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[Chemopreventive activity of naturally occurring compounds on nitric oxide donors induced

mouse skin carcinogenesis. |
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The present study was carried out to examine the cheopreventive
activity of antioxidants, polyphenols curcumin and Brazilian
traditional medicine ext.and its compounds etc. on the nitric
oxide(NO) donors induced carcinogenesis. We previously repor-
ted that kind of NO donor, peroxynitrite(PN) induced tumor
initiating activity using mouse on two-stage mouse skin carci-
nogenesis. Female SENCAR mouse(6 weeks of age) were treated
topically with single dose of PN solution, followed by TPA twice
a weekly for 20 weeks. Tumor incidence was 100% with 5 to 6 per
mouse at end experiment. Antioxidants and ext. 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 and ext. treated group cause about
60% reduction in the average number of tumors per mouse after
20 weeks experiment, respectively.These data suggest that several
compounds are promising candidates as chemopreventive agents
for infectious and inflammatory induced carcinogenesis.The
molecular basis of these difterences is being explored by protein
inducing levels.Western blotting analysis of qualified epidermal
particle protein showed that H-Ras, MEK, Raf-1 and p38 expres-
sion in mouse skin were abnormal responsible for PN treatment
in a time- and dose- dependent manner. Topical administration
of natural source compounds had much influence against PN
induced expression stage.We postulate that these data suggest
possible role of Ras signaling pathway as a regulatory mechanism
of chemopreventive activity in PN induced carcinogenesis.
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[Establishment of short term in vitro assay screening method for useful compounds. |
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The application of a new screening procedure which utilizes the
synergistic effect of short-chain fatty acids and tumor promoting
diterpene esters enabled rapid and easy detection of tumor pro-
moters and anti-tumor promoters using human lymphoblastoid
Raji cell. Several tumor promoters are able to activate the Ep-
stein-Barr virus early antigen (EBV-EA) induction in both la-
tently and productively infected cells, Raji cells.

The EBV activating effect of tumor promoters can be synergist-
ically enhanced through protein kinase ¢ pathway if they are ad-
ministred together with n-butyric acid. N-butyric acid is itself a
potent activator of infected virus in Raji cell when used at
higher concentrations.

Interestingly, the EBV-EA activation induced by 12-O-tetradeca-
noylphorbol-13-acetate(TPA), can be diminished by the addition
of chemopreventive agents, ascorbic acid, curcumin and herbal
plant, Tabebuia avellanedae to the culture medium.

These samples are an inhibitor of tumor promotion, chemo-
preventive agents.

In this present study, we tried to arrange the screening and
detection of chemopreventive agents.
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