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Fig. 3 Number and area of GST-P-positive foci for F344 gpt delta rats treated with furan
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Table 1. Final body and organ weight of SD gpt delta rats treated with 2-MF for 13 weeks

Male
Absolute weight (g)
Itern 0 mg/kg 1.2 mg/kg 6 mg/kg 30 mg/kg
Body weight 526.9 + 40.0 547.6 £ 52.0 5122 & 355 456.3 & 21.2%*
Liver 1441 = 1.80 1520 £ 2.41 15.02 + 1.57 19.00 £ 1.49**
Relative weight (g%)
Liver 2.73 £ 021 2.76 £ 0.23 293+ 0.14 4.16 + 0.23+*
Female
Absolute weight (g)
Item 0 mg/kg 1.2 mg/kg 6 mg/kg 30 mg/kg
Body weight 302.9 £ 26.1 303.6 = 220 286.5 & 332 255.3 4= 18.5%*
Liver 7.76 & 1.19 7.56 + 0.67 8.46 + 1.07 10.80 + 0.89**
Relative weight (g%)
Liver 1256 +032 249 £ 0.18 2.96 4 Q.21+ 424 + 0.24**

* **: p<0.05, 0.0t vs Control
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Table 2. Serum biochemistry of SD gpr delta rats treated with 2-MF for 13 weeks

Male
Item Unit Control 1.2 mgkg 6 mg/kg 30 mg/kg
ALP UL 428.6 + 40.8 485.6 £ 64.8 486.8 + 89.8* 566.2 =+ 38.9**
T-Bil mg/dL 00£0.1 0.0 = 0.0 0.1 %01 0.1 &= 0.0%
v-GTP UL 1.0 +£00 1.0 £ 00 1.0 £00 42+ 08
Glucose  mg/dL 154.0 £ 265 1448 + 210 1242 £ 272 101.8 =4 16.5**
T-Cho  mg/dL 618 6.7 64.0 + 125 67.8 + 12.0 84.0 4= 7.1%*
Female
Item Unit Control 1.2 mg/kg 6 mg/kg 30 mgrkg
ALP UL 232.7 £ 60.1 2565 926 198.6 = 63.9 303.9 + 858
T-Bil mg/dL 0.1+0.1 0.0+0.1 0.0+01 0.1 00
y-GTP L 1.0x00 1.0+ 00 1.0 £00 2.7 +09
Glucose  mg/dL 140.3 £ 20.9 1478 = 17.1 1248 +25.7 1149 = 12.2%
T-Cho  mg/dL 118.0 +24.6 1013 = 139 105.3 + 12.8 110.2 £ 20.6

* 4% p<0.05, 0.01 vs Control

39



2015/5/28

Table 3 Histopathological findings of SD gpt¢ delta rats treated with 2-MF for 13 weeks

Male

Female

Control 1.2 mg/kg 6 mg/kg 30 mg/kg

Control 1.2 mg/kg 6 mg/kg 30 mg/kg

Organs Findings 10 10 10 10 10 10 10 10
Liver Apoptosis, hepatocyte 0 0 0 6 0 0 1 6
Foci of cellular alteration 0 0 0 10 0 0 0 10
Bile duct proliferation 0 0 1 8 0 0 1 8
Oval cell proliferation 0 0 0 2 0 0 0 0
Cholangiofibrosis 0 0 0 9 0 0 0 9
Cell infiltration, subcapsular 0 0 7 10 0 0 2 10
Phagocytosis, macrophage 0 0 4 5 1 0 5 5
Microgranuloma 0 0 0 0 1 0 0 0

Cholangiofibrosis
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Table 4. Final body and organ weight of F344 gpt delta rats treated with furan for 4 weeks

Absolute weight (g)
Item Control 2 mg/kg 4 mg/kg 8 mg/kg
Final body weight 2275+ 14.8 215.5+438 2214 £ 16.0 203.4 £ 9.0*
Liver 7.96 £ 0.54 7.86 - 0.23 8.73+0.89 8.84 £0.43
Relative weight (g%)
Liver 3.5+£0.05 3.65 £ 0.09 3.94 £ 0.16** 435+ 0,11**

*: p<0.05,**: p<0.01 vs. Control
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Table 4. Histophatological findings for the liver of F344 gpt delta rats treated with furan for
4 weeks

Male

Liver Control 2mgkg 4mgkg 8mgkg

No. of animals 5
Apoptosis, hepatocyte
Oval cell proliferation
Cholangiofibrosis
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Cholangiofibrosis ey e : Cell filtration, subcapsular / Apoptosis (arrow head)
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Table 5. gpt mutant frequencies of F344 gpt delta rats treated with furan for 4 weeks

. CmR® colonies 6-TG® and Cm® Mutant Frequencies
Group Animal No. (x10% colonies (x10%) Mean = SD
1 8.9 5 0.56
2 6.9 6 0.87
Control 3 6.7 5 0.75 0.91+0.53
4 73 4 0.55
5 4.9 9 1.83
6 6.3 12 1.90
7 7.8 7 0.90
2 mg/kg 8 8.1 5 0.62 0.9540.55
9 6.7 5 0.75
10 72 4 0.55
11 6.4 6 0.94
12 5.9 6 1.01
4 mg/kg 13 71 6 0.85 0.9940.11
14 7.0 8 1.14
15 79 8 1.02
16 8.0 5 0.62
17 6.9 5 0.73
8 mg/kg 18 43 6 1.39 1.0620.37
19 7.7 11 1.42
20 4.4 5 113
21 1.0 178 171.98
22 0.6 56 9722
DEN 12.5 mg/kg? 23 1.1 97 90.57 148.54+50.57**
24 0.3 57 191.92
25 0.5 98 191.03

a: For rats treated with DEN, gpt mutants were analyzed only on one selected plate whose colony numbers were closest to the average number of 5 plates,
and MFs were calculated using the packaging efficacy values divided by 5.

**: p<0.01vs. Control
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Table 6. Spi- mutant frequencies of F344 gpr delta rats treated with furan for 4 weeks
. Plaques within XL-1 Plaques within Mutant Frequenc

Group Animal No. Bl?.\c MRA (x | 0% V;lL95 ®2) x 10% Y Mean = SD
1 11.2 18 1.61
2 119 4 0.34

Control 3 10.2 12 118 0.89+0.51
4 12.0 7 0.58
5 13.2 10 0.76
6 6.8 S 0.73
7 10.8 5 0.46

2 mg/kg 8 9.7 6 0.62 0.60:0.10
9 9.8 6 0.61
10 8.5 S 0.59
11 6.8 5 0.73
12 8.8 4 0.45

4 mg/kg 13 7.3 7 0.96 0.71+0.21
14 6.2 9 1.45
15 10.0 7 0.70
‘16 111 4 0.36
17 8.9 3 034

8 mg/kg 18 4.9 1 0.21 0.640.46
19 6.8 8 1.19
20 55 6 1.09
21 6.1 155 25.33
22 32 52 16.51

DEN 12.5 mg/kg 23 46 38 8.28 12.59+8.26*
24 4.7 32 6.84
25 5.9 35 5.98
*: p<0.05 vs. Control
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Table 7. Liver micronucleus assay of F344 gpt delta rats treated with furan for 4

weeks
Group Animal No. Hepatocytes MNHEPs (cells) MNHEPs (%) Mean £ SD
1 2124 2 0.094
2 2015 0 0.000
Control 3 2002 2 0.100 0.058+0.041
4 2100 1 0.048
S 2086 1 0.048
6 2005 1 0.050
7 2037 1 0.049
2 mg/kg 8 2001 1 0.050 0.0590.023
9 2002 2 0.100
10 2066 1 0.048
11 2001 0 0.000
12 2004 2 0.100
4 mg/kg 13 2078 i 0.048 0.109+0.096
14 2003 5 0.250
15 2002 3 0.150
16 2018 0 0.000
17 2050 4 0.195
8 mg/kg 18 2079 0 0.000 0.049+0.084
19 2070 4 0.000
20 2000 1 0.050
21 2002 33 1.648
22 2001 37 1.849
DEN 12.5 mg/kg 23 2001 32 1.59%9 1.886:£0.376%*
24 2014 51 2.532
25 2000 36 1.800

MNHEPs: micronucleated hepatocytes

** . p<0.01 vs. Control
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