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TABLE 1-M-1 STUBY NO. 3L322CEO0
TOTAL INCIDENCE OF CLINICAL SIGNS

SEX : MALE
TEST ARTICLES : DBA

DOSE CLINICAL DAYS AFTER COMMENCEMENT OF TREATMENT
LEVEL SIGNS
(MG/KG) N 0 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21
0 12 NORMAL 12/12 12/12 12/12 12/12 12/12 12/12 12/12 12/12 12/12 12/12 12/12 12/12 12/12 12/12 12/12 12/12 12/12 12/12 12/12 12/12 12/12 12/12
20 6  NORMAL 6/6 6/6 6/6 6/6 6/6 6/6 6/6 6/6 6/6 6/6 6/6 6/6 6/6 6/6 6/6 6/6 6/6 6/6 6/6 6/6 6/6 6/6
140 6  NORMAL 6/6 6/6 6/6 6/6 ©6/6 6/6 6/6 6/6 6/6 6/6 6/6 6/6 6/6 6/6 6/6 6/6 6/6 6/6 6/6 6/6 6/6 6/6
1000 12 SAL(A) + - - — 5/12 1712 — 1/12 5/12 2/12 6/12 2/12 8/12 6/12 6/12 7/12 9/12 5/12 5/12 8/12 6/12 6/12 9/12
SAL(A) # e T
NORMAL

12/12 12/12 12712 7/12 11/12 12/12 11/12 7/12 10/12 6/12 10/12 4/12 6/12 6/12 S/12 3712 7/12 7/12 4/12 6/12 6/12 3/12

— : NO SIGNS WERE OBSERVED. N : NUMBER OF ANIMALS.
S AL (A) : SALIVATION AFTER ADMINISTRATION. + : SLIGHT. + : MODERATE.
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TABLE 1-M-2 STUDY NO. 3L322CE0
TOTAL INCIDENCE OF CLINICAL SIGNS
SEX : MALE
TEST ARTICLES : DBA

DOSE CLINICAL DAYS AFTER COMMENCEMENT / CESSATION OF TREATMENT
LEVEL SIGNS
(MG/KG) N 22 23 24 25 26 27 28/0 29/1 30/2 31/3 32/4 33/5 34/6 35/7 36/8 37/9 38/10 39/11 40/12 41/13 42/14
0 12 NORMAL 12/12 12712 12/12 12/12 12/12 12/12 12/12 6/6 6/6 6/6 6/6 6/6 6/6 6/6 6/6 6/6 6/6 6/6 6/6 6/6 6/6
20 6  NORMAL 6/6 6/6 6/6 6/6 6/6 6/6 6/6
140 6 NORMAL 6/6 6/6 6/6 6/6 6/6 6/6 6/6
1000 12 SAL(A) + 8/12 10/12 12/12 10/12 10/12 11/12 — — - - - - - - - - - - - - -
SAL(A) # - — - 2/12 1/12 112 - - - - - - - - - - - - - - -
NORMAL 4712 2/12 - — 1/12  — 12/12 12/12 12/12 12/12 12/12 12/12 12/12 12/12 12/12 12/12 12/12 12/12 12/12 12/12 12/12

— : NO SIGNS WERE OBSERVED. N : NUMBER OF ANIMALS.
S A L(A) : SALIVATION AFTER ADMINISTRATION. + @ SLIGHT. + : MODERATE.
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TABLE 1-F -1 STUDY NO. 3L322CEO
TOTAL INCIDENCE OF CLINICAL SIGNS

SEX : FEMALE
TEST ARTICLES : DBA

DOSE CLINICAL DAYS AFTER COMMENCEMENT OF TREATMENT
LEVEL SIGNS
(MG/KG) N 0 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21
0 12 NORMAL 12/12 12/12 12/12 12/12 12/12 12/12 12/12 12/12 12/12 12/12 12/12 12/12 12/12 12/12 12/12 12/12 12/12 12/12 12/12 12/12 12/12 12/12
20 6  NORMAL 6/6 6/6 6/6 6/6 6/6 6/6 6/6 6/6 6/6 6/6 6/6 6/6 6/6 6/6 6/6 6/6 6/6 6/6 6/6 6/6 6/6 6/6
140 6  NORMAL 6/6 6/6 6/6 6/6 6/6 6/6 6/6 6/6 6/6 6/6 6/6 6/6 6/6 6/6 6/6 6/6 6/6 6/6 6/6 6/6 6/6 6/6
1000 12 SALB) + - — —  — = = = = == === - - -
SAL(A) + - —  — 212 612 — 2/12 5/12 3/12 5/12 4/12 7/12 6/12 6/12 7/12 10/12 7/12 7/12 5/12 7/12 4/12 4/12
SALMM) #  — — = - — = - = - - - - o=
NORMAL 12/12 12/12 12/12 10/12 6/12 12/12 10/12 7/12 9/12 7/12 8/12 5/12 6/12 6/12 5/12 2/12 5/12 5/12 7/12 5/12 8/12 8/12

: NO SIGNS WERE OBSERVED. N : NUMBER OF ANIMALS.
A L (B) : SALIVATION BEFORE ADMINISTRATION.
A L (A) : SALIVATION AFTER ADMINISTRATION. -+ : SLIGHT. H . MODERATE.
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TABLE 1 -F -2 STUDY NO. 3L322CEO
TOTAL INCIDENCE OF CLINICAL SIGNS
SEX : FEMALE
TEST ARTICLES : DBA

DOSE CLINICAL DAYS AFTER COMMENCEMENT / CESSATION OF TREATMENT
LEVEL SIGNS
(MG/KG) N 22 23 28 25 26 27 28/0 29/1 30/2 31/3 32/4 33/5 34/6 35/7 36/8 37/9 38/10 39/11 40/12 41/13 42/14
0 12 NORMAL 12/12 12/12 12/12 12/12 12/12 12/12 12/12 6/6 6/6 6/6 6/6 6/6 6/6 6/6 6/6 6/6 6/6 6/6 6/6 6/6 6/6
20 6 NORMAL 6/6 6/6 6/6 6/6 6/6 6/6 6/6
140 6  NORMAL 6/6 6/6 6/6 6/6 6/6 6/6 6/6
1000 12 SAL(B) + - - - 312 - - - - - - - - e
SAL(A) + 8/12 6/12 10/12 7/12 7/12 6/12 — — — — — o~ — -
SAL(A) # — - = 212 212 312 - - - - - - - =
NORMAL 412 6/12 2/12 3/12 3/12 3/12 12/12 12/12 12/12 12/12 12/12 12/12 12/12 12/12 12/12 12/12 12/12 12/12 12/12 12/12 12/12

— : NO SIGNS WERE OBSERVED. N : NUMBER OF ANIMALS.
S AL (B): SALIVATION BEFORE ADMINISTRATION.
S AL(A) : SALIVATION AFTER ADMINISTRATION. + : SLIGHT. H . MODERATE.

- 6- TABLE 1-F -2



TABLE 2 -M- 1
BODY WEIGHT - GROUP MEAN VALUES
TEST ARTICLES ¢ DBA
SEX : MALE

DAYS AFTER COMMENCEMENT / CESSATION OF TREATMENT

DOSE LEVEL
MG/KG 0 7 15 21 28/ 0O 35/ 7 42/14
0  MEAN 142. 205. 280. 331. 383. 414, 446,
S.D. 6.9 11.4 17.6 22.0 26.5 25.9 27.1
N 12 12 12 12 12 6 6
20  MEAN 146. 213. 290. 338. 387.
S.D. 6.1 10.6 15.0 16.6 20.1
N 6 6 ] 6 6
140  MEAN 143. 205. 277. 326. 373.
S.D. 4.4 9.9 14.2 19.3 22.1
N ) é é 6 6
1000 MEAN 142. 208 282. 333. 383 417. 459,
$.D 5.4 8.1 14.4 17.8 22.7 22.3 22.6
N 12 12 12 12 12 6 6

STUDY NO. 3L322CEOQ

TABLE 2 -M- 1



TABLE 2 -F -1 STUDY NO. 3L322CED
BODY WEIGHT - GROUP MEAN VALUES
TEST ARTICLES : DBA
SEX : FEMALE

UNIT = G
DAYS AFTER COMMENCEMENT / CESSATION OF TREATMENT
DOSE LEVEL
MG/KG 0 7 15 21 28/ 0 35/ 7 42/14
0  MEAN 127. 165. 199. 223. 247. 270. 285.
S.D. 3.5 10.1 14.1 19.0 22.4 26.9 34.9
N 12 12 12 12 12 6 6
20 MEAN 126. 165. 196. 222. 242,
S.D. 5.1 7.4 13.0 20.0 27.3
N 6 6 6 6 6
140 MEAN 127. 169. 203. 229. 250.
S.D. 5.0 7.1 14.9 18.4 20.7
N 6 6 6 6 6
1000  MEAN 126 165 202. 226. 252 278. 293.
S.D 4.3 7.6 13.3 16.5 22.2 15.2 17.4
N 12 12 12 12 12 6 6
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TABLE 3 -M- 1
FOOD CONSUMPTION - GROUP MEAN VALUES
TEST ARTICLES : DBA
SEX ¢ MALE

DAYS AFTER COMMENCEMENT / CESSATION OF TREATMENT

DOSE LEVEL
MG/KG 7 15 21 24 35/ 7 38710
0  MEAN 19.1 22.1 24.1 25.2 26.7 28.5
S.D 0.94 1.41 1.74 1.95 1.61 0.89
N 6 6 6 6 3 3
20 MEAN 19.9 23.1 23.8 24.1
S.D. 0.40 1.37 1.37 2.16
N 3 3 3 3
140  MEAN 19.1 22.9 23.7 24.0
S.D. 0.67 0.87 1.67 1.61
N 3 3 3 3
1000  MEAN 19.4 22.4 23.7 24.4 26.9 27.3
S.D 0.63 1.30 1.51 1.33 2.19 1.85
N 6 6 6 6 3 3

STUDY NO. 3L322CEO

UNIT : G/ANIMAL/DAY

TABLE 3 -M- 1



TABLE 3 -F- 1 STUDY NO. 3L322CEQ
FOOD CONSUMPTION - GROUP MEAN VALUES
TEST ARTICLES : DBA
SEX : FEMALE

UNIT : G/ANIMAL/DAY

‘DAYS AFTER COMMENCEMENT / CESSATION OF TREATMENT

DOSE LEVEL
MG/KG 7 15 21 24 35/ 7 38/10
0O  MEAN 15.3 15.7 16.8 16.8 19.8 18.4
S.D. 0.50 0.76 1.37 1.39 2.93 2.02
N ] 6 6 6 3 3
20  MEAN 15.3 15.4 17.5 17.6
S.D. 0.90 1.10 0.87 1.72
N 3 3 3 3
140  MEAN 15.7 16.5 17.3 16.2
S.D. 0.64 0.65 0.92 0.85
N 3 3 3 3
1000  MEAN 15.4 16.3 17.2 17.3 20.5 21.1
$.D 0.66 0.93 1.00 0.97 0.15 1.72
N 6 é 6 é 3 3

- 10 - TABLE 3 -F- 1



TA

BLE 4

HEMATOLOGY - GROUP MEAN VALUES
TEST ARTICLES : DBA

ANIMALS KILLED ON SCHEDULE (

SEX : MAL

STUDY NO. 3L322CED

DOSE LEVEL
MG/KG

RBC

COUNT
x10%L)

RETICULO-
CYTE
COUNT

()

APTT
(SEC)

20

140

MEAN
WP

MEAN

667.
25.7
6

678.
13.9
6

665.
16.4

694,

HB
HT CONC.
(%) (G/DLD
41.7 14.2
1.72 0.56
6 6
42.4 14.4
1.22 0.44
6 6
41.8 14.2
1.12 0.42
6 6
42.7 14.5
1.68 0.74
6 6

-FS-M- 1
E
4 WEEK)
PLATELET
MCHC COUNT
(%) x10%L)
34.0 99.9
0.21 10.43
6 6
33.9 99.5
0.40 18.41
6 6
33.9 103.4
0.21 15.99
6 6
34.0 104.5
0.59 7.55
6 6

SIGNIFICANTLY DIFFERENT FROM CONTROL VALUE

s X

- 11 -

TABLE & -FS-M- 1



TABLE 4 - FS-F - 1 STUDY NO. 3L322CEOQ
HEMATOLOGY - GROUP MEAN VALUES
TEST ARTICLES : DBA
SEX : FEMALE
ANIMALS KILLED ON SCHEDULE ¢ 4 WEEK)

RBC HB RETICULO- PLATELET
DOSE LEVEL COUNT HT CONC. CYTE MCV MCH MCHC COUNT PT APTT
MG/KG COUNT
><10%L) (%) (G/DL) o) Chat) (P& (% x10%L)> (SEC) (SEQ)
0 MEAN 700. 42.3 14.4 27 60.5 20.5 33.9 106.3 13.7 15.2
S$.D 31.8 1.99 0.75 3.6 2.02 0.49 0.51 11.14 0.51 2.37
N é 6 6 6 6 6 6 6 6 6
20  MEAN 673. 41.2 14.1 28. 61.2 20.9 34.2 97.0 13.8 13.6
S.D. 23.1 1.49 0.45 5.4 1.46 0.48 0.33 19.05 0.34 1.08
N 6 ] 6 6 6 é 6 6 6 ]
140  MEAN 683. 42.0 14.4 31. 61.5 21.1 34.4 97.1 13.5 14.0
S.D. 15.0 1.87 0.48 4.2 1.76 0.34 0.45 6.49 0.54 1.66
N 6 6 6 6 6 6 6 6 6 6
1000  MEAN 705. 42.3 14.6 24. 60.0 20.7 34.4 97.5 13.8 14.1
S.D 29.4 1.47 0.44 3.4 1.92 0.69 0.32 7.92 0.36 1.43
N 6 6 6 6 6 6 6 6 6 6

- 12 - TABLE & -FS-F- 1



TABLE 4 - RS -M- 1 STUDY NO. 3L322CEQ
HEMATOLOGY -~ GROUP MEAN VALUES
TEST ARTICLES : DBA
SEX ¢ MALE
ANIMALS KILLED ON SCHEDULE (RECOVERY)

RBC HB RETICULO- PLATELET
DOSE LEVEL COUNT HT CONC. CYTE MCv MCH MCHC COUNT PT APTT
MG/KG COUNT

X10%L) (%> (G/DL) (%) Cui') (PG) 1979 (x10%L)> (SEC) (SEC)

0 MEAN 734, 43.1 14.8 29. 58.7 20.2 34.3 101.3 14.3 17.6
S.D. 20.6 0.84 0.37 1.7 1.57 0.56 0.27 13.78 0.27 0.95

N 6 6 6 6 6 6 6 6 ] 6

X%

1000  MEAN 751. 43.7 14.8 30. 58.2 19.6 33.8 96.2 14.5 18.4
S.D. 12.4 1.03 0.38 4.3 1.27 0.46 0.26 9.92 0.27 1.02

N 6 6 6 6 6 6 6 6 6 6

* SIGNIFICANTLY DIFFERENT FROM CONTROL VALUE , xx , P<O.01.
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TEST ARTICLES :
SEX

TA

BLE

4 - RS - F -
HEMATOLOGY - GROUP MEAN VALUES

DBA
FEMALE

1

ANIMALS KILLED ON SCHEDULE (RECOVERY)

STUDY NO. 3L322CEO

RETICULO-
CYTE
COUNT

o)

PLATELET
COUNT

*x107%L)

PT
(SEC)

RBC HB

DOSE LEVEL COUNT HT CONC.
MG/KG

x10%L) 169) (G/DL)

0 MEAN 723. 41.4 14.3
S.D. 26.0 0.31 0.25

N 6 6 6

1000  MEAN 737. 42.7 14.8
S.D. 18.2 1.24 0.40

N 6 6 6

89.1
14.63

0.58

0.99

14 -

TABLE 4 -RS-F- 1



TABLE S - FS-M- 1 STUDY NO. 3L322CED
HEMATOLOGY - GROUP MEAN VALUES
TEST ARTICLES : DBA
SEX ¢ MALE
ANIMALS KILLED ON SCHEDULE ( 4 WEEK)

WBC DIFFERENTIAL COUNT OF LEUKOCYTES (% OF TOTAL COUNTED CELLS)
DOSE LEVEL COUNT
MG/KG LYMPHO- NEUTROPHILS EQOSINO- BASO- MONO-
x10 %L CYTES SEGMENTED BAND PHILS PHILS CYTES
$ %

0  MEAN 98. 87 7 0. 0 0. 6
S.D. 17.7 5.2 4.0 0.4 0.0 0.0 2.7

N 6 6 6 6 6 6 6

20 MEAN 105. 87. 7 0. 1 0 5
S.D. 16.8 3.4 2.2 0.5 0.5 0.0 2.4

N 6 6 6 6 6 6 6

140  MEAN 104. 90. 4 0. 0 0 S
S.D. 16.0 1.9 0.5 0.4 0.8 0.0 2.3

N ) 6 6 é 6 6 6

1000  MEAN 111. 88 6 0. 1 0 5
S.D. 60.4 4.9 2.0 0.5 0.5 0.0 5.4

N 6 6 6 ] 6 6 6

$ , STATISTICAL ANALYSIS IMPOSSIBLE.
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TABLE 5 -FS-F -1 STUDY NO. 3L322CEQ
HEMATOLOGY - GROUP MEAN VALUES
TEST ARTICLES : DBA
SEX : FEMALE
ANIMALS KILLED ON SCHEDULE ( 4 WEEK)

WBC DIFFERENTIAL COUNT OF LEUKOCYTES (% OF TOTAL COUNTED CELLS)
DOSE LEVEL COUNT
MG/KG LYMPHO- NEUTROPHILS EOSINO- BASO- MONO-
<10 %L> CYTES  SEGMENTED BAND PHILS PHILS CYTES
$ $

0  MEAN 94. 91 4 0. 1. 0. 3
S.D. 19.9 5.0 2.8 0.5 1.2 0.0 3.4

N ] 6 6 é 6 é 6

20  MEAN 74. 91. 5 0. 1 . 4
S.D. 18.7 3.6 1.2 0.4 0.5 0.4 2.4

N 6 6 6 6 6 6 6

140  MEAN 99. 90. 3 0. 2 0 6
S.D. 35.5 1.5 2.1 0.0 1.2 0.0 2.3

N 6 6 6 6 6 6 6

1000  MEAN 92. 92 4 0. 0 0 4
S.D. 15.2 2.7 1.0 0.0 0.5 0.0 2.5

N ] 6 ] 6 6 6 6

$ ., STATISTICAL ANALYSIS IMPOSSIBLE.
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TABLE S -RS-M- 1 STUDY NO. 3L322CEOD
HEMATOLOGY - GROUP MEAN VALUES
TEST ARTICLES : DBA
SEX : MALE
ANIMALS KILLED ON SCHEDULE (RECOVERY)

WBC DIFFERENTIAL COUNT OF LEUKOCYTES (% OF TOTAL COUNTED CELLS)
DOSE LEVEL COUNT
MG/KG LYMPHO- NEUTROPHILS EOSING- BASO- MONO-
<10 %) CYTES  SEGMENTED BAND PHILS PHILS CYTES
$
0  MEAN 107. 86. 7. 1. 1. 0. 6.
S.D. 24.1 6.0 4.8 0.8 0.8 0.0 1.6
N 6 6 6 6 6 6 6
%
1000  MEAN 135. 84. 10. 0. 1. 0. 5.
S.D. 19.6 6.9 4.3 0.5 1.5 0.0 3.2
N 6 6 6 6 6 6 6

* SIGNIFICANTLY DIFFERENT FROM CONTROL VALUE s % , P<O0.05 2 $ ., STATISTICAL ANALYSIS IMPOSSIBLE.

- 17 - TABLE 5 -RS-M- 1



TABLE S -RS-F - 1 STUDY NO. 3L322CEQ
HEMATOLOGY - GROUP MEAN VALUES
TEST ARTICLES : DBA

SEX : FEMALE

ANIMALS KILLED ON SCHEDULE (RECOVERY)

WBC DIFFERENTIAL COUNT OF LEUKOCYTES (% OF TOTAL COUNTED CELLS?
DOSE LEVEL COUNT
MG/KG LYMPHO- NEUTROPHILS EOSINO- BASO- MONO-
x10 %#L> CYTES  SEGMENTED BAND PHILS PHILS CYTES
$ $

0  MEAN 98. 87. 4. 0. 1 0. 9

S.D. 12.0 6.7 2.7 0.0 1.1 0.0 4.8
N 6 6 6 é 6 6 6
1000  MEAN 101. 87. 4. 0. 1. 0. 8.

S.D. 16.5 3.7 1.8 0.4 0.9 0.0 5.0
N 6 é 6 6 6 6 6

$ -, STATISTICAL ANALYSIS IMPOSSIBLE.
- 18 - TABLE 5 -RS-F- 1



TABLE 6 - FS~-M-~- 1 STUDY NO. 3L322CEO
CLINICAL CHEMISTRY - GROUP MEAN VALUES
TEST ARTICLES : DBA
SEX : MALE
ANIMALS KILLED ON SCHEDULE ¢ 4 WEEKD

UREA TOTAL TRI- TOTAL A/G
DOSE LEVEL GOT GPT r-GTP ALP NITROGEN CREATININ GLUCOSE CHOL. GLYCERIDE PROTEIN  ALBUMIN RATIO
MG/KG
(Iu/L) (Iu/L) (1u/Ls (1u/Ld (MG/DL) (MG/DL) (MG/DL) (MG/DL) (MG/DL) (G/DbL) (G/DLD
$
0  MEAN 86. 32 0. 656 15.5 0.4 157 67 107. 6.16 3.72 1.52
S.D. 12.5 5.8 0.0 110.2 0.79 0.04 8.9 5.9 35.8 0.217 0.096 0.069
N 6 6 ] 6 6 6 6 6 6 6 6 6
20 MEAN 80. 34, 0. 638 16.2 0.5 167. 58 78. 6.09 3.71 1.56
S.D. 4.0 5.7 0.4 188.5 2.29 0.08 21.5 6.3 27.8 0.244 0.103 0.113
N ] ] 6 6 6 6 é 6 6 6 6 6
140  MEAN 92. 39. 0. 640, 16.7 0.4 167. 62. 113. 6.11 3.73 1.57
S.D. 14.8 14.5 0.0 159.3 2.19 0.04 13.4 5.0 67.6 0.168 0.103 0.067
N ] 6 6 6 ] 6 6 ] 6 6 6 6
1000  MEAN 91 29 0. 553. 14.7 0.4 153 60. 128. 6.06 3.66 1.53
S.D 16.0 4.2 0.0 105.4 1.20 0.00 10.5 6.2 52.5 0.355 0.162 0.080
N 6 6 é 6 6 6 6 6 6 6 6 6

$ -, STATISTICAL ANALYSIS IMPOSSIBLE.
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TABLE 6 - FS-M- 2 STUDY NO. 3L322CEO
CLINICAL CHEMISTRY - GROUP MEAN VALUES
TEST ARTICLES : DBA
SEX ¢ MALE
ANIMALS KILLED ON SCHEDULE ¢ 4 WEEK)

INORGANIC
DOSE LEVEL CALCIUM PHOS. NA K CL
MG/KG

(MG/DLD (MG/DL.) (MEQ/L) (MEQ/L) (MEQ/LD

0  MEAN 9.8 9.6 143 4.4 102.
S.D. 0.18 0.34 0.8 0.27 1.2

N 6 ] 6 6 6

20  MEAN 9.5 9.5 143. 4.3 103.
S.D. 0.23 0.66 1.2 0.34 1.0

N 6 6 ) 6 6

140  MEAN 9.8 9.5 143, 4.3 103.
S.D. 0.16 0.40 1.3 0.35 1.8

N ] 6 6 6 6

1000  MEAN 9.7 9.7 143, 4.4 102.
S.D. 0.30 0.77 0.5 0.21 1.7

N 6 ] 6 6 6
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TABLE 6 ~-FS-F- 1 STUDY NO. 3L322CEOQ
CLINICAL CHEMISTRY - GROUP MEAN VALUES
TEST ARTICLES - DBA
SEX : FEMALE
ANIMALS KILLED ON SCHEDULE ( 4 WEEK)

DOSE LEVEL

MG/KG

UREA TOTAL TRI- TOTAL A/G
ALP NITROGEN CREATININ GLUCOSE CHOL. GLYCERIDE PROTEIN  ALBUMIN RATIO

(IU/L) (MG/DL) (MG/DL) (MG/DL) (MG/DL)> (MG/DL) . (G/DLD (G/DL)

20

140

409. 15.3 0.4 154. 64. 29. 5.97 3.72 1.66
114.5 2.77 0.05 11.0 7.9 8.9 0.346 0.191 0.091
6 6 6 6 6 6 6 6 6
349, 17.2 0.4 155. 59. 32. 6.02 3.73 1.64
70.4 2.18 0.08 16.1 7.9 16.9 0.423 0.174 0.126
6 6 6 6 6 6 6 é 6
331 17.1 0.4 163. 66. 26. 6.01 3.74 1.65
86.8 1.54 0.05 12.3 4.8 7.0 0.170 0.070 0.095
6 6 6 4 6 6 6 6 6
398. 17.2 0.4 164 61. 38. 6.09 3.77 1.63
124.1 3.70 0.05 21.9 6.8 15.0 0.183 0.077 0.051
6 6 6 6 6 6 6 6 6

$

GOT GPT r-GTP
(Iu/7L) (1u/L) (IU/7L)
$
MEAN 87. 30. 0.
S.D. 9.4 5.8 0.0
N 6 6 6
MEAN 83. 26. 1
S.D 14.6 2.3 0.5
N 6 6 6
MEAN 79. 24. 0
S.D 9.9 3.7 0.5
N 6 6 6
MEAN 80. 25. 0
S.D 9.8 4.2 0.4
N 6 6 6
» STATISTICAL ANALYSIS IMPOSSIBLE.
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TABLE 6 - FS-F- 2 STUDY NO. 3L322CEO
CLINICAL CHEMISTRY - GROUP MEAN VALUES
TEST ARTICLES : DBA
SEX : FEMALE
ANIMALS KILLED ON SCHEDULE ¢ 4 WEEK)

INORGANIC
DOSE LEVEL CALCIUM PHOS. NA K CL
MG/KG

(MG/DL) (MG/DL) (MEQ/L) (MEQ/L) (MEQ/L)D

0  MEAN 9.5 8.9 143 4.1 104.
S.D. 0.25 0.57 1.2 0.27 1.2

N 6 6 6 6 6

20  MEAN 9.2 8.4 144, 4.0 106.
$.D. 0.31 0.35 1.1 0.15 2.5

N 6 6 6 6

140  MEAN 9.3 8.4 143, 4.0 104.
S.D. 0.20 0.55 1.0 0.20 1.5

N 6 6 6 6 6

1000  MEAN 9.5 8.9 143. 4.3 103
S.D 0.41 0.87 1.2 0.75 0.8

N 6 6 6 6 6
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TABLE 6 - RS -M- 1 STUDY NO. 3L322CEC
CLINICAL CHEMISTRY - GROUP MEAN VALUES
TEST ARTICLES : DBA
SEX : MALE
ANIMALS KILLED ON SCHEDULE (RECOVERY)

UREA TOTAL TRI- TOTAL A/G
DOSE LEVEL GOT GPT r-GTP ALP NITROGEN CREATININ GLUCOSE CHOL. GLYCERIDE PROTEIN  ALBUMIN RATIO
MG/KG
(Iu/L) (Iu/L> (Iu/L> (1u/L) (MG/DL? (MG/DL) (MG/DL) (MG/DL) (MG/DL) (G/DL) (G/DLD
$

0  MEAN 91. 32. 0. 450. 19.6 0.5 152. 65. 125. 6.48 3.88 1.50
S.D. 11.7 5.6 0.0 40.8 2.34 0.05 14.6 9.6 58.1 0.241 0.119 0.063

N 6 6 6 ] 6 6 6 6 6 6 <] 6

1000  MEAN 85 30 0. 569. 17.9 0.5 150. 67. 137. 6.55 3.95 1.52
.D. 14.0 2.2 0.0 174.1 1.17 0.05 14.3 8.6 38.5 0.285 0.095 0.079

N 6 6 6 6 6 6 6 6 6 6 6 6

$ , STATISTICAL ANALYSIS IMPOSSIBLE.
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TABLE 6 -RS-M- 2 STUDY NO. 3L322CEO
CLINICAL CHEMISTRY - GROUP MEAN VALUES
TEST ARTICLES : DBA
SEX : MALE
ANIMALS KILLED ON SCHEDULE (RECOVERY)

INORGANIC
DOSE LEVEL CALCIUM PHOS. NA K cL
MG/KG

(MG/DL) (MG/DL)D (MEQ/L) (MEQ/L)D (MEQ/L)

0  MEAN 9.7 8.7 144, 4.6 102.
S.D. 0.29 0.44 1.0 0.26 1.7

N 6 6 6 ] 6

1000  MEAN 9.8 8.9 143. 4.7 101.
S.D 0.26 0.26 0.5 0.26 0.8

N 6 6 6 6 6
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TABLE 6 - RS -F - 1 STUDY NO. 3L322CEQ
CLINICAL CHEMISTRY - GROUP MEAN VALUES
TEST ARTICLES : DBA
SEX : FEMALE
ANIMALS KILLED ON SCHEDULE (RECOVERY)

UREA TOTAL TRI- TOTAL A/G

DOSE LEVEL GOT GPT - GTP ALP NITROGEN CREATININ GLUCOSE CHOL. GLYCERIDE PROTEIN  ALBUMIN RATIO
MG/KG
(IU/L) (Iu/L) (Iu/L) (Iu/7L) (MG/DL) (MG/DL) (MG/DL) (MG/DL) (MG/DL> (G/DL)> (G/DL)
$

0  MEAN 80. 26. 0. 357. 19.2 0.5 164. 67. 59. 6.55 4.02 1.60
S.D. 9.0 2.4 0.0 80.4 2.48 0.04 10.9 10.1 34.5 0.214 0.060 0.141

N 6 6 6 6 6 6 6 6 6 6 6 6

1000  MEAN 85 29 0. 390. 20.2 0.5 161. 76. 55. 6.58 4.00 1.56
S.D 14.2 4.3 0.0 88.1 4.46 0.04 20.1 16.1 28.0 0.200 0.073 0.067

N ] 6 6 6 6 6 6 6 6 6 6 6

$ , STATISTICAL ANALYSIS IMPOSSIBLE.
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TABLE 6 - RS -F- 2
CLINICAL CHEMISTRY - GROUP MEAN VALUES
TEST ARTICLES : DBA
SEX : FEMALE
ANIMALS KILLED ON SCHEDULE (RECOVERY)

STUDY NO. 3L322CEO

INORGANIC
PHOS.

(MG/DL)

NA K CL
(MEG/L) (MEQ/L) (MEQ/L)D

DOSE LEVEL CALCIUM
MG/KG

(MG/DL)

0 MEAN 9.4
S.D. 0.25

N ]

1000  MEAN 9.6
S.D 0.26

N 6

142. 4.2 102.
0.8 0.20 1.0
6 6 6

143. 4.3 103.
0.8 0.38 1.6
6 6 ]

TABLE 6 -RS-f- 2



TABLE 7 -Cl-Mm- 1 STUDY NO. 3L322CEO
URINALYSIS - GROUP MEAN VALUES
TEST ARTICLES : DBA
SEX : MALE
3 WEEKS AFTER COMMENCEMENT OF TREATMENT

NUMBER PH PROTEIN GLUCOSE KETONES BILIRUBIN 0CCULT BLOOD UROBILINOGEN
DOSE LEVEL EXAMINED (MG/DL) (G/DL) (MG/DL) (EU/DL)
MG/KG ~  —=m=mmmmmmmmmmo mmmmmmmmm—mmom e mmmmm—moo— cmemmmmmmmmms —mmmemeo—s oo e
6.577.588.5 =~ TR 30 1002300 - 0.10.250.521 - 51540280 -1+ 2+ 3+ - TR1+2+3+ 0.11 2 4 8
o 122 00 1 3 8 02730 12 0 0 0 0 27300 12000 11 1000 57000
$ $
20 6 0 0 0 & 2 00240 6 0 0 0 0O 05100 6000 60000 15000
$ $
140 6 1 0 0 3 2 02400 6 0 0 0 0O 14100 6000 60000 33000
$ $
1000 12 0 0 1 2 9 03720 122 0 0 0 0O 08400 12000 11 0100 57000

- o~ NEGATIVE ; TR , TRACE , 1+ , SLIGHT > 2+ , MODERATE , 3+ , SEVERE.
$ , STATISTICAL ANALYSIS IMPOSSIBLE.
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TABLE

7

-Cl-F- 1

URINALYSIS - GROUP MEAN VALUES

TEST ARTICLES : DBA

SEX : FEMALE
3 WEEKS AFTER COMMENCEMENT OF TREATMENT

STUDY NO. 3L322CEO

KETONES
(MG/DL)

BILIRUBIN

OCCULT BLOOD UROBILINOGEN
(EU/DL)

NUMBER PH PROTEIN GLUCOSE

DOSE LEVEL EXAMINED (MG/DL) (G/DL)
MG/KG ~  mmmmmmmmmmmmm e oo
77.588.59 - TR 30 100 2300 - 0.1 0.25 0.5 21
0 12 01371 55200 11 0 0 o0

¥

20 6 21120 13110 6 0 0 o0
140 6 01 410 1 4100 6 0 0 o
1000 12 116 40 7 3110 12 0 0 0

o &

6 0 0 O

6 0 0 O

o
B~
N
o
(@]
o

$
*

» NEGATIVE 7 TR » TRACE 7 1+ , SLIGHT 2
+» STATISTICAL ANALYSIS IMPOSSIBLE.

SIGNIFICANTLY DIFFERENT FROM CONTROL VALUE

2+ » MODERATE

r

*

» P<0O.05

’

3+ , SEVERE.

TABLE 7 -C1-f- 1



TABLE 8 -FS-M- 1 STUDY NO. 3L322CEQ
ORGAN WEIGHT (ABSOLUTE) - GROUP MEAN VALUES
TEST ARTICLES ¢ DBA
SEX ¢ MALE
ANIMALS KILLED ON SCHEDULE ¢ 4 WEEKD

FINAL
DOSE LEVEL BODY BRAIN LIVER KIDNEYS  ADRENALS  TESTES
MG/KG WEIGHT

G 1€{¢)) G (G (MG) €¢))

0  MEAN 394 2.06 16.27 2.80 53.7 2.94
S.D 24.4 0.094 0.994 0.101 5.39 0.094

N 6 6 6 6 6 6

20 MEAN 386. 2.06 15.31 2.78 53.6 3.23
S.D. 20.6 0.070 1.245 0.220 8.11 0.324

N 6 6 6 6 6 6

X

140  MEAN 373. 2.05 15.17 2.53 53.4 2.99
S.D. 22.3 0.065 1.671 0.118 6.44 0.294

N 6 6 6 6 é 6

1000  MEAN 390 2.04 16.27 2.75 57.1 3.05
S.D 23.3 0.130 1.474 0.175 5.03 0.196

N 6 6 é 6 é 6

* SIGNIFICANTLY DIFFERENT FROM CONTROL VALUE s %X , P<0O.05.
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TABLE 8 -FS-F~- 1 STUDY NO. 31.322CEO
ORGAN WEIGHT (ABSOLUTE) - GROUP MEAN VALUES
TEST ARTICLES : DBA
SEX : FEMALE
ANIMALS KILLED ON SCHEDULE ( 4 WEEKD

FINAL
DOSE LEVEL BODY BRAIN LIVER KIDNEYS  ADRENALS OVARIES
MG/KG WEIGHT

(@) ¢) (G) ® (MG) (MG

0  MEAN 236. 1.88 9.26 1.72 64.5 100.0
S.D. 14.4 0.050 0.862 0.127 3.35 21.64

N 6 ] 6 6 6 6

20  MEAN 242. 1.89 9.48 1.73 67.7 105.2
S.D. 27.3 0.075 1.452 0.211 10.06 12.02

N 6 6 6 6 6 6

140  MEAN 250. 1.91 9.83 1.85 71.6 101.1
S.D. 20.7 0.043 0.876 0.104 7.60 8.57

N 6 6 6 6 6 6

1000  MEAN 244 . 1.87 9.24 1.76 63.1 82.3
S.D 28.2 0.041 1.320 0.078 7.38 11.28

N 6 6 6 6 6 6
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TABLE 8 -RS -M- 1 STUDY NO. 3L322CEO
ORGAN WEIGHT (ABSOLUTE) - GROUP MEAN VALUES
TEST ARTICLES - DBA
SEX ¢ MALE
ANIMALS KILLED ON SCHEDULE (RECOVERY>

FINAL
DOSE LEVEL BODY BRAIN LIVER KIDNEYS  ADRENALS  TESTES
MG/KG WEIGHT
@ 1€¢)) @ (G (MG (G
0  MEAN 446. 2.07 16.79 3.08 59.6 3.29
S.D 26.4 0.140 1.291 0.266 8.85 0.205
N 6 é 6 6 6 6
1000  MEAN 458. 2.09 18.29 3.24 59.8 3.13
D 22.7 0.061 1.442 0.263 6.40 0.285
N 6 6 6 6 6 6
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TABLE 8 -RS-F- 1 STUDY NO. 3L322CEO
ORGAN WEIGHT (ABSOLUTE) - GROUP MEAN VALUES
TEST ARTICLES : DBA
SEX ¢ FEMALE
ANIMALS KILLED ON SCHEDULE (RECOVERY)

FINAL
DOSE LEVEL BODY BRAIN LIVER KIDNEYS  ADRENALS OVARIES
MG/KG WEIGHT
(@ (@ (@ (G (MG (MG)
0  MEAN 284. 1.95 10.34 2.02 73.6 98.5
S.D 34.7 0.055 1.215 0.211 7.37 8.54
N 6 6 6 6 6 6
1000  MEAN 292 1.97 10.37 1.97 73.7 105.0
S.D 17.5 0.054 0.663 0.136 10.22 12.11
N 6 6 6 6 6 6
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ORGAN WEIGHT (RELATIVE

TABLE

9

- FS - M -
PERCENTAGE OF BODY WEIGHT) - GROUP MEAN VALUES
TEST ARTICLES : DBA
SEX :

ANIMALS KILLED ON SCHEDULE (

MALE

STUDY NO. 3L322CEO

MG/KG

BRAIN

LIVER

ADRENALS

TESTES

20

140

MEAN
WP

MEAN

.13
.097

.96
. 148

.06
.224

0.71
0.029

0.72
0.067

0.68
0.046

0.75
0.046

0.84
0.120

0.80
0.068
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TABLE 9 - FS-F- 1 STUDY NO. 3L322CEO
ORGAN WEIGHT (RELATIVE : PERCENTAGE OF BODY WEIGHT) - GROUP MEAN VALUES
TEST ARTICLES : DBA
SEX ¢ FEMALE
ANIMALS KILLED ON SCHEDULE ( 4 WEEK)

FINAL
DOSE LEVEL BODY BRAIN LIVER KIDNEYS  ADRENALS OVARIES
MG/KG WEIGHT
G <10 <10
0  MEAN 236. 0.80 3.92 0.73 27.4 42.1
S.D. 14.4 0.061 0.251 0.044 2.24 7.56
N 6 6 6 6 6 6
20  MEAN 242. 0.79 3.91 0.72 28.2 44.0
S.D. 27.3 0.081 0.191 0.049 442 6.74
N 6 6 6 6 6 6
140  MEAN 250. 0.77 3.94 0.75 28.7 40.8
S.D. 20.7 0.060 0.088 0.075 0.93 5.32
N 6 ] 6 6 6 6
1000  MEAN 244. 0.77 3.77 0.73 26.0 33.9
S.D 28.2 0.079 0.137 0.067 3.28 5.31
N 6 6 6 ] 6 6
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TABLE 9 -RS-M- 1 STUDY NO. 3L322CEO
ORGAN WEIGHT (RELATIVE : PERCENTAGE OF BODY WEIGHT) - GROUP MEAN VALUES
TEST ARTICLES : DBA
SEX : MALE
ANIMALS KILLED ON SCHEDULE (RECOVERY)

FINAL
DOSE LEVEL BODY BRAIN LIVER KIDNEYS  ADRENALS  TESTES
MG/KG WEIGHT
G <10
0 MEAN 446 0.47 3.76 0.69 13.4 0.74
S.D 26.4 0.050 0.132 0.049 1.51 0.060
N 6 6 6 6 6 6
1000  MEAN 458 0.46 3.99 0.71 13.1 0.69
D 22.7 0.021 0.261 0.027 1.32 0.067
N 6 6 6 ] 6 6
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TABLE ¢ -RS-F- 1 STUDY NO. 3L322CEOQ
ORGAN WEIGHT (RELATIVE : PERCENTAGE OF BODY WEIGHT) - GROUP MEAN VALUES
TEST ARTICLES ¢ DBA
SEX © FEMALE
ANIMALS KILLED ON SCHEDULE (RECOVERY)

FINAL
DOSE LEVEL BODY BRAIN LIVER KIDNEYS  ADRENALS OVARIES
MG/KG WEIGHT
@ X103 <10
0O MEAN 284. 0.69 3.65 0.71 26.2 35.1
S.D. 34.7 0.071 0.128 0.026 3.91 5.19
N 6 é 6 6 6 6
1000  MEAN 292. 0.68 3.55 0.68 25.4 36.0
S.D. 17.5 0.043 0.123 0.034 4.49 4.02
N 6 6 6 6 6 6

- 36 - TABLE 9 -RS-F-1



TABLE 10 - 1 STUDY NO. 3L322CE0
TOTAL INCIDENCE OF NECROPSY FINDINGS
TEST ARTICLES : DBA

Organ Period : 28 days Recovery
Sex : Male Female Male Female
Dose level(mg/kg) : 0 20 140 1000 0 20 140 1000 0 1000 0 1000
Findings Number of animals : 6 6 6 6 6 6 6 6 6 6 6 )
Spleen
White nodule 0 0 0 0 0 1 0 0 0 0 0 0
Lungs
Focal hemorrhage 0 0 0 0 0 1 0 0 0 0 0 0
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TABLE 11 - 1 STUDY NO. 3L322CE0
TOTAL INCIDENCE OF HISTOLOGICAL FINDINGS
TEST ARTICLES : DBA

Organ Period : 28 days Recovery
Sex : Male Female Male Female
Dose level (mg/kg) : 0 20 140 1000 0 20 140 1000 0 1000 0 1000
Findings Number of animals : 6 6 6 6 6 6 6 6 6 6 6 6
Liver
Diffuse fatty change 1 % % 0 0 % % 1 ] % % %
Microgranuloma 0 % % 0 0 * % 1 p % ] %
Kidneys
Basophilic change of the tubular epithelium 1 % % 1 0 % % 0 % % % X
Hyaline cast 1 % X 0 0 % % 0 % b % %
Hyaline droplets in the tubular epithelium 4 % % 4 0 ¥ % 0 % % % %
Heart ND & % ND ND  # % ND % % % X
Spleen ND % % ND ND % % ND % X X X
Adrenals ND % % ND ND % % ND % H 3 *

ND : No abnormalities were detected, * : Not examined.
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