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THE BENEFICIAL EFFECTS OF CHRONIC STATIN TREATMENT ARE NOT MEDIATED BY DIRECT EFFECTS ON THE ISCHAEMIC MYOCARDIUM 
K  Mensah , MM Mocanu, DM  Yellon

The Hatter Institute and Centre for Cardiology, University College London Hospitals and Medical School, London, United Kingdom
Aims: to determine whether chronic treatment with statins could limit infarct size and secondly to determine whether additional acute statin treatment would be beneficial in the presence of chronic statin therapy.Methods: Sprague-Dawley rats (SDR) were gavaged daily for two weeks with either 1% methylcellulose vehicle , atorvastatin 20 mg/kg,  atorvastatin 40 mg/kg or atorvastatin 80 mg/kg. The hearts were then isolated and subjected to 35 minutes of regional ischaemia on a Langendoff apparatus followed by 120 minutes of reperfusion. Two further groups consisted of SDR gavaged for 2 weeks with 20 mg/kg atorvastatin and 80 mg/kg atorvastatin and also subjected to 35 minutes of  ischaemia with a further 50uMol of atorvastatin given acutely for the first 15 minutes of reperfusion. Atorvastatin given chronically did not limit infarct size measured by infarct to risk (I/R) ratio compared to controls (I/R ratio 54.6% ± 6.4%) at 20mg/kg, 40mg/kg or 80mg/kg (I/R ratios 58.4% ± 3.3%, 42.4% ± 8.5% and 58.4% ± 5.1% respectively). A further acute dose of 50umol produced a significant reduction in infarct size (p <0.05) after chronic gavage with 20mg/kg and 80mg/kg of atorvastatin (I/R ratio 25.67% ± 5.4% and 24% ± 6.6% respectively).Conclusion: although chronic treatment with statins confers long term protection in cardiovascular disease, this does not appear to be mediated via direct effects on the heart. However further acute  statin at reperfusion reduces infarct size despite chronic treatment with statin. This may provide us with a new and novel therapeutic use of statins.

