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Loperamide, 4- (4-chlorophenyl) -4-hydroxy-N,N-dimethyl-a,a-dlphenyl-l- 
plperldmebutyramlde hydrochloride (R18 553) is a very potent, orally long- 
acting and specific antldlarrhoeal agent [l] The only analytical technique 
described for this drug is radioimmunoassay, which shows considerable cross- 
reactivity with the closely related compounds fluperamlde and certain butyro- 
phenone-type drugs [2] It was the aim of this study to estabhsh a chroma- 
tographic method that would permit rapid quahtatlve analysis and identlfica- 
tlon of loperamide Being a tertiary amme, the drug should be amenable to the 
Hofmann degradation reaction, as described for butyrophenones, lmlpramme 
and certain phenothlazme derivatives [ 3,4] As an alternative, the Cope ehm- 
mation reaction is discussed and the results are compared 

EXPERIMENTAL 

Reagents 
Dimethylformamide (DMF) (sllylatlon grade) was purchased from Pierce 

(Rockford, IL, U.S A ) Methyl iodide was obtamed from Sigma (Munich, 
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masses of the fission products in the multiple ion detection mode, 50 ng of the 
compound can be detected by GC-MS under the conditions of positive ion 
chemical ionization Though detection limits are not sufficient to monitor 
therapeutic plasma levels of loperamide (which are usually below 1 ng/ml), 
the method should be useful m toxicological analysis and quahty control of 
pharmaceuticals In addition, utilization of the Cope ehmmatlon reaction as 
an alternative to the Hofmann degradation reaction m microscale analysis of 
tertiary ammes deserves further attention. 
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