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[Prevention of Nitric Oxide Donors-Induced Carcino
Compounds and Its Evaluation of Signaling Pathway
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The present study was carried out to examine the chemopreventive activity
of natural source compounds, curcumin, ext of Tabebuia avellanedae etc. on
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 signaling in the PN-induced mouse skin complete car-
cinogenesis model, using Western blotting assay. On the fundamental findings,
recent studies have suggested that these compounds were observed the in-
hibitory effect against PN induced tumor initiating activity using two-stage
mouse skin model. Female SENCAR mouse (6 weeks of age) were treated top-
ically with single dose of PN(390nmol) solution, followed by TPA(1. 7nmol)
twice a weekly for 20 weeks. Tumor incidence were 100% with 5 to 6 papillo-
mas 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 average number of tumors per
mouse after 20 weeks of experiment, respectively. The molecular basis of these
differences are being explored by protein inducing levels. Western blotting
analysis of qualified epidermal particle protein showed that H-Ras, MEK and
P38 expression throught MAP kinasein mouse skin were abnormal responsi-
ble for PN treatment in a time- and dose-dependent manner. 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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[CANCER CHEMOPREVENTIVE ACTION OF BRAZILIAN HERBAL PLANT INCLUDING SE-

W20045F5H18H~22H /\YAHU—THIRZH

LENIUM IN NITRIC OXIDE INDUCED CARCINOGENESIS |
—BREERFZRREDAILETD L EFTIVIEN—TDHBAFHER

Harukuni Tokuda, Akira Iida, Hoyoku Nishino, Shinichi Ueda

Kyoto Prefectural University of Medicine, Kawaramachi-dori, Kamigyo-ku, Kyoto, JAPAN, 602-0841

Kyoto University,Sakyo-ku, Kyoto,JAPAN,606-8501

Epideminological studies, clinical intervention screening and assays
in laboratory animals provide evidence for protective role of seleni-
um against growth of the several cancers. We have previous shown
that oral administration of several herbal medicine inhibit DMBA and
nitric oxide (NO) induced carcinogenesis in SENCAR mouse, and that
cancer preventive activity of herbal medicines correlates strongly
with its inductive inhibitory effects on H-Ras and MEK expression in
skin as well as in the target organ. We demonstrate that selenium in
rich form of Brazilian herbal plant is a more remarkable cancer
chemopreventive potency in the mouse twostage carcinogenic model
with the chemical and inflammatory induced. These plants were oral-
ly fed with drinking water for only 2 weeks, before and after initiation
and following promoting treatment with drinking water only. In our
evaluation of mouse skin experiment, selenium rich material group
caused 30 to 40% reduction in average number of tumor per mouse
than other one at after 20 weeks of starting experiment. To character-
ize the levels of cellular signaling of skin protein, H-Ras and MEX ex-
pression specifically decreased, as compared with control. Conceiv-
ably, reaction of selenium with tumor activating provides one of the
specific mechanisms by which cancer preventive metal compounds
selectively interfere with signaling in treated group and might contri-
bute to the chemopreventive properties of selenium compounds.
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