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Fig.1 Experimental protocol.
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Table 1 Histopathological findings during DEN carcinogenesis
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Table 2 Results of immunohistochemical staining

AFP »=-GTR. - GSF=P
gz:évizg gzpatocyte s g =
Enzyme-altered foci - +~— H~+
Hyperplastic nodule — fre— o
HCC well diff. +~— 4~ T

moderately diff. = +~— e
poorly diff. 4 S =

A

1
1

"DEN 1-2

Fig.2b Macroscopical view of rat liver after 6
weeks administration of DEN.
Whitish nodules are noted.
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Fig.2a Macroscopical view of control rat liver.
Liver surface is smooth.

Fig. 2¢
weeks administration of DEN.

Macroscopical view of rat liver after 12

Nodules and subcapsular hematomas are noted.
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Fig.3 Liver from a rat administered DEN for 2 Fig.4 Liver from a rat administered DEN for 6

weeks. weeks.
Immunoperoxidase staining for GST-P (ABC Moderate fibrosis is seen. (Masson stain section, X
method, X200). 200)

Strong reaction of GST-P in enzyme-altered focus.

Fig.5 Liver from a rat administered DEN for 8 Fig.6 Liver from a rat administered DEN for 8

weeks. weeks.
Moderately differentiated HCC (trabecular type). Hyperplastic nodules, composed of various cells.
(H. E. stain section, X200) (H. E. stain section, X200)

\ » ¢ < £ J

Fig.7 Liver from a rat administered DEN for 8 Fig.8 Liver from a rat administered DEN for 8

weeks. weeks.
Proliferation of small hepatocyte foci. - Disappearance of interstitial component.
(H. E. stain section, X200) (H. E. stain section, X200)

75
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Fig.9 Liver from a rat administered DEN for 10
weeks.
Well differentiated HCC. (H. E. stain section, X200)
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Fig.10 Liver from a rat administered DEN for 10
weeks.
Clear cell foci. (H. E. stain section, X200)
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Fig.12 Liver from a rat administered DEN for §
weeks.

Basophilic hyperplastic nodule with atypism.

(H. E. stain section, x200)
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Abstract

Sequential Immunohistochemical Study of Early
Hepatocellular Carcinoma in Rat Liver During
Carcinogenesis Induced by Diethylnitrosamine

Akira Masaka

This study was designed to observe the histopathology of the early hepatocellular carcinoma in
rat liver during carcinogenesis induced by diethylnitrosamine. Sequential immunohistochemical
stainings against «-fetoprotein (AFP), y-glutamyl transpeptidase (y-GTP), and placental form of
glutathione S-transferase (GST-P) were performed.

During the experiment, cell injuries appeared at 2 weeks, enzyme-altered foci at 2 weeks,
hyperplastic nodules at 6 weeks, and early hepatocellular carcinoma at 8 weeks after DEN feeding.
The appeafance of cancer in a nodule, fatty changes, pseudogland formation, and microinvasion of
atypical liver cell to portal area were also noted.

These results suggest that this experimental protocol may be useful in studying early hepato-
cellular carcinoma. (St. Marianna Med. J., 20 : 472-484, 1992.)
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