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Michael-type additions in conjuction with an Oppolizr auxiUiary have been used in the synthesis of L 

allo-k3oleucine.t In the procedure, the 1,4-conjugate addition product was convened into the corresponding 

ketene silyl acetal followed by bmmhuuion to give a bromide as a key intermediate. In the preceeding letter? 

we have npotted our approach to the asymmetric synthesis of some key intermediate3 to unusual amino acids 

by-using a mod&xl Evans auxilkys in conjuction with an asymmettic Michael-type conjugate l&ddition 

followed by direct komination in a one-pot operation (Figure 1). In this letter, we detail our succes&l 

syntk3is of all four individual isomers of B_2’dimetbyltyrosine analogues. which are important to the design 

of peptide and protein ligands with specific conformational and topographical features.4 by using the above 

method starting from a set of four start@ compounds la-ld. The syntheh of the four optically pure bromides 

2&d required for the final amino acids !&!%I is described in Scheme I with the results listed in Table L 

1; 2. 
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Figw 1. 1) R%fgBr. QhWH3h, 2) NB% -78% 
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Thestsnochc~of~ssymmenicinductionwaacollfirmadby x-ray- of 3m 38, 

[2-Bromo-3_(4’-methoxy-2’methylphu1yl)-l-oxopmpyl4pha1yl-2-o1u~dUinonc, 20 (Figure Jl). 
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‘Ike procedure for preparing the bromidee wes demonstrated in our proceeding Ietter. The SW2 

d@kement of the resulting four opticeUy pun bmmidea 2a=2d by teanethylguanidinium &de” et 0 Oc for 

15 min and et taom tempereture for 3-4 hm gave the corresponding azides 3a-3d without ncemizetion. 

Removal of the chiral auxiliery wes effected by using LiOH in the presence of hydrogen peroxide.5 The 

resulting azido ecids 4s.4d were subject to catalytic hydrogenation (10% Pd/C) et 34-38 Psi for 24 hrs. The 

crude amino acids !!a-Sd were purified by ion-exchange chrometogrophy on Amber& IR-I20 plup exchenge 
resin. llledetaiIedprocessesete ikstrkd by the synthesis of cryrhro-D_2’.~dimerhyl-~-~~y~s~ Sb 

(scheme I); the opticaI rot&on. mp. end overall yield for the four amino acids are listed in Table II. 

scheme I. 
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Table II 

!%ey -w_ WM_H %OYJ$&_ -Y$$_ 

WWW WaW -38) 

[al: o4at0 -32.0 (c13.2) +32,8 (e3.0) +20.8 (c-2.8) -21.0 (e3.0) 

mpec) 
180.183 18@184 177.181 17cao 

%Yl 
fmnlla4d 58 62 
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In summary. the propowd procedure is a praetW me&ad for the syntheois of b-alkyl-a-amino acids 

~~sof(imln8tiGluninoEidssuchMtyrostpswhicbisustdforadvancedre~inpolypepldesand 

proteins. The synthesis of a &es of unusual amino acid analogucs on a large scale is underway in this 

laboratary. 
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