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Table 1. Survival and mortality Exp. No. 1838 (115-009)

Sex Dose level Weeks of experiment Mortality
(mg/kg) 1 2 3 4 (%)
Male 0 10/10 10/10 10/10 10/10 : 0.0
100 55 5/5 5/5 5/5 0.0
300 5/5 5/5 5/5 5/5 0.0
1,000 10/10 10/10 10/10 10/10 0.0
Female 0 10710 10/10 10/10 10/10 0.0
100 5/5 5/5 5/5 5/5 0.0
300 55 5/5 5/5 5/5 0.0

1,000 10710 10710 10/10 10/10 0.0

Number surviving / Number per group.



Table 1. —continued Survival and mortality Exp. No. 1838 (115-009)

Sex Dose level Weeks of experiment Mortality
(mg/kg) 5 6 (%)
Male 0 5/5 5/5 0.0
1,000 5/5 5/5 0.0
Female 0 5/5 5/5 0.0
1,000 55 5/5 _ 0.0

Number surviving / Number per group.



Table 2. Clinical observation Exp. No. 1838 (115-009)
Sex: Male

Signs Dose level Weeks of experiment Total
(mg/kg) 1 2 3 4 1—-4
normal/Number per group 0 10710 10/10 10/10 10/10 10
100 55 5/5 5/5 5/5 5
300 55 5/5 5/5 5/5 5
1,000 10/10 10/10 10/10 10/10 10
sacrificed 0 0 0 0 5 5
100 0 0 0 5 5
300 0 0 0 5 5
1,000 0 0 0 5 5
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Table 2. -continued Clinical observation Exp. No. 1838 (115-009)

Sex: Male

Signs Dose level Weeks of experiment Total

(mg/kg) 5 6 (5 —6)

normal/Number per group 0 5/5 5/5 5
1,000 5/5 5/5 5

sacrificed 0 0 5 5
1,000 0 5 5
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Table 2. -continued Clinical observation Exp. No. 1838 (115-009)
Sex: Female
Signs Dose level Weeks of experiment Total
(mg/kg) 1 2 3 4 (1 —4)
normal /Number per group 0 10/10 10/10 10/10 10/10 10
100 55 5/5 5/5 5/5 5
300 55 5/5 5/5 5/5 5
1,000 10/10 10/10 10/10 10/10 10
sacrificed 0 0 0 0 5 5
100 0 0 0 5 5
300 0 0 0 5 5
1,000 0 0 0 5 5
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Table 2. -continued Clinical observation Exp. No. 1838 (115-009)

Sex: Female

Signs Dose level Weeks of experiment Total

(mg/kg) 5 6 (5 — 6)

normal/Number per group 0 5/5 5/5 5
1,000 5/5 5/5 5

sacrificed 0 0 5 5
1,000 0 5 5
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Table 3. Body weight Exp. No. 1838 (115-009)

(unit : g )
Sex Dose level Weeks of experiment
(mg/kg) 0 1 2 3 4
Male 0 144 + 3 202 + 8 256 + 10 301 + 9 343 + 19N
100 14 + 4 201 £ 5 254 + 10 297 + 18 330 + 20
300 14 + 6 203 + 7 256 + 7 295 + 8 326 + 8
1,000 144 + 4 202 + 5 250 + 6 285 10« 327 + 7
Female 0 119 + 5 150 + 9 174 £ 13 196 + 21 213 + 15
100 119 + 5 157 + 4 180 + 6 203+ 5 223+ 5
300 119 + 4 153+ 9 172 £ 12 191 + 19 208 + 21
1,000 119 + 4 154 + 7 176 + 11 193 + 14 214 + 19
Mean + S.D

Significant difference from control group; *: P<0.05  =*: P<0.01
: Non parametric analysis



Table 3. -continued Body weight

e nmres

Exp. No. 1838 (115-009)

( unit : g)
Sex Dose level Gain

(ng/kg) 0 — 4)
Male 0 199 + 18N
100 187 + 23

300 182 + 5=

1,000 183 + 7=

Female 0 94 + 16
100 104 £ 6

300 8 +18

1, 000 9% +18

Mean + S.D.
Significant difference from control group;

N: Non parametric analysis

x: P<0.05

*x: P<0.01
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Table 3. —-continued Body weight Exp. No. 1838 (115-009)

(unit : g )

Sex Dose level Weeks of experiment Gain
(mg/kg) 5 6 (4 — 6)
Male 0 387 + 27 414 + 25 64 + 6
1, 000 360 + 10 391 + 18 66 + 14
Female 0 234 + 14 243 t 13 25+ 7
1, 000 223 + 23 231 + 25 24 + 17

Mean + S.D.

Significant difference from control group; *: P<0.05 *x: P<0.01
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Figure 3. Food consumption
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Table 4. Food consumption Exp. No. 1838 (115-009)
( unit : g/week )

Sex Dose level  Weeks of experiment Total
(mg/kg) 1 2 3 4 0 — 4)
Male 0 149 + 10 166 + 11 1719 + 9 177 + 16 670 + 39
100 149 + 4 162 + 8 174 + 10 161 + 9 646 + 21
300 149 + 5 162 £+ 5 175 + 8 170 + 17 657 + 33
1,000 150 + 10 172 £ 10 182 + 5 179 + 16 684 + 34
Female 0 113 + 119 + 11 130 + 18 122 +13 485 t 45
100 121+ 9 125 + 8 132 + 10 125 + 4 503 + 28
300 119+ 4 120 £ 9 128 + 12 123+ 9 491 + 30
+ 127 + 8 139+ 9 133 + 10 517 + 30

1,000 117

Mean + S.D.
Significant difference from control group; *: P<0.05 *x: P<0.01



Table 4. ~continued Food consumption

Exp. No. 1838 (115-009)
( unit : g/week )

Sex Dose level Weeks of experiment Total
(mg/ke) 5 6 5 — 6)
Male 0 202 + 16 175 + 8 377 + 21
1,000 199 + 11 178 + 16 377 + 23
Female 0 142 + 11 121 + 17 263 + 27
1,000 151 £ 10 125 + 6 276 + 15
Mean t S.D.
Significant difference from control group; *x; P<0.05 *x; P<0.01



Table 5. Hematology Exp. No. 1838 (115-009)
Week: 4
Sex  Dose level  No. of HCT HGB RBC MCY MCH MCHC
(mg/kg) animals %) (g/d1) (x10°/ maf) i (pg) )
Male 0 5 46.6 £ 0.7 14.3 £ 0.2 7.57 +0.29 61.6 + 2.2 19.0 £ 0.7 30.8 + 0.1N
100 5 47.4 £ 1.1 14.3 £ 0.3 7.69 +0.19 61.6 + 1.3 18.6 + 0.4 30.2 + 0.2
300 5 47.6 + 1.7 14.2 £ 0.5 7.68 + 0.43 62.1 + 2.0 18.5 + 0.7 29.8 + 0.6%x
1,000 5 48.1 +1.2 14.4 £0.3 7.89 +0.15 60.9 + 1.6 18.2 £ 0.5 29.9 £ 0.2%
Female 0 5 46.2 + 1.1 13.8 £ 0.5 7.42 +0.28 62.3+ 1.3 18.6 + 0.3 29.9 + 0.4
100 5 47.3 £ 2.7 13.9 £ 0.7 7.51 +0.29 63.0 + 1.9 18.5 + 0.5 29.4 + 0.3
300 5 46.6 + 0.7 13.8 + 0.3 7.44 +0.34 62.7 + 2.5 18.5 + 0.9 29.6 + 0.5
1,000 5 46.3 + 1.2 13.7 £ 0.5 7.46 +0.21 62.1 + 1.9 18.4 + 0.6 20.6 + 0.4
E?Sl"ﬁ%iisﬁf difference from control group;  *: P<0.05  #+: P<0.01

N: Non parametric analysis



Table 5. —continued Hematology Exp. No. 1838 (115-009)

Week: 4 '

Sex Dose level No. of PLT WBC Differential leukocyte counts (%)
(mg/! i NEUT LYMPH MONO

kg) animals (x10°/m’) (x10°/mn’) EOSN BASO LUC
Male 0 5 1199 + 63 12.3 £+ 2.7 12+ 3 84 + 3 2+ 1 1+ 0 0+ 0 1+ 0
100 5 1221 + 62 13.6 + 1.8 12+ 2 84 + 2 2+ 1 1+ 0 02 0 1+ 0
300 5 1180 + 118 12.7 + 3.4 9+ 1 89 + 2 1+ 1 1+ 0 0+ 0 1+ 1
1,000 5 1107 + 48 12.2 + 2.3 13+ 3 84+ 3 1+ 1 1+ 0 0+ 0 1+ 0
Female 0 5 1190 + 164 6.5+ 2.1 11+ 28 8 + 2N 1+ 0 1+ 0 0+ 0 0+ 1
100 5 1205 + 110 6.3+ 1.9 12 + 86 + 3 1+ 1 1+ 0 0 0 0+ 0
300 5 1117 + 88 6.1+ 1.3 13 + 85 + 10 1+ 1 1+ 0 0+ 0 0+ 0
1,000 5 1110 + 112 83+ 2.4 10 + 87+ 1 1+ 0 1+ 0 0+ 0 0+ 1

LUC: Large unstained cells
Mean

+ S.D.
Significant difference from control group;  *: P<0.05  *x: P<0.01
N: Non parametric analysis



Table 5. —continued Hematology Exp. No. 1838 (115-009)
Week: 6
Sex Dose level No. of HCT HGB RBC MCV MCH MCHC
(mg/ke) animals (%) (g/dl) (x10°/ ) (4a’) (pg) (%)
Male 0 5 46.7 £ 0.6 14.9 + 0.1 8.08 +0.21 57.9 ¢+ 0.9 18.5 £ 0.4 31.9+ 0.3
1,000 5 45.4 + 1.2 14.4 £ 0. 3 7.87 £+ 0.44 57.8 + 2.3 18.3 £+ 0.7 31.7+ 0.2
Female 0 5 . 44.9 + 1.3 14.3 £ 0.4 7.75 £ 0.32 57.9 + 1.3 18.4 £ 0.6 3.7+ 0.3
1,000 5 43.8 + 1.0 14.0 £ 0.2 7.42 £ 0.14 59.1 ¢+ 1.4 18.9 £+ 0.3 32.0+ 0.9
Mean + S.D.
Significant difference from control group; *: P<0.05 =*: P<0.01
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Table 5. -continued Hematology Exp. No. 1838 (115-009)
Week: 6

Sex Dose level No. of PLT WBC Differential leukocyte counts (%)
(mg/ke) animals {x10°/mx’) (x10°/ur’) NEUT LYMPH MONO EQSN BASO LUC
Male 0 5 1238 + 60 12.4 + 3.3 11+ 4 8 t 5 2+ 2 1+ 0 0+ 0 1+ 0
1,000 5 1093 + 94x= 14.5 + 2.4 12+ 4 85 + 5 2+ 1 1+ 0 0+ 0 1+ 0
Female 0 5 1196 + 156 10.7 + 2.4 8+ 2 8 + 2 1+ 1 1+ 0 0+ 0 1+ 0
1,000 5 1107 £+ 75 6.9 £+ 2.1= 12 + 4 84+ 5 2+ 1 11+ 1 0+ 0 0+ 1

LUC: Large unstained cells
Mean + S.D.
Significant difference from control group; *: P<0.05 *x: P<0.01



1V \GIiIwvGL AT (V) Uty 1 age -+

Table 6. Coagulation Exp. No. 1838 (115-009)
Week: 4

Sex Dose level No. of
(mg/kg animals (sec.) (sec.)
Male 0 5 14.8 £ 0.6 23.0 £ 1.4
100 5 14.5 £+ 0.4 21.8 £ 0.6
300 5 14.5 £+ 0.7 24.0 +1.8
1,000 5 14.5 £ 0.4 22.6 £ 2.0
Female 0 5 16.0 £+ 0.4 21.2 £ 2.1
100 5 15.7 + 0.5 21.1 £1.4
300 5 15.5 £ 0.3 19.2 + 1.2
1,000 5 15.4 £+ 0.4 18.9 + 1.4
Mean + S.D.

Significant difference from control group; *: P<0.05 *x: P<0.01
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Table 6. -continued Coagulation Exp. No. 1838 (115-009)

Week: 6
Sex Dose level No. of PT APTT
(mg/kg) animals (sec.) (sec.)
Male 0 5 15.4 £ 0.5 27.1 £ 2.3
1,000 5 15.2 + 0.6 26.9 +1.8
Female 0 5 15.5 £+ 0.5 22.1 +1.4
1,000 5 16.3 £ 0.5+ 25.2 +4.2

Mean + S.D.
Significant difference from control group; *: P<0.05 **: P<0.01



Table 7. Blood chemistry . No. 1838 (115-009)
Week: 4
Sex Dose level  No. of BUON Creatinine T. cholesterol T. protein Albumin A/G
(mg/kg) animals (mg/dl) (mg/dl) (mg/d}) (g/dl) (g/dl)
Male 0 5 12.4 + 1.9 0.59 +0.03 49 + 16 5.34 +0.13 2.98 1 0.07 1.27 £ 0.08
100 5 1.5+ 1.9 0.56 +0.07 481+ 5 5.24 £ 0.08 2.93 +0.07 1.27 ¢+ 0.03
300 5 13.1 ¢+ 2.3 0.55 +0.10 4 + 15 5.10 £ 0.21 2.83 + 0.09« 1.25 £ 0.04
1,000 5 11.3 + 1.5 0.59 + 0.06 47+ 9 5.25 + 0.06 2.94 +0.09 1.28 + 0.08
Female 0 5 14.5 + 2.9 0.60 +0.03 4 110 5.55 + 0.27 3.24 +0.20 1.40 £ 0.06
100 5 16.0 + 1.2 0.54 +0.11 52 120 5.73 £ 0.24 3.32 £0.20 1.38 +0.10
300 5 16.1 £ 3.7 0.63 + 0.06 56 t 14 5.43 + 0.13 3.14 £ 0.05 1.37 £ 0.03
1,000 5 14.3 + 4.8 0.58 + 0.06 61 + 11 5.52 + 0.26 3.22 +0.21 1.40 £ 0.09
g‘ie?mni:ftigégi: difference from control group; *: P<0.05  *x: P<0.01



Table 7. —continued Blood chemistry

Exp. No. 1838 (115-009)

Week: 4
Sex Dose level No. of Glucose Triglyceride GOT GPT ALP Gamma—-GTP
mg/kg)  animals  (ng/dl) (ng/d1) /1) (/1) /1) (U/1)
Male 0 5 134 £ 19 56.4 + 13.2 61+ 6 13: 1 151 + 23 0.0 % 0.0N
100 5 138 + 14 51.3 + 14.5 65+ 2 12+ 3 176.+ 48 0.1 0.2
300 5 146 + 11 52.2 + 24.7 57+ 6 13: 3 154 + 21 0.2 +0.3
1,000 5 13711 3%.3: 6.1 56+ 7 51 4 153 + 22 0.2 +0.2
Female 0 5 112 + 14 27.8 + 5.3 5+ 8 1Bt 1 102 + 16 0.9 £ 0.5
100 5 150 + 30+  34.6 15.9 54 4 5+ 4 105 ¢ 20 0.2 £ 0.2%+
300 5 133 + 8 %.2 + 5.1 55 + 13+ 3 ot 17 0.3 £ 0.3+
1,000 5 120 + 14 42.1 £ 13.1 51+ 10 4t 6 12 + 23 0.4 +0.3¢

Mean + S.D.
Significant difference from control group; *: P<0.05 xx: P<(0.01
N: Non parametric analysis



Table 7. ~continued Blood chemistry Exp. No. 1838 (115-009)

Week : 4

Sex Dose level No. of Sodium Potassium Chloride Calcium I. phosphate
(ng/kg) animals {(m mol/1) {(m mol/1) {m mol/1) (mg/dl) (mg/d1)
Male 0 5 141.3 £ 0.8 4.97 £ 0.23 106.6 £ 1.6 9.52 +0.14 8.09 + 0.53
100 5 141.1 £ 0.7 4.95 +0.29 106.4 £ 0.7 9.11 £ 0. 12+« 7.60 £ 0.34
300 5 140.6 + 1.3 4.89 £ 0.38 107.4 £ 1.0 9.17 1 0. 16« 7.72 + 0.62
1, 000 5 139.7 £ 1.4 4.94 £0.34 105.4 £ 1.0 9.40 £+ 0.14 7.58 +0.35
Female 0 5 142.2 + 0.8 4.8 +0.13 108.8 + 1.8 9.23 + 0.08 6.29 +0.15
100 5 141.7 £ 0.5 4.54 +0.21 109.1 £+ 2.0 9.56 1 0. 21+ 6.37 £ 0.26
300 5 141.4 + 1.4 4.64 +0.28 109.8 + 1.5 9.51 +0.14= 6.05 + 0.49
1,000 5 140.8 £ 1.2 4.53 +0.30 106.8 + 1.2 0.66 + 0.19*= 6.27 £ 0.28
Mean + S.D.
Significant difference from control group; *: P<0.05 *x: P<0.01



Table 7. —-continued Blood chemistry Exp. No. 1838 (115-009)
Week: 6 .
Sex Dose level No. of BUN Creatinine T. cholesterol T. protein Albumin A/G
(mg/ke) animals (mg/dl) mg/ (mg/dl) (g/dl) (g/dl)
Male 0 5 11.2 + 2.2 0.58 + 0.03 51 +21 5.65 1 0.21 3.02 + 0.08 1.15 £ 0.04
1,000 5 13.0 ¢+ 1.9 0.63 £ 0.02%x 43+ 8 5.33 + 0.09%x 2.86 + 0. 09xx 1.16 £+ 0.07
Female 0 5 13.7 + 0.9 0.65 + 0.05 64 + 13 5.84 +0.17 3.38 + 0.22N 1.37 £+ 0.12
1,000 5 15.2 + 1.5 0.63 £ 0.03 5 + 7 5.69 + 0.09 3.27T +0.04 1.36 £ 0.06
Mean * S.D.
Significant difference from control group; *; P<0.05 *x: P<0. 01

N: Non parametric analysis



Table 7. ~continued Blood chemistry

Exp. No. 1838 (115-009)

Week: 6
Sex Dose level  No. of Glucose Triglyceride GOT GPT ALP Gamma—GTP
(mg/kg) animals (mg/dl) (mg/dl1) (U/1) (U/1) (U/1) (U/1)
Male 0 5 146 + 19 48.2 +17.2 465+ 7 17 + 126 + 24 0.0 +0.0
1,000 5 151 + 21 45.0 + 14.7 2+ 7 18 ¢+ 141 + 30 0.1 £0.1
Female 0 5 131 £ 21 42.5 + 12.0N 48+ 8 15 + 72+ 17 0.3 £0.4
1,000 5 125 + 9 4.8+ 3.7 46 + 4 13 + 8+ 30 0.3 +0.4
Mean 4 S5.D
*: P0.05  **: P<0.01

Significénf difference from control group;

Non parametric analysis



Table 7. -continued Blood chemistry

Exp. No. 1838 (115-009)

Week: 6
Sex Dose level No. of Sodium Potassium Chloride Calcium I. phosphate
(mg/kg) animals (m mol/1) (m mol/1) {m mol/1) (mg/dl) (mg/dl)
Male 0 5 142.2 + 1.5 4.94 +0.35 106.8 + 1.7 9.52 + 0.29 7.35 + 0.58
1,000 5 142.4 £ 0.7 4.49 + 0.24+ 107.7 + 1.5 9.47 £+ 0.14 6.73 + 0.32
Female 0 5 141.6 £ 0.8 4.46 +0.18 108.2 + 2.1 9.45 + 0.17 6.02 +0.38
1,000 5 142.3 £ 1.5 4.47 +0.30 109.6 + 1.8 9.37 +0.17 5.36 + 0.63
Mean t S.D.
Significant difference from control group; *: P<0.05 x*: P<0.01



Table 8. Urinalysis Exp. No. 1838 (115-009) '
Week: 4

Sex Dose level No. of Volume Specific Gravity
(ng/kg) animals (ml)

Male 0 5 8+ 2 1.053 + 0.013
100 5 8+ 2 1.061 + 0.016

300 5 T+ 2 1.070 + 0.017

1,000 5 6+ 1 1. 067 + 0.006

Female 0 5 5+ 2 1.065 + 0.015
100 5 5t 2 1.070 + 0.025

300 5 5+ 1 1.077 + 0.011

1,000 5 6+ 2 1.069 + 0.017

Mean % S.D.
Significant difference from control group; *: P<0.05 x*: P<0.01



Table 8. -continued Urinalysis Exp. No. 1838 (115-009)
Week : 4

Sex Dose level  No. of Color Turbidity pH
(mg/kg) animals 1234561738 91011 Clear Muddy 555665775885 =9
Male 0 5 5 5 4 1
100 5 41 5 1 4
300 5 4 1 5 1 21
1,000 "5 41 5 2 3
Female 0 5 5 5 1 4
100 5 41 5 211
300 5 41 5 3 2
1,000 5 41 5 4 1

Color : 1= Colorless, 2= Slifht yellow, 3= Yellow-brown, 4= Red, 5= Red-brown, 6= Dark red, 7= Dark brown,
8= Brown-black 9= Milky white, 10= Fluoresent green, 11= Blue.



Table 8. -continued Urinalysis Exp. No. 1838 (115-009)
Week : 4
Sex Dc(;se level  No. of chult I_Slood Ke1_:ones_ Glx_Joose (%/dl)
ng/kg animals +/- 1+ 2+ 3+ +/- 1+ 2+ 3+ 4+ 0.1 0.250.5 21.0
Male 0 5 5 1 4 5
100 5 5 3 2 5
300 5 5 1 3 1 5
1, 000 5 5 2 3 5
Female 0 5 4 1 3 2 5
100 5 5 4 1 5
300 5 5 3 2 5
1,000 5 5 4 1 5




Exp. No. 1838 (115-009)

Table 8. -continued Urinalysis
Week: 4
Sex Dczse level  No. of Prgtein _( dl) Bi}irubin Urobilino%en (E. U. /dl
ng/kg) animals +/- 30 100 =300 1+ 2+ 3+ 0.11.02.04.080 =12
Male 0 5 4 1 4 5
100 5 4 1 3 2 2 3
300 5 2 2 5 5
1,000 5 1 4 5 3
Female 0 5 3 2 2 3 5
100 5 4 3 2
300 5 5 5
1, 000 5 1 4 1 4 1 3




Table 8. -continued Urinalysis : Microscopic examination of sediment Exp. No. 1838 (115-009)
Week: 4

Sex Dose level  No. of Erythrocytes Leukocytes Epith. Cells Casts Fat glob. M. threads
(ng/kg) animals -1+ 2+ 3+ -1+ 2+ 3+ - 1+ 2+ 3+ - 1+ 2+ 3+ -+ -+
Male 0 5 5 5 5 5 5 5
100 5 5 3 2 5 5 5 5
300 5 5 3 2 5 5 5 5
1,000 5 5 4 1 5 5 5 5
Female 0 5 5 5 5 5 5 5
100 5 5 311 5 5 5 5
300 5 5 1 31 5 5 5 5
1,000 5 5 3 2 4 1 5 5 5




Table 8. —continued Urinalysis : Microscopic examination of sediment Exp. No. 1838 (115-009)
Week: 4

Sex Dose level No. of others
(mg/kg) animals -+

Male 0
100

300

1,000

(S BN S ) BN & 2 B 51}
[SANNNN 2 B &2 &) |

Female 0
100

300

1,000

[S20NNNS ) B S ) BN &) |
(52BN S IS |




Table 8. -continued Urinalysis Exp. No. 1838 (115-009)
Week: 6
Sex Dose level No. of Volume Specific Gravity
(mg/kg) animals (m})

Male 0 5 8+ 1IN 1.062 + 0. 004N

1,000 5 T+ 2 1.072 £ 0.018
Female 0 5 6+ 2 1.068 + 0.021

1,000 5 3+ 1 1.101 + 0. 014+=

Mean +S.D

Significant difference from control group;
N: Non parametric analysis

*: P<0.05

=*: P<0.01



Table 8. —-continued Urinalysis Exp. No. 1838 (115-009)
Week: 6

Turbidity

Sex Dose level No. of Color pH
(mg/kg animals 123 456738 91011 Clear Muddy 55566.577588.5 =9
Male 0 5
1, 000 ) 5 5 2 3
Female 0 5 5 5 1 31
1,000 5 | 5

Color : 1= Colorless, 2= Slight yellow, 3= Yellow-brown, 4= Red, 5= Red-brown, 6= Dark red, 7= Dark brown,
8= Brown-black 9= Milky white, 10= Fluoresent green, 11= Blue.



Exp. No. 1838 (115-009)

Table 8. —-continued Urinalysis
Week: 6
Sex Dose level  No. of Occult Blood Ketones Glucose (%/dl)
{ng/kg) animals - +/- 1+ 2+ 3+ - +/- 1+ 2+ 3+ 4+ - 0.1 0.250.5 =21.0
Male 0 5 5 5
1,000 5 1 2 2 5
Female 0 5 1

1,000 5




Exp. No. 1838 (115-009)

Table 8. —-continued Urinalysis
Week: 6
Sex Dose level No. of Protein (mg/dl) Bilirubin Urobilinogen (E.U. /dl)
(mg/kg) animals - +/- 30 100 =300 - 1+ 2+ 3+ 0.11.02.04.0 80 =212
Male 0 5 2 3 1
1,000 5 2 2 1 5
Female 0 5 1 1 2
1,000 5 3 2 5




Table 8. -continued Urinalysis : Microscopic examination of sediment Exp. No. 1838 (115-009)
Week: 6
Sex Dose level No. of Erythrocytes Leukocytes Epith. Cells Casts Fat glob. M. threads
(mg/kg) animals -1+ 2+ 3+ -1+ 2+ 3+ - 1+ 2+ 3+ - 1+ 2+ 3+ -+ - +

Male 0 5 5 3 2 5 5 5 5

1,000 5 5 3 2 5 5 5
Female 0 5 5 4 1 5 5 5

1,000 5 5 5 5




Table 8. —continued Urinalysis : Microscopic examination of sediment Exp. No. 1838 (115-009)
Week: 6
Sex Dose level No. of
(mg/kg) animals

Male 0 5

1,000 5
Female 0 5

1,000 5




Table 9. Organ weight : Exp. No. 1838 (115-009)
Week: 4

Sex Dose level  No. of Body Weight Brain Liver Kidneys Spleen
(mg/kg) animals (®) (®) (® (® (8)
Male 0 5 336 + 17 2.01 £ 0.07 9.58 + 0.77 2.56 + 0.11 0.54 + 0.10
100 5 330 + 20 2.03 + 0.06 9.61 + 0.60 2.50 + 0.17 0.58 + 0.08
300 5 326 + 8 2.06 + 0.10 9.61 + 0.54 2.65 ¢+ 0.15 0.57 + 0.08
1,000 5 329+ 7 2.03 + 0.08 9.12 + 0.64 2.62 + 0.24 0.56 + 0.10
Female 0 5 207 + 14 ©1.88 1 0.08 5.89 + 0.57 1.69 + 0.13 0.41 + 0.09
100 5 223t 5 1.90 + 0.06 6.76 £ 0.62 1.80 + 0.11 0.39 £+ 0.06
300 5 208 + 21 1.88 + 0.06 6.22 + 0.48 1.70 £+ 0.09 0.39 + 0.03
1,000 5 220 + 15 1.92 + 0.03 6.56 + 0.64 1.91 + 0.17 0.44 + 0.04

Mean + S.D.
Significant difference from control group; *: P<0.05 *x: P<0.01



Table 9. —-continued Organ weight

Exp. No. 1838 (115-009)

Week: 4
Sex Dose level  No. of Adrenals Testes Ovaries
(mg/kg) animals (mg) (8) (mg)
Male 0 5 B1+ 3 2.8+ 0.20
100 5 54+ 6 292+ 0.05
300 5 51+ 4 291+ 0.15
1,000 5 47+ 8 2.85+ 0.20
Female 0 5 66 + 4 7+ 5
100 5 0+ 7 8 t 11
300 5 68+ 3 8 + 11
1,000 5 63+ 9 8 + 10
Mean + S.D

Significant difference from control group;

*: P<0.05 =: P<L0.01



Table 9. —-continued Organ weight

Exp. No. 1838 (115-009)

Week : 6
Sex Dose level No. of Body Weight Brain Liver Kidneys Spleen
(mg/kg) animals (g) (g) (®) (g (8)
Male 0 414 + 25 2.14 £+ 0.06 11.78 + 1.36 3.00 £+ 0.35 0.75 £+ 0.12
1,000 391 + 18 2.11 + 0.06 10.29 + 1.34 2.74 + 0.19 0.66 + 0.10
Female 0 5 243 + 13 1.96 + 0.05 6.72 + 0.57 1.80 + 0.10 0.50 + 0.07
1,000 5 231 +25 1.90 + 0.07 6.07 + 0.43 1.82 + 0.16 0.43 + 0.08
Mean t S.D.
Significant difference from control group; *: P<0.05 *xx: P<0.01



Table 9. -continued Organ weight : Exp. No. 1838 (115-009)
Week: 6

Sex Dose level No. of Adrenals Testes Ovaries
(mg/kg) animals (mg) (8) (mg)
Male 0 5 52 + 6N 2.92 + 0.22
1,000 5 57+ 1 3.01 £+ 0.25
Female 0 5 64 + 3 85+ 5
1,000 5 63+ 7 84 + 12

Mean + S.D.
Significant difference from control group; *: P<0.05 *: P<0.01
N: Non parametric analysis



Exp. No. 1838 (115-009)

Table 10. Organ weight per body weight
Week: 4
Sex Dose level  No. of Body Weight Brain Liver Kidneys Spleen
Wg/ke)  animals @ @ %) & @
Male 0 5 336 + 17 0.600 + 0.029 2.851 £ 0.174 0.762 + 0. 045 0.160 + 0. 024
100 5 330 + 20 0.618 + 0.047 2.909 + 0.051 0.757 + 0.032 0.176 + 0.016
300 5 326 + 8 0.631 + 0.036 2.947 + 0. 166 0.812 + 0.052 0.174 + 0.021
1,000 5 329+ 7 0.617 + 0.021 2.771 +0.211 0.796 + 0.071 0.169 + 0.030
Female 0 5 207 + 14 0.908 + 0.068 2.841 +0.188 0.817 £ 0.068 0.197 + 0.039
100 5 223 + 5 0.851 + 0.041 3.025 + 0.253 0.805 + 0.059 0.176 + 0.024
300 5 208 + 21 0.913 + 0.081 3.001 + 0.197 0.823 + 0.052 0.191 + 0.030
1,000 5 220 + 15 0.873 1 0.049 2.971 +0.103 0.866 + 0.030 0.202 + 0.031

Mean + S.D.
Significant difference from control group;

*: P<0.05

*x; P<0.01



Table 10. ~continued Organ weight per body weight

Exp. No. 1838 (115-009)

Week: 4
Sex Dose level  No. of Adrenals Testes Ovaries
(mg/kg animals (%) (%) (%)
Male 0 5 0.015 £ 0.001 0.841 + 0.080
100 5 0.016 + 0.002 0.887 + 0.072
300 5 0.016 % 0.001 0.891 £ 0.052
1,000 5 0.014 £ 0.002 0.864 + 0.052
Female 0 5 0.032 £ 0.001 0.038 + 0.005
100 5 0.031 £ 0.004 0.039 + 0.005
300 5 0.033 £ 0.003 0.041 + 0.005
1,000 5 0.029 + 0.002 0.039 + 0.002
Mean i+ S.D.
Significant difference from control group; *; P<0.05 **: P<0.01



Table 10. -continued Organ weight per body weight Exp. No. 1838 (115-009)
Week: 6
Sex Dose level No. of Body Weight Brain Liver Kidneys Spleen
(mg/kg) animals (8) (%) (%) (% (%)
Male 0 5 414 + 25 0.519 + 0.031 2.841 +0.180 0.723 + 0. 052 0.180 + 0.019
1,000 5 391 t 18 0.541 +0.028 2.625 + 0.237 0.700 + 0. 025 0.168 + 0.017
Female 0 5 243 + 13 0.808 + 0.029N 2.762 1 0.185 0.741 + 0.025 0.204 + 0.025
1,000 5 231 £25 0.831 £ 0.094 2.636 + 0.168 0.789 .+ 0.050 0.187 + 0. 030
Mean + S.D.
Significant difference from control group; *: P<0.05 xx: P<(.01

N: Non parametric analysis



Table 10. -continued Organ weight per body weight
Week: 6

Exp. No. 1838 (115-009)

Sex Dose level No. of Adrenals Testes Ovaries
(mg/kg) animals (%) (%) (%)
Male 0 5 0.012 + 0.001 0.707 + 0.056
1,000 5 0.015 + 0.001*= 0.772 + 0.079
Female 0 5 0.027  0.002 0.035 £ 0.002
1,000 5 0.028 + 0.003 0.036 + 0.002

Mean 1 S.D.
Significant difference from control group; x: P<0.05 *x; P<0.01



Table 11. Summary of gross findings ( sacrificed at 4 Week ) Exp. No. 1838 (115-009)
Sex: Male

Dose level ( mg/kg ) 0 100 300 1,000
No. of animals necropsied 5 5 5
Organ Findings

RESPIRATORY SYSTEM
lung red patch/zone 0 0 0 1




Table 11. -continued Summary of gross findings ( sacrificed at

Sex: Female

4 Week )

Exp. No. 1838 (115-009)

Dose level ( mg/kg )
No. of animals necropsied
Organ Findings

100
5

300 1,000
5 5

RESPIRATORY SYSTEM
lung edena

URINARY SYSTEM
kidney scarred

REPRODUCTIVE SYSTEM
ovary cyst




Table 11. —continued Summary of gross findings ( sacrificed at 6 Week ) Exp. No. 1838 (115-009)
Sex: Female

Dose level ( mg/ke ) 100 300 1,000
No. of animals necropsied 0 0 5
Organ Findings

HEMATOPOIETIC SYSTEM

spleen nodule - - 0
RESPIRATORY SYSTEM

lung nodule - - 0
REPRODUCTIVE SYSTEM

uterus dilated lumen - - 1
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Table 12. Summary of histological findings ( sacrificed at 4 Week ) Exp. No. 1838 (115-009)
Sex: Male

Dose level (mg/keg ) . 0 100 300 1,000

No. of animals initially in study 5 5 5 5

No. of animals necropsied . 5 5 5 5

No. of animals examined histologically 5 0 0 5

Organ Findings 123 1 23 1 23 1 2 3

CARDIOVASCULAR SYSTEM »

heart i (5) (0 (0) )
degeneration 000 - - - - - - 100
infiltration/cellular 0 00 - - - - - - 00

DIGESTIVE SYSTEM

liver ) i (5) (0 (0 (5
cytological alteration 1 00 - - - - - = 0 00
fatty change . 500 - - - - - - 300
single cell necrosis 1 00 - - - - - - 0 00
granulation 4 00 - - - - - - 4 0 0
infiltration/cellular = 1 00 - - - - - - 0 00
extramedullary hematopoiesis 2 00 - - - - - - 0 00

URINARY SYSTEM

kidney . (5) (0 (0 (5)
basophilic change 300 - - - - - - 4 00
deposit of calcium 1 00 - - - - - - 1 00
eosinophilic body 0 00 - - - - - - 2 00
vacuolic 1 00 - - - - - - 0 00
fibrosis 0 00 - - - - - - 1 00

ENDOCRINE SYSTEM

adrenal gland . ( 5) (0) (0 (5)
vacuolic change 500 - - - - - - 500

1: slight  2: moderate 3: marked
(): No. of animals examined microscopically at this site.
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Table 12. —continued Summary of histological findings ( sacrificed at 4 Week ) Exp. No. 1838 (115-009)
Sex: Female
Dose level (mg/kg ) . 0 100 300 1,000
No. of animals initially in study 5 5 5 5
No. of animals necropsied 5 5 5 5
No. of animals examined histologically 5 0 0 5
Organ Findings 1 2 3 1 2 3 1 2 3 1 2 3
CARDIOVASCULAR SYSTEM :
heart (5) (0) (0) (5)
infiltration/cellular 0 00 - - - - - - 1 00
DIGESTIVE SYSTEM
liver L. (5 (0) (0) ( 5)
eosinophilic body 1 00 - - - - - - 0 00
fatty change 3 00 - - - - - - 4 0 0
granulation 500 - - - - - - 4 00
URINARY SYSTEM
kidney basophilic chang (5) 30 0 (0) (0) (5 30 0
ilic e - - - - - -
deposit of calcium 2 00 - - - - - - 1 00

1: slight 2: moderate 3: marked
(): No. of animals examined microscopically at this site.
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