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CGS 13429 (compound I, Fig 1,2-methyl-5 (4-methyl-l-plperazmyl)-llH- 
[ 1,2,4] -trlazolo- [1,5,-C] [ 1,3]-benzodlazepme) IS a clozapme analogue cur- 
rently under development as an antlpsychotlc drug [l] A recent manuscript 
[ 21 presenting a gas chromatographlc method for clozapme indicated the hm- 
lted number of published analytical methods for this compound Moreover, 
this paper described a method unlikely to detect metabohsm of compound I 
Therefore, m antlclpatlon of potential demethylatlon or N-oxldatlon of plper- 
azme (compounds II and III, respectively, Fig l), a high-performance liquid 
chromatographlc (HPLC ) method was developed for preclnncal pharmacokl- 
netlc and bloavallablhty studies to quantify all three analogues in rat and dog 
plasma 

EXPERIMENTAL 

Chemzcals 
Methanol and dlstllled water were of High Purity Solvent brand (HPLC 

grade) manufactured by American Burdock and Jackson (Muskegon, MI, 
U S A ) Trlethylamme (HPLC grade) and glacial acetic acid were obtained 
from Fisher Scientific (Sprmgfield, NJ, U S A ) 1-Heptanesulfonlc acid, so- 
dium salt, was purchased from Sigma (St Louis, MO, U S A ) All other re- 
agents were of Baker Analyzed Reagent grade and were purchased from Amer- 
ican Sclentlfic Products (McGaw Park, IL, U S A ) 
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and mtra-day analytical varlablhty was acceptable for pharmacokmetlc anal- 
yses (Tables I and II) Extractlon of all three components was found to be 
extremely pH-sensltlve, smce plasma pH below 8 led to no recovery of II and 
reduced recovery of the other two analytes 

The observed metabolism of I m the rat was rather extensive Three drug- 
related peaks eluted near the parent compound on HPLC analysis Two of 
these coeluted with analogues II and III, while the third was unidentified More 
polar material elutmg as a heterogeneous peak (Fig 3, bottom, peak A) was 
also not identified However, preliminary studies suggest that this peak may 
represent one or more ring-hydroxylated forms of I, II or III (see legend to Fig 
1) Published results [ 31 on a structurally similar compound 1s consistent with 
this hypothesis 
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