piperidino]—1-butanol was converted from 4-hydroxypiperidine through several steps. Some of ester
derivatives have a potent inhibition activity with the IC50 value of uM against acetylcholinesterase.
Specially, 1C50 value of 4-[4—(benzhydryloxy)piperidino]butyl 4-chlorobenzoate was found to be
300nM, against acetylcholinesterase.

[PD1-16] [ 10/19/2001 (Fri) 14:00 - 17:00 / Hall D ]

Total Synthesis of (+)-Hernandulcin

Kim JungHun®, Cheon SeungHoon
College of Pharmacy, Chonnam National University

(+)-Hernandulcin was isolated as a sweet bisabolane sesquiterpene constituent of the Mexican plant
Lippia dulcis Trev. (Verbenaceae) and has shown to be 1,000-1,500 times as sweet as sucrose. The
structure and relative stereochemistry of this sesquiterpene were proposed by Kinghorn and the absolute
configuration was determined by Mori and Kato in 1985 by a total synthesis. They established that the
absolute configuration of naturally occuring hernandulcin is 6S, 1'S enantiomer and found that (+)-
isomer is the only sweet compound.

A concise synthesis of (+)-hernandulcin({6S,1'S)-(+)-6-(1'-Hydroxy-1',5'-dimethyl-4'-hexeny!) -3~
methyl-2-cyclohexenone) from (-)-isopulegol is reported here. Selective epoxidation followed by
opening of the epoxide with prenyl Grignard, which was prepared from prenyl chloride and magnesium in
the presence of purified cuprous iodide, was afforded the tertiary alcohol with correct stereochemistry.
Oxidation of the secondary alcohol to ketone was accomplished by using TPAP and N-methylmorpholine
N-oxide. Finally, phenylselenide formation followed by oxidative elimination provided the final product.

[PD1-17] [ 10/19/2001 (Fri) 14:00 -~ 17:00 / Hall O ]

Macrolactonization of w—Hydroxy Esters from Selenoester Intermediate

Shen Liu-Lan®, Jeong Jin-Hyun
College of Pharmacy, Kyung Hee University

A new method of macrolactonization of w—hydroxy methy! esters has been studied. Dimethylaluminum
methaneselenolate(MezAISeMe) converts methyl esters to the corresponding esters of methaneselenol in

a high yield. These will function as extremely reactive acyl transfer agents for macrolide in the condition
of medium—diluted system.

[PD1-18] [ 10/19/2001 (Fri) 14:00 - 17:00 / Hali D ]

Synthesis of new Apicidin derivatives as a potential antitumor agents.

Kang HyunOkP®:Jin ChengHua, Han JeongWhan, Lee HyangWoo, Lee HoiYoung*, Lee YinWon=*+*, Zee
OkPyo, Jung YoungHoon

College of Pharmacy Sungkyunkwan University,*CoIIege of Medicine Konyang University,**College of
Agriculture & Life Siences Seoul National University

Apicidin [cyclo(N—O—methyl—L—tryptophanyl—L—isoIeucinyI—D—pipeco|iny|—L-—2—amino—8—oxodecanoyl)]
is a fungal metabolite shown to exhibit antiparasitic activity by the inhibition of histone deacetylase
(HDAC).

234



In the present work about the synthesis and biological activities of new apicidin derivatives which are
analogues of apicidin isolated from Fusarium sp., we have discovered that some apicidin and derivatives
have mild antitumor activity, which caused the change of tumor cells morphology to return to normal
cells. As part of our program toward the development of new antitumor agents, we established its
efficient synthetic route, synthesised its derivatives systemically, and then studied their structure—activity
relationships. At present, we modified the ketone moiety of apicidin to various imine derivatives.
Synthesis and biological activities of our new apicidin derivatives will be presented in detail.

[PD1-19] [ 10/19/2001 (Fri) 14:00 - 17:00 / Hall D ]

Enantioselective synthesis of (S)-N,N-diethyl-2-formyl-2—-(methoxymethoxy)
butyramide, a key intermediate for 20(S)-camptothecin analogues, via asymmetric
bromolactonization

Jew Sang-sup, Roh Eun—young®, Kim Hee-jin, Kim Myoung Goo, Park Hyeung-geun
College of Pharmacy, Seoul National University

A new enantioselective synthetic method for enantiomerically pure (S)-N,N-diethyl-2-formyl-2-
(methoxymethoxy)butyramide, a versatile key intermediate of camptothecin has been developed
employing asymmetric bromolactonization using (S)-proline as the chiral auxiliary.

[PD1-20] [ 10/19/2001 (Fri) 14:00 - 17:00 / Hall D ]

One—Pot Synthesis of Cinnamylamines with various Protecting Groups from Cinnamyl
Ethers

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

Carbamates have been widely used in peptide and protein synthesis as a protective group of the amines,
and also used as biologically active compounds in the field of medicine and pharmaceutical industry.
Especially, carbamate moiety is frequently introduced for the derivatization of lead compound in
medicinal chemistry. Representative protecting groups for this purpose are the Boc, the Cbz, the Moc,
the iPoc, the Pnz, the Moz), the Troc and the Aloc group. Because of their important roles, continuous
efforts have been made to obtain carbamates through simple and efficient methods.

Our studies are based on the observation that various carbamates are formed from cinnamyl alkyl ethers
using CSI in accord with the alkyl moiety of the cinnamyl alky! ethers.

The reaction of various cinnamyl alkyl ethers with CSi afforded the corresponding cinnamylamines with
various protecting groups, such as -NHMoc, -NHiPoc, -NHCbz, -NHPnz, -NHTroc and —NHAloc. in the
case of cinnamyl! t—butyl ether and cinnamyl p—methoxybenzyl ether, the corresponding cinnamyl
carbamates were formed via a different reaction pathway from the above.

[PD1-211 [ 10/19/2001 (Fri) 14:00 - 17:00 / Hall D ]

The Synthesis and Antibacterial Activity of Mansonone F, a Potent Anti-MRSA
Sesquiterpenoid Quinone, and its structural analogues

235





