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Abstract: An improvement in Seebach’s method for the synthtiis of a-alkylpmlinm is repin& wben5n 
the hydrolysis of the chiiti oxazolidione 2 is performed on a suspension of silica gel in MeOH&O. 
Following hydmlysis, the pere a-aikylpmline can he ob&ined by tiltration thereby avoiding a tedious ion 
~~g~~~~. 

The elegant method for the synthesis of u-substituted prolines developed by Seebach and 

coworkerstn* has been widely employed for the asymmetric synthesis of novel amino acids3 and 

peptidomimetics.4-9 This method involves the alkylation of the chirol lithium enolate of the 

oxazolidincnrcr, 1 to give the alkylated derivative 2 in high yields with essentially complete retention of 

stereochemistry (Scheme 1). Although the s&sequent conversion of 2 to the desired a-aikylproline 3 is 

generally high yielding, the method described by Seehach, et. al.t-3 uses a rigorous hydrolysis in 

~o~n~~d acid followed hy a very tedious ion exchange pu~ticati~n procedure. 

1. HCI or HBr. retlux 
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a: R = CH3; b: R = CH,CH=CH,; c: R =CH,C&&; d: R = CH,CO&H3 

Scheme 1. 

We report hen? an afternative method of converting 2 b the corresponding a-dkylproline 3 that 

not only avoids the use of an ion exchange chromatographic step but also allows the desired product to 

be more easily purified. Our method involves a simple hydrolysis of 2 with a suspension of silica gel in 

MeOH& (Scheme l).*o Filtration of the maction mixture followed hy evaporation of the solvent 

gives a residue which is purified via a simple filtration process to afford pun: a-Jkylated prolines. 

Alternatively, crystallization ** of the residue can he done to provide analytically pure material. This 
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preparatmy technique was found to he geneml for alkylated oxazolidinnnes (2) regardless of the 

conditions required to hydrolyze these compounds in acid, 

The ease of hydrolysis of 2 by cnncentrat~d acid is dependent on the bulkiness of the a-alkyd 

subs&uent. Whemais &I can ZH: hydmfyzed in 15% NBr ilt mam ~emperatum, 2c requires ~+&~ing 

48% HBr to give csmpbte ~yd~~~ys~s. 2 When we applied OUT methcrd tft 2c the solid mat&al initially 

obtain& appeati $0 be a staMr: hmiaminal of t~~et~y~~~~~dehyde and (~)-~-~n~y~pr~~~~. f3 Steam 

distilhtim of a sdutian ccmtsining this matetial effectively rmavt3d the oldehyde and pmvided pure: 

3c.14 fn addition, the application of this met&A tn 2d gave a product in which the methyl ester 

functiionalityf5 was RUned themby illustr&ng tht: usefukss afthis method in the preparation of an 

analog of aspartic acid in which the 01 and p carbrrxyl functions a~ chemically differentiated. In 

summary, application of this hydrolysis procedure should prove useful in the preparation of other 

a-aurylated pmlinc= dr=rivativt=s prc=pmd via Stxhach’s a~y~~~~ method_ 
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