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Figure S1. Flowchart for the selection of eligible studies
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Table S2. Quality assessment of the included studies (cross-sectional studies)

Study

Selection

Comparability

Exposure

Overall quality

Representativeness of the sample Ascertainment of Comparability of groups on the | Assessment of outcome assessment
exposure basis of the design or analysis score (of a
maximum of 5)
Agac et al, 2013 No description * Ultrasound ** Study controls for sex, age, * Independent blind 4
BMI, waist circumference, assessment
smoking status, family history
of CAD, total cholesterol,
triglycerides, HDL-C, LDL-C,
ALT, serum creatinine,
presence of hypertension,
diabetes mellitus, and MetS
Agarwal et al, 2011 No description * Ultrasound * Study controls for age * Independent blind 3
assessment
Arslan et al, 2007 No description * Ultrasound ** Study controls for age, male | * Independent blind 4
sex, plasma LDL level, BMI, assessment
smoking history, and individual
components of the metabolic
syndrome
Chanet al, 2014 * Somewhat representative of the | * Ultrasound Study does not control for other | * Independent blind 3
average population in the factors assessment
community
Chenet al, 2010 * Somewhat representative of the | * Ultrasound ** Study controls for sex, age, * Independent blind 5

average population in the

BMI, smoking, hypertension,

assessment




community

diabetes mellitus, fasting
plasma glucose, TC, TG, HDL,
LDL, ALT, AST, SUA, and
gallbladder stones

Chiang et al, 2010 * Somewhat representative of the | * Ultrasound ** Study controls for age, * Independent blind
average population in the elevated hsCRP level, assessment
community metabolic syndrome,

hypertension, diabetes, and
dyslipidemia
Choi et al, 2013 No description * Ultrasound ** Study controls for age, * Independent blind

gender, glucose, HbAlc, BMI,
TC, TG and LDL

assessment

Choi et al, 2009

* Truly representative of the
average population in the
community

* Ultrasound

** Study controls for age,
gender, BMI, WC, and
metabolic syndrome

* Independent blind
assessment

Huang et al, 2012 * Truly representative of the * Ultrasound ** Study controls for age, sex, * Independent blind
average population in the BMI, LDL-C, HOMA-IR score, | assessment
community regular exerciser, smoking

status, drinking status,
metabolic syndrome, and prior
histories of cardiovascular
diseases
Idilman et al, 2015 No description *CT images ** Study controls for age, * Independent blind

gender, LDL levels, BMI,
hypertension and smoking
status

assessment




Josef et al, 2013

No description

*CT images

** Study controls for gender,
age, smoking habits, metabolic
syndrome, diabetes, BIM, and
levels of ALT, HDL and
LDL-C, TG, and fasting glucose

* Independent blind
assessment

Lopez-Suarez et al,
2011

* Truly representative of the
average population in the
community

* Ultrasound

** Study controls for age, sex,
sedentary lifestyle, smoking
status, eGFR, diabetes, BMI,
HDL-C, TG, and ALT

* Independent blind
assessment

Sun et al, 2011

No description

*CT images

** Study controls for gender,
age, previous myocardial
infarction, TC, and AST

* Independent blind
assessment

Targher et al, 2006

* Truly representative of the
average population in the
community

* Ultrasound

** Study controls for age, sex,
diabetes duration, HbA,
smoking history, LDL-C, GGT
levels, use of medications, and
MetS

* Independent blind
assessment

Targher et al, 2007 * Truly representative of the * Ultrasound ** Study controls for age, sex, * Independent blind
average population in the BMI, smoking status, diabetes assessment
community duration, A1C, LDL-C, and

current use of medications
Targher et al, 2010 No description * Ultrasound ** Study controls for age, sex, * Independent blind

diabetes duration, HbA,
smoking status, LDL-C,
metabolic syndrome, BMI,
SBP, HDL-C, TG, albuminuria,

assessment




and medication use

Targher et al, 2012

No description

* Ultrasound

** Study controls for age,
gender, duration of diabetes,
HbA, smoking status, alcohol
consumption, physical activity
level, family history of CVD,
LDL-C, metabolic syndrome,
BMI, SBP, HDL-C, TG, current
use of anti-hypertensive,
lipid-lowering or anti-platelet
medications, estimated GFR,
and albuminuria

* Independent blind
assessment

Thakur et al, 2012

No description

* Ultrasound

* Study controls for generalized
and abdominal obesity,
metabolic syndrome, fasting
insulin, dyslipidemias, systolic
and diastolic blood pressure and
hs-CRP

* Independent blind
assessment

\anWagner et al,
2014

* Truly representative of the
average population in the
community

*CT images

** Study controls for age, race,
sex, study center, income level,
educational level, alcohol
intake, smoking status, physical
activity score, diabetes status,
SBP, TC, HDL, and treatments
for hypertension and
dyslipidemia

* Independent blind
assessment




Vendhan et al, 2014

* Truly representative of the
average population in the
community

* Ultrasound

* Study controls for age,
diabetes, hypercholesterolemia,
HOMA-IR, and hypertension in
some but not all the analyses

* Independent blind
assessment

Wang et al, 2015

* Truly representative of the
average population in the
community

* Ultrasound

** Study controls for gender,
age, BMI, hyperuricemia, AST,
ALT, hypercholesterolemia,
hypertriglyceridemia, and
fasting plasma glucose

No description
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Table S3. Quality assessment of the included studies (cohort studies)

Selection Comparability Outcome
- Overall
Demonstratio - .
. Comparability Was quality
i Selection n that
Representative . of cohorts on follow-up Adequacy of assessment
Study of the non | Ascertainment of outcome of . Assessment
ness of the . the basis of the long enough | follow up of score (of a
exposed exposure interest was . of outcome .
exposed cohort design or for outcomes cohorts maximum of
cohort not present at )
analysis to occur 9)
start of study
Adams * * Drawn * Ultrasound * The study ** Study *Independe | *The study * Subjects 9
etal, Trulyrepresent | from the demonstrated | controls for nt blind selects an lost to follow
2010 ative of the same that death was | age, gender, assessment | adequate up unlikely to
average communit not present at | obesity and follow up introduce bias
population in y as the start of study | date of diabetes period for (100% follow
the community | exposed diagnosis. outcome of up)
cohort interest
Dunnet | * Truly * Drawn * Liver biopsy * The study * Study *Independe | *The study * Subjects 8
al, 2008 | representative | from the demonstrated | controls for nt blind selects an lost to follow
of the average | same that disease age, gender, assessment | adequate up unlikely to
population in communit was not race, SBP, follow up introduce bias
the community | y as the present at DBP, WC, TC, period for (100% follow
exposed start of study | HDL, TG, outcome of up)
cohort smoking, CRP, interest
daily alcohol,
physical
activity,
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diabetes, and
HMG-CoA
reductase
inhibitor use in
most but not all
the analyses

Ekstedt | * Somewhat * Drawn * Liver biopsy The study did | The study did * *The study * Subjects
etal, representative | from the not not report the Independent | selects an lost to follow
2015 of the average | same demonstrate factors that blind adequate up unlikely to
population in communit that disease controlled for assessment | follow up introduce bias
the community | y as the was not period for (100% follow
exposed present at outcome of up)
cohort start of study interest
Hamagu | * Somewhat * Drawn * Ultrasound The study did | ** Study Self-reporte | *The study Subjects lost
chietal, | representative | from the not controls for d selects an to follow up
2007 of the average | same demonstrate age, smoking, adequate likely to
population in communit that disease SBP, LDL-C, follow up introduce bias
the community | y as the was not and metabolic period for (68% follow
exposed present at syndrome outcome of up)
cohort start of study interest
Lazoet | *Truly * Drawn * Ultrasound * The study ** Study *Document | *The study * Subjects
al, 2011 | representative | from the demonstrated | controls for ed selects an lost to follow
of the average | same that disease sex, race, adequate up unlikely to
population in communit was not education, follow up introduce bias
the community | y as the present at smoking, period for (78% follow
exposed start of study | alcohol outcome of up)
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cohort consumption, interest
physical
activity, BMI,
hypertension,
hypercholestero
laemia, and
diabetes
Ong et * Truly * Drawn * Liver enzyme * The study ** Study *Document | *The study * Subjects
al, 2008 | representative from the demonstrated | controls for ed selects an lost to follow
of the average | same that disease age, gender, adequate up unlikely to
population in communit was not race, education, follow up introduce bias
the community | y as the present at income, BIM, period for (88% follow
exposed start of study | HTN, and DM outcome of up)
cohort interest
Ryooet | * Truly * Drawn * Ultrasound * The study ** Study * The study * Subjects
al, 2014 | representative | from the demonstrated | controls for Independent | does not lost to follow
a of the average | same that disease age, HDL-C, blind select an up unlikely to
population in communit was not log (hsCRP), assessment | adequate introduce bias
the community | y as the present at serum follow up (79% follow
exposed start of study | creatinine, period for up)
cohort recent smoking outcome of
status, regular interest
exercise, MetS
and diabetes
mellitus
Ryooet | * Truly * Drawn * Ultrasound * The study ** Study * The study * Subjects
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al, 2014 | representative | from the demonstrated | controls for Independent | does not lost to follow
b of the average | same that disease age, BMI, TG, | blind select an up unlikely to
population in communit was not serum assessment | adequate introduce bias
the community | y as the present at creatinine, follow up (78% follow
exposed start of study | AST, ALT, period for up)
cohort GGT, recent outcome of
smoking status, interest
regular exercise
and diabetes
mellitus
Stepano | No description | No * Liver biopsy * The study ** Study *Document | *The study Subjects lost
vaetal, descriptio demonstrated | controls for ed selects an to follow up
2013 n that disease age, gender, adequate likely to
was not race, obesity, follow up introduce bias
present at diabetes, and period for (60% follow
start of study | hyperlipidemia outcome of up)
interest
Stepano | * Truly * Drawn * Ultrasound The study ** Study * *The study Subjects lost
vaetal, | representative | fromthe does not controls for Independent | selects an to follow up
2012 of the average | same demonstrate age, sex, race, blind adequate likely to
population in communit that disease obesity, assessment | follow up introduce bias
the community | y as the was not diabetes period for (58% follow
exposed present at mellitus, outcome of up)
cohort start of study | smoking, and interest
family history
of CVD
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Sunget | * Truly * Drawn * Ultrasound The study * Study * The study Subjects lost
al, 2009 | representative | from the does not controls for Independent | does not to follow up
of the average | same demonstrate age, BMI, blind select an likely to
population in communit that disease smoking and assessment | adequate introduce bias
the community | y as the was not exercise habits follow up (54% follow
exposed present at period for up)
cohort start of study outcome of
interest
Sunget | * Truly * Drawn * Images * The study ** Study * *The study * Subjects
al, 2014 | representative | from the demonstrated | controls for Independent | selects an lost to follow
of the average | same that disease age, sex, blind adequate up unlikely to
population in communit was not alcohol assessment | follow up introduce bias
the community | y as the present at consumption, period for (73% follow
exposed start of study | smoking status, outcome of up)
cohort exercise, SBP, interest
BMI, diabetes
status, GGT,
HOMA-IR,
eGFR, and
change in BMI
Wong et | No description | * Drawn * Ultrasound * The study ** Study * The study * Subjects
al, 2011 from the demonstrated | controls for Independent | does not lost to follow
same that disease age, gender, blind select an up unlikely to
communit was not smoking, assessment | adequate introduce bias
y as the present at alcohol, follow up (100% follow
exposed start of study | diabetes, period for up)
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cohort

hypertension,
SBP, DBP,
BMI, WC,
fasting glucose,
TC, HDL-C,
LDL-C, TG,
creatinine, and
ALT

outcome of
interest
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Table S4. Weighted mean difference in baseline risk factor levels among the included population,

compared NAFLD participants with non-NAFLD participants

Number of Number of Pooled WMD (95% CI) P value

comparisons population

in included involved

studies
Body mass index (kg/m?) 27 102,080 2.82(2.43t03.21) <0.001
Waist circumference (cm) 18 71,109 8.62 (7.70 t0 9.54) <0.001
Systolic blood pressure (mmHg) 21 108,307 6.09 (4.821t0 7.35) <0.001
Diastolic blood pressure (mmHg) 22 108,706 3.77 (2.83t0 4.71) <0.001
Total cholesterol (mg/dl) 19 83,903 11.57 (8.54 t0 14.61) <0.001
HDL cholesterol (mg/dl) 27 101,642 -5.62 (-6.63 t0 -4.62) <0.001
LDL cholesterol (mg/dl) 23 76,125 7.62 (4.13t0 11.11) <0.001
Triglycerides (mg/dl) 28 110,278 52.27 (45.62 to 58.91) <0.001
Fasting glucose (mg/dl) 22 106,481 8.34 (7.00 to 9.69) <0.001
Alanine aminotransferase (IU/L) 24 87,242 14.03 (10.98 to 17.08) <0.001
Aspartate aminotransferase (1U/L) 22 86,550 6.04 (4.48 t0 7.60) <0.001
y -glutamyltranspeptidase (1U/L) 14 74,040 13.32(9.881t0 16.76) <0.001
Mean CIMT (mm) 6 9,428 0.06 (0.02 to 0.11) 0.010

CIMT, carotid intimal-medial thickness; HDL, high-density lipoprotein; LDL, low-density lipoprotein; NAFLD, non-alcoholic
fatty liver disease; WMD, weighted mean difference



Table S5. Results of subgroup analyses

Outcome Item Assessed in Study Feature Cross-sectional Studies Cohort Studies
Analysis Pooled OR (95% ClI), I? statistics (%), Pooled HR (95% Cl), I? statistics (%),
P-value for the heterogeneity Q test, P-value for the heterogeneity Q test,
number of comparisons in included studies number of comparisons in included studies
(n) (n)
Overall Study design Population-based  No study 1.13 (0.92-1.39); 1°=68.3%, P=0.013; n=5
mortality in
NAFLD vs.
non-NAFLD
Hospital-based No study 1.23 (1.05-1.44); 1°=0.0%, P=0.482; n=2
Mean age =50 years No study 159 (0.93-2.72); 1?=41.6%, P=0.191; n=2
<50 years No study 1.17 (0.90-1.52); 1°=73.7%, P=0.010; n=4
Ethnicity Non-Asian No study 1.14 (0.99-1.32); 1°=65.4%, P=0.008; n=7
Asian No study No study
Presence of diabetes Diabetic No study 2.20(1.10-4.20); n=1
participants
Non-diabetic No study 1.15(0.91-1.46); n=1
participants
Combined No study 1.10 (0.94-1.29); 1?=66.1%, P=0.019; n=5
Study quality? High No study 1.13 (0.92-1.39); 17=68.3%, P=0.013; n=5
Relatively low No study 1.23 (1.05-1.44); 1°=0.0%, P=0.482; n=2
Adjustment for age Studies adjusting  No study No study

and BM/obesity and
smoking
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Studies not No study 1.14 (0.99-1.32); 1°=65.4%, P=0.008; n=7
adjusting
CVD mortality  Study design Population-based  No study 0.99 (0.75-1.30); 1°=57.2%, P=0.022; n=8
in NAFLD vs.
non-NAFLD
Hospital-based No study 1.45 (1.13-1.87); 1°=0.0%, P=0.541; n=2
Mean age =50 years No study 0.92 (0.51-1.67); 1?=0.0%, P=0.903; n=3
<50 years No study 1.14 (0.86-1.53); 1°=76.2%, P<0.001; n=7
Ethnicity Non-Asian No study 1.10 (0.86-1.41); 1°=64.9%, P=0.002; =10
Asian No study No study
Presence of diabetes Diabetic No study 1.00 (0.48-2.07); I2=0.0%, P=0.788; n=2
participants
Non-diabetic No study 1.32 (0.89-1.96); n=1
participants
Combined No study 1.09 (0.80-1.49); I2:74.9%, P=0.001; n=7
Study quality® High No study 1.32 (0.64-2.72); 1’=74.1%, P=0.004; n=5
Relatively low No study 1.08 (0.85-1.38); 1°=58.1%, P=0.049; n=5
Adjustment for age Studies adjusting  No study 0.92 (0.77-1.10); 1°=0.0%, P=0.667; n=3
and BM/obesity and
smoking
Studies not No study 1.31 (0.88-1.96); 1°=72.0%, P=0.002; n=7
adjusting
CVD incidence  Study design Population-based  No study 1.21 (1.09-1.35); 1°=0.0%, P=0.996; n=4

in NAFLD vs.
non-NAFLD

Hospital-based

1.81 (1.23-2.66); 1=79.8%, P<0.001; n=6

4.24(2.16-8.33); 1°=0.0%, P=0.797; n=3
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Mean age
Ethnicity

Presence of diabetes

Study quality?

Adjustment for age
and BM/obesity and
smoking

=50 years
<50 years
Non-Asian
Asian
Diabetic
participants
Non-diabetic
participants
Combined
High
Relatively low
Studies adjusting

Studies not
adjusting

1.29 (0.99-1.68); 1°=60.7%, P=0.079; n=3
4.19 (1.40-12.60); 1%=77.2%, P=0.012; n=3
2.22 (1.23-4.01); 17=86.6%, P<0.001; n=4
151 (0.96-2.37); 1°=53.1%, P=0.144; n=2
1.83 (1.16-2.90); 1°=82.5%, P<0.001; n=5

No study
1.89 (1.23-2.91); n=1
1.45 (1.05-1.99); 1=73.2%, P=0.024; n=3

3.70 (0.86-15.93); 1°=87.0%, P<0.001; n=3
3.99 (1.13-14.07); 1°=84.6%, P=0.002; n=3

1.31 (0.95-1.81); 1=58.5%, P=0.090; n=3

1.17 (0.69-1.98); n=1

1.43 (1.10-1.85); 1°=62.4%, P=0.021; n=6
1.21 (1.09-1.35); 1°=0.0%, P=0.996; n=4
4.24 (2.16-8.33); 1?=0.0%, P=0.797; n=3
No study

4.24(2.16-8.33); 1°=0.0%, P=0.797; n=3
1.21 (1.09-1.35); 1?=0.0%, P=0.996; n=4
1.17 (0.69-1.98); n=1

1.43 (1.10-1.85); 1?=62.4%, P=0.021; n=6
1.22 (1.09-1.36); 1?=0.0%, P=0.977; n=3

2.80 (1.18-6.68); 1°=67.2%, P=0.028; n=4

CAD incidence
in NAFLD vs.
non-NAFLD

Study design

Mean age

Ethnicity

Presence of diabetes

Population-based

Hospital-based
=50 years
<50 years
Non-Asian
Asian

Diabetic
participants

1.94 (0.72-5.23); 1?=59.1%, P=0.118; n=2

1.87 (1.45-2.39); 1°=82.2%, P<0.001; n=13
2.76 (1.51-5.04); 1?=79.4%, P<0.001; n=8
1.33 (1.19-1.49); 1°=26.1%, P=0.230; n=7
No study

1.87 (1.47-2.37); 1°=80.2%, P<0.001; n=15
1.55 (0.92-2.62); 1°=31.4%, P=0.233; n=3

No study

2.31(1.46-3.65); n=1
2.31(1.46-3.65); n=1
No study
No study
2.31(1.46-3.65); n=1
No study
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Study quality?

Adjustment for age
and BM/obesity and
smoking

Non-diabetic
participants
Combined

High

Relatively low
Studies adjusting

2.37 (1.34-4.17); 17=30.3%, P=0.230; n=4

1.85 (1.38-2.48); 1°=88.0%, P<0.001; n=8
1.30 (1.19-1.41); 1>=0.0%, P=0.524; n=5
2.56 (1.55-4.23); 1°=76.0%, P<0.001; n=10
2.78 (1.64-4.70); 1>=39.8%, P=0.141; n=6

No study

2.31 (1.46-3.65); n=1
No study

2.31(1.46-3.65); n=1
2.31(1.46-3.65); n=1

Studies not 1.66 (1.29-2.14); I2=84.8%, P<0.001; n=9 No study
adjusting
Hypertension Study design Population-based  1.71 (1.10-2.65); n=1 No study
incidence in
NAFLD vs.
non-NAFLD
Hospital-based 1.23 (1.12-1.35); 1?=0.0%, P=0.934; n=3 1.16 (1.06-1.27); 1°=55.9%, P=0.059; n=5
Mean age =50 years 1.71(1.10-2.65); n=1 No study
<50 years 1.23 (1.12-1.35); 1=0.0%, P=0.934; n=3 1.16 (1.06-1.27); 1°=55.9%, P=0.059; n=5
Ethnicity Non-Asian 1.71(1.10-2.65); n=1 No study
Asian 1.23 (1.12-1.35); 1=0.0%, P=0.934; n=3 1.16 (1.06-1.27); 1?=55.9%, P=0.059; n=5
Presence of diabetes Diabetic No study No study
participants
Non-diabetic 1.23 (1.12-1.35); 1°=0.0%, P=0.934; n=3 No study
participants
Combined 1.71 (1.10-2.65); n=1 1.16 (1.06-1.27); 1°=55.9%, P=0.059; n=5
Study quality® High 1.71 (1.10-2.65); n=1 1.16 (1.06-1.27); 1°=55.9%, P=0.059; n=5

Relatively low

1.23 (1.20-1.35); 1?=0.0%, P=0.934; n=3

No study
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Adjustment for age
and BM/obesity and
smoking

Studies adjusting

Studies not
adjusting

1.71 (1.10-2.65); n=1

1.23 (1.20-1.35); 1?=0.0%, P=0.934; n=3

1.09 (1.03-1.16); 1?=0.0%, P=0.515; n=3

1.34 (0.99-1.82); 1?=75.2%, P=0.044; n=2

Atherosclerosis
incidence in
NAFLD vs.
non-NAFLD

Study design

Mean age
Ethnicity

Presence of diabetes

Study quality?

Adjustment for age
and BM/obesity and
smoking

Population-based

Hospital-based
=50 years
<50 years
Non-Asian
Asian

Diabetic
participants
Non-diabetic
participants
Combined
High
Relatively low
Studies adjusting

Studies not
adjusting

1.28 (1.14-1.43); 1>=0.0%, P=0.480; n=4

4.80(1.80-12.80); n=1

1.28 (1.14-1.43); 1°=0.0%, P=0.480; n=4
4.80(1.80-12.80); n=1

1.15 (0.86-1.54); 1°=34.0%, P=0.218; n=2
1.48 (1.08-2.03); 1°=69.9%, P=0.036; n=3
No study

4.80 (1.80-12.80); n=1
1.28 (1.14-1.43); 1=0.0%, P=0.480; n=4
1.28 (1.14-1.43); 1°=0.0%, P=0.480; n=4

4.80 (1.80-12.80); n=1
1.31 (1.15-1.50); 1>=0.0%, P=0.796; n=2

1.33(0.96-1.84); 1°=78.2%, P=0.010; n=3

No study

No study
No study
No study
No study
No study
No study

No study
No study
No study

No study
No study

No study
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Overall Study design Population-based  No study 0.80 (0.52-1.22); n=1
mortality in
NASH vs.
non-NASH
Hospital-based No study 1.56 (0.94-2.58); 1°=89.5%, P<0.001; n=4
Mean age =50 years No study 1.13(0.74-1.72); n=1
<50 years No study 1.44 (0.80-2.57); 1°=89.3%, P<0.001; n=4
Ethnicity Non-Asian No study 1.37 (0.86-2.19); 1°=86.4%, P<0.001; n=5
Asian No study No study
Presence of diabetes Diabetic No study No study
participants
Non-diabetic No study No study
participants
Combined No study 1.37 (0.86-2.19); 1°=86.4%, P<0.001; n=5
Study quality? High No study 0.80 (0.52-1.23); n=1
Relatively low No study 1.56 (0.94-2.59); 1°=85.9%, P<0.001; n=4
Adjustment for age Studies adjusting ~ No study No study
and BM/obesity and
smoking
Studies not No study 1.37 (0.86-2.19); I2=86.4%, P<0.001; n=5
adjusting
CVD mortality  Study design Population-based  No study 0.59 (0.29-1.20); n=1
in NASH vs.
non-NASH
Hospital-based No study 1.41 (0.61-3.22); 1°=83.8%, P<0.001; n=4
Mean age =50 years No study 0.51(0.23-1.12); n=1
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Ethnicity

Presence of diabetes

Study quality?

Adjustment for age
and BM/obesity and
smoking

<50 years
Non-Asian
Asian
Diabetic
participants
Non-diabetic
participants
Combined
High
Relatively low
Studies adjusting

Studies not
adjusting

No study
No study
No study
No study

No study
No study
No study

No study
No study

No study

1.44 (0.65-3.20); 1°=83.2%, P<0.001; n=4
1.18 (0.57-2.48); 1°=83.3%, P<0.001; n=5
No study
No study

No study
1.18 (0.57-2.48); 1°=83.3%, P<0.001; n=5
0.59 (0.29-1.20); n=1

1.41 (0.61-3.22); 1°=83.8%, P<0.001; n=4
No study

1.18 (0.57-2.48); 1>=83.3%, P<0.001; n=5

# We considered a cross-sectional study awarded 5 stars and a cohort study awarded 8 or more stars as a high quality study in current study, as no

standard criteria has been established
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Figure S2. Sensitivity analyses. Pooled relative risks for cardiovascular

events associated with non--alcoholic fatty liver disease by omitting one

study in turn.

A. Overall mortality

Meta—analysis estimates, given named study is omitted

| Lower CI Limit OEstimate | Upper CI Limit
Adams 2010 | [oofoeerreiiiinin (o SO R ep— |
Lazo 2011 ] (LTI [ STTTPTRS B T T |
Dunn 2008 (Age 45-54) Pheeeiiiiiini O seecficniinniniiinnnniii |
Dunn zws (Age 55_34) | ......................... c ................................ .l
Ekstedt 2015 | fommnn Lo ]
Ekstedt 2015 (nondlabe!ic) [oefremme e B O S B {
Ong 2008 ..................... 0 ...................... _,I
0.940.99 1.14 1.32 1.59
B. CVD mortality
Meta-analysis estimates, given named study is omitted
| Lower Cl Limit OEstimate | Upper CI Limit
Adams 201 0 ......................... 0 ................................. l
Adams 2010 (heart only) | . > Rt {
Lazo 20] '| | ............................. o ........................................... |
Stepanova 2012 £7all) | Qe |
Stepanova 2012 (increased liver enzyme) bosmssmmmntses Tk S e U b 1
Stepanova 2012 (normal liver enzyme) [} DRRERROPRE RSN o RONEIPHEINIP AR I ! EPRBTR et |
Dunn 2008 (Age 45-54) S Sl BLCT |
Dunn 2008 (Age 55-84) s oosrerssscnssasrasnnnees i sy sarisimssayeinieminyss |
Ekstedt 2015 |- mermeeeree @ oeee i
Ekstedt 2015 (nondiabetic) | S L e (3
1
0.800.86 1.10 1.41 1.55
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C. CVD prevalence (Cross-sectional studies)

Meta-analysis estimates, given named study is omitted

| Lower Cl Limit OEstimate | Upper Cl Limit
Chan 2014 [ LIS REATEr AR it o TOREUs FEOUR YIS MR TR A (O 2 VT N H s |
ch|ang 20]0 I ................................... 0"' .'
Targher 2006 | XS SRR o DU S |

Targher 2007 | [fenmmmmmmmdun@uummimdimm i

Targher 20010 | Joooofereemieemininininns 0 [T TR |
Targher 2012 |- IRy BHCHACARa S
1
1.091.23 1.81 266 3.58

D. CVD incidence (Cohort studies)

Meta—analysis estimates, given named study is omitted

| Lower Cl Limit OEstimate | Upper Cl Limit
Hamaguchi 2007 (all) }-f-- 2 ST SRR |

Hamaguchi 2007 (male) | @]

Hamaguchi 2007 (female) |l{ [ 20 EETURRRRRRRRS |
Stepanova 2012 (all) ety T By e |

Stepanova 2012 (increased liver enzyme) | |- ST o EELTSTITEITILINN TULTISTIe |
Stepanova 2012 (normal liver enzyme) | |1 @ e e
Dunn 2008 ||| RELSE 7 WERNUTERNST I FErrRoe I
1.060 1.1 1.37 : 1.72 2336
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E. CAD prevalence (Cross-sectional studies)

Meta—analysis estimates, given named study is omitted

| Lower CILimit  OEstimate | Upper Cl Limit
Agac 2013 (orassmsasivisasanesnes@ivsgrvasssronsiiorasivesannis |
Agarwal 2011 Jfoemeeeemesennnsesennsss 3 et SR |
Arslan 2007 | O |
Chen 2010 Pelicssssnmmsansnmasns O e R 1
Chol 2013 | [ 0 |
Choi 2009 (mild NAFLD, FRS >=10%) T R T |
Choi 2009 (severe NAFLD, FRS>=10%) | [ESETCRTRPISRTRNE) (RRREre {0 [ISERTTPRRTIISRITEY ERTPESRIORIe o
Choi 2009 (mild NAFLD, FRS>=20%) LI IICIReD EERH [ ] |
Choi 2009 (severe NAFLD, FRS>=20%) fesssmmnmmasuatresraen Qransssmpmantsisseesssfasassens |
Vendhan 2014 (nonobese) Joo|oemeemmmnnnnian e O l
Vendhan 2014 (overweight/obese) Joeonsmeriremniiaaiins [ 0 TETTTPRNTTSTPNRORRTIN SR |
Idilman 2015 Jreeiansismasvorsvase ' R TR0 G ] PP 1
Idilman 2015 (significant CAD) | p bl ST DEIRE s L
Josef 2013 [oofrenrermmnmnnnnennnnens Ofrrrerrrrrrsnrinsrs {
Sun 20171 |- o e I
1
1.28 147 1.87 237 2.69
F. Hypertension prevalence (Cross-sectional studies)
Meta-analysis estimates, given named study is omitted
| Lower CI Limit OEstimate | Upper Cl Limit
Lopez—Suarez 2011 e S € crirgrisiamiinasrseinasisarsisesinnis ]
Wang 2015 (all) Jowmemreformmiiicnee e S G S R R
Wang 2015 {male) |- B o AR R SO 1) PR S N S |
Wang 2015 (female) oo @ |
1.10 1.14 1.24 1.36 1.45
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G. Hypertension incidence (Cohort studies)

Meta-analysis estimates, given named study is omitted

| Lower Cl Limit OEstimate | Upper CI Limit
Ryoo 2014 a (Mild NAFLD) ey e L o TUEER IR STIEE TSRS |
Ryoo 2014 a (Moderate to severe NAFLD) | Gttt Qo “|
Ryco 2014 b (Mild NAFLD) [ECTPPRETRRURTY RO O sviissiasivissaniiviisivisaasonnis |
Ryoo 2014 b (Moderate to severe NAFLD) | [ ofromn @it seetidanseniiies |
Sung 2014 l .............................. 3 SETETTRICEETUTPTRRIPRPRRRETIOD SRR l
1
1.04 1.06 1.16 1.27 1.33
H. Atherosclerosis prevalence
Meta—analysis estimates, given named study is omitted
| Lower Cl Limit OEstimate | Upper ClI Limit
Huang 2012 (elevated CIMT) |-l U vt onnm e s meaanz oz s e manmn s n v o v |
Huang 2012 (arterial stiffness) [ O vssasiasnasicsninasiasenasficassaiiassios coinssaaspis esshesn 1
Thakur 2012 | EERERRN o ST TRPRTRNERY |
VGnWagner 2014 (by CAC) I ............................ o ......................... cesmssarrnss I
VanWagner 2014 (by AAC) [ |- 5o nesnnoasemennconsensoenasnedanoensmnanods |
0.99 1.07 1.32 1.62 192
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I. NASH: Overall mortality

Meta—analysis estimates, given named study is omitted

| Lower Cl Limit OEstimate | Upper ClI Limit
Lazo 20]] | .................................. o ........................................................... |
Ekstedt 2015 (NAS 0=4, FO=2) | ||| [ SRR PR TITTTIR TP I
Ekstedt 2015 (NAS 5<8, FO=2) | Qe |
Ekstedt 2015 (NAS 0-8, F3-4) | AT s o SHTA Y |
Stepanova 2013 | |-fe 7o EETRARREC LR FIPRNEG § R P Rty |
1
0.740.86 1.37 2.19 2.62
J. NASH: CVD mortality
Meta-analysis estimates, given named study is omitted
| Lower Cl Limit OEstimate | Upper CI Limit
Lazo 2011 I .......................... o ........................................................................ l
Ekstedt 2015 (NAS 0—4, FO=2) J- b QD |
Ekstedt 2015 (NAS 5-8, FO—=2) |---formmmnn S R R N R R R ainiiae i
Ekstedt 2015 (NAS0-8,F3-4) | [} \o LR [ |
Stepanova 2013 | CORVET—— S— 7 U HOHURU NN SO———————— |
1
0430% 1.18 248 3.22
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Figure S3. Funnel plots to assess publication bias

Plots show study size as a function of effect size for studies included in the

meta-analysis.

A. Overall mortality

Funnel plot with pseudo 95% confidence limits
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C. CVD prevalence (Cross-sectional studies)

Funnel plot with pseudo 95% confidence limits
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D. CVD incidence (Cohort studies)

Funnel plot with pseudo 95% confidence limits
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E. CVD incidence (Cohort studies) after using the trim and fill approach.
1 study was filled. Pooled HR (95% Cl) after filling was 1.36 (1.06-1.74)

Filled funnel plot with pseudo 95% confidence limits
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F. CAD prevalence (Cross-sectional studies)

Funnel plot with pseudo 95% confidence limits
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G. CAD prevalence(Cross-sectional studies) after using the trim and fill approach.
6 studies was filled. Pooled OR (95% ClI) after filling was 1.36 (1.04-1.77)

Filled funnel plot with pseudo 95% confidence limits
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H. Hypertension prevalence (Cross-sectional studies)

Standard Error of Log OR

Funnei piot with pseudo 954 confidence limits
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I. Hypertension incidence (Cohort studies)

Funnel plot with pseudo 95% confidence limits
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. Atherosclerosis prevalence

Funnel plot with pseudo 95% confidence limits
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K. NASH: overall mortality

Funnel plot with pseudo 95% confidence limits
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Funnel plot with pseudo 95% confidence limits
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