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Figure 1. (-)-Exiguolide ((-)-1)
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Scheme 1. Retrosynthetic Plan toward (-)-Exoguolide ((-)-1)
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PUF OZEfif 2 D K, EEEIT Acronyms(http://www.fiz-chemie.de/akronyme/akronyme.pl) & £ ffit- X,

1. 3 DA
(S, S)-Co'-salen, AcOH, air
X m-CPBA / CH,Cly, RT / toluene, then H,0, 0 °C to RT
>
TBDPSO
5 6 (+)-7
TMSacetylene, n-BuLi
BF5-OEt, / THF K,CO3 / MeOH, RT
> > é
HO TBDPSO
8 9
!
= No gl _ _
TBSCI, imidazole TBSO 5
/ DMF, RT
gz
TBSO TBDPSO n-BuLi/THF, -78 °C to RT
10 i 1 i
NaBH,, CeClz-7H,0 H,, Lindlar catalyst
/ Et,0, -78 °C to RT quinoline / EtOAc, RT
12 L 13
KHMDS / Et,0, -78 °C NaOH 5N .
then CIPO(OEt), / MeOH, reflux & N
.78 °C to -30 °C, then -40 °C 1850 92 % TBSO
Me,CulLi, 96% (95:5 dr) TBSO TBDPSO TBSO OH
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http://www.fiz-chemie.de/akronyme/akronyme.pl

(COCl),, DMSO / CH,ClI,
-78 °C, then Et3N

Dess-Martin periodinane
/ CH,Cl,, RT

100 %
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COCII

FPOH/EGN 56

_0°CtoRT
=
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(S, S)-Co'-salen, AcOH, air
/ toluene, then H,0, 0 °C to RT
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allyl bromide, Zn, NH,CI
/ THF-H,0O, RT
16 -
m-CPBA / CH,ClI,
20

TMSacetylene, n-BuLi / THF
then Et,AICI, 0 °C to RT

80 % (>99.5% ee)
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PF?
MeCN\

MeCSl)‘ 3“@
MeCN

(7 mol%)
AcOH (3 mol%)
/ acetone RT, 5h

9 . TM ‘r
47 % (dr 8:1) s OTBS
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CSA, 2,2-dimethoxypropane
/ MeOH, reflux, then Et3SiH

NIS / MeCN, 0 °C BF3- OEt, / CH,Cl,, -40 °C

94 % 82 % (dr>20:1)

“OTBS
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PdCl,(dppf), EtsN, CO
/ MeOH, reflux

HO,C
NaOH / MeOH-H,0, RT

82 % (92:8 Z/E mixture)

89 %




2,4,6-trichlorobenzoyl chloride
Et3N / THF, RT, then slow transfer
to DMAP / toluene, 60 °C
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CHlj, CrCl,
/ THF, RT

_

- 0Os0O4, NMO

/ acetone-H,0O

then Pd(OAc),
/ benzene

2, Pd(PPh,),, Cul
Et;N / THF, RT
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H,, Lindlar catalyst
quinoline / EtOAc, RT

62 %
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