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Figure 1. Funnel plots for nonfatal myocardial infarction and all-cause mortality.
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1B. All-cause mortality

Funnel Plot of Standard Error by Log odds ratio

0.0

0.1

0.2

0.3

Standard Error

0.4

05 4
&
-2.0 -1.5 -1.0 -0.5 0.0 0.5 1.0 1.5 2.0

Log odds ratio

© 2021 American Medical Association. All rights reserved.



eFigure 2. Treatment effect of myocardial infarction (MI) and all-cause mortality by study type

2A. Revascularization

B Death H MI

Intervention Intervention Control Control OR
Study Events Total Events Total (95 %CI)
RITA-1, 1998 39 510 45 501 0.84(054-131) . —
RITA-1, 1998 55 510 37 501 1.52(0.98-235) Y
RITA-2, 1997 1 504 7 514 162(062-42) =
RITA-2, 1997 21 504 10 514 219(1.02-47) — %>
RITA-3, 2005 102 895 132 915 0.76(0.58 - 1.01) —
RITA-3, 2005 46 895 57 915 082(055-1.22) e —
COURAGE, 2007 85 1149 95 1138 0.88(0.65-1.19) —
COURAGE, 2007 143 1149 128 1138 1.12(0.87-1.45) N
OAT, 2006 87 1082 84 1084 104 (0.76-1.42) e
OAT, 2006 57 1082 40 1084 1.45(0.96-2.19) —
BARI 2D, 2009 155 1176 161 1192 0.97(0.77-1.23) —
BARI 2D, 2009 118 1176 138 1192 0.85(0.66-1.1) —
ROOBY-FS, 2017 168 1104 131 1099 1.33(1.04-17) —
ROOBY-FS, 2017 134 1104 105 1099 1.31(1-1.71) |
FREEDOM, 2012 118 953 86 947 1.41(1.05-1.9) —
FREEDOM, 2012 99 953 48 947 217 (1.52-3.1) —
CORONARY, 2016 346 2375 322 2377 1.09(092-1.28) T
CORONARY, 2016 178 2375 194 2377 091(0.74-1.13) —
SORT OUT IIl, 2014 153 1162 138 1170 1.13(0.89-1.45) -
SORT OUT Ill, 2014 64 1162 66 1170 0.97 (0.68 -1.39) . E—
EXAMINATION, 2016 65 751 88 747 0.71(0.51-0.99) — &
EXAMINATION, 2016 35 751 27 747 1.3(0.78-2.18) e
NORSTENT, 2016 331 4504 302 4509 1.1(0.94-13) T
NORSTENT, 2016 493 4504 566 4509 0.86(0.75-0.97) —u
EXCEL, 2019 119 948 89 957 1.4(1.05-1.87) —
EXCEL, 2019 86 948 79 957 1.11(0.81-153) —
DANAMI 3-DEFER, 2016 44 603 53 612 0.83(0.55-1.26) I E—
DANAMI 3-DEFER, 2016 42 603 40 612 1.07 (0.68 - 1.68) N
ISCHEMIA, 2020 145 2588 144 2591 1.01(0.8-1.28) ——
ISCHEMIA, 2020 210 2588 233 2591 0.89(0.74-1.09) —
COMPLETE, 2019 96 2016 106 2025 0.91(0.68-1.2) —
COMPLETE, 2019 109 2016 160 2025 0.67(0.52-0.86) —
REGROUP, 2019 37 576 46 574 0.79(0.5-1.23) - &
REGROUP, 2019 28 576 38 574 0.72(044-1.19) —_—

050 071 1.0 25
Odds Ratio and 95% CI
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2B. Primary prevention

B Death H MI
Intervention Intervention Control Control OR
Study Events Total Events Total (95 %Cl)
Hjermann et al, 1981 16 604 24 628 0.68(0.36-13) —_—
Hjermann et al, 1981 13 604 22 628 0.61(03-1.21) -
LRC-CPPT, 1984 68 1906 71 1900 0.95(0868-1.34) —a—
LRC-CPPT, 1984 130 1906 158 1900 0.81(0.63-1.03) —
Kornitzer et al, 1983 283 8525 396 9855 0.82(0.7-0.96) —
Komitzer et al, 1983 79 8525 126 9855 0.72(0.54-0.96) —
Rose et al, 1983 402 9734 282 7617 1.12(0.96-1.31) ™
Rose et al, 1983 230 9734 175 7617 1.03(0.84-1.26) -
PHS, 1989 217 11037 227 11034 0.95(0.79-1.15) —-
PHS, 1989 129 11037 213 11034 06(0.48-0.75) -
SAPAT, 1992 82 1009 106 1026 0.77 (0.57-1.04) —
SAPAT, 1992 47 1009 78 1026 0.59 (0.41-0.86) —
AFCAPS/TexCAPS, 1998 80 3304 77 3301 1.04(0.76-1.43) -1
AFCAPS/TexCAPS, 1998 52 3304 84 3301 0.61(0.43-0.87) —
Women's Health Study aspirin, 2005 609 19934 642 19942 0.95(0.85-1.06) -
Women's Health Study aspirin, 2005 184 19934 181 19942 1.02(0.83-1.25) -
Women's Health Study vitamin D, 2005 636 19937 615 19939 1.04 (0.93-1.16) ™
Women's Health Study vitamin D, 2005 184 19937 181 19939 1.02(0.83-1.25) ——
ALERT, 2003 143 1050 138 1052 1.04(0.81-1.34) -
ALERT, 2003 48 1050 66 1052 0.68(0.47-1.01) —
CARDS, 2004 61 1428 82 1410 0.72(051-1.02) —
CARDS, 2004 25 1428 41 1410 0.59(0.36-0.98) —
DIAD, 2009 18 561 15 562 1.21(06-242) —
DIAD, 2009 7 561 10 562 07(026-185) e R
JPPP, 2014 297 7220 303 7244 0.98(0.83-1.16) =
JPPP, 2014 20 7220 38 7244 0.53(0.31-091) e —
ASCEND aspirin, 2018 748 7740 792 7740 0.94 (0.84-1.04) -
ASCEND aspirin, 2018 191 7740 195 7740 098(08-1.2) -
ASCEND omega-3, 2018 752 7740 788 7740 0.95(0.85-1.05) -
ASCEND omega-3, 2018 186 7740 200 7740 0.93(0.76-1.14) —
HOPE-3, 2016 334 6361 357 6344 0.93(08-1.08) -
HOPE-3, 2016 45 6361 69 6344 0.65(0.44-0.94) —
ARRIVE, 2018 160 6270 161 6276 0.99(0.8-1.24) -
ARRIVE, 2018 88 6270 98 6276 09(067-12) B
CSPPT, 2015 302 10348 320 10354 0.94(08-1.11) —-
CSPPT, 2015 20 10348 20 10354 1(054-1.86) B —
PROMISE, 2015 74 4996 75 5007 0.99(0.72-1.37) -
PROMISE, 2015 30 4996 40 5007 0.75(047-1.21) —
SCOT-HEART, 2018 43 2073 43 2073 1(0.65-1.53) i —
SCOT-HEART, 2018 44 2073 73 2073 0.59(0.41-087) —
ASPREE, 2018 558 9525 494 9589 1.15(1.01-1.3) i
ASPREE, 2018 157 9525 170 9589 0.93(0.75-1.16) —
VITAL omega-3, 2019 493 12933 485 12938 1.02(0.9-1.16) -
VITAL omega-3, 2019 132 12933 174 12938 0.76 (0.6-0.95) e
VITAL vitamin D, 2019 485 12927 493 12944 0.98(087-1.12) -+
VITAL vitamin D, 2019 145 12927 161 12944 09(0.72-1.13) -
THEMIS, 2019 579 9619 592 9601 0.97(0.87-1.1) -
THEMIS, 2019 251 9619 300 9601 0.83(0.7-0.98) —
| I I I D |

025 050 1.0 25
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2C. Mixed primary/secondary prevention

W Death H MI
Intervention Intervention Control Control OR
Study Events Total Events Total (95 %Cl)
UKPDS 33, 1998 489 2729 213 1138 0.95(0.79-1.13) ==
UKPDS 33, 1998 197 2729 101 1138 0.8(062-1.03) -
ETDRS, 1992 340 1856 366 1855 0.91(0.77-1.08) -
ETDRS, 1992 194 1856 216 1855 0.89(0.72-1.09) —
SALT, 1991 61 676 69 684 0.88(062-1.27) —
SALT, 1991 36 676 40 684 0.91(0.57-1.44) =
STOP-Hypertension, 1991 36 812 63 815 0.55(0.36-0.84) =
STOP-Hypertension, 1991 19 812 22 815 0.86 (0.46- 1.61) —
SHEP, 1991 213 2365 242 2371 0.87(0.72-1.06) =T
SHEP, 1991 50 2365 74 2371 0.67 (0.47-0.96) —
SOLVD, 1992 765 3396 844 3401 0.88(0.79-0.99) -
SOLVD, 1992 169 3396 230 3401 0.72(059-0.89) -
Indo-Mediterranean Diet Heart Study, 2002 24 499 38 501 0.62(0.36-1.04) —
Indo-Mediterranean Diet Heart Study, 2002 21 499 43 501 047(0.27-0.8) —
CAPPP, 1999 184 5492 190 5493 097(079-1.19) ——
CAPPP, 1999 137 5492 128 5493 1.07 (0.84 - 1.37) i
NORDIL, 2000 231 5410 228 5471 1.03(0.85-1.24) -+
NORDIL, 2000 185 5410 132 5471 1.19(0.94-151) Sl
ALLHAT, 2000 851 15268 514 9067 098(0.88-1.1) hi
ALLHAT, 2000 390 15268 235 9067 0.99(084-1.18) —--
HPS Group, vitamins 2002 1446 10269 1389 10267 1.05(0.97-1.13) I
HPS Group, vitamins 2002 464 10269 467 10267 0.99(0.87-1.13) -+
HPS Group, simvastatin 2002 1328 10269 1507 10267 0.86(0.8-093) -
HPS Group, simvastatin 2002 357 10269 574 10267 0.61(0.53-0.7) -
ALLHAT-LLT, 2002 631 5170 641 5185 0.99(0.88-1.11) -
ALLHAT-LLT, 2002 220 5170 259 5185 0.85(0.7-1.02) -
LIFE, 2002 66 660 93 666 068(049-096) —
LIFE, 2002 31 660 36 666 0.86 (0.53-1.41) —_—
PROSPER, 2002 298 2891 306 2913 0.98(0.83-1.16) -+
PROSPER, 2002 222 2891 254 2913 0.87(072-1.05) -
ESPRIT, 2006 93 1363 107 1376 0.87(0.65-1.16) —
ESPRIT, 2006 27 1363 29 1376 0.94 (0.55-1.59) ——
PHS 11, 2012 1345 7317 1412 7324 0.94 (0.87-1.02) -
PHS 11, 2012 290 7317 292 7324 099(0.84-1.17) -
4D, 2005 297 619 320 636 0.91(073-1.14) —-.
4D, 2005 70 619 79 636 09(064-1.27) s
FIELD, 2005 356 4895 323 4900 1.11(0.95-1.3) ™
FIELD, 2005 158 4895 207 4900 0.76 (0.61-093) -
RUTH, 2006 554 5044 595 5057 093(082-105) -
RUTH, 2006 183 5044 208 5057 0.88(0.72-1.07) -
WAFACS, 2008 250 2721 256 2721 0.97(0.81-1.17) -
WAFACS, 2008 65 2721 74 2721 0.88(062-1.23) ——
Zacharski et al, 2007 125 636 148 641 0.81(0.62-1.07) —T
Zacharski et al, 2007 61 636 58 641 1.07 (0.73-1.58) -
(I I I I I |
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2C. (continued)

W Death H MI

Intervention Intervention Control Control OR
Study Events Total Events Total (95 %Cl)
WAVE, 2007 99 1080 96 1081 1.04 (0.77-1.39) —
WAVE, 2007 54 1080 66 1081 0.81(0.56-1.17) .
VADT, 2015 275 837 258 818 106 (086-1.31) -
VADT, 2015 103 837 119 818 0.82(0.62-1.09) - T
ADVANCE, 2007 408 5569 471 5571 0.86(0.75-0.98) -
ADVANCE, 2007 136 5569 1356 5571 1.01(0.79-1.28) —
ADVANCE, 2008 498 5571 533 5569 093(0.82-1.05) =T
ADVANCE, 2008 163 5571 156 5569 0.98(0.78-1.23) -
TRANSCEND, 2008 364 2954 349 2972 1.06(09-1.24) T
TRANSCEND, 2008 116 2954 147 2972 0.79(0.61-1.01) -
RECORD, 2009 136 2220 157 2227 0.86(0.68-1.09) -7
RECORD, 2009 57 2220 46 2227 1.25(0.84-1.85) 1T
ACCORD BP, 2010 150 2362 144 2371 105(083-1.33) -
ACCORD BP, 2010 126 2362 146 2371 0.86(0.67-1.1) -7
ACCORD fencfibrate, 2010 203 2765 221 2753 091(0.74-1.11) -
ACCORD fencfibrate, 2010 173 2765 186 2753 092(0.74-1.14) .
ACCORD, 2011 391 5128 327 5123 1.21(1.04-1.41) —
ACCORD, 2011 287 5128 344 5123 0.82(0.7-0.97) —
AHEAD, 2013 174 2570 202 2575 0.85(0.69-1.05) T
AHEAD, 2013 159 2570 183 2575 0.86(0.69-1.07) —T
CHARISMA, 2006 37 7802 374 7801 099(0.86-1.15) -
CHARISMA, 2006 146 7802 155 7801 094 (0.75-1.18) -
NAVIGATOR, valsartan 2010 295 4631 327 4675 0.9(0.77-1.06) —T
NAVIGATOR, valsartan 2010 119 4631 119 4675 1.01(0.78-1.31) —
NAVIGATOR, nateglinide 2010 310 4645 312 4661 1(0.85-1.17) 4
NAVIGATOR, nateglinide 2010 116 4645 122 4661 095(0.74-1.23) -
PRoFESS, 2008 739 10181 756 10151 097 (0.88-1.08) -
PRoFESS, 2008 151 10181 146 10151 1.03(0.82-13) -
ROADMAP, 2011 26 2232 15 2215 1.73(0.91-3.27) T
ROADMAP, 2011 16 2232 32 2215 0.49(0.27-09) e —
IRIS, 2016 136 1939 146 1937 093(0.73-1.18) T
IRIS, 2016 45 1939 64 1937 0.7 (0.47-1.02) - 1
PERFORM, 2011 594 9556 587 9544 1.01(09-1.14) -+
PERFORM, 2011 140 9556 114 9544 1.23(0.96-1.58) T
SAVOR-TIMI 53, 2013 420 8280 378 8212 1.11(0.96-1.28) ™
SAVOR-TIMI 53, 2013 242 8280 259 8212 0.92(077-1.1) T
EMPA-REG OUTCOME, 2015 269 4687 194 2333 067 (0.55-0.81) —
EMPA-REG OUTCOME, 2015 251 4687 136 2333 091(0.74-1.13) -
SPRINT, 2015 165 4678 210 4683 0.73(0.59-09) —
SPRINT, 2015 97 4678 116 4683 0.83(063-1.1) T
LEADER, 2016 381 4668 447 4672 0.84 (0.73-0.97) —
LEADER, 2016 281 4668 317 4672 0.88(0.75-1.04) T
SPRINT, 2016 73 1317 107 1319 0.66 (0.49-0.9) -
SPRINT, 2016 37 1317 53 1319 069(045-1.06) A
EXSCEL, 2017 507 7356 584 7396 0.86(0.76-0.98) =
EXSCEL, 2017 466 7356 480 7396 097 (0.85-1.11) -
CARES, 2018 243 3098 199 3092 1.24(1.02-15) —
CARES, 2018 111 3098 118 3092 094 (0.72-1.22) M
TSTNT, 2020 88 1430 93 1430 0.94 (0.7-1.27) N
TSTNT, 2020 15 1430 23 1430 065(0.34-1.25) —_—
Polylran, 2019 202 3421 222 3417 09(074-11) T
Polylran, 2019 7 3421 23 3417 0.3(0.13-0.71) D —
REDUCE-IT, 2019 274 4089 310 4090 0.88(0.74-1.04) T
REDUCE-IT, 2019 237 4089 332 4090 0.7 (0.59-0.83) -
REWIND, 2019 536 4949 592 4952 0.89(0.79-1.01) -7
REWIND, 2019 205 4949 212 4952 097 (0.79-1.18) ™
Nissen et al, 2018 65 4455 71 4450 0.91(0.65-1.28) — T
Nissen et al, 2018 68 4455 67 4450 1.01(0.72-142) b
SUSTAIN-6, 2016 62 1648 60 1649 1.04(0.72-1.49) -
SUSTAIN-6, 2016 47 1648 64 1649 0.73(0.5-1.07) T
CARMELINA, 2019 367 3494 373 3485 098(0.84-1.14) -
CARMELINA, 2019 156 3494 135 3485 1.16 (0.92 - 1.47) T
DECLARE-TIMI 58, 2019 529 8582 570 8578 092(0.82-1.04) T
DECLARE-TIMI 58, 2019 393 8582 441 8578 0.89(0.77-1.02) —T
PIVOTAL, 2019 246 1093 269 1048 0.84 (0.69-1.03) —*T
PIVOTAL, 2019 62 1093 93 1048 0.62(0.44-0.86) —
LoDoCo2, 2020 73 2762 60 2760 1.22(0.86-1.73) I
LoDoCo2, 2020 85 2762 117 2760 072(054-095) I
Bonaca et al, 2020 321 3286 297 3278 1.09(0.92-1.28) T
Bonaca et al, 2020 131 3286 148 3278 0.88(0.69-1.12) I

025 0.50 1.0 25
Odds Ratio and 95% CI
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2D. Secondary prevention

W Death H MI

Intervention Intervention Control Control OR
Study Events Total Events Total (95 %Cl)
Coronary Drug Project, 1972 160 1083 339 2715 1.21(0.99-1.49) —
Coronary Drug Project, 1972 89 1053 202 2618 1.1(0.85-143) —_
Taylor et al, 1982 60 632 48 471 092(062-138) —
Taylor et al, 1982 59 632 54 471 0.8(054-1.17) —_—
AMIS, 1980 245 2267 219 2257 1.13(093-1.37) T
AMIS, 1980 143 2267 183 2257 0.76 (0.61-0.96 ) —
E.P.S.LM., 1982 &7 652 72 651 092(085-1.31) —
E.P.S.LM., 1882 12 652 17 651 0.7(0.33-148) e — E—
BHAT, 1983 138 1916 188 1921 0.72(0.57-0.9) —
BHAT, 1983 85 1916 101 1921 0.84(062-1.12) —
Smith et al, 1990 94 607 123 607 0.72(0.54-0.87) —
Smith et al, 1930 36 607 68 607 0.5(033-0.76) —
MDPIT, 1988 166 1232 167 1234 0.99(0.79-1.25) —_—
MDPIT, 1988 99 1232 116 1234 0.84 (064-1.11) —
ASPECT, 1994 170 1700 189 1704 0.89(0.72-1.11) —T
ASPECT, 1994 90 1700 202 1704 0.42(0.32-0.54) —
SAVE, 1992 228 1115 275 1116 0.79(0.64-0.96) —
SAVE, 1992 109 1115 145 1116 0.73(0.56-0.94 ) -
43, 1994 182 2221 256 2223 0.69(0.56-0.84) e
48, 1994 134 2221 207 2223 063(05-0.78) —
CARE, 1996 180 2081 196 2078 0.91(074-1.12) —_—
CARE, 1996 135 2081 173 2078 0.76 (0.6-0.97) -
TRACE, 1995 304 876 369 873 0.73(06-0.88) -
TRACE, 1995 65 876 66 873 098(069-14) . E—
LIPID, 1998 498 4512 633 4502 0.76 (0.67-0.86 ) —
LIPID, 1998 302 4512 389 4502 0.76 (0.65-0.89 ) -
LIPID, 2000 158 1633 21 1627 0.72(0.58-0.89) -
LIPID, 2000 89 1633 128 1627 0.68(0.51-0.89) —
LIPID, 2002 raks 3914 888 3766 0.73(065-0.81) =
LIPID, 2002 339 3914 401 3766 0.8(0.68-0.93) —
Rubins et al, 1999 198 1264 220 1267 0.88(0.72-1.09) T
Rubins et al, 1999 146 1264 184 1267 0.77 (0.61-0.97) —
HERS II, 2002 261 1380 239 1383 1.12(092-1.36) -
HERS I, 2002 183 1380 196 1383 0.93(0.75-1.15) —
LIPS, 2002 36 844 49 833 0.71(046-1.11) —_—
LIPS, 2002 30 844 38 833 0.77(047-1.26) _—
ESPRIT, 2002 32 513 39 504 0.79(049-1.29) —
ESPRIT, 2002 41 513 31 504 1.33(0.82-2.15) -
PEACE, 2004 299 4158 334 4132 0.88(0.75-1.04) T
PEACE, 2004 222 4158 220 4132 1(083-1.21) —
EUROPA, 2003 375 6110 420 6108 0.89(0.77-1.02) —_
EUROPA, 2003 295 6110 378 6108 0.77(0.66-09) -
TNT, 2005 284 4995 282 5006 1.01(085-1.2) -
TNT, 2005 243 4995 308 5006 0.78(066-0.93) —
SEARCH simvastatin , 2010 964 6031 970 6033 0.99(0.9-1.09) -
SEARCH simvastatin , 2010 397 6031 463 6033 0.85(0.74-0.97) —
SEARCH vitamin D, 2010 983 6033 951 6031 1.04 (0.94-1.15) -
SEARCH vitamin D, 2010 431 6033 429 6031 1(0.87-1.15) -
IDEAL, 2005 366 4439 374 4449 0.98(0.84-1.14) —
IDEAL, 2005 267 4439 321 4448 0.82(0.7-0.97) =

0.350.500.71 1.0 25
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2D. (continued)

B Death H MI
Intervention Intervention Control Control OR
Study Events Total Events Total (95 %CI)
TIMI-22, 2004 46 2099 66 2063 0.68 (0.46 -0.99) —
TIMI-22, 2004 139 2099 153 2083 0.89(07-1.12) —
TIMI-22, 2005 64 2076 50 2086 1.3(0.89-1.88) e
TIMI-22, 2005 137 2076 154 2086 0.89(0.7-1.13) —
PROactive, 2005 177 2605 186 2633 0.96 (0.77-1.19) —
PROactive, 2005 119 2605 144 2633 0.83(0.64-1.06) =T
ARISE, 2008 114 3078 105 3066 1.08 (0.83-1.42) T
ARISE, 2008 140 3078 167 3066 0.83 (0.66-1.04) —
AIM-HIGH, 2011 96 1718 82 1696 1.16 (0.86-1.58) T
AIM-HIGH, 2011 104 1718 93 1696 1.11(0.83-1.48) -
IMPROVE-IT, 2015 1215 9067 1231 9077 0.99 (0.91-1.07) -
IMPROVE-IT, 2015 945 9067 1083 9077 0.86 (0.78 -0.94) -
HPS2-THRIVE, 2014 798 12838 732 12835 1.1(0.99-1.22) ™
HPS2-THRIVE, 2014 402 12838 431 12835 0.93(0.81-1.07) —-
dal-OUTCOMES, 2012 226 7938 229 7933 0.99(0.82-1.19) —
dal-OUTCOMES, 2012 414 7938 407 7933 1.02(0.88-1.17) -+
STABILITY, 2014 582 7924 577 7904 1.01(0.89-1.13) -
STABILITY, 2014 361 7924 405 7904 0.88 (0.76-1.02) -
TECOS, 2015 547 7257 537 7266 1.02(09-1.16) -
TECOS, 2015 289 7257 302 7266 0.96 (0.81-1.13) —=—
SAVE, 2016 40 1346 43 1341 0.92(06-1.43) . E—
SAVE, 2016 42 1346 39 1341 1.08 (0.69 - 1.67 ) e
SIGNIFY, 2014 485 9550 458 9552 1.06 (0.93-1.21) T
SIGNIFY, 2014 351 9550 339 9552 1.04 (0.89-1.21) -
AleCardio, 2014 148 3616 138 3610 1.07 (0.85-1.36) -
AleCardio, 2014 212 3616 239 3610 0.88 (0.73-1.06) —
ELIXA, 2015 21 3034 223 3034 0.94 (0.77-1.15) ——
ELIXA, 2015 270 3034 261 3034 1.04 (0.87 - 1.24) i
ODYSSEY OUTCOMES, 2018 334 9462 392 9462 0.85(0.73-0.98) =
ODYSSEY OUTCOMES, 2018 626 9462 722 9462 0.86 (0.77 -0.96) -
FOURIER, 2017 444 13784 426 13780 1.04 (0.91-1.19) -
FOURIER, 2017 443 13784 609 13780 0.72 (0.63-0.81) =
GLOBAL LEADERS, 2018 224 7980 253 7988 0.88(0.74-1.06) =
GLOBAL LEADERS, 2018 240 7980 242 7988 0.99(0.83-1.19) ——
CIRT, 2019 96 2391 83 2395 117 (0.86 - 1.57 ) I
CIRT, 2019 113 2391 114 2395 0.99(0.76-1.3) —
ATPCI, 2020 141 2998 151 3009 0.93(0.74-1.18) —
ATPCI, 2020 122 2998 122 3009 1(078-13) —_—
AFIRE, 2019 41 1107 73 1108 0.55 (0.37 -0.81) -
AFIRE, 2019 13 1107 7 1108 187 (0.74-4.7) - -
BETonMACE, 2020 81 1212 71 1206 0.85(06-12) —
BETonMACE, 2020 77 1212 94 1206 0.8(0.59-1.1) —
I T T T 1
0.350.500.71 1.0 25

Odds Ratio and 95% CI

© 2021 American Medical Association. All rights reserved. 8



eFigure 3. Subgroup analysis by years of follow-up for the association between the logarithm of
the odds ratios (OR) for surrogate endpoint of myocardial infarction (MI) and true endpoint of
all-cause mortality

3A. 2-3.9 years

0.6 4

0.34

0.04

True End Point Treatment Effect, Log OR

-0.34

0.6

10 05 00 05
Surrogate End Point Treatment Effect, Log OR

L Primary Prevention #®  Primary-secondary Prevention ®  Secondary Prevention Revasculization
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3B. 4-5.9 years

0.2

0.0

True End Point Treatment Effect, Log OR

-0.4 4

-0.50 -0.25 0.00 025
Surrogate End Point Treatment Effect, Log OR

. Primary Prevention ®  Primary-secondary Prevention ®  Secondary Prevention ® Revasculization
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3C. >6 years

0.24

0.0

True End Point Treatment Effect, Log OR

-0.24

-0.4 4

04 0.2 0.0 02 0.4
Surrogate End Point Treatment Effect, Log OR

. Primary Prevention ®  Primary-secondary Prevention ®  Secondary Prevention ® Revasculization
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eFigure 4. Subgroup analysis by type of control arm for the association between the logarithm of
the odds ratios (OR) for surrogate endpoint of myocardial infarction (MI) and true endpoint of

all-cause mortality

4A. Placebo

0.6

0.31

0.0+

True End Point Treatment Effect, Log OR

-0.34

061 e

09 06 03 0.0 03
Surrogate End Point Treatment Effect, Log OR

L] Primary Prevention ®  Primary-secondary Prevention ®  Secondary Prevention
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4B. Active control

0.504

0.264

0.004

True End Point Treatment Effect, Log OR

-0.501

1.0 05 00 05
Surrogate End Point Treatment Effect, Log OR

L] Primary Prevention ®  Primary-secondary Prevention ®  Secondary Prevention ® Revasculization
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eAppendix. Search Strategy
Pubmed

("cardiovascular events"[All Fields] OR "cardiovascular event"[All Fields]) OR (("myocardial
infarction"[All Fields] OR "myocardial infarction"[All Fields]) AND (("death"[MeSH Terms]
OR "death"[All Fields]) OR ("death"[MeSH Terms] OR "death"[All Fields] OR "deaths"[All
Fields]) OR ("mortality”[Subheading] OR "mortality"[All Fields] OR "mortality"[MeSH Terms])
OR ("mortality”[MeSH Terms] OR "mortality"[All Fields] OR "mortalities"[All Fields]) OR
fatal[All Fields] OR fatalities[All Fields])) AND ("N Engl J Med"[Journal] OR
"Lancet"[Journal] OR "JAMA"[Journal]) AND (Randomized Controlled Trial[ptyp] AND
("1945/01/01"[PDAT] : "2020/12/31"[PDAT])) AND (Randomized Controlled Trial[ptyp] AND
("1945/01/01"[PDAT] : "2020/12/31"[PDAT]))

© 2021 American Medical Association. All rights reserved. 14



eTable 1. Trial Characteristics

Trial name,
publication date

Revascularization trials (N=17)

RITA-1, 1998

RITA-2, 1997

RITA-3, 2005

COURAGE, 2007

OAT, 2006

BARI 2D, 2009

ROOBY-FS, 2017

FREEDOM, 2012

CORONARY,
2016

SORT OUT III,
2014

Year of

First

Patient
Enrollmen

t

1988

1992

1997

1999

2000

2001

2002

2005

2006

2006

Investigational
arm

Percutaneous
transluminal
coronary
angioplasty
(PTCA)

PTCA

Early invasive
strategy

Percutaneous
coronary
intervention
(PCI) and OMT

PCl and OMT

Revascularizatio
nand OMT

Off pump
CABG

PCI

Off pump
CABG

Zotarolimus-
eluting stent

Control arm

Coronary artery
bypass grafting
(CABG)

Optimal medical
therapy (OMT)

Conservative
strategy

oMT

oMT

oMT

On pump CABG

CABG

On pump CABG

Sirolimus
eluting stent

Ml Investigation
definition alarm, N

WHO 510
definition?

WHO 504
definition

WHO 895
definition

COURAGE 1149

definition?

OAT 1082

definition?

BARI 2D 1176
trial
definition*
Universal 1104
definition of
myocardial
infarction
(UDMI),

2007°

FREEDOM 953
Trial
definition®

ACC 2375
definition
clinical
outcomes
for patients

with ACS’

ICD-10 1162
Diagnosis

Code 121.9

Contro
| arm,

501

514

915

1138

1084

1192

1099

947

2377

1170

Media
n
follow-

up,
years

6.5

2.7

4.6

5.3

3.8

4.8
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EXAMINATION,

2016

NORSTENT, 2016

EXCEL, 2019

DANAMI 3-
DEFER, 2016

ISCHEMIA, 2020

COMPLETE, 2019

REGROUP, 2019

Primary prevention trials (N=24)

Hjermann et al,
1981

LRC-CPPT, 1984

Kornitzer et al,
1983

Rose et al, 1983

2008

2008

2010

2011

2012

2013

2014

1972

1973

1974

1974

Everolimus-
eluting stent

Drug-eluting
stent

PCI

Deferred PCI

Early invasive
angiography and
oMT

Complete
revascularizatio
n including non-
culprit lesion(s)

Endoscopic
vein-graft
harvesting

CABG

Smoking
cessation and
dietary
consultation

Cholestyramine

Smoking
cessation,
weight loss,
exercise, and
dietary
consultation

Smoking
cessation,
weight loss,
exercise, and
dietary
consultation

© 2021 American Medical Association. All rights reserved. 16

Bare-metal stent

Bare-metal stent

CABG

Standard PCI

oMT

Revascularizatio
n of culprit
lesion (s)

Open vein-graft
harvesting
CABG

Standard of care

Placebo

Standard of care

Standard of care

WHO
extended
definition®

Third
UDMI,
2012°

EXCEL trial
definition?®

Third
UDMI, 2012

ISCHEMIA
trial
definition
(modified
Third
UDMI)

Third
UDMI, 2012

Third UDMI

WHO
definition

WHO
definition

WHO
definition

WHO
definition

751

4504

948

603

2588

2016

576

604

1906

8525

9734

747

4509

957

612

2591

2025

574

628

1900

9855

7617

4.9

3.5

3.2

2.8

7.4

5.5

5.5



PHS, 1989

SAPAT, 1992

AFCAPS/TexCAP

S, 1998

WHS, 2005

WHS, 2005

ALERT, 2003

CARDS, 2004

DIAD, 2009

JPPP, 2014

ASCEND, 2018

ASCEND, 2018

HOPE-3, 2016

ARRIVE, 2018

CSPPT, 2015

PROMISE, 2015

1981

1985

1990

1992

1992

1996

1997

2000

2005

2005

2005

2007

2007

2008

2010

Aspirin
Aspirin and
sotalol
Lovastatin
Aspirin
Vitamin E
Fluvastatin

Atorvastatin

Myocardial
perfusion
imaging

Aspirin

Aspirin

Omega-3 fatty

acid

Rosuvastatin

Aspirin

Folic acid and
enalapril

Coronary
computed
tomographic
angiography
(CCTA)

Placebo

Placebo and

sotalol

Placebo

Placebo

Placebo

Placebo

Placebo

Standard of care

Standard of care

Placebo

Placebo

Placebo

Placebo

Enalapril

Functional stress

test

WHO
definition

WHO
definition

WHO
definition

WHO
definition

WHO
definition

WHO
definition

WHO
definition

Joint
ESC/ACC
definition??

AHA/ESC
epidemiolog
y and
clinical
research
studies
definition?®

Joint
ESC/ACC
definition

Joint
ESC/ACC
definition

Third
UDMI, 2012
WHO
definition

Joint
ESC/ACC
definition

UDMI, 2007

11037

1009

3304

19934

19937

1050

1428

561

7220

7740

7740

6361

6270

10348

4996

11034

1026

3301

19942

19939

1052

1410

562

7244

7740

7740

6344

6276

10354

5007

5

4.2

5.2

10.1

10.1

5.1

3.9

4.8

7.4

7.4

5.6

4.5

2.1
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SCOT-HEART,
2018

ASPREE, 2018

VITAL, 2019

VITAL, 2019

THEMIS, 2019

2010

2010

2011

2011

2014

CCTA

Aspirin

Omega-3 fatty
acid

Vitamin D

Ticagrelor and
aspirin

Mixed primary/secondary prevention (N=57)

UKPDS 33, 1998

ETDRS, 1992

SALT, 1991

STOP-
Hypertension, 1991

SHEP, 1991

SOLVD, 1992

Indo-
Mediterranean Diet
Heart Study, 2002
CAPPP, 1999
NORDIL, 2000
ALLHAT, 2000

HPS, 2002

HPS, 2002

1977

1980

1984

1985

1985

1986

1989

1991

1992

1994

1994

1994

Intensive
glycemic control

Aspirin

Aspirin

Active
antihypertensive
therapy

Active
antihypertensive
therapy

Enalapril

Dietary
consultation

Captopril

Diltiazem

Chlorthalidone

Anti-oxidant

vitamins

Simvastatin

Standard of care

Placebo

Placebo

Placebo

Aspirin and
placebo

Standard
glycemic control
Placebo

Placebo

Placebo

Placebo

Placebo

Standard of care

Beta blocker or
diuretic

Beta-blocker
and diuretic
Doxazosin

Placebo

Placebo

UDMI, 2007

Joint
ESC/ACC
definition

Third
UDMI, 2012

Third
UDMI, 2012

Third
UDMI, 2012

WHO
definition

WHO
definition
WHO
definition

WHO
definition

WHO
definition

WHO
definition

WHO
definition

WHO
definition

WHO
definition
WHO
definition
WHO
definition

WHO
definition

2073

9525

12933

12927

9619

2729

1856

676

812

2365

3396

499

5492

5410

15268

10269

10269

2073

9589

12938

12944

9601

1138

1855

684

815

2371

3401

501

5493

5471

9067

10267

10267

4.8

4.7

5.3

5.3

3.3

10

2.7

4.5

6.1

4.5

3.3
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ALLHAT-LLT, 1994 Pravastatin Standard of care WHO 5170 5185 4.8

2002 definition

LIFE, 2002 1995 Losartan Atenolol WHO 660 666 4.7
definition

PROSPER, 2002 1997 Pravastatin Placebo WHO 2891 2913 3.2
definition

ESPRIT, 2006 1997 Aspirin and Aspirin WHO 1363 1376 3.5
dipyridamole definition

PHS II, 2012 1997 Multivitamin Placebo WHO 7317 7324 11.2
definition

4D, 2005 1998 Atorvastatin Placebo WHO 619 636 4
definition
FIELD, 2005 1998 Fenofibrate Placebo WHO 4895 4900 5

definition

RUTH, 2006 1998 Raloxifene Placebo WHO 5044 5057 5.6
definition

WAFACS, 2008 1998 Vitamins B6, Placebo WHO 2721 2721 7.3
B9, and B12 definition

FeAST, 2007 1999 Phlebotomy Standard of care Joint 636 641 3.5
ESC/ACC
definition

WAVE, 2007 2000 Anti-coagulation Anti-platelet WHO 1080 1081 2.9
and anti-platelet definition

VADT, 2015 2000 Intensive Standard ICD-9 837 818 9.8
glycemic control  glycemic control diagnosis
code 410.x

ADVANCE, 2007 2001 Perindopril- Placebo WHO 5569 5571 4.3
indapamide definition

ADVANCE, 2008 2001 Gliclazide for Standard WHO 5571 5569 4.3
intensive glycemic control definition

glycemic control

TRANSCEND, 2001 Telmisartan Placebo ACC 2954 2972 4.6
2008 definition
clinical
outcomes
for patients
with ACS

RECORD, 2009 2001 Rosiglitazone Standard of care Joint 2220 2227 55
ESC/ACC
definition

© 2021 American Medical Association. All rights reserved. 19



ACCORD, 2010

ACCORD, 2010

ACCORD, 2011

Look AHEAD,
2013

CHARISMA, 2006

NAVIGATOR,
2010

NAVIGATOR,
2010

PROFESS, 2008

ROADMAP, 2011

IRIS, 2016

PERFORM, 2011

SAVOR-TIMI 53,
2013

EMPA-REG
OUTCOME, 2015

SPRINT, 2015

LEADER, 2016
SPRINT, 2016

EXSCEL, 2017
CARES, 2018

Amarenco et al,
2020

2001

2001

2001

2001

2002

2002

2002

2003

2004

2005

2006
2010

2010

2010

2010
2010

2010
2010
2010

Intensive blood
pressure control

Fenofibrate

Intensive
glycemic control

Decreased
caloric intake
and increase

physical activity

Clopidogrel and
Aspirin
Valsartan

Nateglinide

Aspirin and
dipyridamole

Olmesartan

Pioglitazone

Terutroban

Saxagliptin

Empagliflozin

Intensive blood
pressure control

Liraglutide

Intensive blood
pressure control

Exenatide
Febuxostat

Low target LDL

© 2021 American Medical Association. All rights reserved. 20

Standard blood
pressure control

Placebo

Standard
glycemic control

Standard of care

Placebo and
Aspirin

Placebo

Placebo

Clopidogrel

Placebo

Placebo

Aspirin

Placebo

Placebo

Standard blood
pressure control

Placebo

Standard blood
pressure control

Placebo
Allopurinol

High target LDL

ACCORD
definition*

ACCORD
definition

ACCORD
definition

UDMI, 2007

Joint
ESC/ACC
definition

UDMI, 2007

UDMI, 2007

WHO
definition

Joint
ESC/ACC
definition

Third
UDMI, 2012

UDMI, 2007
UDMI, 2007

UDMI, 2007

UDMI, 2007

UDMI, 2007
UDMI, 2007

UDMI, 2007
UDMI, 2007
UDMI, 2007

2362

2765

5128

2570

7802

4631

4645

10181

2232

1939

9556
8280

4687

4678

4668
1317

7356
3098
1430

2371

2753

5123

2575

7801

4675

4661

10151

2215

1937

9544
8212

2333

4683

4672
1319

7396
3092
1430

4.7

4.7

4.7

9.6

2.3

6.5

6.5

2.5

3.2

4.8

2.4
2.1

3.1

3.3

3.8
3.1

3.2
2.7
3.5



Polylran, 2019

REDUCE-IT, 2019
REWIND, 2019
Nissen et al, 2018

SUSTAIN-6, 2016

CARMELINA,
2019

DECLARE-TIMI
58, 2019

PIVOTAL, 2019

LoDoCo2, 2020

VOYAGER PAD,
2020

Secondary prevention (N= 46)

Coronary Drug
Project, 1972

Taylor et al, 1982

AMIS, 1980

EPSIM, 1982

BHAT, 1983

Smith et al, 1990

2011

2011
2011
2012

2013

2013

2013

2013

2014

2015

1966

1973

1975

1975

1978

1983

Polypill tablet

Icosapent ethyl
Dulaglutide

Naltrexone and
bupropion

Semaglutide

Linagliptin

Dapagliflozin

High-dose iron
administered
proactively

Colchicine

Rivaroxaban
and aspirin

Dextrothyroxine

Oxprenolol

Aspirin

Oral
anticoagulation
(multiple
agents)

Propranolol
hydrochloride

Warfarin

© 2021 American Medical Association. All rights reserved. 21

Non-
pharmacologic
intervention

Placebo
Placebo

Placebo

Placebo

Placebo

Placebo

Low-dose iron
administered
reactively
Placebo

Placebo and
aspirin

Placebo

Placebo

Placebo

Aspirin

Placebo

Placebo

ICD-10
diagnosis
code 121

UDMI, 2007
UDMI, 2007
UDMI, 2007

Third
UDMI, 2012

UDMI, 2007

Third
UDMI, 2012

Third
UDMI, 2012

Third
UDMI, 2012

Third
UDMI, 2012

Diseases of
the Heart

and Blood

Vessels, ed
6, 1964

WHO
definition
WHO
definition

WHO
definition

WHO
definition

WHO
definition

3421

4089
4949
4455

1648

3494

8582

1093

2762

3286

1053

632

2267

652

1916

607

3417

4090
4952
4450

1649

3485

8578

1048

2760

3278

2618

471

2257

651

1921

607

4.9
5.4
2.3

2.1

2.2

4.2

2.1

2.4

2.3

3.2

2.4

2.1

3.1



MDPIT, 1988

ASPECT, 1994

SAVE, 1992

4S, 1994

CARE, 1996

TRACE, 1995

LIPID, 1998

LIPID, 2000

LIPID, 2002

Rubins et al, 1999

HERS I1, 2002

LIPS, 2002

ESPRIT, 2002

PEACE, 2004

EUROPA, 2003

TNT, 2005

SEARCH, 2010

1983

1986

1987

1988

1989

1990

1990

1990

1990

1991

1994

1996

1996

1996

1997

1998

1998

Diltiazem

Anti-coagulation
(multiple
agents)
Captopril
Simvastatin
Pravastatin
Trandolapril
Pravastatin
Pravastatin
Pravastatin

Gemfibrozil

Estrogen and
progesterone
replacement

Fluvastatin

Estradiol
valerate

Trandolapril

Perindopril

Atorvastatin
80mg daily

Simvastatin
80mg daily
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Placebo

Placebo

Placebo

Placebo

Placebo

Placebo

Placebo

Placebo

Placebo

Placebo

Placebo

Placebo

Placebo

Placebo

Placebo

Atorvastatin
10mg daily

Simvastatin
20mg daily

WHO
definition

WHO
definition

WHO
definition

WHO
definition

WHO
definition

WHO
definition

WHO
definition

WHO
definition

WHO
definition

WHO
definition

WHO
definition

WHO
definition

WHO
definition

ACC
definition
clinical
outcomes
for patients
with ACS

Joint
ESC/ACC
definition

WHO
definition

WHO
definition

1232

1700

1115

2221

2081

876

4512

1633

3914

1264

1380

844

513

4158

6110

4995

6031

1234

1704

1116

2223

2078

873

4502

1627

3766

1267

1383

833

504

4132

6108

5006

6033

2.1

3.1

3.5

5.4

3.1

6.1

5.1

6.8

3.9

4.8

4.2

4.9

6.7



SEARCH, 2010 1998 Vitamins B9 and Placebo WHO 6033 6031 6.7

B12 definition
IDEAL, 2005 1999 Atorvastatin Simvastatin Joint 4439 4449 4.8
ESC/ACC
definition
PROVE IT-TIMI 2000 Atorvastatin Pravastatin ACC 2099 2063 2
22,2004 80mg daily 40mg daily definition
clinical
outcomes
for patients
with ACS
PROVE IT-TIMI 2000 Gatifloxacin Placebo ACC 2076 2086 2
22, 2005 definition
clinical
outcomes
for patients
with ACS
PROactive, 2005 2001 Pioglitazone Placebo WHO 2605 2633 2.9
definition
ARISE, 2008 2003 Succinobucol Placebo Joint 3078 3066 2
ESC/ACC
definition
AIM-HIGH, 2011 2005 Niacin Placebo WHO 1718 1696 3
definition
IMPROVE-IT, 2005 Ezetimibe and Simvastatin ACC 9067 9077 6
2015 simvastatin definition
clinical
outcomes
for patients
with ACS
HPS2-THRIVE, 2007 Niacin and Placebo UDMI, 2007 12838 12835 3.9
2014 laropiprant
dal-OUTCOMES, 2008 Dalcetrapib Placebo UDMI, 2007 7938 7933 2.6
2012
STABILITY, 2014 2008 Darapladib Placebo UDMI, 2007 7924 7904 3.7
TECOQOS, 2015 2008 Sitagliptin Placebo ACC 7257 7266 3
definition
clinical
outcomes
for patients
with ACS
SAVE, 2016 2008 CPAP Usual care ACC 1346 1341 3.7
definition
clinical
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outcomes
for patients

with ACS
SIGNIFY, 2014 2009 Ivabradine Placebo UDMI, 2007 9550 9552 2.3
AleCardio, 2014 2010 Aleglitazar Placebo UDMI, 2007 3616 3610 2
ELIXA, 2015 2010 Lixisenatide Placebo AHAJ/ESC 3034 3034 2
epidemiolog
y and
clinical
research
studies
definition
ODYSSEY 2012 Alirocumab Placebo Third 9462 9462 2.8
OUTCOMES, UDMI, 2012
2018
FOURIER, 2017 2013 Evolocumab Placebo Third 13784 13780 2.2
UDMI, 2012
GLOBAL 2013 Aspirin and Aspirin and Third 7980 7988 2
LEADERS, 2018 ticagrelor one ticagrelor or UDMI, 2012
month, clopidogrel for
subsequently 12 months,
ticagrelor for 23 subsequently
months aspirin for 12
months
CIRT, 2019 2013 Methotrexate Placebo Third 2391 2395 2.3
UDMI, 2012
ATPCI, 2020 2014 Trimetazidine Placebo Third 2998 3009 4
UDMI, 2012
AFIRE, 2019 2015 Rivaroxaban Rivaroxaban Third 1107 1108 2
and aspirin UDMI, 2012
BETonMACE, 2015 Apabetalone Placebo Third 1212 1206 2.2
2020 UDMI, 2012

Abbreviations: CABG, coronary artery bypass grafting; CCTA, coronary computed
tomographic angiography; MI, myocardial infarction; OMT, optimal medical
therapy; PCI, percutaneous coronary intervention; PCTA, percutaneous
transluminal coronary angioplasty; UDMI, universal definition of myocardial
infarction; WHO, World Health Organization.
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eTable 2. Assessment of Risk of Bias

Trial

Random
sequence
generation
(selection
bias)

Allocation
concealment
(selection
bias)

Blinding of
participants
and
personnel
(performance

Blinding of
outcome
assessment
(detection
bias)

Incomplete
outcome
assessment
(attrition
bias)

Selective

Reporting

(reporting
bias)

Other
bias

REGROUP

bias)
?

AFIRE

?

DECLARE-TIMI
58

EXCEL

?

THEMIS

Polylran

CARMELINA

CIRT

COMPLETE

VITAL, Omega-3
fatty acid

VITAL, Vitamin D

PIVOTAL

REWIND

REDUCE-IT

CARES

GLOBAL
LEADERS

SCOT-HEART

ODYSSEY
OUTCOMES

ASPREE

ARRIVE

ASCEND, Aspirin

ASCEND, Omega-
3 Fatty Acid

ROOBY-FS

FOURIER

EXSCEL

HOPE-3

SPRINT, 2016

EXAMINATION

Nissen et al, 2016

SAVE, 2016

LEADER

SUSTAIN-6

CORONARY

IRIS
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DANAMI 3-
DEFER

NORSTENT

EMPA-REG
OUTCOME

SPRINT, 2015

ELIXA

CSPPT

VADT

1
D
1
D
1

TECOS

PROMISE

IMPROVE-IT

STABILITY

SORT OUT I

PO
1
1
1

AleCardio

O
1
1
1
1

JPPP

1
-~
1
1
1

HPS2-THRIVE

SIGNIFY

SAVOR-TIMI 53

Look AHEAD

PHS Il

dal-OUTCOMES

FREEDOM

ROADMAP

PERFORM

AIM-HIGH

ACCORD, 2011

SEARCH,
Simvastatin

SEARCH, Vitamin
B9/B12

NAVIGATOR,
valsartan

Navigator,
nateglinide

ACCORD,
fenofibrate, 2010

ACCORD, BP,
2010

1
-~
1
1
1

DIAD

RECORD

BARI 2D

1
1
1
1

TRANSCEND

ARISE

PROFESS

WAFACS

ADVANCE, 2008

FeAST

WAVE

1
N[N [N !
]
1
]

© 2021 American Medical Association. All rights reserved. 26




ADVANCE, 2007

COURAGE

OAT

ESPRIT, 2006

CHARISMA

RUTH

4D

WHS, aspirin

IDEAL

WHS, vitamin E

TNT

FIELD

RITA3

PROactive

PROVE IT-TIMI
22, 2005

HPS, simvastatin

CARDS

PROVE IT-TIMI
22, 2004

PEACE

ALERT

EUROPA

Indo-Mediterranean
Diet Heart Study

PROSPER

LIPS

LIFE

HPS, vitamins,
2002

HPS, simvastatin,
2002

1
-~
1
1
1

LIPID, 2002

HERS 11

O
1
1

ESPRIT, 2002

ALLHAT-LLT

NN [N

-~
1
1

LIPID, 2000

NORDIL

ALLHAT

1
N[N
1
1
1

Rubins et al, 1999

CAPPP

1
O

1

1

1

LIPID, 1998

RITA-1

1
-~
]
1
]

AFCAPS/TeCAPS

UKPDS 33

RITA-2

CARE

TRACE

ASPECT
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4S

SOLVD

SAVE, 1992

SAPAT

ETDRS

STOP-Hypertension

NN [N
D
N
1
1

SALT

1
-~
1
1
1

SHEP

Smith et al, 1990

PHS

MDPIT

LRC-CPPT

Rose et al, 1983

Kornitzer et al,
1983

BHAT

Taylor et al, 1982

EPSIM

Hjermann et al,
1981

AMIS

Coronary Drug
Project

ISCHEMIA

BETonMACE

VOYAGER PAD

ATPCI

LoDoCo2

Each domain was judged as ‘low risk of bias’ (-), ‘high risk of bias’ (+), or ‘unclear risk of bias’ (?) in each study
according to the Revised Cochrane risk-of-bias tool for randomized trials (Sterne, Jonathan A C et al. “RoB 2: a
revised tool for assessing risk of bias in randomised trials.” BMJ (Clinical research ed.) vol. 366 14898. 28 Aug.

2019, d0i:10.1136/bmj.14898)
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eTable 3. Trial Abbreviations, Names, and Date of Publication

Trial abbreviation

AMIS

EPSIM

BHAT

LRC-CPPT

MDPIT

PHS

Trial name

The Coronary Drug Project®®
Aspirin Myocardial Infarction Study?®

Effect of Diet and Smoking Intervention on the
Incidence of Coronary Heart Disease — Oslo Study
Group?’

Controlled Comparison of Aspirin and Oral
Anticoagulants in Prevention of Death after
Myocardial Infarction?®

Long-Term Prevention Study with Oxprenolol in
Coronary Heart Disease®®

Belgian Heart Disease Prevention Project: Incidence
and Mortality Results?

UK Heart Disease Prevention Project: Incidence and
Mortality Results?

A Randomized Trial of Propranolol in Patient with
Acute Myocardial Infarction??

The Lipid Research Clinics Coronary Primary
Prevention Trial Results®

The Effect of Diltiazem on Mortality and Reinfarction

after Myocardial Infarction®*

Final Report on the Aspirin Component of the
Ongoing Physicians’ Health Study?

The Effect of Warfarin on Mortality and Reinfarction
after Myocardial Infarction?®
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Publication
date

May 1972
Feb 1980
Dec 1981

Sep 1982

Nov 1982

May 1983

May 1983

Nov 1983

Jan 1984

Aug 1988

Jul 1989

Jul 1990



SHEP Prevention of Stroke by Antihypertensive Drug Jun 1991
Treatment in Older Persons with Isolated Systolic
Hypertension?’

SALT Swedish Aspirin Low-Dose Trial of 75mg Aspirinas  Nov 1991
Secondary Prophylaxis after Cerebrovascular
Ischemic Events?

STOP- Morbidity and Mortality in the Swedish Trial in Old Nov 1991
Hypertension Patients with Hypertension?®
SAVE Effect of Captopril on Mortality and Morbidity in Sep 1992

Patients with Left Ventricular Dysfunction after
Myocardial Infarction®

ETDRS Aspirin Effects on Mortality and Morbidity in Patients Sep 1992
with Diabetes Mellitus®!

SOLVD Effect of Enalapril on Myocardial Infarction and Nov 1992
Unstable Angina in Patient with Low Ejection
Fraction®?

SAPAT Double-blind Trial of Aspirin in Primary Prevention Dec 1992

of Myocardial Infarction in Patients with Stable
Chronic Angina Pectoris®

ASPECT Effect of Long-term Oral Anticoagulation Treatment  Feb 1994
on Mortality and Cardiovascular Morbidity after
Myocardial Infarction3*

4S Randomized Trial of Cholesterol Lowering in 4444 Nov 1994
Patients with Coronary Heart Disease: the
Scandinavian Simvastatin Survival Study®

TRACE A Clinical Trial of the Angiotensin-converting- Dec 1995
enzyme Inhibitor Trandolapril in Patients with Left
Ventricular Dysfunction after Myocardial Infarction®

CARE The Effect of Pravastatin on Coronary Events after Oct 1996
Myocardial Infarction in Patients with Average
Cholesterol Levels®*’

RITA-2 Coronary Angioplasty versus Medical Therapy for Aug 1997
Angina: the Second Randomized Intervention
Treatment of Angina®
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AFCAPS/TexCAPS Primary Prevention of Acute Coronary Events with May 1998
Lovastatin in Men and Women with Average
Cholesterol Levels®®

UKPDS 33 Intensive Blood-glucose Control with Sulphonylureas  Sep 1998
or Insulin Compared with Conventional Treatment
and Risk of Complications in Patients with Type 2
Diabetes*

RITA-1 Long-term Results of RITA-1 Trial: Clinical and Cost Oct 1998
Comparisons of Coronary Angioplasty and Coronary-
artery Bypass Grafting*

LIPID Prevention of Cardiovascular Events and Death with  Nov 1998
Pravastatin in Patients with Coronary Heart Disease
and a Broad Range of Initial Cholesterol Levels*?

CAPPP Effect of Angiotensin-converting-enzyme Inhibition Feb 1999
Compared with Conventional Therapy on
Cardiovascular Morbidity and Mortality in
Hypertension*

- Gemfibrozil for the Secondary Prevention of Aug 1999
Coronary Heart Disease in Men with Low Levels of
High-density Lipoprotein Cholesterol**

ALLHAT Major Cardiovascular Events in Hypertensive Patients Apr 2000
Randomized to Doxazosin vs Chlorthalidone®

NORDIL Randomized Trial of Effects of Calcium Antagonists  Jul 2000
Compared with Diuretics and Beta-blockers on
Cardiovascular Morbidity and Mortality in
Hypertension*®

LIPID Effects of Pravastatin in 3260 Patients with Unstable Dec 2000
Angina*’
LIPID Long-term Effectiveness and Safety of Pravastatinin ~ Apr 2002

9014 Patients with Coronary Heart Disease and
Average Cholesterol Concentrations*®

LIPS Fluvastatin for Prevention of Cardiac Events Jun 2002
following Successful First Percutaneous Coronary
Intervention*®

HERS Il Cardiovascular Disease Outcomes during 6.8 Years of Jul 2002
Hormone Therapy®°
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HPS MRC/BHF Heart Protection Study of Cholesterol Jul 2002
Lowering with Simvastatin in 20,536 High-risk
Individuals: a Randomized Placebo-controlled Trial®!

HPS MRC/BHF Heart Protection Study of Antioxidant Jul 2002
Vitamin Supplementation in 20,536 High-risk
Individuals: a Randomized Placebo-controlled Trial®?

LIFE Effects of Losartan on Cardiovascular Morbidity and  Sep 2002
Mortality in Patients with Isolated Systolic
Hypertension and Left Ventricular Hypertrophy®?

Indo-Mediterranean Effect of an Indo-Mediterranean Diet on Progression ~ Nov 2002
Diet Heart Study  of Coronary Artery Disease in High Risk Patients®

PROSPER Pravastatin in Elderly Individuals at Risk of VVascular ~ Nov 2002
Disease®®
ALLHAT-LLT Major Outcomes in Moderately Dec 2002

Hypercholesterolemic, Hypertensive Patients
Randomized to Pravastatin vs. Usual Care®

ESPRIT Oestrogen Therapy for Prevention of Reinfarction in ~ Dec 2002
Postmenopausal Women®’

ALERT Effect of Fluvastatin on Cardiac Outcomes in Renal Jun 2003
Transplant Recipients®

EUROPA Efficacy of Perindopril in Reduction of Sep 2003
Cardiovascular Events among Patients with Stable
Coronary Artery Disease®®

PROVE IT-TIMI  Intensive Versus Moderate Lipid Lowering with Apr 2004
22 Statins after Acute Coronary Syndromes®
CARDS Primary Prevention of Cardiovascular Disease with Aug 2004

Atorvastatin in Type 2 Diabetes in the Collaborative
Atorvastatin Diabetes Study®*

PEACE Angiotensin-converting-enzyme Inhibition in Stable Nov 2004
Coronary Artery Disease®
WHS A Randomized Trial of Low-dose Aspirin in the Mar 2005
Primary Prevention of Cardiovascular Disease in
Women®?
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TNT

PROVE IT-TIMI

22

WHS

4D

RITA-3

PROactive

IDEAL

FIELD

CHARISMA

ESPRIT

RUTH

OAT

FeAST

COURAGE

WAVE

Intensive Lipid Lowering with Atorvastatin in
Patients with Stable Coronary Disease®

Antibiotic Treatment of Chlamydia pneumoniae after
Acute Coronary Syndrome®®

Vitamin E in the Primary Prevention of
Cardiovascular Disease and Cancer: the Women’s

Health Study?®®

Atorvastatin in Patients with Type 2 Diabetes Mellitus
Undergoing Hemodialysis®’

5-year Outcome of an Interventional Strategy in Non-
ST-Elevation Acute Coronary Syndrome®®

Secondary Prevention of Macrovascular Events in
Patients with Type 2 Diabetes in the PROactive
Study®®

High-dose Atorvastatin vs Usual-dose Simvastatin for
Secondary Prevention after Myocardial Infarction™

Effects of Long-term Fenofibrate Therapy on
Cardiovascular Events in 9795 people with Type 2
Diabetes Mellitus™

Clopidogrel and Aspirin Versus Aspirin Alone for the
Prevention of Atherothrombotic Events’

Aspirin Plus Dipyridamole Versus Aspirin Alone after
Cerebral Ischemia of Arterial Origin”

Effects of Raloxifene on Cardiovascular Events and
Breast Cancer in Postmenopausal Women’

Coronary Intervention for Persistent Occlusion after
Myocardial Infarction®

Reduction of Iron Stores and Cardiovascular
Outcomes in Patients with Peripheral Arterial
Disease’®

Optimal Medical Therapy With or Without PCI for
Stable Coronary Disease?

Oral Anticoagulation and Antiplatelet Therapy and
Peripheral Artery Disease’®
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Apr 2005

Apr 2005

Jul 2005

Jul 2005

Sep 2005

Oct 2005

Nov 2005

Nov 2005

Apr 2006

May 2006

Jul 2006

Dec 2006

Feb 2007

Apr 2007

Jul 2007



ADVANCE

WAFACS

ARISE

ADVANCE

PROFESS

TRANSCEND

DIAD

BARI 2D

RECORD

NAVIGATOR

NAVIGATOR

ACCORD

ACCORD

SEARCH

Effects of a Fixed Combination of Perindopril and
Indapamide on Macrovascular and Microvascular
Outcomes in Patients with Type 2 Diabetes Mellitus’’

Effect of Folic Acid and B Vitamins on Risk of
Cardiovascular Events and Total Mortality Among
Women at High Risk for Cardiovascular Disease’®

Effects of Succinobucol (AGI-1067) after an Acute
Coronary Syndrome’®

Intensive Blood Glucose Control and Vascular
Outcomes in Patients with Type 2 Diabetes®

Aspirin and Extended-release Dipyridamole versus
Clopidogrel for Recurrent Stroke8!

Effect of the Angiotensin-receptor Blocker
Telmisartan on Cardiovascular Events in High-risk
Patients Intolerant to Angiotensin-converting Enzyme
Inhibitors®?

Cardiac Outcomes after Screening for Asymptomatic
Coronary Artery Disease in Patients with Type 2
Diabetes®

A Randomized Trial of Therapies for Type 2 Diabetes
and Coronary Artery Disease*

Rosiglitazone Evaluated for Cardiovascular Outcomes
in Oral Agent Combination Therapy for Type 2
Diabetes®

Effect of Nateglinide on the Incidence of Diabetes and
Cardiovascular Events®

Effect of Valsartan on the Incidence of Diabetes and
Cardiovascular Events®®

Effects of Intensive Blood-pressure Control in Type 2
Diabetes*

Effects of Combination Lipid Therapy in Type 2
Diabetes Mellitus®’

Effects of Homocysteine-lowering with Folic Acid
plus Vitamin B12 vs Placebo on Mortality and Major
Morbidity in Myocardial Infarction Survivors®
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Sep 2007

May 2008

May 2008

Jun 2008

Sep 2008

Sep 2008

Apr 2009

Jun 2009

Jun 2009

Apr 2010

Apr 2010

Apr 2010

Apr 2010

Jun 2010



SEARCH Intensive Lowering of LDL Cholesterol with 80mg Jun 2010
Versus 20mg Simvastatin Daily in 12,064 Survivors
of Myocardial Infarction®®

ACCORD Long-term Effects of Intensive Glucose Lowering on  Mar 2011
Cardiovascular Outcomes®

ROADMAP Olmesartan for the Delay or Prevention of Mar 2011
Microalbuminuria in Type 2 Diabetes®

PERFORM Terutroban versus Aspirin in Patients with Cerebral Jun 2011
Ischaemic Events®

AIM-HIGH Niacin in Patients with Low HDL Cholesterol Levels Dec 2011
Receiving Intensive Statin Therapy®

PHS I Multivitamins in the Prevention of Cardiovascular Nov 2012
Disease in Men%*

dal-OUTCOMES  Effects of Dalcetrapib in Patients with a Recent Acute Nov 2012
Coronary Syndrome®

FREEDOM Strategies for Multivessel Revascularization in Dec 2012
Patients with Diabetes®

Look AHEAD Cardiovascular Effects of Intensive Lifestyle Jul 2013
Intervention in Type 2 Diabetes®

SAVOR-TIMI 53  Saxagliptin and Cardiovascular Outcomes in Patients ~ Oct 2013
with Type 2 Diabetes Mellitus®’

AleCardio Effect of Aleglitazar on Cardiovascular Outcomes Apr 2014
After Acute Coronary Syndrome in Patients with
Type 2 Diabetes Mellitus®®

STABILITY Darapladib for Preventing Ischemic Events in Stable ~ May 2014
Coronary Artery Disease®

SORT OUT I Differential Clinical Outcomes after 1 Year Versus5  Jun 2014
Years in a Randomized Comparison of Zotarolimus-
eluting and Sirolimus-eluting Coronary Stents®

HPS2-THRIVE Effects of Extended-release Niacin with Laropiprant ~ Jul 2014
in High-risk Patients%

SIGNIFY Ivabradine in Stable Coronary Artery Disease Without Sep 2014
Clinical Heart Failure!®?
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JPPP

PROMISE

CSPPT

VADT

IMPROVE-IT

TECOS

EMPA-REG

OUTCOME

SPRINT

ELIXA

EXAMINATION

IRIS

HOPE-3

DANAMI 3-
DEFER

Low-dose Aspirin for Primary Prevention of
Cardiovascular Events in Japanese Patients 60 Years
or Older with Atherosclerotic Risk Factors!®®

Outcomes of Anatomical Versus Functional Testing
for Coronary Artery Disease!®

Efficacy of Folic Acid Therapy in Primary Prevention
of Stroke Among Adults with Hypertension in
Chinal®

Follow-up of Glycemic Control and Cardiovascular
Outcomes in Type 2 Diabetes'%

Ezetimibe Added to Statin Therapy after Acute
Coronary Syndromes'®’

Effect of Sitagliptin on Cardiovascular Outcomes in
Type 2 Diabetes!®®

Empagliflozin, Cardiovascular Outcomes, and
Mortality in Type 2 Diabetes'®

A Randomized Trial of Intensive Versus Standard
Blood-pressure Control*®

Lixisenatide in Patients with Type 2 Diabetes and
Acute Coronary Syndrome!!!

Clinical Outcomes in Patients with ST-segment
Elevation Myocardial Infarction Treated with
Everolimus-eluting Stents Versus Bare-metal Stents'*?

Effect of Naltrexone-bupropion on Major Adverse
Cardiovascular Events in Overweight and Obese
Patients with Cardiovascular Risk Factors!?

Pioglitazone after Ischemic Stroke or Transient
Ischemic Attack!!*

Cholesterol Lowering in Intermediate-Risk Persons
without Cardiovascular Disease!™®

Deferred Versus Conventional Stent Implantation in
Patients with ST-segment Elevation Myocardial
Infarction!t®
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Dec 2014

Apr 2015

Apr 2015

Jun 2015

Jun 2015

Jul 2015

Nov 2015

Nov 2015

Dec 2015

Jan 2016

Mar 2016

Apr 2016

May 2016

May 2016



SPRINT

LEADER

SAVE

NORSTENT

SUSTAIN-6

CORONARY

FOURIER

ROOBY-FS

EXSCEL

CARES

SCOT-HEART

GLOBAL
LEADERS

ARRIVE

ASCEND

ASCEND

Intensive vs Standard Blood Pressure Control and
Cardiovascular Disease Outcomes in Adults Aged
>75 Years'’

Liraglutide and Cardiovascular Outcomes in Type 2
Diabetes'!®

CPAP for Prevention of Cardiovascular Events in
Obstructive Sleep Apnea®!®

Drug-eluting or Bare-metal Stents for Coronary
Artery Disease'?°

Semaglutide and Cardiovascular Outcomes in Patients
with Type 2 Diabetes?*

Five-year Outcomes after Off-pump or On-pump
Coronary-artery Bypass Grafting'?

Evolocumab and Clinical Outcomes in Patients with
Cardiovascular Disease!?®

Five-year Outcomes after On-pump and Off-pump
Coronary-artery bypass*?*

Effects of Once-weekly Exenatide on Cardiovascular
Outcomes in Type 2 Diabetes'?®

Cardiovascular Safety of Febuxostat or Allopurinol in
Patients with Gout!?®

Coronary CT Angiography and 5-year Risk of
Myocardial Infarction!?’

Ticagrelor Plus Aspirin for 1 Month, Followed by
Ticagrelor Monotherapy for 23 Months vs Aspirin
Plus Clopidogrel or Ticagrelor for 12 Months,
Followed by Aspirin Monotherapy for 12 Months
After Implantation of a Drug-eluting Stent*?

Use of Aspirin to Reduce Risk of Initial VVascular
Events in Patients at Moderate Risk of Cardiovascular
Disease!??

Effects of Aspirin for Primary Prevention in Persons
with Diabetes Mellitus*°

Effects of n-3 Fatty Acid Supplements in Diabetes
Mellitus®3!
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Jun 2016

Jul 2016

Sep 2016

Sep 2016

Nov 2016

Dec 2016

May 2017

Aug 2017

Sept 2017

Mar 2018

Sep 2018

Sep 2018

Sep 2018

Oct 2018

Oct 2018



ASPREE

ODYSSEY

OUTCOMES

CARMELINA

REDUCE-IT

VITAL

VITAL

REGROUP

DECLARE-TIMI

58

PIVOTAL

CIRT

REWIND

Polylran

AFIRE

THEMIS

COMPLETE

EXCEL

Effect of Aspirin on Cardiovascular Events and
Bleeding in the Healthy Elderly®

Alirocumab and Cardiovascular Outcomes after Acute
Coronary Syndrome?3?

Effect of Linagliptin vs Placebo on Major
Cardiovascular Events in Adults with Type 2 Diabetes
and High Cardiovascular and Renal Risk!3

Cardiovascular Risk Reduction with Icosapent Ethyl
for Hypertriglyceridemia®

Marine n-3 Fatty Acids and Prevention of
Cardiovascular Disease and Cancer*3¢

Vitamin D Supplements and Prevention of Cancer and
Cardiovascular Disease®’

Randomized Trial of Endoscopic or Open Vein-graft
Harvesting for Coronary-artery Bypass!3®

Dapagliflozin and Cardiovascular Outcomes in Type
2 Diabetes!®

Intravenous Iron in Patients Undergoing Maintenance
Hemodialysis'*°

Low-dose Methotrexate for the Prevention of
Atherosclerotic Events*!

Dulaglutide and Cardiovascular Outcomes in Type 2
Diabetes'#?

Effectiveness of Polypill for Primary and Secondary
Prevention of Cardiovascular Diseases'*3

Antithrombotic Therapy for Atrial Fibrillation with
Stable Coronary Disease'**

Ticagrelor in Patients with Stable Coronary Disease
and Diabetes!*

Complete Revascularization with Multivessel PCI for
Myocardial Infarction4®

Five-year Outcomes after PCI or CABG for Left Main
Coronary Disease®
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Oct 2018

Nov 2018

Jan 2019

Jan 2019

Jan 2019

Jan 2019

Jan 2019

Jan 2019

Jan 2019

Feb 2019

July 2019

Aug 2019

Sep 2019

Oct 2019

Oct 2019

Nov 2019



- A Comparison of Two LDL Cholesterol Targets after  Jan 2020
Ischemic Stroke'4’

ISCHEMIA Initial Invasive or Conservative Strategy for Stable Apr 2020
Coronary Disease!!

BETonMACE Effect of Apabetalone Added to Standard Therapy on  Apr 2020
Major Adverse Cardiovascular Events in Patients with
Recent Acute Coronary Syndrome and Type 2
Diabetes!4®

VOYAGER PAD  Rivaroxaban in Peripheral Artery Disease after May 2020
Revascularization'#°
ATPCI Efficacy and Safety of Trimetazidine after Sept 2020
Percutaneous Coronary Intervention®>
LoDoCo2 Colchicine in Patients with Chronic Coronary Nov 2020
Disease!®!
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