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BACKGROUND 

 Cholesterol-lowering drugs and non pharmacological treatments significantly reduce 

morbidity from coronary heart disease, thus proving a causal role for cholesterol in 

coronary events  

 The relationship between cholesterol levels and stroke has been much less clear 

 Trials with statins have shown decreased stroke incidence in treated populations, but 

this had not been observed with nonstatin drugs or treatments, supporting the 

concept that such effects are attributable to statin- related “pleiotropism”—

cholesterol-independent (neuro) protective properties related to the interference by 

statins with the mevalonate pathway  
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TOTAL CHOLESTEROL AND STROKE IN THE RANDOMIZATION 

GROUPS IN FOURIER, SPIRE-1/2, AND ODYSSEY OUTCOMES  
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META-REGRESSION OF THE RELATIONSHIP BETWEEN % CHANGE IN 

TC ACHIEVED IN INTERVENTION TRIALS AND THE RR OF STROKE  
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LIMITATIONS 

 Use of total cholesterol and not LDL cholesterol 

 Only cholesterol-related parameter reported in older trials 

 

 Use of total stroke as an endpoint due to the necessity of not excluding 

older trials, which did not report on adjudicated distinction of ischemic 

and hemorrhagic strokes 

 Cholesterol lowering related to an increase in hemorrhagic stroke? 
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NO EXCESS IN HEMORRHAGIC STROKE IN FOURIER 

Stroke. 2020;51:1546-1554  

 



CONCLUSIONS 

 No special property of any cholesterol-lowering intervention has to be invoked to 

explain the reduction in stroke, fitting a log-linear relationship 

 

 Precise estimate of the expected results on stroke in future intervention trials 

affecting total cholesterol 

 

 Favorable effects of cholesterol lowering on ischemic stroke far outweigh any 

possible detrimental effect on hemorrhagic stroke overall for most achieved 

cholesterol levels.  


