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[Chemopreventive activity of natural compounds on Nitric Oxide donors induced Mouse
Skin Carcino genesis]
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of Pharmaceutical Sciences, Kyoto University), others

The present study was carried out to examine the chemo-
preventive activity of natural compounds(antioxidants)
polyphenols, curcumin and Tabebuia avellandae ext. on

mouse. These data suggested that natural compounds
are promising candidates as chemopreventive agents for
inferctions and inflammatory induced carcinogenesis.

the nitric oxide(NO) donors induced carcinogenesis.

We previously reported that antioxidants show the scaveng-
ing activity against NO generation in cultured cells system.
On the fundamental such results, recent studies have
demonstrated that these antioxidants were observered
the inhibitory effect against peroxynitrite(PN), NO donors
induced tumor initiating activity using mouse skin.
Female SENCAR mouse (6 weeks of age) were treated top-
ically with single dose of PN solution, followed by TPA
twice a weekly for 20 weeks. Tumor incidence were 100%
with 5 to 6 per mouse at end of experiment. Antioxidants
were orally fed with drinking water for only 2 weeks, before
and after initiation and following promoting treatment with
drinking water only. In our observation, antioxidants
treated group cause about 60% reduction in the average
number of tumors per mouse after 20 weeks of experi-
ment, respectively. Western immunoblot analysis of cell
signaling protein showed that H-Ras and MEK expression
in mouse skin were markedly increased by PN, NO donor
and these protein levels were slightly decreased by antioxi-
dants treatment. These results were in agreement with in-
hibitory effects observed in parallel studies with SENCAR
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[Chemopreventive Effect of Brazilian Traditional Medicine, Tabebuia avellanedae ]
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Tabebuia avellanedae Lorentz ex GRISEB (Bignoniaceae),
which is native to South America from Brazil to northern
Argentina, is well known in traditional folk medicine
used for the treatment of various diseases. Previously we
reported that 5-hydroxy-2-(1-hydroxyethyl)-naphtho[2,3-
b]-furan-4,9-dione, one of the antitumor constituents in
this plant inhibited TPA-induced EVB-EA activation in
Raji cells and thereby acted as a chemopreventor in vitro
(1). This fact promoted us to examine chemopreventive
effects of T. avellanedae since the inner bark of this plant
produced in Brazil is distributed in Asia as a herb tea.
Oral administration of the aqueous extract of the pow-
dered inner bark (provided by Taheebo Japan Co,Ltd.)
inhibited the promotion stage of carcinogenesis in mouse
skin (carcinogen/promoter: DMBA/TPA) and in mouse
lung (4NQO/ 8% glycerol), suggesting that the extract
might be a functional material for cancer prevention as
well as fruits and vegetables. In this presentation, we will
describe the in vivo chemopreventive activity of T. avellane-
dae together with the in vitro activity of several constituents
including a novel cumarin derivative.

References: 1. Ueda S. et al. (1994) Phytochemistry 36:323-325.
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