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BACKGROUND 

Cardiovascular disease constitutes a major public health challenge, and its contribu-

tion to the global burden of disease is expected to increase over the coming decades 

(1). 

 

Hyperlipidaemia is an important modifiable risk-factor for developing cardiovascu-

lar diseases (2).  

 

We will conduct a systematic review of evidence from randomised controlled trials 

on the effects of the most commonly used lipid-lowering drugs, HMG-CoA-reductase 

inhibitors (statins), for the primary prevention of cardiovascular disease.  

 

METHODS 

This analysis will be based on an update of the literature search, article-selection 

and data-extraction that we carried out as part of a recent systematic review com-

missioned by the Norwegian Directorate for Health (3).  

Searching 

We will conduct a broad, updated search for randomised controlled trials of inter-

ventions for primary prevention of cardiovascular disease in the following data-

bases: CENTRAL, MEDLINE, EMBASE and AMED. We also search for systematic 

reviews in The Cochrane Library, in which we will examine reference lists for further 

references. We will not apply any language restrictions. 

Selection 

Since we are focussing on primary prevention, we will exclude trials where more 

than half the participants have experienced a myocardial infarction, stroke or other 

significant cardiovascular event. Our main outcomes are total mortality, myocardial 

infarction and stroke. We will also report on the following outcomes: angina and 

heart failure. 

Validity assessment 

We will use a stepwise approach for validity-assessment. Firstly, titles and abstracts 

will be assessed for relevance. Potentially relevant articles will be assessed in full 

text, and those deemed relevant assessed for internal validity using standardised cri-

teria (4). At each step two reviewers will make independent assessments of each ar-

ticle. Disagreements will be resolved through discussion, e.g. through e-mail discus-

sions or at plenary meetings for the whole group of reviewers. 
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Data extraction 

Data extraction will be done independently by two reviewers. 

Study characteristics 

Disagreements regarding study design, characteristics of study participants, inter-

vention, outcomes and clinical heterogeneity will be resolved on an ad hoc basis 

through plenary discussions and, if necessary, by making compromises.  

Data synthesis 

We will conduct meta-analyses in RevMan 4.2 (5) and present results as relative 

risks with 95% confidence intervals. We will use fixed-effects models as our starting 

point for all analyses.  

 

Sub-group analyses will be conducted for women and men, and for younger and 

older trial-participants. We will also consider comparing results from trials with 

large, medium or small proportions of hypertensive participants. 

Grading the evidence 

We will assess the quality of the evidence for each outcome using the GRADE-

instrument (6). 
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