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SUMMARY 

A sensltlve (SO-100 pg/ml) method 1s described for the analysis of the antlchohnerglc drugs 
cycrlmme, procychdme and trlhexyphemdyl by capillary gas chromatography with flame therm- 
lomc detection Since these antlchohnerglc drugs are frequently admmlstered m combmatlon with 
antlpsychotlc medlcatlon for the treatment of mental illness, the potential Interference by antl- 
psychotic drugs m this assay was examined No Interference was observed from a series of antl- 
psychotlc drugs m the quantltatlon of cycnmme, procychdme or trlhexyphemdyl The use of this 
technique to study trlhexyphemdyl pharmacokmetlcs m man IS described 

INTRODUCTION 

Trihexyphentdyl (benzhexol) and its analogues procychdme and cycrimme 
(Fig 1) are synthetic anticholinergic drugs used m the treatment of Parkm- 
son’s disease and neuroleptic-induced parkmsomsm [ 11. The pharmacokmet- 
ws of trihexyphemdyl in man has been described [ 21 using a chohnergic ra- 
dioreceptor binding assay [3] However, the interpretation of these data is 
difficult smce this method is not compound-specific; it quantitates cholmergic 
receptor binding activity without regard for chemical structure Several pro- 
cedures have been developed for the mstrumental analysis of trihexyphemdyl 
mcludmg gravimetric [ 41, volumetric [ 51, spectrophotometric [ 6-81, polaro- 
graphic [ 9,101, potentiometric [ 11-131 and gas chromatographic (GC) [ 14- 
16] methods. GC techniques have also been described for the analysis of pro- 
cychdme [ 17,181 Unfortunately, the maJority of these methods have been de- 
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(510% efficiency) regardless of the acid concentratron To circumvent this 
problem, the drug-contammg organic phase 1s incubated with acid for at least 
12 h, the resultant acid-catalyzed hydrolysis of ethyl acetate improves the back- 
extraction efficiency such that the maJorrty (90-95% ) of drug 1s recovered m 
the aqueous phase 

The apphcatlon of this method to the study of trlhexyphemdyl pharmaco- 
kinetics was mvestlgated by monitoring plasma levels of the drug m human 
volunteers followmg a single 2mg oral dose A typical plasma drug concentra- 
tlon-time curve IS shown m Fig. 4 Clearly, the drug 1s rapidly absorbed from 
the gut and cleared from the plasma These results underscore the requirement 
for a highly sensltlve assay procedure for the study of antrcholmerglc drug 
pharmacokmetrcs under clinically relevant dosage regrmes 
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