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MR & 121000mg/kgd LOBFTIRE AR 51, #i32000mg/kell L. ##132828
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STUDY NO. 2L299

Body weight(g) Body weight(g)
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Days after administration Days after administratio‘n

Fig. 1 Body weight (left :Male, right : Female)

—: 707 mg/kg ---: 1414 mg/kg
—: 1000 mg/kg ---: 2000 mg/kg



Table 1 Mortality STUDY NO. 2L299

(Cumulative mortality / No of test animals)

Sex Dose Time after administration Days after administration Mortality
(mg/kg) 5Sm 15m 30m Ih 3h 6h 1 2 3 4 - T - - 144 Z%/S
707 0/5 >0/5 0
1000 0/5 1/5 —1/5 20
Male 1414 0/5 1/5 3/5 »3/5 60
2000 0/5 — 1/5 2/5 5/5 »5/5 100
2828 3/5 4/5 5/5 »5/5 100
707 0/5 —0/5 0
1000 0/5 2/5 >2/5 40
Female 1414 0/5. 1/5 >1/5 20
2000 2/5 3/5 4/5 *4/5 80
2828 5/5 »5/5 100

m: minutes, h: hour(s), d: days.



Table 2-1-1 Clinical signs (Male)

STUDY NO. 2L299

(No. of animals with findings / No. of animals examined)

Dose Time after administration Days after administration
Clinical signs
(mg/kg) 0-5m 15m 30m 1h 3h 6h 1 2 3 4 5 6 7 —14d
Decrease of locomotor + 5/55/51/51/51/51/5
activity
Hypopnoea 5/5 5/5 5/5 4/5 4/5 4/5
707 Ptosis 2/5 1/5
Salivation 1/5
Normal 0/50/50/51/51/51/5 5/5 5/5 5/5 5/5 5/5 5/5 5/5 —5/5
Decrease of locomotor + 3/5 5/5 5/5 5/5 4/5
activity # 5/52/5 1/5
Hypopnoea 5/5 4/5 2/5 1/5 1/5 1/5
1000  Ptosis 2/5 2/5 2/5
Salivation 1/5
Abdominal distention 1/51/51/5 1/5
Normal 0/5 0/5 0/5 0/5 5/5 5/5 5/5 0/5 0/5 4/5 4/5 4/5 4/4 —4/4
Decrease of locomotor + 3/4 4/4 4/4 4/4 2/2 2/2 2/2
activity # 4/5 4/4 1/4
# 1/5
Prone position 1/5
Clonic convulsion 1/5
1414  Hypopnoea 5/5 4/4 4/4 4/4 4/4 4/4
Gasping 1/5
Ptosis 2/5 1/4 1/4
Salivation 1/5 3/4
Normal 0/5 0/4 0/4 0/4 0/4 0/4 0/2 0/2 0/2 2/2 2/2 2/2 2/2 —2/2
Decrease of locomotor + 2/5 1/4
activity # 4/5 2/5 4/5 2/5 3/4 2/3
# 1/53/51/51/5 1/3
Prone position 1/5 3/5 1/5 1/5 1/3
Clonic convulsion 1/5 AD
2000 Hypopnoea 5/5 5/5 5/5 5/5 4/4 3/3
Lacrimation 1/5 2/5
Ptosis 5/5 3/55/5 5/5 1/4 3/3

Salivation

Norma!l

2/5 4/5
0/5 0/5 0/5 0/5 0/4 0/3

m:minutes, h:hour(s), d:days, + :slight, # : moderate, 1 : severe.
AD : all animals were dead.



Table 2-1-2 Clinical signs (Male) STUDY NO. 2L299

(No. of animals with findings / No. of animals examined)

Dose Time after administration Days after administration
Clinical signs
(mg/kg) 0-5m 15m 30m 1h 3h 6h 1 2 3 4 5 6 T —144
Decrease of locomotor # 2/5
activity # 3/51/1
Prone position 3/5 1/1
Clonic convulsion 3/5 1/1
Hypopnoea 5/5 1/1 AD
2828 Gasping 3/5
Lacrimation 2/5 1/1
Reddish tear 2/5
Ptosis 5/5 1/1
Normal 0/5 0/1

m:minutes, h: hour(s), d:days, + :slight, 4 :moderate, 4 : severe.
AD : all animals were dead.



Table 2-2-1 Clinical signs (Female)

STUDY NO. 20299

(No. of animals with findings / No. of animals examined)

Dose Time after administration Days after administration
Clinical signs
(mg/kg) 0-5m 15m 30m 1lh 3h 6h 1 2 3 4 5 6 T —l4d
Decrease of locomotor + 5/55/5 5/5 5/5 5/5 5/5
activity
707  Hypopnoea 5/5 5/5 5/5 5/5 5/5 5/5
Ptosis 1/5 1/5
Normal 0/5 0/5 0/5 0/5 0/5 0/5 5/5 5/5 5/5 5/5 5/5 5/5 5/5 —5/5
Decrease of locomotor + 4/5 4/5 4/5 4/5 5/5 5/5 3/3
activity # 1/51/51/51/5
Hypopnoea 5/5 5/5 5/5 5/5 5/5 5/5
1000  Red snivel 1/5
Ptosis 3/52/51/51/5
Salivation 1/5
Normal 0/5 0/5 0/5 0/5 0/5 0/5 0/3 3/3 3/3 3/3 3/3 3/3 3/3 —3/3
Decrease of locomotor -+ 4/5 5/5 5/5 5/5 3/4 4/4 2/4
activity # 4/53/51/5
# 1/52/5
Prone position 1/5 2/5
1414  Hypopnoea 5/5 5/5 5/5 1/5 1/5 1/5
Gasping 1/5
Ptosis 3/5 3/5 2/5 1/5
Salivation 3/5 1/5
Normal 0/5 0/5 0/5 0/5 0/5 0/5 1/4 4/4 0/4 2/4 4/4 A/4 4/4 —4/4
Decrease of locomotor -+ 1/2 1/2 1/2 1/1 1/1 1/1 1/1
activity # 3/51/22/22/21/21/2
# 2/5
Prone position 2/5
Clonic convulsion 2/5
2000  Hypopnoea 3/5 2/2 2/2 2/2 2/2 1/2
Gasping 3/5
Ptosis 4/5 172 1/2
Salivation 3/5
Normal 0/5 0/2 0/2 0/2 0/2 0/2 0/1 0/1 0/1 0/1 1/1 1/1 1/1 —1/1

m: minutes, h: hour(s), d: days,

AD : all animals were dead.

+ :slight, 4 : moderate, H# : severe.
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Table 2-2-2 Clinical signs (Female) STUDY NO. 21299

(No. of animals with findings / No. of animals examined)

Dose Time after administration Days after administration
Clinical signs

(mg/kg) 0-5m 15m 30m 1h 3h o6h 1 2 3 4 5 6 T —14d

Decrease of locomotor # 2/5
activity
Prone position 2/5
Clonic convulsion 5/5
Straub tail 1/5 AD
2828  Hypopnoea 1/5

Gasping 1/5
Ptosis 5/5
Normal 0/5

m: minutes, h: hour(s), d:days, + :slight, 4 :moderate, 4 : severe.
AD : all animals were dead.
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Table 3 Mean body weight STUDY NO. 2L299

Unit : g
Sex Dose Days after administration
(mg/kg) 0 3 7 14
Mean 131 166 203 264
707 S.D. 5.5 7.7 9.2 14.1
Number 5 5 5 5
Mean ¢ 138 160 210 279
1000 S.D. 3.9 27. 4 8.0 6.7
Number 5 5 4 4
Mean 140 150 197 274
Male 1414 S.D. 1.9 36.8 36.8 34.6
Number 5 2 2 2
Mean 141
2000 S.D. 2.3 AD
Number 5
Mean 140
2828 S.D. 5.5 AD
Number 5
Mean 113 144 161 190
707 S. D. 4.5 4.9 5.3 11.0
Number 5 5 5 5
Mean 139 163 187 213
1000 S.D. 6.2 7.0 6.7 11.7
Number 5 3 3 3
Mean 109 121 140 178
Female 1414 S.D. 4.5 20. 7 29.2 23.0
Number 5 4 4 4
Mean 110 97 130 186
2000 S.D. 4.0
Number 5 1 1 1
Mean 110
2828 S.D. 4.0 AD
Number 5

AD : all animals were dead.
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Table 4 - 1 Autopsy findings (Male) STUDY NO. 21299

(No. of animals with findings / No. of animals examined)

Organ : findings
Dose (mg/kg) : 707 1000 1414 2000 2828

Heart : atrial dilatation - 1/1 3/3  2/5 4/5
Lung congestion/edema - 1/1 173 2/5 0/5
Stomach : congestion/edema/hemorrhage - 0/1 2/3 4/5 0/5
(glandular area)
Dead ettt
animals erosion(glandular area) - 0/1 2/3 3/5 0/5
flatulence(gas) - 1/1 0/3 0/5 0/5
Small intestine : flatulence(gas) - 1/1 0/3 0/5 0/5
Normal - 0/1 0/3 /5 1/5
Stomach : adhesion with liver - - 0/2 — -
Surviving tickening of mucos - — 1/2 — -
animales (non-glandular area)
erosion/ulcer(glandular area) - — 1/2 — -
Normal 5/5  4/4 1/2 - -
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Table 4 - 2 Autopsy findings (Female)

(No. of animals with findings / No. of animals examined)

STUDY NO. 21299

Organ : findings

Dose (mg/kg) 707 1000 1414 2000 2828
Heart atrial dilatation - 2/2 /1  3/4 4/5
Lung. congestion/edema - 1/2 1/1 0/4  0/5
Stomach congestion/edema/hemorrhage - 2/2 1/1 1/4  0/5
(glandular area)
Dead et
animals  Stomach : erosion(glandular area) - 02 1/1 1/4  0/5
Normal - 0/2 0/1 /4 1/5
Stomach : adhesion with liver - - 3/4 1/1 -
Surviving Stomach tickening of mucos - - 3/4 1/1 -
animales [ (non-glandular area)
Stomach : erosion/ulcer(glandular area) - - 1/4 0/1 -
Normal 5/5 3/3 1/4  0/1 —
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