
© 2022 Lee M et al. JAMA Neurology. 

 

Supplementary Online Content 
 

Lee M, Cheng CY, Wu YL, Lee JD, Hsu CY, Ovbiagele B. Association between 

intensity of low-density lipoprotein cholesterol reduction with statin-based 

therapies and secondary stroke prevention: a meta-analysis of randomized 

clinical trials. JAMA Neurol. Published online February 21, 2022. 

doi:10.1001/jamaneurol.2021.5578 

 
eFigure 1. Study Selection 

eFigure 2. Risk of Bias 

eFigure 3: MACE 

eFigure 4. Recurrent Ischemic Stroke 

eFigure 5. Myocardial Infarction 

eFigure 6. All-Cause Mortality 

eFigure 7. Cardiovascular Mortality 

eFigure 8. New-Onset Diabetes 

eFigure 9. Cognitive Adverse Events 

eFigure 10. Recurrent Stroke 

eFigure 11. Recurrent Stroke 

eFigure 12. Meta-regression 

eFigure 13. Subgroup Analyses 

eFigure 14. Publication Bias 

eReferences. 

 
This supplementary material has been provided by the authors to give readers additional 
information about their work. 



© 2022 Lee M et al. JAMA Neurology. 

 

eFigure 1. Study Selection 

           Legends: Flow of study selection 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

Title and abstracts review, n= 3328
(Pubmed, n=817; EMBASE, n=722; CENTRAL, 

n=1773; Clinicaltrials.gov, n=16)
3291 were excluded because articles with 

patients with case-controlled, cross
sectional, observation cohort, review,  
duplication

37 articles retrieved for detailed 
assessment 26  were excluded due  to

14  no patients with a history of stroke 
6   subgroup of patients had stroke but 

their outcomes not been reported     
3   no recurrent stroke been reported
3   treatment duration less than 6 months

11 studies were included1-11
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eFigure 2. Risk of Bias 

          Legends: Risk of bias for included trials 
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eFigure 3: MACE  

Legends: Relative risk with 95% confidence interval of MACE in more intensive vs less intensive LDL-C lowering with 

statin-based therapies in patients with stroke 

MACE: Major adverse cardiovascular events 
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eFigure 4. Recurrent Ischemic Stroke 

Legends: Relative risk with 95% confidence interval of recurrent ischemic stroke in more intensive vs less intensive 

LDL-C lowering with statin-based therapies in patients with stroke 
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eFigure 5. Myocardial Infarction 

Legends: Relative risk with 95% confidence interval of myocardial infarction in more intensive vs less intensive LDL-

C lowering with statin-based therapies in patients with stroke 
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eFigure 6. All-Cause Mortality 

Legends: Relative risk with 95% confidence interval of all-cause mortality in more intensive vs less intensive LDL-C 

lowering with statin-based therapies in patients with stroke 
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eFigure 7. Cardiovascular Mortality 

Legends: Relative risk with 95% confidence interval of cardiovascular mortality in more intensive vs less intensive 

LDL-C lowering with statin-based therapies in patients with stroke 
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eFigure 8. New-Onset Diabetes 

Legends: Relative risk with 95% confidence interval of new-onset diabetes in more intensive vs less intensive LDL-C 

lowering with statin-based therapies in patients with stroke 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 



© 2022 Lee M et al. JAMA Neurology. 

 

eFigure 9. Cognitive Adverse Events 

Legends: Relative risk with 95% confidence interval of cognitive adverse events in more intensive vs less intensive 

LDL-C lowering with statin-based therapies in patients with stroke 
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eFigure 10. Recurrent Stroke 

Legends: Relative risk with 95% confidence interval of recurrent stroke in more intensive vs less intensive LDL-C 

lowering with statin-based therapies in patients with ischemic stroke as an entry event 
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eFigure 11. Recurrent Stroke 

Legends: Relative risk with 95% confidence interval of recurrent stroke in more intensive vs less intensive LDL-C 

lowering with statin-based therapies in patients with stroke and taking statins in both arms 
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eFigure 12. Meta-regression 

Legends: Meta-regression of included trials to explore the relation between degree of LDL-C lowering and recurrent 

stroke rate 
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eFigure 13. Subgroup Analyses 

Legends: Subgroup analyses based on the characteristics of trials 
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eFigure 14. Publication Bias 

Legends: Trim-and-fill analysis for included trials to explore potential publication bias 
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