By acting on vanilloid receptor{VR1), capsaicin excites and then desensitizes a subset of primary
neurons involved in nociception, neurogenic inflammation, and a variety of local regulatory
functions. Due to this unique biological activity, VR1 is at present one of the most attractive
targets for the treatment of pain. However, despite the concentrated effort on agonists, they
have been exposed to the side effects such as pungency and/or hypothermia responses. In this
context, the possibility of VR1 antagonist as an ideal analgesic has been suggested carefully,
and followed by some efforts to discover the novel antagonists in the last decade. Our basic
strategy for structural modification is to seek the chain-branched acyclic compounds deviated
from coplanar conformation with minimal structural disturbance from cyclic capsazepine. A
series of acyclic phenethylthiocarbamate derivatives have been synthesized, and their antagonist
effect against vanilloid receptor tested . Chain branching led to a significant change in
antagonist activity of the parent molecule. Ethyl-branched compound showed a 6.3 yM of IC g,

value in 45Ca 2*~influx assay.
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Evaluation of L-FMUS as a potent anti-HBV agent

Woo SeongJu®, Lee HaeSung, Cheong MinYoung, Ahn KwangHyun, Park KiSeok, Koo ChangHui
BUKWANG PHARM, Central Research Institute

The nucleoside analogue, L-FMUS was synthesized from L-FMAU which has been shown to
have significant antiviral activity against hepatitis B virus (HBV). It was prepared by two steps.
First, 5'hydroxyl of L-FMAU was substituted by thioacety! group using
diisopropylazodicarboxylate(DIAD), Triphenyl phosphine(PPh3) and thioacetic acid in anhydrous
THF. Then, the thioacethylated compound was deacetylated using ammonia—saturated methanol.
The anti-HBV activity and toxicity of the L-FMUS was evaluated in HepG2 2.2.15 cells. L-FMUS
reduced the secretion of HBsSAQ in culture media of HepG2 2.2.15 cells. QOur finding may have
potential to develop as anti—-HBV drugs.
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Retention of Configuration: Mechanism Studies on the Reaction of Chlorosulfonyl
Isocyanate with Ethers

Kim JiDuck®, Jung YoungHoon
College of Pharmacy, Sungkyunkwan University

We have developed the novel one—pot synthetic method for regioselective N-protected amines,
carbamates as a protective group of amines, through the reaction of various ethers with
chlorosulfonyl isocyanate (CS!). This synthetic method provides a simple and convenient
alternative for the formation of carbamates, such as ~NHMoc, ~-NH#Poc, -NHCbz, -NHPnz, -
NHTroc and —NHAloc, by varying the alkyl moiety of ethers. On the basis of this reaction, we also
developed a novel regioselective and diastereoselective synthetic approach to the unsaturated
1,2—amino alcohols from the epimeric mixture of optically active allylic ethers having a chiral
hydroxy} group using the CSI reaction.

Herein we now describe the examination about the effect of regioisomers, syn- and anti-1,2-
protected diols, on the diastereoselectivity, and investigation of the enantioselectivity of CSI
reaction with various chiral ethers.

On the ground of these resuits, we confirmed that not only the stereochemistry of protected
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