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Synopsis

This project was a randomised placebo controlled trial assessing the vascular and biological effect of treatment with simvastatin in heart failure patients with systolic dysfunction. The study also assessed the vascular and biological abnormalities detectable in heart failure patients with systolic dysfunction compared to controls using a novel ultrasound technique. 

In total, 32 heart failure patients were recruited from specialist clinics within the Belfast Health and Social Care Trust. 10 age and sex-matched controls were recruited from the Department of Therapeutics and Pharmacology, Queens University Belfast. 
The study aimed to recruit 40 heart failure patients but this number did not prove possible. 

All patients had initial baseline investigations carried out before being randomised to placebo/treatment for a 4 week period. Baseline investigations were repeated after this treatment period. Randomisation of treatment was carried out at the manufacturing stage by Victoria Pharmaceutical. Both patients and investigators were blinded to treatment allocation.
All controls attended for 1 visit only. 

Treatment with simvastatin resulted in a significant reduction in levels of coenzyme Q10, an important antioxidant, in heart failure patients. However there were no significant reductions in levels of circulating biomarkers or ultrasound measures of vascular function in heart failure patients using simvastatin. There was a trend toward reduction on NT-pro BNP, a commonly used biomarker. 
At baseline, differences were apparent between blood flow velocity waveforms obtained from blood vessels in the eye from patients and healthy controls. No such difference was apparent in blood flow velocity waveforms obtained from the main blood vessel in the arm. 

All adverse events were reported to the MHRA and REC in annual safety reports (Summary of safety issues 17.11.2009, 29.11.2010).
To summarise, 9 adverse events occurred in total. A blood
sample from patient KSL 4, first visit, showed a low blood glucose level. This was
felt to be due to contamination of the sample and the patient returned for a repeat
sample which was normal. Patient KSL 9 reported symptoms of a mild upper
respiratory tract infection at visit 1. These symptoms had resolving when
reassessed at visit 2. Both these events were felt not to be related to the study drug.
KSL 34 reported 2 adverse events, blood in bowel motions and a collapse episode which did not require admission to hospital. These were felt to be unlikely related and unrelated to study drug and resolved. KSL 35 reported symptoms of an upper respiratory tract infection. This was felt to be unlikely related to study drug. KSL 37 reported symptoms of worsening heart failure which was felt to be unrelated to study drug. KSL 39 reported symptoms of an upper respiratory tract infection which was felt to be unlikely related to study drug. KSL 45 reported symptoms of palpitation for which he had an overnight stay in hospital with monitoring. No treatment was required. As he was admitted to hospital, this was reported as a serious adverse event to the sponsor. KSL 45 also reported symptoms of an upper respiratory tract infection. Both were felt to be unlikely related to study drug.
No deaths occurred during the study period. 

The project has been detailed in a thesis of the same title submitted to Queens University Belfast for the degree of Doctor of Medicine.

Publications and abstracts from the work are detailed below. 
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Further papers from the work are planned. 
