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In connection with another study, w have recently observed that amino acid and 

peptide benzyl esters can be tran8esterifled with methanol or ethanol in the presence 

of a strong aelon exchaaSe resin at room temperature (1). Since in the "Merrifleld 

solid phaee" peptide systa (2), the peptides are covalently bound.to the polymer 

by a benxyl ester U&age, n have applied the tran8e8terlfication procedure to the 

cleavage of peptides frea the resin support. 

In a typical experirazlt t-Boc-val-phe-o-Resin (lg. 0.43 In) (3) vas suspended in 

wthaeol (10 ml) and Bio-gad AGl-X8 (18, hydroxide form. washed with anhydrous ethanol) 

(4) vas added. The formation of the product t-Boc-val-phe-OXs vu folloved by Sas 

liquid chromatography (5' x 118" colmo packed with 5X QFl on DMGS treated Gas Ghrom P 

at 245.). After 2 hours at room temperature the re8in8 vere filtered off and the 

methanol solution evaporated to dryne88 in vacua. The crystalline realdue (100 18, 

61X yield) vas homoBeneou8 (t.1.c.. g.1.c.) and it8 structure van coaflreed by ~8s 

spectrometry (M’ 378) and direct coaparisoo with an authentic speclmm. Since 

diastereoisomeric t-Iloc-L-pro-DL-amino acid methyl ester8 can be resolved by 6.1.~. (5). 
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ve could confia the static houogeneitp (< 1% of LD dipeptide) of the tiolated 

t-Boc-dlpeptide uethyl esters obtained from t-Boc-pro-ala Resin, t-Boc-pro-ml Rerin, 

t-goc-pro-phe Reein and t-Boc-pro-leu Resin. Transesterificationa with larger pcptide 

resin eaters (up to octapeptidea have been tried), thou that the comon ly used 

protecting group8 reuin Intact, but that the u-urbouyl functiona of upartic and 

glut&c residuea are alao trmseaterified. The 18olated t-Boc-peptide emtare 

(50-70X yield) are houogeneoue (t.l.c., KS.) and often crystalline and even tryptophan 

containing.peptidea ruch aa t-Boc-try-ala Resin could be cleaved vith a 60% recovery 

of the uethyl ester (nS, W 389). 

The very ulld conditiona of the transesterificatlon vith another raein, avoiding 

raceuiration, u&e it an attractive candidate for use in aolld phue peptide myotheale. 
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