-

\_

Individuals who participated in the
national health screening program

in 2009
n=10,601,283

~

)

A 4

Excluded (n =2,773,214)

Individuals who were younger than 20
years (n = 15,431)

Individuals with type 1 diabetes mellitus
(n=172,315)

Individuals who consumed alcohol > 30
g/day, had chronic hepatitis B, chronic
hepatitis C, liver cirrhosis, or
hepatocellular carcinoma (n = 1,766,863)

Individuals who had cardiovascular
diseases (n = 363,151)

Individuals with missing data (n =
455,454)

Initially included in study cohort

n=7,828,069

A 4

Excluded (n = 31,306)

Individuals who developed
cardiovascular diseases within 1 year
(1 year lag-period)

Final sample of individuals
available for analysis

n=7,796,763

Fig S1 Flow chart showing selection of the study population.
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Hazard Ratio

Fig S2A Hazard ratio for cardiovascular disease according to the presence of nonalcoholic fatty liver disease
in patients with type 2 diabetes mellitus after subgroup analyses, adjusting for sex, smoking status, alcohol

consumption, physical activity, low income, hypertension, dyslipidemia, body mass index, diabetes mellitus,
and estimated glomerular filtration rate. HR, hazard ratio; Cl, confidence interval; NAFLD, nonalcoholic

fatty liver disease; G1, grade 1; G2, grade 2; Q, quartile; MA, medical aid; AST, aspartate aminotransferase;

ALT, alanine aminotransferase; CKD, chronic kidney disease; GGT, gamma-glutamyl transferase.
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Hazard Ratio

Fig S2B Hazard ratio for cardiovascular disease according to the presence of nonalcoholic fatty liver disease
in patients without type 2 diabetes mellitus after subgroup analyses, adjusting for sex, smoking status,

alcohol consumption, physical activity, low income, hypertension, dyslipidemia, body mass index, diabetes

mellitus, and estimated glomerular filtration rate. HR, hazard ratio; ClI, confidence interval; NAFLD,

nonalcoholic fatty liver disease; G1, grade 1; G2, grade 2; Q, quartile; MA, medical aid; AST, aspartate

aminotransferase; ALT, alanine aminotransferase; CKD, chronic kidney disease; GGT, gamma-glutamyl

transferase.
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Hazard Ratio

Fig S2C Hazard ratio for myocardial infarction according to the presence of nonalcoholic fatty liver disease
in patients with type 2 diabetes mellitus after subgroup analyses, adjusting for sex, smoking status, alcohol

consumption, physical activity, low income, hypertension, dyslipidemia, body mass index, diabetes mellitus,
and estimated glomerular filtration rate. HR, hazard ratio; Cl, confidence interval; NAFLD, nonalcoholic

fatty liver disease; G1, grade 1; G2, grade 2; Q, quartile; MA, medical aid; AST, aspartate aminotransferase;

ALT, alanine aminotransferase; CKD, chronic kidney disease; GGT, gamma-glutamyl transferase.
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Hazard Ratio

Fig S2D Hazard ratio for myocardial infarction according to the presence of nonalcoholic fatty liver disease
in patients without type 2 diabetes mellitus after subgroup analyses, adjusting for sex, smoking status,

alcohol consumption, physical activity, low income, hypertension, dyslipidemia, body mass index, diabetes

mellitus, and estimated glomerular filtration rate. HR, hazard ratio; ClI, confidence interval; NAFLD,

nonalcoholic fatty liver disease; G1, grade 1; G2, grade 2; Q, quartile; MA, medical aid; AST, aspartate
aminotransferase; ALT, alanine aminotransferase; CKD, chronic kidney disease; GGT, gamma-glutamyl

transferase.



Ischaemic Stroke (With T2DM)

P for interaction

HR [95% C.1]

— — —
o o To) < Ty) o < — o — — o
S o ™ 32) < o 52) | I ~ o o
S S — o o S o o o ™ o o
\Y Y o o o v o o o o o o
OOLOY —HOINOONONMON—HONO—HNOINOONOONTONMNOM—HON—TOO—HODNOMOOT OOONONOOMOOMOOINSONS
QAN OMMONOONMOALNIONLONNOCALNOANLNOMSONEONT OANLIOMM-OMOO—TLOMLNONNONNONOONI O MONNO—M
Fe e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e
000000000000 000000000000000000000000000000000000000000000000000000000000
A e ) ) e e e e e e e ) e e ) e e e ) e S ) ) e e e ) e e e e ) e ) e e ) e e e e e e e ) e e e e ) e ) e S e e ) e e e e e e e ) ) e g e e}
OONONOONROLNTONLNOOOONNODNOOLNODOWOONNONOOI MO —HOOOOOLOINONNO T —HOWOWOOTHOINO I —HOLOLOOOE
SHMONN O OOHOHMOOM O OOMOHMOHAT O OONOHMONT ONTOONO—HNOHTOHNO YL O —MONLNO—HM O Oy

24 [

OLNHYONOOMOONMOMMOTOOTOOIMOOMOTNOMLNOLNTOTOONOLOOONNOLNNOO—TIITOOOO0NOMNOOTOWOS
O—1MONOONLNO—TINONTO—ATONLNOOTONTONLOONLNO—TAMO—TITOMOONLNO—T1MONMO—TISTONTONLNO—HITOMOONTTOON

Subgroup

alaaaaaaaalala/alalalala/alaa/aalaaalaaaaaalaaaa/aaaaa/ala/ala/alala/alaa/alaa/aaa/aaa/aa/alaaalaa/aaalaalal
R T T T O O O T O O O O O O R O O T O S O O O O O O
[T T I W T W W T W T T O W W T o T T T W T T T W TR T R T W TR W T T TR T R TR T TR TR R TR TR TR TR TR TN TR TR T TR TR TN TR TR
LLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLILL
2222222222227 7227222222222 P77 722722
O N O=N O O O=N O O O=N O O O O O=N O O O O O O=HN O O O O O
Z00z00zZz00Z00zZ200zZ200zZ200Z200Z200Z200zZz00Z00Z00Z200Z00Zz00Z00Z00Z200Z00Z00Zz00zZz00zZ00

Q@ <
S =
em <
= wn n o o 1 - £ T (%) (%] (%] N nu o o
S 9o © © o o0 T N 94 o = o o o 0 o 0w o o0 o oV <=
s £ =z 2 =z == ¥ XN oo =z = z2 32 =z 2 z £ z 2 z > 53¥ R
S
> =
o G Q O
£ 3] S K%}
4 Ne) =} o c
o (@) 2] n_rb o .o
£ T 5 & 3 7 =
P = < o o c )
= £ 5 o S ks 2z £ 2
2 S - 5 £ S g 2 3 o 5
> 5 3 %) 5] i3] 5] o < 2 < O
0 @) < < £ < xx O T o @) O

08112 16

Hazard Ratio

Fig S2E Hazard ratio for ischaemic stroke according to the presence of nonalcoholic fatty liver disease in
patients with type 2 diabetes mellitus after subgroup analyses, adjusting for sex, smoking status, alcohol

consumption, physical activity, low income, hypertension, dyslipidemia, body mass index, diabetes mellitus,
and estimated glomerular filtration rate. HR, hazard ratio; Cl, confidence interval; NAFLD, nonalcoholic

fatty liver disease; G1, grade 1; G2, grade 2; Q, quartile; MA, medical aid; AST, aspartate aminotransferase;

ALT, alanine aminotransferase; CKD, chronic kidney disease; GGT, gamma-glutamyl transferase.



Ischaemic Stroke (Without T2DM)

Subgroup HR [95% C.I] P for interaction
Sex Male No NAELD 1.00[1.00 to 1.00 0.002
G1 NAFLD - 1.20[1.17to 1.22
G2 NAFLD s 1.37[1.33t01.41
Female No NAFLD 1.00 [1.00 to 1.00
G1 NAFLD H- 1.16[1.14t01.19
. G2 NAFLD - 1.27[1.22t0 1.32
Current Smoking No No NAFLD 1.00 [1.00to 1.00 0.114
G1 NAFLD - 1.17[1.15t01.20
G2 NAFLD - 1.33[1.29t0 1.37
Yes No NAFLD 1.00[1.00 to 1.00
G1 NAFLD r 1.22[1.181t01.25
. ) G2 NAFLD - 1.36[1.31t01.42
Abdominal obesity No No NAELD 1.00[1.00 to 1.00 0.012
G1 NAELD - 1.19[1.16t01.21
G2 NAFLD . 1.38[1.33t01.43
Yes No NAELD 1.00 [1.00 to 1.00
G1 NAFLD H 1.1411.10t01.18
G2 NAFLD - 1.28[1.24 to 1.33
AST or ALT <40 No NAFLD 1.00 [1.00 to 1.00 <0.001
G1 NAELD - 1.19[1.17t01.22
G2 NAFLD il 1.35[1.31t01.39
240 No NAELD 1.00 [1.00 to 1.00
G1 NAELD e 1.04 [0.99 to 1.09
G2 NAFLD - 1.1971.13t0 1.25
Income Q2-4 No NAELD 1.00 [1.00 to 1.00 0.002
G1 NAELD - 1.17[1.15t01.20
G2 NAFLD F- 1.321.28to 1.35
Q1, MA No NAELD 1.00[1.00 to 1.00
G1 NAELD s 1.22[1.181t01.26
) G2 NAFLD - 1.4211.36 to 1.49
Alcohol consumption Non No NAELD 1.00[1.00 to 1.00 0.434
G1 NAFLD - 1.18[1.15t01.20
) G2 NAFLD - 1.33[1.29t0 1.37
Mild No NAFLD 1.00 [1.00 to 1.00
G1 NAFLD - 1.20[1.17t01.23
) G2 NAELD - 1.35]1.31to 1.40
Regular exercise No No NAELD 1.00 [1.00 to 1.00 0.624
G1 NAFLD - 1.181.16to 1.21
G2 NAELD - 1.33[1.30to 1.37
Yes No NAFLD 1.00[1.00 to 1.00
G1 NAFLD e 1.181.14t0 1.23
_ G2 NAELD —— 1.37[1.30to 1.44
Obesity No No NAELD 1.00 [1.00 to 1.00 <0.001
G1 NAFLD - 1.221.20to 1.25
G2 NAELD -— 1.40[1.34to 1.47
Yes No NAFLD 1.00 [1.00 to 1.00
G1 NAFLD - 1.12[1.09t01.15
_ G2 NAELD H- 1.28[1.25t01.32
Hypertension No No NAFLD 1.00[1.00 to 1.00 <0.001
G1 NAFLD - 1.25[1.22t01.28
G2 NAELD - 1.44[1.39t0 1.49
Yes No NAELD 1.00[1.00 to 1.00
G1 NAFLD - 1.13[1.10t01.15
. _ G2 NAELD H- 1.27[1.23t01.31
Dyslipidemia No No NAELD 1.00 [1.00 to 1.00 0.916
G1 NAFLD - 1.19/1.16to 1.21
G2 NAELD H- 1.34[1.30t0 1.38
Yes No NAELD 1.00 [1.00 to 1.00
G1 NAFLD - 1.181.14t0 1.22
G2 NAELD - 1.34[1.291t01.39
CKD No No NAELD 1.00 [1.00 to 1.00 0.005
G1 NAFLD - 1.19[1.17/t01.21
G2 NAFLD - 1.35[1.32to 1.39
Yes No NAFLD 1.00 [1.00 to 1.00
G1 NAFLD - 1.14[1.10t0 1.19
G2 NAELD - 1.2411.17/t01.31
GGT <40 No NAFLD 1.00 [1.00 to 1.00 <0.001
G1 NAFLD - 1.15[1.13t01.18
G2 NAELD - 1.26[1.22101.31
240 No NAFLD 1.00 [1.00 to 1.00
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Fig S2F Hazard ratio for ischaemic stroke according to the presence of nonalcoholic fatty liver disease in
patients without type 2 diabetes mellitus after subgroup analyses, adjusting for sex, smoking status, alcohol
consumption, physical activity, low income, hypertension, dyslipidemia, body mass index, diabetes mellitus,
and estimated glomerular filtration rate. HR, hazard ratio; Cl, confidence interval; NAFLD, nonalcoholic
fatty liver disease; G1, grade 1; G2, grade 2; Q, quartile; MA, medical aid; AST, aspartate aminotransferase;
ALT, alanine aminotransferase; CKD, chronic kidney disease; GGT, gamma-glutamyl transferase.
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Hazard Ratio

Fig S2G Hazard ratio for all cause death according to the presence of nonalcoholic fatty liver disease in

patients with type 2 diabetes mellitus after subgroup analyses, adjusting for sex, smoking status, alcohol

consumption, physical activity, low income, hypertension, dyslipidemia, body mass index, diabetes mellitus,
and estimated glomerular filtration rate. HR, hazard ratio; Cl, confidence interval; NAFLD, nonalcoholic

fatty liver disease; G1, grade 1; G2, grade 2; Q, quartile; MA, medical aid; AST, aspartate aminotransferase;

ALT, alanine aminotransferase; CKD, chronic kidney disease; GGT, gamma-glutamyl transferase.
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Hazard Ratio

Fig S2H Hazard ratio for all cause death according to the presence of nonalcoholic fatty liver disease in

patients without type 2 diabetes mellitus after subgroup analyses, adjusting for sex, smoking status, alcohol

consumption, physical activity, low income, hypertension, dyslipidemia, body mass index, diabetes mellitus,
and estimated glomerular filtration rate. HR, hazard ratio; Cl, confidence interval; NAFLD, nonalcoholic

fatty liver disease; G1, grade 1; G2, grade 2; Q, quartile; MA, medical aid; AST, aspartate aminotransferase;

ALT, alanine aminotransferase; CKD, chronic kidney disease; GGT, gamma-glutamyl transferase.



