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Representative C15 Medium-Sized Ring
Ether Marine Metabolites

(-)-isolaurallene Br (+)-obtusenyne  (+)-brasilenyne (1)



1.Total Synthesis of (+)-Laurencin: The Key Reaction
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1.Total Synthesis of (+)-Laurencin: Cyclization
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1.Total Synthesis of (+)-Laurencin: Final Steps
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(+)-laurecin: 24 steps, ~ 2% overall yield



2.Total Synthesis of (+)-Prelaureatin and (+)-
Laurallene: The Key Step and The Ring Closure
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2.Total Synthesis of (+)-Prelaureatin and (+)-
Laurallene: Finishing Steps
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3.Total Synthesis of (+)-Brasilenyne: Beginning
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3.Total Synthesis of (+)-Brasilenyne: The End

' Schrock's
‘ catalyst
@) 5 mol %

benzene, RT

N
Me-Si~
Ma Cl
Et,N, CH,Cl,

\Me

APC (7.5 mol %)
TBAF (10 equiv)

RT

1.TBSOTY, Py
cat. DMAP, CH,Cl,

2.0DQ,
5°/OH20/CH2C|2
RT

1.Dess-Martin, CH,ClI, 1. TBAF, THF
2. BuLi, -74°C to RT 2. CCly, OctgzP
TIPS%\ toluene
TIPS 60-65°C
Z/E =6/1

(+)-brasilenyne:
19 steps, 5.1% overall yield



Conclusions:

Medium-sized rings are very common to many classes of natural
products, especially marine metabolites

Even relatively simple natural products, containing medium-sized
rings, are challenging synthetic targets, requiring individual approach

Among others, metathesis and coupling reactions are most popular
means of medium size ring construction



