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Body weight ( g )
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300 ¢t
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Days of treatment ( Days of recovery )
Fig. 1~ Body weight change in male rats
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Table 3

Boa, weight - Group mean values in male racs
g
Dose Day of treatment
(mg/kg) 1 2 3 4 5 8 7 8 9 10 11 12 13 14 15 16
0 162 169 179 188 196 205 214 222 231 240 251 260 270 279 288 299
3 4 4 4 5 5 7 7 8 8 9 2] 9 10 11 11
(12) 12 12 A2y 12> a2 a2 (12> Q2 a2 a2 a2 a2 a2 a2 a2
30 162 167 177 185 193 201 210 216 225 232 242 250 258 268 273 283
4 5 4 6 7 7 8 8 8 9 10 8 10 11 11 11
(B (6 (6)Y (6 (B B (6 B 6B CBY (B (B (6 (B (6 ¢ 6)
100 162 169 178 187 184 204 214 223 230 240 250 259 268 278 284 298
3 4 4 5 5 6 6 6 5 6 4 4 4 4 6 6
CB6) (B) (6) 6B (6 (B (B (B (B B B B (6 (B 6B (B
300 163 169 180 187 196 205 215 222 232 241 251 259 269 279 286 298
3 3 3 3 3 3 4 5 6 8 8 9 10 10 11 13
CB) (6 (BY (6B (B (B B (B (B (B (B (B (B (B (8 686
1000 162 168 178 187 186 205 214 222 231 238 251 260 268 278 286 296
3 4 5 5 7 6 7 8 10 10 11 13 13 15 15 17
(12> (12 (12> 12 12> 12 12> a2 a2 a2y a2 a2 a2 a2 a2 a2
Dose Day of treatment ( Day of recovery )
(mg/kg) 17 18 19 20 21 22 23 24 25 26 27 28 28(0)35(7)42(14)
0 307 317 325 334 344 351 360 368 376 382 388 384 386 418 456
13 13 13 16 17 17 18 19 18 20 21 23 23 26 35
(12) 12 12) (12) 12> 12 12> a2y 12> a2 a2 d2 s8> (6) 68
30 291 289 305 312 321 327 333 339 345 351 357 362
11 12 13 11 13 12 12 12 13 13 13 15
CB6) (6 6 CB)Y CB)Y CBY (B (6B (B 6 (6 6B
100 304 312 318 328 334 340 347 354 361 367 374 375
7 8 11 10 11 12 12 13 12 12 13 14
(6 B CB)Y CBY (B (B (B CBY (B (B (B (6B
300 306 315 323 331 338 345 352 359 367 375 381 388
13 15 18 18 18 21 20 22 24 25 24 29
(B (6 (B (B (B (B (B B B B B (8B
1000 305 315 323 331 338 346 351 360 366 373 380 386 380 423 464
18 18 21 23 23 24 27 28 30 30 31 33 27 34 40
(12> 2 (12> a2 12 a2 a2 a2 a2 a2 az2> a2 ey (6) 8

Each value
(nd No.

is expressed as mean & SD.

of animals



Table 4 Body weight = Group mean values in female rats
g
Dose Day of treatment
(mg/kg) 1 2 3 4 5] 6 7 8 g 10 11 12 13 14 15 16
0 142 146 151 155 157 163 165 168 172 176 179 183 186 190 184 188
3 4 6 6 5 ) 7 7 6 ) 7 9 7 7 g 10
(12> (12> 12y 12y A2 a2 a2 12 12y a2 12 a2 a2 a2 a2 a2
30 141 146 151 152 156 160 164 167 169 175 179 18! 183 187 192 196
3 3 5 5 6 6 6 8 ] 10 11 13 13 13 13 15
C6) (B (B (B (B (8 CBY (B (B (B (B (8B (6B (6 (6 (86
100 142 146 147 151 156 180 162 167 171 175 175 181 184 188 190 194
4 4 4 4 6 6 4 7 6 6 6 8 6 8 9 13
C6> 6 (6 (6 (6 (6 (6B (6 (B 6 (B (B (B (6B (B B
300 142 146 151 154 158 164 166 170 174 179 181 184 191 192 197 198
4 4 4 4 3 2 3 5 4 6 5 8 6 7 9 10
(B8 (6 (B (B (B (6 (B (BY (B (B (B (B (B (6 (6 (B
1000 141 145 149 153 1538 162 165 168 173 177 181 184 188 192 185 199
3 4 5 4 4 4 6 6 6 6 8 7 6 8 10 10
(12) 12> 12y 12) (12) 12 (12> a2 a2y a2y a2y a2y a2y a2 a2y a2
Dose Day of treatment ( Day of recovery
(mg/kg> 17 18 19 20 21 22 23 24 25 26 27 28 28(0)35(7M 4214
0 201 205 209 213 214 219 221 224 227 231 233 237 236 253 271
11 10 10 12 12 13 12 13 13 14 14 15 16 19 23
(12> 12) (12> (12> (12> 12y 12> (12) (12 a2 (a2 12y () (6) 6
30 197 202 205 209 210 214 218 219 220 226 228 229
14 15 15 16 15 16 16 17 17 17 19 17
B8 (6 (8 (B (B (B (B B (B (B B (B
100 198 201 204 208 212 215 214 218 221 225 227 228
11 12 14 16 15 15 14 17 17 18 20 21
(8 (8 (B (B (6 (B (6 (6B (6B (B (B 8B
300 204 208 211 213 217 221 225 227 228 233 237 239
9 6 11 14 11 10 14 14 15 12 14 13
(6 €6 €6) (6 (86 (B (6 (B (6 6 B 6B
1000 204 208 211 213 216 221 223 224 227 232 234 236 239 255 271
g 10 10 10 10 10 11 13 10 10 12 14 16 16 22
(12) a2y (12> a2 a2 a2 a2 a2 a2 a2y a2 a2 (s 6y ¢ 6)

Each value
(n) : No.

is expressed as mean & SD.

of animals



Table 5 Food consumption = Group mean values in male rats

( g/rat/day )

Dose No. of VWeek of treatment ( Week of recovery )
(mg/kg) cages 1 2 3 4 4 (O 5D 6 (2)
0 12 27 31 33 33 33 37 39
2 2 5 3 2 4 5
(12> (12> a2 a2 ¢ 8 « 8 C &8
30 6 28 23 29 30
2 3 1 1
« 8 « 6 . C 8 ¢ 6
100 6 28 31 32 32
1 I 2 2
( 8) « 8 ¢« 8 C B8
300 6 28 31 33 34
1 2 2 3
C 8 C 8 « 8 ¢ 8
1000 12 - 29 32 35 34 35 38 40
1 3 4 4 3 3 4
12 a2 (12> (12> ¢ 8 « 8 ¢ 8

Each value is expressed as mean & SD.
(n) : No. of animals
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Table 6 Food consumption — Group mean values in female rats

( g/rat/day )

Dose No. of Week of treatment ( Week of recovery )
(mg/kg) cages 1 2 3 4 4 (0 5D 6 (2)
0 12 20 21 22 23 23 25 27
2 3 2 3 2 3 2
a2 (12 a2 12> ¢ B  8) C 8
30 6 20 20 .22 22
2 3 2 2
« 8 ¢ 8 « 8) OB
100 6 20 22 21 22
2 3 3 3
¢ 8 ¢ 8 « 8 « 8
300 6 21 22 23 24
1 3 4 2
¢ 6 C 6)  6) « 8
1000 12 21 22 24 25 26 27 28
‘ 1 3 2 2 3 4 4
12> a2z a2 a2 ¢ 8 « 8 « 8

Each value is expressed as mean & SD.
(n) : No. of animals
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Table 7 —1 Urinary finding - Summarized data in male rats

< After treatwent period >

Dose “No. of Color Cloudy _pH Protein
(mg/kg)  animals c PY ¥ - + 5.0 6.0 6.5 7.0 7.5 8.0 8.5 — 4+ Mt ot
0 12 12 12 6 5 1 2 8 2
30 6 6 6 1 35 2 3 1
100 6 6 6 5 1 2 4
300 6 6 6 3 3 6
1000 12 12 12 3 1 2 1 9 2

Color : C(colorless), PY(pale yellow), Y(yellow)

Cloudy : — (negligible), + (cloudy)

Protein : — (negligible), = (15~30mg/d1), -+ (30mg/dl), ++(100mg/d1), +++(300mg/d1), ++++(1000mg/dl)



_ZI-

Table 7 — 2

Urinary finding - Summarized data in male rats

< After treatment period >

Dose No. of Glucose Ketone body Occult blood “Urobilinogen Bilirubin
(mg/kg) animals R —  +  +  ++ 4+ — £ 4+ 44+ 0.1 1 2 4 8 — 4+ 5+t
0 12 | 12 T 5 5 1 12 12
30 6 6 3 3 6 ) 6
100 6 6 3 3 o 1 ) 6
300 6 6 3 3 5 1 6 6
1000 12 12 2 10 11 1 12 12
Glucose : —(negligible), *(0.1g/dl), + (0.25g/d1), ++(0.5¢/dl), +++(lg/dD)

Ketone body :

— (negligible), * (bmg/dl), + (15mg/d1), ++(40mg/d1), +++(80mg/dl)

Occult blood : — (negligible), = (trace), + (slight), ++(moderate), +++ (marked)
Urobilinogen :

Bilirubin :

Ehrlich unit/dl
~— (negligible), + (slight), ++(moderate), +++(marked)



_SI -

Table 8 —1 Urinary finding - Summarized data in female rats
< After treatment period >
Dose No. of Color Cloudy pH Protein
(mg/kg)  animals C PY Y — + 5.0 6.0 6.5 7.0 7.5 8.0 8.5 T+
0 12 12 12 7 2 3 5 9
30 6 6 6 1 4 1 2 3
100 6 6 6 3 1 2 3 3
300 6 6 6 2 3 1 1 4
1000 12 12 12 6 2 4 5 6 1

Color : C(colorless), PY(pale yellow), Y(vellow)

Cloudy :
Protein :

— (negligible), + (cloudy)
— (negligible), * (15~30mg/d1), + (30mg/dl), ++(100mg/dl1), +++(300mg/dl), ++++(1000mg/dl)
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Table 8 — 2

Urinary finding - Summarized data in female rats

< After treatment period >

Dose

No. of

(mg/kg) animals - tGl‘fosi +++ - Ii_-etorf bﬁy +H+ - O(i_fuliblizd ++4 Ol.hlp()bili;ogzn 8 - Bijirztjinﬁ
0 12 12 10 2 11 1 12 12
30 6 6 6 ) 6 6
100 6 6 6 5 1 ) 6
300 6 6 4 2 5 1 6 6
1000 12 12 10 2 12 12 12
Glucose : —(negligible), = (0.1g/dl), +(0.25g/d1), ++(0.5g/d1), +++(1g/dl)

Ketone body : — (negligible), + (Smg/dl), + (15mg/dl), ++(40mg/dl), +++(80mg/dl)
Occult blood : —(negligible), + (trace), + (slight), ++(moderate), +++(marked)
Urobilinogen : Ehrlich unit/dl

Bilirubin :

— (negligible), + (slight), ++(moderate), +++{(marked)
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Table 8 —1 Urinary finding - Summarized data in male rats

< After recovery period >

Dose No. of Color Cloudy pH Protein

(mg/kg) animals C PY ¥ - + 5.0 6.0 6.5 7.0 7.5 8.0 8.5 — & 4 H 144
0 b 6 6 2 2 1 1 5 1

1000 6 ) 6 ) 1 i 1 1

Color : C{colorless), PY(pale yellow), Y(vellow)
Cloudy : — (negligible), + (cloudy)

Protein : — (negligible), * (15~30mg/dl), + (30mg/dl), ++(100mg/dl), +++(300mg/d1), ++++(1000mg/d1)
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Table § —2 Urinary finding - Summarized data in male rats

< After recovery period >

Dose No. of Glucose Ketone body Occult blood Urobilinogen Bilirubin

(mg/kg)  animals — X+ o+ttt — 4+t 4 — £+t 0.1 12438 — b
0 6 6 1 5 6 ) 6

1000 6 6 6 6 6 6

Glucose : —(negligible), * (0.1g/dl), + (0.25g/dl), ++(0.5g/dl), +++(1g/dl)
Ketone body : — (negligible), * (5mg/dl), + (15mg/dl), ++(40mg/d1), +++(80mg/dl)
Occult blood : —(negligible), = (trace), + (slight), ++(moderate), +++(marked)
Urobilinogen : Ehrlich unit/dl )

Bilirubin : — (negligible), + (slight), ++(moderate), +++(marked)
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Table 10 — 1 Urinary finding - Summarized data in female rats

< After recovery period >

Dose No. of Color Cloudy pl Protein

(mg/kg) animals C PY Y - + 5.0 6.0 6.5 7.0 7.5 8.0 8.5 — 4+ i 44t 444
0 6 6 6 2 4 5 1

1000 6 6 6 1 1 4 4 2

Color : C{colorless), PY(pale yellow), Y(vellow)
Cloudy : — (negligible), + (cloudy)

Protein : — (negligible), * (15~30mg/dl), + (30mg/dl), ++(100mg/dl), +++(300mg/dl), ++++{(1000mg/d1)



Table 10 — 2

Urinary finding - Summarized data in female rats

< After recovery period >

Dose No. of Glucose Ketone body Occult blood Urobilinogen Bilirubin
(mg/kg) animals — £+ ++ +++ — I+ 4 — T+ M i+t 0.1 1 2 4 8 — +  ++ +H
0 6 6 5 1 6 6 4
1000 6 6 o 1 5 1 6 6
Glucose : — (negligible), *(0.1g/d1), + (0.25g/d1), ++(0.5g/d1), +++(1g/dl)

Ketone body :

Occult blood : —(negligible), =+ (trace), + (slight), ++(moderate), +++(marked)
Urobilinogen : Ehrlich unit/dl

Bilirubin :

— (negligible), = (Gmg/d1), + (15mg/dl), ++(40mg/dl), +++(80mg/d1)

— (negligible), + (slight), ++(moderate)., +++ (marked)
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Table 11 - 1 Hematological finding — Group mean values in male rats
< After treatment period >
Dose No. of RBC Hb Ht MCV MCH MCHC Ret. PT APTT
(mg/kg) animals (104/ul1) (g7dld (%) (f1> (rg) (%) (%) (sec) (sec)
0 6 730 14.7 42. 8 59 20.1 34. 2 32 13.0 18.7
46 0.6 1. 4 2 0.8 0.4 4 0.3 1.8
30 6 757 15. 3 44. 6 58 20. 3 34.3 29 13. 3 19.8
2] 0.4 0.8 1 0.5 0.5 5 0.1 0.9
100 6 738 15.2 43. 8 50 20. 6 34.6 26 12. 8 20.2
28 0.3 1.3 1 0.5 0.4 5 0.2 1.3
300 6 753 15. 3 44.3 59 20. 3 34. 4 26 12. 8 21. 4
23 0.7 1.8 1 0.5 0.3 5 0.2 1.7
1000 6 761 15. 2 43. 7 o8 20.1 34. 8 26 13.5 22. 5xx
24 0.5 1.4 2 0.6 0.3 2 0.6 1.4

Each value

%% :; Significantly diffierent from control at

is expressed as mean & SD.

1% level of

probability
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Table 11 - 2

< After treatment period >

Hematological finding — Group mean values

in male rats

Dose No. of WBC Differential leukocvte counts (%) Plat.
animals

(mg/kg) (102/ 1) Stab. Seg. Lyvmph. Mono. Other  (10%/ul)

0 6 70 ¢} 11 88 1 0 161

35 0 3 2 1 0 16

30 6 73 0 6 93 1 0 168

11 0 2 3 1 0 14

100 6 59 0 10 88 2 o 157

20 0 5 6 2 0) 20

300 6 77 0 10 89 2 0 167

18 C 4 ) 2 o 13

1000 ) 73 0 10 89 1 0 170

19 0 ) 4 1 0 14

Each value is expressed as mean & SD.
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Table 12 - 1

< After treatment period >

Hematological finding — Group mean values

in female rats

Dose No. of RBC Hb Ht MCV MCH MCHC Ret PT APTT
(mg/kg) animals (10¢/p1) (C(g/dDd (%) (f1 (pg) %> V4 (sec) (sec)
0 6 755 15. 3 43. 9 58 20. 3 34. 8 20 13. 2 17. 4

44 0.6 1.7 1 0.5 0.4 4 0. 4 0.6

30 6 762 15.1 43. 5 57 19. 8 34.8 21 12.9 17.7

28 0.5 1.1 2 0.8 0.7 4 0.2 1.1

100 2] 750 14. S 42. 8 57 16. 8 34.8 19 13.2 18. 4
24 0.5 0.9 1 0.2 0.4 3 0.4 0.6

300 6 748 14. 6 42. 3 57 18. 6 34. 6 20 12, Oxx 17.8
35 0.6 1.6 1 0.2 0.3 6 0.2 1.0

1000 6 755 14. 8 42.7 57 19. 6 34. 7 20 10. O%%  18. 3
25 0.6 1.4 1 0.5 0.7 4 0.3 0.5

Each value is expressed as mean & SD.
%% : Significantly different from control at 1% level of

probability
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Table 12 - 2

Hematological finding — Group mean values

< After treatment period >

in female rats

Dose No. of WBC Differential leukocyte counts (%) Plat.
animals Neutro.

(mg/kg) (102/21) Baso. Eosin. Stab. Seg. Lyvmph. Mono. Other 104/ 1)

0 6 51 0 1 0 7 91 2 0 1350

15 0 1 0 3 3 1 0 12

30 6 52 0 0 0 7 92 1 o 147

27 0 1 0 2 1 1 0 8

100 6 47 0 1 0 8 80 1 0 167

10 0 1 0 3 4 0 0 14

300 6 44 0 0 0 5 94 1 0 155

11 0 1 0 3 4 1 0 16

1000 6 51 0 0] 0 9 89 1 0 163

15 0 1 0 4 4 1 0 23

Each value is expressed as mean & SD.
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Heﬁatological finding - Group

Table 13 — 1 mean values in male rats

< After recovery period >

Dose No. of RBC Hb Ht MCV MCH MCHC Ret. PT APTT

(mg/kg) animals (104/ul) (g/d1> (%) (i (pg) %) (o) (sec) (sec)

0 6 " 803 15. 6 44. 5 56 18.5 35.0 27 12. 8 20. 8

47 0.7 1.8 1 0.5 0.4 6 0.3 2.4

1000 6 787 15.3 44.1 56 19. 2 34.7 29 12.5 21.6

38 0.7 1.8 1 0.7 0. 5 0.3 1.5

Each value is expressed as mean & SD.
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Table 13 - 2 Hematological finding — Group mean values in male rats

< After recovery period >

Dose No. of WBC Differential leukocvte counts (%) Plat.
animals Neutro.
(mg/kg> (102/ 1) Baso. Eosin. Stab. Seg. Lvmph. Mono. Other (104/2 1)
0 6 86 0 0 0 8 80 2 0 161
20 0 1 0 2 3 1 0 13
1000 6 77 0 0 0 8 S0 2 0 180
13 0 0 0 5 5 2 O 26

Fach value is expressed as mean & SD.



Table 14 - 1 Hematological finding — Group

< After recovery period >

mean values

in female rats

Dose No. of RBC Hb Ht MCV MCH MCHC Ret. PT APTT
(mg/kg) animals (10%/u1) (g/dl) ¢9) ¢3)) (pg> %) oo (sec) (sec)
0 6 783 15. 6 43. 8 56 19. 8 33.3 22 13. 3 17. 3

40 0.6 1.8 2 0.7 0.3 6 0.5 0.3

1000 6 785 15.6 43. 8 56 19.8 35. 7 21 13. 3 17. 0
25 0.4 1.1 1 0.4 0.4 4 0.2 1.0

Each value is expressed as mean & SD.
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Table 14 - 2

< After recovery period >

Hematological finding - Group mean values

in female rats

Dose No. of ¥WBC Differential leukocyte counts Plat.
animals
(mg/kgd (102/ 1) Baso. Eosin. Stab. Seg. Lymph. Other (10¢/u 1)
0 6 63 0 1 0 5 g3 0 151
8 0 1 0 2 2 0 18
1000 6 66 0 0 0 6 g2 0 133
21 0 1 0 3 4 0 7

Each value is expressed as mean & SD.
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Table 15 = 1

Biochemical finding - Group mean values

< After treatment period >

in male rats

Dose No. of GOT GPT ALP ¥ —-GTP ChE T.P. Alb. A/G T-Cho. T. G.
(mg/kg) animals (IU/D (Iu/D (IU/71> (17D (1u/b) (g/d1> (g/d1) (mg/d1> (mg/dld
0 6 56 32 430 0. 20 46 6. 05 3. 07 . 03 83 83
4 6 37 0.11 12 0. 32 0.14 . 05 10 33
30 6 58 30 402 0. 24 38 5. 81 2. 91 .88 77 70
5 4 47 0.16 11 0.15 0. 21 .13 7 18
100 6 65 34 390 0. 22 38 6. 09 3. 00 .87 87 78
8 6 55 0.14 12 0. 30 0. 20 . 07 13 37
300 6 61 33 446 0. 34 28% 6. 08 3. 07 .02 87 85
8 5 61 0. 24 5 0.16 0.10 . 07 7 25
1000 6 61 33 368 0.19 33 6.11 2. 93 . 93 88 85
7 2 33 D.14 11 0. 22 D.18 .08 17 20
Each value is expressed as mean & SD.
¥ : Significantly different from control at 5% level of probability
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Table 15 - 2 Biochemical finding — Group mean values in male rats

< After treatment period >

Dose No. of Glu. T-Bil. BUN Crea. Ca P Na K Cl

(mg/kg) animals (mg/dl) (mg/dl) d(mg/dl) (mg/dl> (mg/dl) (mg/dld) mEq/1) (mEq/1) (mEq/1)
0 6 154 0.41 14. 8 0. 52 10.1 8.8 142 4.14 101
24 0. 06 1.6 0. 04 0.3 0.7 1 0. 28 1
30 6 147 0. 38 14. 3 0. 52 9.8 8.1 141 4.18 101
18 0. 03 2.3 0. 05 0.3 0.7 1 0. 33 1
100 6 144 0. 38 13. 2 0. 51 8.8 8.1 142 4. 26 101
15 = 0.01 1.1 0. 03 0.3 0.3 1 0. 23 2
300 6 146 0. 38 14.3 0. 50 10.1 8. 4 141 4. 24 100
16 0. 03 1.9 0. 05 0.2 0.5 1 0. 14 1
1000 6 136 0.40 15.3 0. 48 8.8 8.5 141 4. 28 101
16 0. 03 1.4 0. 05 0.4 6.3 1 0. 35 2

Each value is expressed as mean & SD.
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Table 16 — 1 Biochemical finding — Group mean values in female rats

< After treatment period >

Dose No. of GOT GPT ALP 7 -GTP ChE T. P. Alb. A/G T-Cho. T.G.

(mg/kg) animals (IU/1> (IU/1> U/ (IU/1>  (JU/)) (gr7dl) (g/d DD (mg/d1> (mg/dl)

0 6 67 25 266 0.71 217 5. 88 3.14 1. 15 86 32

12 6 77 0. 48 88 0.25 0.16 0. 08 12 10

30 6 58 25 248 0. 55 223 6. 07 3.18 1.12 86 50

8 5 25 0. 37 36 0.13 0.21 0.186 18 28

100 6 61 - 24 257 0. 37 214 5.88 3. 17 1. 13 82 33

S 4 53 0. 40 38 0.17 0.20 0.11 18 12

300 6 61 26 234 0. 84 200 6. 01 3.10 1. 07 84 58

12 4 48 0. 34 64 0.13 0. 08 0. 08 13 23

1000 6 62 286 285 0. 63 206 6. 02 3. 21 1. 14 82 50

11 5 83 0. 30 78 0. 26 0.18 0. 06 18 21

Each value

is expressed as mean & SD.
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Table 16 - 2

< After treatment period >

Biochemical finding — Group mean values

in female rats

Dose No. of Glu. T-Bil. BUN Crea. Ca P Na K Cl
(mg/kg) animals (mg/dl) mg/dl> (mg/dl) (mg/dl) mg/dl) (mg/dl) (mEq/1) (mEq/1l) mEq/1)

0 6 132 0. 25 14. 1 0. 51 9.7 7.1 141 3. 97 102

21 0. 03 1.0 0. 05 0.3 0.8 1 0.18 1

30 6 133 0. 24 16. 8 0. 54 9.8 6.8 141 3. 91 102

12 0. 03 2.2 0. 06 0.3 0.3 1 0.11 1

100 ¢ 118 0. 24 16. 2 0. 54 8.9 7.1 141 4. 08 103

2] 0. 03 2.6 0. 08 0.4 0.6 1 0.14 2

300 6 123 0. 22 16. 2 0. 49 8.9 7.1 141 3. 88 102

12 0. 01 1.5A 0. 04 0.1 0.6 1 0.22 1

1000 6 121 0. 24 16. 4 0.51 9.3 7.2 141 4. 05 101

14 0. 04 3.8 0. 05 0.3 0.3 1 0. 30 1

FEach value

is expressed as mean & SD.
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Table 17 — 1

Biochemical finding - Group mean values

< After recovery period >

in male rats

Dose  No. of GOT GPT ALP 7~GTP  ChE T. P. Alb. A/G T-Cho.  T.G.
(mgs/kg) animals (IU/1) QU1 U/ dusl AU/ (grdl) (g/dD) (mg/d1> (mg/d1)

0 6 54 33 274 0. 32 55 6. 23 3. 11 1. 00 104 100

3 8 52 0. 25 11 0. 22 0.13 0. 06 18 30

1000 6 56 37 259 0. 35 35%kx  6.14 3.01 0. 96 105 107

5 4 33 0.18 10 0.18 0.13 0. 05 23 29

Each value is expressed as mean & SD.

%% : Significantly different from control at

1%

level of probability



Table 17 - 2 Biochemical finding — Group mean values in male rats

< After recovery period >

Dose No. of Glu. T-Bil. BUN Crea. Ca P Na K Cl

(mg/kg) animals (mg/dl> (mg/dl) (mg/dl1) (mg/dl> (mg/dl) (mg/dl) mEq/1) mEq/1) (mEq/1)
0 6 156 0. 31 16.1 0. 55 10. 2 7.7 143 4. 42 103
14 0.02 1.4 0. 03 0.2 0.7 1 0.21 1
1000 6 167 0. 31 16. 4 0. 57 9. 8x 7.6 142 4. 77 103
9 0.02 2.4 0. 04 0.2 0.3 1 0.42 1

Each value is expressed as mean & SD.
% : Significantly different from control at 3% level of probability



Table 18 — 1

Biochemical finding — Group mean values

< After recovery period >

in female rats

Dose No. of GOT GPT ALP ¥ —GTP ChE T. P. Alb. A/G T—Cho. T. G.
(mg/kg) animals (IU/D) I/ 1D C(1U/7D (1u7) Ju/s (g/d1> (g/dl) (mg/d1) (mgr/dl)
0 6 54 27 214 0. 55 301 6. 27 3. 30 1.12 106 78
7 5 57 0.41 58 0. 20 D.16 0. 14 18 51
1000 6 59 26 212 0. 44 238 6.18 3. 24 1.11 88 45
15 3 45 0. 36 62 0.17 0. 24 0.12 12 15
Each value is expressed as mean & SD.



Table 18 - 2

Biochemical finding — Group mean values

< After recovery period >

in female rats

Dose No. of Glu. T-Bil. BUN Crea. Ca P Na K Cl
(mg/kg) animals (mg/dl) (mg/dld) (mg/dl) (mgr/dl) {<mg/dl) (mg/dld) (mEq/1) (mEq/1> mEq/1)
0 6 145 0. 28 17. 4 0. 57 10. 3 7.3 143 4. 30 103
5 0.03 2.0 0. 01 0.3 0.4 1 0. 32 0
1000 6 133x% 0. 26 16. 3 0. 55 10. 2 6.9 143 4. 47 103
12 0.03 1.2 0. 05 0.2 0.5 1 0. 25 1
Each value is expressed as mean & SD.
% : Significantly different from control at 5% level of probability
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Table 23 Absolute organ weight — Group mean values in male rats

< After treatment period >

Dose No. of B. W. Brain Liver Kidney Adrenal Testis
(mg/kg) animals (gd (g (g) g) (mg) (g

0 6 372 1.91 12. 58 2. 85 54.9 3.15

16 0.12 1. 01 0.18 7.7 0.07

30 6 336 1.94 10. 82 2. 52% 52.0 3.11

14 0.10 0. 54 0.19 8.4 0. 31

100 6 350 i.97 11.72 2. 65 53. 4 3.08
13 0. 04 0. 92 0. 09 9.7 0.18

300 6 357 1.98 12. 32 2. 86 56.3 3. 26
24 0. 68 1.16 0. 22 5.6 0. 26

1000 6 348 1. 92 11. 70 2.72 52. 3 3. 04
31 0. 08 1. 38 0.19 9.1 0.12

Fach value is expressed as mean and S.D.
% : Significantly different from control at 5% level of probability
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Table 24

Absolute organ weight — Group mean values in female rats

< After treatment period >

Dose No. of B. W. Brain Liver Kidney Adrenal Ovary
(mg/kg) animals (g) (g (g) g (mg> (mg)
0 6 217 1. 87 5. 81 1. 74 539. 6 83. 1

13 0. 04 0.71 0.10 4.0 20. 0

30 6 211 1. 78 6. 82 1. 63 64.1 81.2

15 0. 06 0. 73 0. 22 7.4 9.0

100 6 211 1.84 6. 86 1. 66 68. 8 80. 3
18 0. 07 0.92 0.16 5.4 10. 8

300 b 219 1.83 7.61 1. 82 £69.1 85. 0
12 0. 06 0.76 0.13 14. 5 18. 5

1000 6 215 1.81 7. 00 1. 76 71. 3%x 85. 4
10 0. 06 0. 60 0.16 5.6 16.0

Each value
¥ : Signi

is expressed as mean and S.D.
ficantly different from control at 1% level of probability
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Table 25 Absolute organ weight — Group mean values in male rats
< After recovery period >
Dose No. of B. W. Brain Liver Kidney Adrenal Testis
(mg/kg) animals (g> (g (g) (g) (ng) (g)

0 6 418 2. 06 13. 60 2. 86 61. 8 3.41

32 0. 07 1. 75 0. 24 5.3 0.19

1000 6 426 2. 00 14. 34 2. 88 57.89 3. 41

36 0. 06 1. 38 0. 26 7.8 0.15

Each value is expressed as mean and

S.D.
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Table 26

Absolute organ weight — Group mean values in female rats

< After recovery period >

Dose No. of B. W. Brain Liver Kidney Adrenal Ovary
(mg/kg) animals (gd (g) (g) (g (mg) (mg)
0 6 246 1. 89 7. 30 1. 82 69. 6 81.5

21 0. 02 1. 00 0. 20 10. 2 18.6

1000 6 245 1. 83 6. 94 1.77 66. 3 77.5
21 0. 05 0. 67 0.18 14. 6 13. 0

Each value

is expressed as mean and S.D.
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Table 27 Relative organ weight — Group mean values in male rats

< After treatment period >

Dose No. of B. W. Brain Liver Kidney Adrenal Testis
(mg/kg) animals (g) 6 &9 ) (mg%> (%)

0 6 372 0. 52 3. 38 0. 76 14. 74 0. 85

16 0. 03 0.22 0. 03 1. 72 0. 04

30 6 336 0. 58 3. 22 0.75 15. 51 0. 93

14 0. 03 0. 05 0. 04 2.58 0. 09

100 6 350 0. 56 3. 35 0.786 15. 30 0. 88
13 0. 01 0.15 0. 01 2. 85 0. 07

=00 ) 357 0. 56 3.45 0. 81 15. 86 0.982
24 0. 02 0.13 0. 08 1. 97 0. 089

10600 6 349 0. 55 3. 35 0.78 14. 97 0. 88
31 . 0. 04 0.12 0. 04 2.14 0.08

Each value is expressed as mean and S.D.
% : Significantly different from control at 5% level of probability
w%¥% : Significantly different from control at 1% level of probability
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Table 28

< After treatment period >

Relative organ weight — Group mean values

in female rats

Dose No. of B. W. Brain Liver Kidney Adrenal Ovary
(mg/kg) animals (g> %> %) (%> (mg%) (mg%)
o 6 217 0. 86 3.13 0. 80 27. 49 38.3

13 0. 04 0.17 0. 06 2. 04 8.7

30 6 211 0. 85 3.23 0. 77 30. 36 38. 6

15 0. 03 0.19 0. 05 2. 39 4.5

100 6 211 0.87 3. 29 0.78 32. 97 42. 9
18 0. 07 0.17 0. 09 5. 25 4.7

300 S 219 0. 84 2.47 0. 83 31.66 38.8
12 0. 06 0. 25 0. 03 7. 40 8.6

1000 6 215 0. 84 3. 26 0. 82 33. 27 39. 7
10 0. 06 0.18 0. 06 2. 88 6.8

Each value

is expressed as mean and S.D.
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Table 289 Relative organ weight — Group mean values in male rats
< After recovery period >
Dose No. of B. wW. Brain Liver Kidney Adrenal Testis
(mg/kg) animals (g> (¢79] %) %) (mg%) %)
0 6 418 0. 50 3. 25 0.69 14. 83 0. 82
32 0. 04 0.189 0. 05 1. 37 0. 06
1000 6 426 0.47 3. 37 0. 68 13. 68 0.81

36 0. 04 0.13 0. 04 2.22 0. 08

Fach value is expressed as mean and S.D.
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Table 30 Relative organ weight — Group mean values in female rats
< After recovery period >

Dose No. of B. W. Brain Liver Kidney Adrenal Ovary
(mg/kg) animals (g) ¢9) (%> 79 (mg%> (mg%)
0 6 246 0.77 2.87 0.74 28. 65 33.0
21 0. 06 0.21 0. 07 5.78 6.5
1000 6 245 0.75 2.84 0.72 - 27.29 31.8
21 0. 06 0.12 0. 08 6. 81 5.3

Each value

is expressed as mean and S.D.
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Table 31 Incidence of histological findings in male rats
< After treatment period >

Dose (mg/kg) 0 30 100 300 1,000
Organ : Findings No. of animals 6 6 6 b 6
Liver : Focal necrosis + 1 - - _ 0
Kidney : Eosinophilic bodies in proximal tubnle + 2 - - - 0
Focal tubular basophilic change + 2 - — - 9

+ : Slight, — : Not examined

No abnormalities detected in heart, adrenal, spleen from animals of control and 1,000 mg/kg groups.
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Table 32 Incidence of histological findings in female rats
< After treatment period >

Dose (mg/kg) 0 30 100 300 1,000

Organ : Findings No. of animals 6 8 6 6 6
Liver : Perilobular hepatocellular fatty change + | - - - 1
Kidney : Cyst + 0 - - - 1
Focal tubular basophilic change + 1 - - - 0

+ : Slight, — : Not examined
No abnormalities detected in heart, adrenal, spleen from animals of control and 1,000 mg/kg groups.
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Table 33 Incidence of histological findings in male rats
¢ After recovery period > '

Dose (mg/kg) 0 1,000
Organ : Findings No. of animals 6 6
Abnormalities ; 0 0

No abnormalities detected in brain and spinal cord from animals of control and 1,000 mg/kg groups.
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