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It has been known that the indole moiety of tryptophan(Trp) is sensitive to several side reac- 

tions, such as alkylation , oxidation, carboline-formation , and dimerization, under the acidolytic 

cleavage of ~ ~ - ~ r o t e c t i n ~  gmups in peptide synthesis. 

In order to find a suitable method for the solution synthesis of biologically active peptides con- 

taining Trp redidues, the indole alkylation, the most serious side reaction observable during TEA 

treatment of Boc-Trp-OH and Z(0Me)-Trp-OH, was first examined. Among scavengers, soft nucle- 

ophiles, so far examined, ethanedithiol was found most effective to suppress the alkyl cation attack at 

its indole moiety. Several Trp-containing peptides, such as gastrin releasing peptides (porcine and 

chicken) were synthesized by this improved method. 

Next  in order to improve the situation further by reduction of the nuclmphilicity of the indole 

moiety of Trp,  we introduced an electron-withdrawing group, mesitylene-2-sulfonyl(Mts) group, at 

the  function of Trp (Fig. 1.). The Mts group of Trp is stable under the TEA #-deblocking con- 

ditions, and well resists against the attack of alkyl cations during this treatment. It can be readily 

removed by 1M trifluoromethanesulfonic acid-thioanisole (1:l) in TEA without accompanying any siza- 

ble amount of side products. Usefulness of this new Trp-derivative has been demonstrated by the 

synthesis of tetragastrin, as an example. (Fig. 2.). 

Fig. 1. Nin-mesitylene-2-sulfonyltryptophan Ng. 2. Synthetic scheme of tetragastrin 
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