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Table 1. . Clinical observation Exp. No. 9934 {(115-213)

Sex: Male

Group No. Day of experiment
Dose Finding 1 3-----n- > 4-v----- > Secemn-s > 6-=-v---- >
mg/kg Part 1 2 3 1 2 3 1 2 3 1 2 3 !
|
o1 normal - io0 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
control Total 10 10 10 10 10 10 ic 10 10 10 10 10 i0 10 10 10 10 10~
0 1
Emaciation - 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
+ L] [} 0 o o <] 0 [ 0 [} 0 1] L] o o [1] o 0
Total 10 10 10 ip 10 10 10 10 10 10 10 10 10 10 10 10 10 10
02 normal . - 5 S 5 S s 5 S 5 s 5 S S s s S s s 5
TCDAM Total 5 5 5 s 5 5 5 5 S 5 5 s s s 5 5 s S
100 =
.
o) 03 normal - 5 5 5 b3 S S 5 E) 5 5 5 5 S 1 5 S S s
\O TCDAM Total s -5 S 5 s s 5 s 5 S S s 5 S S 5 s 5 .
' 300
04 normal - 10 10 10 10 10 10 10 10 10 10 10 10 10 10 i0 10 10 10
TCDAM Total 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
1000 .
1l: Before dosing 2: 30 to 60 minutes after dosing 3: 3 to 4 hours after dosing '
TCDAM: 2,2‘,3,3'-Tetrachloro-4,4‘-diamino diphenylmethane
i
!
i
- i
- !
Table 1. -continued Clinical observation . . Exp. No. 9934 (115-213)
Sex: Male
Group No. Day of experiment
Dose Finding T-v- -> Br-mmmme > 9--c-vnn > 10--e---- > 1l------- > 12------- >
mg/kg Part 1 2 k) 1 2 3 1 2 2 1 2 3 1 2 3 1 2 3
01 normal - 10 10 10 10 10 10 10 10 10 le 10 i6 10 10 10 10 10 10
control : Total 10 10 10 10 10 10 io 10 10 10 10 10 10 i0 10 10 10 10
o
Ewmaciation - 16 10 310 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 k
+ 0 L] 0 ] 0 [ [] [ L] [ 0 0 [ 0 ] ] [] 0 E
Total 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
|
02 normal - 5 s S s H s s 5 H S 3 s S S s s H 5 \
TCDAM Total 5 s s S s s 5 5 s s 5 s 5 5 5 s 5 5
100
t'.j 03 normal - 5 5 5 5 5 H H s S 5 5 H) s S S 5 5 s ‘
© TCDAM . Total S S s 5 s s S 5 s S 5 5 s S S S 5 S
: 300
04 normal - 10 10 10 10 10 io 10 io0 10 10 10 10 10 10 10 10 10 10 ’
‘TCDAM Total 10 10 10 10 10 10 10 10 10 1o 16 10 106 10 10 1g 1o 10
1000 . |
1: Before dosing 2: 30 to 60 minutes after dosing 3: 3 to 4 hours after dosing

TCDAM: 2,2°.,3,3' -Tetrachloro-4,4’-diamino diphenyimethane
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Table 1. -continued Clinical observation Exp. No. 9934 (115-213)
Sex: Male
Group No. Day of experiment
Dose Finding 13-~ 14------- > 1S-e-e--- > 16----o-- > 17------- > 18------n >
mg/kg Part 1 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
01l normal - 10 10 10 10 10 10 1o 10 10 10 10 1o 10 10 10 10 10 10
control Total 10 10 1o 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
Emaciation - 10 10 16 10 10 10 1€ 10 10 10 10 10 10 10 10 ic 10 10
+ o 0 [ 0 0 o [ o 0 0 0 [} 0 1] 0 [ ] ]
Total 10 10 10 10 10 l0 10 10 10 10 10 10 10 10 10 10 10 10
02 normal - 5 s S s 5 S 5 5 5 5 5 S S 5 5 5 s S
TCDAM Total s 5 s 5 5 s 5 13 5 S 5 S 5 S 5 s 5 5
100
03 normal - S S 5 S S S S 5 s S 5 S S s s 5 S S
TCDAM Total S s s S 5 s s 5 5 S 5 S S 5 S 5 S S
300
04 normal - 10 lo 10 10 10 10 10 10 i0 10 10 10 10 10 10 10 10 10
TCDAM Total 10 1o 10 10 10 1o 10 10 10 19 10 10 10 10 10 10 10 10
1000
1: Before dosing 2: 30 to 60 minutes after dosing 3: 3 to 4 hours after dosing
TCDAM: 2,2°,3,3°-Tetrachloro-4,4’-diamino diphenylmethane
Table 1. -continued Clinical observation Exp. No. 9934 (115-213)
Sex: Male
Group No. Day of experiment
Dose Finding 19------=> 20---~--= > 21eeeo-n- > 22---c--- > 23-ec---- > 24------- >
mg/kg Part 1 2 ] 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
o1 normal - 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 i .1¢ 2190
control Total 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
Emaciation - 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
+ ] 0 0 0 [ o [ ] 0 0 0 0 ] ] [ 0 [ 0
Total 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
02 normal - s 5 S S S S 5 S s s S s 5 S S 5 5 5
TCDAM Total B H B s H H s s B B s s s s s H 5 s
100
02 normal - 5 s s s 5 S s s H 5 s S S s S 5 s s
TCDAM Total s s s s s s s H s B B s 5 s B H s H
300
o4 normal - 10 10 10 10 10 10 10 1¢ 10 10 10 10 10 16 10 10 10 19
TCDAM Total 10 16 10 10 10 10 10 10 10 10 10 16 10 1@¢ 10 10 10 10
1000
1: Before dosing 2: 30, to 60 minutes after dosing 3: 3 to 4 hours after dosing

TCDAM: 2,2°,3,3’-Tetrachloro-4,4°-diamino diphenylmethane
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Table 1. -continued Clinical observation ’ ’ Exp. No. 9934 (115-213)

Sex: Male

Group No. . Day of experiment
Dose Finding 25----aun > 26----m-- > 27------- > 29 ‘
mg/ kg Part . 1 2 3 1 2 3 1 2 3 L
o1 normal - 10 10 10 10 10 10 1¢ 10 10 9 9 9 H
control Total 10 -10 10 10 10 210 10 10 10 9 9 g S
[} . .
Emaciation - 10 10 10 10 10 i0 10 10 10 2 s 9 s
+ 0 0 0 o 0 1] 0 o D 1 1 1 Q
Total 10 10 10 10 10 10 10 10 10 10 10 10 13
02 normal - s 5 s H 5 5 s 5 5 H 5 s S
TCDAM Total 5 s 5 s S s S s s 5 S S s
100
03 normal - s 5 s 5 H 5 5 S S 5 S s 5
TCDAM Total 5 s s 5 5 5 5 S S 5 5 5 5
300 . H
04 normal - 10 10 10 10 10 10 10 10 10 10 10 10 5
TCDAM Total 10 0 10 10 10 10 10 10 10 10 10 10 s
1000 '
l: Before dosing 2: 30 to 60 minutes after dosing 3: 3 to 4 hours after dosing . ' .
TCDAM: 2,2',3,3’-Tetrachloro-4,4’'-diamino diphenylmethane i
i
-
' !
\
Table 1. -continued Clinical observation Exp. No. $93¢ (115-213) '
!
Female !
Group No. Day of experiment
Dose Finding lo--eone > 2 - > Jomewuon > Semmonn-- > 6--~---- >
mg/kg Part 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 l
o1 normal - 100 10 10 10 10 16 10 20 10. 10 10 1o 10 10 1¢ i0 10 i0
contrel Total 10 10 10 10 10 10 10 10 ie 10 1o 10 10 10 10 10 10 10
’ l
02 normal - 5 s 5 H H 5 S H s 5 5 H 5 5 s 5 5 5
TCDAM Total s s 5 5 s s 3 [ s 5 s 5 s 5 5 s s 5
100 |
03 normal - 5 5 5 s 5 5 5 5 S 5 S 5 5 5 S S S S I
TCDAM Total S s s H s H s S s s H S s 5 H 5 5 H
300
‘
04 normal - 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
TCDAM Total 10 1o 10 10 10 10 10 io 10 10 10 10 10 10 10 1i¢ 10 10
1000
1: Before dosing 2; 30 to 60 minutes after dosing 3: 3 to 4 hours after dosing

TCDAM: 2,2°,3,3’-Tetrachloro-4,4’-diamino diphenylmethane
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Table 1. - -continued Clinical observation Exp. No. 9934 (115-213)
Sex: Female

Group No Day of experiment

Dose Finding Terer-m-- > B------- > L R > 10----+-- > 1l---w--- > 12------- >
mg/kg © Part 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3

01 normal - 10 10 10 10 10 10 10 10 10 1o 10 10 10 10 1o 10 10 10

control Total 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 i0 10 10

02 normal - S 5 S S S S S S 5 5 S 5 s S 5 5 s S

TCDAM Total S S 5 S S S 5 s 5 5 S S S 5 S S 5 S
160

03 normal - S S S s 5 s S S 5 S 5 S 5 5 S 5 5 s

TCDAM Total 5 5 s 5 S S 5 5 S S S s 5 S S s S S
300

04 normal - 10 i0 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10

TCDAM Total 10 10 10 10 10 10 10 19 10 10 10 10 16 10 10 10 10 i0
1000

1: Before dosing : 30 to 60 minutes after dosing : 3 to 4 hours after dosing

TCDAM: 2,2‘,3,3° -Tetrachloro-4,4’-diamino diphenylmethane

Table 1. -continued Clinical observation Exp. No. 9934 (115-213)
Sex: Pemale

Group No. Day of experiment

Dose Finding 13----nn- > 14------- > 1§------ > 16------- > 17------- > 18------- >
wmg/kg Part 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3

01 normal - 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 190

control Total 10 10 10 1o 10 10 io 10 10 10 10 10 10 10 10 10 10 10

02 normal - 5 s s 5 s s 5 s S 5 S s s s S S S S

TCDAM Total B s s s 5 & § s § 3§ s s s s s s s s
100

03 normal - S 5 s s S 5 5 S S 5 5 S s S S S S 5

TCDAM Total s s s 5 5 s s s s s H s s s s s 5 5
300

04 normal - 10 10 10 10 10 10 10 10 10 10 i0 10 10 10 10 10 10 i0

TCDAM Total 10 10 10 10 10 10 10 10 10 10 10 16 10 10 10 10 1o 10
1000

1: Before dosing
2,2’,3,3" -Tetrachloro-4,4‘-diamino diphenylmethane

TCDAM:

30 to 60 minutes after dosing d: 3 to 4 hours after dosing
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Table 1. -continued Clinical observation Exp. No. 9934 (115-213)

Sex: Female

Group No. Day of experiment .
Dose Finding 19------- > 20---+-n- > 2l-----a- > 22------ > 23---a--o > 24------- >
mg/kg Part ) 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 |
o1 normal . - 10 10 10 10 10 ic 10 10 10 10 10 10 1o 10 10 10 10 10 L
control Total 10 10 10 10 10 10 16 10 10 10 10 10 10 10 10 10 10 10
[
I
02 normal - 5 5 5 S 5 5 s H] S s 5 5 5 s 5 S 5 13
TCDAM Total S s H 5 s 5 H 5 H s 5 3 5 5 5 s s 5
i00
03 normal - s S s 5 5 s 5 5 S S 5 5 5 5 5 s 5 5
TCDAM Total 5 s 5 s 5 5 5 5 5 S 5 5 S 5 s 5 5 5
300
04 normal - 10 10 10 10 10 10 10 10 10 10 10 10 io 10 10 10 16 10 -
TCDAM Total 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 1c i0
1000
1: Before dosing 2: 30 to 60 minutes after dosing 3: 3 to 4 hours after dosing
TCDAM: 2,2’,3,3‘-Tetrachloro-4,4‘-diamino diphenylmethane
'
!
!
t
!
|
Table 1. -continued Clinical observation : Exp. No. 9934 (115:213)
. !
Sex: Female
Group KNo. Day of experiment . .
Dose Finding 25-+s-no- > 26--+---- > 2T~c----- > 2B------- > 29
mg/kg Part 1 2 3 1 2 3 1 2 3 1 2 3
01 normal . . - 10 10 10 10 10 ic 10 10 10 10 10 10 s’ . !
control Total 10 10 10 10 10 10 10 310 10 10 10 10 H
° .
}
[} normal - 5 5 s H 5 S 5 5 H s 5 5 5 t
TCDAM Total 5 s s S S s H s s 5 S S 5
100
. : !
03 normal - S s s 5 s S s s s °s S 3 s
TCDAM Total s H S s s H H H 5 H 5 H s
3co
.
04 normal - 10 10 10 10 10 10 10 10 0 1¢ 10 1¢ 5
TCDAM Total 10 10 ic 10 10 10 10 ic 10 10 10. 10 5
1: Before dosing 2: 30 to 60 minutes after dosing 3: 3 to. 4 hours after dosing . !

TCDAM: 2,2’,3,3'-Tetrachloro-4,4°-diamino diphenylmethane




Table 1.

-continued Clinical observation

Exp. No. 9934 (115-213})
Sex: Male
Group No. Day of experiment
Dose Finding 29 30 31 32 33 34 3s 36 a7 g 39 40 41 42 43
mg/kg Part
o1 normal - 4 4 4 L4 4 4 4 4 4 4 4 4 4 4
control Total 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4
Emaciation - 4 4 4 4 4 4 4 4 4 4 4 4 4 4
+ 1 1 1 1 1 1 1 1 1 1 1 1 c o 0
Total H s s s s s s s 5 S s s 4 4 4
Abdominal distention - s s S S S s S 4 L3 4 4 3 4 4 4
+ 0 o o o 0 o o 1 1 1 1 1 0 [} 0
Total 5 S S s 5 5 S H 5 S S 5 4 4 4
. 04 normal - S s S 5 S S s S S S s 5 5 s S
w TCDAM Total s s S 5 S s 5 s S s S S 5 S S
o 1000
.
TCDAM: 2,2‘,3,3’-Tetrachloro-4,4’-diamino diphenylmethane
Table 1. -continued Clinical observation Exp. No. 9934 (115-213
Sex: Female
Group No. Day of experiment
Dose Finding 29 30 31 32 33 34 35 36 a7 38 39 40 41 42 43
wg/kg Part
01 normal - s S S S5 5 s S 5 5 s S 5 S s 5
control Total s 5 s s S S s S 5 S S S b s S
04 normal - s 5 B s s s s s s s s s s s s
TCDAM Total 5 s 5 S 5 s S 5 S 5 s s S 5 5
1000

-0p -

TCDAM: 2,2',3,3'-Tetrachloro-4,4'-diamino diphenylmethane
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Table 2. Body weight Exp. No. 9934 (115-213)

Sex: Male

Group No. Day of experiment

Unit:g
Dose Gain
mg/kg 1 q 8 11 15 18 22 2s 28 1-28 ‘r
01 N 10 i0 10 10 10 10 10 9 3 9 |
control Mean 151 173 200 220 243 263 285 304 319 168
o §.D. 6 10 14 18 23 26 30 31 32 29
02 N s 5 5 E S 5 H 5 5 5
TCDAM Mean is0 172 1399 219 246 264 283 300 3ie 168
100 S$.D. 6 10 13 15 21 24 29 33 42 40
03 N . 5 s 5 S s 5 5 S s 5
TCDAM Mean 143 171 158 223 248 272 296 313 333 183
300 S.D. 6 8 14 16 17 18 20 22 22 1B
+ 04 N N 1o 10 10 190 10 10 10 10 10 10
& TCDAM Mean 151 172 197 219 240 257 277 292 3oe 158
- 1000 S.D. € 9 13 17 20 22 24 24 27 23
' .
- |
TCDAM: 2,2’,3,3’-Tetrachloro-4,4‘-diamino diphenylmethane- . . !
'
|
i
|
|
|
Table 2. -continued Body weight . Exp. No. 9934 (115-213)
Sex: Female . |
.
Group No. ) Day of experiment : Unit:g
Dose Gain
mg/kg 1 4 8 11 15 1e 22 25 28 1-28 |
01 N 10 . 10 1o 10 20 10 10 i0 10 10
control Mean 117 131 146 160 169 179 191 197 207 90
o ° §.D. H & & g 10 9 11 10 10 10
02 N s 5 s s s s 5 . H s 5 ‘
TCDAM Mean 117 132 144 157 164 172 181 187 198 82 l
100 5.D. s ? ' 9 11 12 12 12 15 15 11
03 N s s s s s s s s s s . ’
TCDAM Mean 117 129 141 154 162 169 178 187 194 77
300 s$.D. s 7 10 13 16 - 21 23 25 26 24
« 04 N 10 10 10 10 10 10 10 .10 10 10
& TCDAM Mean 117 131 143 158S 163 173 185 190 196 80
] 1000 $.D. - € 7 7 7 9 ] 8 11 10 .. ‘

TCDAM: 2,2*,3,3'-Tetrachloro-4,4'~diamino diphenylmethane

-l



Table 2. -continued Body weight Exp. No. 9934 (115-213)
Sex: Male
Group No. Day of experiment Unit:g
Dose Gain
mg/kg 29 32 3¢ 39 42 29-42
01 N 4 4 4 4 4 4
control Mean 339 ass 37s 350 404 €5
o 5.D. 25 24 27 27 29 S
o4 N $ s S 5 S 5
TCDAM Mean 31e 332 346 383 372 54
1000 S.D. 25 26 23 20 19 10
TCDAM: 2,2,3,3‘-Tetrachloro-4,4‘-diamino diphenylmethane
'
S
w
.
Table 2. -continued Body weight Exp. No. 9934 (115-213)
: Female
Group No. Day of experiment Unit:g
Dose Gain
mg/kg 29 32 16 39 42 29-42
¥
o1 N 5 5 S 5 S5 S
control Mean 210 219 227 234 240 30
o .D. 9 12 12 1t 9 4
04 N 5 5 5 S s S
TCDAM Mean 196 202 209 218 222+ 26
] s.D. 13 16 19 16 15 S
Significantly different from 01 group * P 5 0.05 (Dunnett)
TCDAM: 2,2°,3,3'-Tetrachloro-4.4’'-diamino diphenylmethane
‘
ES
=
.
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Table 3.

Sex:

Food consumptign

Male

Exp. No. 9934 (115-213)

Group No. Day of experiment Unit:g/animal/day
Dose 1 ] 15 22 . 29 ) 36
ng/kg => B => 1§ => 22 => 28 => 36 => 42
ol N 10 10 10 9 4 4
control Mean 23 24 25 25 28 29
o s.D. 2 3 3 2 1 2
|
02 N H B 5 5
TCDAM Mean 23 25 25 25
100 $.D. 2 3 4 5
03 N 5 S s 5
TCDAM Mean 23 25 27 27
300 5.D. 1 2 2 2
« 04 N io 10 10 10 5 s
& TCDAM Mean 22 24 24 24 26 26 I
W 1000 s.D. 2 3 3 3 2 2
'
M
TCDAM: 2,2’,3,3'-Tetrachloro-4,4°'-diamino diphenylmethane [
f
-
4
!
L
!
Table 3. -continued Food consumption Exp. No. 9934 (115-213)
|
‘Sex: Female
L
1
Group No. Day of experiment Unit:g/animal/day
Dose b3 8 1s 22 23 36 -
ng/kg =» 8 => 15 > 22 => 28 => 36 => 42 N
01 § 10 10 10 10 5 5 |
control Mean 17 i8 148 18 20 19 :
[} s.Db. 1 1 1 1 2 1 ;
02 N s s 5 5 '
TCDAM Mean 18 18 18 17
100 .D. 1 2 2 2
03 N s s s 5 ‘
TCDAM Mean 17 18 18 18
300 S.D. 1 2 3 3 I
. 04 N 10 10 10 10 s 5 |
& TCDAM Mean 17 18 18 18 20 19
Ll 1000 $.D. 2 2 2 2 2 2 .
.
TCDAM: 2,2’,3,3‘-Tetrachloro-4,4’'-diamino diphenylmethane
!

;
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Table 4. Detailed clinical observation and sensory reactivity to stimuli of different types Exp. No. 9934 (115-213)

Sex: Male

Signs Dose level Administration period (Week) Recovery period (Week)
(mg/ke) B.G.~ 1 7 3 q T 2

No. of animals [t} 10 10 10 10 10 5 4
100 5 5 5 5 5 - -
300 5 5 5 5 5 - -
1000 10 10 10 10 10 5 5

REMOVAL FROM CAGE

Ease of removal Very easy 0
100
300
1000

Easy V]
100
300

! 1000
IS

,\’ Vocal ization None 1]
100
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t
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I o
I & o

1
i

SO OO0 OULnd
SNNO ~0O0D NN

1000

w
[2))

B.G. : Before grouping

Table 4.  -continued Detailed clinical observation and sensory reactivity to stimuli of different types Exp. No. 9934 (115-213)

Sex: Male

Signs Dose level Administration period (Week) Recovery period (Week)
(mg/ke) X 1 2 3 4 1 Z

HANDLING OBSERVATIONS

Muscle tone - Normal 0
100
300
1000

Decrease or |imp 0
100
300
1000

Subnormal temperature Absent 0
100
300
! 1000

r-N

7 Piloerection Absent 0
100
300
1000

Staining hair Absent 0
100

-
-~
e

—

[~ N~ I B - A

QU0 QU0 OO0 QNI

mma OO OO0 QU

NUO CUONUO OO0 Qo

NNO QUOO OO0 OoLmo

lan ent e @i | — end

NNO NN OO0 —= DUAaw
I & o

3
3
3
S
=

g

S
D
mma
mms
B

1000

Unkempt hair Absent 0
100

>
=
=
=
=

1000

Rough fur 0
100
300
1000

CcCoOO0o0 Quwx

>
=3
3
QOO0 Owinn E;
=
1= el &l en ent

IS vt ol e

Cooo owvwn
oo oua

o
o

B.G.: Before grouping
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Table 4. -continued Detailed clinical observation and sensory reactivity to stimuli of different types Exp. No. 9934 (115-213)

Sex: Male
Signs Dose level Administration period (Week) Recovery period (Week)
(ng/ke) B.G. 1 2 3 { 1 2
Skin color Normal 0 10 10 10 10 10 5 4
100 5 5 5 5 5 - -
300 5 5 5 5 5 - -
1000 10 10 10 10 10 5 5
Lacrimation Absent 0 10 10 10 10 10 5 4
100 5 5 5 5 5 - -
300 5 5 5 5 5 - -
1000 10 10 10 10 10 5 5
Exophthalmos Absent 0 10 10 10 10 10 5 4
100 5 5 5 5 5 - -
300 5 5 5 5 5 - -
1000 10 10 10 10 10 5 5
Pupillary size Normal 0 10 10 10 10 10 5 4
100 5 5 5 5 5 - -
300 5 5 5 5 5 - -
1000 10 10 10 10 10 5 5
Salivation Absent 0 10 10 10 10 10 5 4
100 5 5 5 5 5 ~ -
300 5 5 5 5 5 - -
1000 10 10 10 10 10 5 5
B.G. : Before grouping
Table 4.  -continued Detailed clinical observation and sensory reactivity to stimuli of different types Exp. No. 9934 (115-213)

Sex: Male

Signs Dose level Administration period (Week) Recovery period (Week)
(mg/ke) B.G~ 1 z I 4 T 3

OBSERVATIONS IN ARENA

Posture Normal 0 10 10 10 10 10 5 4
100 5 5 5 5 5 - -
300 5 5 5 5 5 - -
1000 10 10 10 10 10 5 5
Motor activity Normal 0 10 10 10 10 10 5 4
100 5 5 5 5 5 - -
300 5 5 5 5 5 - -
1000 10 10 10 10 10 5 5
Respiration Normal 0 10 10 10 10 10 5 4
100 5 5 5 5 5 - -
300 5 5 5 5 5 - ~
1000 10 10 10 10 10 5 5
Lid ciosure Wide open 0 10 10 10 10 10 5 4
100 5 5 5 5 5 - -
300 5 5 5 5 5 - -
1000 10 10 10 10 10 5 5
Gait Normalt 0 10 10 10 10 10 5 4
100 ) 5 5 5 5 - -
300 5 5 5 5 5 - ~
1000 10 10 10 10 10 5 5
Tremor None 0 10 10 10 10 10 5 4
100 5 5 5 5 5 - -
300 5 5 5 5 5 - -
1000 10 10 10 10 10 5 5

B.G. : Before grouping
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Table 4.

-continued Detailed clinical observation and sensory reactivity to stimuli of different types

Exp. No. 9934 (115-213)

Sex: Male

Signs Dose level Administration period (Week) Recovery period (Week)

(mg/ke) B.G.T 1 ? 3 [ T 2

Twitch None 0 10 10 10 10 10 5 4

100 5 5 5 5 5 - -

300 5 5 5 5 5 - -

1000 10 10 10 10 10 5 5

Convulsion None 0 10 10 10 10 10 5 4

100 5 5 5 5 5 - -

300 5 5 9 5 5 - -

1000 10 10 10 10 10 5 5

Stereotypic behavior None 0 10 10 10 10 10 5 4

100 5 5 5 5 5 - -

300 5 5 5 5 5 - -

\ 1000 10 10 10 10 10 5 5

=2 Abnormal behavior None 0 10 10 10 10 10 5 4

! 100 5 5 5 5 5 - -

300 5 5 5 5 5 - -

1000 10 10 10 10 10 5 5

B.G. : Before grouping

Tabie 4

Sex: Male

-continued Detailed clinical observation

and sensory reactivity to stimuli of different types

Exp. No. 9934 (115-213)

Signs

Dose level
(mg/kg)

Administration period (Week)
1 2 3

Recovery period (Week)
1 2

SENSORIMOTOR FUNCTION
Approach contact

Touch response

.75 -

Pinna response

Normal a)

Freezing

Moderate reaction

Vocalization

energetically reaction

Freezing

Normal

100
300
1000

100
300
1000

100
300
1000

100
1000

100
1000

100
300
1000

SNUD CODm CO=D DAY COO— S

-~

o gl | & ol 1o o

& Q1o o

o

B.G.: Before grouping

a) Rat slowly approaches and sniffs at object or turns away
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Table 4. -continued Detailed clinical observation and sensory reactivity to stimuli of different types ‘ Exp. No. 9934 (115-213)

Sex: Male

(mg/ke) 8. 6.

Pain response(Tail pinch)  Slowly turns 0
100
300
1000

Walk away from stimulus 0
100
300
1000

Freezing 0
100
300
1000

Normal 0
100

Signs Dose level Administration period (Week) Recovery period (Week)
1 2 3 1 2

o o 1 o

ro o1

- g6~

1000

Pupiliary reflex Normal 0
100
300
1000

Air righting reflex Normal 0
100

1000

COUO CaAUIY OCOOO O—=ON OO~

g
[ R R=Y
L= T T - N 4 I T I O O I T )

o

B.G. : Before grouping

Tabie 4.  -continued Detailed clinical observation and sensory reactivity to stimuli of different types Exp. No. 9934 (115-213)

Sex: Female

Signs Dose level Administration period (Week) Recovérz period (Week)
(mg/ke) B.G 1 2 3 q ] 2

No. of animals 0 10

g8

Sen

- -

Sand
S
mn S
S

“len

w1

REMOVAL FROM CAGE
Ease of removal Very easy 0

Sl

Easy 0

I ani 1o
PO &)

o 1000
¥+ Vocalization None 0

g
CONS ANONAE DWWD

QNG —~ONW WOt~

CUNUIO OCOW DL~
CUNO OO0 —~ OLuUIw
CNNO OOO— U

@l o
I o -y

—
(=3
8
—

o

B.G. : Before grouping
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Table 4. -continued Detailed clinical observation and sensory reactivity to stimuli of different types Exp. No. 9934 (115-213)

Sex: Female
Signs Dose level Administratioh period (Week) Recovery period (Week)
. (mg/kg) B.G. i 3 4 1 2
HANDLING OBSERVAT[ONS
Muscle tone Normai 0 10 10 10 10 10 5 s
100 5 5 5 5 5 - -
300 5 5 5 5 5° - -
1000 10 10 10 10 10 5 5
Subnormal temperature Absent 0 10 10 10 10 10 5 5
100 5 5 5 5 5 - -
300 5 5 5 5 5 - -
1000 10 10 10 10 10 5 5
Piloerection Absent 0 10 10 10 10 10 5 5
100 5 5 5 5 5 - -
300 5 5 5 5 5 - -
n 1000 10 10 10 10 10 5 5
" Staining hair Absent 0 10 10 10 10 5 5
100 5 5 5 5 5 - -
300 S 5 5 5 5 - -
1000 10 10 10 10 10 5 5
Unkempt hair Absent 0 10 10 10 10 10 5 5
100 5 5 5 5 5 - -
300 5 5 5 5 5 - -
1000 10 10 10 10 10 5 5
Skin color Normal 0 10 10 10 10 10 5 5
100 5 5 5 5 5 - -
300 5 5 5 5 5 - -
1000 10 10 10 10 10 5 5
B.G. : Before grouping
Table 4. —continued Detailed clinical observation and sensory reactivity to stimuli of different types Exp. No. 9934 (115-213)
Sex: Female
Signs Dose tevel Administration period (Week) Recovery period (Week)
(mg/keg) B.6. 3 q 7
Lacr imation Absent 0 10 10 10 16 10 5 5
100 5 5 5 5 5 - -
300 5 5 5 5 5 - -
1000 10 10 10 10 10 5 5
Exophtha lmos Absent 0 10 10 10 10 10 5 5
100 5 5 5 5 5 - -
300 5 5 5 5 5 - -
1000 10 10 10 10 10 5 S
Pupillary size Normal 0 10 10 i0 10 10 5 5
100 5 5 5 5 5 - -
300 5 5 5 S 5 - -
. 1000 10 10 10 10 10 5 5
& Salivation Absent 0 10 10 10 10 10 5 5
' 100 5 5 5 5 5 - -
300 5 5 5 5 5 - ~
1000 10 10 10 10 10 5 5

B.G. : Before grouping
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Table 4. -continued Detailed clinical observation and sensory reactivity to stimuli of different types Exp. No. 9934 (115-213)

Sex: Female
Signs Dose level Administration period (Week) Recovery period (Week)
(mg/ke) B.G. 2 3 4 1 2
OBSERVATI{ONS [N ARENA
Posture Normal 0 10 10 10 10 10 5 5
100 5 5 5 5 5 - -
300 5 5 5 5 5 - -
1000 10 10 10 10 10 5 5 \
Motor activity Norma | 0 10 10 10 10 10 5 5 ;
100 5 5 5 5 5 - - ‘,
300 5 5 5 5 5 - - '
1000 10 10 10 10 10 5 5
Respiration Normal 0 10 10 10 10 5 5 ‘
100 5 5 5 5 5 - -
300 5 5 5 5 5 - -
;. 1000 10 10 10 10 10 5 5
3 Lid closure Wide open 0 10 10 10 10 10 5 5
100 5 5 5 5 5 - -
300 5 5 5 5 5 - -
1000 10 10 10 10 10 5 5 '
Gait Normal 0 10 10 10 10 10 . 5 5 |
100 5 5 5 5 5 - - |
300 5 5 5 5 5 - -
1000 10 10 10 10 10 5 5
Tremor None 0 10 10 10 1w 10 5 5 |
100 5 5 5 5 5 - - ‘
300 5 5 5 5 5 - - !
1000 10 10 10 10 10 5 5 i
B.G. : Before grouping .
!
|
|
|
Table 4. -continued Detailed ciinical observation and sensory reactivity to stimuli of different types Exp. No. 9934 (115-213) ’
Sex: Female
Signs Dose leve!l Administration period (Week) Recovery period (Week)
(mg/ke) B.G. 1 2 3 4 1 2
|
Twitch None 0 10 10 10 10 10 5 5 ‘
100 5 5 5 5 5 - - !
300 5 5 5 ) 5 - - !
1000 10 10 10 10 10 ) 5
Convulsion None 0 10 10 10 10 10 5 5
100 5 5 5 5 5 - - ’
300 5 5 5 5 5 - - ;
1000 10 10 10 10 5 5 f
Stereotypic behavior None 0 10 10 10 10 10 5 5 ‘
100 5 5 5 5 5 - -
300 5 5 5 5 5 - - .
1000 10 10 10 10 10 5 5 |
& Abnormal behavior None 0 10 10 10 10 10 5 5
P 100 5 5 5 5 5 - -
300 5 5 5 5 5 - -
1000 10 10 10 10 10 5 5

B.G.: Before grouping [
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Table 4. -continued Detailed clinical observation and sensory reactivity to stimuli of different types Exp. No. 9934 (115-213)

Sex: Female

Signs . Dose level Administration period (Week) Recovery period (Week)
(mg/ke) B.G. 2 3 [ 1 ?
SENSORIMOTOR FUNCTION
Approach contact Normal a) 0 10 5
100 5 -
300 5 -
1000 10 5
Touch response Moderate reaction 0 10 5
100 5 -
300 5 -
1000 10 5
Pinna response Norma ! 0 10 5
100 5 -
300 5 -
' 1000 10 5
o
Y Pain response (Tail pinch) Normal 0 10 5
100 5 -
300 5 -
1000 10 5
Pupillary reflex Norma 0 10 5
100 5 -
300 5 -
1000 10 5
Air righting reflex Norma | 0 10 5
100 5 -
300 5 -
1000 10 5
B.G. : Before grouping
a) Rat slowly approaches and sniffs at object or turns away
Table 5. Summary of number of defecation Exp. No. 9934(115-213)
Dose Tevel No. of Administration period (week) Recovery period (week)
Sex (mg/kg) animals B.& 2 3 4 1 2
0 10 0.0+0.0 a 03+0.9 0.0+0.0 0.2+0.6 0.3x1.0 (9 0.0+0.0 4) 0.0+00 @
Hale 100 5 0.4+0.9 1.0£1.4 0.0+0.0 0.0+0.0 0.0x+00
300 5 0.4+0.9 0.4+0.9 0.0+0.0 0.2+0.4 0.6+1.3
1,000 10 0.6+1.1 0.8+1.1 0.2+0.6 0.3+0.9 0.1+0.3 0.4+0.9 () 0,000 (5
& 0 10 0.2+0.6 0.0+0.0 0.0x+0.0 0.0£0.0 0.0+0.0 0.0+£0.0 (5 0.0+£0.0 (5
()
Female 100 5 0.0x+0.0 0.0+0.0 0.0x0.0 0.0+0.0 0.0+0.0
300 5 0.0+0.0 0.0+0.0 0.0+0.0 0.0+0.0 0.0+0.0
1. 000 10 0.1x0.3 0.0+0.0 0.0x0.0 0.0+0.0 0.0+0.0 0.0+0.0 (5 0000 (5

B 'G. - Before grouping
a) Mean *= S.D. ) ‘
Values in parentheses are expressed no. of animals examined
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Table 6. Summary of number of pools of urine Exp. No. 9934 (115-213)

Dose level No. of Administration period {week) . Recovery pertod (week)
Sex (mg/ke) animals B.G. ] 2 3 i 2
0 10 0.6x0.8 a 0.3+0.5 0.2+0.6 0.4+0.8 0.2+0.4 (9 0.0+£0.0 (4 0.5+0.6 (4
Mate 100 5 0.6+0.9 0.2+0.4 0.0+0.0 0.2+0.4 0.0+0.0
300 5 0.2+0.4 0.8+1.3 0.4£0.5 0.2+0.4 0.0+0.0
1,000 . 10 Lox1.1 0.7+0.8 0.2+0.4 0.8+0.9 0.3+0.5 0.2+0.4 (8 0.2+0.4 (5)
0 10 0.3%+0.7 0.2+0.4 0.1£0.3 0.1+0.3 0.2x0.4 0.0£0.0 (5 0.0x0.0 (5
Female 100 5 0.2+0.4 0.0+0.0 0.2+0.4 0.0x0.0 0.4%0.5
300 5 0.4+0.9 0.0x0.0 0.0x0.0 0.0+0.0 0.0+0.0
1,000 10 0.2+0.6 0.5+1.0 0.1%0.3 0.0+0.0 0.2+0.4 0.0+0.0 (8) 0.0+0.0 (5)

B.G. . Before grouping
a) Mean = S.D.
Values in parentheses are expressed no. of animals examined

Table 7. Summary of grip strength ' Exp. No. 9934(115-213)
4 week of administration Unit : g
Sex Dote ! Jo. of Forelimb Hindimb

0 9 1338 = 147 a) 703 + 139

Male 100 5 1457 = 206 822 + 228

300 5 1310 = 211 721+ 129

1,000 10 1281 = 170 739 + 205

0 10 620 = 171 21 = 77

Female 100 5 41 x99 289 + 42

300 5 551\ * 99 307 = 34

1,000 10 605 = 126 01 £ 74

a) Mean £ S.D.
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Exp. No. 9934(115-213)

Table 7. -continued Summary of grip strength
2 week of recovery Unit : g
Dose level No. of . L
Sex (me/ke) animals Forelimb Hind!imb
0 4 1381 + 408 a) 707 + 284
Male
1,000 5 1604 = 241 1027 + 155
0 5 1080 = 291 574 £+ 190
Female
1, 000 5 889 + 249 510 + 269
a) Mean = S.D.
Table 8.  Summary of motor activity Exp. No. 9934 (115-213)
4 week of administration
Dose level No. of Motor activity (counts)
Sex (mg/kg) animals 0-10 a) 10-20 20-30 30-40 40-50 50-60 Total (0-60)
0 9 194 = 27 b) 169 = 25 151 = 40 129 = 33 102 + 40 102 + 59 847 + 139
100 5 195 + 35 178 + 15 147 £ 30 127 = 29 111 = 57 132 = 21 890 = 132
Male
300 5 216 = 22 159 + 27 145 + 25 = 30 96 £ 58 102 + 52 829 x 153
, 1,000 i0 204 = 17 169 = 26 157 £ 25 130 = 35 105 + 64 4 = 5] 838 + 146
N
0 10 127 + 28 68 + 28 72 = 20 77 + 33 44 + 25 58 + 20 445 + 114
100 5 133 £ 22 113 = 3% 91 %= 35 69 = 37 87 + 21x 62 + 32 554 + (17
Female
300 5 105 = 23 102 = 21x 69 + 41 74 = 25 51 = 15 53 = 30 455 + 125
1,000 10 126 = 30 101 = 17 72 + 23 74 + 33 59 + 32 46 = 22 478 + 103
a) interval time (minutes)
*p =005 #xp = 001 (Dunnett)

b) Mean + S.D.

Significantly different from controt group
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Table 8. -continued Summary of motor activity

2 week of recovery

Exp. No. 9934 (115-213)

Dose level No. of Hotor activity (counts)
Sex (mg/kg) animals 0-10 a) 10-20 20-30 30-40 40-50 50-60  Total (0-60)
0 4 181 = 38 b) 150 + 34 128 = 7 52+ 45 24 = 29 11 %= 18 546 + 89
Male
1,000 5 183 + 32 132 + 68 110 = 57 115 = 62 68 + 49 46 + 52 653 + 262
0 5 137 £ 1 126 += 35 94 + 27 105 + 58 108 =+ 113 65 + 68 636 = 247
Female
1, 000 5 161 + 58 128 + 55 106 + 65 9 + 70 104 = 72 55 + 57 652 x 355
a) interval time (minutes)
b) Mean =+ S.D.
Table 9-1. Hematology Exp. No. 9934 (115-213)
---Administration period---
Sex Dose level  No. of HCT HGB RBC wv MR McHT
(mg/Xkg) animals (%) (g/dL) (x10f /') (uo) {pg) (%)
Male 0 s 41.8 + 1.3 15.5 + 0.4 7.72 £ 0.13 4.2t 1.0 20.1+ 0.2 37.1%¢ 0.6
100 5 42.0+ 1.5 15.5 + 0.6 7.71 % 0.27 S4.5%+ 1.2 20.1% 0.5 36.9+ 0.2
300 5 40.51 1.6 14.9 % 0.5 7.31% 0.32 85.4 = 2.4 20.4 % 0.7 36.7+ 0.4
1,000 5 41.3 £ 2.0 15.2 % 0.8 7.52 & 0.29 54.9t 0.9 20.3 % 0.4 36,9t 0.2
Female 0 H 39.5 % 1.2 4.8+ 0.4 7.22 £ 0.24 54.8% 0.4 20.5% 0.4 37.4t 0.5
100 5 40.7 + 1.8 15.3 £ 0.7 7.66 + 0.38 §3.2+ 0.64 20.0 £ 0.2 37.6 + 0.4
300 5 39.5 % 1.4 4.9+ 0.3 7.38 %+ 0.38 53.6 + 1.6 20.3 % 0.8 37.7% 0.6
1,000 s 39.4 % 1.3 14.5 % 0.5 7.24  0.28 54.4% 1.9 20.0 £ 0.6 36.8 % 0.3
Mean t S.D.

Significantly different from control group; #: P<0.05 (Steel)
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Table 9-1. -continued Hematology Exp. No. 9934 (115-213)
---Administration period---

Sex Dose level No. of WBC Differential leukocyte counts (%)
g /kg) animals (x10° /) 14 EOSN BASO Lo
Male [} 5 9.26 £ 2.60 15.3+ 1.8 81.5+ 1.6 1.8 0.5 0.7%£ 0.3 0.1+ 0.1 0.6+ 0.1
100 5 8.46 £ 2.65 l14.4+ 3.4 82.4+ 3.8 1.5+ 0.4 0.8+ 0.4 0.1+ 0.0 0.7 0.3
300 S 8.11 %t 1.02 18.3+ 2.5 79.0+ 2.9 1.5+ 0.3 0.7% 0.3 0.1+ 0.0 0.6 0.3
1,000 S 9.62 & 2.25 8.2+ 3.5 78.5 % 3.5 1.7+ 0.2 0.7+ 0.3 0.1 0.0 0.8+ 0.4
Female 0 s 5.21+ 2.63 4.0+ 4.2 83.1+ 4.5 1.1+ 0.3 0.9+ 0.4 0.2+ 0.2 0.7+ 0.2
100 S 5.12 £+ 0.82 14.3f 2.9 82.6 + 3.4 1.2+ 0.3 1.2 0.6 0.1+ 0.0 0.6+ 0.1
300 5 4.%94 t 1.19 16.9+ 8.1 80.3 & 7.9 1.3+ 0.4 0.8+ 0.3 0.1+ 0.0 0.6+ 0.3
1,000 5 8.71 + 2.92% 14.4+ 4.3 82.1+ 4.9 1.3+ 0.7 1.1+ 0.4 0.1+ 0.1 1.0+ 0.4
NEUT: Neutrophil LYMPH: Lymphocyte MONO: Monocyte  EOSN: Eosinophil  BASO: Basophil LUC: Large unstained cells
Mean * S.D.
Significantly differemt fram control group; *: P<0.05 (Dunnett)
S
Table 9-1. -continued Hematology Exp. No. 9934 (115-213)
---Administration period---
Sex Dose level No. of NEUT LYMPH MONO EOSN BASO oc
(mg/kg) animals (x10* /mar’) (x10/me?) (%20 /mm*) (x10* /) (x10*/moe’) (x10*/me)
Male 0 5 1.41 % 0.40 7.56 2.14 0.17 0.09 0.06 £ 0.03 0.01 % 0.01 0.06 + 0.02
-100 5 1.21 % 0.41 6.98 £ 2.25 0.13 % 0.03 0.07 £ 0.05 0.01 % 0.01 0.06 £ 0.03
300 S 1.48 0.28 6.40 0.82 0.12 + 0.03 0.05 £ 0.03 0.01.+ 0.01 0.05 £ 0.02
1,000 5 1.75 ¢ 0.57 7.55 % 1.79 0.16 * 0.04 0.07 & 0.04 0.01 + 0.01 0.08 + 0.05
Female [} 5 0.68 0.20 4.38 £ 2.41 0.06 0.02 0.04 t 0.01 0.01 % 0.01 0.04 £ 0.03
100 5 0.72 £ 0.12 4.24 £ 0.80 0.06 & 0.02 0.06 t 0.03 0.00 t 0.00 0.03 0.00
300 5 0.82 £ 0.38 3.98 t 1.18 0.06 0.01 0.04 t 0.01 0.00 0.01 0.03 % 0.01
1,000 5 1.29 £ 0.70 7.10 = 2.11 0.13 + 0.12 0.09 + 0.04 0.01 t 0.01 0.09 £ 0.07

NEUT: Neutrophil LYMPH: Lymphocyte MONO: Monocyte EOSN: Eosinophil  BASO: Basophil LUC: Large unstained cells
Mean t S.D.
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Table 9-1.

-continued Hematology
---Administratjon period---

Exp. No. 9934 (115-213)

Sex Dose level No. of PLT Reticulocyte
(mg/kg) animals (x20*/mr’} (%)
Male ] S 1153 + 164 2.7% 0.5
100 5 1135 + 178 2.7 0.5
300 5 1218 + 58 3.0t 0.1 _
1,000 5 1169 t 178 3.0t 0.4
Female 0 5 1382 t 185 2.6 0.8
100 5 1284 t 136 2.2t 0.3
300 5 1226 + 152 2.4+ 0.3
1,000 S 1264 + 190 3.2+ 0.7
Mean *+ S.D.
<+
Table $-2. Hematol Exp. No. 9934 (115-213)
~~-Recovery period---
Sex Doge level No. of HECT HGB RBC MCV MCH MCHC
(mg/kg) animals (%) {g/dL) (xaacf/ma} (pm) {(pg) (%)
Male 0 4 42.7 £ 2.0 15.6 = 0.6 8.06 £ 0.19 52.9+ 1.5 19.41 0.4 3.5+ 0.3
1,000 5 42.2 %+ 1.6 15.3 + 0.7 8.03 t 0.54 52.6 + 2.2 19.1 % 0.7 36.3% 0.5
Female o 5 41.8 + 2.6 15.7 £ 1.0 7.81+ 0.42 53.0%t 1.4 19.9.+ 0.3 37.5% 0.8
1,000 5 40.3 + 2.4 15.0+ 0.8 7.62t 0.58 52.9 & 1.7 19.7 + 0.7 37.3+ 0.4
Mean *+ S.D.
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Table $-2. -continued Hematology Exp. No. 9934 (115-213)
---Recovery period---

Sex Dose level No. of WBC Differential leukocyte counts (%)
(mg/kg) animals (x10*/mer’) LYMPH EOSN RASO Loc
Male 0 4 10.00 £ 2.46 16.7+ 3.6 79.8 + 3.7 i.e+x 0.2 1.0 0.5 0.1+ 0.0 0.6 0.1
1,000 5 10.20 &+ 2.74 11.9+ 4.7 84.4 %+ 5.2 1.9+ 0.8 1.0+ 0.4 0.2 0.1 6.6t 0.1
Female 0 5 6.69 + 2.02 19.4+ 7.4 77.4x 6.9 1.7 0.4 1.0 £ 0.3 0.1+ 0.0 0.6 x 0.2
1,000 5 5.81t 2.87 6.3+ 5.8 79.7 % 6.2 1.8+ 0.4 1.6+ 0.7 0.0+ 0.1 6.6+ 0.2

NEUT: Neutrophil LYMPH: Lymphocyte MONO: Monocyte EOSN: Eosinophil  BASO: Basophil LUC: Large unstained cells
Mean * S.D.

Table 9-2. -continued Hematology Exp. No. 9934 (115-213)
---Recovery period---

Sex Dose level No. of NEUT LYMPH MONO EOSN BASO Luc
(ng/kg) animals (x10*/ma') (x10"/mt’} {(x10°/mat) {x10*/zn*) (xt0 /mn) (x10*/m’)
Male 0 4 1.62 * 0.28 8.03 * 2.17 0.18 0.06 0.10 0.06 0.01 t 0.00 0.06 % 0.02
1,000 s 1.15+ 0.25* 8.69% 2.66 0.18%+ 0.03 0.10+ 0.06 0.02 £+ 0.01 0.06 £+ 0.02
Female o 5 1.33 0.83 5.14 t 1.38 0.11 t 0.04 0.06 * 0.03 0.00 & 0.01 0.04 = 0.02
1,000 5 0.92+ 0.45 4.66 £ 2,53 0.10% 0.03 0.08+ 0.03 0.00+ 0.00 0.04 + 0.04
NEUT: Neutrophil LYMPH: Lymphocyte  MONO: yte EOSN: Eosinophil BASO: Bascphil LUC: Large unstained cells
Mean * S.D.
significantly different fram control group; *: P<0.05 (Dunnett)
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Table 9-2. -continued Hematology
-~-Recovery period---

Exp. No. 9934 (115-213)

Sex Dose level No. of PLT Reticulocyte
(mg/kg) animals (10" /mr') (%)
Male . 0 4 1169 = 192 2.4 0.2
1,000 5 1047 = 74 2.6 + 0.5
Female 0 5 1276 * 142 2.0% 0.5
1,000 5 1173 + 112 2.9+ 0.5+
Mean + §.D.

Significantly different from control group;

*: P<0.05 (Dunnett)

Table 10-1. Coagulation Exp. No. 9934 (115-213)
~~-Administration period---
Sex Dose level  No. of PT
(mg/kg) animals (sec.) (sec.)
Male 0 5 19.1 + 0.6 23.91 1.7
100 5 20.7 * 3.5 24.9 %t 2.0
300 5 19.9 £ 1.5 24.0t 2.1
1,000 5 20.4 + 1.0 25.2 t 3.7
Female 0 s 17.3 + 0.9 17.8 ¢ 2.6
100 5 17.3 + 0.8 18.4 t 0.6
300 5 17.6 £ 0.9 19.1+ 1.8
1,000 5 16.6 + 0.4 18.7 + 1.3
Mean £ S.D.
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Table 10-2.

Coagulation

---Recovery period---

Exp. No. 9934 (115-213)

Sex Dose level No. of APTT
(mg/kg) animals (sec.) {sec.)
Male 0 4 19.4 = 1.5 24.1 % 1.7
1,000 5 21.5 %+ 1.4 25.1+ 2.4
Female 0 5 17.9+ 0.5 17.9 + 1.0
1,000 5 16.9 1 0.4+ 18.6 £ 0.7
Mean t S.D.

Significantly different fram control group;

*+: P<0.01 (Dunnett)

Table 11-1. Blood chemistry Exp. No. 9934 (115-213)
---Administration period---
Sex Dose level No. of T.protein Glucose Triglyceride T.cholesterol
(mg/kg) animals (g/dL) (mg/dL) (mg/dL) (mg/dL)
Male 0 5.77 £ 0.16 145 1 16 28.5 % 16.7 61 10
100 5.62 + 0.13 163 + 19 51.0 £ 29.9 61 t 12
300 5.46 + 0.15* 148 + 24 43.5 + 13.6 57 t 6
1,000 5.50 = 0.21+ 161 t 26 51.4 + 20.7 59 t 8
Female 0 5.93 + 0.31 115+ 21 8.5+ 5.1 63 14
100 5.84 + 0.20 125 * 19 7.2+ 5.5 78 7
300 5.96 £ 0.13 118 * 13 13.0 £ 6.5 66 6
1,000 5.89 + 0.26 141 + 25 20.1 % 7.3% 71+ 11
Mean t S.D.
Significantly different fram control group; *: P<0.05 (Dunnett)
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Table 11-1. -continued Blood chemistry Exp. No. 9934 (115-213)
---Administration period---
Sex Dose level No. of BUN Creatinine T.bilirubin Total bile acid
(mg/kg) animals (mg/dL) {mg/dL) (rg/dL) (U mol/L)
Male 0 5 12.5+ 0.7 0.21 + 0.02 0.04 + 0.01 42.3 % 23.9
100 5 12.1+ 1.2 0.22 + 0.03 0.03 + 0.02 13.4 t 5.0
300 5 11.6 £ 1.2 0.22 £ 0.00 0.03 &+ 0.01 10.8 £ 4.6
1,000 5 13.2+ 2.4 0.21 + 0.02 0.03 £ 0.01 19.4 = 15.8
Female 0 5 15.5+ 1.7 0.27 * 0.03 0.03 £ 0.01 16.8 £ 4.1
100 5 13.3+ 1.1 0.23 + 0.03 0.03 * 0.01 11.8 + 7.8
300 5 15.7% 2.0 0.25 t 0.01 0.04 + 0.01 13.2 5.8
1,000 5 4.5t 1.6 0.24 + 0.02 0.04 + 0.01 8.8 £ 1.6
Mean t S.D.
Table 11-1. -continued Blood chemistry Exp. No. 9934 (115-213)
---Administration period---
Sex Dose level No. of AST ALT ALP Garma-GTP
(mg/kg) s (o/L) (u/L} (/L) (U/L)
Male 0 S 82 % 3 29 % 6 860 + 126 0.4t 0.1
- 100 5 83 * 7 31+ 5 gl8 + 84 0.3+ 0.1
300 S 78 & 9 29 3 762 + 131 0.3+ 0.1
1,000 5 85 + 10 31+ 5 804 + 172 0.4 0.1
Female 0 5 84 13 24 t 7 409 + 75 0.7+ 0.1
100 s 95 % 1s 22 £ 3 384+ 40 0.81t 0.4
300 5 88 + 12 23 t 6 397t SO 0.8t 0.1
1,000 5 71+ 10 21 ¢ 3 427 + 108 0.8+ 0.2
Mean t S.D.
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Table 11-1. -continued Blocd chemistry Exp. No. 9934 (115-213)
---Administration period---

Sex Dose level No. of Calcium I.phosphorus Sodium Potassium Chloride
(mg/kg) animals {mg/dL) (mg/arL) {mmol/L) (mmol/L) {nmol /L)
Male 0 5 9.84 £ 0.14 8.27 £ 0.60 143.4 £ 0.5 4.48 + 0.17 106.6 £ 0.7
100 s 9.%2 1+ 0.21 8.75 % 0.38 144.2 = 0.3# 4.89 + 0.17* 108.5 + 0.2#
300 5 $.78 £ 0.40 8.69 £ 0.43 143.9 * 1.5 4.46 £ 0.17 107.2 £ 1.3
1,000 5 9.65  0.33 9.03 % 0.68 142.5 1+ 0.8 5.04 + 0.28%+ 107.2 £ 1.4
Female 0 s 9.78 + 0.36 7.84 + 0.64 144.0 % 1.3 4.46 + 0.12 109.3 + 1.3
160 s 9.66 £ 0.20 7.86 £ 0.48 142.7 + 1.0 4.36 £ 0.27 108.4 + 1.8
300 5 9.75 £ 0.34 7.95 £ 0.61 143.6 + 0.3 4.26 £ 0.22 108.9 + 1.8
1,000 5 9.95 + 0.12 8.34 £ 0.87 143.7 + 1.1 4.28 + 0.29 107.9 £ 1.5
Mean + S.D.
Significantly different fram control group; *: PL0.05 *+: P<0.01 (Dunnett)
Significantly different from control group; #: P<0.05 (Steel)
Table 11-2. Blood chemistry Exp. No. 9934 (115-213)
---Recovery period---
Sex Dose level No. of T.protein Glucose Triglyceride T.cholesterol
{mg/kg) animals {g/aL) {mg/dL) (mg/dL) (mg/dL)
Male [ 4 5.55 t 0.28 149 + 19 39.3+ 7.6 55 16
1,000 s $.53 % 0.11 156 t 18 $0.3 + 21.8 58 % 11
Female 4 5 5.85% 0.15 115 ¢ 10 11.4+ 3.0 61 + 14

1,000 5 5.95 % 0.26 129 + 22 12.4 £ 4.7 65 1 9

Mean t+ S.D.
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Table 11-2. .-continued Blood chemistry Exp. No. 9934 (115-213)
---Recovery period---
Sex Dose level No. of BUN Creatinine T.bilirubin Total bile acid
(mg/kg) animals (mg/dL) {g/AL) (mg/dL) { t mol/L)
Male 0 4 1.5+ 1.1 0.27 £ 0.02 0.04 £ 0.02 23.21 21.4
1,000 5 11.6 + 1.4 0.26 + 0.04 0.03 + 0.01 20.9 + 14.3
Female [} 5 15.6 £ 1.2 0.30 + 0.03 0.05 + 0.01 18.7 + 20.2
1,000 5 i5.6 £ 2.6 0.27 + 0.04 0.05 + 0.01 16.4+ 6.3
Mean + S.D.
Table 11-2. -continued Blood chemistry Exp. No. 9934 (115-213)
---Recovery period---
Sex. Dose level No. of AST ALT ALP Ganma-GTP
(mg/kg) animals (/1) (U/L) (U/L) (/L
Male 1] 4 96 * 15 31% 3 486 £ 70 0.4t 0.1
1,000 5 84 t 13 ot 4 565t 76 0.4+ 0.1
Female 0 5 86 + 20 25 3 3sex 79 0.9% 0.4
1,000 5 78 t 10 25 t 2 375+ 31 0.9+ 0.2
Mean + 5.D.
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Table 11-2. -continued Blood chemistry Exp. No. 9934 (115-213)
---Recovery period---

Sex Dose level No. of Calcium I.phosphorus Sodium Potassium Chloride
(mg/kg) animals (mg/dL) (mg/aL) (rmol/L) {mmol/L) (nmol /L)
Male [} 4 9.67 + 0.32 7.58 £ 0.26 142.6 £ 1.3 4.73 £ 0.22 106.2 £ 1.0
1,000 S 9.86 * 0.25 7.71 % 0.45 143.3 % 0.6 4.60 £ 0.52 106.1 £ 0.9
Female 0 5 9.74 + 0.24 7.52 £ 1.02 142.1 %+ 1.2 4.55 % 0.30 107.4 £ 1.6
1,000 - 9.80 + 0.30 6.84 + 0.78 142.8 ¢ 1.9 4.33 £ 0.25 107.8 * 1.5
Mean ¥+ S.D.
[
Table 12-1. Electrophoresis BExp. No. 9934 (115-213)
---Administration period---
Sex Dose level No. of Albumin Alpha-1 Alpha-2 Beta Gamma A/G
(ma/kg) animals (%) (%) (%) (%) {%)
Male 0 5 50.6 £ 1.7 22.7% 1.4 7.9% 0.6 14.8 + 0.7 4.1+ 0.5 1.02 + 0.07
100 5 51.4 £ 3.2 21.0 % 0.8 8.4+ 0.9 15.5+ 1.4 3.7+ 0.7 1.07 £ 0.15
300 5 52.6 £ 2.3 19.4 £ 2.5% 7.9% 0.6 15.5 t 0.5 4.6 £ 0.2 1.12 + 0.10
1,000 5 $2.9 t 1.4 18.4 £ 2.0%* 8.4 0.6 15.5 * 1.6 4.8t 0.7 1.12 + 0.07
Female 0 S 52.7 % 1.6 19.6 £ 2.2 7.5+ 0.7 15.1t 0.5 5.2+ 1.0 1.12 + 0.07
100 5 54.7 + 3.4 18.4 £ 1.5 7.9% 0.3 14.9 ¢ 1.3 4.0t 1.2 1.22 + 0.18
300 5 54.1 £ 0.8 17.0t 0.8 8.8 % 0.7%* 15.3+ 1.1 4.8+ 0.9 1.18 £ 0.04
1,000 5 55.0 + 2.3 17.3 1% 1.6 8.1t 0.6 15.1+ 1.3 4.5+ 1.4 1.23 + 0.12
Mean + S.D

Significaﬁély different fram control group; *: PS0.05 **: P<0.01 (Dunnett)
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Table 12-1.

-continued Electrophoresis

---Administration period---

Exp. No. 9934 (115-213)

Sex Dose level

No. of Albumin Alpha-1 Alpha-2 Beta Garoma
{mg/kg) animals {g/avL) {g/dL) (g/aL) (g/dL) {g/dL)
Male 0 5 2.92 £ 0.17 1.31 = 0.06 0.46 £ 0.04 0.85 £ .0.04 0.23 £ 0.03
100 5 2.89 + 0.18 1.18 £ 0.086 0.47 + 0.05 0.87 £ 0.09 0.21 £ 0.03
300 5 2.87 + 0.08 1.06 = 0.16* 0.43 % 0.03 0.84 + 0.03 0.25 + 0.02
1,000 -] 2.91 % 0.08 1.02 & 0.15+%+ 0.46 £ 0.04 0.85 Q.OG 0.26 = 0.04
Female 0 5 3.12 £ 0.12 1.17 + 0.20 0.44 £ 0.04 0.89 £ 0.02 0.30 = 0.06
100 5 3.20 + 0.26 1.07 £ 0.09 0.46 = 0.01 0.87 + 0.07 0.23 + 0.07
300 5 3.22 % 0.10 1.01 + 0.03 0.52 1+ 0.03%* 6.91 t 0.08 0.29 + 0.06
1,000 5 3.24 £ 0.23 1.02 + 0.13 0.48 £ 0.04 0.8 + 0.05 0.26 = 0.07
Mean + S.D.
Significantly different fram control group; *: P<0.05 *%: P<0.01 (Dunnett)
Table 12-2. Electrophoresis Exp. No. 9934 (115-213)
--~Recovery period---
Sex Dose level No. of i Alpha-1 Alpha-2 Beta Garmma, a/ec
{mg/kg) animals (%) (%) (%) (%) (%)
Male 0 4 48.7 + 2.9 22.7t 3.6 8.0+ 0.9 16.3 + 0.9 4.3+ 0.7 0.95 + 0.11
1,000 5 49.7 + 2.7 21.9% 2.1 8.4+ 1.0 15.9 + 0.9 4.2+ 1.3 0.99 + 0.11
Female o 5 51.3 + 1.7 19.8 + 1.0 7.6 £ 0.3 15.0 £ 0.6 6.3t 1.1 1.06 £ 0.07
1,000 -] 51.3+f 2.4 19.0 + 1.4 8.3% 0.7 15.9 ¢ 1.0 5.6 £ 1.3 1.05 £ 0.10
Mean t S.D.
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Table 12-2. -continued Electrophoresis Exp. No. 9934 (115-213)
---Recovery period---
Sex Dose level No. of Albumin Alpha-1 Alpha-2 Beta Garma
/kg) animals (g/dL; (g/dL) (g/dL) {g/daL) (g/dL)
Male ] 4 2.70 % 0.14 1.27 £ 0.24 0.45 t 0.03 0.91 % 0.04 0.24 + 0.05
1,000 S 2.75 + 0.12 1.21+ 0.12 0.46 + 0.06 0.88 + 0.07 0.23 + 0.08
Female 0 5 3.00 * 0.06 1.16 = 0.09 0.45 £ 0.02 0.88 + 0.04 0.37 £ 0.07
1,000 5 3.05 * 0.18 1.13 % 0.13 0.49 + 0.02%* 0.895 % 0.06 0.33 + 0.08
Mean * S.D.
Significantly different fram control group; **:; P<0.01 (Dunnett)
Table 13-1. Urinalysis Exp. No. 9934 (115-213)
---Administration period---
Sex Dose level Ro. of Volume Osmotic preasure Sodium Potassium Chloride
(ng/kg) animals (mL) (wOsm/kg) (xmol /L) (rmol1/L) (mmol/L}
Male [ 10 12.1+ 4.1 1550 + 532 122 + 49 254.8+ 94.5 170.0 + 68.7
100 5 16.8 = 13.1 1469 = 477 120 + 40 233.2+ 75.5 161.5 + 57.2
300 5 17.1 £ 7.5 1321 + 425 116 £+ 40 216.1+ 70.1 142.1 + 50.8
1,000 10 1.1+ 2.1 1571 + 355 128 + 26 252.2 & 58.0 170.6 + 41.4
Female 0 10 15.8+ 7.1 1205 + 385 9% & 33 187.5 ¢+ 61.5 127.7 + 43.3
100 5 10.9+ 4.2 1378 + 515 109 + 47 214.2 + 78.4 145.0 + 59.3
300 5 0.3+ 3.9 1692 =+ 516 119+ 41 251.8+t 67.6 168.6 £+ 57.7
1,000 10 1.2+ 3.3 1388 £ 347 115 £ 26 212.3+ 59.0 145.6 + 35.8
Mean * $.D.
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Table 13-1. -contimuied Urinalysis

---Administration period- --

Exp. No. 9934 (115-213)

Sex Dose level No. of Sodium Potassium Chloride
(mg/kg) animals (mmol/day) (mmol/day) (mmol /day)
Male 0 10 1.3¢ & 0.37 2.76 * 0.40 1.84 + 0.35
100 S 1.61+ 0.42 3.16 t 0.89 2.15+ 0.58
300 5 1.78 + 0.33 3.31 % 0.39 2.18 + 0.41
1,000 10 1.39 % 0.12 2.72 + 0.29 1.83 % 0.15
Female 0 10 1.39 £ 0.16 2.63 & 0.34 1.79 £ 0.23
100 s 1.04 & 0.14%* 2.09 £ 0.26* 1.39 & 0.12#%+
300 5 1.10 & 0.16%* 2.38 + 0.39 1.56 + 0.21
1,000 10 1.23 £ 0.16 2.24 + 0.35* 1.5¢ + 0.20*
)
oo
=4
' Mean * S.D.
Significantly different fram control group; *: P<0.05 **: P<0.01 (Dunnett)
Table 13-1. -continued Urinalysis Exp. No. 9934 (115-213)
---Administration period---
Sex Dose lavel No. of Color pH Oceult blood
(mg/kg) animals 1 2 3 45 6 7 8 91011 55.566.577.588.5 29 - /- 1¢ 2+ 34
Male 0 10 9 1 127 9 1
100 5 5 2 1 2 S
300 5 5 113 4 1
1,000 10 io 11 2 6 9 1
Female 0 10 10 12151 8 2
100 s - 1 2 2 4 1
300 - 4 1 i1 3 3 2 -
1,000 10 10 1 3 6 10
Color : 1= Colorless, 2= Slight yellow, 3= Yellow-brown, 4= Red, 5= Red-brown, 6= Dark red, 7= bark brown,

8= Brown-black, 9= Milky white, 10= Fluorescent

green,

1l= Blue

Occult blood : - (negative), +/-(trace), 1+(slight), 2+ (moderate)}, 3+(marked)
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Table 13-1. -continued Urinalysis Exp. No. 9%34 (115-213)
---Admipi stration period---

Sex Dose level No. of Ketone bodies Glucose (g/dL) Protein (mg/dL)
{mg/kg) animals - #/- 1+ 2+ 34 - 0.1 9.250.5 21.0 - +/- 30 100 2300
Male 0 10 7 2 1 9 1 2 4 3 1
100 s 4 1 5 4 1
300 s 4 1 S 1 2 2
1,000 10 8 1 1 10 1 8 1
Female 0 10 10 10 8 2
100 5 5 5 3 2
300 5 3 2 4 1 1 2 1 1
1,000 10 10 1o 6 3 1

Ketone bodies : -(negative), +/-(5 mg/dL}, 1+(15 mg/dL), 2+(40 mg/dL), 3+(2 80 mg/dL)

Table 13-1. ~continved Urinalysis Exp. No. 9934 (115-213)
---Administration period---

Sex Dose level No. of Bilirubin Urobilinogen(E.U./dL}
(mg/kg) animals - 1+ 2+ 3¢ 0.1 1.0 2.0 4.0 B.0 212
Male [} 10 9 1 9 1
100 5 s 5
300 s s s
1,000 10 10 10
Female 0 10 10 10
100 5 5 s
300 5 4 1 4 1
1,000 10 10 10

Bilirubin : -(negative), l+¢(slight), 2+ (moderate), 3+(marked)
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Table 33-1. -continued Urinalysis : Microscopic examination of sediment

Exp. No. 9934 (115-213)
---Administration period--- N

-¢6-
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Sex Dose level No. of Erythrocytes Leukocytes Epithelial cells Casts Fat globules Mucous threads Crystals
(mg/kg) animals - 1+ 24 3+ - 1+ 2+ 34 - 1+ 2+ 3+ -+ -+ - + - s
Male 0 10 10 10 10 10 10 10 10
100 5 5 5 S 5 S 5 5
300 5 5 5 5 5 5 4 1 5
1,000 10 1o 10 10 10 10 10 4 6
Female [ 10 1o 10 10 10 10 10 2 8
100 s 5 S 4 5 5 5 5
300 5 5 5 5 5 H 5 5
1,000 10 10 10 10 10 10 10 10

Erythrocytes, Leukocytes and Epithelial cells (cells/pu L) : -(0-4), 1+(5-14), 2+(15-29), 3+(30 or more)

Casts, Fat globules, Mucous threads and Crystals : -(not cbserved), +(observed)

Table 13-2. Urinalysis Exp. No. 9934 (115-213)
---Recovery period---
Sex Dose level No. Volume Osmotic pressure Sodium Potassium Chloride
(mg/kg) (mL) (mOsr0/kg) (ol /L) (ol /L) (mmo1 /L)
Male 0 4 10.1+ 1.7 2102 + 146 179 & 5 316.1 £+ 25.0 232.4 + 17.4
1,000 5 13.3+ 3.6 1611 £ 374+ 128 £ 244 243.1+ 48.9% 164.1 & 31.0%*
Female o 5 13.8+ 5.0 1552 + 480 122 + 46 221.6 + 66.1 151.4 + s2.2
1,000 5 14.21+ 6.9 1536 £ 611 113 £+ 51 223.6 + 88.5 155.6 £ 66.3
Mean + S.D.
Significantly different fram control group *: P<0.05 **: PS0.01 (Dunnett)

Significantly different fraom control

s

*

: P<0.05 (Steel)
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Table 13-2. -continued Urinalysis
---Recovery period---

Exp. No. 9934 (115-213)

Sex Dose level No. of Sodium Potassium Chloride
(mg/kg} animals (rmol/day) {mmol /day} {mmol /day)
Male o] 4 1.81 + 0.29 3.18 + 0.43 2.3¢ + 0.29
1,000 5 1.63 £ 0.20 3.11 %+ 0.43 2.10+% 0.29
Female 4] 5 1.51 + 0.0S5 2.81 ¥ 0.25 1.88 £ 0.13
1,000 5 1.43 £ 0.19 2.73 > 0.43 1.87 + 0.22
Mean + S.D.
Table 13-2. -continued Urinalysis Exp. No. 9934 (115-213)
---Recovery period---
Sex Dose level No. of Color pH Occult blood
(mg/kg) animals 12 3 4 5 6 7 8 91011 $5566.577.588.5 29 - +/- 1+ 2+ 3+
Male 0 4 4 1 4
1,000 5 5 5
Female 0 5 5 2 5
1,000 s 5 1 4 1

Color : 1= Colorless, 2= Slight yellow, 3= Yellow-brown, 4= Red, S=
10= Fluorescent green, 1l= B

8= Brown-black, 9= Milky white,

Occult blood : —(negat:.ve), +/- (trace), 1+(slight), 2+(moderate}, sq(marked)
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Table 13-2. -continued Urinalysis Exp. No. 9934 (115-213)
---Recovery period---
Sax Dose level No. of Ketone bodies Glucose {g/dL) Protein (mg/dL)
(mg/kg) s - #/- 1+ 2+ 3+ - 0.1 0.25 0.5 21.0 - 4/~ 30 100 2300

Male 0 4 1 3 1 1 1 2

1,000 s 1 2 s 1 2 2
Female [+ S 1 4 4 1 1 2 2

1,000 5 1 4 S 1 2 2

Ketone bodies : -(negative), +/-(S mg/dL), 1+(15 wg/dL), 2+(40 mg/dL), 3+(2 80 mg/dL}

Table 13-2. -continued Urinalysis Exp. No. 9934 (115-213)
---Recovery period---
Sex Dose level No. of Bilirubin Urobilinogen(E.U./dL)
(mg/kg) - animals ~ 1+ 2+ 3¢ 0.11.0 2.0 4.0 8.0 212

Male 0 4 4 3 1

1,000 5 4 1 3 2
Female [ 5 5 2 3

1,000 5 5 1 4

Bilirubin : -{(negative), 1+{(slight), 2+(moderate), 3+(marked)
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Table 13-2. -continued Urinalysis : Microscopic examination of sediment Exp. No. 9934 (115-213)
---Recovery period---

Sex Dose level No. of Erythrocytes Leukocytes Epithelial cells Casts Fat globules Mucous threads Crystals
(g /kg) animals - 14 24+ 3+ - 1+ 2+ 3+ - 1+ 2+ 3+ -+ -+ - + -+
Male o’ 4 4 4 4 4 4 4 4
1,000 5 5 5 5 5 S 5 5
Female 0 5 5 5 5 5 5 5 5
1,000 5 5 5 5 5 5 5 5

Exythrocytes, Leukocytes and Epithelial cells (cells/p L) : -(0-4), 1+(5-14), 2+(15-29), 3+(30 or more)
Casts, Fat globules, Mucous threads and Crystals : - (not cbserved), +(observed)

Table 14-1. Organ weight Exp. No. 9934 (115-213)
---Administration period---

Sex Dose level No. of Body weight Brain Heart Liver Kidneys
(mg/kg) animals @ (g) (@ (g) @
Male 0 5 283 + 30 2.12 ¢+ 0.03 1.03+ 0.10 B.56 £ 1.05 2.34 %t o0.15
100 5 293 + 35 2.08+ 0.08 1.07 + 0.11 $.48 £ 1.97 2.40 £ 0.23
300 S 306 + 23 2.12 + 0.08 1.10* o0.07 9.76 + 0.80 2.59 % o0.11
1,000 S 272 + 22 2.00t 0.09 1.00+ 0.11 8.64 £ 1.30 2.35t 0.32
Female o S 189+ 8 1.96 + 0.06 0.72+ 0.04 5.85+t 0.29 1.62 1+ 0.15
100 5 182 + 14 1.88+ o0.08 0.69 &+ 0.06 5.63t 0.64 1.46 £ 0.17
300 5 181 + 24 1.90 % 0.05 0.70+ 0.07 5.7 £+ 0.52 1.58+ 0.16
1,000 S 186 + 6 1.88+ 0.10 0.73 & 0.07 6.42+t 0.63 1.57 & 0.06
Mean t S.D.
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Table 14-1. -continued Organ weight

---Administration period---

Exp. No. 9934 (115-213)

Sex Dose level No. of Spleen Adrenals Testes Ovaries Thyroid
} animals (@) (g (g} (mgr) (mg)
Male 0 5 0.53 + 0.09 47 t 6 2.79 + o0.26 20 + 3
100 5 0.55% o0.10 45 6 3.03+ o0.18 17 £ 2
300 s ¢.60 %+ 0.12 54 * 7 2.98 1t 0.15 22 5
1,000 L3 0.3+ 0.09 48+ 5 2.82+ 0.20 20t 6
Female 0 5 0.46 + 0.07 60 & 8 80 t 4 15 ¢ 4
100 5 0.35+ 0.04* 62 + 8 64 = 10%** 15 1 2
300 5 0.36 &+ ©0.05% 64 * 7 79 % 5 14 £ 2
1,000 5 0.43+ 0.06 64+ 10 73t 7 15 = 4
Mean t S.D.
Significantly different fram control group; *: PS0.05 #*: P<0.01 (Dunnett)
Table 14-1. -continued Organ weight Exp. No. 9934 (115-213)
---Administration period---
Sex Dose level No. of Pituitary Thymus Epididymides Mandibular ‘gland
(mg/kg) animals (mg) [£.%)] (mg) (mg)
Male 0 5 8t 2 513 + 101 625 + 80 516 * €8
100 S 8t 1 484 + 69 658 + 39 532 + 107
300 5 10+ 1 540 + 81 654 + 35 525+ 34
1,000 S 8t 3 483 t 122 603 £ 62 500 + 29
Female 0 5 12 2 452 + 85 369 + 27
100 S 10t 1 ‘463 £ 35 353+ 39
3oo0 5 9t 2 432 + 101 370 % 18
1,000 5 10 £ 4 406 + 63 377+ 43
Mean t+ S.D.
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Table 14-2. Organ weight
---Recovery period---

Bxp. No. 9934 (115-213)

Sex Dose level No. of Body weight Brain Heart Liver K
(mg/kg) animals (g) (g) (@) @ (g)
Male 0 4 379 + 30 2.16 + 0.09 1.28+ 0.07 11.09 + 0.86 2.79 % 0.15
1,000 5 346 £ 20 2.11 ¢+ 0.08 1.2 ¢ o0.11 10.02 t 0.97 2.64+ 0.18
Female 0 5 225t 9 1.99 £ 0.08 0.81* 0.04 6.31+ 0.47 1.71 £ 0.04
1,000 5 206 + 14+ 1.97 + o0.10 0.81+ 0.07 6.26 £ 0.96 1.70 £+ 0.27
Mean + S.D.
Sigmificantly different fram control group; *: P<0.05 (Dunmett)
Table 14-2. -continued Organ weight Exp. No. 9934 (115-213)
---Recovery period---
Sex Dose level No. of Spleen Adrenals Testes Ovaries Thyroid
(mg/kg) animals [¢4] (mg) (g) (mg) (mg)
Male o 4 0.66 * 0.11 56 t 2 3.37+t 0.42 19 % 4
1,000 H] 0.651% 0.15 51+ 8 3.17 ¢ 0.11 20+ 4
Female 0 S 0.50% 0.07 65 t+ 4 75 £ 12 14 + 1
1,000 S 0.47 + 0.14 66 % 9 86 + 13 14 + 1
Mean + S.D.
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Table 14-2. -continued Organ weight

Exp. No. 9934 (115-213)
--~Recovery period---
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Sex Dose level Yo. of Pituitary Thymus Epididymides Mandibular gland
(mg/kg) animals (mg) (mg) (mg) )
Male 0 1 t 397 £ 11 964 + 54 619 + 38
1,000 9% 484 + 134 944 + 35 589 £ 137
Female [+] 13 % 436 + 66 448 + S0
1,000 13 447 £ 90 409 £ 46
Mean + S.D.
Table 15-1. Organ weight per body weight Exp. No. 9934 (115-213)
---Administration period---
Sex Dose level No. of Body weight Brain Heart Liver Kidneys
{mg/kg) animals (g) %) (%) (%) (%)
Male 0 5 283 t 30 0.754 + 0.073 0.366 £ 0.010 3,025 + 0.108 0.831 + 0.048
100 5 293 t 35 0.721 *+ 0.112 0.366 + 0.025 3.215 £ 0.323 0.824 £ 0.071
300 5 306 £ 23 0.695 + 0.053 0.360 + 0.011 3.186 + 0.079 0.849 + 0.039
1,000 S 272 t 22 0.737 * 0.040 0.365 £ 0.017 3.181 + 0.244 0.861 * 0.073
Female 0 5 189+ 8 1.037 + 0.059 0.381 + 0.018 3.097 £ 0.093 0.855 + 0.058
100 5 182 + 14 1.037 = 0.087 0.378 £ 0.011 3.081 + 0.139 0.798 + 0.054
300 5 181 + 24 1.061 + 0.249 0.389 = 0.023 3.194 + 0.265 0.878 + 0.102
1,000 5 186 & € 1.010 + 0.064 0.395 + 0.032 3.446 + 0.252+ 0.843 + 0.022
Mean + S.D.

Significantly different from control group;

*: P£0.05 (Dunnett)
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Table 15-1. -continued Organ weight per body weight Exp. No. 9934 (115-213)
---Administration period---

Sex Dose level No. of Spleen Adrenals Testes Ovaries Thyroid
(mg/kg) animals (%) (%) (%) (%) (%)
Male 0 5 0.188 + 0.024 0.017 £ 0.001 0.998 + 0.155 0.007 £ 0.001
100 5 0.187 £ 0.015 0.016 + 0.002 1.046 + 0.118 0.006 + 0.000
300 5 0.195 + 0.029 0.018 + 0.001 0.977 £ 0.065 0.007 = 0.002
1,000 5 0.194 t 0.027 0.018 + 0.002 1.038 £ 0.073 0.007 + 0.002
Female 0 H 0.240 & 0.029 0.032 + 0.004 0.042 + 0.002 0.008 + 0.002
100 5 0.182 * 0.007#** 0.034 + 0.004 0.035 + 0.007 0.008 £ 0.001
300 5 0.202 £ 0.024* 0.036 + 0.006 0.044 + 0.009 0.008 + 0.002
1,000 5 0.229 + 0.023 0.034 + 0.005 0.039 ¢ 0.003 0.008 * 0.002
Mean + S.D.
Significantly different from control group; *: P<0.05 **: P<0.01 (Dunnett)
Table 15-1. -continued Organ weight per body weight Exp. No. 9934 (115-213)

---Administration period---

Sex Dose level No. of Pituiéazy Thymus Epididymides Mandibular gland
(mg/kg) animals (%) %) (%) (%)

Male 0 S 0.003 + 0.001 0.180 t+ 0.021 0.224 + 0.040 0.182 + 0.011
100 5 0.003 + 0.000 0.165 + 0.014 0.227 t 0.024 0.181 + 0.020

300 5 0.003 £ 0.000 0.177 + 0.026 0.214 + 0.014 0.172 £ 0.009

1,000 5 0.003 t 0.001 0.177 + 0.038 0.222 £ 0.021 0.184 + 0.014

Female 0 S 0.006 + 0.001 0.239 1+ 0.041 0.195 + 0.011
100 5 0.006 + 0.001 0.255 + 0.030 0.193 = 0.009

300 s 0.005 £ 0.001 0.237 + 0.038 0.206 £ 0.023

1,000 5 0.006 £ 0.002 0.219 * 0.039 0.202 t 0.019

Mean t S.D
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Table 15-2. Organ weight per body weight

--~Recovery period---

Exp. No. 9934 (115-213)

Brain
%)

Heart

%)

Liver
(%)

Kidneys
(%)

0.571 £ 0.035
0.611 = 0.029

0.338 £ 0.013
0.352 + 0.041

2.930 £ 0.111
2.898 + 0.193

0.739 £ 0.052
0.766 + 0.073

0.889 + 0.074
0.958 + 0.057

0.359 + 0.018
0.393 £ 0.024*

2.809 £ 0.167
3.018 + 0.280

0.761 + 0.045
0.823 + 0.101

Sex Doge level No. of Body weight
{mg/kg) animals (g)
Male 0 4 379 + 30
1,000 5 345 + 20
Female ] 5 225+ 9
1,000 5 206 £ 14+
Mean t S.D

Significant.:ly different fram control group;

*: P£0.05 (Dunnett)

Table 15-2. -contimued Organ weight per body weight

---Recovery period---

Exp. No. 9934 (115-213)

Adrenals
(%)

Testes
%)

Ovaries
(%)

Thyroid
(%)

0.015 + 0.001
0.015 + 0.002

0.888 + 0.063
0.921 + 0.078

0.005 + 0.001
0.006 + 0.001

0.029 £ 0.001
0.032 + 0.004

0.034 + 0.004
0.042 + 0.005+

0.006 + 0.000
0.007 £ 0.000

Sex Dose level No. of Spleen
(mg/kg) animals %)
Male 0 4 0.174 £ 0.026
1,000 5 0.189 + 0.038
Female 0 5 0.225 £ 0.036
1,000 5 0.225 + 0.054
Mean  8.D.

Significantly different from control group;

*: P<0.05 (Dunnett)

|
|
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Table 15-2. -continued Organ weight per body weight Exp. No. 9934 (11%5-213)
--~-Recovery period---

Sex Dose level No. of Pituitary Thymus Epididymides Mandibular gland
(mg/kg) animals (%) (%) (%) (%)
Male 0 4 0.003 £ 0.001 0.105 = 0.008 0.255 = 0.012 0.164 + 0.009
1,000 s 0.003 = 0.000 0.140 * 0.041 0.274 + 0.024 0.171 £ 0.015
Female 0 5 0.006 + 0.001 0.1%4 + 0.030 0.200 + 0.023
1,000 5 0.006 £ 0.002 0.215 + 0.031 0.19%8 * 0.014
Mean + S.D.
Table 16-1. Summary of gross findings with statistical analysis Exp. No. 8934 (115-213)

( sacrificed, administration period )

Male animals Female animals
Dose level { mg/kg ) 0 10 300 1,000 0 100 300 1,000
No. of animals necropsied 5 5 5 s 5 5 5 s
Organ Findings
RESPIRATORY SYSTEM
lung brown patch/zone 1 0 [ 0 [} o [} 0
DIGESTIVE SYSTEM
stomach white patch/zone 0 1 0 0 [} ] [} 0
liver hepatodiaphragmatic nodule 0 0 0 0 0 4] 1 ]
white patch/zone 0 0 "] 1 V] 1] [
URINARY SYSTEM ’
kidney cyst 0 0 1 0 [ 1 0 0
scarred 1 1 0 ] 1 2 1 1
REPRCDUCTIVE SYSTEM
uterus cyst - - - - 0 1 0 0
dilated lumen - - - - 2 2 0 2
ENDOCRINE SYSTEM
thyroid gland nodule 0 0 0 0 0 1 0 0
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Table 16-2. Summary of gross findings with statistical analysis Bp. No. 9934 (115-213)
( sacrificed, recovery pericd ) I

Male animals Female animals |
Dose level ( mg/kg ) o 1,000 0 1,000
No. of animals necropsied 4 5 5 5
Organ Findings
DIGESTIVE SYSTEM
liver adhesion with kidney 0 0 1 0
URINARY SYSTEM ,
kidney cyst 0 1 [ 1
scarred 1 0 0 0
REPRODUCTIVE SYSTEM
uterus dilated lumen - - 0 1
i
tod
|
)
i
I
|
Table 17-1. Summary of histological findings with statistical amalysis Exp. No. 9934 (115-213)

( sacrificed, ‘administration period )

Male animals Female animals
Dose level ( mg/kg ) [ 100 300 1,000 ¢ 100 300 1,000 i
No. of animals necropsied S 5 5 5 H 5 H 5
Organ Findings w‘
RESPIRATORY SYSTEM
lung
accumilation of foamy cells 3 - - 2 3 - - 2
bron eurnonia 1 - - 0 0 - - 0
osseous metaplasia 1 - - [ 0 - - 0 .
trachea
dilatation, gland 1 - - 0 0 - - 1
DIGESTIVE SYSTEM
glandular stamach
dilatation, gland ] 0 - 0 1 - - 0
epidermal cyst 0 1 - o 0 - - 0
exocrine pancreas
degeneration, acinar cell 1 - - 0 0 - - 0 ]
liver
fatty change, hepatocyte 1 1 0 0 3 2 2 2
necrosis, hepatocyte, focal 0 0 0 1 0 [¢] "] 0
microgranulama 5 4 5 4 H 4 4 4 b
hepatodiaphragmatic nodule 0 0 0 0 0 0 1 0 . I
hypertrophy, hepatocyte, centrilobular ] (] 3 5x¢ [ [ 1 St#

URINARY SYSTEM !

kidney ,
basophilic tubule 3 1 [} 1 1 0 0 1 ‘
cyst 0 0 0 1 1 1 [} 1
hyaline droplet 1 0 o 1 0 0 [ 0
mineralization 1 0 0 1 1 0 1] 2
fibrosis, focal 1 1 1 0 0 0 0 0
REPRODUCTIVE SYSTEM
epididymis
cellular infiltration,lymphocyte 1 - - 1 - - - -
prostate
cell debris, lumen 1 - - [ - - - -
cellular infiltration,lymphocyte 5 - - 2 - - - -
uterus
cyst - - - - 1] 1 - 0

Significantly different from control group; *% : P £ 0.01 (Fisher) 1

-4~ |



- ST~

S9T11 -

Table 17-1. -continued Summary of histological findings with statistical analysis
( sacrificed, administration pgriod )

Exp. No. 9934 (115-213)

Male animals Female animals

Dose level ( mg/kg ) 0 100 300 1,000 0 100 300 1,000
No. of animals necropsied 5 s 5 5 s s 5
Organ Findings
REPRODUCTIVE SYSTEM
uterus

dilatation, lumen - - - - 2 1 - 2
vagina

epidermal cyst - - - - 1 _ . 0
ENDOCRINE SYSTEM
thyroid gland

ectopic thymus 1 - - 0 [} 0 - 0

ultimobranchial remnant 2 - - o 1 [o} - 3
Table 17-2. Summary of histological findings with statistical analysis Exp. No. 9934 (115-213)

{ sacrificed, recovery period )

Male animals

Female animals

Dose level ( mg/kg ) 0 1,000 ] 1,000
No. of animals necropsied 4 5 5 5
Organ Findings
RESPIRATORY SYSTEM
lung
accurmulation of foamy cells 3 2 1 2
trachea
dilatation, gland 1 1 0 0
DIGESTIVE SYSTEM
exocrine pancreas
ration, acinar cell 0 1 1 o
cellular infiltration, mononuclear 0 0 1 0
focus, hypertrophic, basophilic o 0 1 0
cecum
cellular infiltration, mononuclear 1 0 0 4]
liver
adhesion with kidney 0 ] 1 0
fatty change, hepatocyte 1 [} 3 2
microgranulama 4 4 5 s
URINARY SYSTEM
kidney
basophilic tubule 2 2 1 0
St 0 1 1 1
aline droplet 1 1 [} 0
ralization 3 1 2 0
fibrosis, focal 1 2 1 0
hyperplasia, renal tubule 0 0 1 0
urinary bladder
cellular infiltration, lymphocyte 0 0 1 0
REPRODUCTIVE SYSTEM
prostate
cellular infiltration,lymphocyte 3 2 -
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Table 17-2. -continued Summary of histological findings with statistical analysis

Exp. No. 9934 (115-213)
( sacrificed, recovery period )

Female animals

Dose level { mg/kg ) 0 1,000 0 1,000
No. of animals necropsied 4 5 s 5
Organ Fi 8

REPRODUCTIVE SYSTEM

AL

uterus
dilatation, lumen - - [ 1
ENDOCRINE SYSTEM
pituitary gland
St o] 1 0 [}
thyroid gland
ti hial r 1 4 3 2
adrenal gland .
mineralization ] 0 1 0
SPECIAL SENSE SYSTEM
eye
dysplasia, retina 0 0 1 1]
INTEGUMENTARY SYSTEM
skin
cellular infiltration, mononuclear 1 0 1 0






