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DRUG DEVELOPMENT AGAINST NOVEL GENOMIC TARGETS IN HEART FAILURE (Invited Lecture)
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Definition of novel genes expressed in the failing myocardium that are potential drug targets has been facilitated by application of high throughput genetic and proteomic technologies.  The challenge in developing new therapies targeted at these genomic targets is to develop strategies to define which targets are of pathophysiologic importance and are appropriate targets for drug, antibody or molecular therapies. Typical strategies employ validation of targets in in vitro cultured cells, in vivo transgenic and knockout murine models.  High throughput drug screening and molecular approaches may then applied to develop potential novel therapies against these targets to test in preclinical models and ultimately in man.  Given the resource intensity to develop novel therapies with these paradigms, selection of the best genomic targets for drug development is a critical decision that is amplified in importance when the cost of large scale outcome trials is considered. Since a high attrition rate is expected in drug development, the success of programs to develop novel therapies  for heart failure will depend on the application of multiple strategies to validate genomic targets, define appropriate preclinical models, develop biomarkers and improve the predictive value of smaller clinical trials.
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