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[Protective Effects of Brazilian Traditional Medicinal Plant on Fundamental Mouse

Carcinogenesis Modell]
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Harukuni Tokuda and Hoyoku Nishino (Department of Biochemistry, Kyoto Prefectural University of Medicine)

Akira Iida (Formerly, Faculty of Pharmaceutical Sciences, Kyoto University)

We widely conducted a screening to detect to substances that are potentially
useful for the feasibility of integrating medicinal plants against all type
tumor. In the process of our in vitro and in vino conventional assay for
anti-tumor promoters/chemopreventive agents, using Brazillian medicinal
plant, Tabebuia avellanedae (TA) which is a plant that has been used in
herbal medicine scince 500 years before mostly in South American, two-stage
carcinogensis tests of mouse skin conducted. On the use in this test, sample
was obtainted by boiling the powdered of inner bark of this plant in water,
which is method generally used to make the drinking tea for our living
life. On the two-stage carcinogenesis in mouse skin, DMBA 100 .g was
applied as an initiator. Starting from 1 week after DMBA application, TPA
1 4g as a promoter was applied to the same site as a frequency of twice
weekly for 20 consecutive weeks. Treated group had free access to the
ordinary TA drinking sample (prepared as 50 % solution) during promotion
period and only drinking water as positive control. The tea treatment
group showed about 50% inhibition in the number of tumors developed.
During each experiment, the body weight of each mouse was measured
on weekly, and test treatment group showed almost same body weight
gains compared with positive control. These observations seem that this
materials more extensively as one of the trial for purpose of toward
complementary and alternative medicine field.
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[Chemopreventive Activity of Natural Source Compounds Against Nitric Oxide Donor

Induced Carcinogenesis. |
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Chemical carcinogenesis in mouse skin can be divided into at least 2
steps, initiation and promotion. A single application of an agent such
as triethylenelamine, urethan and 7,12-dimethlben(a)anthracene ini-
tiates the process of tumor formation. Subsequent repeated applica-
tions of a promoting agent such as TPA or its active components to
skin in which carcinogenesis has been initiated will produce papillomas
and carcinoma. All of the known carcinogenesis for the skin are effective
initiators at certain dose levels. We find that peroxynitrite (PN), NO
donor, solution appear to be unique in that it act as initiators. To
examine the possible role of peorexynitrate induced carcinogenesis,
we tested the effects of peroxynitrite solution in two-stage mouse skin
carcinogenesis. SENCAR mice were initiated with single dose of
peroxynitrite solution (390 nmol) and promoted with TPA (1.7nmol)
twice a week for 20 weeks. Tumor incidences were 100% with 6 to 7
papillomas per mouse. These studies indicated that NO may contribute
to cancer effecs through initiating activity. The present study was
carried out to examine the chemopreventive activity of natural
source compounds, tochopherol its derivative, polyphenols, herbal
medicine Tabebuia avellanedae ext. and curcumin etc. on the nitric
oxide (NO) donors induced carcinogenesis. Employing Western blot
analysis studies, we found that H-Ras, MEK and p38 levels observed
the effects against PN induced activation. Base on our date, we
suggest that one target of these natural source effect in mouse skin is
the modulation of the MAPK signal pathway.
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