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p-ANISYL GROUP: A VERSATILE PROTECTING GROUP FOR PRIMARY ALCOHOLS
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Abstract: A primary alcohol can be protected as a highly stable p-anisyl ether, which undergoes
mild oxidative deprotection by ceric ammonium nitrate.

Although numerous protecting groups for alcohols have been devised to date, none appears to
be stable under strongly acidic, strongly basic, oxidative, and reductive conditions, and yet can
be deprotected under mild conditions.! During the course of synthetic studies on naphthyridino-
mycin,? we needed a protecting group for a primary alcohol which should survive through a series
of acidic, basic, and reductive reactions. We report herein that a primary alcohol® 1 can be
readily converted to its sturdy p-anisyl ether 2 by means of Mitsunobu reaction.*:5 The p-anisyl
ether can withstand the following tested conditions: 3N HCI, 100°, 30 min; 3N NaOH, 100°, 30 min;
Hp (1200 psi), Raney Ni (W-2), EtOH, 100°, 2 hr; LiAlH4, THF, rt, 1 hr; Jones oxidation, rt; PCC,
CH;,Cly, rt, 2 hr; O3, MeOH, -78°. Facile deprotection of the p-anisyl ether occurs by treatment
with ceric ammonium nitrate (CAN) in aqueous acetonitrile at 0°.%:7 The following examples
clearly demonstrate the usefulness of our method:?
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(a) p-methoxyphenol, Ph3P, diethyl azodicarboxylate, CH;Clj, rt, 30 min; (b) CAN, CH3CN-H 0 (4:1),
0°, 10 min; (c) p-methoxyphenol, Ph3P, diethyl azodicarboxylate, THF, 80°, 15 min.
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(a) p-methoxyphenol, KOH, 160%; (b) SOCl;, benzene, reflux; (c) Meldrum's acid, Py, CHyCly, rt,
then t-BuOH, toluene, reflux; {d) ethyl 2-carboethoxyaminoacrylate, Triton B, EtOH, rt; (e) CSA,
quinoline, toluene, reflux; (f) Hy (1200 psi), Rh/AlyO3, EtOH, 100°; (g) CAN, CH3CN-H;0 (4:1), 0°.
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