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SUMMARY 

A highly sensitive determme plasma 
levels of a novel benzodlazepme receptor agonist followmg the very low therapeutic 

required for anxlolysls compound was isolated 
analogue by a two-step procedure, 

qua&fled by means of mtrogen-selec- 
Because of the thermolabile 

without degradation analogue was 
achieved hydrogen m ethanol, followed by an ethylatlon 

allowed the momtormg 

analysis of more than 600 plasma from chmcal 
performed with human volunteers 

INTRODUCTION 

tert.-Butyl- [ 1,5- 
alpyrrolo [ 2,1-c] [ 1,4]benzolazepme-1-carboxylate (Ro 16-6028, I, Table I, F 
Hoffmann-La Roche, Basle, Switzerland) is a tetracychc imldazobenzodlaze- 
pine actmg as a partial agomst at benzodiazepme receptors (BZR). Partial 
agonists yield a good separation between the pharmacological effects observed 
in animals with full agomsts at BZR, such as lazepam. Thus, I has pronounced 

0378-4347/89/$03 50 0 1989 Elsevler Science Pubhshers B V 































134 

Stab&y m plasma 
The partial benzodlazepme agonist I was added to human plasma at four 

different concentrations (1, 10,100 and 500 ng/ml) and stored under two dlf- 
ferent conditions (3 months at - 20’ C, 24 h at 25 o C ) prior to analysis The 
statistical interpretation of the data followed a procedure developed recently 
[ 221. The data m Table V indicate that compound I was stable m human plasma 
under these conditions All confidence intervals for the percentage changes m 
concentration after storage were narrow, demonstrating the good precision of 
the method. 
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