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1 046 records 
identified through
database 
searching 

312 duplicates removed 

734 records 
screened at 
title/abstract level 

663 records 
1---..i excluded 

61 full-text articles excluded ( studies not investigating outcomes in the 
asymptomatic coh art, studies comparing symptomatic with 71 full-text articles 

assessed for 
eligibility 

1---..i asymptomatic patients, studies with different outcomes and endpoints 
compared to the ones investigated in the current meta-analysis) 

2 randomised controlled trials 
and 8 non-randomised studies 
included in quantitative
synthesis (meta-analysis) 

Supplementary Figure 1. PRISMA flow diagram of the study selection process. 
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Studv or Subarouo 
AVATAR 
RECOVERY 
Total (95% Cl) 

Early Surgery Conservative Treatment 
laalHazard Ratiol SE Total Total Weiaht 

0.0198 0.4776 78 79 57.0% 
-2.4079 1.0242 73 72 43.0% 

151 151 100.0% 
Heterogeneity: Tau2 = 2.31; Chi2 = 4.61, df = 1 (P = 0.03); 12 = 78% 
Test for overall effect: Z = 0.85 (P = 0.39) 

Hazard Ratio 
IV, Random, 95% Cl 

1.02 [0.40, 2.60] 
0.09 [0.01, 0.67] 

0.36 [0.03, 3.78] 
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Supplementary Figure 2. Meta-analysis of AVATAR and RECOVERY trials focusing on cardiovascular death. 
No statistically significant differences were seen between the two treatment groups. 
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Supplementary Figure 3. Funnel plot for risk of all-cause mortality as derived from the eight observational 
studies demonstrating no evidence of significant publication bias
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Supplementary Table 1. Cochrane Collaboration’s tool for assessing risk of bias in randomised 

controlled trials 

Trial Sequence 

generation 

Allocation 

concealment 

Performance 

bias 

Detection 

bias 

Attrition 

bias 

Reporting 

bias 

AVATAR Low Low Low Low Low Low 

RECOVERY Low Low Low Low Low Low 
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Supplementary Table 2. Number of events in each randomised controlled trial 

 AVATAR RECOVERY 

 Early 

surgery 

Conservative 

care 

Early surgery Conservative 

care 

All-cause death - No (%) 9 (11.5%) 16 (20.2%) 5 (6.8%) 15 (20.8%) 

Heart failure hospitalisation - No (%) 1 (1.2%) 7 (8.8%) 0 (0%) 8 (11.1%) 

Myocardial infarction - No (%) 1 (1.2%) 2 (2.5%) 0 (0%) 1 (1.4%) 

Stroke - No (%) 2 (2.5%) 1 (1.2%) 1 (1.3%) 3 (4.2%) 
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Supplementary Table 3. Newcastle-Ottawa Scale for non-randomised clinical trials  

Study  Selection  Comparability  Outcome Total  Quality of study  

Pai  **** * ** 7 High 

Kang  **** * *** 8 High 

Le Tourneau  **** ** ** 7 High 

Taniguchi 

(CURRENT AS)  

**** ** *** 9 High 

Masri  *** * *** 7 High 

Bohbot  **** * *** 8 High 

Campo  **** * ** 7 High 

Kim **** * *** 8 High 
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