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Fig. 2 Dose-mortality curve of acute toxicity in female rats



Table 1 Acute toxicity in rats
Sex = Dose Number of Number of animals died LDsovalue
animals Day 0 1 2 3 4 5~14 Mortality (95%confidence
(mg/kg) examined < 1~3~0BHrs limit) (mg/kg)
Male 190 ) 0 0 O 0 0 0 0 0 0/5
256 5 0 0 0 0 0 0 0 0 0/5
345 5 0 0 O 0 3 0 0 0 3/5 381
466 ) 6 0 O 2 2 0 0 0 4/5 (286 — 490)
630 o 6 0 0 2 2 0 0 0 4/5
850 5 0 0 0 4 1 5/5
Female 190 5 0 0 0 0 0 0 0 0 0/5
256 ) 0 0 0 0 0 0 0 0 0/5
345 5 0 0 0 0 0 0 0 0 0/5 012
466 o 0 0 0 2 0 0 0 0 2/5 (419 — 628)
630 S 0 0 90 3 1 0 0 0 4/5
850 5 0 0 0 4 1 5/5




Table 2 — 1 Incidence of clinical signs in rats
Clinical Sex Dose P2¥ 0 1 2 3 4 5 6 T~14
sign (mg/kg) "rs<1 ~3 ~6
Male 190 5*/5® 5/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5
256 5/5 5/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5
345 5/5 5/5 2/5 5/5 4/4 0/2 0/2 0/2 0/2 0/2
466 5/5 5/5 5/5 3/3 1/1 /1 0/1 0/1 0/1 0/1
630 5/5 5/5 58/5 4/4 1/1 1/1 0/1 0/1 0/1 0/1
Decreased 850 5/5 5/5 5/5 2/2 - - - -
locomotor
activity Female 190 5/5 5/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5
256 5/5 5/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5
345 5/5 5/5 §/5 /5 0/5 0/5 0/5 0/5 0/5 0/5
466 5/5 5/5 5/ 3/3 3/3 33 0/3 0/3 0/3 0/3
630 5/5 5/5 5/5 2/2 /1 1/t 0/1 0/1 0/1 0/1
850 5/5 5/5 5/5 2/2 - - - - - -
a : Number of animals with sign, b : Number of animals observed



Table 2 — 2 Incidence of clinical signs in rats
Clinical Sex Dose P2V 0 1 2 3 4 S 6 T~14
sign (mg/kg) *rs=1 ~3 ~8§
Male 190 2*/5> 4/5 0/5 /5 0/5 0/5 0/5 0/5 0/5 0/5
256 5/5 1/5 0/5 0/s 0/5 0/5 0/5 0/5 0/5 0/5
345 5/5 0/5 0/5 2/5 174 0/2 0/2 0/2 (/2 0/2
466 2/5 5/5 5/5 /8 0/t 0/1 0/1 0/1 0/1 0/1
630 475 2/5 0/5 2/4  0/1 0/1 0/1 0/1 0/1 0/1
Ptosis of 850 5/5 4/5 2/5 2/2 - - - - - -
eyelid
Female 190 3/5 0/5 0/5 0/s 0/5 0/5 0/5 0/5 0/5 0/5
256 5/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5
345 5/5 0/5 0/5 0/s 0/5 0/5 0/5 0/5 0/5 0/5
466 5/5 0/5 0/5 0/3 0/3 0/3 0/3 0/3 0/3 0/3
630 5/6 0/5 0/5 /2 0/1 0/1 0/t 0/1 0/1 0/1
850 5/5 5/5 38/5 /2 - - - - -
a : Number of animals with sign, b : Number of animals observed



Table 2 — 3 Incidence of clinical signs in rats
Clinical Sex Dose  Pa¥ 0 1 2 3 4 > 6 T~14
sign (mg/kg) "rss1 ~3 ~6
Male 1390 02/5* 0/5 0/5 0/s 0/5 0/5 0/5 0/5 0/5 0/5
256 0/5 0/5 0/5 /5 0/5 0/5 0/5 0/5 0/5 0/5
345 0/5 0/5 0/5 0/5 1/4 0/2 0/2 0/2 0/2 0/2
466 0/5 2/5 0/5 2/3 0/1 0/1 0/1 0/1 0/1 0/1
630 1/5 2/5 1/5 4/4 1/1 0/1 0/1 0/1 0/1 0/1
Deep and slow 850 0/5 4/5 5/5 2/2 - - - - - -
respiration
Female 190 0/5 0/5 0/5 ¢/5 0/5 0/5 0/5 0/5 0/5 0/5
256 0/5 0/5 0/5 0/5 0/5 0/6 0/5 0/5 0/5 0/5
345 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/6 0/5 0/5
466 0/5 0/5 0/5 0/3 0/3 0/3 0/3 0/3 0/3 0/3
630 0/5 0/5 0/5 /2 1/1 0/1 o/1 0/1 0/1 0/1
850 0/5 0/5 0/5 2/2 - - - - - -
a : Number of amimals with sign, b : Number of animals observed



Table 2 — 4 Incidence of clinical signs in rats
Clinical Sex Dose  P2¥ 0 1 2 3 4 5 6 T~14
sign (mg/kg) "5l ~8 ~6
Male 130 0*/5> 0/5 0/5 /5 0/5 0/5 0/5 0/5 0/5 0/5
256 0/5 0/5 0/5 0/5 0/5 06/5 0/5 0/5 0/5 0/5
345 0/5 0/5 0/5 /5 1/4 2/2 0/2 0/2 0/2 0/2
466 0/5 0/5 0/5 3/3 0/1 0/t 0/T 0/1 0/1 0/1
630 0/5 0/5 0/5 4/4 1/1 /1 0/1 0/1 0/1 0/1
850 0/5 3/5 0/5 0/2 - - - - - -
Piloerection
Female 190 0/5 0/5 0/5 /5 0/5 0/5 0/5 0/5 0/5 0/5
256 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5
345 0/5 0/56 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5
466 0/5 0/5 0/5 0/3 0/3 8/3 0/3 0/3 0/3 0/3
630 0/5 0/5 0/5 /2 0/1 1/ 0/1 0/1 0/1 0/1
850 0/5 0/5 0/5 1/2 - - - - - -
a : Number of animals with sign, b : Number of animals observed



Table 2 — 5 Incidence of clinical signs in rats
Clinical Sex Dose  P2¥ 0 1 2 3 4 S 6 T~14
sign (ng/kg) "*s=1 ~8 ~6
Male 130 02/5> 0/5 0/5 0/5s 0/5 0/5 0/5 0/5 0/5 0/5
256 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5
345 0/5 0/5 0/5 0/5 0/4 0/2 0/2 0/2 0/2 0/2
466 0/5 2/5 0/5 0/3 0/t 0/1 0/1 0/1 0/1 0/1
630 0/5 0/5 0/5 0/4 0/t 0/1 0/1 0/1 0/1 0/1
Staggering 850 0/5 3/5 5/5 0/2 - - - - - -
gait
Female 190 0/5 0/5 0/5 0/s 0/5 0/5 0/5 0/5 0/5 0/5
256 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5
345 0/5 0/5 0/5 0/s 0/5 0/5 0/5 0/5 0/5 0/5
466 0/5 0/5 0/5 0/3 0/3 0/3 0/3 0/3 0/3 0/3
630 0/5 1/5 1/5 0/2 0/1 0/ 0/1 0/1 0/1 0/1
850 1/5 3/5 5/5 0/2 - - - - - -

a

: Number of animals with sign,

b

: Number of animals observed



Table 2 — 6 Incidence of clinical signs in rats
Clinical Sex Dose P27 0 1 2 3 4 5 6 T~14
sign (mg/kg) "rs<1 ~3 ~6
Male 190 02/5* 0/5 0/5 /s 0/5 0/5 0/5 0/5 0/5 0/5
256 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5
345 0/5 0/5 0/5 1/5 0/4 0/2 0/2 0/2 0/2 0/2
466 0/5 0/5 0/5 0/3 0/1 0/1 0/1 0/1 0/1 0/1
630 0/5 0/5 0/5 0/4 0/1 0/t 0/1 0/1 0/1 0/1
Blotted fur 850 0/5 0/5 0/5 172 - - - - - -
on lower
abdominal Female 190 0/6 0/5 0/5 6/5 0/5 0/5 0/6 0/5 0/5 0/5
region 256 0/5 0/5 0/5 /5 0/5 0/5 0/5 0/5 0/5 0/5
345 0/5 0/5 0/5 2/5 0/5 0/5 0/5 0/5 0/5 0/5
466 0/5 0/5 0/5 /3 1/3 0/3 0/3 0/3 0/3 0/3
630 0/5 0/5 0/5 0/2 0/t 0/t 0/1 0/1 0/1 0/1
850 0/5 0/5 0/5 0/2 - - - - - -
a : Number of animals with sign, b : Number of animals observed



Table 2 — T Incidence of clinical signs in rats

? Clinical Sex Dose  Pa¥ 0 1 2 3 4 5 6 T~14
| sign (mg/kg) "rs=<1 ~3 ~6
Male 190 0*/5* 1/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5
256 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5
345 0/5 1/56 0/5 0/5 0/4 0/2 0/2 0/2 0/2 0/2
466 0/5 0/5 0/5 0/3 0/t 0/t 0/1 0/1 01 0/1
630 0/5 0/5 0/5 0/4 0/t 0/1 0/1 0/1 0/1 0/1
850 0/5 0/5 0/5 0/2 - - - - - -
Diarrhea
Female 180 0/5 0/5 0/5 0/5 /5 0/5 0/5 0/5 0/5 0/5
256 0/5 0/5 /5 0/5 0/5 0/5 0/5 0/5 0/5 0/5
345 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5
466 0/5 0/5 0/5 0/3 0/3 0/3 0/3 0/3 0/3 0/3
630 0/5 0/5 0/5 0/2 0/1 0/1 0/1 0/1 0/1 0/1
850 0/5 0/5 0/5 6/2 - - - - - -

a : Number of animals with sign, b : Number of animals observed




Table 2 — 8 Incidence of clinical signs in rats
Clinical Sex Dose P2¥ 0 1 2 3 4 3 6 T~14
sign (mg/kg) "r3=1 ~3 ~6
Male 190 0*/5 0/5 0/5 0/5s 0/5 0/5 0/5 0/5 0/5 0/5
256 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5
345 0/5 0/5 0/5 3/5 2/4 0/2 0/2 0/2 0/2 0/2
466 0/5 0/5 0/5 3/3 0/1 0/1 0/1 0/1 0/1 0/1
630 0/5 0/5 1/5 3/4 0/t 0/1 0/1 0/1 0/1 0/1
850 0/5 1/56 1/5 2/2 - - - - - -
Blanching
Female 190 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5
256 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5
345 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5
466 0/5 0/5 0/5 0/3 0/3 0/3 0/3 0/3 0/3 0/3
630 0/5 0/5 1/5 2/2 1/1 0/1 0/1 0/1 0/1 0/1
850 0/5 0/5 0/5 2/2 - - - - - -

a : Number of animals with sign,

b

: Number of animals observed



Table 2 —9 Incidence of clinical signs in rats
Clinical Sex Dose  Pa¥ 0 1 2 3 4 S 6 T~14
sign (mg/kg) "rs=<1 ~3 ~6
Male 190 02/5> 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5
256 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5
345 0/5 0/5 0/5 2/6 1/4 0/2 0/2 0/2 072 0/2
466 0/5 0/5 5/5 2/3 0/1 0/1 0/1 0/1 0/1 0/1
630 0/5 0/5 1/5 3/4 0/1 0/1 0/1 0/1 0/1 0/1
850 0/5 0/5 4/5 2/2 - - - - - -
Relaxation
Female 190 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5
256 0/5 0/5 0/5 0/s 0/5 0/5 0/5 0/5 0/5 0/5
345 0/5 0/5 0/5 6/5 0/5 0/5 0/5 0/5 0/5 0/5
466 0/5 0/5 1/5 0/3 0/3 0/3 0/3 0/3 0/3 0/3
630 0/5 0/5 1/5 /2 /1 0/1 0/1 0/1 0/1 0/1
850 0/5 0/5 5/5 0/2 - - - - - -

a :

Number of animals with sign,

b

: Number of animals observed



Table 2 —10

Incidence of clinical signs in rats

Clinical Sex Dose  Pa¥ 0 1 2 3 4 S 6 T~14
sign (mg/kg) "rs=<1 ~3 ~6
Hale 190 02/5> 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5
256 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5
345 0/5 0/5 0/5 0/5 1/4 0/2 0/2 0/2 0/2 0/2
466 0/5 0/5 0/5 2/3 0/1 0/1 0/1 0/1 0/1 0/1
630 0/5 0/5 0/5 0/4 0/1 11 1/1 0/1 0/1 0/1
850 0/5 0/5 0/5 2/2 - - - - - -
Emaciation
Female 190 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5
256 0/5 0/5 0/5 0/5s 0/5 0/5 0/5 0/5 0/5 0/5
345 0/5 0/5 0/5 0/5s 0/5 0/5 0/5 0/5 0/5 0/5
466 0/5 0/5 0/5 0/3 0/3 0/3 0/3 0/3 0/3 0/3
630 0/5 0/5 0/5 0/2 0/1 o0/1 0/1 0/1 0/1 0/1
850 0/5 0/5 0/5 0/2 - - - - - -
a : Number of animals with sign, b : Number of animals observed



Table 2 —11 Incidence of clinical signs in rats
Clinical Sex Dose  Pa¥ 0 1 2 3 4 5 6 T~14
sign (mg/kg) "rs<l ~3 ~6
Male 190 0°/5° 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5  0/5
256 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5  0/5
345 0/5 0/5 5/5 0/5 0/4 0/2 0/2 0/2 0/2  0/2
466 0/5 0/5 5/5 0/3 0/1 /1 0/L 0/1 0/1 0/
630 0/5 0/5 5/5 44 0/1 0/1 0/1 01 0/1 0/
Skin and eye : 850 0/5 0/5 5/5 22 - - - - .
Brown in color
Female 190 /5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5  0/5
256 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5  0/5
345 0/5 0/5 5/5 0/5 0/5 0/5 0/5 0/5 0/5  0/5
466 0/5 0/5 5/5 0/3 0/3 0/3 0/3 0/3 0/3  0/3
630 0/5 0/5 5/5 2/2 0/ 0/1 0/1 01 01  0/1
850 0/5 0/5 5/5 20 - - - o i

a 3

Number of animals with sign,

b :

Number of animals observed



Table 3

Body weight - Group mean values in rats

(&
Sex Dose Day
(mg/ke) 0 1 3 7 14
Male 190 143+ 5B 152 8(®) +9* 173+£13(G) +21 214£140) +l 2851500 +71
206 144+ 5(0)  146= 80) +2 161130 +15 207x11(0) +46 280£14(0) +73
345 144+ 60G)  141x 9 -3 145+ 22 +4 190+ 8(2) +45 265 4(2) +75
466 144+ 6B 139*= 5@ -5 142 @ +3 181 (O +39 23 @ +72
630 144+ 5@ 138 74 -5 132 @O -1 181 (1 +49 252 (U 11
350 144+ 405) 140+ 1@ -4
Female 190 120+ 6 133 8(G) +13 148 6 +15 170+ 9 +22 1822100 +22
256 118+ 40G) 126 7Q) +17 142+£100) +16 167+ 80 +25 195+170G) +28
345 119+ 4B 115G -2 120+ 8(5) +12 161110 +32 19114 +30
466 1192 5By  124£ 5 +5 1212 20 +3 158= 5@ 431 189+11(@) +31
630 119 4B 119 8@ 0 128 @ +9 161 (1) 43 199 O +3
80 119+ 5¢) 12 @ -1

Each value is expressed as mean *+ SP,

a : Increase from last mean body weight measured

( ): Number of animals examined



Table 4 Summary of necropsy findings in rats
Dose (mg/kg) 190 256 345 466 630 850
Sex Organ : Findings Number of
animals examined  52(0)® 5 2(3 1(4) 1(4) 0(5)
Male  Lung : Dark red in color 0 0 o o 0 0
Liver : Dark red in color 0w 0 0O 01 0w I();
Digestive tract : Black spots of the mucosa 0 00 0 00 02 o
(glandular portion),black contents
in the stomach and/or black
contents in the small intestine
Reddening of the small intestinal §(0) 00 o 0 00 0
wall
Urinary bladder : Brown urine containing dark brown 0{0) 00 o 0 o 02
calculus
Dose (mg/kg) 190 256 345 466 630 850
Sex Organ : Findings Number of
animals examined 52(0)® 50 50 32 1(4) 05
Female Stomach : Black contents 00 0 0 0 0 02
Urinary bladder : Brown urine containing dark brown 0(0) 0 0 00 116Y) 0

calculus or brown calculus

a : Survived animals,

b : Dead animals
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