Previously, we found out that CW-2101, a isoquinoline alkaloid derivative selectively inhibited the hKv1.5
current expressing predominantly in human atrium without affecting the HERG current expressing mainly
in ventricle. Additionally, CW-2101 inhibited the K+ current in isolated human atrial myocytes. All our
results suggest that CW-2101 would be one of the ideal antiarrhythmic drugs for atrial fibrillation. In this
study, we compared the antiarrhythmic potential of CW-2101 with that of dofetilide developed as one of
Class il antiarrhythmic drugs recently.

We examined the effects of CW-2101 and dofetilide on the action potentials in rabbit heart using
conventional microelectode technique. CW-2101 prolonged the action potential durations of atrial
myocytes in a dose—dependent manner. Interesingly, CW-2101 prolonged APD in a frequency—
dependent manner, whereas dofetilide did not affect the APD of atrial myocytes. In ventricular myocytes,
CW-2101 at the concentrations of 0.1 and 0.3 uM did not affect the APD. However, CW-2101 at the
concentrations of 1 and 3 uM shortened APD at the frequency of lower than 3 Hz, whereas prolonged
APD at the frequency of higher than 3 Hz. In contrast, dofetilide (10 nM) prolonged APD in a reverse
frequency—dependent manner. These results strongly suggest that CW-2101 could be superior to
dofetilide in treating atrial fibrillation.
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The Pharmacological Profile of JOINS (SKI 306X) | : The cartilage—protective effects

Yi Jung Bum, Kim Joo Hyon, Rhee Hae-In, Ryu Keun Ho, Han Chang—-Kyun, Cho Yong—Baik, Kwak Wie—
Jong, Kim Dae-Yong*, Yoon Hwa-young*

Life Science Research Center, SK Chemicals and * College of Veterinary Medicine, School of Agricultural
Biotechnology Seoul National University

Protective effects of JOINS (SKI 306X), a natural herbal product extracted from three herbs Clematis
mandshurica, Trichosanthes kirilowii, and Prunella vulgaris, on articular cartilage were examined and
compared with other osteoarthritis (OA) drugs using in vitro and in vivo models.

In vitro studies were performed using rabbit articular cartilage explants culture. The degradation of
cartilage was induced by the recombinant human interleukin—1alpha with or without plasminogen co-
treatment and glycosaminoglycan and hydroxy-proline release were measured. For in vivo study,
collagenase was intra—articularly injected twice into the right knee joint of rabbits and the degrees of
OA-like changes were evaluated through a histological examination.

In vitro study revealed JOINS inhibited the degradation of PG and collagen in a concentration-dependent
manner. Trichosanthes kirilowii, which is one of the components of JOINS, also significantly inhibited the
cartilage degradation. JOINS reduced the OA-like histological changes in collagense-injected rabbit
knee joint.

These results strongly suggest that JOINS can be a good agent for ameliorating the OA symptoms by
modifying the matrix destruction in OA patients..
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Sesquiterpene lactones from Eupatorium chinense
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Univisity, lksan 570-749, Korea, *Korea Research Institute of Chemical Technology, Yusung P. O. Box
107, Taejeon 305-606, Korea

Sesquiterpene lactones (1-3) have been isolated from Eupatorium chinense as active principles of the
cytotoxic property toward human tumor cell lines such as A549, SK-ov—-3, SK-mel-2, XF498 and HCT15
in vitro.

By means of spectral analysis, particularly by the aid of various two

dimensional NMR experiments, all 1TH-NMR and 13C-NMR signals of 1-3 were completely assigned.
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