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Yooduard and Kmp have noemtl~ introduced the I-rthyl- 

bennrlaoxmollua cation a# a r-gent for peptldo coupling', The 

reaction proceeda in two dlwrete atagea, the first Involy'Ang 

the formation of an 8ctive eater, and the second, its coupling 

with the amine component: 
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Ve wish to report the use of thle reagent for the 

cyellot.Lon of peptides. The reaction proaeeds aa follower 
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The advantages of this method aret (1) The pmtecting group 

can be removed by hydrogenolysis in neutral solution without 

affectl.ng the active ester; (2) The by-product is easily 

remo~sil by virtue of Its ether and alkali solubillty; (3) The 

yields of the cyclic peptldes (see Table) are reasonable and 

compare favourably with those by other methods. Ae a specific 

instance, starting from the tripeptide acid Z.Gly.Phe.Gly.OH 

the overall yield (2 stages) of the cyclohexapeptide is 37.3% 

This seems much superior to the p-nitrophenyl ester method2, 

where the overall yield (3 stages) from the asme starting 

compound Is only 13.55. 



No.25 2895 

In the actual oyclieation procedure, the A-carbobens- 

oxypeptidr active eater wae hydrogenolyeed in DMF solution in 

preeence of Pd/C and then left at room temperature for 24-48 

hrs . &apomtion of the solvent, followed by dlgeetion of the 

residue with ether left the crude cyclic peptlde. !chie use 

then purified by paeeage through anion and cation exchange 

resins. 

The following linear tripeptidee have been converted 

to the known cyclohexapeptldee by this method: (See kble I). 

The Infrared spectra of the products were Identical 

with those of authentic apeoiaenm or dth the correepondlng 

publiehed epectra. Molecular weight determldation (maee 

spectrum6 and Viporometrlc method’) confirmed that the com- 

pound& were the expected cyclodimere. 

-8 We are deeply indebted io Prof. B.B. 

Woodward an8 Dr. D.S. Kemp for pre-publication information 

and helpful diecuselone on the new reagent. We are extrmely 

grateful to Pmf. T.B. Qotindachari and Dr. K. Ilagarajmn for 

their lntereet and encouragement and to Dr. 9. Selwvlnayakam 

for the mlcroanalyaes. 
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