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SUMMARY 

A high-performance liquid chromatographlc (HPLC ) method for the determmatlon of an oxa- 
dlazole-substituted 1,4-benzodlazepme [3- (5-cyclopropyl-1,2,4-oxadlazol-3-yl)-5,6-dlhydro-5- 
methyl-6-oxo-4H-lmldazo[ 1,5a] [ 1,4]benzod1azepme] m plasma has been developed and com- 
pared with a radloreceptor assay The results even by the two methods were m good agreement, 
with detection hmlts of ca 1 ng/ml (signal-to-noise ratlo=3) The radioreceptor method 1s pre- 
ferred for the momtormg of toxlcoloscal and other well controlled studies, while HPLC 1s pre- 
ferred where greater specificity IS essentml Further, the HPLC assay IS applicable over a much 
wider concentration range 

INTRODUCTION 

During the development of a new drug, several assays niay be developed to 
acqmre data with sufficient precision for specific purposes. In initial toxico- 
logical studies, it may be of greater importance to know the plasma levels as 
soon as the study 1s completed rather than to wait until the final assay has 
been completely validated At the latter point, however, it is of great Impor- 
tance to compare the lmtlal and final methods. 

In this paper we describe two assays for the determination of 3- (&cyclopro- 
pyl-1,2,4-oxa~azol-3-yl)-5,6-dihydro-5-methyl-6-oxo-4H-imldazo[ 1,5a][ 1,4]- 
benzodiazepine (I) (Fig. 1) in plasma. Compound I is a potent benzo - 
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son for these varlatlons has not been investigated, because the concentration 
range 1s not of interest for our future work 

The results obtained with the two methods are m good agreement, which 
strongly indicates that no metabohte with slgmficant benzodlazepme receptor 
actlvlty 1s formed m the body. 

In conclusion, the RRA 1s an attractive method for the rapid determmatlon 
of compound I m plasma samples, but If greater speclficlty 1s required the HPLC 
assay 1s to be preferred 
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