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Figure 1. Body weight (A) and food consumption of F344 gpt delta rats
treated with 3-acetyl-2,5-dimethylfuran for 13 weeks. ** p<0.01 vs control.
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Table 1. Hematological data for F344 gpt delta rats treated with 3-acetyl-2,5-dimethylfuran for 13 weeks.

Control 30 mg/kg 300 mg/kg
Number of animals 10 10 10
RBC [106/mL) 9.25 *+ 0.12° 8.99 * 0.22* 8.96 T 0.24**
HGB (g/dL) 155 £ 0.2 153 = 0.4 15.1 £ 04*
HCT (%) 45.6 £ 0.6 453 £ 1.2 446 £ 15
MCV (fL) 49.3 £ 0.6 50.4 £ 0.4** 49.8 £ 05
MCH (pg) 16.7 * 0.1 17.0 = 0.2** 16.8 * 0.2
MCHC (g/dL) 33.9 * 0.2 33.7 £ 03 33.7 ¥ 0.2
PLT [103/mL) 647.7 = 63.4 665.6 = 36.2 735.1 * 57.2%%*
WBC (10°/mL) 4,13 £ 0.67 4,02 £ 0.85 3.46 £ 0.96
Differential cell counts
Neutrophils (%) 227 £ 7.4 27.6 * 8.0 309 + 6.8*
Eosinophils (%) 1.2 £ 04 1.0 £ 0.2 0.8 £ 0.2**
Basophils (%) 0.2 * 0.1 02 = 0.2 02 = 0.2
Lymphocytes (%) 69.7 * 7.2 68.9 = 8.0 66.1 = 6.6
Monocytes (%) 24 £ 06 22 £ 04 2.0 £ 04

® Data represent means * SD.
*, ¥*: Values are significantly different from control at p < 0.05 and 0.01, respectively.
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Table 2. Serum biochemistry data for F344 gpt delta rats treated with 3-acetyl-2,5-dimethylfuran for 13

weeks.

Caontrol 30 mg/kg 300 mg/kg
TP (g/dL) 6.6 £ 0.2° 6.3 £ 0.2** 6.3 & 0.2**
A/G 22 £ 01 23 £ 01* 2.6 £ 0.2%**
Alb (g/dL) 45 * 0.1 4.4 * 0.1 46 £ 0.1
T-Bil (mg/dL) 0.046 = 0.008 0.041 * 0.007 0.035 * 0.008 *
Glu (mg/dL) 168 * 26 157 * 19 164 *+ 28
TG (mg/dL) 128 + 28 73 24 % 33 + 5%
T-Cho (mg/dL) 71 £ 5 63 £ 7** 61 £ 3**
PL (mg/dL) 125 £ 9 108 £ 12 ** 102 £ 4**
BUN (mg/dL) 16.1 = 1.1 13.2 * 1.4%** 12.1 = 0.6**
CRN (mg/dL) 0.32 = 0.01 0.30 * 0.01** 0.23 = 0.02 **
Ca (mg/dL) 105 £ 0.2 105 £ 0.2 104 £ 0.2
P (mg/dL) 57 £ 0.2 55 £ 05 59 £ 03
Na (mEq/dL) 1437 £ 1.1 143.5 = 0.8 143.7 £ 1.6
K (mEq/dL) 42 * 0.3 4.2 £ 0.2 43 £ 0.2
cl (mEqg/dL) 103.1 =+ 1.0 102.8 £ 1.0 102.8 £ 1.1
AST (IU/L) 84 * 31 67 £ 8 57 £ 7**
ALT (IU/L) 59 + 20 45 £ 6* 36 £ 3**
ALP (IU/L) 461 * 39 466 * 50 425 * 32
y-GTP  (IU/L) <3 <3 <3

? Data represent means * SD.

* **: Values are significantly different from control at p < 0.05 and 0.01, respectively.
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Table 3. Organ weight data for F344 gpt delta rats treated with 3-acetyl-2,5-dimethylfuranfor 13 weeks.

Control 30 mg/kg 300 mg/kg
Number of animals 10 10 10
Final body weights (g) 329 = 16° 328 = 14 278 = 11 **
Organ weights (absolute) (g)
Brain 1.97 = 0.04 1.94 £ 0.04 1.82 = 0.04 **
Lungs 0.98 £ 0.06 1.02 = 0.07 0.92 = 0.06
Heart 0.87 £ 0.03 0.88 = 0.05 0.80 = 0.05 **
Thymus 0.20 £ 0.02 0.21 = 0.03 0.15 = 0.03 **
Liver 8.51 = 0.60 8.50 = 0.64 9.40 = 0.49 **
Kidneys 1.94 £ 0.11 2.00 £ 0.11 2.13 £ 0.09 **
Spleen 0.63 £ 0.02 0.60 = 0.04 * 0.53 £ 0.01 **
Adrenals 0.044 %= 0.007 0.042 = 0.004 0.044 = 0.006
Pituitary 0.0104 = 0.0009 0.0101 = 0.0008 0.0109 = 0.0009
Thyroid 0.0211 = 0.0029 0.0212 = 0.0031 0.0181 * 0.0016 *
Testes 2.91 £ 0.05 2.87 £ 0.11 2.88 £ 0.11
Seminalvesicle 1.21 £ 0.18 1.16 = 0.15 1.31 = 0.09
Prostate 0.93 £ 0.15 0.86 £ 0.10 0.92 = 0.15
Salivary gland 0.62 £ 0.06 0.55 £ 0.03 ** 0.48 = 0.04 **
Organ weights (relative) (g/100g b.w.)

Brain 0.60 = 0.03 0.59 = 0.02 0.65 = 0.02 *
Lungs 0.30 £ 0.02 0.31 £ 0.02 0.33 £ 0.02 **
Heart 0.27 £ 0.01 0.27 = 0.02 0.29 = 0.02 *
Thymus 0.06 = 0.01 0.06 = 0.01 0.06 = 0.01
Liver 2.59 = 0.08 2.59 = 0.10 3.38 = 0.10 **
Kidneys 0.59 £ 0.01 0.61 = 0.02 0.77 £ 0.02 **
Spleen 0.19 £ 0.01 0.18 £ 0.01 * 0.19 = 0.01
Adrenals 0.013 £ 0.002 0.013 = 0.001 0.016 = 0.002 *
Pituitary 0.0032 = 0.0002 0.0031 = 0.0002 0.0039 £ 0.0003 **
Thyroid 0.0064 = 0.0008 0.0064 = 0.0009 0.0065 = 0.0006
Testes 0.89 £ 0.04 0.88 = 0.03 1.04 = 0.06 **
Seminalvesicle 0.37 = 0.04 0.35 = 0.05 0.47 = 0.03 **
Prostate 0.28 £ 0.04 0.26 = 0.03 0.33 £ 0.06 *
Salivary gland 0.188 * 0.017 0.166 = 0.010 ** 0.173 = 0.017

? Data representmeans = SD.

* **:Values are significantly different from control at p < 0.05 and 0.01, respectively.

-63 -



Table 4. Histopathologicalfindings of F344 gpt delta rats treated with 3-acetyl-2,5-dimethylfuran for 13 weeks.

Control 30 mg/kg 300 mg/kg

Number of animals 10 10 10

Liver

Hypertrophy, hepatocellular, centrilobular, slight 0 0 5*
Kidney

Lymphoid infiltration, minimal 1 0 0
Heart

Myocardial degeneration / mononuclear cell infiltration, minimal 1 - 0
Pituitary

Cyst, parsdistails 1 - 0
Nasal cavity

Degeneration/necrosis, olfactory epithelium, slight 0 0 6*

Respiratory metaplasia 0 0 10 *

Mineralization 0 0 4%

*: Significantly different from the control at p<0.05 (Fisher's exact test)
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Table 5. gpt mutantfrequencies in the liver of F344 gpt delta rats treated with 3-acetyl-2,5-dimethylfuran
for 13 weeks.

Animal No. Crr}i?g;‘;ies G—TS:Ig:::Iegm“ Fr“;:jznniy Mean £5.D.
(x 107)
Control 2 4.5 4 0.90 0.78 £ 0.28°
3 12.0 10 0.84
5 5.7 4 0.70
8 3.7 4 1.09
9 5.7 2 0.35
30 mg/kg 13 3.2 2 0.63 0.49 £ 0.31
14 3.9 1 0.26
15 3.7 1 0.27
18 10.3 10 0.97
20 3.3 1 0.30
300 mg/kg 21 1.9 5 2.58 1.95 £ 1,15 *
22 8.1 3 0.37
23 25 7 2.78
27 2.4 7 2.94
30 2.8 3 1.08

® Data representmeans = SD.
*: Values are significantly differentfrom controlat p < 0.05.

Table 6. Mutation spectra of gpt mutantsin the liver of F344 gpt delta rats treated with 3-acetyl-2,5-dimethylfuran
for 13 weeks.

Control 30 mg/kg 300 mg/kg
No. (%) MF (x10°) No. (%) MF (x10°%) No. (%) MF (x10°%)

Base substitution
Transversion

G:C-T:A 1 (4.2) 0.02 = 0.04° 3 (20.0) 0.13+0.15 2 (8.0 0.16 £ 0.22

G:C-C:G 1 (4.2) 0.02 = 0.04 2 (13.3) 0.08 = 0.13 3 (12.0) 0.27 £0.25

AT-T:A 1 (4.2) 0.04+0.10 0 (0.0) 0 2 (8.0 0.16 £ 0.22

AT-C:G 0 (0.0) 0 1 (6.7) 0.06 £ 0.14 1 (4.0) 0.07 £0.16
Transition

G:C-AT 16 (66.7) 0.47 = 0.14 4 (26.7) 0.08 = 0.17 10 (40.0) 0.77 £0.80

AT-G:C 2 (8.3) 0.10*+0.14 2 (13.3) 0.07 £0.12 4 (16.0) 0.27 *0.34
Deletion

Single bp 1 (4.2) 0.04 = 0.08 0 (0.0) 0 1 (4.0) 0.08 =0.19

Over2 bp 0 (0.0) 0 0 (0.0) 0 2 (8.0) 0.16 £ 0.35
Insertion 1 (4.2) 0.05+0.12 3 (20.0) 0.06 £ 0.13 0 (0.0 0
Complex 1 (4.2) 0.04 * 0.08 0 (0.0) 0 0 (0.0) 0
Total 24 0.78= 0.28 15 0.49=0.31 25 1.95%1.15

? Data representmeans £ SD.
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Figure 2. Number (A) and area (B) of GST-P positive foci in the liver of
F344 gpt delta rats treated with 3-acetyl-2,5-dimethylfuran for 13
weeks. Data represent means * SD. **p<0.01 vs control.
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