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Table 12-2. -continued Electrophoresis N Exp. No. 9934 (115-213)
---Recovery period---

Sex Dose level No. of Albumin Alpha-1 Alpha-2 Beta Gamma
{mg/kg) animals (g/dL} ) (g/4L) (g/dL) {g/dL} (g/dL)
Male 0 4 2.70+ 0.14 1.27 * 0.24 0.45 t 0.03 0.81 + 0.04 0.24 + 0.05
1,000 5 2.75 £ 0.12 1.21 % 0.12 0.46 + 0.06 0.88 £ 0.07 0.23 + 0.08
Female 0 5 3.00 £ 0.06 1.16 £ 0.08 0.45 £ 0.02 0.88 + 0.04 0.37 £ 0.07
1,000 5 3.05 + 0.18 1.13 % 0.13 0.49 £ 0.02*%% 0.95 £ 0.06 0.33 + 0.08
Mean £ S.D.
Significantly different fram centrol group; **: P<0.01 (Dunnett)
Table 13-1. Urinalysis Exp. No. 9934 (115-213}
---Administration period---
Sex Dose level No. of Volume Osmotic pressure Sodium Potassium Chloride
(mg/kg) animals (L} (mOam/kg) (mmol /L) (mmol/L} (mmol/L)
Male 0 10 12.1 2 4.1 1550 £ 532 122 £+ 49 254.8 & 94.5 170.0 £ 68.7
100 5 16.8 + 13.1 1469 £ 477 120+ 40 233.2 %&£ 75.5 161.5+ 57.2
300 5 17.1+ 7.5 1321 £ 425 116 £ 40 216.1+ 70.1 142.1+ 50.8
1,000 1o 1.1+ 2.1 1571 = 355 128 + 26 252.2 + 58.0 170.6 = 41.4
Female 0 10 . 5.8+ 7.1 1205 = 385 99 + 33 187.5+ 61.5 127.? + 43.3
100 5 10.9+ 4.2 1378 + 515 109 = 47 214.2 £ 78.4 145.0 =+ 58.3
300 S 10.3+ 3.8 1692 + 516 119+ 41 251.8 £ 67.6 168.6 + 57.7
1,000 10 11.2+ 3.3 1388 = 347 115+ 26 212.3 = 59.0 145.6 + 35.8
Mean £ S.D.
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Table 13-1. ~continued Urinalysis Exp. No. 9934 (115-213)
---Administration period--- k
Sex Dose level No. of Sodium Potassium Chloride
(mg/kg) animals (mmol /day) (mmol/day) {mmol /day)
Male 0 10 1.34 + 0.37 2.76 + 0.40 1.84+ 0.35
100 5 1.61 % 0.42 3.16 £ 0.89 2.15 % 0.55
300 5 1.78 £ 0.33 3.31 % 0.39 2.18 + 0.41
1,000 1o 1.3% + 0.12 2.72 £ 0.29% 1.83 + 0.15
Female 0 10 1.38 % 0.16 2.63 + 0.34 1.79 + 0.23
100 5 1.04 = 0.14%+ 2.09 + 0.26%* 1.35 & 0.12*+
300 5 1.10 & 0.16%* 2.38 £ 0.39 1.56 % 0.21
1,000 10 1.23 + 0.16 2.24 + 0.35* 1.54 £ 0.20*
Mean * S.D.

Significantly different froam control group; *: P<0.05

*¥: P<0.01 (Dunnett)

Table 13-1. -continued Urinalysis Exp. No. 9934 (115-213)
~---Administration period---
Sex Dose level No. of Color pH Occult blood
(mg/kg) animals 1 2 3 4 5 6 7 8 91011 55.566.577.5885 29 - #/- 1+ 2+ 3+
Male 0 10 g 1 1 2 7 9
100 5 5 2 1 2 5
300 5 5 11 3 4
1,000 10 10 126 9
Female 0 10 10 2 1 5 8 2
100 5 5 12 2 4
300 5 4 1 11 3 3
1,000 1o 10 1 3 6 10

Color : l= Colorless, 2= Slight yellow, 3= Yellow-brown, 4= Red, 5=
8= Brown-black,

9= Milky

white,

10= Fluorescent green, ll= Blue
Occult blood : -(negative), +/-(trace), 1+(slight), 2+ (moderate), 3+ (marked)
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Table 13-1. -continued Urinalysis Exp. No. 9934 (115-213)
---Administration period---

Sex Dose level No. of Ketone bodies Glucose (g/dL) Protein (mg/dL)
(mg/kg) animals - +/- 1+ 2+ 3+ - 0.1 0.250.5 21.0 - +/- 30 100 >300
Male [} 10 7 2 1 g 1 2 4 3 1
100 5 4 1 5 4 1
300 5 4 1 5 1 2 2
1,000 10 8 1 1 10 1 8 1
Female [} 10 10 10 8 2
100 5 5 5 3 2 '
300 5 3 2 4 1 1 2 1 1
1,000 10 10 10 6 3 1

Ketone bodies : -(negative), +/-(5 mg/dL), 1+(15 mg/dL), 2+(40 mg/dL), 3+(2 80 mg/dL)

Table 13-1. -continued Urinalysis Bxp. No. 9934 (115-213)
---Administration period---

Sex Dose level No. of Bilirubin . Urcbilinogen (E.U./dL)
{mg/kg) animals - 1+ 2+ 3+ 0.11.0 2.0 4.08.0 212 .
Male 0 10 g 1 9 1
100 5 5 5
300 5 5 5
1,000 ‘ 10 10 10
Female 0 10 10 10
100 5 5 ] 5
300 5 4 1 4 1
1,000 10 10 10

Bilirubin : -{negative), 1+(slight), 2+{moderate), 3+{marked)
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Exp. No. 9934 (115-213)

Table 13-1. -continued Urinalysis : Microscopic examination of sediment
--~Administration period--- :
Sex Dose level No. of Erythrocytes Leukocytes Epithelial cells Casts ' Fat globules Mucous threads Crystals
(mg/kg) animals - 1+ 2+ 3+ - 1+ 2+ 34 - 1+ 2+ 3+ - 4+ - 4 - + -+
Male 0 10 10 10 10 10 10 10 10
100 5 5 5 5 5 5 5 5
300 5 5 5 5 5 5 4 1 5
1,000 10 10 10 10 10 10 10 4 6
Female 0 10 10 10 10 10 10 10 2 8
’ 100 5 5 5 41 5 5 5 5
300 5 5 5 5 5 5 5 5
1,000 10 10 10 10 T 10 10 10 10
Erythrocytes, Leukocytes and Epithelial cells (cells/j L) : ~(0-4}, 1+(5-14), 2+(15-28), 3+(30 or more)
Casts, Fat globules, Mucous threads and Crystals : -(not cbserved), +(observed)
Table 13-2. Urinalysis Exp. No. 9934 (115-213)
-~--Recovery period---
Sex Dose level No. of Volume Osmotic pressure Sodium Potassium Chloride
(mg/ker) animals (L) (mOsm/kg) (omol/1) (mmol/L) (mmol/L)
Male 0 4 10.1 £ 1.7 2102 £ 146 179 & 5 316.1+ 25.0 232.4+ 17.4
1,000 5 13.3 £ 3.8 1611 £ 374* 128 £+ 24# 243.1 % 48.9* 164.1 & 31.0%*
Female 0 5 13.8+ 5.0 1552 + 480 122 + 46 221.6 + 66.1 151.4 * 52.2
1,000 5 14.2+ 6.9 1536 = 611 113 + 51 223.6 + 88,5 155.6 + 66.3
. Mean t S.D.
Significantly different from control group; *: P<0.05 *%: PZ0.01 (Dunnett)
Significantly different from control group; #: P<0.05 (Steel)
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Table 13-2. -continued Urinalysis
---Recovery period---

Exp. No. 9934 (115-213)

Sex Dose level No. of Sodium Potassium Chloride
(mg/kg) animals {mmol/day) (mmol/day) (mmol/day)
Male 0 4 1.81 £ 0.29 3.18 + 0.43 2.34 £ 0.29
1,000 5 1.63 £ 0.20 3.11 £ 0.43 2.10 £ 0.29
Female 2] 5 1.51 % 0.05 2.81 £ 0.25 1.89 + 0.13
1,000 5 1.43 = 0.19 2.73 % 0.43 1.87 * 0.22
Mean * S.D.
Table 13-2. -contimued Urinalysis Exp. No. 9934 (115-213)
---Recovery period---
Sex Dose level No. of Color pH Occult blood
{mg/kg) animals 1 2 3 4 5 6 7 8 91011 55.566.577.588.5 29 - +/- 1+ 2+ 3%
Male 0 4 4 1 3 4
1,000 5 5 5- 5
Female 0 5 5 5
1,000 5 5 14 4 1

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= Fluorescent green, 1ll= Blu
Occult blood : -(negative), +/-(trace), 1+(slight), 2+{moderate), 3+(marked)
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Exp. No. 9934 (115-213)

Table 13-2. -continued Urinalysis
---Recovery pericd---
Sex Dose level No. of Ketone bodies Glucose (g/dL) Protein (mg/dL)
(mg/kg) animals - +/- 1+ 2+ 3+ - 0.1 0.25 0.5 21.0 - +/- 30 100 2300
Male 0 4 1 3 3 1 1 1 2
1,000 5 1 2 2 5 1 2 2
Female 0 5 1 4 4 1 1 2 2
1,000 5 1 4 5 1 2 2

Ketone bodies : -{(negative), +/-(5 mg/dL), 1+(15 mg/dL}, 2+(40 mg/dL), 3+(2 80 mg/dL}

Table 13-2. -continued Urinalysis
-~--Recovery period---

Exp. No. 9934 (115-213)

Sex Dose level No. of Bilirubin Urobilinogen(E.U./dL,
{mg/kg) animals - 1+ 2+ 3+ 0.1 1.0 2.0 4.0 8.0 2»12
Male 0 4 4 3 1
1,000 5 4 1 3
Female 0 5 5 2 3
1,000 5 5 1 4

Bilirubin : -(negative), 1l+{slight), 2+ (moderate), 3+ (marked)

_66_



- 66 -

- 00T -

Table 13-2. -continued Urinalysis : Microscopic examination of sediment . Exp. No. 9934 (115-213)
. ---Recovery period---

Sex Dose level No. of Erythrocytes Leukocytes Epithelial cells Casts Fat globules Mucous threads Crystals
(mg/kg) animals T-T 1w 2+ 34 - 1+ 24 34 - 14 2+ 34 -+ -+ - + -
Male 0 4 4 4 4 4 4 4 4
1,000 5 5 5 5 5 5 5 5
Female 0 5 5 5 5 5 5 5 5
1,000 5 5 5 ' 5 5 5 5 5

rocytes, Leukocytes and Epithelial cells (cells/p L) : -(0-4), 1+(5-14), 2+(15-29), 3+(30 or more)
Casts, Fat globules, Mucous threads and Crystals : - (not cbserved), +{(cbserved)

Table 14-1. Organ weight Exp. No. 9934 (115-213)

---Administration period---

Sex Dose level No. of Body weight Brain Heart Liver Kidneys
(mg/kg) animals @ @ @ @ @
Male 0 5 283 + 30 2.12 + 0.03 1.03 £ o0.10 8.56 £ 1.05 2.34 % 0.15
100 5 293 + 35 2.08+ 0.08 1.07 £ 0.11 9.48+ 1.97 2.40+ 0.23
300 5 306 + 23 2.12+ o0.08 1.10+ 0.07 9.76 * 0.80 2.59+ o0.11
1,000 5 272 * 22 2.00 £ 0.09 1.00 £ 0.11 8.64 =+ 1.30 2.35+ 0.32
Female [} 5 188 + 8 1.96 £ 0.06 0.72 + 0.04 5.85 + 0.29 1.62+ 0.15
100 5 182 + 14 1.88x 0.08 0.69 £ 0.06 5.63 + 0.64 1.46 + 0.17
300 5 181 + 24 1.90 * 0.05 0.70 £ 0.07 5.75 * 0.52 1.58 £ 0.16
1,000 5 186+ 6 l.88+ 0.10 0.73+ 0.07 6.42 + 0.63 1.57+ 0.06

Mean * s.D.
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Table 14-1. -continued Organ weight
---Administration period---

Exp. No. 9934 (115-213)

Sex Dose level No. of Spleen Adremals Testas Ovaries Thyroid
(mg/kg) animals (a) (mg) (@) (mg) (mg)
Male 0 5 0.53 £ 0.09 47 £ 6 2,79t 0.26 20 + 3
100 5 0.55+ 0.10 45 6 3.03%+ 0.19 17 2
300 5 0.60 0.12 54 & 7 2.98+ 0.15 22 £ 5
1,000 5 0.53 % 0.09 48 5 2.82+ 0.20 20 £ 6
Female 0 5 0.46 =+ 0.07 60 & 8 80 £ 4 15+ 4
100 5 0.35+ 0.04% 62 8 64 + 10** 15 + 2
300 5 0.36 & 0.05% 64+ 7 79+ 5 4t 2
1,000 5 0.43 % 0.06 64 + 10 73+ 7 5 % 4
Mean * S.D.
Significantly different fram control group; *: P<0.05 **: B<0.01 {(Dunmett)

Table 14-1. -contimued Organ weight ~
---Administration period---

Exp. No. 9934 (115-213)

Sex  Dose level No. of Pituitary Thymus Epididymides Mandibular gland
(rocr/kg) animals (g) @ng) @ng) (g}
Male 0 5 8t 2 513 £ 101 625 = 80 516 + €8
100 5 8t 1 484 = 69 658 £ 39 532 '+ 107
300 5 10 % 1 540 £ 81 654 + 135 525 + 34
1,000 5 8t 3 483 + 122 603 + 62 500 + 29
Female 0 5 12 2 452 + 85 369 = 27
100 5 10 1 ‘463 + 35 353 & 39
300 5 9% 2 432 * 101 370+ 18
1,000 5 10 + 4 406 + 63 377 £ 43
Mean * S.D.
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Table 14-2., Organ weight Exp. No. 9934 (115-213)
---Recovery period---

Sex Dose level No. of Body weight Brain Heart . Liver Kidneys
mg/kg) animals - Aa) (@) )] (@) (@)
Male 0 4 379 + 30 2.16 £ 0.09 1.28 % 0.07 11.09 + 0.86 ©2.79 % 0.15
1,000 5 346 % 20 2.11+ 0.08 1.21+ o0.11 10.02 £ 0.97 2.64+ 0.18
Female 0 5 225+ 9 1.99+ 0.08 0.81+ 0.04 6.31+ 0.47 1.71% 0.04
1,000 5 206 = 14* 1.97 £ 0.10 0.81+ 0.07 6.26x 0.96 1.70 = 0.27
Mean + s.D.

Significantly different from control group; = *: P<0.05 (Dunmett)

Table 14-2. -continued Organ weight Exp. No. 9934 (115-213)
---Recovery period---

Sex Dose level No. of Spleen Adrenals Testes Ovaries Thyroid
(mg/kg) animals (@) (mg) (@ (mg) )
Male 0 4 0.66 + 0.11 56 2 . 3.37 % 0.42 ‘ 19 % 4
1,000 5 0.65f 0.15 51 % 8 3.17+ 0.11 20 & 4
Female 0 5 0.50 £+ 0.07 . 65 & 4 75+ 12 14 * 1
1,000 5 0.47 £ 0.14 66 L 9 86 £ 13 14t 1
Mean + S.D.
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Table 14-2. -continued Organ weight Exp. No. 9934 (115-213)
---Recovery period---

Sex Dose level No. of Pituitary Thymus' Epididymides Mandibular gland
(mg/kg) animals (mg) (mg) (mg) (mg)
-Male [} 4 11 % 2 397+ 11 964 + 54 619 + 38
1,000 5 9t 2 484 + 134 944 + 35 589 + 37
Female 0 S 13 % 2 436 £ 66 448 £ 50
1,000 5 13 % 4 447 £ 90 409 + 46
Mean *+ S.D.
Table 15-1. Organ weight per body weight Exp. No. 9934 (115-213)
---Administration period--- ‘
Sex - Dose level No. of Body weight Brain Heart " Liver Kidneys
mg/kg) animals () (%) (%) %) (%)
Male .0 5 283 + 30 0.754 * 0.073 0.366 + 0.010 3.025 + 0.108 . 0.831 & 0.048
100 5 293 t 35 0.721 i 0.112 0.366 + 0.025 3.215 £ 0.323 0.824 + 0.071
300 5 306 + 23 0.695 + 0.053 0.360 + 0.011 3.186 = 0.079 0.849 * 0.039
1,000 5 272 + 22 0.737 + 0.040 0.365 = 0.017 3.161 + 0.244 0.861 & 0.073
Female 0 5 189 + 8 1.037 + 0.059 0.381 + 0.018 3.097 + 0.083 0.855 £ 0.058
100 S 182 + 14 1.037 £ 0.087 0.378 + 0.011 3.081 t 0.139 0.798 + 0.054
300 S 181 = 24 1.061 + 0.149 0.389 £ 0.023 3.194 + 0.265 0.878 + 0.102
1,000 5 186+ 6 1.010 £ 0.064 0.395 + 0.032 3.446 + 0.252* 0.843 + 0.022
Mean .+ S.D.

Significantly different from control group; *: PS0.05 {(Punnett)
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Table 15-1. -continued Organ weight per body weight Exp. No. 9934 (115-213)
---Administration period---

Sex Dose level No. of Spleen Adrenals Testes Ovaries Thyroid
(mg/kg) animals (%) ' (%) (%) (%) (%)
Male 0 5 0.188 + 0.024 0.017 £ 0.001 0.998 + 0.155 0.007 + 0.001
100 5 0.187 + 0.015 0.016 * D.002 1.046 = 0.118 0.006 + 0.000
300 5 0.195 + 0.029 0.018 + 0.001 0.977 = 0.065 0.007 £ 0.002
1,000 5 '0.194 * 0.027 0.018 + 0.002 1.038 £ 0.073 0.007 + 0.002
Female 0 5 0.240 + 0.028 0.032 £ 0.004 ' 0.042 * 0.002 0.008 * 0.002
100 5 0.192 + 0.007** 0.034 + 0.004 0.035 & 0.007 0.008 + 0.001
300 5 0.202 = 0.024* 0.036 £ 0.006 0.044 £ 0.0038 0.008 + 0.002
1,000 5 0.229 + 0.023 0.034 £ 0.005 0.038 = 0.003 0.008 + 0.002
Mean + S.D.

Significantly different f£rom comtrol group; *: P<0.05 *%: P<0.01 (Dumnett)

Table 15-1. -continued Organ weight per body weight Exp. No. 9934 (115-213)
---Administration period---

Sext Dose level No. of Pituit.ary Thymus Epididymides Mandibular gland
(mg/kg) 3 S (%) (%) (%) (%)

Male 0 5 0.003 + 0.001 0.180 £ 0.021 0.224 + 0.040 0.182 £ 0.011
100 5 0.003 = 0.000 0.165 £ 0.014 0.227 + 0.024 0.181 + 0.020

300 5 0.003 + 0.000 0.177 £ 0.026 0.214 * 0.014 0.172 £ 0.008

1,000 5 0.003 + 0.001 0.177 + 0.038 0.222 * 0.021 0.184 + 0.014

Female 0 5 0.006 + 0.001 0.235 £ 0.041 0.195 + 0.011
100 5 0.006 = 0.001 0.255 £ 0.030 0.183 £ 0.009

300 5 0.005 * 0.001 0.237 £ 0.038 0.206 * 0.023

1,000 5 0.006 + 0.002 0.219 + 0.039 0.202 + 0.018

Mean + S.D.
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Exp. No. 9934 (115-213)

Table 15-2. Organ weight per body weight
---Recovexy period---
Sex Dose level No. of Body weight Brain Heart . Liver Kidneys
(mg/kg) animals (q) (%) (%) (%) (%)
Male 0 4 379 + 30 0.571 % 0.035 0.338 = 0.013 2.930 + 0.111 0.739 = 0.052
1,000 5 346 *+ 20 0.611 = 0.029 0.352 + 0.041 2.898 £ 0.193 0.766 + 0.073
Female 0 5 225+ 9 0.889 + 0.074 0.359 + 0.018 2.809 + 0.167 0.761  0.045
1,000 5 206 + 14* 0.958 = 0.057 0.393 £ 0.024* 3.018 + 0.280 0.823 + 0.101
Mean + S.D.
Significantly different fram control group; *; P<0.05 (Dunnett)
Table 15-2. ~-contimied Organ weight per body weight Exp. No. 9934 {115-213}
---Recovery period---
Sex Dose level No. of Spleen Adrenals Testes Ovaries Thyroid
{mg/kg) animals (%) (%) (%) (%) %)
Male 0 4 0.174 £ 0.026 0.015 £ 0.001 0.888 * 0.063 0.005 + 0.001
1,000 5 0.189 + 0.038 0.015 1+ 0.002 0.921 + 0.078 0.006 + 0.001
Female 0 5 0.225 Xk 0.036 0.029 £ 0.001 0.034 £ 0.004 0.006 + 0.000
1,000 5 0.225 + 0.054 0.032 £ 0.004 0.042 + 0.005* 0.007 £ 0.000
Mean + S.D.

Significantly different fram control group;

*: P<0.05 (Dunmett)
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Table 15-2. -continued Organ weight per body weight X Exp. No. 9934 (115-213)
--~Recovery period---

Sex Dose level No. of Pituitary Thymus Epididymides Mandibular gland
(mg/kg) animals (%) (%) (%) (%)
Male 0 4 0.003 = 0.001 0.105 = 0.008 0.255 £ 0.012 0.164 + 0.009
1,000 5 0.003 £+ 0.000 0.140 * 0.041 0.274 = 0.024 0.171 + 0.015
Female 0 5 0.006 £ 0.001 0.194 * 0.030 0.200 * 0.023
1,000 5 0.006 = 0.002 0.215 * 0.031 0.198 £ 0.014
Mean + S.D.
Table 16-1. Summary of gross findings with statistical analysis Exp. No. 9934 (115-213)

( sacrificed, administration period )

Male animals Female animals
Dose level { mg/kg ) 0 100 300 1,000 0 100 300 1,000
No. of animals necropsied 5 5 5 5 L 5 5 5
Organ Findings
RESPIRATORY SYSTEM
1lung brown patch/zone 1 0 0 0 0 0 0 0
DIGESTIVE SYSTEM
stamach white patch/zone 0 1 0 0 [} 0 0 0
liver hepatodiaphragmatic nodule 0 0 [} 0 [} 0 1 0
white patch/zone 0 0 0 1 0 0 0 0
URINARY SYSTEM
kidney cyst 0 0 1 0 0 1 0 0
scarred 1 1 0 0 1 2 1 1
REPRODUCTIVE SYSTEM
uterus ayst : - - - - 0 1 0 0
dilated lumen - - - - 2 2 0 2
ENDOCRINE SYSTEM
thyroid gland nodule ] ] 0 0 ] 1 0 0
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Table 16-2. Surmary of gross findings with statistical analysis Exp. No. 9934 (115-213)

( sacrificed, recovery period )

Male animals Female animals

Dose level ( mg/kg ) 0 1,000 0 1,000
No. of animals necropsied 4 S -1 -1
Organ Findings

DIGESTIVE SYSTEM

liver adhesion with kidney 0 0 1 0
URINARY SYSTEM

kidney cyst 0 1 0 1

scarred 1 0 0 0

REPRODUCTIVE SYSTEM

uterus ‘dilated lumen - - 0 1
Table 17-1. Summary of histological findings with statistical analysis Exp. No. 9934 (115-213)

{ sacrificed, ‘administration period )

Male animals Female apimals
Dose level ( mg/kg ) 0 100 300 1,000 0o 100 300 1,000
No. of animals. necropsied S S 5 5 5 5 S 5
Organ Findings
RESPIRATORY SYSTEM
lung
accumulation of foamy cells 3 - - 2 3 - - 2
bronchopneumonia 1 - - 0 ] - - 0
ossecus metaplasia 1 - - 0 0 - - 0
trachea
dilatation, gland 1 - - 0 o - - 1
DIGESTIVE SYSTEM
glandular stamach
dilatation, gland 0 0 - 0 1 - - [}
epidermal cyst 0 1 - 0 &} - - 0
exocring pancreas
degeneration, acinar cell 1 - - 0 0 - - 0
liver .
fatty change, hepatocyte 1 1 0 0 3 2 2 2
necrosis, hepatocyte, focal 0 0 0 1 0 ] ] 0
microgranulama 5 4 5 4 S 4 4 4
hepatodiaphragmatic nodule ] 0 0 0 0 0 1 0
hypertrophy, hepatocyte, centrilobular 0 0 3 L1ad 0 0 1 Sk
URINARY SYSTEM
kidney
basophilic tubule 3 1 0 1 1 0 [ 1
cyst 0 0 0 1 1 1 0 1
hyaline droplet 1 ] 0 1 0 0 0 0
mineralization 1 0 ) 1 1 ] [ 2
fibrosis, focal 1 1 1 0 0 [ 0 0
REPRODUCTIVE SYSTEM
epididymis .
cellular infiltration,lymphocyte 1 - - 1 - - -
prostate
cell debris, lumen 1 - - 0 - - - -
cellular infiltration,lymphocyte 5 - - 2 - - - -
uterus
cyst - - - - o 1 - ]

Significantly different fram control group; *% : P < 0.01 (Fisher)
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Table 17-1. -continued Summary of histological findings with statistical analysis Exp. No. 9934 (115-213)
{ sacrificed, administration period }

Male animals Female animals
Dose level { mg/kg ) 0 100 300 1,000 0 100 300 1,000
No. of animals necropsied 5 5 5 5 5 5 5 5
Organ Findings
REPRODUCTIVE SYSTEM
uterus
dilatation, lumen - - - - 2 1 - 2
vagina
epidermal cyst - - - - 1 - - 0
ENDOCRINE SYSTEM
thyroid gland
ectopic thymus 1 - - 0 0 0 - 0
ultimobranchial remmant -2 - - 0 1 0 - 3
Table 17-2- Summary of histological findings with statistical analysis - Exp. No. 9934 (115-213)
( sacrificed, recovery period ) ’
Male animals Female animals
Dose level { mg/kg ) 0 1,000 [} 1,000
No. of animals necropsied 4 5 5 5
Organ Findings
RESPIRATORY SYSTEM
lung
accumulation of foamy cells 3 2 1 2
trachea .
dilatation, gland 1 1 0
DIGESTIVE SYSTEM
exocrine pancreas
degeneration, acinar cell 0 1 1 0
cellular infiltration, mononuclear 0 0 1 0
focus, hypertrophic, basophilic 0 0 1 0
cecum
cellular infiltration, mononuclear 1 0 0 0
liver
adhesion with kidney 0 0 1 []
fatty change, hepatocyte 1 0 3 2
microgranulcma 4 4 5 5
URINARY SYSTEM
kidney
basophilic tubule 2 2 1 0
cyst 0 1 1 1
hyaline droplet 1 1 0 0
mineralization 3 1 2 0
fibrosis, focal 1 2 1 0
rplasia, renal tubule 0 0 1 0
urinary bladder
cellular infiltration,lymphocyte 0 0 1 0
REPRODUCTIVE SYSTEM
prostate

cellular infiltration,lymphocyte 3 2 ) - -
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Table 17-2. -continued Summary of histological findings with statistical analysis
{ sacrificed, recovery period

]

Exp. No. 9934 (115-213)

Male animals

Female animals

Dose level ( mg/kg ) [ 1,000 0 1,000
No. of animals necropsied 4 5 5 5
Organ Findings
REPRODUCTIVE SYSTEM
uterus
dilatation, lumen - - 0 1
ENDOCRINE SYSTEM
pituitary gland
st 0 1 0 0
thyroid gland .
ultimobranchial remnant 1 4 3 2
adrenal gland
nineralization 0 0 1 0
SPECIAL SENSE SYSTEM
eye . .
dysplasia, retina 0 0 1 0
INTEGUMENTARY SYSTEM
skin
cellular infiltration, mononuclear 1 0 1 0
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Reverse Mutation Test of Trimethylamine on Bacteria

2

F)RXFNTIVZoNT, METFHAVIERERS
BRZERL 2.

WEHEE LT, Salmonella typhimurium(TA100,
TA98, TA1535, TA1537) B & Uf Escherichia coli(WP2
uvrA) DSEREE AW/, RERIZ2ERYR L TERL,
S9 mix FIRINEE O & RRE KRB L U°S9 mix iR INEE O
TA100, TA1535 7% & USIZ TA1537 T39.1~1250 pg/plate
D6HE, S9 mixiENEED WP2 uvrA T 156~5000
ug/plate D 6w, [FEFEDTAI T 78.1~5000 ug/plate D
THRETRERTERL .

Z DR, S9 mixERMEES L TENEO VTR
BwTd, BiESRICHA_BRERERI0 = - HOH
HERBEINIZED O N o7,

PED#RLY, XHEBEHET TR I AFLT I
X, ZEREEEAE Lk (M) &R L.

Hik
1. RIRE%

WMHEEHVAEREERRCL BRI TS 2 E
P56, RERMWWRE LTRRF T Y EKRMED Salmonella
typhimurium TA100, TA98, TA15353 &£ UFTA1537 V
% 6N MY TR 7 7 BRI D Escherichia coli WP2
uvrA P D STEFFOERE IR L 7.

AXIF 7 AEIIBISEEIHIAICA) T4+ V=T
K% DOB. N. Ames#igd 5, T/, KBH#ElzowTid
BS8E3 A 16 B ICEL HARR GR BLEERE
BT EER) 525 %%/, FRIIE3A31HIC
BHROFERELTERBL, RRRICAVLEERISHZED
PR LTVWAZ EZREA L.

BHREOHBBRIZIZAFVALEFF Y F(DMSO:
MERCK KGaA) # il 2%, BHERERF 22— 712
02mL¥2ofELY. INEBRABASEZFRVWTHEL,
BER 7)) —F—IZ-80°CTHRFEL.

2. OIS
1) JRPITNI—-IEBXFREHR(TL— )

FVLY I VEBTEREDOT A A7 1 7ANE#Z
BAL, REBIZAW/A., A7V — I, Vogel-Bonner
DERVEBE* FTLKBE0.02 BHiE~ 72> T4 - 7
JKEE, 02% 27 VB - 1KIE, 1% YEBEZH )T 4 -
MEKIE, 0.102 %) VEE—T7 »EZY A, 0.066 %KEL

60

FrY YA TROEREEDIC2 %D T Va— A (F
el T & 1.5 %NER(OXOID:No.1) A, &
O mMmNY ¥ —LIZ1KHE2YI0mLEMELZDDT
5.

2) by TTH—(EEX)

AL+ MY 405 %% & 0.6 % Bacto-agar (Difco)
KBERIOBRIIHFL, *XIF7RAELZHVIREBED
¥4, 0.5 mmol/L L-v 2F ¥~ (BAEALEM)-0.5
mmol/L D-¥#* F v (BRILFEMH) KBR % LEEMR,
AKGHEZHAVAHRO%EE, 0.5 mmol/LL-F) 77
7 v (BERAZE®) KBHRZE L 1BREMZ AW,

3. aniEEEMY

NER200mLONy 7VR/ZHT7 T AITIL25% =2
—~ 1) x> b 70 A (Oxoid Nutrient Broth No. 2:
OXOID)#EM % 25 mLaEL, ZHIZREE L -EBRER
50 uLEEHL 22, U3 —F =AY z—%—(MM-10;
Y4592 R, 37 CTSEHIER (HFHEER:
100 /53) 8L, HiEL R L -HRBRICERL
AR

4, 89 mix

BEH6» BLUADF v 32—~ ERE S mix % HERIC
ER L7z, SO mixHFDSYFFEA L LT T2/ NNE
F— B LUS56-XrVT7 TR S L/ Sprague-
Dawley RIET v NOFFIBEPSRBEIN-DDOTH .
S9 mix DAL Z LLTFICRT.

B S9 mix 1 mLAE D&
S9 0.1'mL
MgCl, 8 pmol
KCl 33 pmol
G-6-P 5 umol
NADPH 4 ymol
NADH 4 gmol
Na-!) v BEEIEOH 7.4) 100 mol
FRELK % B
5. #wEME

FOAFNTI(Ty PESIMTI81012) 2455 30.8
% (FRMHE LTI AFLTI V10 ppm T2 EEH) D
KBWETHS. KFIKIZHET, KBERPTEETH
A, ZEFAMEFHRER) »SRE SN HEWE 5
L7z, #BWE, FRBE CHBFTTREL:. &
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BT, WEBRWHRBETICB W CRANBRYE 2 o
L-#ER, REMICHEI 2o 7.

6. HWERMEROFH

ﬂ%@ﬂE,H$%£%E$%%ﬁ&%mﬁimk%
HETE)ZHAWCHERL TREERE L. REER
PHHBEEHCCERFTEREICARL 2%, &b
WHHEET o7, 2B, AEEBRYEERD HIEREIER
b0, FAUCBLTEIEFIORBELRV.
T/, BEFCORBRYERENNS8 THLI LE2E
B LCHREL:.

7. RBREEREDNRE

195, 78.1, 3135 X U°1250 ug/plate DB EE T
FiH AR ETERL. SO mixB\BRMBEOEABRE
B 6 289 miximmBED TA100, TA1G35B X U°
TA1537 T 1250 ug/plate i2 BV TREBRE KIS 24 F
PEERIBRES N,

PE- T, AREBIZBWTIZS mixERNBEO LR
B HE% 5 IS mix mMNEE D TALI00, TA1535B L O
TA1537 T 1250 ug/plate, S9 mixifMEE DO WP2 uvrA %
b UNZTAIST5000 ug/plate # BmEMAEE L, £hFh
6~TRE (X2 ZBRELL.

8. BB E
BB EE LTCTRICRLEWEEFER L. 2
NoOBENEYEIZ, DMSO2AWTHEL, L&
FTOMEL -HBEERF(-20°C) L 7.
2-2-7 ) V)-3-(5-= ba2-7)V)YT I YNLT IR
(AF-2: FIJBH3E T 260)
7 V1EF MY 7 4 (NaN,: FEHSE T )
9-7 3/ 7 &Y Y IREEE (9-AA Aldrich#t)
227377 bTE s (2-AAFITEMIEE T 208)

9. REBRAE

Ames 6 DEFEVOYRRETHL T LA v Fan-1
3 B LT, SO mixERIMEL L ORNEELE
NIZOWTHEBREZERL 7. B ARBRE I, FHEE,
WERE W 5 W ITB SR BB E B % 100 /.tL, RNT
SO mix EFMBEOES, 0.1 mol/LF MU 4 - ) VEE
TR (pH 7.4) % 500 xL, SO mixiZMNE DS, S9 mix
Z500 uLifMNL, S5ICRBREWI00 uLEMA, 37 °C
TALEIBEEEE (L, vFan—2a )L &
BRTH, O, LD CICRBLE My 7T H—%
2mLiEmL, BeWE2 S L— MERER L. &7
— MRV NT—TTEHEHLT, 37 COLEGTI8E
ME7L— P RiEELE, HBEYEORBREKCHT
LEFHEMRM LRI T 570, EFRBEMEE (X60) % A
WTT L~ M EORBRROETIRELEHEZ L. kv
T, BREARERIZIVEL o= — %5572 &
HICBLClRan=—-7F5 44— (CA-1L: Y A F 4%
AL 2@ AV 28, AREKIEE CBWTII,
S9 mix IR INEE D WP2 uvrA T 5000 pg/plate 1235\ TH#W
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EAEREEROREICLY, TREVBRTELIIED
A== %R L TV, 20=—7F5 4% —n
R RBTEHRL, BRToo =25 LA
BBREILOEIHO T L - eFERLZ. 7, Byl
THABE2EERKL 7. :

10. SRR
EIRERER I 0 = — HAE AR OIIZ2H IS
WL, o, BEESLVIIEBRWE O REICIKER
D S NIBAI, Bkl HE L.

2B, HEHENEEERVEREEERL 2o o7,

BRESLUER

1[0 H 0) HERER T Table 1~212, 2RIBORERER %
Table 3~4 1278 L7z, S9 mix EERINEER & NTIRMNEE &
DI RTORBREHROBHEREIIBWT, M AFLT
IUVRBIIAEFRERRIEEIN. Ll
b, BREARER I =_—HIIoWTiE, S9 mixER
TOFE, SO mixiIFE L S BEMNBLREDVETH Y,
BRRE 2 InfEMIIER® bl oz, —F, BHATEEY
BRENFNORBREKICB T, BEMBEO2EL
LOFIRRREREI 0= 2FER LA, B, 20—
R, MTHSOHETREEIEE I 2 h o,

D EDREBERDLS, RHEBREGTIIBNT, b 2A
FNT I OREIT ABETFERERICEAL, B
R = DA

B, FUBRYWEOEREHICE T ®EI o7
%, BT H A dimethylamine 122V T3 Ames 3 ER
TEEEEY, dimethylamine hydrochloride Tid 4 {f 2
HHEBTIEMY, methylamineTRE<7 2 ¥ 7+ —-%
REBTHEY L DF®EFH - 7.
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