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11. KBHYBBLTHE :

11.1 #“EADW
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12. BB B R

HERERIX, Table | WEBZEBHMTORBFETIRIAL L 'LDs.fE, Table 2 ¥ 5%
DHEEERBIOVCREBERREZ R L. 7, Table 3 CHEHT, Table 4 ICHBAT
RERLE.

12.1 % 1 =
FETEMWIE, MEE D 910 ng/kgll LOBEH TR EZ24BEMNL3AOBIZRD L
Niz. 700, 910, 1183, 1538 B X' 2000 mg/keHE DT RIIMEL biIzEFnFh 0,
40, 80, 100 B XVt 100% T, LDsofE (95%IEMMMA) iTMERE L Hic 985 (846~
1146) mg/kgTH - 7=,

12.2 —pRIREE

HEHE L DT R TORBEHTHITEY, BERXREDETRIURELSFEEZ 1 2L 2
BErbEO L. &b, MO 1538, D 1183 B LU 1538 mg/keBE TR L
®1IBEURBI, FOoMOMED 910 ng/kell LEOHETIIRER CERBLUBICHRER
BUOWRERM, AEAMNHIAZVEATMEEZ T LECTI28ARB OO, TOMOR
RELT, " HMOBRTHEEOFNBIVEREELBEE IR, 2B, SEYHRKRT
BETCATFLTIVWEZEEBS TRBEX2AR2VWL3BESESTEREDET, R1TEEHL 3
WIREREBARDODNLEY, BEZ4BRWVWLSBKERITRATHEHELL.

12.3 4& B
EESYTCIRIMEMEL IR EEZE TP LIVCHUEORECHEOREBICEHEE L THEML T
A% il

12.4 HEZEHARE
HED 2000 mg/kg, MED 1183 B LT 2000 ng/kg® —E DTS4 TR D 2V 1 E
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Exp. No. 3652 (115 - 085 )

Table 1. Mortality

_L[...

Sex Group Dose level Number of Number of deaths on the day Mortality
(mg/kg) animals 1 2 3 4 5 6 7 8 9 10 11 12 13 14 (Vo)

Male 1 700 5 ¢ o0 o 0 0 0 0o O O O O 0 o0 O 0
2 910 5 0o 2 0 0 0 6 0 0 O ¢ O O 0 o0 40
3 1183 5 o 4 0 0 0 0 O O O 0 O 0 0 o 80
4 1538 5 1 4 - - - - - - N - - 100
5 2000 5 1 4 - - - - - - -~ - - - - 100

Female 6 700 5 6o 0 o 0 0 0 O O 0 O 0 O O O 0
7 910 5 6 1.1t 0 0 0 O O 0 O 0 O 0 o 40
8 1183 5 0 4 0 0 0 0 0 0 0 0 0 0 0 0 80
9 1538 5 32 - - - - - - - - - .- - 100
10 2000 5 1 4 - - - - - - - - - - - 100

LDsg value (95% probability limit)

Male ; 985 mg/kg ( 846 mg/kg - 1146 mg/kg )

Female: 985 mg/kg (846 mg/kg - 1146 mg/kg )
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Exp. No. 3652 (115 - 085)

Table 2. Clinical observation

Sex: Male Dose level : 700 mg/kg Number of animals: 5
Signs ' Hours Days
1 2 3 4 5 6 24 2 3 4 5 6 7 8 9 10 11 12 13 14
Normal ¢ ¢ 0 0 0 0 o0 5 5 5 5 5 5 5 5 5 5 5 5 5
Movement
abnormal gait ' 5 5 5 5
hypoactivity 5 5 5 5 5 5 5°
General condition
salivation 2 2
Dead. -
Number of affected animals ; 5 Number of recovered animals : 5 Mortality : 0 /5

O O
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Table 2. -~continued Clinical observation
Sex: Male Dose level : 910 mgkg Number of animals :
Signs Hours Days
1 2 3 4 5 6 24 2 3 4 5 100 11 12 13 14
Normal 0 0 0 O 0 0 0 1 3 3 3 3 3
Movement
@bnohnal gait 5 3 1
, liypoacﬁvity 5 5
Postljxe
pfone position 2 2
General condition
abdominal distention 2 1 1
salivation I 1
lacrimation 1
Dead 2
Number of affected animals : Number of recovered animals : 3 Mortality : 2 /5




Table 2. -continued Clinical observation

Sex: Male Dose level :

1183 mgkg Number of animals :

Exp. No. 3652 (115-085)

Signs .

10 11 12 13 14

Normal

1 1 1 1 1

- 0% -

Movement
abnormal gait
hypoactivity

Posture
lateral position
hunchback position

General_:cqndi't'ibn
abdominal distention
sélivétion

“lacrimation

Dead:

BN NN

Number of affected animals : 5

Number of recovered animals :

Mortality : 4 [/ 5

S

N
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Table 2. -continued Clinical observation

Exp. No. 3652 (115 - 085 )

Sex: Male Dose level : 1538  mg/kg Number of animals: 5
Signs Hours Days
1 2 3 6 24 2 9 10 11 12 13 14

Normal ¢ 0 0 0 0 0 - - - - - .
Movement

~ abnormal gait 5 5 5

hypoactivity 5 5 5 4 4
Posture

lateral position 1 1

prone position 3 3
Genei_‘ai condition

‘salivation 2 2 4

' lacrimation 11 4 4
Dead 1 4
Number of affected animals : 5 Number of recovered animals : 0 Mortality : 5/ 5
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Table 2. -continued Clinical observation

A Dose level :

5

Exp. No. 3652 (115 - 085 )

Sex: Male 2000 mg/kg Number of animals :
Signs Hours _ Days _
1 2 3 4 5 6 24 2 5 9 10 11 12 13 14

Normal 0 0 0 0 0 0 o 0 - -~ - - - - -
Movement

_ abnd_x“mal gait 5 5

 hypoactivity 5 5 4
Posture )

lateral position 1 3

Pprone position 1
General condition

salivation 4 4 1 1 1

lacrimation 4
Dead i 4
Number of affected animals : 5 Number of recovered animals : 0 Mortality: - 5 / 5

@,
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Table 2. -~continued Clinical observation

Sex : Female Dose level : 700  mg/kg Number of animals: 5
Signs Hours Days
) : I 2 3 4 5 6 24 2 3 4 5 6 7 8 9 10 11 12 13 14
Normal 6 0 0 0 0 0 O 2 2 5 5 5 5 5 5 5 5 5 5 5
Movement
abnormal gait 5 5 5 5 5 5 31
hiypoactivity 5 5 5 5 5 5 5 31
General condition
abdominal distention 2 2
_salivation 2 2
Dead "~

Number of affected animals : 5 Number of recovered animals : 5 Mortality : 0 / 5
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Table 2. -continued Clinical observation
Sex: Female Dose level : 910 mg/kg Number of animals : 5
Signs Hours Days
1 2 3 4 6 24 2 5 9 10 11 12 13 14
Normal 0O 0 0 0 O 0 0 3 3 3 3 3 3
Movement
abnormal gait 5 4
hypoactivity 5 5 4
Posture
lateral position 1
' prone position 1
General condition
salivation 2 1
dirty hair 2
Dead™ 1
Number of affected animals : 5 Number of recovered animals : 3 Mortality : 2 /5
N
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Table 2. -continued Clinical observation

Exp. No. 3652 (115 -085)

Number of recovered animals :

Sex: Female Dose level : 1183  mg/kg Number of animals : 5
Signs Hours 7 ‘ Days
1 2 3 5 24 2 -9 10 11 12 13 14

Normal 0 0 0 0 0 © 0 1 1 1 1 1 1
Movement

abnormal gait 4 4 1

hypoactivity 5 5 5 5 5 3
Posture -

Jateral position 1 1 1 3 1

prone position 1 1 1 2 2
General condition

" salivation 33 1 1 1 1 3

Jacrimation 1 1 1 1 4 2
Dead 4
Number of affected animals : 5 1 Mortality : 4 /5
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Table 2. -continued Clinical observation

Sex: Female Dose level : 1538 mg/kg Number of animals : 5

Signs Hours ‘ ~ Days

- 1 2 3 4 5 6 24 2 3 4 5 6 7 8 9 10 11 12 13 14
Normal 0O 0 0 0 0 o0 o 0 - - =« < <« <« 4 -« - - - -
Movement

abnormal gait

hypoactivity 5 5 5 5 5 5 2 1
Posture
lateral position 1 1 1
prone position 1 1 1 2 1
General condition
salivation 33 1 2 2 2 2
lacrimation 2 1 2 1
Dead ' -3 2
Number of affected animals : 5 Number of recovered animals : 0 Mortality : 5 /5

O
2
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Table 2. -continued Clinical observation
Sex: Female Dose level : 2000 mgkg Number of animals ;5
Signs Hours Days
1 2 3 24 2 3 4 5 10 11 12 13 14
Normal 0 0 0 0 o - - - - - - - -
Movement
abnormal gait
hypoactivity 4 2
! Posture
N lateral position 2 2
' prone position 2
General condition
salivation 4 4 1
lacrimation 4
Dead , 1
Number of affected animals : 5 Number of recovered animals : 0 Mortality : 5 /5
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Table 3. Body weight

Exp. No. 3652 ( 115 - 085 )

Sex : Male (unit: g)
Grou Dose level Animal Days after administration
P (mg/kg) ID-No. 0 7 14
1 - 700 1101 170 238 248
' 1102 . 178 249 257
1103 178 247 275
1104 180 233 240
1105 183 256 276
Mean + S.D. 178+ 5 245+ 9 259+ 16
2 - 910 1201 176 172) -
- ' 1202 172 241 304
1203 182 255 278
1204 178 a7 -
- 1205 183 256 325
Mean+ S.D. 178 & 4 251+ 8 302+ 24

():Body weight at death; Not included in calculation of mean body weight.
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Table 3. -comtinued Body weight

Exp. No, 3652 (115-085)

Sex : Male (unit: g)
Grou Dose level Animal Days after administration

oup (ng/kg) ID-No. 0 7 14
3 1183 1301 171 239 277
1302 173 172) -

1303 176 (174) -

1304 179 (173) -

1305 176 (166) -
Mean £ S.D. 175 + 239 277

4 1538 1401 175 (163) -
1402 178 (169) -

1403 176 (173) -

1404 180 . (167) -

1405 182 (170) -

Mean+ S.D. 178+ 3 - -

( ):Body weight at death; Not included in calculation of mean body weight.
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Table 3. -continued Body weight

Sex : Male . . (unit: g)
Groﬁ : Dose level Animal Days after administration
P (mgkg) ID-No. 0 7 4
5 2000 1501 176 (173) -
1502 179 (173) -
1503 177 (174) -
1504 ’ 177 (172) -
1505 184 (176) -
Mean + S.D. 179+ 3 - -

():Body weight at death; Not included in calculation of mean body weight.

O

Vs
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- Sex : Female -

. Table 3. -continued Body weight

{

Exp. No. 3652 (115- 085 )

(unit: g)

Grou Dose level Animal Days after administration
P (mg/kg) ID-No. 0 7 14
6 700 2101 130 led 172
2102 130 1167 192
2103 132 169 208
2104 135 171 211
2105 137 173 216
Mean £+ S.D. 133 + 169+ 3 200+ 18
7 910 2201 127 (118) -
2202 135 170 226
2203 134 17 -
2204 136 172 218
2205 142 1179 - 213
. A}
Mean + S.D, 135+ 5 174+ 5 219+ 7

():Body weight at death; Not included in calculation of mean body weight.
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Table 3. -continued Body weight

Exp. No

. 3652 (115-085)

Sex : Female . (unit: g)
Grou Dose level Animal Days after administration ‘
P (mg/kg) ID-No. 0 7 14
8 1183 2301 130 ’ (124) .
2302 133 168 194
2303 132 (123) -
2304 131 (125) -
2305 135 (139) -
Mean + S.D. 132 2 168 194
9 1538 2401 133 : (130) -
2402 131 (124) -
2403 135 (131) - -
2404 136 (131) -
2405 139 (137) -
\
Mean £ S.D. 135+ 3 - -

( ):Body weight at death; Not included in calculation of mean body weight.

\_/

O
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Table 3. .-continued Body weight

Sex : Female

Exp. No. 3652 (115-085)

(unit: g)

Grou Dose level Animal Days after administration
P (mg/kg) ID-No. 0 7 14
10 2000 2501 129 (122) -
2502 136 (129) -
2503 133 (126) -
2504 138 (133) -
2505 139 (131 -
Mean £ S.D. 135+ 4 - -

( ):Body weight at death; Not included in calculation of mean body weight.
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Table 4. Gross finding

Exp. No. 3652 (115 -085)

Sex : Male Dose level : 700 mg/kg
Animal Classification Da.ys. afte.r Organ Findings and comments
ID-No. administration
1101 Sacrificed 14 Normal
1102 Sacrificed 14 Normal
1103 - Sacrificed 14 Normal
1104 Sacrificed 14 Normal
1105 Sacrificed 14 Normal
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Table 4. -continued Gross finding

Exp. No. 3652 ( 115-085)

Sex : Male Dose level : 910 mg/kg
Animal Classification Da.ys. afte.r Organ Findings and comments
ID-No. administration
1201 Dead 2 Autolysis
1202 Sacrificed 14 Normal
1203 Sacrificed 14 Normal
1204 Dead 2 Autolysis
1205 Sacrificed 14 Normal
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Table 4. -continued Gross finding

Exp. No. 3652 ( 115 - 085 )

Sex : Male Dose level : 1183 mg/kg

Animal Classification Da‘ys. afte'r Organ Findings and comments
ID-No. administration

1301 Sacrificed 14 Normal

1302 ~ Dead 2 Autolysis

1303 Dead 2 Autolysis

1304 Dead 2 Autolysis

1305 Dead 2 Autolysis

—
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Table 4. -continued Gross finding

Exp. No. 3652 ( 115 - 085)

Sex : Male Dose level : 1538 mgkg
Animal . . Days after o
' F

ID-No. Classification administration Organ indings and comments
1401 Dead 2 Autolysis
1402 Dead 2 Autolysis

1403 Dead 1 Autolysis
1404 Dead 2 Autolysis

1405 Dead 2 Autolysis
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Table 4. -continued Gross finding

Exp. No. 3652 (115-085)

Sex : Male Dose level : 2000 mg/kg
Animal Classification Da.ys. ai’te'r Organ Findings and comments
ID-No. administration
1501 Dead 2 Urinary bladder Red contents
Stomach Red contents
. Autolysis
1502 Dead 1 Autolysis
1503 : Dead 2 Urinary bladder Red contents
Stomach Red contents
Autolysis
1504 , Dead 2 Autolysis
1505 Dead 2 Utrinary bladder Red contents
Red contents

Stomach

O
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Table 4. 7continuéd Gross finding

Sex : Female

Dose level : 700 mg/kg

Exp. No. 3652 (115-085)

?511::.1 Classification a dDm?rllisfrit:iron Organ Findings and comments
2101 Sacrificed 14 Normal
2102 Sacrificed 14 Normal
2103 Sacrificed 14 Normal
2104 Sacrificed 14 Normal
2105

Sacrificed 14

Normal




_0{7__

Table 4. -continued Gross finding

Sex : Female

Dose level : 910 mg/kg

Exp. No. 3652 (115 -085)

g;lg\?jl Classification a d]r)nai)xlxsistarfz:firon Organ Findings and comments
2201 Dead 2 Autolysis

2202 Sacrificed 14 Normal

2203 Dead 3 Autolysis

2204 Sacrificed 14 Normal

2205 Sacrificed 14 Normal

)

l/‘_ ;
\\_
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Table 4. -contimued Gross finding

Sex : Female

Dose level : 1183 mg/kg

Exp. No. 3652 ( 115 -085)

 Animal Classification Da'ys. afte.r Organ Findings and comments
ID-No. administration
2301 Dead 2 Stomach Red contents
2302 Sacrificed 14 Normal
2303 Dead 2 Normal
2304 Dead 2 Normal
2305 Dead 2 Normal




Table 4. -continued Gross finding

Sex : Female

Dose level : 1538 mg/kg

Exp. No. 3652 ( 115-085)

Animal e Days after o
' d

ID-No. Classification administration Organ Findings and comments
2401 Dead 1 Autolysis
2402 Dead 1 Autolysis
2403 Dead. 2 Autolysis
2404 Dead 1 Autolysis
2405 Dead 2 Autolysis

O O

€
A4
4
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Table 4. -continued Gross finding

Exp. No. 3652 ( 115-085)

Sex : Female Dose level : 2000 mg/kg
Animal Classification Da.ys. aﬁe_r Organ Findings and comments
ID-No. administration
2501 Dead 1 Autolysis
2502 Dead 2 Autolysis
2503 Dead 2 Urinary bladder Red contents
2504 Dead 2 Normal
2505 Dead 2 Stomach Red contents

Autolysis
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