Progress report – March 2007
Case and control inclusions

The study has now reviewed data for 11 potential cases, of which three cases were excluded for the following reasons:

· a confounding diagnosis – neuroleptic malignant syndrome

· a lack of documentation of myocarditis
· a failure of the documentation of myocarditis to meet the case definition (raises in troponin and CK < 2 ULN).  
Although peripheral eosinophilia was a common feature of early published cases of clozapine-associated myocarditis, only one of 8 cases had rises in eosinophils to more than 2 times the upper limit of normal, but all had significant rises in C reactive protein (CRP).  
In addition, documentation of 21 controls is now complete; two potential controls were excluded because they did not take clozapine for the minimum of 45 days.  
Database

The study now has a database. It is possible to generate a range of reports from the database including reports presenting demographic data on cases and controls, and also reports detailing the evolution of laboratory parameters or symptoms surrounding the occurrence of myocarditis.

Ethics Committee applications

Ethics approvals have been received for five health services in Victoria and approvals from a further three services are pending, including one application covering 7 hospitals and 23 potential cases in NSW.  Support to submit applications to three further Victorian services and a service in Queensland has been obtained. 

NHMRC application

An application to the NHMRC for funding for 2008-2010 has been submitted.  

The study includes a genetic component with the objective of finding a genetic marker(s) for myocarditis. To support this part of the study, Dr Justin Rubio of the Howard Florey Institute has agreed to be a Chief Investigator.  Dr Rubio has proven expertise in the analysis of the human leukocyte antigen (HLA) region of the DNA which is associated with autoimmune disease and drug hypersensitivity reactions.
