
AstraZeneca AZD7325 

Mechanism of Action  
γ-Aminobutyric acid (GABA) A receptor, alpha 2 (GABAA a2) agonist 
http://iuphar-db.org/DATABASE/ObjectDisplayForward?objectId=405&familyId=72  
http://www.ncbi.nlm.nih.gov/gene/2555  

Overview 

AZD7325 is a potent, orally bioavailable and subtype selective positive modulator of GABAA α2,3 receptors. GABAA is an ionotropic receptor 
and ligand-gated ion channel activated by the amino acid GABA that is expressed in both the CNS and periphery. Stimulation of GABAA 
receptors opens chloride channels leading to the inhibition of neurotransmission integral to the clinical mechanism of benzodiazepine 
anxiolytic and sedative effects. In preclinical studies, AZD7325 has sub-nanomolar affinity (0.5 nM) at the human GABAA receptor with > 100-
fold selectivity for other targets. It has been studied in a range of animal species and shown to be efficacious in anxiety models. 

Safety/Tolerability 

A comprehensive safety assessment package has been performed on AZD7325 including pivotal reproductive toxicity studies and general 
toxicity studies of 3 month duration in mouse, rat and dog. These toxicity studies have identified pharmacologically mediated changes in 
behavior and additionally changes to heart rate, increases in cholesterol, increases in AST and ALT, and changes in hematology 
parameters.  

AZD7325 has been administered at single doses of up to 100 mg and repeated doses up to 50 mg for 7 days in healthy volunteers. Adverse 
events in volunteers were CNS in nature, and included dizziness, feeling of relaxation, euphoric mood, somnolence, and headache. These 
adverse events (AEs) were transient, mild, and related to peak plasma concentrations. In patients, up to 28 days dosing AZD7325 was 
generally well tolerated with the most frequent adverse events being dizziness, headache and somnolence. 

Additional Information 
Two Phase 2a Generalized Anxiety Disorder (GAD) studies have been conducted in which AZD7325 was dosed at either 5, 10 or 15 mg for 
28 days, however, the primary objectives regarding greater efficacy of AZD7325 vs. placebo were not met at any of the doses tested, as 
assessed by HAM-A change from baseline, although the placebo response rate was considered to be high.  

Suitable for and Exclusions 

Reproductive toxicity studies support the inclusion of women of child-bearing potential in clinical studies, provided that pregnancy is 
prevented using a reliable form of contraception. Subjects with past or present symptoms of alcohol or drug abuse/dependence and/or 
subjects suspected of abusing alcohol or illicit or prescription medications should be excluded. No data are available as yet to support use 
in pediatrics.  

Proposals for use in GAD, ophthalmology or dermatology are not of interest.  

Clinical Trials http://clinicaltrials.gov/ct2/results?term=AZD7325  

Publications http://www.ncbi.nlm.nih.gov/pubmed?term=AZD7325 
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