or counterfeit were requested to our institute on the period, from January 1999 to July 2003.We analyzed the
samples which were requested to our institute for the verification by using Stereoscopic Microscope, HPTLC(with
Automated TLC Sampler, Automated Multiple Developer and TLC Scanner), HPLC, and FT-IR. As the results 8
cases of total 13 cases were proven to be the genuine, but the other 5 cases, counterfeits. Among 5 counterfeits 3
cases were detected to be a acetaminophen and caffeine, which were requested before 2001. And also, we could
find that the samples requested after 2001 were made as very similar shape as the genuine one, containing
Sildenafil citrate.
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A ginseng saponin metabolite-induced apoptosis in HepG2 cells involves a
mitochondria-mediated pathway and its downstream caspase-8 activation and Bid
cleavage

Oh Seon-Hee’, Lee Bang-Wool, Yin Hu-Quan, Kim Hyun-Mi, Lee Byung-Hoon

College of Pharmacy, Wonkwang University

20-0-(B-D-Glucopyranosyl)-20(S)-protopanaxadiol (IH901), an intestinal bacterial metabolite of ginseng
saponins formed from ginsenosides Rb1, Rb2 and Re, is suggested to be a potential chemopreventive agent. Here
we show that IH901 induces apoptosis in human hepatoblastoma HepG2 cells. IH901 led to an early activation of
procaspase-3 (6 h posttreatment), and the activation of caspase-8 became evident only later (18 h posttreatment).
Caspase activation was a necessary requirement for apoptosis because caspase inhibitors significantly inhibited
cell death by IH901. Treatment of HepG2 cells with IH901 also induced the cleavage of cytosolic factors such as
Bid and Bax and translocation of truncated Bid to mitochondria. A time-dependent release of cytochrome ¢ from
mitochondria was observed, which was accompanied by activation of caspase-9. zVAD-fmk and zIETD-fmk
abrogated Bid processing and translocation, cytochrome c release and caspase-3 activation. The activation of
caspase-8 was inhibited not only by zZIETD-fmk but also by zZVAD-fmk, which is known to inhibit caspase-1, -3, -
4 and -7. The results, together with the kinetic change of caspase activation, indicate that activation of caspase-8
occurred downstream of caspase-3 and -9. These results suggest that the activation of caspase-8 after early
caspase-3 activation might act as an amplification loop necessary for successful apoptosis. Levels of neither Fas
mRNA nor protein were changed by TH901. Preincubation of HepG2 cells with antagonistic anti-Fas antibody
showed little protective effect, if any, on IH901-induced cell death, indicating the possibility that the Fas/FasL
system is not involved in TH901-induced apoptosis in HepG2 cells. Primary hepatocytes isolated from normal SD
rats were not affected by IH901 (0-60 uM). The very low toxicity in normal hepatocytes and high activity in
hepatoblastoma cells suggest that IH901 is a promising cancer chemopreventive agent.
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Effects of subacute oral administration of endocrine disruptors, bisphenol A and
Mancozeb, on LPS-induced tumor necrosis factor (TNF-a) production in vivo.

Hwang YooKyung®, Pyo MyoungYun
College of Pharmacy, Sookmyung Women's University, Seoul

Bisphenol A(BPA) is a monomer widely used in the manufacturing polycarbonate plastic or epoxy resin and
Mancozeb (MCZ), a polymeric complex of zinc and manganese salts of ethylene bisthiocarbamate, is widely used
in agriculture as fungicide, insecticide and herbcide. These chemicals have been recently known as endocrine
disruptors. To investigate the effects of BPA and MCZ on LPS-induced cytokine production (TNF-a) in vivo,
female ICR mice were administered to various concentration of these materials (BPA; 100, 500, 1000 mg/kg/day,
and MCZ; 250, 500, 1000, 1500 mg/kg/day) for 30 days and serum cytokine levels were measured at 1h post LPS
injection (day 32) in BPA- or MCZ-administered mice. Treatment with endocrine disruptors plus LPS in vivo
resulted in dose-dependently decreased serum TNF-a level when compared to LPS alone group. These results
indicate that endocrine disruptors might inhibit the production of TNF-a in vivo.
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