Supplemental Figure 1. Trial sequential analysis of 19 studies reporting IL-10░-592C/A polymorphism.
The required information size was calculated using (=0.05 (two sided), (=0.20 (power 80%), D2░=░81%, a relative risk increase of 6% and an event proportion of 55% in the control arm. The blue cumulative Z-curve was constructed using a random effects model.
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Supplemental Figure 2. Trial sequential analysis of 21 studies reporting IL-10░-1082G/A polymorphism.
The required information size was calculated using (=0.05 (two sided), (=0.20 (power 80%), D2░=░76%, a relative risk reduction of 2% and an event proportion of 78.88% in the control arm. The blue cumulative Z-curve was constructed using a random effects model.
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Supplemental Figure 3. IL-10 mRNA expression by the genotypes of SNPs, using data from the HapMap. (A) IL-10░-592C/A polymorphism. (B) IL-10░-1082G/A polymorphism. (C) IL-10░-819C/T polymorphism.
Genotyping data and mRNA expression levels for IL-10 by genotypes were obtained from the HapMap phase II release 23 data from EBV-transformed lymphoblastoid cell lines from 270 individuals. The correlation between IL-10 mRNA expressions levels by the genotypes were explored for all population.

[image: image3.jpg]n o 1w o | o
N N - - o e
«— -« «— -« «— —
|9A3] UOISSaIAXD
m VNaW QLI

| | | | | |
w e w o 1 o
N N - - = QO
-« «— — «— -« «—

|9A3] UOISSaIAXDd
A VNJW QLI

N=137

N=100
IL-10 -1082G/A

N=33

N=63

N=116
IL-10 -592C/A

83

12.5-

| | | |
=/ O = O
N \ w . (@)

|9A3] UOISSaIAXD
VNJW QLI

10.0-

N=58

N=104
IL-10 -819C/T

82




Supplemental Table 1. Quality ratings for the 27 case-control studies included on the basis of Newcastle-Ottawa quality assessment scale

	First author
	Selection
	
	Comparability
	
	Exposure
	Total Score
	

	
	Case definition
	Representative of cases
	Selections of controls
	Definition of controls
	
	Control for Age or Smoking or Exercise
	
	Ascertainment of exposure
	Same method of ascertainment for participants
	Nonresponse rate
	
	Grade

	Balding 21
	1
	1
	0
	1
	
	0
	
	1
	1
	1
	6
	Low

	Zhang 16
	1
	1
	1
	1
	
	0
	
	1
	1
	0
	6
	Low

	Tuttolomondo 31
	1
	1
	0
	1
	
	1
	
	1
	1
	1
	7
	High

	Sultana 48
	1
	1
	1
	1
	
	0
	
	1
	1
	1
	7
	High

	Seifart 30
	1
	1
	0
	1
	
	0
	
	1
	1
	0
	5
	Low

	Qi 28
	1
	1
	0
	1
	
	2
	
	1
	1
	1
	8
	High

	Marousi 18
	1
	1
	1
	1
	
	2
	
	1
	1
	1
	9
	High

	Munshi 4
	1
	1
	1
	1
	
	2
	
	1
	1
	1
	9
	High

	Jin 25
	1
	1
	0
	1
	
	0
	
	1
	1
	0
	5
	Low

	Fragoso 15
	1
	1
	1
	1
	
	2
	
	1
	1
	0
	8
	High

	Elsaid 44
	1
	0
	0
	1
	
	0
	
	1
	1
	0
	4
	Low

	Yu 32
	1
	1
	1
	1
	
	0
	
	1
	1
	0
	6
	Low

	Nasibullin 27
	1
	1
	0
	1
	
	0
	
	1
	1
	1
	6
	Low

	Zuo 13
	1
	1
	0
	1
	
	2
	
	1
	1
	0
	7
	High

	Babu 17
	1
	1
	0
	1
	
	2
	
	1
	1
	0
	7
	High

	Karaca 19
	1
	1
	0
	1
	
	1
	
	1
	1
	1
	7
	High

	Ben 22
	1
	1
	1
	1
	
	2
	
	1
	1
	0
	8
	High

	Lorenzova 46
	1
	1
	1
	1
	
	1
	
	1
	1
	0
	7
	High

	O'Halloran 47
	1
	1
	1
	1
	
	0
	
	1
	1
	0
	6
	Low

	Afzal 20
	1
	1
	0
	1
	
	1
	
	1
	1
	1
	7
	High

	Rosner 29
	1
	1
	0
	1
	
	2
	
	1
	1
	1
	8
	High

	Koch 14
	1
	1
	0
	1
	
	2
	
	1
	1
	0
	7
	High

	Donger 10
	1
	1
	1
	1
	
	2
	
	1
	1
	0
	8
	High

	Lio 26
	1
	1
	1
	1
	
	1
	
	1
	1
	0
	7
	High

	Ianni 45
	1
	1
	1
	1
	
	0
	
	1
	1
	0
	6
	Low

	Biswas 23
	1
	1
	0
	1
	
	2
	
	1
	1
	0
	7
	High

	Cruz 24
	1
	1
	1
	1
	
	0
	
	1
	1
	0
	6
	Low


Supplemental Table 2. False-positive report probability values for associations between CVD risk and the frequency of genotypes of IL-10 gene.

	Variables
	Case/control
	OR (95% CI)
	Pa
	Statistical Powerb
	
	Prior Probability

	
	
	
	
	
	
	0.25
	0.1
	0.01
	0.001
	0.0001

	T vs C
	
	
	
	
	
	
	
	
	
	

	All
	9004/6380
	0.91 (0.84-0.98)
	3.20 e-9
	0.0007
	
	0.000
	0.000
	0.000
	0.005
	0.044

	All in HWE
	8410/5920
	0.90 (0.83-0.98)
	1.07 e-9
	0.0006
	
	0.000
	0.000
	0.000
	0.002
	0.018

	CAD
	8404/6022
	0.90 (0.83-0.97)
	6.89 e-11
	0.0002
	
	0.000
	0.000
	0.000
	0.000
	0.003

	TT vs CC
	
	
	
	
	
	
	
	
	
	

	CAD
	2584/1817
	0.81 (0.66-1.00)
	2.43 e-11
	0.0001
	
	0.000
	0.000
	0.000
	0.000
	0.002

	TT vs TC+CC
	
	
	
	
	
	
	
	
	
	

	CAD
	4202/3011
	0.82 (0.69-0.98)
	7.71 e-10
	0.0003
	
	0.000
	0.000
	0.000
	0.003
	0.025

	TT+TC vs CC
	
	
	
	
	
	
	
	
	
	

	All
	4502/3190
	0.90 (0.81-1.00)
	0.00001
	0.0159
	
	0.002
	0.006
	0.059
	0.386
	0.863

	All in HWE
	4205/2960
	0.88 (0.79-0.98)
	7.12 e-6
	0.0338
	
	0.001
	0.002
	0.020
	0.174
	0.678

	CAD
	4202/3011
	0.89 (0.80-0.99)
	2.60 e-6
	0.0118
	
	0.001
	0.002
	0.021
	0.180
	0.688


CI = confidence interval, OR = odds ratio, CAD = coronary artery disease, HWE = Hardy-Weinberg equilibrium 
a Chi-square test was used to calculate the genotype frequency distributions
b Statistical power was calculated using the number of observations in the subgroup and the OR and P values in this table

