
Competition binding of [3H]-þ unitrazepam to benzodiazepine receptors in membranes preparedfrom non-diseased human brain (cortex).

Radioligand binding and functional autoradiography

Competition and functional assays in human tissue membranes
Coný rmation of the afý nity and efý cacy of a compound for the native human receptor is becoming increasingly important 
before progressing compounds to pre-clinical development. Receptor screening typically relies on recombinantly expressed 
human targets or native animal targets and sometimes, the apparent pharmacology at these can be different to that at the 
native human target Asterand has developed and validated a range of radioligand binding assays to demonstrate afý nity 
and/or function of speciý c human targets:

ƴ   Radioligand competition binding assays
ƴ   [35S]-GTPgS functional binding assays
ƴ   [35S\-TBPS functional binding assays

Z35S\,GTPgS binding can be used to measure agonist-stimulated activation of some Gprotein-coupled receptors in human 
tissue membranes. This is achieved by incubating tissue membranes with agonist in the presence of Z35S\,GTPgS+ a non-
hydrolysable radiolabelled analogue of GTP. Following receptor activation by the agonist, Z35S\,GTPgS binds irreversibly to 
the activated G-protein and this can be quantiý ed by liquid scintillation coutning.

The assays that Asterand has developed and validated to date all use subcellular fractions prepared from human CNS and 
examples of data are shown below. We have previously performed assays to

ƴ   Coný rm pharmacology (particularly agonist efý cacy) at the native human receptor
ƴ   Identify any differences in pharmacology at a native human receptor in the disease state

Optimisation of assay conditions and assay validation for targets or tissues not shown can be provided as required.

Please contact your Business Development representative or e-mail advantage@asterand.com for further information
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