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Situering van het proefschrift  
 
Intracerebral microdialysis is a well-established 
technique for in vivo monitoring of the free 
extracellular brain concentrations of exogenous 
or endogenous compounds. It has been 
extensively used primarily for the 
characterization and assessment of the 
neuropharmacodynamic profile of drugs in in vivo 
rodent as well as non-human primate studies. 
This technique also allows to study the brain 
accessibility and blood-brain barrier passage of 
systemically applied drugs. Intracerebral 
microdialysis can therefore be considered as the 
preferential monitoring technique for 
pharmacodynamic and pharmacokinetic studies of 
a multitude of drugs acting on the central 
nervous system. In this thesis we developed and 
validated two analytical methods which are 
tailored to the analysis of brain microdialysates. 
We first developed and validated a microbore LC–
UV method for the determination of the selective 
non-peptidergic AT2 receptor agonist compound 
21 in striatal dialysate samples of the rat. This 
method was used to investigate the in vivo 
passage of this compound to the striatum of rats. 
Consecutively, a LC method with fluorescence 
detection was developed and validated for the 
quantification of the antidepressant reboxetine in 
rat brain microdialysates and plasma. The 
method was found to be suitable for 
pharmacokinetic profiling in both biological fluids. 
In a final study we investigated the impact of 
implantation of three commercially available high 
cut-off microdialysis probes on blood-brain 
barrier permeability using fluorescence 
microscopy. Concomitantly, the impact on 
nanobody brain disposition was quantified using 
intracerebral microdialysis in combination with 
µSPECT/CT. 
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