON TEST:14 

RELATED HISTOPATHOLOGY: 

ANIMAL ID: 7551 PATHOLOGY ID. NO: TI097-7551 PATHOLOGIST: MJT 
ANIMAL FATE: Terminal Sacrifice 

REFERENCE TO NECROPSY RECORD: 

WEEKS ON TEST:14 

RELATED HISTOPATHOLOGY: 

ANIMAL ID: 7568 PATHOLOGY ID. NO: TI097-7568 PATHOLOGIST: MJT 
ANIMAL FATE: Terminal Sacrifice 

REFERENCE TO NECROPSY RECORD: 

WEEKS ON TEST:14 

RELATED HISTOPATHOLOGY: 
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PATHOLOGY ASSOCIATES, INC. 
THIRTEEN WEEK ORAL TOXICITY STUDY OF WR 238605 

WITH A THIRTEEN WEEK RECOVERY PERIOD IN DOGS 
TOXICOLOGY RESEARCH LABORATORY, STUDY NUMBER 097 

Correlation of Gross & Micro Findings 

PROJECT ID: TRL097 
WEEKS: 14-27 

GROUP: O.Ombk-R SEX: FEMALE PAGE 103 
FATES: Terminal Sacrifice 

ANIMAL ID: 7541 PATHOLOGY ID. NO: TI097-7541 PATHOLOGIST: MJT 
ANIMAL FATE: Terminal Sacrifice 

REFERENCE TO NECROPSY RECORD: 

WEEKS ON TEST:27 

RELATED HISTOPATHOLOGY: 

ANIMAL ID: 7549 PATHOLOGY ID. NO: TI097-7549 PATHOLOGIST: MJT 
ANIMAL FATE: Terminal Sacrifice 

REFERENCE TO NECROPSY RECORD: 

>SPLEEN, CAPSULE - SCAR, 2, WHITE 

WEEKS ON TEST:27 

RELATED HISTOPATHOLOGY: 

SPLEEN- Capsule, scar 

ANIMAL ID: 7557 PATHOLOGY ID. NO: TI097-7557 PATHOLOGIST: MJT 
ANIMAL FATE: Terminal Sacritice 

REFERENCE TO NECROPSY RECORD: 

WEEKS ON TEST:27 

RELATED HISTOPATHOLOGY: 

ANIMAL ID: 7566 PATHOLOGY ID. NO: TI097-7566 PATHOLOGIST: MJT 
ANIMAL FATE: Terminal Sacrifice 

REFERENCE TO NECROPSY RECORD: 

WEEKS ON TEST:27 

RELATED HISTOPATHOLOGY: 

03-Sep-1993 
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PATHOLOGY ASSOCIATES, INC. 
THIRTEEN WEEK ORAL TOXICITY STUDY OF WR 238605 

WITH A THIRTEEN WEEK RECOVERY PERIOD IN DOGS 
TOXICOLOGY RESEARCH LABORATORY, STUDY NUMBER 097 

Correlation of Gross & Micro Findings rn rn & ~ v 
PROJECT ID: TRL097 
WEEKS: 14-27 

GROUP: 0.1mbk-R SEX: FEMALE PAGE 104 
FATES: Terminal Sacrifice 

ANIMAL ID: 7543 PATHOLOGY ID. NO: TI097-7543 PATHOLOGIST: MJT 
ANIMAL FATE: Terminal Sacrifice 

REFERENCE TO NECROPSY RECORD: 

WEEKS ON TEST: 2 7 

RELATED HISTOPATHOLOGY: 

ANIMAL ID: 7545 PATHOLOGY ID. NO: TI097-7545 PATHOLOGIST: MJT 
ANIMAL FATE: Terminal Sacrifice 

REFERENCE TO NECROPSY RECORD: 

WEEKS ON TEST:27 

RELATED HISTOPATHOLOGY: 

ANIMAL ID: 7552 PATHOLOGY ID. NO: TI097-7552 PATHOLOGIST: MJT 
ANIMAL FATE: Terminal Sacrifice 

REFERENCE TO NECROPSY RECORD: 

WEEKS ON TEST:27 

RELATED HISTOPATHOLOGY: 

ANIMAL ID: 7553 PATHOLOGY ID. NO: TI097-7553 PATHOLOGIST: MJT 
ANIMAL FATE: Terminal Sacrifice 

WEEKS ON TEST:27 

REFERENCE TO NECROPSY RECORD: RELATED HISTOPATHOLOGY: 
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PATHOLOGY ASSOCIATES, INC. 
THIRTEEN WEEK ORAL TOXICITY STUDY OF WR 238605 

WITH A THIRTEEN WEEK RECOVERY PERIOD IN DOGS 
TOXICOLOGY RESEARCH LABORATORY, STUDY NUMBER 097 

Correlation of Gross & Micro Findings UD 

PROJECT ID: TRL097 
WEEKS: 14-27 

GROUP: 2.0mbk-R SEX: FEMALE PAGE 105 
FATES: Terminal Sacrifice 

ANIMAL ID: 7548 PATHOLOGY ID. NO: TI097-7548 PATHOLOGIST: MJT 
ANIMAL FATE: Terminal Sacrifice 

REFERENCE TO NECROPSY RECORD: 

WEEKS ON TEST:27 

RELATED HISTOPATHOLOGY: 

ANIMAL ID: 7561 PATHOLOGY ID. NO: TI097-7561 PATHOLOGIST: MJT 
ANIMAL FATE: Terminal Sacrifice 

REFERENCE TO NECROPSY RECORD: 

WEEKS ON TEST:27 

RELATED HISTOPATHOLOGY: 

ANIMAL ID: 7562 PATHOLOGY ID. NO: TI097-7562 PATHOLOGIST: MJT 
ANIMAL FATE: Terminal Sacrifice 

REFERENCE TO NECROPSY RECORD: 

WEEKS ON TEST:27 

RELATED HISTOPATHOLOGY: 

ANIMAL ID: 7571 PATHOLOGY ID. NO: TI097-7571 PATHOLOGIST: MJT 
ANIMAL FATE: Terminal Sacrifice 

REFERENCE TO NECROPSY RECORD: 

WEEKS ON TEST:27 

RELATED HISTOPATHOLOGY: 
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PATHOLOGY ASSOCIATES, INC. 
THIRTEEN WEEK ORAL TOXICITY STUDY OF WR 238605 

WITH A THIRTEEN WEEK RECOVERY PERIOD IN DOGS 
TOXICOLOGY RESEARCH LABORATORY, STUDY NUMBER 097 

Correlation of Gross & Micro Findings UD UB ~ 
PROJECT ID: TRL097 GROUP: 6.0mbk-R SEX: FEMALE PAGE 106 
WEEKS: 14-27 FATES: Terminal Sacrifice 

ANIMAL ID: 7539 PATHOLOGY ID. NO: TI097-7539 PATHOLOGIST : MJT 
ANIMAL FATE: Terminal Sacrifice 

REFERENCE TO NECROPSY RECORD: 

WEEKS ON TEST:27 

RELATED HISTOPATHOLOGY: 

ANIMAL ID: 7540 PATHOLOGY ID. NO: TI097-7540 PATHOLOGIST : MJT 
ANIMAL FATE: Terminal Sacrifice 

REFERENCE TO NECROPSY RECORD: 

WEEKS ON TEST :27 

RELATED HISTOPATHOLOGY: 

ANIMAL ID: 7554 PATHOLOGY ID. NO: TI097-7554 PATHOLOGIST: MJT 
ANIMAL FATE: Terminal Sacrifice 

REFERENCE TO NECROPSY RECORD: 

>LUNG - FOCUS, MULTIP~, GREEN, 7X10 
MM 

WEEKS ON TEST:27 

RELATED HISTOPATHOLOGY: 

No corresponding lesion 

ANIMAL ID: 7563 PATHOLOGY ID. NO: TI097-7563 PATHOLOGIST: MJT 
ANIMAL FATE: Terminal Sacrifice 

WEEKS ON TEST:27 

REFERENCE TO NECROPSY RECORD: RELATED HISTOPATHOLOGY: 

20-Aug-199 3 



I 
I 
I 
I 
I 
I 
I 
I 
I 
I 
I 
I 
I 
I 
I 
I 
I 
I 
I 

SECTION VI 

Third Draft Pathology Report 
Toxicology Research Laboratory 

Srudy Number 097 

QUALITY ASSURANCE STA 1EMENT 

107 



I 
I 
I 
I 
I 
I 
I 
I 
I 
I 
I 
I 
I 
I 
I 
I 
I 
I 
I 

QUALITY ASSURANCE STATEMENT 

This histopathology project was inspected and audited by the PAl Quality Assurance Unit (QAU) 
as required by the Good Laboratory Practice (GLP) regulations promulgated by the U.S. Food and 
Drug Administration. Results of these activities indicate that the portions of the study perfonned by 
PAl conformed with GLP regulations and applicable Standard Operating Procedures. The 
pathology narrative report is an accurate reflection of the recorded data. The following table is a 
record of the inspections/audits performed and reported by the QAU: 

Date of 
Inspection Phase Inspected 

* 04/22/93 Tissue Trimming 
* 06/08/93 Processing/Embedding 
* 04/12/93 Microtomy 
* 07/14/93 Staining 
* 07/14/93 Coverslipping 

** 04/15/93 Labeling 
* 06109/93 Quality ControVCheckout 

** 09/03/93 Individual Animal Data 
** f!)/03/93 Data Entry 
** 09/03/93 Computer-Generated Tables 
** 09103/93 Draft Pathology Report 
** 09/28/93 Second Draft Pathology Report 
** 03/18/94 Third Draft Pathology Report 

*General quarterly phase inspection 
**Inspection specific for Study Number 

Date Findings Reported 
to Management and 
Study Pathologist 

04/22/93 
06/08/93 
04/12/93 
07/19/93 
07/19/93 
04/15/93 
06/09/93 
09/03/93 
09/03/93 
09/03/93 
09103/93 
09/28/93 
03/18/94 

In accordance with the PAl Quality Assurance Division's Standard Operating Procedures, all 
critical phase inspections are conducted on a random basis quarterly or more frequently. Those 
general phase inspections listed are the most recent conducted during the period each task 
associated with this project was performed. 

Quality Assurance Unit 
P AI illinois Division 

03/18/94 

Date 

Thirteen Week Oral Toxicity Study of WR 238605 with a Thirteen Week Recovery Period in 
Dogs, TRL Study Number 097. 
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BONE MARROW EVALUATION REPORT 
FOR 

Suite I 
15 Worman's Mill Court 

Frederick, MD 21701 
(301) 663-1644 

(301) 663-8994 FAX 

THIRTEEN WEEK ORAL TOXICITY STUDY OF WR 238605 
WITH A THIRTEEN WEEK RECOVERY PERIOD IN DOGS 

STUDY NUMBER 097 

PREPARED FOR 
TOXICOLOGY RESEARCH LABORATORY 

CHICAGO, ILLINOIS 

1-1 



I 
I 
I 
I 

fiDOOOJ r2 s-·J 
TABLE OF CONTENTS 1 .-J 

I 
u 

I 
Bone Marrow Evaluation Narrative 

M:E Ratio Group Summary Tables II 

I Individual Animal M:E Ratio Data Ill 

I 
Individual Animal Data Sheets IV 

Quality Assurance Statement v 

I 
I 
I 
I 
I 
I 
I 
I 
I 
I 
I 1-2 



I 
I 
I 
I 
I 
I 
I 
I 
I 
I 
I 
I 
I 
I 
I 
I 
I 
I 
I 

I. Bone Marrow Evaluation Narrative 

1-3 



I 
I 
I 
I 
I 
I 
I 
I 
I 
I 
I 
I 

II 
I 
I 
I 
I 
I 
I 

I 

Draft Bone Marrow Evaluation Report 
TRL Study No. 097 

BONE MARROW EVALUATION REPORT 

THIRTEEN WEEK ORAL TOXICITY STUDY OF WR 238605 
WITH A THIRTEEN WEEK RECOVERY PERIOD IN DOGS 

INTRODUCTION 

This report prepared by Pathology Associates, Inc. (PAl) for Toxicology Research 
Laboratory (TRL), University of Illinois at Chicago, Department of Pharmacology, P. 0. 
Box 6998, Chicago, IL, 60680, presents the results of bone marrow evaluation from 
dogH given WR 238605 orally for at least thirteen weeks. 

EXPERIMENTAL DESIGN AND METHODS 

Thirty-two male and thirty-two female dogs were randomized into one of four 
groups as described below. 

Dose Level Treatment 
_Group (mg base/kg/day) 

1 
2 
3 
4 

*Recovery Animals. 

0 
0.1 
2.0 
6.0 

Number 
of Males 

4 + 4* 
4 + 4* 
4 + 4* 
4 + 4* 

Number 
of Females 

4 + 4* 
4 + 4* 
4 + 4* 
4 + 4* 

Four animals per sex in each dose group were necropsied during Week 14. The 
remainder of the animals were held for a thirteen week recovery period at which time 
they were necropsied. 

Bone marrow smears were prepared from the rib of each animal at both 
necropsies. The smears were fixed in methanol, stained with a Wrights-Giemsa stain, 
and evaluated microscopically to determine the Myeloid:Erythroid (M:E) Ratio. The 
M:E Ratio was determined on a cell count of 500 cells. 

Statistical analysis of the data was performed by TRL and provided to PAl for 
inclusion in this report. 

14 
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Draft Bone Marrow Evaluation Report 
TAL Study No. 097 

RESULTS 

M:E Ratio Group Summary tables are presented in Section II (generated by TAL 
from PAl data sheets). Individual animal M:E Ratio data are presented by dose group 
and sex in Section Ill (generated by TAL from PAl data sheets). PAl-generated 
individual animal data sheets are presented by dose group and sex in Section IV. 

The M:E Ratios from bone marrow smears collected during week 14 in this study 
wen~ within normal limits for animals in Groups 1 and 2. The M:E Ratios from male 
and female animals in Groups 3 and 4 were significantly decreased in a dose-related 
manner as compared to controls. 

The M:E Ratios from bone marrow smears collected after the thirteen week 
recovery period in this study were within normal limits for animals in all dose groups as 
compared to controls. 

CONCLUSION 

Under the conditions of this study, WR 238605 resulted in a treatment-related 
effect in the M:E Ratio of the rib bone marrow of male and female treated dogs at 
Week 14. The M:E Ratios from male and female animals in Groups 3 and 4 were 
significantly decreased in a dose-related manner as compared to controls. The M:E 
Ratios from bone marrow smears collected after the thirteen week recovery period in 
this study were within normal limits for animals in all dose groups as compared to 
cor. trois. 

1-5 

Lynda L. Pippin, DVM 
August 6, 1993 
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STUDY: 097 
STUDY NO: 097BM 

THIRTEEN WEEK ORAL TOXICITY STUDY OF WR 238605 
WITH A THIRTEEN WEEK RECOVERY PERIOD IN DOGS 

SUMMARY REPORT 
TEST: M:E RATIO 

ANALYSIS OF VARIANCE FOLL~D BY DUNNETT'S PROCEDURE 

PERIOD(s): \leek 14 \leek 27 

Group: 1M : 0 mg base/kg/day 
MEAN 1 . 76 1. 76 

so 0.054 0.062 
N 4 4 

Group: 2M: 0.1 mg base/kg/day 
MEAN 1.84 1.76 

so 0.048 0.083 
N 4 4 

Group: 3M : 2.0 mg base/kg/day 
MEAN 1.64* 1. 75 

so 0.043 0.048 
N 4 4 

Group: 4M : 6.0 mg base/kg/day 
MEAN 1.57** 1. 76 

so 0.059 0.070 
N 4 4 

*·Sign i f i cant Difference from Control P < .05 ••-significant Difference from Control P < .01 
1-7 
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ST..x:lY: 097 
ST.llY NO: 097BM 

THIRTEEN WEEK ORAL TOXICITY STUDY OF WR 238605 
WITH A THIRTEEN WEEK RECOVERY PERIOD IN DOGS 

SUMMARY REPORT 
TEST: M:E RATIO 

ANALYSIS OF VARIANCE FOLLOYED BY DUNNETT'S PROCEDURE 

PERIOO(s): \leek 14 \leek 27 

Group: 1F : 0 mg base/kg/day 
MEAN 1.84 1.80 

so 0.077 0.047 
N 4 4 

Group: 2F : 0.1 mg base/kg/day 
MEAN 1.80 1.82 

so 0.104 0.056 
N 4 4 

Group: 3F 2.0 mg base/kg/day 
MEAN 1.65* 1.79 

so 0.072 0.088 
N 4 4 

Group: 4F : 6.0 mg base/kg/day 
MEAN 1.57** 1.82 

so 0.074 0.078 
N 4 4 

~ 00 

• ·: ' gn i ficant Difference from Control P < .05 **·Significant Difference from Contro l P < .01 
1-8 
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Week 14 

Group N Total 

THIRTEEN WEEK ORAL TOXICITY STUDY OF WR 238605 
WITH A THIRTEEN WEEK RECOVERY PERIOD IN DOGS 

ANALYSIS OF VARIANCE FOLL~D BY DUNNETT'S PROCEDURE 

Std. DUNNETT'S DUNNETT'S RANGES Degree 
Mean Dev. 't' LO ·95X· HI LO ·99X· HI Source Fein 

Sun of 
Squares 

Mean 
Square 

-----------------------------------------------------------·-----------------·---·-·-------------------- ---- ------ --------------
1M 4 7.05 1.76 0.054 TREATMENTS 3 0.169 0.056 
2M 4 7.35 1.84 0.048 2.06 1.67 1.86 1.63 1.89 ERROR 12 0.032 0.003 
3M 4 6.57 1.64 0.043 3.30 1.67 1.86* 1.63 1.89 -------------------- ------ ---- --------
4M 4 6.29 1.57 0.059 5.23 1.67 1.86* 1.63 1.89** TOTAL 15 0.201 

F Ratio= 21.36 IF' table values F.01 = 5.95 F .05 = 3.49 
Coeff. Var. X = 3.017 Dumett's 'T I table values P.01 = 3.58 P.05 = 2.68 

Week 27 

1M 4 7.02 1. 76 0.062 TREATMENTS 3 0.0008 0.0003 
2M 4 7.05 , . 76 0.083 ERROR 12 0.0542 0.0045 
3M 4 6.98 1.75 0.048 ------ --------------·----------·------
4M 4 7.05 1.76 0.070 TOTAL 15 0.0550 

F Ratio = 0.06 IF' table values F.01 = 5.95 F.05 = 3.49 
Coeff. Var. X = 3.825 Dunnett's 'T I table values P.01 = 3.58 P.05 = 2.68 

--------------------------------------------------------------------------------·-------------------------- -- --- -- --------------
*-Significant Difference from Control P < .05 **·Significant Difference from Control P < .01 
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THIRTEEN WEEK ORAL TOXICITY STUDY OF WR 238605 
WITH A THIRTEEN WEEK RECOVERY PERIOD IN DOGS 

SUMMARY REPORT 

--~~~;~-~~~---- - ---------------------------------::~-~::: __ ~=~- -~::~~-------~--~--~--~--~-------~~;~-;~~~~--
STlllY NO: 097BH 

Week 14 

Group N Total 

1F 4 7.35 
2F 4 7.18 
3F 4 6.59 
4F 4 6.26 

F Ratio = 9.43 
Coeff. Var. X= 4.835 

Week 27 

1F 4 7.20 
2F 4 7.26 
3F 4 7.17 
4F 4 7.28 

F Ratio = 0.14 
Coeff. Var. X = 3.827 

Mean 

1.84 
1.80 
1.65 
1.57 

'F' 

ANALYSIS OF VARIANCE FOLL~D BY DUNNETT'S PROCEDURE 

Std. DUNNETT'S 
Dev. 't' 

o.on 
0.104 0.73 
o.on 3.25 
0.074 4.66 

table values 

DUNNETT'S RANGES 
LO -95X- HI LO -99X- HI 

1.68 1.99 
1.68 1.99" 
1.68 1.99" 

F.01 = 

1.63 
1.63 
1.63 

5.95 

2.05 
2.05 
2.05 .. 

Degree 
Source Fctn 

TREATMENTS 3 
ERROR 12 

TOTAL 15 

Dunnett's 'T' table values P.01 = 3.58 
F.05 = 
P.05 = 

3.49 
2.68 

1.80 0.047 TREATMENTS 3 
1.82 0.056 ERROR 12 

Sun of 
Squares 

0.194 
0.082 

0.276 

0.0020 
0.0574 

Mean 
Square 

0.065 
0.007 

0.0007 
0.0048 

1.79 0.088 ----- ------------ -- -------------------
1.82 0.078 TOTAL 15 0.0593 

'f' table values F.01 = 5.95 F.05 = 3.49 
Dunnett's 'T' tab le values P.01 = 3.58 P.05 = 2.68 

•-Significant Difference from Control P < .05 ••-significant Difference from Control P < .01 
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Ill. Individual Animal M:E Ratio Data 
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S7'..DY I D: 097 
S:"...OY NO: 097BM 
.6311: M:E IIAT 10 

THIRTEEN WEEK ORAL TOXICITY STUDY OF WR 2386 05 
WITH A THIRTEEN WEEK RECOVERY PERIOD IN DOGS 

INDIVIDUAL ANIMAL REPORT BY GROUP 
TEST: M: E RATIO 

ANIMAL 10 ~eek 14 loleek 27 

GROUP: 1M:O mg base/kg/day 
7531 1.84 
7532 1. 70 
7512 Ln 
7515 1.76 
7521 1.69 
7533 1.82 
7520 1.78 
7505 1.76 

MEAN 1.76 1. 76 
so 0.054 0. 062 
N 4 4 

GROUP: 2M:0.1 mg base/kg/day 
7527 1.82 
7519 1.66 
7529 1.73 
7536 1.84 
7503 1.78 
7523 1.89 
7517 1.86 
7528 1.82 

MEAN 
so 

N 

1.84 
0.048 

4 

1. 76 
0. 083 

4 

GROUP: 3M:2.0 mg base/kg/day 
7538 1.n 
7516 1.81 
7522 1.75 
7510 1.70 
7576 1.69 
7506 1.63 
7502 1.59 
7514 1.66 

MEAN 
so 

N 

1.64 
0.043 

4 

1.75 
0.048 

4 

GROUP: 4M:6.0 mg base/kg/day 
7535 1.76 
7511 1.78 
7530 1.84 
7507 1.67 
7508 1.55 
7509 1.58 
7518 1.51 
7524 1.65 

MEAN 
so 
N 

1.57 
0.059 

4 

1. 76 
0.070 

4 

SEX: MALE 

UNITS: -

----- ---------- -- ------ ------ ------ ----- -------------- ---- -- -- --- -------- ----- --------------- ---- --- -------------------
(-· )· Data Unavailable 
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STUDY ID : 097 
STUDY NO : 097BM 
ABBR: H:E RATIO 

THIRTEEN WEEK ORAL TOXICITY STUDY OF WR 2386 05 
WITH A THIRTEEN WEEK RECOVERY PERIOD IN DOGS 

I ND I VI DUAL ANIMAL REPORT BY GROUP 
TEST: M:E RATIO 

ANIMAL IO ~eek 14 ~eek 27 

GROUP: 1F:O mg base/kg/day 
7557 1.75 
7541 1.78 
7566 1.86 
7549 1.81 
7555 1.87 
7558 1.84 
7573 1.73 
7542 1.91 

MEAN 1.84 1.80 
so o.on 0.047 
N 4 4 

SEX: FEMALE 

UNITS: -

--------------------------------------------------------------------------------------------· ·· -------------- --------- -
GROUP: 2F:0.1 mg base/kg/day 
7543 1.89 
7553 1.82 
7545 1.76 
7552 1.79 
7569 1. 70 
7560 1.92 
7567 1.84 
7550 1. 72 

MEAN 
so 
N 

1.80 
0.104 

4 

1.82 
0.056 

4 

------------------------------------------------------------------------------··-·-···---------------------------------
GROUP: 3F:2.0 mg base/kg/day 
7562 1. 72 
7548 1.73 
7571 1.81 
7561 1.91 
7564 1.72 
7574 1.56 
7556 1 .62 
7572 1 .69 

MEAN 
so 
N 

1.65 
0.072 

4 

1.79 
0.088 

4 

---- -- -----------------------------------------------------------------·----------------------------------------·------

(--)-Data Unavailable 

GROUP: 4F:6.0 mg base/kg/day 
7539 1.76 
7563 1. 75 
7540 1.91 
7554 1.86 
7568 1.50 
7544 1.67 
7546 1.53 
7551 1.56 

MEAN 
so 

N 

1.57 
0.074 

4 

1-13 
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IV. Individual Animal Data Sheets 
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Group 1 

ANIMAL NO. 

ABSOLUTE 

RATIO 

Group 2 

ANIMAL NO. 

ABSOLUTE 

RATIO 

Group 3 

ANIMAL NO. 

ABSOLUTE 

RATIO 

Group 4 

ANIMAL NO. 

ABSOLUTE 

RATIO 

7505 

319:181 

1.76:1.00 

7503 

320:180 

1.78:1.00 

7502 

307:193 

1.59:1.00 

7508 

304:196 

1.55:1 .00 

DRAFT REPORT 
TRL STUDY NO. 097 (MALE DOGS) 

BONE MARROW M:E RATIO DATA 

Vehicle Control: 0 mg base/kg/day 

7520 7521 7533 

320:180 314:186 323:177 

1.78:1.00 1.69:1.00 1.82 :1.00 

Low-Dose: 0.1 mg base/kg/day 

7517 7523 7528 

325:1 75 327:173 323:177 

1.86:1.00 1.89:1.00 1.82:1.00 

Mid-Dose: 2.0 mg base/kg/day 

7506 7514 7576 

310:190 312:188 314:186 

1.63:1.00 1.66:1.00 1.69:1.00 

High-Dose: 6.0 mg base/kg/day 

7509 7518 7524 

306:194 301:199 311 :189 

1.58:1.00 1.51:1.00 1.65 :1.00 
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Group 1 

ANIMAL NO. 

ABSOLUTE 

RATIO 

Group 2 

ANIMAL NO. 

ABSOLUTE 

RATIO 

Group3 

ANIMAL NO. 

ABSOLUTE 

RATIO 

Group 4 

ANIMAL NO. 

ABSOLUTE 

RATIO 

7542 

328:172 

1.91 :1.00 

7550 

316:184 

1.72:1.00 

7556 

309:191 

1.62:1.00 

7544 

313:187 

1.67:1.00 

DRAFT REPORT 
TRL STUDY NO. 097 (FEMALE DOGS) 

BONE MARROW M:E RATIO DATA 

Vehicle Control : 0 mg base/kg/day 

7555 7558 7573 

326:174 324:176 317:183 

1.87:1.00 1.84:1 .00 1.73:1.00 

Low-Dose: 0.1 mg base/kg/day 

7560 7567 7569 

329:171 324:176 315:185 

1.92:1 .00 1.84:1.00 1.70:1.00 

Mid-Dose: 2.0 mg base/kg/day 

7564 7572 7574 

316:184 314:186 305:195 

1.72:1 .00 1.69:1 .00 1.56:1.00 

High-Dose: 6.0 rng base/kg/day 

7546 7551 7568 

302:198 305:195 300:200 

1.53 :1.00 1.56:1.00 1.50:1.00 
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Group 1 

ANIMAL NO. 7512 

ABSOLUTE 316:184 

RATIO 1.72:1.00 

Group 2 

ANIMAL NO. 7519 

ABSOLUTE 312:188 

RATIO 1.66:1.00 

Group 3 

ANIMAL NO. 7510 

ABSOLUTE 315:185 

RATIO 1.70:1.00 

Group 4 

ANIMAL NO. 7507 

ABSOLUTE 313:187 

RATIO 1.67:1.00 

DRAFT REPORT 
TAL STUDY NO. 097 -- RECOVERY GROUPS (MALE DOGS) 

BONE MARROW M:E RATIO DATA 

Vehicle Control: 0 mg base/kg/day 

7515 7531 7532 

319:181 324:176 315:185 

1.76:1.00 1.84:1.00 1.70:1.00 

Low-Dose: 0.1 mg base/kg/day 

7527 7529 7536 

323:177 317:183 324:176 

1.82:1 .00 1.73:1.00 1.84:1.00 

Mid-Dose: 2.0 mg base/kg/day 

7516 7522 7538 

322:178 318:182 316:184 

1.81:1.00 1.75:1.00 1.72:1.00 

High-Dose: 6.0 mg base/kg/day 

7511 7530 7535 

320:180 324:176 319:181 

1.78:1.00 1.84:1.00 1.76:1 .00 
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Group 1 

ANIMAL NO. 

ABSOLUTE 

RATIO 

Group 2 

ANIMAL NO. 

ABSOLUTE 

RATIO 

Group3 

ANIMAL NO. 

ABSOLUTE 

RATIO 

Group 4 

ANIMAL NO. 

ABSOLUTE 

RATIO 

DRAFT REPORT 
TAL STUDY NO. 097 -- RECOVERY GROUPS (FEMALE DOGS) 

BONE MARROW M:E RATIO DATA 

Vehicle Control: 0 mg base/kg/day 

7541 7549 7557 7566 

320:180 322:178 318:182 325:175 

1.78:1.00 1.81:1.00 1.75:1 .00 1.86:1.00 

Low-Dose: 0.1 mg base/kg/day 

7543 7545 7552 7553 

327:173 319:181 321 :179 323:177 

1.89:1 .00 1.76:1.00 1.79:1.00 1.82:1 .00 

Mid-Dose: 2.0 mg base/kg/day 

7548 7561 7562 7571 

317:183 328:172 316:184 322:178 

1.73:1 .00 1.91:1 .00 1.72:1 .00 1.81 :1.00 

High-Dose : 6.0 mg base/kg/day 

7539 7540 7554 7563 

319:181 328:172 325:175 318:182 

1.76:1.00 1.91 :1.00 1.86 :1.00 1.75 :1.00 

1-18 



I 
I 
I 
I 
I 
I 
I 
I 
I 
I 
I 
I 
I 
I 
I 
I 
I 
I 
I 

V. Quality Assurance Statement 
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------------- -- --- -- ----- --- -- ----------- -- -- - - - Pathology Associates, Inc. 
15 Worman's Mill Court 

Suite I 
Frederick, MD 21701 

(301) 663·1644 
(301) 663-8994 FAX 

- -- -- -- -- -- -

QUALITY ASSURANCE STATEMENT 

This bone marrow project has been inspected and audited by the PAl Quality Assurance Unit (QAU) as 
required by the Good Laboratory Practice (GLP) regulations promulgated by the U.S. Food and Drug 
Administration. Results of these activities indicate that the portions of the study performed by PAl 
conformed with GLP regulations and applicable Standard Operating Procedures. The bone marrow 
evaluation narrative report is an accurate reflection of the recorded data. The following table is a record 
of the inspections/audits performed and reported by the OAU. 

Date of 
Inspection 

08/03/93 
08/03/93 
08/03/93 

Quality Assurance Specialist 

Bone Marrow Evaluation Report 
Study No. 097 

Phase Inspected 

Individual Animal Data 
Summary Data 

Date Findings Reported 
to Management/ 
Study Pathologist 

Draft Bone Marrow Evaluation Report 

08/03/93 
08/03/93 
08/03/93 

August 12, 1993 

Date 

Thirteen Week Oral Toxicity Study Of WR 238605 With A Thirteen Week Recovery Period in Dogs 

1-20 
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Contract No.: DAMD17- 92-C-2001 
Task Order No.: UIC-5A 

Study No.: 097 

THIRTEEN WEEK ORAL TOXICITY STUDY OF WR 238605 
WITH A THIRTEEN WEEK RECOVERY PERIOD IN DOGS 

1.0 PURPOSE OF THE STUDY: 

2.0 

3.0 

The purpose of this study is to determine specific target organ tox icity, 
dose-response relationships, and a no adverse effect level of WR 238605 in 
Beagle dogs following thirteen weeks of daily oral administration. In 
addition, the reversibility of these toxic effects over a 90-day recovery 
period will be assessed. This study will be conducted in accordance with 
the specifications of the Sponsor as described in Task Order UIC-5. The 
protocol for this study was approved by the UIC Animal Care Committ ee. 

SPONSOR: 

2.1 Name: 

2.2 Address: 

2.3 Representative: 

TESTING FACILITY: 

3.1 Name: 

3.2 Address: 

U.S. Army Medical Research 
and Development Command 

Fort Detrick 
Frederick, MD 21702-5009 

George Schieferstein, Ph.D. 

Toxicology Research Laboratory (TRL) 

University of Illinois at Chicago (UIC) 
Department of Pharmacology 
P. 0. Box 6998 
Chicago, IL 60680 

3.3 Study Director: Barry S. Levine, O.Sc., D.A.B.T. 

4.0 DATES: 

4.1 Study Initiation Date 
qj,fq 2 (see 11.0; Protocol Approval): 

4.2 Proposed Initiation of Dosing: 12/10/92 

4.3 Proposed Necropsy Dates: 3/ 11/12/93 ; 6/10,11/93 

4.4 ProQosed Study Completion Date 
(Draft Study Report}: 10/15/ 93 

5.0 TEST ARTICLE 

5.1 Name or Code No: WR 238605 Succinate 

PRTL097 Page 1 
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Contract No.: DAMD1 7-92-C-2001 
Task Order No. : UIC-5A 

Study No. : 097 

5.2 TRL Chemical No: 0720614 

5.3 Physical Description: Pale yellow powder. 

5.4 Stability and Handling of Test Article: 

5.4 . 1 Storage Conditions to Maintain Stability: 

5.4.1.1 Temperature: 0 - 4°C. 

5.4.1.2 Humidity : Ambient conditions . 

5.4.1.3 light: Protect from light; amber bo ttle or 
silver foil covering. 

5.4.1.4 Special Reguirements: None 

5.4.2 Special Handling Procedures: Standard safety precautions 
including gloves, eye protection, mask, and lab coat s . 

5.4.3 Log of Test Article: The amount, date, i dentity of 
person(s) removing aliquots and the purpose for which each 
aliquot of the test article was removed from the batch will 
be documented. At termination of the study, all unused test 
article will be returned to the Sponsor if requested. 

6.0 PERSONNEL: 

Study Director 
Toxicologist 
Pathologist 
Clinical Veterinarian 
Veterinarian Support 
Clinical Laboratory 
Ophthalmologist 
Cardiologist 
Tox. Lab Supervisor 
Technician 
Quality Assurance 

7.0 TEST SYSTEM: 

7.1 Species: 

7.2 Strain: 

7.3 Sex(sl/Number: 

7.4 Age of Animals: 

7.5 Weight of Animals: 

PRTL097 

Barry S. Levine, D.Sc., D.A.B. T. 
E. Marianna Furedi-Machacek, D.V.M. 
Michael J. Tomlinson, D.V.M., Ph.D . , D.A .C.V .P. 
Terry Hewett, D.V.M. 
Documented in raw data 
Maria Lang, A.H.T., C.V.T . 
Samuel J . Vainisi D.V.M., D.A .V.C.O. 
Robert Hamlin, D.V.M., Ph.D., D.A.C.V. I. M. 
Soudabeh Soura, B.S. 
Nancy Dinger, B.S. 
Ronald C. Schoenbeck 

Dog 

Beagle 

32 Ma l es & 32 Females 

Approximat ely 7 - 8 months old upo n in i tia tion 
of treatment . 

Approximately 10 - 12 kg (mal es ) and = 8 - 10 
kg (femal es) upon initiat ion of treat ment. 

Page 2 
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7.6 

7.7 

7.8 

7.9 

7.10 

7.11 

PRTL097 

Contract No.: DAMD17-92-C-2001 
Task Order No.: UIC-SA 

Study No. : 097 

Source of Animals: Marshall Farms, North Rose, NY. UU ~ ~ (p lJ 
Justification for Selection of Test System: The dog is a standard 
and accepted non-rodent species for regulatory toxicology studies, 
and is specified by the Sponsor. 

Procedure for Unique Identification of Test System: Upon arrival 
each animal will be given a facility unique number. This number will 
appear as an ear tattoo and a neck collar tag and will also appear 
on a cage card visible on the front of each run. The cage card will 
additionally contain the study number, test article iden t ification, 
treatment group number and dose level. Cage cards will be 
color-coded as a function of treatment group. Raw data records and 
specimens will also be identified by the unique test animal number. 

Housing: The animals will be housed in an AAALAC-accredited 
facility. Animals will be singly housed in runs in a temperature (72 
± 6°F) and humidity (approx. 50 ± 20%) controlled room with a 12 
hour 1 ight/12 hour dark cycle. A few dogs may be housed twojrun 
(within sex) during the quarantine/pretest period. The run size, 15 
square feet, is adequate to house dogs at the upper weight range as 
described in the Guide for the Care and Use of Laboratory Animals, 
DHEW (NIH) No. 86.23. All runs will be cleaned and fresh bedding 
replaced daily. The runs will be sanitized once every two weeks. 

Quarantine Procedure: Animals will be quarantined for approximately 
three weeks. During that time, the animals will be observed daily 
for signs of illness and all unusual observations will be reported 
to the Study Director, Toxicologist or Clinical Veterinarian. Body 
weights and physical examinations will be done upon the dogs' 
arrival at the animal facility. Additionally, each dog will be 
lightly sprayed upon arrival with PARA PYRETHRIN MIST for fleas, 
lice, and ticks. Within a few days of arrival, hematology (to 
include methemoglobin level determination) and clinical chemistry 
tests, and fecal examination for internal parasites will be 
performed. If parasites are found, the affected animal will be 
treated with a vermifuge approved by the Sponsor, and at least 10 
days and a negative fecal examination will elapse before the animal 
is used on a study. All dogs will have been vaccinated against 
canine distemper, infectious canine hepatitis, leptospirosis, 
parainfluenza, parvo, oral papilloma, and rabies by the animal 
supplier. Animals will be examined during quarantine and approved 
for use by the Clinical Veterinarian prior to being placed on test. 
Any sickly animal will be eliminated from the test animal selection 
process. If a selected animal appears sickly prior to initiation of 
treatment, it will be replaced by a healthy animal prior to 
treatment under the direction of the Study Director or Toxicologist. 
Quarantine release will be documented on the Clinical Veterinarian 
Log by the veterinarian prior to study initiation. 

Food: Purina Certified Canine Diet No. 5007 (Ralston Purina 
Company, St. Louis, MO), approximately 400 g, will be provided daily 
from arrival until termination. Exactly 400 g will be provided when 
food consumption is measured. The food wi 11 be removed for an 
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Contract No.: DAMD17-92-C-200l 
Task Order No.: UIC-SA 

Study No.: 097 

overnight fast (:::: 16 - 20 hours) prior to blood co ll ection or 
scheduled sacrifice. 

7.12 Water: Tap water from an automatic watering system in which the 
room distribution lines are flushed daily will be provided ad 
libitum from arrival until termination. The water is untreated with 
additional chlorine or HCl. 

7.13 There are no known contaminants in the feed or water which are 
expected to influence the study. A copy of the feed certification 
will be kept with the study records. The results of bi-monthly 
comprehensive chemical analyses of Chicago water are documented in 
files maintained by Quality Assurance. 

8.0 EXPERIMENTAL DESIGN: 

8.1 Treatment Groups: 

8.2 

8.3 

8.4 

PRTL097 

Treatment 
Group 

1 
2 
3 
4 

Dose Level 
(mg base/kg/day) 

0 
0.1 
2.0 
6.0 

*Recovery Animals 

Number 
of Males 

4 + 4* 
4 + 4* 
4 + 4* 
4 + 4* 

Number 
of Females 

4 + 4* 
4 + 4* 
4 + 4* 
4 + 4* 

Dose levels were selected by the Sponsor based upon the results of 
an earlier 28-day gavage study in the dog (UIC/TRL Study No. 047). 

Four animalsjsexjgroup will be necropsied in Week 14. The remaining 
animals will be held for a thirteen week recovery period, at which 
time they will be necropsied. 

Frequency and Route of Administration of the Test Article: The test 
article will be administered once daily by gastric intubation 
starting with Day 0 for at least 13 weeks. Control an imals will 
receive the vehicle (aqueous 1% methylcellulose/0.4% Tween 80). The 
animals will be acclimated to the gavage procedure for at least 
three days prior to Day 0. Following dosing, the test article or 
vehicle alone will be flushed from the catheter with approximately 
20 ml distilled water. The quantity of the test article (mgjkg) 
will be adjusted weekly, based on each animal 1 S most recent body 
weight. The animals to be sacrificed after the 13 week treatment 
period will be dosed up to and including the day prior to scheduled 
necropsy on Days 91 and 92. The recovery animals will be dosed for 
91 days. Dosing volume will be 1 mljkg, and the actual volume (ml) 
administered will be documented in the raw data. 

Justification of Route(s): Oral treatment is the intended clinical 
route and is specified by the Sponsor. 

Procedure to Control Bias during the Assignment of Animals to 
Treatment Groups: The animals will be randomized using a restricted 
randomization procedure, stratified by body weight. Baseline data 
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including clinical pathology, ophthalmology, and ECG data will be 
used to select appropriat e animals for randomization. 

Test Article Vehicle: Aqueous 1% methylcellulose/0.4% Tween 80. 
Both chemica 1 s will be obtai ned from Sigma. If another source is 
used, it will be identifi ed in the raw data. 

Test Article Dosage Form Preparation and Analyses: The test article 
dosing suspensions will be prepared every two weeks based on 
stability data from a previously conducted dog toxicity study by 
gastric intubation (UIC/TRL Study No. 047). WR 238605 dosage 
formulations were previously shown to be homogeneous in that study. 
The test article will be suspended in the vehicle to result in 
concentrations necessary to administer the dosage formulations at a 
volume of 1 mljkg. The specific volume (ml) administered will be 
calculated on the basis of each animal's most recent body weight. 
Samples of all dosage formulations used in Weeks 1 & 2, 7 & 8 and 13 
will be analyzed for test article concentration prior to their use. 
Only samples within 10% of their target concentration will be used. 

Type and Frequency of Observations I Tests I Ana 1 yses and Measurements: 

8.7.1 Clinical Signs: All animals will be observed once daily 
for clinical signs of toxicity approximately 1 - 2 hours 
after dosing. Additionally, all animals will be observed 
for moribundity/mortality in the afternoon and immediately 
prior to dosing in the morning. During the recovery 
period, clinical signs will be recorded once daily in the 
morning. 

8.712 

8.7.3 

8.7.4 

8.7.5 

8.7.6 

Clinical Observations: All animals will be subjected to a 
physical examination including examination of eyes and all 
orifices in Week -2/-1, on Day 0, and weekly thereafter. 

Body Weight: Body weights of all animals will be recorded 
at test animal selection in the quarantine/pretest period, 
weekly during the treatment and recovery periods, and at 
scheduled necropsy. 

Food Consumption: Food consumption for all animals will be 
measured over an approximate 24 hour period twice during 
the quarantine/pretest period, and weekly during the 
treatment and recovery periods. 

Ophthalmologic Examinations: All dogs will be examined by 
indirect ophthalmoscopy prior to study initiation and 
during Week 13, and in Week 26 for the recovery animals. 

Clinical Pathology: Hematology and clinical chemistry 
parameters will be measured within one week of arrival 
(Week -3), and in Weeks -1, 2, 4, 8, and 13. Hematology 
and clinical chemistry tests will also be performed for the 
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recovery animals in Weeks 18 and Week 26. The overnight 
fasted animals will be unanesthetized and sufficient blood 
will be collected from the cephalic vein t o mea sure the 
fallowing parameters in random order. Water wi 11 be 
available ad libitum during all fasting periods . 

Hematology 

8 Erythrocyte count 
and morphology 

Hematocrit 
Hemoglobin 
Leukocyte count, total 

and differential 
Platelet count 
Reticulocyte count 
Heinz bodies 

Mean cell volume (MCV) 
Mean cell hemoglobin (MCH) 
Mean cell hemoglobin 

concentration (MCHC) 
Activated partial 

thromboplastin time 
Prothrombin time 

'11ethemoglobin 

8 lncl udes nucleated RBCs. 

b To be measured with a Co-oximeter (Instrumentation 
Laboratory, Model No. 282). The assay will be performed 
within one hour of sample collect ion. The specimens 
will be kept on wet ice prior to analysis. 

Clinical Chemistry 

Alanine aminotransferase 
(ALT/SGPT) 

Albumin 
Albumin/globulin ratio 

(calculated) 
Alkaline phosphatase 
Aspartate aminotransferase 

(AST/SGOT) 
Calcium 
Chloride 
Cholesterol 
Creatinine 
Creatine kinase (CK) 

Gamma glutamyl 
transferase 

Globulin (calcul ated) 
Glucose 
Haptoglobin 
Lactate dehydrogenase 

(LDH) 
Inorganic phosphorus 
Potassium 
Sodium 
Total bilirubi n 
Total protein 
Triglycerides 
Urea nitrogen (BUN ) 

Urine specimens will be collected in Week -1, and i n Weeks 
2, 4, 8 and 13, and during the recovery period in Weeks 18, 
and 26. The following parameters will be measured. 

Urinalysis 

Qualitative 
Bilirubin 
Glucose 
Ketones 
Occult Blood 
Leukocytes 

Page 6 

Nitrite 
pH 
Protein 
Urobilinogen 
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8.7.8 

8.7.9 

Color 
Specific Gravity 
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Microscopic examination of spun sediment 

Plasma Drug Levels: Sufficient blood will be collected to 
provide approximately 1 ml of plasma for drug level 
measurements at t he following times: Weeks -1, 4, 8, 13, 18 
and 26. The plasma samples will be sent to Dr. Emil Lin as 
specified by the Sponsor, and the results will not be 
included in the study report. 

Electrocardiography: ECG tracings will be collected from 
all dogs in the quarantine/pretest period and in Week 13, 
and in Week 26 for the recovery animals. The following 
leads will be measured: I, aVF and V3 • Heart rate, and PQ 
and QRST intervals will be measured from Lead I . 

Pathology: All animals which die on test or sacr ificed if 
moribund will be necropsied. Four animals/sex/group will 
be sacrificed and necropsied in random order over a two 
consecutive day period (Days 91 and 92). The remaining 
recovery animals will be sacrificed and necropsied in 
random order at the onset of Week 27, after a thirteen week 
recovery period. This wi 11 be accomp 1 i shed by sod i urn 
pentobarbital anesthesia and exsanguination. An extensive 
necropsy will be performed under the direction and 
supervision of the pathologist. Terminal body weights will 
be collected prior to routine sacrifice. 

The necropsy procedure will be a thorough and systematic 
examination and dissection of the animal viscera and 
carcass to include the external surface, all orifices, the 
cranial cavity, external surface of the brain, cross 
section of the spina 1 cord, the nasa 1 cavity and nasa 1 
turbinates, thoracic, abdominal and pelvic cavities and 
their viscera, and cervical tissues and organs. The 
following tissues and organs will be collected and fixed in 
10% neutral buffered formalin (NBF). 

~~ 1ED PAGE ~ 1/ 
STUDY NO· INWt£ Ifl7_ 

DATE: ul& '4 
Page 7 



I 
I 
I 
I 
I 
I 
I 
I 
I 
I 
I 
I 
I 
I 
I 
I 

8.7.10 

I 
I 
I PRTL097 

~ fDl /A\ ~ l] 
I I i ~~ I .... •, I I :....:...- U;.i .... ru ~ Contract No.: DAMD17-92-C-2001 

Task Order No.: UIC-SA 

*Adrenal glands 
Aorta (thoracic) 

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

Cecum 
Colon 
Diaphragm 
Duodenum 
Esophagus 
Eyes and optic nerve 

*Heart 
Gallbladder 
Gross lesions 
Ileum 
Jejunum 

*Kidneys 
*Liver (with gallbladder 

drained) 
Lungs/Bronchi 
Lymph node (submandibular 

and mesenteric) 
Mammary gland 

Study No.: 097 

Muscle, skeletal 
*Ovaries 
Pancreas 
Pituitary 
Prostate 
Rib with costochondral junction 
Rib with Marrow 
Salivary gland (mandibular) 
Sciatic Nerve 
Skin 
Spinal cord (thoracic ) 

*Spleen 
Stomach 

*Testes with epididymides 
Thymus 

*Thyroid gland with parathyroids 
Tongue 
Tonsil 
Trachea 
Ureter 
Urinary bladder 

*Uterus 

*Weighed at scheduled necropsy. Paired organs will be 
weighed as a unit. 

Histopathology requirements: 

The above tissues from all dogs found dead, sacrifi ced 
either in extremis or at scheduled necropsy in Week 14 will 
be embedded in paraffin, sectioned, stained with 
hematoxylin and eosin, and examined microscopically. Those 
tissues/organs for which treatment-related lesions were 
observed will be examined microscopically for al l recovery 
animals. 

Bone marrow (rib) smears will be prepared for all an imals 
at their scheduled necropsy. Myeloid :erythroid (M: E) 
ratios will be determined for all animals necropsied in 
Week 14. If treatment-related changes are seen, M:E ratios 
will be determined for all recovery animals. 

Statistical Analyses: For each sex, Analysis of Var iance 
tests will be conducted on body weight, ECG measurements, 
hematology, clinical chemistry and organ we ight data. 
Organ weight analyses will include absolute weights, 
weights relative to body weight, and weights relative to 
brain weight. If a significant F rat io is obtained (p ~ 
0.05), Dunnett's t test will be used for pa irNise 
comparisons to the control group. Food consumption data 
will be analyzed by the Kruskal-Wallis test ( p ~ 0.05). 
If a significant effect is seen, the Mann-Whitney U test 
will be used for pairwise comparisons to the contr·ol group. 
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Frequency data such as incidence of mortal ity, gross 
necropsy observations and tissue morphology observations 
will be compared by Fishers Exact Test or Chi-square 
analyses as necessary. Quantitative data wi l l be tabulated 
and presented in the report . In addition to the written 
report, summary data tables of parameters and variability 
will be transmitted to the Sponsor on magnetic media 
(computer diskette) in "ASCII" form. The transcribed data 
on disk will no longer be considered GLP compliant. 

RECORDS TO BE MAINTAINED: 

All data generated during the conduct of the study, except those that are 
generated as direct computer input, shall be recorded directly, promptly, 
and accurately in ink in bound books with prenumbered pages or on 
worksheets that shall be bound during or at the conclusion of the 
nonclinical laboratory study. All appropriate computer and machine output 
shall be bound during or at the conclusion of the study. All data entries 
shall be dated on the day of entry and signed or initialed by the person 
entering the data. 

Any changes in entries for whatever reason (e.g., to correct an error or 
transposition) shall be made so as not to obscure the original entry, 
shall indicate the reason for such change, and shall be dated and signed 
or identified at the time of data input. In computer driven collection 
systems, the operator responsible for direct data input shall be 
identified at the time of data input. Any changes in computer entries for 
whatever reason (e.g., to correct an error or transposition) shall be made 
in such a manner so as not t o obscure the original entry, if possible, 
shall indicate the reason for such change, and shall be da t ed and the 
responsible individual shall be identified. All recorded data shall be 
reviewed, signed and dated by a knowl edgeab 1 e person, other than the 
person making the entry, to assure adherence to procedures and to verify 
observations. 

Upon completion of the study and submission of the final report, all raw 
data, documentation, specimens, test article reserves and other materials 
necessary to reconstruct the study will be stored in the TRL archives 
maintained by Quality Assurance. 

All changes or revisions, and reasons therefore, to this protocol once it 
is approved shall be documented, signed by the Study Director and Sponsor, 
dated and maintained with the protocol. 

10.0 REGULATORY REQUIREMENTS: 

This study will be performed in compliance with the UIC / TRL Quality 
Assurance Program designed to conform with FDA Good Laboratory Practice 
Regulations and EPA Good Laboratory Practice Standards. 

Will this study be submitted to a regulatory agency? Yes 
If so,to which agency(ies)? Food and Drug Administration 
Does the Sponsor Request that test article samples be returned? Yes 
Does the Sponsor request that samples of the test article/carrier 
mixture(s) be returned? No 
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11.0 PROTOCOL APPROVAL: 

STUDY DIRECTOR: 

QUALITY ASSURANCE: £tfl~A!?t!__ Jdlr~~ 
Ronald Schoenb€ck 

SPONSOR APPROVAL: ~ ~V<A~ 
George ~stein, Ph.D. 
Contract ing Officer's 
Representative (COR) 

COMMENTS FROM THE COR: 
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Protocol Amendment 

Study No.: 097 

Title: Thirteen Week Oral Toxicity Study of WR238605 with a Thirteen Week 
Recovery Period in Dogs 

1. Page 4 Section 8.2 

Change dosing volume in the last sentence of the paragraph from 0.5 mljkg 
to 1 mljkg. 

Reason: Mistake in protocol. 

2. Page 5 Section 8.6 

Change dosing volume in the eighth line from 5 mljkg to 1 ml/kg. 

Reason: Mistake in protocol. 

Approvals: 

STUDY DIRECTOR: 

SPONSOR APPROVAL: 
George Sc~rstein, Ph.D. 
Contracting Officer's 
Representative (COR) 
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Protocol Amendment 

Study No.: 097 

Title: Thirteen Week Oral Toxic i ty Study of WR238605 with a Thirteen Week 
Recovery Period in Dogs 

3. Page 4 Section 8.2 

Add the following sentences after the second sentence: 

Reason: 

"The animals will be accl imated to the gavage procedure for at least 
three days prior to Day 0. Following dosing, the test article or 
vehicle alone will be fl ushed from the catheter with approximately 
20 ml distilled water." 

Clarification of procedures. 

4. Page 5 Section 8.7.2 

Change "Week -1" to "Week -2/-1". 

Reason: Clarification of procedures. 

5. Pages 5 & 6 Section 8.7.6 

Remove the following blood sampling periods for clinical pathology 
measurements: 

during the latter half of Week 1 
Week 6 
Week 10 
Week 22 

Also remove the following urine sampling period: 

Week 22 

Reason: Sponsor request. 

6. Page 7 Section 8.7.7 

Remove the following blood sampling period for plasma drug levels: 

Week 22 

Reason: Sponsor request. 
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Protocol Amendment 

Study No.: 097 

Title: Thirteen Week Oral Toxicity Study of WR238605 with a Thirteen Week 
Recovery Period in Dogs 

7. Page 8 Section 8.7.9 

Add the following to the tissue list: 

"Rib with marrow" 

Reason: Inadvertently left off protocol. 

Approvals: 

STUDY DIRECTOR: 
D.A.B.T. 

SPONSOR APPROVAL: ~ s/..c)j L-vt {zs;:; 
George Schieferstein, Ph.D. 
Contracting Officer•s 
Representative (COR) 
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Protocol Amendment 

~ 

LL 11u 

Study No.: 097 

Title: Thirteen Week Oral Toxic i ty Study of WR238605 with a Thi rteen Week 
Recovery Period in Dogs 

8. Page 2 Section 5.3 

Change 11 White powder .. to 11 Pale yellow powder" 

Reason: Mistake in the protocol 

Approvals: 

STUDY DIRECTOR: 

SPONSOR APPROVAL: ~~A til;;, 
George S~tn, Ph.D. 
Contracting Officer's 
Representative (COR) 
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Deviation Type 

Protocol 

Protocol 

Protocol 

THIRTEEN WEEK ORAL TOXICITY STUDY OF 
WR238605 WITH A THIRTEEN WEEK 

RECOVERY PERIOD IN DOGS 

Study Deviations· 

Specific Deviation 

On several occasions the temperature and/or 
relative humidity deviated outside the specified 
range in the animal room(s.) The temperature 
and humidity deviations ranged from -0 to +2°F 
and -5 to +2%, respectively, outside the 
specified ranges. 

Sponsor has requested that the PQ interval be 
reported as the PR interval and that the QRST 
interval be reported as the QT interval. 

The following tissues sections were not 
examined microscopically. Mammary gland 
was not present in sections from six animals 
(#7524, #7533, #7555, #7564, #7572 and 
#7573). The following tissues were missing 
from one animal each at trimming: thyroid­
parathyroid gland (#7521); urinary bladder and 
prostate (#7502); skin/mammary gland (#7509); 
aorta (#7542); and pituitary gland (#7546). 

Effect on Study 

None. These sporadic 
occurrences were not 
considered to have had an 
impact on the outcome of the 
study. 

None. These are acceptable 
interval designations. 

None. No test article-related 
changes were detected in 
corresponding tissues in 
other animals. 

·The detailed "Deviation Reports" are contained in the raw data which are archive at the University of Illinois 
at Chicago, Department of Pharmacology, Chicago, Illinois. 

The above deviations did not affect the integrity of the study. 

Barry S. Levine, D.Sc., D.A.B.T. 

Date 

14- 2 


	



