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Fig. 3.

Changes of CYP2B1 activit in excised livers of rats given phenytoin (PHE) in original and new
protocol. The values are means = SD of data for 5 rats. TSamples were obtained from a previous
validation study of original protocol. **Significantly different from the control group at P <0.01.
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Standard protocol for the GPG model. Animals were 6-week-old male F344 gpt delta rats. The gpt
assay is performed in excised liver samples as indicator of in vivo mutagenicity. Tumor-promoting
activities are evaluated based on the enhancement of glutathione S-transferase placental form (GST-P)
positive foci induced by diethylnitrosamine (DEN) in residual liver samples.



Table 1. Quantitative analysis of GST-P positive foci

No. of rats  No. of foci (No./em’) Area of foci (mm’/cm’)

61

Control 12 15.27 £ 3.36° 0.166 = 0.043

DADS with washout period 12 12.58 + 1.72 0.118 £ 0.021

DADS without washout period 9 2.75+1.91" 0.025+0.017

PBO 12 24.94 +723" 0.356 + 0.133"

PHE 12 38.15+6.96 0.515+0.113"
*Mean = SD.

** Significantly different from the control group at P <0.01.
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Fig. 1.
Representative microphotographs of atypical tubule and atypical hyperplasia.
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Incidence and multiplicity of preneoplastic lesions in the residual kidney tissue of female F344 rats treated with
diethylnitrosamine (DEN) and trisodium nitrilotriacetic acid (NTA). The values are mean = SD. The horizontal axes
represent the treatment period after unilateral nephrectomy. *,**Significantly different from the DEN 40 mg/kg group at p
<0.05,0.01.
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Food consumption of female F344 gpr delta rats treated with aristolochic acid (AA), potassium dibasic phosphate (PDP),
phenylbutazone (PB), d-limonene (DL).
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v : Unilateral nephrectomy
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Histopathological analysis
of preneoplastic lesions

Standard protocol for the GNP (gpt, nephrectomy and preneoplastic lesion) model. Animals were 6-week-old female
F344 gpt deltarats. The gpt assay is performed in excised kidney samples as indicator of im vivo mutagenicity.
Tumor-promoting activities are evaluated based on the enhancement of formation of preneoplastic lesions induced by

diethylnitrosamine (DEN) in residual kidney samples.
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Table 1.

Body and kidney weights of rats treated with aristolochic acid (AA), potassium dibasic phosphate (PDP),
phenylbutazone (PB), d-limonene (DL).

Group No. of rats Final body weight (g) Kidney weight :
Absolute (g) Relative (g%)
Control 15 1983 =+ 13.1° 0.80 = 0.06 0.40 = 0.02
AA 14 192.7 + 8.4 0.79 = 0.03 0.41 = 0.01
PDP 14 187.6 + 7.6" 1.17 = 007 ** 0.61 =+ 0.03 ™"
PBZ 14 190.8 =+ 9.9° 0.88 = 0.05™ 0.47 = 0.02™"
DL 14 1983 =+ 9.7 0.83 = 0.05 0.42 =+ 0.02*
aMean = SD

* **Sionificantly different from the control group at p <0.05, 0.01.
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Fig. 1 Body weight and food consumption of SD gpt delta rats
treated with 2-MF for 13 weeks
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Fig 2. Mutant frequencies (MFs) of SD gpt delta rats treated with 2-MF for 13 weeks
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