PRISMA checklist

Supplementary material 1.

Section/topic # Checklist item EpErieE
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, | 2
participants, and interventions; study appraisal and synthesis methods; results; limitations; conclusions and
implications of key findings; systematic review registration number.

INTRODUCTION

Rationale 3 | Describe the rationale for the review in the context of what is already known. 34

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

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 4
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, 4
language, publication status) used as criteria for eligibility, giving rationale.

Information sources 7 | Describe all information sources (e.g., databases with dates of coverage, contact with study authors to identify 4-5
additional studies) in the search and date last searched.

Search 8 | Present full electronic search strategy for at least one database, including any limits used, such that it could be 4-5
repeated.

Study selection 9 | State the process for selecting studies (i.e., screening, eligibility, included in systematic review, and, if applicable, 4-5
included in the meta-analysis).

Data collection process 10 | Describe method of data extraction from reports (e.qg., piloted forms, independently, in duplicate) and any processes 4-5
for obtaining and confirming data from investigators.

Data items 11 | List and define all variables for which data were sought (e.g., PICOS, funding sources) and any assumptions and 4-5
simplifications made.

Risk of bias in individual 12 | Describe methods used for assessing risk of bias of individual studies (including specification of whether this was 4-5

studies done at the study or outcome level), and how this information is to be used in any data synthesis.

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 4-5
(e.g., 1> for each meta-analysis.




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 4-5
reporting within studies).
Additional analyses 16 | Describe methods of additional analyses (e.g., sensitivity or subgroup analyses, meta-regression), if done, indicating | 4-5
which were pre-specified.
RESULTS
Study selection 17 | Give numbers of studies screened, assessed for eligibility, and included in the review, with reasons for exclusions at | 6-8
each stage, ideally with a flow diagram.
Study characteristics 18 | For each study, present characteristics for which data were extracted (e.g., study size, PICOS, follow-up period) and | 6-8
provide the citations.

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). 9-13
Results of individual studies 20 | For all outcomes considered (benefits or harms), present, for each study: (a) simple summary data for each 9-13
intervention group (b) effect estimates and confidence intervals, ideally with a forest plot.

Synthesis of results 21 | Present results of each meta-analysis done, including confidence intervals and measures of consistency. 9-13
Risk of bias across studies 22 | Present results of any assessment of risk of bias across studies (see Item 15). 9-13
Additional analysis 23 | Give results of additional analyses, if done (e.g., sensitivity or subgroup analyses, meta-regression [see Item 16]). 9-13

DISCUSSION

Summary of evidence 24 | Summarize the main findings including the strength of evidence for each main outcome; consider their relevance to 13-15
key groups (e.g., healthcare providers, users, and policy makers).

Limitations 25 | Discuss limitations at study and outcome level (e.g., risk of bias), and at review-level (e.g., incomplete retrieval of 15
identified research, reporting bias).

Conclusions 26 | Provide a general interpretation of the results in the context of other evidence, and implications for future research. 15

FUNDING

Funding 27 | Describe sources of funding for the systematic review and other support (e.g., supply of data); role of funders for the 16
systematic review.




Supplementary material 2. The detailed search strategy of included studies
Pubmed
#1 (((("Clinical Trial" [Publication Type]) NOT ("Clinical Trial, Phase 1" [Publication Type] OR "Observational
Study" [Publication Type]))) OR (("Clinical Trials as Topic*"[Mesh]) NOT (“Clinical Trials, Phase I as Topic"[Mesh]
OR "Observational Studies as Topic"[Mesh]))) OR random*
#2 ((CCCCCCCea(statin*Title/ Abstract]) OR HMG-CoA[Title/Abstract]) OR hydroxymethylglutaryl-coa
reductase inhibitor*[Title/Abstract]) OR simvastatin[Title/Abstract]) OR fluvastatin[Title/Abstract]) OR
cervistatin[Title/Abstract]) OR lovastatin[Title/Abstract]) OR pravastatin[Title/Abstract]) OR
atorvastatin[ Title/Abstract]) OR rosuvastatin[Title/Abstract]) OR Lipitor[Title/Abstract]) OR Baycol[Title/Abstract])
OR Lescol[Title/Abstract]) OR Mevcor[Title/Abstract]) OR Altocar[Title/Abstract]) OR Pravacol[Title/Abstract])
OR Lipostat[Title/Abstract]) OR Zocor[Title/Abstract]) OR Crestor[Title/Abstract])) OR
"Hydroxymethylglutaryl-CoA Reductase Inhibitors"[Mesh]
#3 ((CCCCC(coronary) OR heart) OR CAD) OR CHD) OR acute coronary syndrom*) OR ACS) OR myocard*
infarct*) OR MI) OR stenocardia*) OR angina) OR angioplast*) OR stent*) OR endoluminal repair*) OR PCI) OR
PTCA) OR atherctom*) OR angor pectoris) OR ischemia
#4=#1 AND#2AND#3

Web of Science
#1 TS= (Hydroxymethylglutaryl-CoA Reductase Inhibitors) OR TS= (statin*) OR TS
= (HMG-CoA) OR TS= (hydroxymethylglutaryl-coa reductase inhibitor*) OR TS= (simvastatin)
OR TS= (fluvastatin) OR TS= (cervistatin)
#2 TS= (lovastatin) OR TS= (pravastatin) OR TS= (atorvastatin) OR TS= (rosuvastatin)
OR TS= (Lipitor) OR TS= (Baycol) OR TS= (Lescol)
#3 TS= (Altocar) OR TS= (Pravacol) OR TS= (Lipostat) OR TS= (Zocor) OR TS= (Crestor)
OR TS= (Mevcor)
#4 #1 or #2 or #3
#5 TS= (coronary) OR TS= (heart) OR TS= (CAD) OR TS= (CHD) OR TS= (acute coronary
syndrom*) OR TS= (ACS) OR TS= (myocard* infarct*)
#6 TS= (MI) OR TS= (stenocardia*) OR TS= (angina) OR TS= (angioplast*) OR TS= (stent*) OR
TS= (endoluminal repair*) OR TS= (PClI)
#7 TS= (PTCA) OR TS= (atherctom*) OR TS= (angor pectoris) OR TS= (ischemia)
#8 #5 or #6 or #7
#9 TS= (Random¥*)
#10 #4 and #8 and #9

Cochrane library

#1 ACS or myocard* infarct* or Ml or stenocardia* or angina (Word variations have been searched)

#2 angioplast* or stent* or endoluminal repair* or PCI or PTCA (Word variations have been searched)

#3 atherctom™ or angor pectoris or ischemia (Word variations have been searched) 14562

#4 coronary or heart or CAD or CHD or acute coronary syndrom* (Word variations have been searched)
#5 #lor#2 or #3 or #4

#6 Hydroxymethylglutaryl-CoA Reductase Inhibitors:ti,ab,kw or statin*:ti,ab,kw or HMG-CoA:ti,ab,kw or
hydroxymethylglutaryl-coa reductase inhibitor*:ti,ab,kw or simvastatin:ti,ab,kw (Word variations have been
searched)

#7 fluvastatin:ti,ab,kw or cervistatin:ti,ab,kw or lovastatin:ti,ab,kw or pravastatin:ti,ab,kw or atorvastatin:ti,ab,kw
(Word variations have been searched)



#8 rosuvastatin:ti,ab,kw or Lipitor:ti,ab,kw or Baycol:ti,ab,kw or Lescol:ti,ab,kw or Mevcor:ti,ab,kw (Word
variations have been searched)

#9 Altocar:ti,ab,kw or Pravacol:ti,ab,kw or Liposta:ti,ab,kw or Zocor:ti,ab,kw or Crestor:ti,ab,kw (Word
variations have been searched) 4

#10  MeSH descriptor: [Hydroxymethylglutaryl-CoA Reductase Inhibitors] explode all trees

#11  #6 or #7 or #8 or #9 or #10

#12  #5and #11

#13  random* (Word variations have been searched)

#14  #12 and #13

China National Knowledge Infrastructure (CNKI)

SU="f;T' AND FT="B:0:w'+ RSN BRISAERE L M O + 1 D& + O ALESE + O AV ZE + O AE + BRI M s
AR+ TR ML O AVR + B BKR + AR s Bk + O ALER [+ 2 M AR S B SR & 1E
'+'CHD'+'CAD'+'CIS'+ACS'+UA'+NSTEMI'+'STEMI' AND FT=[&#1

Wanfang Database

TRC(MT) * RRSBRIBHRE M OMER + Bilm + 08 + OHUESE + OHUEE + OE + Gritt
DR+ RILVEOAUR + B + BRaBE + ORI + 24 = RENPKERETE + CHD + CAD + CIS
+ ACS + UA + NSTEMI+ STEMI) * (K&#1)

Chinese Scientific Journal Database (VIP)

ERFK=acs HFE IRFHR=-Ua FFE ERFR=nstemi HF EEFE=stemi HF EEFER=CILERM
HE ERFEAMBRIBGEL HF ERFR=cd 5F ERFR=-cdd FFE ERFK=cis & £
BRFRAIUE 3F IRFR=ROMOIER F ERFER=- ROMWOIE % ERFER=-EHRE &
ERFE=-BRIME HE EEFR=ERIBHFELEOMER HF ERFR=EF 3E EEFKR=
IDEE BE EIRFRAIVIER $F ERFERICIERE FH ERFER=BY FEH SRl iT=17T



Supplementary material 3.  Supplement Figure 1-5

Experimental Control Risk Ratio Risk Ratio
Study or Subaroup Events Total Events Total Weight M-H. Fixed. 95% CI M-H. Fixed, 95% CI
1.1.1 follow-up<3.4 years
Fonseca etal, 2009 16 830 27 B80T 10.3% 0.89[0.32,1.10] -7
Huang etal, 2012 1 85 2 84 08% 0.49 [0.05, 5.39]
Sever etal, 2003 54 5168 80 5137 305% 0.67 [0.48, 0.99] —
Subtotal (95% CI) 14154 14122 41.5%  0.65[0.48, 0.87] L 4
Total events 1 109

Heterogeneity: Chi*= 017, df= 2 (P=0.92); F=0%
Test for overall effect; Z= 2.86 (P = 0.004)

1.1.2 follow-up >3.4 years

Chan etal, 2010 i 134 1 135 06% 0.34[0.01,817]

Colhoun et al, 2004 71428 9 140 3.4% 077 [0.29, 2.06] -1
Downs et al, 1998 B0 3304 87 3301 331% 0.69 [0.50, 0.95] =
Makarnura et al., 2006 46 3866 57 3966 21.4% 0.83[0.56,1.22] T
Subtotal (95% CI) 8732 8812 58.5%  0.74[0.58,0.94] L 4
Total events 113 1454

Heterogeneity: Chi®= 075, df= 3 (P =0.86); F= 0%

Test for overall effect. £= 2. 44 (P =0.01)

Total (95% CI) 22886 22934 100.0%  0.70[0.58, 0.85] L
Tatal events 184 263

, ,
0.01 0.1 10 100
Favours [experimental] Favours [control]

Heterogeneity: Chi*=1.39, di=6(P=0497);F=0%
Test for overall effect £=3.71 (P =0.0002)
Test for suboroup differences: Chi*=047. df=1 (P =049 F=0%

Supplement Figure 1. The occurrence of angina (subgroup analysis)

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
1.2.1 follow-up<3.4 years
Fonseca et al, 2009 22 8aM 62 BO01T  14.4% 0.35[0.22, 0.58] -
Furberg et al, 1994 3 460 5 459 1.2% 1.00[0.29, 3.42] I
Huang etal, 2012 1 85 3 84 07% 0.33[0.03,3.10]
Mercuri et al, 1996 1 151 2 154 0.58% 0.51 [0.05, 5.56]
Subtotal (95% CI) 9597 9598 16.8%  0.40[0.26, 0.62] .
Total events 29 72

Heterogeneity: Chi®= 241, df= 3 (P =0.49); F= 0%
Test for overall effect £=4.14 (P = 0.0001)

1.2.2 follow-up >3.4 years

Amarenco et al, 2006 43 2369 82 2366 191% 0.52 [0.36, 0.76] -
Colhoun et al, 2004 25 1428 41 1410 96% 0.60[0.37, 0.58] B
Makamura et al., 2006 16 3866 30 3966 B.9% 0.55[0.30,1.00] I
Shepherd et al, 1995 143 3302 204 3293 476% 0.70[0.57, 0.56] L J
Subtotal (95% CI) 10961 11035 83.2%  0.64[0.54, 0.75] +
Total events 237 3a7

Heterogeneity: Chi*= 215, df= 3 (P=0.54); = 0%
Test for overall effect, Z= 545 (P = 0.00001})

Total (95% Cl) 20558 20633 100.0%  0.60[0.51, 0.69] 4
Total events 256 429
Heterogeneity, Chi®= 814, di= T (P=0.32);F=14% ID.D1 D!1 1ID 1DDI

Test for overall effect: Z= 6.66 (P = 0.00001)
Test far subaroun diferences: Chi*=3.77. df =1 (P=005. F=735%

Supplement Figure 2. The occurrence of non-fatal myocardial infarction (subgroup analysis)

Favours [experimental] Favours [control]

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% Cl
1.3.1 follow-up<3.4 years
Fonsecaetal, 2009 31 8801 68 8901  33.8% 0.46[0.30,0.70] —-—
Zhang etal, 2016 1 43 2 43 1.0% 0.50[0.05, 5.31]
Subtotal (95% CI) 8944 8944  34.8%  0.46 [0.30, 0.69] <
Total events 32 ¥o

Heterogeneity; Chi®= 001, df=1 (P=0.94), F= 0%
Testfor overall effect £= 3.68 (P =0.0002)

1.3.2 follow-up >3.4 years

Chanetal, 2010 i 134 3 135 1.7% 014 [0.01,2.76] *

Downs etal, 1888 57 3304 95 3301 47.3% 0.60[0.43,0.83] i
MNakamura et al,, 2006 17 3866 33 3966 16.2% 0.53[0.29, 0.95] —
Subtotal (95% CI) 7304 7402 652%  0.57 [0.43, 0.76] L 4
Total events 74 131

Heterogeneity: Chi®= 099, df= 2 {P=061), F=0%
Testfor overall effect £= 3.91 (P = 0.0001)

Total (95% CI) 16248 16346 100.0%  0.53 [0.42, 0.67] *
Tatal events 106 201

Heterogeneity: Chi*=179,di=4 (P=077); F=0%

Testfor overall effect £= 533 (P = 0.00001)

Test for subgroun differences: Chi*= 0.73. df=1 (P =039 F=0%

Supplement Figure 3. The occurrence of any myocardial infarction (subgroup analysis)
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Experimental Control Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H. Fixed. 95% CI M-H. Fixed, 95% CI
1.4.1 follow-up<3.4 years

Mok et al, 2008 2 113 3 114 0.2% 0.67 [0.11, 3.89] R E—
Sever etal, 2003 178 4168 247 5137 161% 0.72[0.59, 0.87] -+

Zhai etal, 2009 9 220 21 239 1.3% 0.47 [0.22, 0.99] ]

Zhang et al, 2016 1 43 3 43 0.31% 0.33[0.04, 3.08]

Subtotal (95% CI) 5544 5533 17.8%  0.69 [0.58, 0.83] +

Total events 180 274

Heterogeneity, Chi*=1.59, df= 3 (P = 0.66); F= 0%
Test for overall effect Z= 3.96 (P = 0.0001)

1.4.2 follow-up =3.4 years

Amarenco et al, 2008 123 23648 204 2366 13.3% 0.60 [0.48, 0.75] -
Downs et al, 1998 163 3304 215 3301 140% 0.76 [0.62, 0.92] -
MRC/BHF, 2002 a74 3575 Td4 3575 484% 0.77 [0.70, 0.85] u
Makamura et al., 2006 66 3866 101 3966  6.5% 0.67 [0.49, 0.91] -
Subtotal (95% CI) 13110 13208 82.2%  0.73[0.68,0.79] ]
Total events 926 1264

Heterogeneity, Chi®= 458, df=3{F=0.21);*= 34%

Test for overall effect. Z=7.67 (P = 0.00001)

Total {95% CI) 18654 18741 100.0%  0.73 [0.68, 0.78] '
Tatal events 1116 1538

Heterogeneity. Chi*= 6.52, df= 7 (P = 0.48); = 0% In ” n=1 1 1’0 wul

Test for overall effect: £=8.63 (P = 0.00001)
Test for suboroun differences: Chi*=0.32. df=1(F=04871. F=0%

Supplement Figure 4. The occurrence of any coronary heart events (subgroup analysis)

Favours [experimental] Favours [control]

Experimental Control Risk Ratio Risk Ratio
Study or Subaroup Events Total Events Total Weight M-H. Random. 95% Cl M-H. Random, 95% CI
2.3.1 follow-up<3.4 years
Fonseca etal, 2009 198 8901 247 B 16.3% 0.80 [0.67, 0.96] —
Mok et al, 2009 a 113 7 114 0.2% 0.07 [0.00,1.16 *
Sever etal, 2003 185 5168 212 5137 158% 0.87[0.71,1.08] "
Zhaietal, 2009 7 220 a 238 1.4% 1.52[0.49,4.72]
Subtotal (95% CI) 14402 14391 33.7% 0.84 [0.68, 1.03] -
Total events 3580 471

Heterogeneity Tau®=0.01; Chi*= 443, df= 3(P=022), F=32%
Testfor averall effect Z=1.71 (P = 0.09)

2.3.2 follow-up =3.4 years

Amarenco et al, 2006 216 2365 211 2366 16.4% 1.02 [0.85,1.23] -
Colhoun etal, 2004 61 1428 a2 1410 103% 0.73[0.53,1.01] 7
Hanetal, 2017 2332 1467 195 1400 167% 1.14 [0.96, 1.36] T
Makamura et al., 2006 85 3066 79 3866 9% 0.71[0.51,1.00] ]
Shepherd etal, 1995 106 3302 135 3293 13.2% 0.78 [0.61,1.01] ]
Subtotal (95% CI) 12428 12435 66.3% 0.89 [0.74, 1.08] -
Total events 671 Toz

Heterogeneity, Tau®=0.03; Chi*=12.27, di=4(P=0.02);, F=67%
Testfor overall effect Z=1.17 (P=0.24)

Total (95% Cl) 26830 26826 100.0% 0.88 [0.76, 1.01] <>

Total events 1061 1173

Heterageneity: Tau®= 0.02; Chi*= 18,11, df= 8 (P = 0.013; = 58% f f f 1

Testfor overall effect Z=1.81 (P = 0.07) 02 0.5 z 5
S s Fav imental] Faw tral

Testfor subaroun differences: Chif=0.21. df = 1 (F = 0.66Y, = 0% avours [experimental] Favours [control]

Supplement Figure 5. The occurrence of all-cause mortality (subgroup analysis)




