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Figure and Tables 1L406
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Table 1 Mortality 1L406

(Cumulative mortality / No. of test animals)

Sex Dose Time after administration Days after administration Mortality
(mg/kg) 15m 30m 1h 2h 4h 6h 7h 8 1 2 3 4 - - - 14d E%g
700 0/5 >0/5 0
1000 0/5 1/5 »2/5 3/ »3/5 60
Male
1400 0/5 —2/5 3/5 »3/5 60
2000 0/5 1/5 —3/5 »3/5 60
500 0/5 »0/5 0
700 0/5 >0/5 0
Female 1000 0/5 »2/5  3/5 >3/5 60
1400 0/5 »3/5 >3/5 60
2000 0/5 » 3/5 *5/5 »5/5 100

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



Table 2-1-1 Clinical signs (Male)

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

Dose Time after administration
Clinical signs
(mg/kg) 15m 30m 1h 2h 4h 6h T7h 8h
Loose stool 2/5
TOO  rmrm s s
Normal 5/5 5/5 5/5 3/5 5/5 5/5 5/5 5/5
Decrease of locomotor + 1/51/4 2/4 4/4 4/4 4/4 4/4
activity
Hypopnoea 1/5 1/4 2/4
1000 Salivation + 4/5 3/4
Loose stool 174 1/4 1/4 1/4 1/4
Normal 1/5 1/4 0/4 3/4 0/4 0/4 0/4 0/4
Decrease of locomotor + 4/5 3/5 1/5 4/5 4/5 3/5 3/5
activity H 1/5 1/5 1/5
# 1/5 1/5
Hypopnoea 3/5 1/5 1/5 2/5 2/5 1/5
1400 Salivation + 2/5
Loose stool 2/5 3/5 2/5 1/5 2/5
Tiptoe gait 1/5
Crouching 1/5
Prone position 1/5
Normal 3/50/51/5 2/5 0/5 0/51/5 1/5
Decrease of locomotor + 3/5 5/5 2/5 3/5 3/5 2/4 3/4
activity # 1/5 2/5 2/5 1/4
# 1/4 1/4
2000 Hypopnoea 2/5 2/5 2/5 2/5 2/5 2/4 1/4
Salivation + 1/51/5
Loose stool 1/5 3/5 3/5 3/4 3/4
Crouching 1/4 1/4
Normal 4/5 1/5 0/5 0/5 0/5 0/5 0/4 0/4

m: minutes, h: hour(s), + :slight,

+ : moderate, t : severe.



Table 2-1-2

Clinical signs (Mate)

11406

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

Dose

Clinical signs

Days after administration

(mg/kg) 1 2 3 4 5 6 7 8 9 10 —14d
700 Normal 5/5 5/5 5/5 5/5 5/5 5/5 5/5 5/5 5/5 5/5 —5/5
Decrease of locomotor + 2/31/21/21/2 1/2 1/2
activity # 1/3
1000 Hypopnoea 2/3 1/2 1/2
Soiled perineal region 1/3
Normal 0/3 1/2 1/2 1/2 2/2 2/2 1/2 1/2 2/2 2/2 —2/2
Decrease of locomotor + 2/3
1400 activity # 1/3
Hypopnoea 1/3 1/2
Normal 0/3 2/2 1/2 2/2 2/2 2/2 2/2 2/2 2/2 2/2 —2/2
Decrease of locomotor + 2/2 2/2 2/2 2/2 2/2 2/2 2/2 2/2
activity
Hypopnoea 1/2 2/2 2/2
2000 Soiled perineal region 2/2 2/2 1/2 1/2
Abdominal distention 2/2
Normal 0/2 0/2 0/2 0/2 0/2 0/2 0/2 0/2 2/2 2/2 —2/2
d : days, + :slight, * : moderate.
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Table 2-2-1

Clinical signs (Female)

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

Dose Time afer administration
Clinical signs
(mg/kg) 15m 30m 1h 2h 4h 6h Th 8h
500 Normal 5/5 5/5 5/5 5/5 5/5 5/5 5/5 5/5
Loose stool 2/5 3/5
TOO  ooeees e
Normal 5/55/5 5/5 3/5 2/5 5/5 5/5 5/5
Decrease of locomotor + 2/54/5 1/5 3/5 4/5 4/5 3/5
activity # 1/51/5 1/5
Hypopnoea 1/51/51/51/5 1/5
1000 Irregular respiration 1/5
Salivation + 2/51/5 1/5
H# 1/5 1/5
Crouching 1/5
Normal 2/5 0/5 4/5 4/5 2/5 1/5 1/5 1/5
Decrease of locomotor + 1/5 2/5 2/5 2/5 2/5 2/5
activity #+ 2/5 3/5 1/5 2/5 2/5 2/5
1400 Hypopnoea 2/5 2/5 2/5 2/5 2/5
Salivation + 1/53/5
Crouching 2/5 2/5 1/51/5 1/5
Normal 3/51/5 4/5 3/5 2/51/5 1/5 1/5
Decrease of locomotor + 2/52/52/51/22/2 2/2 1/2 1/2
activity # 1/52/5 1/2 1/2 1/2
L 1/5 2/5
Hypopnoea 4/5 4/5 3/5 1/2 2/2 2/2 2/2 1/2
Gasping 1/5
2000 Salivation + 4/5 4/5 1/5
Tiptoe gait 1/2
Crouching 1/2
Prone position 1/5
Loose stool 1/2 1/2 1/2

Normal

1/5 0/5 0/5 0/2 0/2 0/2 0/2 0/2

m: minutes, h:hour(s), + :slight, * :moderate, # : severe.
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Table 2-2-2 Clinical signs (Female)

1L406

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

Dose Days after administration
Clinical signs
(mg/kg) 1 2 3 4 5 6 7T 8 9 10 —14d
500 Normal 5/5 5/5 5/5 5/5 5/5 5/5 5/5 5/5 5/5 5/5 —5/5
700 Normal 5/5 5/5 5/5 5/5 5/5 5/5 5/5 5/5 5/5 5/5 —5/5
Decrease of locomotor + 2/31/2
1000 activity #+ 1/3
Hypopnoea 2/3
Normal 0/3 1/2 2/2 2/2 2/2 2/2 2/2 2/2 2/2 2/2 —2/2
Decrease of locomotor + 2/21/21/2 1/2 1/2 1/2 1/2 1/2
activity
1400 Hypopnoea 2/2 1/2 2/2
Tiptoe gait 1/2
Normal 0/2 1/2 0/2 1/2 1/2 1/2 1/2 1/2 2/2 2/2 —2/2
2000 AD

d : days, + :slight, + :moderate, ™ :severe, AD: all animals were dead.
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Table 3 Mean body weight 11406

Unit : g
Sex Dose Days after administration
(mg/kg) 0 7 14
Mean 162 213 280
700 S.D. 3.6 4.2 10.4
Number 5 5 9)
Mean 163 210 282
1000 S.D. 6.5 31.8 26.2
Number 5 2 2
Male
' Mean 163 204 265
1400 S.D. 1.3 0.7 9.2
Number 5 2 2
Mean 163 189 266
2000 S.D. 5.8 14. 8 15.6
Number 5 2 2
Mean 120 160 187
500 S.D. 4.7 8.6 14.7
Number 5 5 5
Mean 120 157 181
700 S.D. 6.6 10. 2 13.0
Number 5 5 5
Female Mean 119 150 170
1000 S.D. 4.3 57 6. 4
Number 5 2 2
Mean 122 156 188
1400 S.D. 6.9 19.1 17.7
Number 5 2 2
Mean 126
2000 S.D. 4.7 AD
Number 5

AD : all animals were dead.
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Table 4-1 Autopsy findings (Male) 1L406

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

Organ : findings
Dose (mg/kg) : 700 1000 1400 2000

Heart : dilatation of atrium - 1/3 0/3 3/3
Lung : congestion/edema - 1/3 0/3 2/3
Trachea : mucus stagnation - 1/3 0/3 0/3
Stomach : focal hemorrhage - 1/3 1/3 2/3
(glandular area)
Dead
animals erosion/ulcer - 2/3 2/3 1/3
(glandular area)
dilatation - 1/3 2/3 1/3
Small focal hemorrage - /3 0/3 0/3
intestine
congestion - 1/3 0/3 0/3
dilatation - 1/3 0/3 0/3
Liver : yellowish change/whitish dot - 0/3 1/3 0/3
Urinary bladder : dark-red urine - /3 0/3 0/3
Normal - 0/3 0/3 0/3
Stomach : focal thickening of mucosa 5/5 2/2 2/2 2/2
(non-glandular area)
Surviving
animals adhesion(stomach and other 4/5 2/2 2/2 2/2

abdominal organs)

Kidney : dilatation of the renal pelvis 0/5 1/2 0/2 0/2

Normal 0/5 0/2 0/2 0/2
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Table 4-2 Autopsy findings (Female) 1L406

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

Organ : findings

Dose (mg/kg) : 500 700 1000 1400 2000
Heart : dilatation of atrium - - 0/3 1/3 3/5
Lung : focal hemorrage - - 0/3 0/3 1/5
Trachea : mucus stagnation - - 0/3 0/3 1/5
Stomach : focal hemorrhage - - 2/3 1/3 3/5
(glandular area)
Dead
animals focal hemorrhage - - 1/3 0/3 0/5
(non-glandular area)
erosion/ulcer - - 0/3 3/3 1/5
(glandular area)
dilatation - - 1/3 1/3 1/5
Small congestion - - 1/3 2/3 0/5
intestine
dilatation - - 0/3 0/3 1/5
Liver : vellowish change/whitish dot - - 1/3 1/3 1/5
Normal - - 0/3 0/3 0/5
Stomach : focal thickening of mucosa 5/5 5/5 2/2 2/2 -
(non-glandular area)
Surviving adhesion(stomach and other /5 4/5 2/2 2/2 -
animals abdominal organs)

Kidney : dilatation of the renal pelvis 0/5 1/5 0/2 0/2 -

Normal 0/5 0/5 0/2 0/2 -
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