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Figures

Figure 1. Body veight changes of male rats in the acute oral toxicity study of Substance No.3-0146

Figure 2. Body weight changes of female rats in the acute oral toxicity study of Substance No.3-0146

Tables
Table 1. Experimental design for the acute oral toxicity study of Substance No.3-0146 in rats
Table 2, Mortality and LDso values of rats in the acute oral toxicity study of Substance No.3-0146
Table 3. General appearance of rats in the acute oral toxicity study of Substance No.3-0146
Table 4. Body weight changes of male rats in the acute oral toxicity study of Substance No.3-0146
Table 5. Body weight changes of female rats in the acute oral toxicity study of Substance No.3-0146
Table 6. Gross findings of rats in the acute oral toxfcity study of Substance No.3-0146

Table 7. MHistopathological findings of rats in the acute oral toxicity study of Substance No.3-0146



9¥10-€l"oN eouv}sqng 4o

Apnys Ay|oix0} |®io 9}now eyjy u| s}si a|vu jo ssBusyo jybjism Apog +| sunfg

uojjeJdysjulape 18}je Ae(

1 i L R , \ - ﬁ-c
By/8u 000Z 9%10-E'ON 9dous}sqng &———*
By/8w 000l 9yl0-£°ON @dus}sgng O ot ° e
By/Bu QG Q¥|0-C°ON 8souevysqng & — — —@
[0J}uoyg OO
09
(06
[0¢1
(0G|
(081
01¢
F0¥¢
1 0/4¢

“00€

tyBran Apog

(8)



‘ ;‘ ;‘:‘ J ;:1sz!DWmeZuu=a~mQ:m+o

Apnys A} JolXx0} |BJO 8}NIB 8y} U] S}BJ 3|BUI} 4O safusyo jyBjam 4Apog
usjjeljsjujupe 1939 Ae(

14 0! L g €

U RO, YU -— R R - |

e e e+ o e oo B e e

By/Bu 0Q0Z 9% |0-C°ON eousjeqng &
By/8u 0001 8710-€°ON oouvysgng O ccc- o
By/Bu 00S 9¥10-g*ON ®ous}sqng & — — —®

Josjuog OO0

‘2 94nfjg

[0
02
oy

09

(001
(0¢1
KA
"091

081

~00¢

1yB1an 4Apog

(8)



Table 1. Experimental design for the acute oral toxicity study of Substance No.3-0146 in rats

Concentration of a
Substance No.3-0146 Volume No. of
Sex Group lw/v %) {(mk/kg) animals
b
Control c - 10 5
Male Substance No.3-0146 500 ma/kg 5 10 5
Substance No.3-0146 1000 mg/kg 10 10 5
Substance No.3-0146 2000 mg/ke 20 10 5
Control - 10 : 5
Female Substance No.3-0146 500 mg/kg 5 10 5
Substance No.3-0146 1000 mg/ke 10 10 5
Substance No.3-0146 2000 mg/ksg 20 10 5

a: Crj:CD(SD) rats were dosed orally at the age of 5 weeks.
b: Control was 0.5% carboxymethylcellulose sodium in disttilled water.
¢: Substance No,3-0146 vas suspended in control solution.




Table 2. Mortality and LDso values of rats in the acute oral toxicity study of Substance No.3-0146

Distribution of dead animals

a b LDlso value
Sex Group 0 1 2-14 Mortality {mg/kg)
Control 0 0 0 0/5
Male Substance No.3-0146 500 mg/kg 0 0 0 0/5 Y2000
Substance No.3-0146 1000 ma/kg 0 0 0 0/5
Substance No.3-0146 2000 my/kg 0 0 0 0/5
Control 0 0 0 0/5
Female Substance No.3-0146 500 mg/kg 0 0 ] 0/5 2000
Substance No.3-0146 1000 mg/kg 0 g 0 0/5
Substance No,3-0146 2000 mg/kg 0 0 0 0/5

a: Day after administration.
b: No. of dead animals / no. of animals dosed.
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Table &. Body weight changes of male rats in the acute oral toxicity study of Substance No.3-0146

No. of Day after administration
Group animals 0 1 3 5 7 10 14
a
Control 5 118.8 140.6 160.6 178.6 193.8 2214 256.4
2.5 .2 5.8 8.0 9.9 13.0 20.3
Subsfance No.3~-0146 500 mg/kg 5 118.6 136.8 157.2 177.0 190.6 215.4 245.0
4.4 £.5 .1 b4 5.5 7.3 11.5
Substance No.3-0146 1000 ma/kg 5 118.4 1362« 157.0 175.0 189.0 214.2 269.4
4.2 2.8 3.8 6.0 7.8 1.8 14.5
Substance No.3-0746 2000 mg/kg 5 118.4 133.2%¢  153.8 171.4 186.6 211.4 245.0
3.0 3.2 3.9 7.1 7.2 8.8 1.8

a: Values are means and 5.D. thereunder, and expressed in gram.
%! Differs from controls p<0.05.



Table 5. Body weight changes of female rats in the acute oral toxicity study of Substance No.3-0146

No. of Day after administration
Graup animals 0 1 3 5 7 10 14
a
Control 5 103.0 121.2 133.6 145.2 149.2 159.8 172.6
4.5 6.3 4.2 7.9 10.6 9.1 1.0
Substance No.3-0146 500 mg/kg 5 103.6 121.4 133.2 141.0 146.0 153.8 165.6
6.8 6.2 £.5 5.2 4.7 6.4 8.7
Substance No.3-0146 1000 mg/kg 5 104.8 120.6 134.0 145.0 147.2 158.2 172.6
§.5 5.2 7.8 8.5 11.2 1.3 11.8
Substance No.3-0146 2000 mg/kg 5 103.6 118.8 133.6 141.2 148.0 158.2 172.6
2.2 4.2 6.8 6.9 4.8 6.2 7.8

a: Values are means and S.D. thereunder, and expressed in gram.
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Table 7. Histopathological findings of rats in the acute oral toxicity study of Substance No.3-0146

Male Female

Substance No.3-0146 (mg/kg) Substance No.3-0146 (mg/kg)

2 -
Item Grade Control 500 1000 2000 Control 500 1000 2000

No. of animals examined 2 2 2 2 2 2 2 2

Liver : Abnormal findings

Kidney (right}) : Focal regeneration of tubular epithelium +
Focal interstitial infiltration of cellss mainly Lymphocytes +

Kidney (left) : Focal regeneration of tubular epithelium +

Spleen : Abnormal findings

Heart : Abnormal findings

Lung : Abnormal findings

Cerebrum : Abnormal findings

Cerebellum : Abnormal findings

Fore stomach : Abnormal findings

Glandular stomach : Abnormal findings

Duodenum : Abnormal findings

Jejunum : Abnormal findings

Iteum : Abnormal findings

Cecum : Abnormal findings

Colon : Abnormal findings

Rectum : Abnormal findings

DD OO DO OO OO OO
CODODOCACH OO OO — -
R DO MO O OO0 OO S
C3 O OMOMOO OO OOo
OO MO O D ODOODE OO

a: + = slight change.
b: Values are no. of animals with findings.
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Symbols and process of statistical analyses in INDIVIDUAL DATA

M/C : Values for Bartlett’s test for homogeneity of variance,
p<0.05 > Kruskal-Wallis test
p>0.05 —  One-vay analysis of variance

F: Values for one-vay analysis of variance:
p<0.1 > Dunnett’s test

H . Values for Kruskal-Wallis test,
p<0.1 , > Mann-Whitney test

T : Significant differences p<0.1

% Significant difference, p<0.05

# : Significant difference, p<0.01

t’' : Values for Dunnett’s test

U : Values for Mann-Whitney test

# @ Significant difference from control, p<0.05

#* . Significant difference from control, p<0.01



INDIVIDUAL DATA 1-1-1

STUDY ND. SR-9125 TITLE : Substance No.3-0146 Acute toxicity (p.o.)
General appearance ANIMAL : Rat,Crj:CD(SD) SEX : Male GROUP : Control
Time after administration (hour) Day after administration

Animal  Immediately after

No. administration 1 2 3 & 5 ) 7 1-14

11 Normal Normal Normal Normal Normal Normal Normal - Normal
12 Normal Normal Normal Normal Normal Normal Normal - Normal
13 Normal Normal Normal Normal Normal Normal Normal - Normal
14 Normal Normal Normal Normal Normal Normat Normal - Normal

15 Normal Normal Normal Normal Normal Normal Normal - Normal



INDIVIDUAL DATA 1-1-2

STUDY NO. SR-9125 TITLE : Substance No.3-0146 Acute toxicity (p.o.)
General appearance ANIMAL : Rat,Crj:CO(SD) SEX : Male GROUP : Substance No.3-0146 500 ma/kg
Time after administration (hour) Day after administration

Animal  Immediately after

No. administration 1 2 3 4 5 6 7 1-14

21 Normal Normatl Normal Normal Normal Normal Normal - Normal
22 Normal Normal Normal Normal Normal Normal Normal - Narmal
23 Normal Normal Normal Normal Normal Normal Normal - Normal
24 Normal Normal Normal Normal Normal Normal Normal - Normal

25 Normal Normal Normal Normal Normal Normal Normal - Normal




INDIVIDUAL DATA 1-1-3

STUDY NO. SR-9125 TITLE : Substance No.3-0146 Acute toxicity (p.o.)
General appearance ANIMAL : RatsCrj:CD(SD) SEX : Male GROUP : Substance No.3-0146 1000 mg/kg

minal  Imedlately after ) - B -
No. administration 1 2 3 4 5 6 7 1-14
31 Normal Normat Normal Normal Normal Normal Normal - Normal
32 Normal Normal Normal Normatl Normal Normal Normal - Normal
33 Normal Normal Normal Normal Normal Normat Normal - Normatl
3% Normal Normal Normal Normal Normal Normal Normal - Normal
35 Normal Normal Normal Normal Normat Normal Normal - Normal




INDIVIDUAL DATA 1-1-4

STUDY NO. SR-9125 TITLE : Substance No.3-G146 Acute toxicity (p.o.)
General appearance ANIMAL : RatsCrj:CO(SD) SEX : Male GROUP : Substance No.3-0146 2000 mg/kg
Time after administration (hour) Day after administration

Animal  Immediately after

No. administration 1 2 3 4 5 6 7 1-14

41 Normal Normal Normal Normal Normal - Normal Normal Normal Normal
42 Normal Normal Normal Normal Normal Normal Normal Normal Normal
43 Normal Normal Normal Normal Normal Normal Normal Normal Normal
kb Narmal Normal Normal Normal - Normal Normal Normal Normal

45 Normal Normal Normal Normal - Normal Normal Normal Normal



INDIVIDUAL DATA 1-2-1

STUDY NO. SR-9125 TITLE : Substance No.3-0146 Acute toxicity (p.o.)
General appearance ANIMAL : Rat.Crj:CD(SD) SEX : Female GROUP : Control
Time after administration (hour) Day after administration

Animal  Immediately after

No. administration 1 2 3 4 5 6 7 1-14

51 Normal Normal Normal Normal Normal Normal Normal - Normal

52 Normal Normal Normal Normal Normal Normal Normal - Normal

53 Normal Normal Normal Normal Normal Normal Normal - Normal

5% Normal Normal Normal Normal Normal Normal Normal - " Normal

55 Normal Normal Narmal Normal Normal Normal Normal - Normal



INDIVIDUAL DATA 1-2-2

STUDY NO. SR-9125 TITLE : Substance No.3-0146 Acute toxicity (p.o.)
General appearance ANIMAL : Rat.Crj:CD(SD) SEX : Female GROUP : Substance No.3-0146 500 ma/kg
Time after administration (hour) Day after administration

Animal  Immediately after

No. administration 1 2 3 A 5 6 7 1-14

61 Normal Normal Normal Normal Normal Normal Normal - Normal
62 Normal Normal Normal Normal Normal Normal Normat - Normal
63 Normal Normal Normal Normal Normal Normal Normal - Normal
64 Normal Normal Normal Normal Normal Normal Normal - Normal

65 Normal Normal Normal Normal Normal Normal Normal - Normal



INDIVIDUAL DATA 1-2-3

STUDY NO. SR-9125
General appearance

TITLE : Substance No.3-0146 Acute tokicity (p.0.)

ANIMAL : Rat,Crj:CD{SD) SEX : Female GROUP : Substance No.3-0146 1000 mg/kg

""""""" )  Tine after adninistration (hour)  Ouy after adninistration
mival  Umediately after S

No. administration 1 2 3 b 5 6 7 1-14

71 Normal N(Srmat Normal Normal Normal Normal Normal - Normal
12 Normal Normal Normal Normal Normal Normal Normal - Normal.
73 Normal Normal Normal Normal Normal Normal Normal - Normal
T4 Normal Mormal Normal Normal Normal Normal Normal - Normal
75 Normal Normal Normal Normal Normal Normal Normal - Normal



INDIVIDUAL DATA 1-2-4

STUDY ND. SR-9125 TITLE : Substance No.3-0146 Acute toxicity (p.o.) :
General appearance ANIMAL : Rat,Crj:CD(SD) SEX : Female GROUP : Substance No.3-0146 2000 mg/kg
Time after administration (hour) Day after administration

Animal  Immediately after

No. administratjon 1 2 3 4 5 6 7 1-14

81 Normal Normat Normat Normal Normal - Normal Normal Normal
82 Normal Mormal Normal Normal Normal Normal - ' Normal , Normal
83 Normal Normal Normal Normal Normal Normal - Normal Normal
84 Normal Normal Normal Normal Normal Normal - Normal Normal

85 Normal Normal Normal Normal Normal Normal Normal - Normal



INDIVIDUAL DATA 2-1-1

STUDY NO. SR-9125 TITLE : Substance No.3-0146 Acute toxicity (p.o.)
Body weights (q) ANIMAL : Rat,Crj:CD(SD) SEX : Male GROUP : Control
Animal Day after administration
No. 0 1 3 5 7 10 14

N 5 5 5 5 5 5 5
MEAN 118.8 140.6 160.6 178.6 193.8 216 256.4
5.D. 2.5 .2 5.8 8.0 9.9 13.0 20.3
S.E. 1.1 1.9 2.6 3.6 bk 5.8 9.1

MG 1.5024  1.1036  0.9309  1.3001  1.2529  1.4690  1.5977

F 0.0139  3.9022% 1.9124  1.1335  0.7622  0.8089  0.6484



INDIVIDUAL DATA 2-1-2

STUDY NO. SR-9125 TITLE : Substance No.3-0146 Acute toxicity (p.o.)

Body weights (g) ANIMAL @ RatCrj:CD(SD) SEX : Male GROUP : Substance No.3-0146 500 me/kg
Animal Day after adminfstration
No. 0 1 3 5 7 10 14

N 5 5 5 5 5 5 5
MEAN 118.6 136.8 157.2 177.0 190.6 215.4 245.0
5., bk 4.5 4.1 b 5.5 7.3 11.5
S.E 2.0 2.0 1.9 2.0 2.4 3.2 5.1



INDIVIDUAL DATA 2-1-3

STUDY NO. SR-9125 TITLE : Substance No.3-0146 Acute toxicity (p.o.)
Body weights (g) ANIMAL : Rat,Crj:CD(SD) SEX : Male GROUP : Substance No.3-0146 1000 mg/kg
Animal Day after administration
No. 0 1 Kt 5 7 10 14

34 123 133 161 182 200 231 273
35 121 138 161 181 19 221 253
N 5 > 5 5 > 5 5
MEAN 118.4 134.2 157.0 175.0 189.0  214.2 9.4
5.0 4.2 2.8 3.8 6.0 7.8 11.8 14,5
5.E. 1.9 1.2 1.7 2.7 3.5 5.3 6.5



INDIVIDUAL DATA 2-1-4

STUDY NO. SR-9125 TITLE : Substance No.3-0146 Acute toxicity (p.o.)

Body weights {g) ANIMAL : Rat,Crj:CD(SD) SEX : Male  GROUP : Substance No.3-0146 2000 mg/kg
Animal Day after administration
No. 0 1 3 5 7 10 14

N 5 5 5 5 5 5 5
MEAN 118.4 133.2 153.8 171.4 186.6  211.4 245.0
S.D. 3.0 3.2 3.9 7.1 7.2 8.8 11.8
S.E. 1.4 1.4 1.7 3.2 3.2 3.9 5.3



INDIVIDUAL DATA 2-2-1

STUDY NO. SR-9125 TITLE : Substance No.3-0146 Acute toxicity (p.o.)

Body weights (g) ANIMAL : Rat,Crj:CD(SD) SEX : Female GROUP : Control
Animal Day after administration
No. 0 1 3 5 7 10 14
51 101 115 131 142 144 155 167
52 100 120 132 141 146 156 170
53 99 116 129 134 138 150 159
54 105 125 138 154 166 173 187
55 110 130 138 153 152 165 180
N 5 5 5 5 5 5 5
MEAN 103.0 121.2 133.6 145.2 149.2 159.8 172.6
S.Dh. §.5 6.3 4.2 7.9 10.6 9.1 1.0
S.E. 2.0 2.8 1.9 3.5 4.8 4,1 4,9

MG 2.2957  0.8451  1.9476  0.8897  4.4551  1.8351  0.7999
Fooo0.1657  0.2732  0.0147  0.5119  0.1273  0.4600  0.6184



INDIVIDUAL DATA 2-2-2

STUDY NO. SR-9125 TITLE : Substance No.3-0146 Acute toxicity (p.o.)

Body weights (g) ANIMAL : Rat,Crj:CD(SD) SEX : Female GROUP : Substance No.3-0146 500 mg/kg
Animal Day after administration
No. 0 1 3 5 7 10 14
61 97 114 128 135 144 154 169
62 10 122 129 137 140 145 152
63 104 124 137 148 153 162 176
bk 109 124 138 144 146 151 165
65 107 123 134 141 147 157 166
N 5 5 5 5 5 5 5
MEAN 103.6 121.4 133.2 141.0 146.0 153.8 165.6
5.0, 4.8 4.2 4.5 5.2 4.7 6.4 8.7
S.E 2.1 1.9 2.0 2.3 2.1 2.9 3.9



INDIVIDUAL DATA 2-2-3

STUDY NO. SR-9125 TITLE : Substance No.3-0146 Acute toxicity (p.o.)
Body weights (g) ANIMAL : Rat,Crj:CD{(SD) SEX : Female GROUP : Substance No.3-0146 1000 mg/kg

Animal Day after administration
No. 0 1 3 5 7 10 14
0 101 118 125 133 135 143 157
72 104 120 132 144 141 152 167

N 5 5 5 5 5 5 5
MEAN 104.8 120.6 134.0 145.0 147.2 158.2  172.6
5.0 4.5 5.2 7.8 8.5 1.2 1.3 11.8
S.E 2.0 2.3 3.5 3.8 5.0 5.0 5.3



INDIVIDUAL DATA 2-2-4

STUDY NO, SR-9125 TITLE : Substance No.3-0146 Acute toxicity {p.o.)

Body weights (g) ANIMAL : Rat.Crj:CD(SD) SEX : Female GROUP : Substance No.3-0146 2000 mg/kg
Animal Day after administration
No. 0 1 3 5 7 10 14
81 10 115 127 139 146 159 175
82 103 114 126 132 141 148 160
83 103 120 135 147 153 164 180
84 104 121 140 139 152 162 177
85 107 124 140 149 148 158 17
N 5 5 5 5 5 5 5
MEAN 103.6 118.8 133.6 141.2 148.0 158.2 172.6
5.0. 2.2 4.2 6.8 6.9 4.8 6.2 7.8
S.E. 1.0 1.9 3.0 31 2.2 2.8 35
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INDIVIDUAL DATA &

STUDY NO. SR-9125 TITLE : Substance No.3-0146 Acute toxicity (p.o.) PERIOD : Day 14 after administration
Histopathological findings ANIMAL : RatsCrj:CD(SD)
Male Female
Substance No.3-0146 (mg/kg) Substance No.3-0146 (mg/kg)
Control 500 1000 2000 Control 500 1000 2000
Animal No. 1 12 20 2 1 32 1 42 51 52 61 62 T2 81 82
Organ : Findings a
Liver : Abnormal findings - - - - - - - - - - - - - - - -
Kidney (right) : Focal regeneration of tubular epithelium - - - + - - - - - - - - - - - -
Focal interstitial infiltration of cellss
mainly lymphocytes - - - + - - - - - - - - - - - -
kidney (Left) : Focal regeneration of tubular epithelium - - - - - - - - - - - - - + - -
Spleen : Abnormal findings - - - - - - - - - - - - - - - -
Heart : Abnormal findings - - - - - - - - - - - - - - - -
Lung : Abnormal findings - - - - - - - - - - - - - - - -
Cerebrum : Abnormal findings - - - - - - - - - - - - - - - -
Cerebellum : Abnormal findings - - - - - - - - - - - - - - - -
Fore stomach : Abnarmal findings o - - - - - - - - - - - - - - - -
Glandular stomach : Abnormal findings - - - - - - - - - - - - - - - -
Duodenum : Abnormal findings - - - - - - - - - - - - - - - -
Jejunum : Abnormal findings - - - - - - - - - - - - - - - -
Ileum : Abnormal findings - - - - - - - - - - - - - - - -
Cecum : Abnormal findings - - - - - - - - - - - - - - - -
Colon : Abnormal findings - - - - - - - - - - - - - - - -
Rectum : Abnormal findings - - - - - - - - - - - - - - - -

a: - = normal and + = slight change.
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