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Chiral synthesis of sesterterpene YW3699 bearing inhibitory activity of GPI synthesi
s and its absolute configuration

Tori, Motoo

3,400,000 1,020,000

YW3699

The purpose of this study is to synthesize chiral compound of YW3699, which exhibi
ts inhibitory activity against GPl synthesis of malaria tipanosoma, to determine the absolute configuratio

n and to provide the substance to test the activity as well as to find a relationship between activity and
structures. Many model compounds were synthesized and metathesis reactions to cyclize to 8-membered carbo

cycles were attempted to yield the desired compounds in high yield by tuning the functional groups present
in the substrates. The stereochemistry of the products were determined by NMR spectroscopy. The substrate
bearing the functional groups quite similar to the natural product was prepared in chiral forms.
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Fig. 1. List of catalysts

Table 1. Cyclization to 6- to 11-membered compounds using catalyst 3 or 6.

cat. temp. time yield
entry  substrate product (mol%) SOVent o)™ h) (o)
MeO,C
1a) MeozC><:§¢ ngﬁ@ 3(3) CHCl, reflux 42 quant.
2'
7 N\ 8
5 MeOC = Me020>Q 3(3) CH,Cl, reflux 42 40
MeO,C =~ MeO,C
9 10
=
53 MeOC _ MeOL 3(3) CH.Cly refux 42 14
Me0,C MeO,C
1 12
| MeO,C
42 4
4 MeOzC><\/5/K MeO.C 3(3) CHuCl,, reflux
MeO,C
13 14
MeO,C # o Me0:C —
5 MO0 MeO,C 3(3) CH.Cl, reflux 42 NR
15 16
/ MeO,C 3(3) CHCl, t 17 NR
6 Me0,C g Meozo \ (3) 2Vla.
7 MeO,C 2 3(3) CHLCl reflux 17 NR
17 18
8 MeoG Me0-C 50 24 NR
MeO,C = MeO,C 6(5) CeHs
19\ 20
9 MeOC MeO,C 3(3) CH.Cl, reflux 24 NR
10 MeOzC{& MeO,C 6(5) CHe 50 24 NR
21 ~ 22
a) yield by GC.
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Fig. 2. Synthetic plan of YW3699 (1)
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