Appendix File $4. Sensitivity analyses on cardiovascular mortality.

Figure A. Summary forest plot for sensitivity analysis on cardiovascular mortality by year (excluding

trials published before 2000)

Study or experiment control Risk Ratio Risk Ratio
Subgroup Events Total Events Total Weight IV, Random, 95% CI IV, Random, .95% CI
Peto et al (BDS) 1988 119 3429 59 1710 81% 1.01[0.74; 1.37] :
Steering et al (PHS) 1989 81 11037 83 11034 82% 0.98[0.72; 1.32]
Hansson et al (HOT) 1998 133 9399 140 93917 13.8% 0.95[0.75; 1.20] i
Meade et al (TPT) 1998 49 1268 49 1272 5.1% 1.00[0.68; 1.48]
I
|
de Gaetano et al (PPP) 2001 17 2226 31 2269 22% 0.56[0.31:1.01] e
Ridker et al (\WHS) 2005 120 19934 126 19942 12.3% 0.95[0.74; 1.22] ——
Belch et al (POPADAD) 2008 43 638 35 638 4.1% 1.23[0.80; 1.89] SEm
Ogawa et al (JPAD) 2008 1 1262 10 1277 0.2% 0.10[0.01;0.79] «———
Fowkes et al (AAA) 2010 35 1675 30 1675 33% 1.17[0.72;1.89] —
Ikeda et al (JPPP) 2014 58 7220 57 7244 58% 1.02[0.71:1.47] —'T—
Satio et al (JPAD2) 2017 7 992 7 1168 07% 1.18[0.41; 3.35] T
Bowman et al (ASCEND) 2018 210 7740 226 7740 22.3% 0.93[0.77:1.12]
Gaziano et al (ARRIVE) 2018 38 6270 39 6276 39% 0.98[0.62;1.52] !
McNeil et al (ASPREE) 2018 91 9525 112 9589 10.1% 0.82[0.62; 1.08] .
i
Total (95% Cl) 82615 81225 100.0% 0.95[0.87; 1.03]
Prediction interval [0.86; 1.04]
Heterogeneity: Tau® = 0; Chi’ = 11.49, df = 13 (P = 0.57); I = 0% I T J !
Residual heterogeneity: Tau? = NA; Chi® = 11.26, df = 12 (P = 0.51); I = 0% 0.3 0.5 1 2

Test for overall effect: Z = -1.20 (P = 0.23) RR
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Figure B. Summary forest plot for sensitivity analysis on cardiovascular mortality by blinding

(excluding open-label trials)

Study or experiment control Risk Ratio Risk Ratio
Subgroup Events Total Events Total Weight IV, Random, 95% CI IV, Random, 95% CI
double-blind :

Steering et al (PHS) 1989 81 11037 83 11034 82% 0.98[0.72; 1.32]

Hansson et al (HOT) 1998 133 9399 140 9391 13.8% 0.95[0.75; 1.20]

Meade et al (TPT) 1998 49 1268 49 1272 5.1% 1.00[0.68; 1.48]

Ridker et al (WHS) 2005 120 19934 126 19942 12.3% 0.95[0.74; 1.22]

Belch et al (POPADAD) 2008 43 638 35 638 4.1% 1.23]0.80; 1.89] —&
Bowman et al (ASCEND) 2018 210 7740 226 7740 223% 0.93[0.77:1.12]

Gaziano et al (ARRIVE) 2018 38 6270 39 6276 3.9% 0.98[0.62; 1.52]

McNeil et al (ASPREE) 2018 91 9525 112 9589 10.1%  0.82[0.62; 1.08]
Total (95% CI) 67486 83.0%
Hetere eity: T

67557 83.0% 0.95[0.87; 1.05]

Fowkes et al (AAA) 2010 35 1675 30 1675 3.3% 1.17[0.72: 1.89] — -
I
I

open-label

Peto et al (BDS) 1988 119 3429 59 1710 8.1% 1.01]0.74; 1.37] ——
de Gaetano et al (PPP) 2001 17 2226 31 2269 2.2% 0.56[0.31; 1.01] _
Ogawa et al (JPAD) 2008 1 1262 10 1277 0.2% 0.10[0.01;0.79) «—— |
lkeda et al (JPPP) 2014 58 7220 57 7244 58% 1.02]0.71; 1.47] —fr—
Satio et al (JPADZ2) 2017 7 992 7 1168 07% 1.18[0.41; 3.35] '
Total (95% Cl) 15129 1 17.0% 0.85[0.59; 1.22 é
Heter I = (0.0743; Chi"=8.04, df =4 (P = = :

|
Total (95% CI) 82615 81225 100.0% 0.95[0.87; 1.03] <>
Prediction interval [0.86; 1.04] —
Heterogeneity: Tau® = 0: Chi® = 11.49, df = 13 (P = 0.57); I = 0% I T !
Residual heterogeneity: Tau® = NA; Chi? = 11.40, df = 12 (P = 0.50); > = 0% 0.3 0.5 1 2

Test for overall effect: Z =-1.20 (P = 0.23) RR



Figure C. Summary forest plot for sensitivity analysis on cardiovascular mortality by study quality

(excluding high risk trials)

Study or experiment control Risk Ratio Risk Ratio
Subgroup Events Total Events Total Weight IV, Random, 95% CI IV, Random, IQS% Ci
High risk !

Peto et al (BDS) 1988 119 3429 59 1710 8.1% 1.01[0.74;1.37] :

Steering et al (PHS) 1989 81 11037 83 11034 8.2% 098[0.72;1.32]

Meade et al (TPT) 1998 49 1268 49 1272 51% 1.00[0.68; 1.48] ;

de Gaetano et al (PPP) 2001 17 2226 31 2269 22% 056[0.31;1.01] ——a——m

Ogawa et al (JPAD) 2008 1 1262 10 1277 0.2% 0.10[0.01;0.79] «—— |

Ikeda et al (JPPP) 2014 58 7220 57 7244 58% 1.02[0.71;1.47] —Ir—
Satio et al (JPAD2) 2017 7 992 7 1168 0.7% 1.18[0.41; 3.35] ;

Total (95% CI) 27434 25974 30.3% 0.93[0.76; 1.14] <:'>

He T = 0.0187; Chi" =8.23,df = 6 (P = 0.22); " = 27 !

Low risk X

Hansson et al (HOT) 1998 133 9399 140 9391 13.8% 0.95[0.75; 1.20] I

Ridker et al (WHS) 2005 120 19934 126 19942 12.3% 0.95[0.74; 1.22] i

Belch et al (POPADAD) 2008 43 638 35 638 4.1% 1.23[0.80;1.89] —
Fowkes et al (AAA) 2010 35 1675 30 1675 3.3% 1.17[0.72;1.89] —_—
Bowman et al (ASCEND) 2018 210 7740 226 7740 223% 093[0.77:1.12]

Gaziano et al (ARRIVE) 2018 38 6270 39 6276 39% 0.98[0.62;1.52] !

McNeil et al (ASPREE) 2018 91 9525 112 9589 10.1% 0.82[0.62; 1.08] ;

Total (95% CI) 55181 55251 69.7%  0.95[0.85; 1.05]

Heterogeneity: Tau® = 0; Chi®=3.26,d =6 (P=0.78); I"=0 i

Total (95% Cl) 82615 81225 100.0% 0.95[0.87; 1.03]

Prediction interval [0.86; 1.04]

Heterogeneity: Tau® = 0: Chi® = 11.49, df = 13 (P = 0.57); I = 0% T J

Residual heterogeneity: Tau® = NA; ChiZ = 11.49, df = 12 (P = 0.49): I = 0% 0.3 0.5 1 2

Test for overall effect: Z = -1.20 (P = 0.23) RR



Figure D. Summary forest plot for sensitivity analysis on cardiovascular mortality by asymptomatic

PAD (excluding asymptomatic PAD trials)

Study or experiment control Risk Ratio Risk Ratio
Subgroup Events Total Events Total Weight IV, Random, 95% CI 1V, Random, I95".. [#]

no 1

Peto et al (BDS) 1988 119 3429 59 1710 81% 1.01[0.74; 1.37] :

Steering et al (PHS) 1989 81 11037 83 11034 82% 0.98[0.72; 1.32]

Hansson et al (HOT) 1998 133 9399 140 9391 13.8% 0.95[0.75; 1.20] .

Meade et al (TPT) 1998 49 1268 49 1272 5.1% 1.00[0.68; 1.48]

de Gaetano et al (PPP) 2001 17 2226 31 2269 22% 0.566[0.31;1.01] :

Ridker et al (WHS) 2005 120 19934 126 19942 12.3% 0.95[0.74; 1.22]

Ogawa et al (JPAD) 2008 1 1262 10 1277  0.2% 0.10[0.01;0.79] «— |

lkeda et al (JPPP) 2014 58 7220 57 7244 58% 1.02[0.71;1.47] ;

Satio et al (JPAD2) 2017 7 992 7 1168 0.7% 1.18[0.41; 3.35] T

Bowman et al (ASCEND) 2018 210 7740 226 7740 223% 093[0.77;1.12] i

Gaziano et al (ARRIVE) 2018 38 6270 39 6276 39% 0.98[0.62;1.52]

McNeil et al (ASPREE) 2018 91 9525 112 9589 10.1%  0.82[0.62; 1.08] —&-

Total (95% CI) 80302 78912 92.6% 0.93[0.85;1.02] <

Het : = 0; Chi“=9.24, df =11 (P =0.60); "= 0 i

yes !

Belch et al (POPADAD) 2008 43 638 35 638 41% 1.23]0.80;1.89] —
Fowkes et al (AAA) 2010 35 1675 30 1675 33% 1.17[0.72;1.89] —r—
Total (95% Cl) 2313 2313 7.4% 1.20 [0.87; 1.66] _—_—
Heterogeneity: Tau® = 0; Chi“ = 0.02,df=1(P=0.88); 1"=0 i

Total (95% CI) 82615 81225 100.0%  0.95[0.87; 1.03] <
Prediction interval [0.86; 1.04] —
Heterogeneity: Tau® = 0; Chi® = 11.49, df = 13 (P = 0.57); I = 0% ) !
Residual heterogeneity: Tau? = NA; Chi® = 0.26, df = 12 (P = 0.68); I* = 0% 0.3 0.5 1 2

Test for averall effect: Z = -1.20 (P = 0.23) RR



Figure E. Summary forest plot for sensitivity analysis on cardiovascular mortality by male populations

(excluding 100% male individual trials)

Study or experiment control Risk Ratio Risk Ratio
Subgroup Events Total Events Total Weight IV, Random, 95% CI IV, Random, 95|°o Cl
male |
Peto et al (BDS) 1988 119 3429 59 1710 8.1% 1.01[0.74; 1.37]
Steering et al (PHS) 1989 81 11037 83 11034 82% 0.98[0.72; 1.32]
Meade et al (TPT) 1998 49 1268 49 1272 51% 1.00[0.68; 1.48] ;
Total (95% ClI) 15734 14016 21.4% 0.99 [0.82; 1.20]
Heterogeneity =0;Chi"=0.02,df =2 (P=0.99); I"= |

I
non all male '
Hansson et al (HOT) 1998 133 9399 140 9391 13.8% 0.95[0.75; 1.20] .
de Gaetano et al (PPP) 2001 17 2226 31 2269 22% 0.56[0.31;1.01] ﬂ
Ridker et al (WHS) 2005 120 19934 126 19942 12.3% 0.95[0.74; 1.22]
Belch et al (POPADAD) 2008 43 638 35 638 4.1% 1.23[0.80;1.89] ———
Ogawa et al (JPAD) 2008 1 1262 10 1277 0.2% 0.10[0.01;0.79] «— |
Fowkes et al (AAA) 2010 35 1675 30 1675 3.3% 1.17[0.72; 1.89] —
lkeda et al (JPPP) 2014 58 7220 57 7244 58% 1.02[0.71;1.47] T
Satio et al (JPADZ) 2017 7 992 7 1168 0.7% 1.18[0.41; 3.35] T
Bowman et al (ASCEND) 2018 210 7740 226 7740 22.3% 093[0.77:1.12] —i—
Gaziano et al (ARRIVE) 2018 38 6270 39 6276 3.9% 0.98[0.62; 1.52] ——
McNeil et al (ASPREE) 2018 10.1%  0.82 [0.62; 1.08] —&-
Total (95% CI) 78.6%  0.94[0.84; 1.04] <
Heteroge ) U = :

I
Total (95% Cl) 82615 81225 100.0% 0.95[0.87; 1.03] <
Prediction interval [0.86; 1.04] =
Heterogeneity: Tau® = 0: Chi® = 11.49, df = 13 (P = 0.57); I = 0% f T !
Residual heterogeneity: Tau® = NA; Chi® = 11.19, df =12 (P = 0.51); I° = 0% 0.2 0.5 1 2

Test for overall effect: Z=-1.20 (P = 0.23) RR



Figure F. Summary forest plot for sensitivity analysis on cardiovascular mortality by diabetes status

(excluding 100% diabetic individual trials and restricted on 100% diabetic individual trials)

Study or

Subgroup

no

Peto et al (BDS) 1988
Steering et al (PHS) 1989
Hansson et al (HOT) 1998
Meade et al (TPT) 1998

de Gaetano et al (FPP) 2001
Ridker et al (WHS) 2005
Fowkes et al (AAA) 2010
|keda et al (JPPF) 2014
Gaziano et al (ARRIVE) 2018
McNeil et al (ASPREE) 2018

Heterogeneity: Tau® = 0; Chi® = 5.33,

yes

Belch et al (POPADAD) 2008
Ogawa et al (JPAD) 2008
Satio et al (JPAD2) 2017
Bowman et al (ASCEND) 2018

Heterogeneity: Tau® = 0.0740; Chi’

Total (95% Cl)
Prediction interval

experiment

Events Total Events Total Weight IV, Random, 95% CI

119 3429
81 11037
133 9399
49 1268
17 2226
120 19934
35 1675
58 7220
38 6270
91 9525

43 638
1 1262
7 992
210 7740

82615

control

59
83
140
49
31
126

35
10
7
226

1710 8.1%
11034 8.2%
9391 13.8%
1272 51%
2269 2.2%
19942 12.3%
1675 3.3%
7244 5.8%
6276 3.9%
9589 10.1%
70402 72.7%
638 4.1%
1277 0.2%
1168 0.7%
7740 22.3%
10823 27.3%

81225 100.0%

Heterogeneity: Tau® = 0; Chi® = 11.49, df = 13 (P = 0.57); > = 0%

Residual heterogeneity: Tau® = NA; Chi® = 11.46, df = 12 (P = 0.49); I> = 0%

Test for overall effect: Z =-1.20 (P =0.23)

Risk Ratio

1.01[0.74; 1.37]
0.98 [0.72; 1.32]
0.95 [0.75; 1.20]
1.00 [0.68; 1.48]
0.56 [0.31; 1.01]
0.95 [0.74; 1.22]
1.17[0.72; 1.89]
1.02 [0.71; 1.47]
0.98 [0.62; 1.52]
0.82 [0.62; 1.08]

I.I I— :I.I :_' 1 . .IE_|]

1.23 [0.80; 1.89]
0.10 [0.07; 0.79]
1.18 [0.41; 3.35]
0.93[0.77: 1.12]
45]

0.97 [0.65: 1

0.95 [0.87; 1.03]
[0.86; 1.04]

Risk Ratio
IV, Random, |95°o [#]

——

|o----

0.3 0.5 1

RR



Figure G. Summary forest plot for sensitivity analysis on cardiovascular mortality by placebo use

(excluding placebo use trials)

Study or experiment control Risk Ratio Risk Ratio
Subgroup Events Total Events Total Weight IV, Random, 95% CI IV, Random, I.‘JS% Cl

no I

Peto et al (BDS) 1988 119 3429 59 1710 8.1% 1.01[0.74; 1.37] !

de Gaetano et al (PPP) 2001 17 2226 31 2269 22% 0.56[0.31;1.01] ——8—

Ogawa et al (JPAD) 2008 1 1262 10 1277  0.2% 0.10[0.01;0.79] <———

Ikeda et al (JPPP) 2014 58 7220 57 7244 58% 1.02[0.71;1.47] —'T—
Satio et al (JPAD2) 2017 7 992 7 1168 0.7% 1.18[0.41; 3.35] T

Total (95% Cl) 15129 13 17.0% 0.85[0.59; 1.22 C,‘J>—
Heterogeneity: Tau® = 0.0743; Chi* = 8.04, df = 4 (P = ;

yes i

Steering et al (PHS) 1989 81 11037 83 11034 82% 0.98[0.72; 1.32]

Hansson et al (HOT) 1998 133 9399 140 9391 13.8% 0.95[0.75; 1.20]

Meade et al (TPT) 1998 49 1268 49 1272 5.1% 1.00[0.68; 1.48] ,

Ridker et al (WHS) 2005 120 19934 126 19942 12.3% 0.95[0.74; 1.22] .

Belch et al (POPADAD) 2008 43 638 35 638 4.1% 1.23[0.80; 1.89] —
Fowkes et al (AAA) 2010 35 1675 30 1675 3.3% 1.17[0.72; 1.89] ——
Bowman et al (ASCEND) 2018 210 7740 226 7740 223% 0.93[0.77:1.12]

Gaziano et al (ARRIVE) 2018 38 6270 39 6276 3.9% 0.98[0.62; 1.52] !

McNeil et al (ASPREE) 2018 91 9525 112 9589 10.1% 0.82 [0.62; 1.08]
Total (95% Cl) 67557 83.0% 0.95[0.87; 1.05]

Total (95% Cl) 82615 81225 100.0%  0.95[0.87; 1.03]

Prediction interval [0.86; 1.04]

Heterogeneity: Tau® = 0: Chi® = 11.49, df = 13 (P = 0.57); I = 0% f ! J !
Residual heterogeneity: Tau® = NA; Chi? = 11.40, df = 12 (P = 0.50); I = 0% 0.3 0.5 1 2

Test for overall effect: Z =-1.20 (P = 0.23) RR



Figure H. Summary forest plot for sensitivity analysis on cardiovascular mortality by excluding TPT

trial

Study or experiment control Risk Ratio Risk Ratio
Subgroup Events Total Events Total Weight IV, Random, 95% CI IV, Random, I95% CI
no 1
Peto et al (BDS) 1988 119 3429 59 1710 8.1% 1.01[0.74; 1.37] :
Steering et al (PHS) 1989 81 11037 83 11034 8.2% 0.98[0.72; 1.32]
Hansson et al (HOT) 1998 133 9399 140 9391 13.8% 0.95[0.75; 1.20] i
de Gaetano et al (PPP) 2001 17 2226 31 2269 22% 0.56[0.31;1.01]
Ridker et al (WHS) 2005 120 19934 126 19942 12.3% 0.95[0.74; 1.22]
Belch et al (POPADAD) 2008 43 638 35 638 4.1% 1.23[0.80; 1.89] —
Ogawa et al (JPAD) 2008 1 1262 10 1277 0.2% 0.10[0.01;0.79] «— |
Fowkes et al (AAA) 2010 35 1675 30 1675 33% 1.17[0.72; 1.89] ——
Ikeda et al (JPPP) 2014 58 7220 57 7244 58% 1.02[0.71;1.47] —'T—
Satio et al (JPAD2) 2017 7 992 7 1168 0.7% 1.18[0.41; 3.35] T
Bowman et al (ASCEND) 2018 210 7740 226 7740 22.3% 0.93[0.77:1.12] j:
Gaziano et al (ARRIVE) 2018 38 6270 39 6276 3.9% 0.98[0.62; 1.52] !
McNeil et al (ASPREE) 2018 91 9525 112 9589 10.1% 0.82[0.62; 1.08] —&—-
Total (95% CI) 81347 79953 94.9%  0.95[0.86; 1.03] <
Heterogeneity: Tau® = 0; Chi® = 11.41, df = 12 (P = 0.49); =0 i

I
yes X
Meade et al (TPT) 1998 49 1268 49 1272 5.1% 1.00[0.68; 1.48]
Total (95% CI) 1268 1272 5.1%  1.00 [0.68; 1.48] —
Heteroge 0t aj l

|
Total (95% Cl) 82615 81225 100.0% 0.95[0.87; 1.03] <
Prediction interval [0.86; 1.04] —
Heterogeneity: Tau® = 0; Chi® = 11.49, df = 13 (P = 0.57); I = 0% ! !
Residual heterogeneity: Tau® = NA; Chi = 11.41, df = 12 (P = 0.49); I = 0% 0.3 0.5 1 2

Test for overall effect: Z = -1.20 (P = 0.23) RR





