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4 (61-85) | o Rabiadin B B08Ye
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BBN, 0.05% in drinking water
DHPN, 0.1% in drinking water

Fig. 1

Experimental design for a rat medium-term multi-organ carcinogenesis bioassay.
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Fig. 2

Representative proliferative lesions in the liver of rats treated with Alz or
Rub in a medium-term multi-organ carcinogenesis bioassay. (a) atypical
tubule; (b) atypical hyperplasia; (c) adenoma; (d) carcinoma.
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Fig. 3

Number (a) and multiplicity (b) of GST-P-positive foci in the liver of rats
treated with Alz or Rub in a medium-term multi-organ carcinogenesis bioassay
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Fig. 4

Hepatocellular adenoma in a rat treated with 0.04% Rub in a medium-term

multi-organ carc

ioassay

b

inogenesis
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Table 1. Final body, kidney and liver weights of F344 rats treated with Alz or Rub in a medium-term
multi-organ carcinogenic assay

Group :]?r’n(;f{ Final BW (g) (abl:;ﬁj [:3 @ (E:gz) ver (abusolute) ( L(i;//elro((l)’e;a}t)i\:/,;)
Control 11 2872 £ 214 191 £027 0.67 £0.09 7.54 £091 2.62 +0.22
0.008% Alz 18 287.1 + 184 199 £030 0.69 £0.09 732 £092 254 =025
0.04% Alz 17 278.0 £ 16.7 3.75 £ 653 137 £242 701 £069 252 £0.14
0.008% Ru’ 21 279.0 £ 206 198 £ 030 071 £0.08 7.08 £0.69 2.54 +0.16
0.04% Rub 20 2832 £ 178 204 £032 072 £0.11 797 £098 2.81 +0.23
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Table 2. Incidence and multiplicity of proliferative lesions in the kidney of rats treated with Alz or Rub in a
medium-term, multi-organ carcinogenic assay

Incidence (%) Multiplicity (/animal)
L - . . 0, . . 0 . 3 0, » . 0,
esion Control Alizarin (%) Rubiadin (%) ontrol Alizarin (%) Rubiadin (%)
0.008 0.04 0.008 0.04 0.008 0.04 0.008 0.04
Cortex
Atypical tubule 100.0 100.0 94.1 100.0 95.0 45 54 29 34 47
Atypical hyperplasia 36.4 333 64.7 238 450 0.5 0.4 1.2 0.2 0.8
Renal cell adenoma 9.1 167 17.6 333 25.0 0.1 0.2 0.2 04 03
Renal cell carcinoma 0 5.6 0 4.8 0 0 0 0 0 0
Outer medulla
Atypical tubule 36.4 722 294 714 85.0* 0.6 1.2 05 1.2 3.5%*
Atypical hyperplasia 455 27.8 88.2*% 47.6 95.0%* 1.1 0 24 0.6 3.9**
Renal cell adenoma 0 0 5.9 23.8 15.0 0 0 0.1 0.2 0.2
Renal cell carcinoma 0 0 59 0 100 0 0 0.1 0 0.1
Mesenchyme
RMT 63.6 833 94.1 95.2* 90.0 1.6 1.8 24 20 21
Pelvis
Transitional cell hyperpl 18.2 0 59 9.5 150 0.2 0 0.1 0.1 0.2
Transitional cell carcinos 0 5.6 11.8 0 0 0 0.1 0.1 0 0

**x: Sinificantly different from controls at p<0.05 and p<0.01, respectively (Fisher's exact probably test or Mann-Whitney's U-test)
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Table 3. Histopathological findings in the liver of rats treated with Alz or Rub in a
medium-term, multi-organ carcinogenicity assay

Group
Alz Rub
0.008% 0.04% 0.008% 0.04%
(n=) 11 18 17 21 20

Lesions Contrc

Non-proliferative lesions
Hepatocellular hypertrophy, diffuse 11 18 17 21 20

Nuclear alteration 11 18 17 21 20
(anisonucleosis, dinucleated cell, vacuolation)

Proliferative lesions

Altered hepatocellular foci 11 18 17 21 20
Hepatocellular adenoma 0 0 0 1 1
Hepatocellular hyperplasia 0 0 0 0 2
Hemangiosarcoma 0 0 0 1 0
Cholangiocellular hyperplasia 1 2 0 0 0
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