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Retrosynthesis

• 14-membered Macrocyclic structure containing 10 
stereogenic centers

• Novel method for overcoming entropic barriers for 
macrocyclization

• Stereocenters set by manipulations through a ring 
system 
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Synthesizing Substrate 11
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Synthesizing Substrate 11
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Synthesizing Substrate 11
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Synthesizing Substrate 11
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Synthesizing Substrate 11
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Synthesizing Substrate 11
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Synthesizing Substrate 11
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Synthesizing Substrate 12

HO

O
pH 5, 55°C

H2O2, Na2WO4
HO

O

O

26 (±) - 27

1. ClCO2Et, Et3N, THF
2. NaBH4, H2C(OMe)2

OMe
3. POCl3, CCl4 O

O

OMe

28
(76% overall)

1.

2.

LiѣH2N(CH2)2NH2,
DMSO

Amberlite IRC-50, MeOH
OH

OH

29

(90% overall)

1. Mesitylenesulfonyl chloride,
pyr., -20°C

2. Me2CuLi, Et2O, -15°C
(75% overall)

OH

30

2.

1. t-BuMe2SiCl, imidazole, DMF

LDA, THF, -78°C; MeI,
-78°C → 25°C

(88% overall)

OTBS

31

1. Cp2ZrHCl, PhH, 43°C

2. I2, CCl4
(84% overall) OTBS

(+)-12

I



Assembling Substrates 11 and 12
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Ring opening for Macrolactonization
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Preparation for Macrolactonization
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Assembling the Macrocycle through Macrolactonization
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Finishing Touches to the Macrocycle

32 total steps with a >0.5% yieldH2O-THF
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