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Robinson—Gabriel synthesis

Cyclodehydration of 2-acylamidoketones to give 2,5-di- and 2,4,5-trialkyl-, aryl-,
heteroaryl-, and aralkyl-oxazoles.
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Example 2

1. Dess—Martin, CH,Cl,
2. PhzP, BrCCI,CCl,Br

3. DBU, CH4CN
4. TBAF, THF
42%, 4 steps

Example 3, Halogen effect’

2 equiv PPhg @\(ow/é
% CCl,, MeCN \

reflux, 97%
2 equiv PPh3 o .
T CBry MeCN \ r
reflux, 68% N-N
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Example 4'°
1. PPh3, CzBr2C|4, CH2C|2
2,6-di-tert-butylpyridine N [e)
N O CHO
¢\ = otes  NaHCO, CHiCh0°C \LOTBS
o N/\/ N
T8DPSO 2.Et;N, MeCN, 0°Ctort ~ TBDPSO

89% for 2 steps

Example 5, A cascade Ugi/Robinson-Gabriel reactions''

NH, /©/002H
' FaC
MeO OMe FsC MeOH, rt, 36 h, 57% 3 o
o 1. Ugi reaction N NN
2. Robinson-Gabriel H
I . "~y reaction o o
(0]

References
1. (a) Robinson, R. J. Chem. Soc. 1909, 95, 2167-2174. (b) Gabriel, S. Ber. 1910, 43,
134-138. (c) Gabriel, S. Ber. 1910, 43, 1283—-1287.

MeO OMe

2. Turchi, L. J. In The Chemistry of Heterocyclic Compounds, 45; Wiley: New York,
1986; pp 1-342. (Review).

3. Wipf, P.; Miller, C. P. J. Org. Chem. 1993, 58, 3604—3606.

4.  Wipf, P.; Lim, S. J. Am. Chem. Soc. 1995, 117, 558—559.

5. Morwick, T.; Hrapchak, M.; DeTuri, M.; Campbell, S. Org. Lett. 2002, 4, 2665—-2668.

6. Nicolaou, K. C.; Rao, P. B.; Hao, J.; Reddy, M. V.; Rassias, G.; Huang, X.; Chen, D.

Y.-K.; Snyder, S. A. Angew. Chem. Int. Ed. 2003, 42, 1753—1758.

7.  Godfrey, A. G.; Brooks, D. A.; Hay, L. A.; Peters, M.; McCarthy, J. R.; Mitchell, D. J.
Org. Chem. 2003, 68, 2623-2632.

8.  Brooks, D. A. Robinson—Gabriel Synthesis. In Name Reactions in Heterocyclic Chem-
istry; Li, J. J., Ed.; Wiley: Hoboken, NJ, 2005, 249-253. (Review).

. Yang, Y.-H.; Shi, M. Tetrahedron Lett. 2005, 46, 6285—6288.

10. Bull, J. A.; Balskus, E. P.; Horan, R. A. J.; Langner, M.; Ley, S. V. Angew. Chem. Int.
Ed. 2006, 45, 6714—6718.

11. Shaw, A.Y.; Xu, Z.; Hulme, C. Tetrahedron Lett. 2012, 53, 1998-2000.



	Robinson–Gabriel synthesis
	References


