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Introduction

Flynn, E.H.; Sigal, M.V. Jr.; Wiley, P.F.; Gerzon, K. J. Am. Chem. Soc. 1954, 76, 3121.
Corey, E.J.; Nicolaou, K.C. J.Am.Chem.Soc. 1974, 96, 5614

• 14-membered lactone

• 10 asymmetric carbon atoms

• Structure determined in 1950’s

• Total synthesis in 1970’s

• Construction of large lactone



Corey-Nicolaou Macrolactonization Strategy
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Retrosynthetic Analysis and Strategy
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Synthesis of A
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Synthesis of A (Continued)
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Retrosynthetic Analysis and Strategy
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Synthesis of B
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Synthesis of Erythronolide B (  B  +  C  )
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1. AcOH, THF/H2O, 55oC

2. 1 N LiOH, 30% H2O2, THF
(78%)

1. KOH, DME/H2O, 45oC

2. CH2N2, Et2O
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OH

OH

Me

Me

OH

OH

Me

Me Me

1

10

11

13

MeO

Me

O

9
Me

3

2

4

5

6
7

8

12

OH

1. OMe , HBr, CH2Cl2, 0oC
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(75%, overall)

Synthesis of Erythronolide B (  B  +  C  ) (Cont.)
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0.1 N KOH
MeOH/H2O

(95%)
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1. MnO2, CH2Cl2

2. H2O2, NaOH, MeOH
(98% overall) O
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Conclusion

•Bromolactonization: create asymmetric carbons

•Bayer-Villiger oxidation: regioselective & stereospecific

•Mukaiyama’s ketone synthesis: coordinated tetrahedral 
intermediate

•Corey-Nicolaou double activation method: form large-
ring lactone


