Table S1. The PRISMA Checklist

	Section/topic 
	#
	Checklist item 
	Reported on page # 

	TITLE 
	

	Title 
	1
	Identify the report as a systematic review, meta-analysis, or both. 
	1

	ABSTRACT 
	

	Structured summary 
	2
	Provide a structured summary including, as applicable: background; objectives; data sources; study eligibility criteria, participants, and interventions; study appraisal and synthesis methods; results; limitations; conclusions and implications of key findings; systematic review registration number. 
	2

	INTRODUCTION 
	

	Rationale 
	3
	Describe the rationale for the review in the context of what is already known. 
	3

	Objectives 
	4
	Provide an explicit statement of questions being addressed with reference to participants, interventions, comparisons, outcomes, and study design (PICOS). 
	3

	METHODS 
	

	Protocol and registration 
	5
	Indicate if a review protocol exists, if and where it can be accessed (e.g., Web address), and, if available, provide registration information including registration number. 
	-

	Eligibility criteria 
	6
	Specify study characteristics (e.g., PICOS, length of follow-up) and report characteristics (e.g., years considered, language, publication status) used as criteria for eligibility, giving rationale. 
	3-4

	Information sources 
	7
	Describe all information sources (e.g., databases with dates of coverage, contact with study authors to identify additional studies) in the search and date last searched. 
	3-4

	Search 
	8
	Present full electronic search strategy for at least one database, including any limits used, such that it could be repeated. 
	3-4

	Study selection 
	9
	State the process for selecting studies (i.e., screening, eligibility, included in systematic review, and, if applicable, included in the meta-analysis). 
	3-4; 
Figure 1 

	Data collection process 
	10
	Describe method of data extraction from reports (e.g., piloted forms, independently, in duplicate) and any processes for obtaining and confirming data from investigators. 
	3-4

	Data items 
	11
	List and define all variables for which data were sought (e.g., PICOS, funding sources) and any assumptions and simplifications made. 
	3-4

	Risk of bias in individual studies 
	12
	Describe methods used for assessing risk of bias of individual studies (including specification of whether this was done at the study or outcome level), and how this information is to be used in any data synthesis. 
	4;
Table S2

	Summary measures 
	13
	State the principal summary measures (e.g., risk ratio, difference in means). 
	4-5

	Synthesis of results 
	14
	Describe the methods of handling data and combining results of studies, if done, including measures of consistency (e.g., I2) for each meta-analysis. 
	4-5


	Section/topic 
	#
	Checklist item 
	Reported on page # 

	Risk of bias across studies 
	15
	Specify any assessment of risk of bias that may affect the cumulative evidence (e.g., publication bias, selective reporting within studies). 
	4-5

	Additional analyses 
	16
	Describe methods of additional analyses (e.g., sensitivity or subgroup analyses, meta-regression), if done, indicating which were pre-specified. 
	4-5

	RESULTS 
	

	Study selection 
	17
	Give numbers of studies screened, assessed for eligibility, and included in the review, with reasons for exclusions at each stage, ideally with a flow diagram. 
	5;
 Figure 1

	Study characteristics 
	18
	For each study, present characteristics for which data were extracted (e.g., study size, PICOS, follow-up period) and provide the citations. 
	5; Table 1

	Risk of bias within studies 
	19
	Present data on risk of bias of each study and, if available, any outcome level assessment (see item 12). 
	5; 

Table S2

	Results of individual studies 
	20
	For all outcomes considered (benefits or harms), present, for each study: (a) simple summary data for each intervention group (b) effect estimates and confidence intervals, ideally with a forest plot. 
	5-7;

Figure 2

	Synthesis of results 
	21
	Present results of each meta-analysis done, including confidence intervals and measures of consistency. 
	5-7

	Risk of bias across studies 
	22
	Present results of any assessment of risk of bias across studies (see Item 15). 
	6-7

	Additional analysis 
	23
	Give results of additional analyses, if done (e.g., sensitivity or subgroup analyses, meta-regression [see Item 16]). 
	6-7; Tables 2-3; Tables S3-S4-S5-S6

	DISCUSSION 
	

	Summary of evidence 
	24
	Summarize the main findings including the strength of evidence for each main outcome; consider their relevance to key groups (e.g., healthcare providers, users, and policy makers). 
	7-10

	Limitations 
	25
	Discuss limitations at study and outcome level (e.g., risk of bias), and at review-level (e.g., incomplete retrieval of identified research, reporting bias). 
	9

	Conclusions 
	26
	Provide a general interpretation of the results in the context of other evidence, and implications for future research. 
	9-10

	FUNDING 
	

	Funding 
	27
	Describe sources of funding for the systematic review and other support (e.g., supply of data); role of funders for the systematic review. 
	10


From:  Moher D, Liberati A, Tetzlaff J, Altman DG, The PRISMA Group (2009). Preferred Reporting Items for Systematic Reviews and Meta-Analyses: The PRISMA Statement. PLoS Med 6(6): e1000097. doi:10.1371/journal.pmed1000097 

Table S2. Risk of Bias of the Studies Includeda 
	First author, year (Ref)
	Adequate Sequence Generation
	Allocation Concealment
	Blinding
	Incomplete Outcome Data Addressed
	Free of Selective Reporting 
	Free of Other Bias

	Shige, 2001 (21)
	Low-risk
	Low-risk
	Low-risk
	Low-risk 
	Low-risk  
	Unclearb 

	Raison, 2002 (22)
	Low-risk
	Low-risk
	Low-risk
	Low-risk
	Low-risk
	Low-risk

	Pirro, 2007 (23)
	Low-risk
	Low-risk
	High-riskc
	Low-risk
	Low-risk
	Low-risk

	Meng, 2009 (24)
	Low-risk
	Unclear 
	Unclear 
	Low-risk
	Low-risk
	Low-risk

	Orr, 2009 (25)
	Low-risk
	Low-risk
	Low-risk
	Low-risk 
	Low-risk
	Low-risk

	Fasset, 2010 (19)
	Low-risk
	Low-risk
	Low-risk
	High-risk
	Low-risk
	Low-risk

	Wallace, 2010 (8)
	Low-risk
	Low-risk
	Low-risk
	Low-risk
	Low-risk
	Low-risk 

	Kanaki, 2013 (26)
	Low-risk
	Low-risk
	Low-risk
	Low-risk
	Low-risk
	Low-risk

	Joyeux-Faure, 2014 (9)
	Low-risk
	Low-risk
	Low-risk
	Low-risk
	Low-risk
	Low-risk 

	Ballard, 2015 (27)
	Low-risk
	Unclear 
	Low-risk
	Low-risk
	Low-risk
	High-riskd

	John, 2015 (10)
	Low-risk
	Low-risk
	Low-risk
	High-risk
	Low-risk
	Low-risk


aHiggins JPT, Altman DG, Sterne JAC (editors): Chapter 8: Assessing risk of bias in included studies. In: Higgins JPT, Green S (editors): Cochrane Handbook for Systematic Review of Interventions, Version 5.0.1 (updated March 2011). The Cochrane Collaboration, 2011. Available from www.cochrane-handbook.org
b: effect of different statin dosage were combined; c: randomized open-label study with blinded end-point evaluation; d : the duration of intervention in myalgic patients was comprised between 1 and 3 weeks.
Table S3. Sensitivity analysis of the effect of statin treatment on pulse wave velocity.

	Study Omitted
	Pooled mean

(%) reduction PWV
	95% CI

	Shige, 2001 (21)
	-7.1
	-12.2 to -1.9

	Raison, 2002 (22)
	-8.0
	-13.1 to -2.9

	Pirro, 2007 (23)
	-5.8
	-11.4 to -0.3

	Meng, 2009 (24)
	-5.7
	-11.0 to -0.4

	Orr, 2009 (25)
	-6.3
	-11.6 to -1.0

	Fasset, 2010 (19)
	-7.2
	-12.4 to -1.9

	Wallace, 2010 (8)
	-7.7
	-13.0 to -2.3

	Kanaki, 2013 (26)
	-5.2
	-9.6 to -0.9

	Joyeux-Faure, 2014 (9)
	-7.8
	-12.9 to -2.6

	Ballard, 2015 (27)
	-6.6
	-13.1 to -0.1

	John, 2015 (10)
	-6.7
	-11.9 to -1.5

	

	Total effect
	-6.8
	-11.7 to -1.8


      


PWV: pulse wave velocity, CI: confidence interval.
Table S4. Sensitivity analysis of the effect of statin treatment on pulse wave velocity, after exclusion of Fasset’s study (ref. 19).
	Study Omitted
	Pooled mean

(%) reduction PWV
	95% CI

	Shige, 2001 (21)
	-7.5
	-13.0 to -2.0

	Raison, 2002 (22)
	-8.6
	-14.0 to -3.1

	Pirro, 2007 (23)
	-6.2
	-12.1 to -0.2

	Meng, 2009 (24)
	-6.1
	-11.7 to -0.4

	Orr, 2009 (25)
	-6.7
	-12.3 to -1.1

	Wallace, 2010 (8)
	-8.2
	-13.9 to -2.5

	Kanaki, 2013 (26)
	-5.5
	-10.2 to -0.8

	Joyeux-Faure, 2014 (9)
	-8.3
	-13.8 to -2.9

	Ballard, 2015 (27)
	-7.0
	-14.0 to -0.1

	John, 2015 (10)
	-7.2
	-12.7 to -1.6

	

	Total effect
	-7.2
	-12.4 to -1.9


     

PWV: pulse wave velocity, CI: confidence interval.
	Variables (n. of studies)


	∆PWV (%) (coefficient)
	95% CI
	p-value

	Age (years) (10)
	-0.34 
	-0.99 to 0.31
	0.26

	BMI (Kg/m2) (9)
	-0.80
	-4.41 to 2.81
	0.62

	Year of publication (year) (10)
	-0.52
	-2.20 to 1.15
	0.49

	Length of intervention (week) (10)
	-0.64
	-1.39 to 0.11
	0.09

	Number of participants (n) (10)
	-0.07
	-0.35 to 0.21
	0.57

	Gender (% men) (10)
	0.53
	-0.03 to 1.09
	0.06

	PWV at baseline - statin group (9)
	-1.62
	-5.37 to 2.13
	0.34

	PWV at baseline - not statin group (9)
	-1.53
	-5.36 to 2.29
	0.37

	Total Cholesterol at baseline (mmol/L) (10)
	-0.30
	-9.48 to 8.89
	0.94

	LDL-cholesterol at baseline (mmol/L) (10)
	-2.05
	-11.89 to 7.79
	0.64

	Triglycerides at baseline (mmol/L) (8)
	0.35
	-7.91 to 8.62
	0.92

	HDL-cholesterol at baseline (mmol/L) (10)
	24.24 
	-6.34 to 54.8
	0.10

	Total cholesterol difference (mmol/L) (10)
	-2.50
	-19.49 to 14.49
	0.74

	LDL-cholesterol difference (mmol/L) (9)
	1.20
	-7.13 to 9.52
	0.74

	Triglycerides difference (mmol/L) (7) 
	5.50
	-14.28 to 25.29 
	0.51

	HDL-cholesterol difference (mmol/L) (9)
	14.40
	-20.00 to 48.80
	0.35

	Systolic blood pressure at baseline (mm Hg) (10)
	-0.17
	-0.86 to 0.52
	0.59

	Diastolic blood pressure at baseline (mm Hg) (10)
	0.08
	-1.28 to 1.44
	0.89

	Mean arterial pressure at baseline (mm Hg) (10)
	-0.09
	-1.16 to 0.98
	0.85

	Systolic blood pressure difference (mm Hg) (7)
	0.63
	-2.85 to 4.11
	0.66

	Diastolic blood pressure difference (mm Hg) (7)
	1.54
	-3.59 to 6.67
	0.47

	Mean arterial pressure difference (mm Hg) (8)
	0.94
	-3.58 to 5.47
	0.63


Table S5. Meta-regression analysis of the effect of statin treatment on pulse wave velocitya. 
CI: confidence interval, PWV: pulse wave velocity. aAnalyses without study of Fasset et al (ref. 19). 
Table S6. Subgroup analysis of the effect of statin treatment on pulse wave velocitya.
	            
	Variables

(n. of cohorts)
	Pooled mean

(%) reduction PWV
	95% CI
	p for heterogeneity

	Country of origin 
	Europe (6)
	-5.2
	-14.8 to 4.4
	0.8

	
	US (2)
	-7.1
	-12.6 to -1.6
	

	
	AUS - China (2)
	-10.6
	-23.2 to 2.0
	

	PWV assessment device
	Pressure transducer (5)
	-3.6
	-13.2 to 5.9
	0.3

	
	Applanation tonometry (5)
	-9.5
	-16.7 to -2.3
	

	Type of statin 
	Atorvastatin (5)
	-8.3
	-16.9 to 0.4
	0.3

	
	Simvastatin (4)
	-2.8
	-7.7 to 2.1
	


PWV: pulse wave velocity, CI: confidence interval;  aAnalyses without study of Fasset et al (ref. 19). 

