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Table 4 Histopathology in the livers of B6C3F1 gpt delta mice treated with Furan for 13 weeks

Male Female

0 mg/kg 2 mg/kg 15mg/kg 0 mg/kg 2 mg/kg 15 mg/kg

Number of animals examined 5 5 5 5 5 5
Liver
Centrilobular hepatocyte hypertrophy 0 1 0 0 0 0
Focal necrosis 0 0 1 0 0 0

Subcapsular infiltration of
inflammatory cells
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Table 5 gpt mutant frequencies in the livers of B6C3F, gpt delta male mice treated with Furan for 4 weeks

CmR® Mutant
Colonies 6-TGR and Cm®  Frequency
Dose Animal No. (x 105) Colonies (x 10) Mean=*S.D.
1 8.19 2 0.24
2 3.24 2 0.62
0 mg/kg 3 4.77 2 0.42
4 24.21 1 0.04
5 3.87 2 0.52 0.371+0.23
11 15.57 4 0.26
12 3.83 3 0.78
2 mg/kg 13 22.37 4 0.18
14 3.33 1 0.30
15 20.97 1 0.05 0.31+0.28
21 14.45 6 0.42
22 15.30 N.D -
15 mg/kg 23 18.63 4 0.21
24 16.92 3 0.18
25 10.53 N.D. - 0.27+0.13

N.D.: No mutant colonies were detected on the plate, with those data being excluded from the calculation of mutant frequency.
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Table 6 Spi- mutant frequencies in the livers of BOC3F1 gpt delta male mice treated with Furan for 4 weeks

Mutant
Plaques within XL-1  Plaques within Frequency
Dose Animal No.  Blue MRA (x 105) WL95 (P2)  (x 10%) Mean=£S.D.
1 8.01 N.D. -
2 4.41 N.D. -
0 mg/kg 3 2.97 N.D. -
4 21.51 8 0.37
5 4.50 2 0.44 0.41+0.23
11 17.19 8 0.47
12 3.96 2 0.51
2 mg/kg 13 14.58 2 0.14
14 3.24 1 0.31
15 23.40 12 0.51 0.39+0.16
21 10.98 5 0.46
22 7.92 3 0.38
15 mg/kg 23 29.97 7 0.23
24 20.79 9 0.43
25 7.56 4 0.53 0.41+0.11

N.D.: No mutant colonies were detected on the plate, with those data being excluded from the calculation of mutant frequency.
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Table 7 gpt mutant frequencies in the livers of B6C3F1 gpt delta female mice treated with Furan for 4 weeks

Cm? _ Mutant
Colonies 6-TG® and Cm®  Frequency
Dose Animal No. (x 105) Colonies (x 10-5) Mean=£S.D.
31 2.16 N.D. -
32 7.70 3 0.39
0 mg/kg 33 14.09 5 0.35
34 23.27 3 0.13
35 6.93 3 0.43 0.33+0.14
41 6.39 1 0.16
42 14.27 3 0.21
2 mg/kg 43 3.69 1 0.27
44 18.81 6 0.32
45 14.94 2 0.13 0.2230.08
51 25.25 7 0.28
52 17.51 9 0.51
15 mg/kg 53 14.40 5 0.35
54 4.68 N.D. -
55 7.97 4 0.50 - 0.41%0.12

N.D.: No mutant colonies were detected on the plate, with those data being excluded from the calculation of mutant frequency.
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Table 8 Spi- mutant frequencies in the livers of B6C3F1 gpt delta female mice treated with Furan for 4 weeks

Mutant
. Plaques within XL-1  Plaques within Frequency
Dose Animal No.  Blue MRA (x 105) WL95 (P2) (x 10°5) Mean=S.D.
31 1.68 5 1.07
32 11.79 3 0.25
0 mg/kg 33 21.96 8 0.36
34 23.13 6 0.26
35 10.62 4 0.38 0.46+0.34
41 10.89 7 0.64
42 16.74 3 0.18
2 mg/kg 43 3.15 1 0.32
44 20.07 3 0.15
45 17.28 11 0.64 0.391+0.24
51 30.42 10 0.33
52 21.60 7 0.32
15 mg/kg 53 16.56 5 0.30
54 6.39 N.D. 0.00
55 12.87 7 0.54 0.371+0.11

N.D.: No mutant colonies were detected on the plate, with those data being excluded from the calculation of mutant frequency.
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Table 9 gpt mutant frequencies in the livers of B6C3F, gpt delta male mice treated with Furan for 13 weeks

CmR Mutant
Colonies 6-TG® and Cm®  Frequency
Dose Animal No. (x 105) Colonies (x 105) Mean=*=S.D.
36 3.92 2 0.51
37 7.29 7 0.96
0 mg/kg 38 4.19 4 0.96
39 14.54 3 0.21
40 13.19 7 0.53 0.63+0.32
46 3.06 5 1.63
47 9.72 5 0.51
2 mg/kg 48 9.72 5 0.51
49 0.27 N.D. -
50 22.50 5 0.22 0.58+0.63
56 2.03 5 2.47
57 17.51 1 0.06
15 mg/kg 58 7.88 4 0.51
59 14.13 2 0.14
60 21.60 5

0.23 0.68+1.01

N.D.: No mutant colonies were detected on the plate, with those data being excluded from the calculation of mutant frequency.
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Table 10 Spi- mutant frequencies in the livers of B6C3F1 gpt delta male mice treated with Furan for 13 weeks

Mutant
Plaques within XL-1  Plaques within Frequency
Dose Animal No.  Blue MRA (x 105) WL95 (P2) (x 105) Mean=£S.D.
36 26.37 7 0.27
37 11.79 1 0.08
0 mg/kg 38 | 30.15 11 0.36
” 39 22.23 7 0.31
40 39.06 9 0.23 0.270.11
46 11.43 2 0.17
47 27.72 6 0.22
2 mg/kg 48 60.12 17 0.28
49 52.11 -9 0.17
50 59.13 17 0.29 0.23+0.06
56 9.54 2 0.21
57 58.14 6 0.10
15 mg/kg 58 60.48 15 0.25
59 21.33 5 0.23

60 52.74 12 0.23 0.20£0.06
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Table 11 gpt mutant frequencies in the livers of B6C3F1 gpt delta female mice treated with Furan for 13 weeks

CmR Mutant
Colonies 6-TGR and Cm®  Frequency
Dose Animal No. (x 105) Colonies (x 105) Mean=S.D.
96 24.12 8 , 0.33
97 7.11 7 0.98
0 mg/kg 98 36.90 3 0.08
99 5.94 2 0.34
100 - - - 0.43+0.39
106 26.91 2 0.07
107 37.53 3 0.08
2 mg/kg 108 14.49 7 0.48
109 0.09 - -
110 - - - 0.21%0.23
116 19.98 7 0.35
117 3.42 1 0.29
15 mg/kg 118 9.90 20 2.02
119 0.09 N.D -
120 - - - 0.89+0.98

N.D.: No mutant colonies were detected on the plate, with those data being excluded from the calculation of mutant frequency.
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Table 12 Spi- mutant frequencies in the livers of BoC3F1 gpt delta female mice treated with Furan for 13 weeks

Mutant
. Plaques within XL-1  Plaques within Frequency
Dose Animal No. Blue MRA (x 10%) WL95 (P2) (x 105 Mean=S.D.
96 70.56 14 0.20
97 12.78 N.D. -
0 mg/kg 98 54.54 8 0.15
99 7.38 N.D. -
100 0.18 N.D. - 0.17£0.04
106 43.20 10 0.23
107 61.38 20 0.33
2 mg/kg 108 29.70 8 0.27
109 0.18 N.D -
110 - - - 0.28+0.05
116 48.42 11 0.23
117 7.92 2 0.25
15 mg/kg 118 11.16 2 0.18
119 - - -
120 - - - 0.22+0.04

N.D.: No mutant colonies were detected on the plate, with those data being excluded from the calculation of mutant frequency.
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Table 13 Comet assay in the livers of B6C3F1 gpt delta male mice treated with Furan for 13 weeks

Male Female
Tail Tail - Tail Tail Tail Tail
moment length intensity moment ~ length intensity

0 mg/kg
2 mg/kg

15 mg/kg

0.21 = 0.14 17.27 =248 2.02 = 1.21

0.19 = 0.08 18.11 = 1.50 1.69 = 0.67

0.06 = 0.03 15.76 = 1.33 0.70 %= 0.38

0.05 = 0.02 15.15 =+ 0.54 0.54 = 0.21

0.07 = 0.05 14.55 = 1.48 0.76 = 0.43

0.07 £ 0.05 16.14 £ 0.63 0.78 %= 0.42
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Table 1. Final body and organ weights for male gp¢ delta rats given 0, 10, 30 or 100 mg/kg
MEUG for 13 weeks

Group Control 10 mg/kg MEUG 30 mg’kg MEUG 100 mg’kg MEUG

No. of animal 10 10 10 10
Body weight 300.0 = 17.4° 325.0 % 10.4 322.4 % 13.7 3102 = 354
Absolute(g)
Liver 8.09 = 0.49 8.22 % 041 8.54 = 041 9.43 = 0.70%*
Lung 1.16 = 0.14 1.15 = 0.06 1.16 = 0.11 1.16 = 0.10
Kidney 1.82 & 0.11 1.78 = 0.07 1.84 & 007 1.93 + 0.08"
Brain 1.93 + 0.05 1.94 % 0.03 1.96 4+ 0.03 1.96 + 0.04
Spleen 0.65 % 0.04 0.65 = 0.03 0.65 # 0.03 0.67 = 0.03
Thymus 0.24 = 0.05 020 + 0.02 © 022 % 0.05 0.21 + 0.03
Heart 0.85 = 0.06 0.84 = 0.01 0.84 + 0.04 0.84 = 0.04
Adrenal 0.06 = 0.06 0.04 * 0.01 0.05 + 0 0.05 = 0.00
Gonad 293 = 0.11 291 = 0.09 2.96 = 0.13 3.00 = 0.08

Relative(g/100g B.W.)

Liver 245 = 0.07 253 = 0.08 2.65 = 0.08 3.09 = 0.45°"
Lung 0.35 = 0.03 0.35 = 0.03 036 = 0.03 0.38 = 0.05
Kidney 0.35 & 0.01 0.55 = 0.01 0.57 + 001" 0.63 = 0.08""
Brain 0.59 + 0.03 0.60 = 0.02 0.61 + 0.03 0.64 = 0.10
Spleen 0.20 = 0.01 0.20 = 0.01 0.2 = 0.01 022 « 0.04
Thymus 0.07 + 0.02 0.06 £ 0.0l 0.07 + 0.02 0.07 = 0.01
Heart 0.26 + 0.01 0.26 £ 0.01 0.26 + 0.01 0.28 = 0.04
Adrenal 1 0.02 = 0.02 0.01 # 0.00 0.01 + 0.00 0.02 % 0.00
Gonad 0.80 = 0.05 0.80 £ 0.03 0.92 + 0.03 0.99 + 0.15%

R Significantly different from the controls at the leverls of p<0.03 and p<0.01,
respectively (Dunnet's test) * Mean=SD.
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Table 2. Final body and organ weights for female gpt delta rats given 0, 10, 30 or 100 mg/kg
MEUG for 13 weeks

Group Control 10 mg'kg MEUG 30 mg’kg MEUG 100 mg/kg MEUG
No. of animal 10 9 | 9 9
Body 1890 £ 5.6 1903 + 8.3 187.6 + 5.3 176.5 = 9.7
Absolute(g)
Liver 426 = 0.22 4.34 = 0.22 4.29 £ 0.22 4.38 <+ 0.20
Lung 0.84 = 0.10 0.8 = 0.05 0.83 + 0.09 0.80 =+ 0.07
Kidney 1.09 =+ 0.04 1.09 = 0.03 1.09 + 0.04 1.07 % 0.04
Brain 1.78 + 0.03 1.8 = 0.04 1.77 + 0.05 1.75 = 0.04
Spleen 0.41 * 0.02 042 = 0.02 0.4 £ 0.03 040 == 0.02
Thymus 0.19 £ 0.02 0.19 = 0.02 0.18 + 0.02 0.18 = 0.02
Heart 0.55 + 0.03 0.54 = 0.02 052 + 0.02" 030 =+ 0.02**
Adrenal 0.05 = 0.01 0.05 = 0.00 0.05 = 0.00 0.05 + 0.01

Relative(g/100g B.W.)

Liver 2.26 + 0.12 . 228 + 0.14 229 + 0.11 248 + 0.08**
Lung 0.45 = 0.06 042 *= 0.04 0.44 * 0.05 045 =+ 0.05
Kidney 038 = 0.02 0.58 = 0.02 0.58 £ 0.02 061 =+ 0.03*
Brain 0.94 = 0.03 0.95 = 0.04 0.94 = 0.03 1.00 + 0.06*
Spleen 0.22 + 0.01 0.22 % 0.01 0.21 % 0.01 0.23 = 0.02
Thymus 0.1 £ 0.01 0.09 = 0.04 0.1 = 001 0.10 = 0.01
Heart 0.29 = 0.01 0.29 = 0.01 0.28 + 0.01 0.28 + 0.01
Adrenal 0.03 = 0.00 0.02 + 0.00 0.03 £ 0.00 0.03 + 0.00

* HK

: Significantly different from the controls at the leverls of p<0.05 and p<0.01,
respectively (Dunnet's test) ° Mean+SD.
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Table 3. Hematological data for F344 gpt delta rats given 0, 10, 30 or 100 mg/kg MEUG for
13 weeks |

‘Dose of ME

item 0 10 meg/kg 30 mg/ke 100 mg/ke
Male

No. of animals examined 10 10 10 10
WBC (xlO"/ug) 34.9 = 3.6 46.1 = 7.7 . 46.5 = 5.8 48.7 % 7.5
RBS (X.l()*f’ug) 923.5 + 31.9 964.1 £ 42.1 919.1 &+ 339 94357 £ 343
Hb (g/dL) 15.8 = 0.6 15.6 = 0.2 154 = 0.5 158 = 0.6
Ht (%) 51.7 = 2 31.1 = 2.1 50.0 = 1.8 514 = 1.8
MCV (fL) 56.0 = 0.5 53.0 = 04 543 = 03 344 = 0.5
MCH (pg) 172 & 02 162 + 0.6 167 &+ 0.4 16.7 = 0.4
MCHC (g/dL) 30.6 # 0.5 30.5 = 1 30.8 £ 0.7 30.8 = 0.8
Plt (x10* /1) 74.6 = 8.1 66.1 = 4.2 71.6 = 5.7 703 x 3.3
Differential leukocyte counts (3o)

Band form neutrophils 1.6 = 1.1 1.4 = 1.0 2.1 = 1.1 1.6 = 1.0
Segmented neutrophils 285 = 94 354 = 8.5 29.5 = 6.3 29.9 = 6.2
Eosinophils 1.5 = 1.0 1.0 = 0.3 1.2 =+ 0.5 0.8 = 0.7
Basophils 0.0 %= 0.0 0.0 = 0.0 0.0 = 0.0 0.0 = 0.0
Lymphocytes 68.0 = 8.7 61.9 = 8.1 66.7 = 6.2 67.7 = 6.2
Monocytes 0.3 = 04 02 = 03 0.5 = 07 0.2 = 0.3
Reticulocytes 14 = 1.2 2.6 = 1.5 2.7 £ 2.1 4.0 = 2.1
Female

No. of animals examined 10 9 9 . 9
WBC (X'IO"'/‘/Jé’) 34.9 = 3.6 34.6 = 10.6 44,8 + 8.9*% 31.7 = 5.6
RBS (XlO',z‘fJQ) 923.5 = 31.9 916.5 = 31.0 8§96.7 £ 29.2 877.0 = 56.9
Hb (g/dL) 15.8 = 0.6 15.5 & 0.6 154 £ 0.4 1553 = 0.8
Ht (%) 51.7 £ 2 50.9 = 1.8 500 % 1.6 : 49,1 = 2.8
MCV (L) 56.0 = 0.5 55.6 = 0.4 55.8 = 0.4 56.7 £ 0.2
MCH (pg) 17.2 = 0.2 17.0 = 02 172 = 0.4 17.9 = 0.5
MCHC (g/dL) 30.6 = 0.5 30.5 = 0.3 30.8 %= 0.7 315 = 1.0
Plt (x10%/u2) 74.6 + 8.1 72.4 & 2.7 59.3 & 3.3 84.7 & S.4%%
Differential leukocyte counts (%)

Band form neutrophils 1.1 = 0.7 1.3 = 0.7 1.9 = 0.7 20 = 1.0
Segmented neutrophils 215 % 4.6 251 = 4.1 203 *= 5.0 20.7 = 5.3
Eosinophils 1.1 = 07 1.3 = 0.6 1.0 = 0.9 0.7 % 0.5
Basophils 0.0 = 0.0 0.0 = 0.0 0.0 = 0.0 0.0 = 0.0
Lymphocytes 75.9 & 5.2 72.1 %= 4.2 76.1 *= 4.9 76.2 = 5.7
Monocytes 0.4 = 04 0.2 + 0.3 0.6 = 0.5 0.4 = 04
Reticulocvtes 4.4 x 2.7 4.4 = 3.0 5.9 £ 2.5 6.6 =+ 4.2

Abbreviations: WBC, white blood cell; RBC, red blood cell; Hb, hemoglobin; Ht, hematocrit; MCV, mean corpuscular hemoglobin;
MCHC, mean corpuscular hemoglobin concentration; Plt, platelet.
* Mean = SD. *: Significantly different from the controls at the levels of p<0.05 (Dunnett's test)
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Table 4. Serum biochemistry for F344 gpt delta rats given 0, 10, 30 or 100 mg/kg MEUG
for 13 weeks

Item Dose of methyl eugenol (P.O.)

Cont 10 mg/kg 30 mekg 100 mg/ke
Male
No. of animals examined 10 10 : 10 10
TP (g/dh) 6.56 = 0.14° 6.57 = 0.14 6.65 = 0.12 6.45 £ 0.20
AG 1.84 £ 0.05 1.96 =+ 0,14 1.93 % 0.09 2,05 & 0,12%%
Alb (g/d) i 4.25 £ 0.08 4.35 & 0.10 4.38 = 0.08 4.33 & 0,16
T-Bil (mg/dl) 0.04 = 0.01 0.04 %= 0.01 0.03 % 0.01 0.03 = 0.01
Glucose (mg/dl) 172.00 = 14.72 159.30 = 16.33 1506.70 = 14.71 160.10 =% 20.52
TG (mg/dl) 134.70 % 30.59 168.30 =+ 21.06 19390 + 68.33 188.00 = 62.09
Phospholipid (mg/dl) 114.10 = 7.37 119.00 = 4.64 129.20 = 10.79% 12570 = 15.78
TC (mg/dl) 70.40 = 21.67 70.10 = 4.89 7270 = 5.21 66,20 = 7.48
BUN (mg/dD) 18.61 = 1.55 19.57 = 1.15 19.86 = 1.84 1945 = 2.40
CRN (mg/dD .33 = 0.03 0.33 = 0.02 0.31 % 0.02 0.29 = Q.02%F
Na (mEQ/) 144.20 & 0.79 144.80 % 0.42 144.20 =% 0.92 144,00 = 1.25
Cl (mEQ/D 104.50 =% 0.85 103.70 = 0.82 103.30 =+ 1.06% 103.20 == 1.40%
K (mEqg1) 4.35 = 0.21 4.23 = 0.19 4.26 = 0.16 4,16 == 021
Ca (mg/dl) 10.09 + 0.17 10.07 % 0.23 10.18 % 0.20 10.21 = 041
IP (mg/dl) 4.80 == 0.57 5.18 # 0.67 5.20 % 0.52 5.75 & Q. 34%%
AST (IU/D 107.50 + 23.80 91.60 = 15.69 83.40 = 19.96% 78.40 & 7,83%%
ALT QU 73.00 = 21.09 63.90 = 11.11 62.00 = 22.14 533,40 % 7.60%
ALP (IU/D - 410.80 £ 22,70 427.10 % 26.33 409.20 £ 25.68 383.50 = 35.19
Female
No. of anitrals examined 10 9 9
TP (g/dl) 7.11 %= 033 6.96 = 023 6.83 = 0.29 6.67 = 0.27
AlG 2.27 = 0.13 2.24 % 0.17 2.28 = 0.18 2.24 # 0.11
Alb (g/dl) 4.93 = 0.22 4.80 = 0.15 4.74 = 0.24 4.61 =& Q.17%%
T-Bil (mg/dh 006 = 0.01 0.06 = 0,01 0.05 * 0.01% 0.05 = 0.01%%
Glucose (mg/dl) 129.50 =% 18.82 11578 = 11.69 133.67 = 13.35 131.00 = 18.48
TG (mg/dD) 56,40 & 22.13 43.00 =+ 13.81 69.56 = 40.40 57.56 = 21.23
Phospholipid (mg/dl) 176.60 % 20.15 169.67 = 12.63 177.89 % 14.84 177.11 £ 14.26
TC (mg/dh 10330 = 11.20 101.56 = 8.71 103.89 # 6.83 102.00 = 7.21
BUN (mg/dl) 1711 = 222 1589 =% 1.22 15396 = 1.50 17.01 = 0.82
CRN (mg/dD 0.33 &£ 0.03 0.34 =% 0.02 0.30 % 0.02 0.29 & 0.01%%
Na (mEQ/) 144.40 =+ 0.52 144.67 = 0.71 145.00 % 0.87 145,11 £ 1,34
Cl (mEQ/) 104.90 =% 0.88 105.67 = 0.87 105.56 == 0.88 106.78 £ 1.99%
K (mEqg1) 4.06 =*x 0.22 3.98 = 0.17 3.92 * 0.10 3.94 £ 0.22
Ca (mg/dl) 1036 £ 0.31 10,09 =+ 0.17 10.39 £ 0.21 10.37 =% 0.24
IP (mg/dl) 4.47 = 0.46 4.40 = 0.39 4.49 = 0.56 4.96 = 0,33%%
AST (UMD 71,70 = 13.28 72.89 = 8,91 64.56 = 7.58 66.78 = 9,81
ALT (U 39.50 = 35.13 33.44 =% 5.50 35.36 = 3.81 35344 £ 6.54
ALP (IU/D 266,80 = 34.54 27378 =+ 40.76 275.11 + 30.70 266.22 = 29.80

Abbreviations: TP, total protein; Alb, albumin; T-Bil, total bilirubin; TG, triglyceride; TC, Total cholesterol; BUN, blood urea nitrogen; CRN, creatinine; Na,
sodium; Cl, chloride; K, potassum; Ca, calcium; IP, inorganic phosphate; AST, aspartate aminotransferase; ALT, alanine aminotransferase; ALP, alkaline

phosphatase **#*: Significantly different from the controls at the levels of p<0.05 and p<0.01, respectively (Dunnett's test) * Mean=SD
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Table 5 Histopathological features in the livers of F344 gpt delta rats given 0, 10, 30 or
100 mg/kg MEUG for 13 weeks.

Sex Male Female
Groups Cont 10 mgfeg 30 mg/kg 100 mg e Cont 10 mgliae 320 mg'kg 100 mg/kg
Orgnns Findings Wo. of anixals 10 10 10 10 10 ped o pod
Surivival rate 100%0 100%% 100%% 100%% 1002% 0% SO0 S0%%
Liver
Altered foci 0™O%) 110D 0C0) 1C10) oD fol(ep? oo 0go)
Focal necrosis El&io) El& o)) 230 [T 1e)] 20200 3(33.3> 2€22.2) 222
Single cell necrosis 4030) [-1¢:105 330 2020 TCI0)Y B8, 7D 1¢11.1) 3(33.3>
Centrilobular hepatoce ll hypertrophy [oI(0)] OO 00D 20200 oo o0 oLod o0
Microgramaloma 110> [e](s)) 00> 110 5(50) 3¢53.6) 2022.2> 00y
Angiectasis 2¢20> 20200 220 110D o0 00D [o1¢e)] OOy
Spleen
Brown pigmentation (eI p) o) 00D 0(0) [o7e ] 3(55.6 % S(55.G6)™* 4¢84, 40"
Fibrosis QoD [e](s)] [¢]¢o)] [e]¢e)] 0CG) 1C11.1D 0o o)
Lung
Focal hemorrhage 0C0) 0¢0) 110D (+74s)) OO 0o [e]¢s)) [e7¢¢)]
NMineralizatice 0D SSOO™ 1C10) 1710 OL0d o> 1C11.1) 1¢11.1)
Collection of foam cell 1C10y o) 0D [s1¢a)] 1¢10) [el¢s )} 00D 1¢11.1)
Osseous metaplasia [e]¢e)) [e](s)} 110> [elde)] 110> [el¢s ) 1011, oo
Kidney
Hyalin cast 110D 0C0) 0C0> 0C0d G0 OO 00> OC0D
Tubular regeneration 8C8OD 8¢(8OD 10100 QR0 OCo) oo oo 0Co)>
Mineralization 00 oo 00 elde)] oo 1¢11.1) [s1¢ 5] 1Qa1.1
Inflaromatory cefl infiltration 00 0 1C10)> [#7¢e )] 1C10) 1C11.1) ooy 1¢11.1)
Heaxt
Focal myocardial inflacunation 10¢100) Llclopt pllep] 880D 110> 2Q22.2> 1€11.1) 0CO>
Fibrotic degensrarion 003 110> 110> 0Co) 110> 1110 2022.2) (e[ 3]
Endocardial proliferation 0o 00> [el(e)] [ei¢e)] 0Co) 1¢11.1) 0Co) ooy
Axteritis 0Co) [el¢s )} o) 110D 0Coy 0D [el¢o)] [o7¢e )]
Tongue
Inflasmmatory cell infiltration 1410) falqep] [oI(e)} 1¢10) 0L0) [a7¢s >} [ol(u ) [al(e 5}
Manmmmary glarid
Proliferation 3C40) 2020 6(60) 220> QoD 00 Qo2 (o] )]
Gramuloma OOy acoy 00> 0C0) OO 111D o) OCo)
thyroid gland
Ultimobranciial ayst 0C0) Qo) 0C0) o0) 0D 1¢11.1D o0 00D
Parotid giland
Mineralization 1A, [eI)] (074 )] 0C0y (el M) oD ooy [e7¢s )]
Pituitary gland
Focal hyperplasia of anterior lobe o) 110 110D 00 o0 [ol(e ] [o1(¢ D] 00D
Spinal cord cervical
Demyelination [e]¢s )] [s7¢)) QO - OO QLOY 00D 111, [o1¢s >}
Breastbone
WNonsuppurative necrosis S(80) o920 S0 10¢100) QCL0) 2(100)H TC77.8)> 2(100)
Salivary gland
Vacuoiar degensration [e/¢e)) felde)) oo 00> 1410 [elde)) [e]¢e>] [e7¢ )]
Cecoum
Loss of the mmucosal epithwe Hoam 0D OL0) 00D [a7(e>) OO Qo> 1¢i1. 1D 0C0)
Pancreas
Inflavmmnatory cell infiloration 1C10) [¢](e)] o [s1¢¢5) Qo> [el¢s))] o) 00>
Atrophy of exocrine gland 1€10) 110D oD 440D OCo) [o/qs>] 1¢11.1) 1¢11.1>
NWesidioblastosis [el¢s)] 1¢10) [¢/¢o)] Qo) 440D 2222 [o]¢ e} 1C11.1)
E picidysxds
Inflanunatory cell mfilaation 0o{o) 2020 o0 Qo) - - - -
Prostate gland
Prostatitis 1€10> (o]} 00 [e]¢e)) - - - -
O~ary
Cyst - - - - 220> 1¢11.1D oo 0o
Harder gland
Fibrosis 1¢10)> OOy [27¢23} 0O oo [ol¢s)) [o1¢2)] oo
B Inflarmmatory cell nfiltration 1103 QLoD 110> 1C10) 2020) 11101 1¢11.1) 1C(11.1)
Adrenal gland
Cortical hyviesplasia QO 1€103 [41(s))] 1102 1€103 1611.1) QO QO

3 The mmarrber of aninsals with histopathological lesions. bt The incidence(26) of histopathological lesions - Wot exarrired
W ok Qiemificantly diffevernt fromthe controls at the levesls of p<0.05, 0.01, respectively (Fisher's exact test)
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Table 6. gpt MFs in the liver of male gpt delta rats given 0, 10, 30 or 100 mg/kg
MEUG for 13 weeks

C® 6-TG" and Cm"

Groups Animal No. colonies(x1 05) colonies Mutant Frequency (x107) Mean+S D.
1 34 2 0.59
2 4.5 2 0.44
Control 3 4.5 3 0.67
4 29 2 0.69

5 7.6 2 0.27 0.53+0.18
11 9.5 4 0.42
12 4.8 6 1.25
10 mg’kg MEUG 13 3.0 2 0.66
14 1.9 2 1.03*

15 53 3 0.57 0.79 £ 0.34
21 2.5 1 0.40
22 5.5 8 1.45
30 mg’kg MEUG 23 4.9 3 0.61
24 7.3 7 0.96

25 3.6 2 0.55 0.79+ 042
31 6.0 12 2.20
32 4.1 3 0.73
100 mg/kg MEUG 33 8.3 8 0.96
34 3.5 4 1.14

35 3.6 6 1.69 m

N—

*: Significantly different from the control group at p<0.05 (Dunnet's test).

*: Data of animal No.14 was excluded for the calculation of MF because of the poor packaging efficiency of the transgene.



