SUPPLEMENTARY DATA

Supplementary Table 1. Definition of diabetes mellitus by cohort

Cohort Definition of Diabetes Mellitus

AIR Self reported physician's diagnosis

ARIC ADA definition (RPG or FPG or OGTT) or preexisting antidiabetic medication

BHS FPG>126mg/dL or preexisting antidiabetic medication

Bruneck Record-confirmed physician's diagnosis or HbA1¢26.5%

CAPS Self reported physician's diagnosis

CCccC FPG>140mg/dL or preexisting antidiabetic medication

CHS Self reported physician's diagnosis

CMCS Self reported physician's diagnosis or preexisting antidiabetic medication

DIWA Oral glucose tolerance test

EAS Self reported physician's diagnosis or preexisting antidiabetic medication

EPICARDIAN FPG2126mg/dL or preexisting antidiabetic medication

EVA Self reported physician's diagnosis or FPG=7.8 mmol/L or preexisting antidiabetic medication
INVADE Self reported physician's diagnosis or preexisting antidiabetic medication

KIHD Self reported physician's diagnosis or preexisting antidiabetic medication
NOMAS/INVEST Self reported physician's diagnosis or FPG>126mg/dI or preexisting antidiabetic medication
PIVUS Self reported physician's diagnosis or FPG=7.0 mmol/L

PLIC Self reported physician's diagnosis or preexisting antidiabetic medication

Rotterdam Self reported physician's diagnosis or preexisting antidiabetic medication

SAPHIR Self reported physician's diagnosis or preexisting antidiabetic medication

SHIP Self reported physician's diagnosis or HbA1c>6.5% or preexisting antidiabetic medication
Tromsg Self reported physician's diagnosis or preexisting antidiabetic medication

ADA = American Diabetes Association
RPG = random plasma glucose

FPG = fasting plasma glucose

OGTT = oral glucose tolerance test
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SUPPLEMENTARY DATA

Supplementary Table 2. Definition of the combined endpoint, and available adjustment variables by cohort

Study definition of the combined ethnicity Socio- systolic blood body mass index total cholesterol HbAlc fasting glucose antihypertensive Lipid lowering smoking
endpoint econo- pressure medication medication
mic
status

BL BL BL FU BL FU BL FU BL FU BL FU BL FU BL FU BL FU
AIR MI or stroke or vascular death yes missing yes yes yes yes yes yes missing missing yes yes yes yes yes yes yes yes
ARIC MI or stroke or death yes inc yes yes yes yes yes yes yes yes yes yes yes yes yes yes yes yes
BHS n.a. yes edu yes yes yes yes yes yes yes missing yes yes yes yes yes yes yes  yes
Bruneck Ml or stroke or vascular death yes ses yes yes yes yes yes yes missing missing yes yes yes yes missing missing yes yes
CAPS Ml or stroke or death missing edu yes yes yes yes yes yes yes yes yes yes yes yes yes yes yes yes
CCccC MI or stroke or death yes ses yes yes yes yes yes yes missing missing yes yes yes missing missing missing yes missing
CHS_1 MI or stroke or vascular death yes edu yes yes yes yes yes yes missing missing yes yes yes yes yes yes yes yes
CHS_2 Ml or stroke or vascular death yes inc yes yes yes missing yes yes missing missing yes yes yes yes yes yes yes yes
CMCSs Ml or stroke or vascular death yes edu yes yes yes yes yes yes missing missing yes yes yes yes yes yes yes yes
DIWA Ml or stroke or vascular death yes edu yes yes yes yes yes yes missing missing yes yes yes missing yes missing yes missing
EAS Ml or stroke or vascular death missing ses yes yes yes yes yes missing missing missing yes yes yes missing missing missing yes yes
EPICARDIAN MI or stroke or vascular death missing missing yes missing yes missing yes missing missing missing yes missing missing missing yes missing yes missing
EVA n.a. missing missing yes yes yes yes yes yes missing missing yes yes yes yes yes yes yes yes
INVADE MI or stroke or death missing edu yes yes yes yes yes yes yes yes yes yes yes yes yes yes yes yes
KIHD MI or stroke or vascular death yes edu yes yes yes yes yes yes missing missing yes yes yes yes yes yes yes yes
NOMAS/INVEST Ml or stroke or vascular death yes edu yes missing yes missing yes yes missing missing yes yes yes missing yes missing yes missing
PIVUS n.a. missing ses yes yes yes yes yes yes missing missing yes yes yes yes yes yes yes yes
PLIC Ml or stroke or vascular death missing missing yes yes yes yes yes yes missing missing yes yes yes yes missing missing yes yes
Rotterdam Ml or stroke or death yes edu yes yes yes yes yes yes missing missing missing yes yes yes yes yes yes yes
SAPHIR MI or stroke or vascular death missing ses yes yes yes yes yes yes missing missing yes yes yes yes yes yes yes yes
SHIP MI or stroke or death missing edu yes yes yes yes yes yes yes yes yes yes yes yes missing missing yes yes
Tromso Ml or stroke or vascular death yes edu yes yes yes  yes yes yes yes yes yes yes yes yes yes yes yes  yes

BL = baseline visit

FU = follow-up visit

n.a. = not applicable (only total mortality available)
inc = household income
edu = education level

ses = socioeconomic status
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SUPPLEMENTARY DATA

Supplementary Table 3. Ultrasound protocols

Cohort CCA landmark CCA length Avoid ECG Angle Multiple Central Edge detection
plaques gated control scans reading algorithm

AIR Beginning of bulbar widening lcm No Yes No No Yes Yes
ARIC Beginning of bulbar widening lcm No Yes Yes Yes Yes No
BHS Beginning of bulbar widening lcm No Yes Yes Yes Yes No
Bruneck Beginning of bulbar widening 3cm Yes Yes Yes No No No
CAPS 2cm proximal to the tip of the flow divider up to 4cm Not specified No No No Yes Yes
CCccC 1cm proximal to the tip of the flow divider lcm Yes Yes Yes Yes No No
CHS Beginning of bulbar widening or (if not lcm No No No No Yes No

determinable) 1cm proximal to the tip of

the flow divider
CMCS Beginning of bulbar widening Three single measurements  Yes No No No Yes No

each in 3 segments of 1cm

DIWA Beginning of bulbar widening lcm No* Yes No No Yes Yes
EAS Beginning of bulbar widening 0,5cm Yes No No No Yes No
EPICARDIAN Beginning of bulbar widening lcm Yes No Yes Yes No No
EVA 2cm proximal to the tip of the flow divider 2cm Yes No Yes No Yes Yes
INVADE 1cm proximal to the tip of the flow divider lcm Yes No Yes Yes Yes Yes
KIHD Beginning of bulbar widening 1-5cm No No No No Yes Yes
NOMAS/INVEST  1cm proximal to the tip of the flow divider lcm Yes No Yes” No Yes Yes
PIVUS Beginning of bulbar widening lcm Not specified Yes No No Yes Yes
PLIC 2cm proximal to the tip of the flow divider 2cm Yes Yes No No Yes Yes
Rotterdam Beginning of bulbar widening 1lcm No Yes No Yes Yes Yes
SAPHIR 8 mm proximal to the tip 8mm Yes No Yes Yes No No

of the flow divider
SHIP Beginning of bulbar widening Ilcm No No No No Yes Yes
Tromsg Beginning of bulbar widening lcm No" Yes No Yes Yes Yes

*vessel wall parallel to transducer interface
*internal landmarks in computer aided navigation
“plaques purposely included
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SUPPLEMENTARY DATA

Supplementary Figure 1. Flowchart showing numbers of screened and included publication and cohorts

PubMed research

2,278 publications

Population cohorts

no clinical follow-up after

2nd ultrasound, or/and
no endpoint event among

subjects with diabetes

did not reply to invitation (1)
accepted invitation but did
not send the data set (3)

41 cohorts did not
reply to screening

(]

(T

163 potentially
relevant cohorts

459 potentially
relevant cohorts

Diabetes cohorts

-

-

89 cohorts did not
reply to screening

122 cohorts did reply
to screening

89 cohorts not eligible:
Only one ultrasound visit,

370 cohorts did reply
to screening

(—

369 cohorts not eligible:
No type 2 diabetes cohort,
only one ultrasound visit,

no clinical follow-up after
2nd ultrasound or/and

no endpoint event

13 cohorts not included:
declined participation (9)

33 cohorts eligible

1 cohort eligible

-

-

20 cohorts included

1 cohortincluded
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SUPPLEMENTARY DATA

Supplementary Figure 2. Forest plot of HR of the combined endpoint (Ml or stroke or vascular death) per SD of average mean CCA-IMT
(panels 1 and 2) in subjects without diabetes

Panell  Gombined endpoint (model A) Panel?  Gombined endpoint (model B)
Study Sample  Event HR (95% CI) Study Sample  Event HR (95% Cl)
ARIC 11090 1029 E — 1.37 (1.30, 1.45) ARIC 9329 747 E—‘— 1.24 (1.16, 1.32)
CAPS 3207 113 —l— 1.23 (1.02, 1.48) CAPS 2830 101 ——E—O—) 1.24 (0.96, 1.61)
CHSH1 2655 822 4:—0— 1.31 (1.22, 1.40) CHS1 24863 758 E_._ 1.24 (1.15, 1.33)
CHS2 210 37 —i—oﬁ 1.41 (1.04, 1.89) CHs2 193 33 . 3 1.15 (0.79, 1.66)
EAS 589 33 : 3 1.39 (1.02, 1.90) EAS 549 31 —E—o% 1.40 (1.02, 1.91)
INVADE 2046 169 —O—i— 1.18(1.02, 1.38) INVADE 2004 166 —— 1.17 (1.00, 1.37)
KIHD 862 235 —_— 1.23 (1.11, 1.35) KIHD 753 206 —_— 1.17 (1.04, 1.31)
NOMAS 531 21 € : > 1.24 (0.7, 1.99) NOMAS 506 21 ¢ . > 1.15 (0.69, 1.91)
Rotterdam 2452 476 —_— 1.14 (1.04, 1.25) Rotterdam 2236 404 ——O—E— 1.07 (0.96, 1.19)
SAPHIR 1119 32 E > 1.28(0.90, 1.83) SAPHIR 355 1 € 0 > 1.02(0.48, 2.17)
SHIP 1468 142 ——O—E 1.07 (0.92, 1.26) SHIP 1432 137 —*—i 1.03 (0.87, 1.21)
Tromso 3922 609 —ol— 1.20 (1.11, 1.31) Tromso 3451 529 ——o—i 1.06 (0.97, 1.17)
Pooled small studies 3111 69 %o——i 0.96 (0.74, 1.23) Pooled small studies 3037 66 < E 0.88 (0.68, 1.16)
Overall (l-squared = 54.8%, p = 0.009) © 1.23 (1.16, 1.30) Overall (l-squared = 38.3%, p = 0.078) ® 1.15 (1.09, 1.21)
Y Y
'
NOTE: Weights are from random effects analysis i NOTE: Weights are from random effects analysis E
IB 1 1!7 IT 1 1!5
Hazard Ratio of combined endpoint per SD increase in average mean CCA-IMT Hazard Ratio of combined endpoint per SD increase in average mean CCA-IMT

Note: pooled small studies included: AIR, CMCS, DIWA, EPICARDIAN and PLIC
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SUPPLEMENTARY DATA

Supplementary Figure 3. Forest plot of HR of the combined endpoint (MI or stroke or vascular death) per SD of average maximal CCA-IMT
(panels 1 and 2) and annual maximal CCA-IMT progression (panels 3 and 4)

Panel 2 . .
Panel 1 Combined endpoint (model A) Combined endpoint (model B)
Study Subjects Events HR (95% CI) Study Subjects Events HR (95% CI)
H !
ARIC 1131 281 . 1.29 (1.16,1.43) ARIC 814 166 _—‘_:‘ 107 (092, 1.24)
CHs1 296 g _._,_ 1.39 (1.25, 1.54) CHs1 656 242 _._._ 1.37 (1.20, 1.56)
CHS2 87 25 : Y 1.39 (0.91,2.12) CHs2 84 24 —i—% 1.86 (1.07,3.25)
i
Rotterdam 136 43 ——.—;— 1.21(0.91,1.62) Rotterdam 127 39 ——%07 1.36 (0.93, 1.98)
SHIP 283 50 ——.:— 1.14(0.85, 1.54) SHIP 277 50 ——°:— 1.08(0.78, 1.51)
Tromso 81 25 ' 3 1.43(0.90,2.28) Tromso 67 19 ' 7 1.13(0.40,3.14)
i
Pooled small studies 499 48 —+—i— 0.98 (0.71,1.34) Pooled small studies 366 39 ——‘—5— 1.12(0.78, 1.62)
Overall (l-squared = 0.0%, p = 0.433) <> 1.31(1.22,1.40) Overall (l-squared = 34.5%, p = 0.165) <> 1.23(1.08, 1.40)
; ;
NOTE: Weights are from random effects analysis : NOTE: Weights are from random efiects analysis :
T T T T

T T
7 1 15 2 7 1 1.5 2

Hazard Ratio of combined endpoint per SD increase in average maxCCA-IMT Hazard Ratio of combined endpoint per SD increase in average maxGCA-IMT
Combined endpoint (model A) Combined endpoint (model B)
Study Subjects Events HR (95% CI) Study Subjects Events HR (95% CI)
T T
ARIC 1131 281 -—i—o— 1.09 (0.98, 1.22) ARIC 814 166 --e—o— 1.13(0.98,1.31)
H |
' I
CHs1 896 348 — 0.94 (0.85,1.05) CHS1 656 242 — 0.96 (0.84,1.10)
CHs2 87 25 ————— T 1.21(0.78,1.88) CHS2 84 24 ——————————— 1.183(0.69,2.02)
H '
' I
Rotterdam 136 43 s 128(0.97,171) Rotterdam 127 39 —————% 3 127(086,187)
' |
SHIP 283 50 - 1.02(0.79,1.32) SHIP 277 50 —_— 1.02(0.77,1.36)
' '
Tromso 81 25 —T———) 119(078,181) Tromso 67 19 o 0.54 (0.27, 1.05)
' I
Pooled small studies 499 48 40——5— 0.86 (0.63,1.19) Pooled small studies 366 39 ‘:— 0.81 (0.56,1.17)
Overall (I-squared = 29.1%, p = 0.206) :E> 1.04 (0.95,1.14) Overall (-squared = 36.0%, p = 0.154) <> 1.02 (0.89, 1.15)
v 1
H I
NOTE: Weights are from random effects analysis H NOTE: Weights are from random effects analysis |
T T T T
1

6 1.5 5 1 15
Hazard Ratio of combined endpoint per SD increase of annual progression of maxCCA-IMT Hazard Ratio of combined endpoint per SD increase of annual progression of maxCCA-IMT

Note: pooled small studies included: AIR, BRUNECK, CCCC, CMCS, DIWA, KIHD, NOMAS/INVEST and PLIC
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SUPPLEMENTARY DATA

Supplementary Figure 4. Forest plot of HR of total mortality per SD of average mean CCA-IMT (panels 1 and 2) and annual mean CCA-IMT
progression (panels 3 and 4)

Total mortality (model A) Total mortality (model B)
Study Subjects  Events HR (95% Cl) Study Subjects  Events HR (95% Cl)
v i
N i
ARIC 1131 165 —_— 1.27 (1.12, 1.45) ARIC 814 82 —_— 1.05 (0.85, 1.30)
H H
cHs1 896 348 —E— 1.35 (1.22, 1.50) cHs1 656 242 _— 1.34 (1.17, 1.53)
h H
CHs2 87 2% 1.34 (0.89, 2.02) CHs2 84 25 — % 1.82(1.09,3.04)
H i
INVADE 488 51 B 1.04 (0.80, 1.37) INVADE 478 49 _ 0.98 (0.73, 1.32)
H H
Rotterdam 158 34 ——5—07 1.34 (0.94, 1.92) Rotterdam 145 30 : > 1.45 (0.86, 2.44)
SHIP 283 45 —_'_E_ 1.12(0.82, 1.52) SHIP 277 45 —o—;— 1.07 (0.76, 1.50)
H 1
Tromso 81 29 ¢ ' 1.02 (0.68, 1.54) Tromso 67 21 1.11 (0.49, 2.53)
H i
Pooled small studies 581 57 4 s 1.27 (0.97, 1.65) Pooled small studies 335 24 : ) 1.50 (0.88, 2.57)
' .
Overall (I-squared = 0.0%, p = 0.637) @ 1.28(1.19, 1.37) Overall (I-squared = 26.8%, p = 0.215) @ 1.21 (1.06, 1.38)
H 1
H 1
H 1
NOTE: Weights are from random effects analysis H NOTE: Weights are from random effects analysis H
T - T T T - T T
7 1 17 2 7 1 17 2
Hazard Ratio of total mortality per SD increase in average mean CCA-IMT Hazard Ratio of total mortality per SD increase in average mean CCA-IMT
Total mor[a“ty (mOde' A) Panel 4 Total mOl’ta”ty (mOde| B)
Study Subjects  Events HR (95% Cl) _
Study Subjects  Events HR (95% CI)
|
ARIC 1131 165 ~|—I—o— 1.07 (0.95, 1.21) ARIC 814 - I 109 (0.90, 1.33)
CHS! 896 348 'l i 0.99 (0.8, 1.10) CHs1 656 242 - 0.95 (0.82, 1.10)
i
CHs2 87 26 | ; 1.22(0.82,1.81) CcHs2 84 25 1.35 (0.84, 2.18)
|
INVADE 488 51 . 1.02 (0.82, 1.26) INVADE 478 49 - W 1.00 (0.78, 1.28)
1
Rotterdam 158 EL * 1.03 (0.69, 1.54) Rotterdam 145 30 1.01 (0.56, 1.83)
i
SHIP 283 45 O rE— 0.98 (0.7, 1.29) SHIP 277 a5 _— 1.00 (0.74, 1.36)
1
Tromso 81 29 : 1.27 (0.86, 1.88) Tromso 67 21 -+ 0.75 (0.43, 1.33)
1
Poaled small studies 581 57 —_— T 0.91(0.71,1.18) Pooled small studies 335 24 _— 0.88 (0.59, 1.29)
|
Overall (l-squared = 0.0%, p = 0.799) :> 1.02 (0.96, 1.10} Overall (l-squared = 0.0%, p = 0.748) <> 1.00 (0.91, 1.09)
1
1
NOTE: Weights are from random effects analysis H NOTE: Weights are from random effects analysis
T T T T T T
7 1 1.5 1.9 .55 1 15 1.9
Hazard Ratio of total mortality per SD increase of annual progression of meanCCA-IMT Hazard Ratio of total mortalityt per SD increase of annual progression of meanCCA-IMT

Note: pooled small studies included: AIR, CAPS, CMCS, DIWA, EAS, EPICARDIAN, EVA, KIHD, NOMAS/INVEST, PIVUS and SAPHIR
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SUPPLEMENTARY DATA

Supplementary Figure 5. Forest plot of HR of the combined endpoint per SD of average mean CCA-IMT (panels 1 and 2) and annual mean
CCA-IMT progression (panels 3 and 4), stratified by sex

Panel 1 Panel 2

Combined endpoint (model A)

Combined endpoint (model B)

Note: pooled small studies included: AIR, CAPS, CMCS, DIWA, EAS, EPICARDIAN, KIHD, NOMAS/INVEST, PLIC and SAPHIR

Study Subjects  Events HR (85% CI)
Study Subjects  Events HR (95% CI)
Men | >
en
ARIC 488 181 —_— 1.00 (084, 1.19)
CHS1 407 177 —_— 1.32(1.15,1.53) ARIG U5 e e 0.67 (0.60.1.09)
Chs2 2 " > 116(064, 208) CHS1 293 118 —_— 1.27(1.05,1.53)
INVADE 229 30 —_— 1.3 (0.80, 1.58) CHs2 7 b 064 (0.05, 7.47)
Rotterdam . - | . > 134{088,205 INVADE 221 = —— 1.00 (064, 1.59)
SHIP 157 2 0.94 (064, 1.38) Rotterdam 68 27 ——ege—) 1.75 (0.89, 3.44)
' RS
S L0822 Tiom s s o 001, 1359
Tomso ; X
Pooled small studies 255 2 — % 125(084,185) :
Sublotal (-squared = 11.7% p = 0.339) <> 1 |6:‘04 1 29: Pooled small studies 4 A —t——> 1.39(0.80, 2.15)
e ' Subtotal (I-squared = 35.3%, p = 0.146) - 1.10 {0.81, 1.32)
Women wor
ARIC 843 140 —_— 158(1.38,1.84) Aﬁ\rgen 469 74 ) 126 (097, 1.64)
HS1 m —— 1.36(1.17, 1. ) -
gsz f ' 1::“; 2:; cHS1 363 124 —— 138 (1.13, 1.68)
—_— 1
INVADE 259 a0 127 096‘1 6 cns2 o " 083 (040, 2.16)
T —
Rotterdam . x ’ |4:u aa‘ . 90)7] INVADE 257 39 —_— 1.21(0.88, 1.65)
ce o " 1301085 200 Rotterdam i 18 1.05 (0.51, 2.16)
—_— 1
. 18 [‘ ’ ) SHIP 123 18 ————> 1.38(0.79, 2.40)
P“’"‘“ :3? o f“:‘uz ::“ Tromso a8 11 — 3 17.22(1.15,257.52)
o . 1. , 2

small studies ,1 ! 16 il Pooled small studses 207 B 1.16 (0.42, 3.20)
Sublotal (-squared = 0.0%, p = 0.445) <> 1.44(1.31,157) Subtotal (I-squared = 0.0%, p = 0.643) < 1.30(1.14,1.48)
NOTE: Weights are from random effects analysis MOTE: Waights are from random effects analysis

T T T
1 15 2 . ! ;

5
Hazard Ratio of combined endpoeint per SD inc

rease in average mean CCA-IMT

Panel3 o mbined endpoint (model A)

Study Subjects  Events HR (85% CI)
Men |
ARIC 488 141 —_— 0.83 (0.79, 1.08)
CHs1 407 1777 —_— 0.95 (0.81, 1.11)
CHs2 20 1 — 0.69(0.37, 1.28)
INVADE 229 30 —_— 1.13 (0.82, 1.55)
FRolerdam 72 28 —_—————————  1.28(0.84, 1.96)
SHIP 157 32 —_— 1.20 (0.86, 1.67)
Tromso 33 1 —_— > 1.26(0.65,244)
Pooled small studies 255 31 —_— 0.90 (0.60, 1.36)
Subtotal (l-squared = 0.0%, p = D.510) < 0.98 (0.90, 1.08)
Women
ARIC 843 140 ——— 1.07 (0.94,1.21)
CHS1 489 171 — 1.03 (0.88, 1.20)
CHs2 58 14 —¥ 1.99(1.17,3.38)
INVADE 259 40 —_— 1.06 (0.85, 1.33)
Rotterdam 86 23 —_— 0.95 (0.5, 1.64)
SHIP 126 18 ——t 0.72 (0.43, 1.19)
Tromso 48 14 —_————— 130(0.75,224)
Pooled small studies 217 10 — 0.89 (0.54, 1.80)
Sublotal (l-squared = 19.1%, p = 0.279) L - 1.06 (0.96, 1.18)
NOTE: Weights are from random effects analysis

T T T

1 15 2

5
HR of combined endpoint per SD increase of annual progression of meanCCA-IMT
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5 1 15 2
Hazard Ratio of combined endpoint per SD increase in average mean CCA-IMT

Panel 4

Combined endpoint (model B)

Study Subjects  Events HR (85% CI)
Men
ARIC 345 22 — 0.84 (0.68, 1.04)
CHS1 233 118 ——— 0.90 (0.73, 1.10)
CHs2 27 o< 0.00 (0.00,0.10)
INVADE 21 28 ———— 0.99 (0.68, 1.45)
Rotterdam 68 27 0.80(0.47. 1.72)
SHIP 154 32 (—:|—o——— 1.29(0.88, 1.81)
Tromso 2 8 0.03(0.00, 4.84)
Pooled small studies 241 31 . 0.96 (0.62, 1.48)
Sublotal {-squared = 45.5%, p = 0.076) 0.94(0.77.1.15)
‘Women
ARIC 469 74 —_— 1.23 (0.8, 1.54)
CHs1 363 124 —_— 1.02(0.82, 1.28)
CHS2 57 13 ————3 3.84(1.43,10.82)
INVADE 257 39 —_— 1.03 (0.80, 1.34)
Rotterdam 77 19 1.02 (0.48, 2.16)
SHIP 123 1B 0.80 (0.42, 1.54)
Tromso 38 1" 0.40(0.07,211)
Pooled small studies 207 8 1.68 (0.50, 5.61)
Sublotal (I-squared = 33.8%, p = 0.158) - 1.11(0.92, 1.34)
NOTE: Weights are from random effects analysis

T T T

15 2

5
Hazard Ratio of combined endpoint per SD increase of annual progre:

ssion of meanCCA-IMT




SUPPLEMENTARY DATA

Supplementary Figure 6. Forest plot of HR of the combined endpoint (model B) per SD of average mean CCA-IMT (panel 1) and annual mean
CCA-IMT progression (panel 2), stratified by ethnicity

Panel1  Combined endpoint (model B) Panel 2 Combined endpoint (model B)

Study Subjects  Events HR (95% CI) Study Subjects  Events HR (95% C1)
Caucasian Caucasian
ARIG 577 11a _ =l 0.84(077,1.14) ARIC 577 19 —_— 0.94 (0.77,1.15)
CHS1 617 231 & s imaiaisy CHs1 617 231 —_— 0.94 (0.82,1.09)
INVADE a7 66 — % 117(092,149) INVADE 47 66 — . 1.01(0.83,1.24)
Rotterdam 141 45 - S 1.24(081,191) Rotterdam 141 45 0.93 (0.60, 1.45)
Pooled small studies 79 21 1.45 (0.85,2.48) Pooled small studies 79 21 > 1.00(0.58,1.72)
Subtotal (Fsquared = 50.3%, p = 0.090) f— — 1.17 (1.00,1.38) Sublotal (-squared = 0.0%, p = 0.982) <> 0.96 (0.87,1.06)
Other Other
ARIC 237 47 +————————————5 1.37(098,1.90) ARIC 237 47 T———%—> 126(098,161)
Pooled small studies 169 6 > 042(0.10,175) Pooled small studies 169 6 > 0.74(0.23,2.41)
CHs1 4 0 (Excluded) CHS1 4 0 (Excluded)
INVADE 7 1 (Excluded) INVADE 7 1 (Excluded)
Rotierdam 4 1 (Excluded) Rotterdam 4 1 (Excluded)
Subtotal (Fsquared = 59.9%, p=0.114) 0.94 (032, 2.75) Sublotal (Fsquared = 0.0%. p = 0.388) = 123(087.157)
Black Black
CHs1 35 11 € 236,86 (0.35, 159953.14) CHs1 35 1 € 2133.68 (0.08, 5.28e+07)
CHs2 B84 24 > 1.79(1.00,3.18) CHsz &4 24 > 1.18(0.70,2.02)
Subtotal (Fsquared = 53.4%, p = 0.143) 6.70 (0.10, 472.25) Subtotal (-squared = 52.4%, p = 0.147) 8.56 (0.01,5486.61)
NOTE: Weights are from random effects analysis NOTE: Weights are from random effects analysis

T T T T

7 1 15 5 1 15
Hazard Ratio of combined endpoint per SD increase in average mean CCA-IMT Hazard Ratio of combined endpoint per SD increase of annual progression of meanCCA-IMT
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SUPPLEMENTARY DATA

Members of the PROG-IMT Study group

Status as of 05™ november 2014

Stefan Agewall, MD, PhD, Prof.

Institute of Clinical Sciences,University of
Oslo, Oslo, Norway

and

Department of Cardiology, Oslo University
Hospital Ulleval, Oslo, Norway

Tadao Akizawa, MD, PhD, Prof
Division of Nephrology,Department of
Medicine,Showa University School of
Medicine, Tokyo, Japan

Mayuko Amaha, MD

Division of Nephrology,Department of
Internal Medicine,Shinmatsudo Central
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