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Abstract

Proton NMR at 400 MHz and 13C NMR at 50.3 MHz were measured for captopril, (S)-HSCH2CHMeCO-L-Pro-OH, in aq. soln. as a function of pH.  Captopril exists as 2 isomers with respect to the conformation across the amide bond.  The conformation having the C carbon of the proline residue and the C2 carbon of the 2(S)-3-mercapto-2-methyl-1-oxopropyl part trans across the amide bond is the most abundant, with the actual mole fraction in this form dependent on the protonation states of the CO2H and SH groups.  The CO2H group of the trans isomer is less acidic than that of the cis isomer, and the proportion of captopril in the trans form decreases from 0.86 to 0.58 upon titrn. of its CO2H group.  Intramol. hydrogen bonding exists between the carbonyl oxygen of the amide group and the carboxylic acid proton in the trans isomer.   
