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Synthesis of Bufexamac

Hong Dae Choi and Jung Jeo Ma
Department of Chemistry, Dong-Eui University, Pusan 610-010, Korea

Abstract — A new synthetic method for bufexamac, which is a potent anti-inflammatory agent, was de-
scribed. Friedel-Crafts reaction of butoxybenzene (2) with ethyl e-chloro-a-(methylthio)acetate (1) gave
ethyl 2-methylthio-2-(p-butoxyphenyl) acetate (3). Ethyl 2-(p-butoxyphenyl)acetate (4) was prepared by de-
sulfurization of compound (3) with zinc dust-acetic acid. Bufexamac (5) could be easily synthesized by
treatment of compound (4) with hydroxylamine-HCl.
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IRv22em™' © 1240(C-0), 1025(C-0),

TH-NMR(CDCl;) ¢ : 0.95(3H, t, J=7Hz, CH;3
CH,CH,CH,-), 1.20~1.95(4H, m, CH;CH,CH,
CH,-), 3.96(2H, t, ]=7 Hz, CH,CH,CH,CH,-), 6.
60~7.45(5H, m, Ar-H).
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"H-NMR (CDCl,) ¢ : 0.93(3H, t, J=7 Hz, CHy
CH,CH,CH,-), 1.20~1.90(4H, m, CH,CH,CH,
CH,-),1.23(3H, t, J=7 Hz, COOCH,CHj), 2.03(3
H, S, SCH,), 3.92(2H, t, J=7 Hz, CH,CH,CH,
CH,-), 4.18(2H, q, J=7Hz, COOCH,CH,), 4.42(1
H, S, Ar-CH), 6.68~7.40(4H, m, Ar-H),
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CH,-),1.23(3H,t, J=7 Hz, COOCH,CH,), 3.52(2
H, S, Ar-CH,-C0OO0), 3.93(2H, t, J=7 Hz, CH;,
CH,CH,CH,-), 4.16(2H, q, J=7 Hz, COOCH,
CH,;), 6.63~7.38(4H, m, Ar-H), Mass m/e:
236(M*),

Bufexamac[2 - ( p-Butoxyphenyl ) acetohy-
droxamic acid, (5)]2] #M—Bosshagen”s] =}
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'H-NMR (DMSO-ds) ¢ : 0.92(3H, t, J=7 Hz,
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CH;CH,CH,CH,-), 1.08~1.86(4H, m, CH,CH,
CH,CH,-), 3.03(2H, s, Ar-CH,-C0O), 3.73(2H, t,
J=7 Hz, CH,CH,CH,CH,-), 6.38~7.08(4H, m,
Ar-H), 11.60(2H, broads, NH and OH).
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