feeding and triton WR-1339 induced hyperlipidemic mice.

[PC2-3] [ 04/18/2002 (Thr) 14:00 - 17:00 / Hall E ]
Antithrombotic Activities of Yangkyuksanwha-tang

Park EunKyung®, Choo MinKyung, Han YeoOk, Han MyungJoo, Kim DongHyun
College of Pharmacy, and Departrent of Food and Nutrition, Kyung Hee University

As part of our continuing search for biological active anti-stroke agents from the herbal medicinal
resources. We examined the possibility of Yangkyuksanwha-tang and its ingradients as a nove!
antithrombotic agent /n vitro, ex vivo and in vivo.

Forsythiae Fructus, Gardeniae Fructus, Ledebouriellae Radix and Nepetae Spica potently inhibited in vitro
ADP- and collagen-induced rat platelet aggregation in a dose-dependent manner. However,
Yangkyuksanwha-tang did not inhibit both ADP- and collagen-induced rat platelet aggregation.
Yangkyuksanwha-tang, Forsythiae Fructus, Menthae Herba and Ledebouriellae Radix significantly inhibited
ex vivo rat platelet aggregation. Yangkyuksanwha—tang, Forsythiae Fructus and Gardeniae Fructus showed
significant protection from death due to pulmonary thrombosis in mice. These results suggest that the
components of Yangkyuksanwha-tang could be transformed to the active compounds for antiplatelet
aggregation by intestinal bacteria.

[PC2-4] [ 04/18/2002 (Thr) 14:00 — 17:00 / Hall E ]

The Antiallergic Activity of Compound K, a Main Metabolite of Ginseng Protopanaxadiol
Glycosides

Choo MInKyung®, Park EunKyung, Kim DongHyun
College of Pharmacy, Kyung Hee University

Ginseng (the roots of Panax ginseng C.A. Meyer, Araliaceae) has been used for thousands of years as a
traditional medicine in Asian countries, for enhancing body strength, recovering physical balance and
stimulating metabolic function. The main components of Ginseng are ginsenoside Rb1, Rb2, Rc and Rd.
These compounds are transformed by intestinal microflora, and absorbed from the intestine to the blood.
The main metabolite of protopanaxadiol-type ginsenosides was compound K (IH-801). Compound K is
important in the pharmacological activity of Ginseng Radix. Therefore, we measured antiallergic activity of
compound K.

Compound K exhibited more inhibitory effect of p~hexosaminidase release from RBL~2H3 cells than any
other ginsenoside and inhibited DNP-HSA induced passive cutaneous anaphylaxis. Compound K inhibited
the nitric oxide production in LPS~induced RAW 264.7 more significantly. However, it did not show the
inhibitory effect of hyanulonidase and antioxidant effect. These results suggest that ginsenosides are
prodrugs, which can be transformed to active compounds by intestinal microflora.

[PC2-5] [ 04/18/2002 (Thr) 14:00 - 17:00 / Hall E ]

Purification and Characterization of Novel a-L-Arabinopyranosidase from Bifidobacterium
breve K~110

Shin HoYoung®, Park SunYoung, Sung JongHwan, Kim DongHyun

College of Pharmacy, Kyung Hee University, Il Hwa Central Research Institute
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Novel u~L-Arabinopyranosidase have been purified from Bifidobacterium berve K-110, which was isolated
from human intestinal microflora with ginsenoside Rb2~hydrolyzing enzyme. a~L-Arabinopyranosidase
acted to the greatest extent on p-nitrophenyl-a-L-Arabinopyranoside and ginsenoside Rb2, but did not
hydrolyze p-nitrophenyi-a-L-Arabinofuranoside and ginsenoside Rc.a—L—-Arabinopyranosidase was purified
to apparent homogeneity by a combination of DEAE-Cellulose, Butyl-toyopear!, Hydroxyapatite and
Sephacryl $S-300 column chromtography with the final specific activity of 8.8umol/min/mg. Molecular weight
of u-L-Arabinopyranosidase is 280 kDa by ge! filtration, which is consisted of four identical subunits. (M.W.
72 kDa by SDS-PAGE) Its optimal pH was at pH 5.5-6.0. a~L-Arabinopyranosidase was potently inhibited
by Cu2+ and PCMS.
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[PC3-1] [ 04/18/2002 (Thr) 14:00 — 17:00 / Hall E ]
Caspase-mediated cleavage of CDC6 and its functional implication in apoptotic process.

Yim Hyungshin®, Jin Ying Hua, Lee Seung Ki
Department of Biochemistry, College of Pharmacy, Seoul National University, Seoul, Korea

Growing evidences suggest that proliferating cells are undergone to the arrest stage of the cell cycle prior to
proceeding into apoptotic progression. COCB, an DNA replication initiation factor has been shown to play
an essential role in the regulation of re-initiation of DNA replication during the cell cycle. In the present
study, we investigated whether CDCS is involved in the stage of the cell cycle arrest in apoptotic
progression. Here, we provide evidence that CDC6 undergoes caspase 3—mediated cleavage in the early
phase of apoptotic progression. Proteolytic cleavage of CDC6 during apoptotic progression appears to
occur in general since CDC6 similarly undergoes proteolytic cleavage in apoptotic Hela cells induced by
vaious apototic inducers such as Paclitaxel, Etoposide, and Ginsenoside Rh2. Immunoblot analysis
demonstrated that the 62Kda-CDCS is typically cleaved into a peptide fragment, a 44KDa. Interestingly, the
proteolytic cleavage of CDCS in the apoptotic cells was effectively blocked by treatment of the cells with Z-
DEVD-fmk, the caspase 3 inhibitor in HeLa cells. In vitro experiments using [35S]-Methionine labeled CDCB
and recombinant caspase 3 showed that CDCB6 is a good substrate for caspase 3. To identify the cleavage
site of CDC6 by caspase3, we constructed several point mutants and obtained the CDC6 mutant proteins
using the in vitro translation system. The results from the cleavage mapping study showed that the cleavage
site is located in the C-terminal that has been reported to contain the Nuclear Export Sequences (NES).
From these results, we propose that proteclytic cleavage of CDCB6 is functionally relevant event that can
results in blocking the translocalization to subcellular location, which in turn, feads the cells into the cell
cycle arrest and consequently into apoptosis.

[PC3-2] [ 04/18/2002 (Thr) 14:00 - 17:00 / Hall E ]

Inhibition of PDGF-BB-Induced MAP Kinase(ERK1/2) Activation in Rat Aortic Vascular
Smooth Muscle Cells by NQ12

Jeon JinSeon®, Pyo HyungBea, Ahn HeeYul*, Yun YeoPyo

College of Pharmacy, Chungbuk National University, *College of Medicine, Chungbuk National University,
Cheongju, Korea

Several 1,4-naphthoquinone derivatives have been reported to possess many pharmacological effects such
as anti-viral, anti-fungal, anti-cancer and anti-platelet activities. We have reported that 2-chloro-3-{4-
(ethylcarboxy)-phenyl} -amino-1,4—-naphthoguinone(NQ12) had potent inhibitory effect on the platelet
aggregation in vitro and thrombosis in vivo. However, little has been known about functional role in vascular
smooth muscle cells(VSMCs).
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