Corey-Nicolaou macrolactonization
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Either the acid (a), alcohol (b) or both can be activated.
The activation of the acid is the most commonly employed mode.
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Corey & Nicolaou (1974):

OH Me OH OH O Me
1. 2,2'-dipyridyl! disulfide (1.5 equiv)
CO,H PPh3 (1.5 equiv), benzene, r.t., 5h O
o) 2. benzene, reflux, 15h - =
THPO Z \) 3. AcOH:H,O:THF (3:3:2); 60 °C; 75% HO ©
hydroxy acid O (x)-zearalenone
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Formation of the 2-pyridinethiol ester:
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Formation of the lactone by double activation:
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1. (PyS), (2.5 equiv)
PhsP (2.5 equiv)
DCM, 25 °C, 1h

2. AgCIO, (2.2 equiv)

HO OH
HOC H H toluene (0.013M)
R = TBS reflux, 4h

76% for 2 steps
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(PyS), (1.5 equiv), PhsP (1.5 equiv)
toluene, r.t., 12h

then reflux, 5h
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(PyS), (1.5 equiv) Me O

PhsP (1.5 equiv) Dowex-50 0
benzene, 25 °C, 3h O MeOH
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AgCIO, (5.2 equiv) OH

reflux, 12h: 33% 07L
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