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[Chemoprevention of Nitric Oxide Donor Induced Carcinogenesis by Natural Source Compounds]
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The present study was carried out to examine the chemopreventive activity
of natural source compounds, flavonoids, herbal medicine Tabebuia avel-
lanedae ext (Taheebo Japan) and curcumin etc. on the nitric oxide (NO)
donors induced carcinogenesis. These experiments also were to demonstrate
that exposing the skin of SENCAR mice to natural source compounds prior
and during peroxynitrite (PN) treatment inhibits selected intermediate
pathway in the PN-induced mouse skin complete carcinogenesis model.
On the fundamental findings, several studies have suggested that these
compounds, antioxidatives were observed the inhibitory effect against
chemical carcinogenesis induced tumor initiating and promoting activity
using two-stage mouse skin model. In the course of these studies, 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
were 100% with 6 to 7 per mouse at end of experiment as positive control
group. Natural source compounds were orally fed with drinking water for
only 2 weeks, before and after initiation and following promoting treatment
with drinking water only, as test compounds. In our observation, natural
source compounds treated group cause about 60-70% reduction in the aver-
age number of tumors per mouse after 20 weeks of experiment, respectively.
Topical administration of natural source compounds had much influence
against PN induced expression stage. We postulate that these data suggest
possible role of a regulatory mechanism of chemopreventive activity in PN
induced carcinogenesis. Employing Western blot analysis studies, we found
that H-Ras, MEK and p38 levels observed the effects against PN induced acti-
vation. Base on our data, we suggest that one target of these natural source
effect is mouse skin in the modulation of the MAPK signal pathway.
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[Evaluation of the Anti-Tumor Promoting Activity of Brazilian Medicinal Plant, Tabebuia
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avellanedae Extract in Established Short Trem in vitro Assay System/]
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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, TPA enabled rapid and detection of naturally
occurring substances (anti-tumor promoters, chemopreventive
agents ) with inhibition of Epstein-Barr virus (EBV) activation/tumor
promoting potency, using human lymphoblastoid cells. Over 1000
samples were tasted, using this short term in vitro assay system
and more than 100 substances with such activities were identified.
We found that one of the Brazilian medicinal plants, extract of
Tabebuia avellanedae (TA) shows a potent inhibitor whose action
was enhanced by healthy subject in cancer. During the course of our
studies to evaluate the materials of effective potency for complemen-
tary and alternative medicine, we attempted to link feasibility of
intergrating potency with extract of TA. Following additional of n-
butyric acid, TPA and either extract of TA or its components to the
culture medium, both extract of TA and components showed
significant dose-dependent inhibitory effects in this assay system.
These laboratory data accumulated so far strongly suggest its role
as an alternative to cancer therapy.
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