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Supplementary Figure 1 - Risk of bias assessment (RCTs) for primary outcome.




Primary outcome - Composite of cardiovascular mortality, myocardial infarction or stroke

Colchicine Placebo Odds Ratio Odds Ratio
Study or Subgroup  Events Total Events Total Weight IV, Random, 95% CI IV, Random, 95% CI
a) Raju 2012 0 40 1 40 0.3% 0.33 [0.01, 8.22]
b) LoDoCo 2013 5 282 23 250 2.7% 0.18 [0.07, 0.48]
d) LoDoCo-M| 2019 0 119 2 118 0.3% 0.19 [0.01, 4.10] *
e) COLCOT 2019 114 2366 141 2379  16.1% 0.80 [0.62, 1.04] -
f) LoDoCo2 2020 119 2762 165 2760 16.6% 0.71[0.56, 0.90] -
g) COPS 2020 12 396 18 399 4.4% 0.66 [0.31, 1.39] S TG
h) AKRAMI 2021 6 120 13 129 2.6% 0.47 [0.17, 1.28] m————i
i) CONVINCE 2024 161 1569 194 1575 17.5% 0.81 [0.65, 1.02] -
J) CHANCE-3 2024 271 4176 282 4167 19.8% 0.96 [0.80, 1.14] -
k) CLEAR 2024 269 3528 267 3534  19.6% 1.01 [0.85, 1.20] -
Total (95% C1) 15358 15351 100.0% 0.80 [0.67, 0.94] L]
Total events 957 1106

Heterogeneity: Tau? = 0.03; Chi* = 20.63, df = 9 (P = 0.01); I* = 56%
Test for overall effect: Z = 2.61 (P = 0.009)

RCTs' MACE definition

0.01

Favours Colchicine Favours Control

10 100

Colchicine Placebo 0Odds Ratio Odds Ratio
Study or Subgroup  Events Total Events Total Weight IV, Random, 95% CI IV, Random, 95% CI
a) Raju 2012 1 40 1 40 0.5% 1.00 [0.06, 16.56]
b} LoDoCo 2013 15 282 40 250 6.6% 0.29 [0.16, 0.55] o
¢) COLIN 2017 1 23 1 21 0.5%  0.91][0.05, 15.52]
d) LoDoCo-MI 2019 3 119 12 118 2.1% 0.23 [0.06, 0.83] —_—
e) COLCOT 2019 131 2366 170 2379  14.6% 0.76 [0.60, 0.96] ™
f) LoDoCo2 2020 187 2762 264 2760 15.6% 0.69 [0.56, 0.83] -
g) COPS 2020 24 396 41 399 8.1% 0.56 [0.33, 0.95] =
h) AKRAMI 2021 8 120 28 129 4.4% 0.26 [0.11, 0.59] —_—
i) CONVINCE 2024 153 1569 185 1575 14.9% 0.81 [0.65, 1.02] =
j) CHANCE-3 2024 298 4176 309 4167  16.3% 0.96 [0.81, 1.13] r
k) CLEAR 2024 322 3528 327 3534 16.4% 0.99 [0.84, 1.16] -
Total (95% CI) 15381 15372 100.0% 0.70 [0.57, 0.85] &
Total events 1143 1378

Heterogeneity: Tau® = 0.06; Chi® = 35.64, df = 10 (P < 0.0001); I’ = 72%
Test for overall effect: Z = 3.51 (P = 0.0004)
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Supplementary Figure 2 - Forest plot showing the estimated odds ratio of primary
outcome and RCTs” MACE definition



Clinical settings (acute vs chronic previous event)

Colchicine Placebo Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight IV, Random, 95% ClI IV, Random, 95% CI
1.15.1 Acute
a) Raju 2012 0 40 1 40 0.3% 0.33 [0.01, 8.22]
d) LoDoCo-MI 2019 o] 119 2 118 0.3% 0.19 [0.01, 4.10] *
e) COLCOT 2019 114 2366 141 2379 16.1% 0.80[0.62, 1.04] B
g) COPS 2020 12 396 18 399 4.4% 0.66 [0.31, 1.39] —
h) AKRAMI 2021 6 120 13 129 2.6% 0.47 [0.17, 1.28] —_—
i) CONVINCE 2024 161 1569 194 1575 17.5% 0.81 [0.65, 1.02] ™
J) CHANCE-3 2024 271 4176 282 4167 19.8% 0.96 [0.80, 1.14] -+
k) CLEAR 2024 269 3528 267 3534 19.6% 1.01 [0.85, 1.20] -*
Subtotal (95% ClI) 12314 12341 B0.7% 0.90 [0.81, 1.00] ¢
Total events 833 918

Heterogeneity: Tau? = 0.00; Chi® = 7.29, df = 7 (P = 0.40); I* = 4%
Test for overall effect: Z = 2.00 (P = 0.05)

1.15.2 Chronic

b) LoDoCo 2013 5 282 23 250 2.7% 0.18 [0.07, 0.48] ——

f) LoDoCo2 2020 119 2762 165 2760 16.6% 0.71 [0.56, 0.90] -
Subtotal (95% CI) 3044 3010 19.3% 0.39 [0.10, 1.48] s
Total events 124 188

Heterogeneity: Tau? = 0.82; Chi* = 7.14, df = 1 (P = 0.008); I° = 86%
Test for overall effect: Z = 1.39 (P = 0.17)

Total (95% CI) 15358 15351 100.0% 0.80 [0.67, 0.94] 4

Total events 957 1106

Heterogeneity: Tau® = 0.03; Chi* = 20.63, df = 9 (P = 0.01); I = 56% k + t d
0.01 25 10 100

Test for overall effect: Z = 2.61 (P = 0.009) Favaurs Colchicinie Favours Control

Test for subgroup differences: Chi® = 1.51, df = 1 (P = 0.22), I* = 34.0%

Follow-up duration

Colchicine Placebo Odds Ratio Odds Ratio

Study or Subgroup Events Total Events Total Weight IV, Random, 95% CI IV, Random, 95% CI
1.14.1 <3M
a) Raju 2012 0 40 1 40 0.3% 0.33 [0.01, 8.22]
d) LoDoCo-MI 2019 0 119 2 118 0.3% 0.19 [0.01, 4.10] *
J) CHANCE-3 2024 271 4176 282 4167 19.8% 0.96 [0.80, 1.14] -
Subtotal (95% CI) 4335 4325  20.4% 0.95 [0.80, 1.13] 4
Total events 271 285
Heterogeneity: Tau® = 0.00; Chi® = 1.47, df = 2 (P = 0.48); I* = 0%
Test for overall effect: Z = 0.60 (P = 0.55)
1.14.2 >3M
b) LoDoCo 2013 5 282 23 250 2.7% 0.18 [0.07, 0.48]
e) COLCOT 2019 114 2366 141 2379 16.1% 0.80 [0.62, 1.04] =
f) LoDoCo2 2020 119 2762 165 2760 16.6% 0.71[0.56, 0.90] e
g) COPS 2020 12 396 18 399 4.4% 0.66 [0.31, 1.39] -
h) AKRAMI 2021 6 120 13 129 2.6% 0.47 [0.17, 1.28] ——"
i} CONVINCE 2024 161 1569 194 1575 17.5% 0.81 [0.65, 1.02] =
k) CLEAR 2024 269 3528 267 3534 19.6% 1.01 [0.85, 1.20] -
Subtotal (95% Cl) 11023 11026 79.6% 0.75 [0.60, 0.93] &
Total events 686 821
Heterogeneity: Tau? = 0.05; Chi* = 17.53, df = 6 (P = 0.008); I* = 66%
Test for overall effect: Z = 2.57 (P = 0.01)
Total (95% CI) 15358 15351 100.0% 0.80 [0.67, 0.94] L
Total events 957 1106

iny - - Chi® = -~ - 7 - I } } |
Heterogeneity: Tau® = 0.03; Chi* = 20.63, df = 9 (P = 0.01); I’ = 56% bo1 01 10 100

Test for overall effect: Z = 2.61 (P = 0.009)

Favours Colchicine Favours Control
Test for subgroup differences: Chi? = 2.70, df = 1 (P = 0.10), I* = 63.0%

Supplementary Figure 3 — Subgroup analysis of the primary outcome according to
clinical setting and follow-up duration.



Myocardial infarction

Odds Ratio
‘Weight IV, Random, 95% CI

Colchicine Placebo

Study or Subgroup Events Total Events Total

0Odds Ratio
IV, Random, 95% CI

a) Raju 2012 0 40 0 40 Not estimable
b) LoDoCo 2013 4 282 14 250 3.2% 0.24 [0.08, 0.75]
c) COLIN 2017 0 23 1 21 0.4% 0.29 [0.01, 7.54]
d) LoDoCo=MI 2019 0 119 2 118 0.5% 0.19 [0.01, 4.10]
e) COLCOT 2019 89 2366 98 2379  23.0% 0.91 [0.68, 1.22]
f) LoDoCa2 2020 83 2762 116 2760  23.4% 0.71[0.53, 0.94]
g) COPS 2020 7 396 11 399 4.3% 0.63 [0.24, 1.65]
h) AKRAMI 2021 2 120 11 129 1.8% 0.18 [0.04, 0.84]
i} CONVINCE 2024 37 1569 41 1575 14.3% 0.90 [0.58, 1.42]
J) CHANCE-3 2024 7 4176 13 4167 4.7% 0.54 [0.21, 1.35)
k) CLEAR 2024 102 3528 111 3534  24.4% 0.92 [0.70, 1.21]
Total (95% CI) 15381 15372 100.0% 0.76 [0.61, 0.94]
Total events 331 418

Al

Heterogeneity: Tau® = 0.03; Chi* = 12.81, df = 9 (P = 0.17); I¥ = 30% I
Test for overall effect: Z = 2.57 (P = 0.01)

Unstable Angina

01 10
Favours Colchicine Favours Placeba

100

Colchicine Placebo Odds Ratio Odds Ratio

Study or Subgroup  Events Total Events Total Weight IV, Random, 95% Ci IV, Random, 95% CI
a) Raju 2012 1 40 0 40 1.2%  3.08[0.12,77.80]
b) LoDaCo 2013 5 282 16 250 8.8% 0.26 [0.10, 0.73]
e) COLCOT 2019 25 2366 50 2379 19.0% 0.50 [0.31, 0.81] .
f) LoDoCo2 2020 135 2762 177 2760 25.7% 0.75 [0.60, 0.94] -
g) COPS 2020 3 396 11 399 6.3% 0.27 [0.07, 0.97] —
h) AKRAMI 2021 2 120 14 129 4.8% 0.14 [0.03, 0.63]
i) CONVINCE 2024 6 1569 8 1575 8.3% 0.75 [0.26, 2.17] — &
k) CLEAR 2024 164 3528 166 3534 25.9% 0.99 [0.79, 1.23] L2
Total (95% CI) 11063 11066 100.0% 0.60 [0.42, 0.86] L
Total events 341 442

it Tl - Chi? = i - 5 I 4 ' 4
Heterogeneity: Tau® = 0.12; Chi* = 20.59, df = 7 (P = 0.004); I = 66% IU.DI 0-] 1-0 lUd

Test for overall effect: Z = 2.78 (P = 0.006)

Favours Colchicine Favours Contral

Odds Ratio
Weight 1V, Random, 95% CI

Placebo
Total

Colchicine

Study or Subgroup  Events Total Events

Odds Ratio
IV, Random, 95% CI

a) Raju 2012 0 40 1 40 0.7% 0.33[0.01, 8.22]
b) LoDoCo 2013 1 282 4 250 1.4% 0.22 [0.02, 1.97] —
d) LoDoCo-MI 2019 0 119 0 118 Not estimable
e) COLCOT 2019 5 2366 19 2379 6.1% 0.26 [0.10, 0.71] ———
) LoDoCo2 2020 16 2762 24 2760 11.8% 0.66 [0.35, 1.25] -
g) COPS 2020 2 396 6 399 2.6% 0.33[0.07, 1.66] —
h) AKRAMI 2021 0 120 0 129 Not estimable
i) CONVINCE 2024 108 1569 136 1575 26.8% 0.78 [0.60, 1.02] =
jy CHANCE-3 2024 257 4176 263 4167 31.2% 0.97 [0.82, 1.16] *
k) CLEAR 2024 50 3528 43 3534 19.5% 1.17 [0.77, 1.76] ™
Total (95% CI) 15358 15351 100.0% 0.79 [0.61, 1.04] <>
Total events 439 496
B S i 2 _ o : 2 _ L n " g
Heterogeneity: Tau® = 0.05; Chi* = 13.64, df = 7 (P = 0.06); I = 49% o1 o1 1o 100

Test for overall effect: Z = 1.70 (P = 0.09)

Cardiovascular mortality

Favours Calchicine Favours Placebo

Placebo Odds Ratio
Total Weight IV, Random, 95% CI

Colchicine

Study or Subgroup  Events Total Events

0Odds Ratio
IV, Random, 95% CI

a) Raju 2012 ] 40 L] 40 Not estimable

b) LoDoCo 2013 0 283 5 250 0.5% 0.08[0.00,143) +————————

¢) COLIN 2017 0 23 0 21 Not estimable

d) LoDoCo-MI 2019 0 119 0 118 Not estimable

e) COLCOT 2019 20 2366 24 2379 10.9% 0.84 [0.46, 1.52] —

) LoDoCo2 2020 20 2762 25 2760 11.1% 0.80 [0.44, 1.44] —

g) COPS 2020 3 39 1 399 0.8% 3.04[0.31, 29.33] = .
h) AKRAMI 2021 4 120 2 129 1.3% 2.19[0.39, 12.18] S— V-

i) CONVINCE 2024 16 1569 17 1575 8.2% 0.94 (0.48, 1.88] o

J) CHANCE-3 2024 19 4176 27 4167 11.2% 0.70 [0.39, 1.26] i P

k) CLEAR 2024 117 3528 113 3534 56.1% 1.04 [0.80, 1.35) L3

Total (95% CI) 15382 15372 100.0% 0.94 [0.77, 1.15] 4

Total events 199 214

Heterogeneity: Tau® = 0.00; Chi® = 6.72, df = 7 (P = 0.46); I’ = 0% 1001 OI] 150 moi

Test for overall effect: Z = 0.61 (P = 0.54)

Favours Colchicine Favours Placebo

All-cause mortality

Colchicine Placebo Odds Ratio Odds Ratio
Study or Subgroup  Events Total Events Total Weight IV, Random, 95% ClI IV, Random, 95% CI
a) Raju 2012 0 40 0 40 Not estimable
b) LoDeCo 2013 4 282 10 250 3.1% 0.35[0.11, 1.12]
c) COLIN 2017 0 23 0 21 Not estimable
d) LoDoCo-MI 2019 0 119 0 118 Not estimable
e) COLCOT 2019 43 2366 44 2379 15.4% 0.98 [0.64, 1.50] =
f) LoDoCo2 2020 73 2762 60 2760 19.2% 1.22 [0.86, 1.73] ™
g) COPS 2020 8 396 1 399 1.0%  8.21[1.02, 65.92) —
h) AKRAMI 2021 4 120 2 129 1.5% 2.19[0.39, 12.18) —
iy CONVINCE 2024 61 1569 58 1575 18.1% 1.06 [0.73, 1.53] | il
j) CHANCE-3 2024 34 4176 45 4167  14.4% 0.75[0.48, 1.18] By
k) CLEAR 2024 162 3528 179 3534 27.2% 0.90[0.73, 1.12] -
Total (95% CI) 15381 15372 100.0% 0.98 [0.79, 1.21] <+
Total events 389 399

Heterogeneity: Tau? = 0.03; Chi* = 11.48, df = 7 (P = 0.12); I* = 39% :D o1
Test for overall effect: Z = 0.20 (P = 0.84) .

0.1
Favours Colchicine Favours Placebo

100

Supplement

ary Figure 4 - Forest plot of the estimated odds ratio of single event analysis



Non-cardiovascular mortality

Colchicine Placebo Odds Ratio Odds Ratio

Study or Subgroup Events Total Events Total Weight IV, Random, 95% CI IV, Random, 95% CI
a) Raju 2012 0 40 i} 40 Not estimable
b) LoDoCo 2013 4 282 5 250 4.9% 0.71[0.19, 2.66] 1
c) COLIN 2017 0 23 0 21 Not estimable
dj LoDoCe-MI 2019 0 119 o 118 Not estimable
e) COLCOT 2019 23 2366 20 2379 15.4% 1.16 [0.63, 2.11) ——
f) LoDoCo2 2020 53 2762 35 2760 21.1% 1.52 [0.99, 2.34] =
g) COPS 2020 5 396 0 399 1.2% 11.22[0.62, 203.68] *
hy AKRAMI 2021 0 120 0 129 Not estimable
i) CONVINCE 2024 45 1569 41 1575 21.2% 1.10[0.72, 1.70] -
) CHANCE-3 2024 15 4176 18 4167 13.2% 0.83 [0.42, 1.65] —r
k) CLEAR 2024 45 3528 66 3534 23.0% 0.68 [0.46, 0.99] At
Total (95% Cl) 15381 15372 100.0% 1.03 [0.75, 1.41] 3
Total events 190 185

o - rhi? — S = E= ; } 1 |
Heterogeneity: Tau® = 0.08; Chi* = 11.27, df = 6 (P = 0.08); I = 47% ot 01 1 100

Test for overall effect: Z = 0.18 (P = 0.85) Favours Colchicine Favours Contral

Gastrointestinal symptoms

Colchicine Placebo Odds Ratio Odds Ratio
Study or Subgroup  Events Total Events Total Weight IV, Random, 95% Ci IV, Random, 95% CI
a) Raju 2012 14 36 7 38 5.8% 2.82[0.98, 8.13] 1
) COLIN 2017 10 23 0 21 1.1% 33.44 [1.81, 618.57] —_——=——*
d) LoDoCo-MI 2019 12 119 6 118 6.1% 2.09[0.76, 5.78] =
&) COLCOT 2019 698 2330 656 2346 14.7% 1.10 [0.97, 1.25] -
) LoDoCo2 2020 53 2762 50 2760 12.3% 1.06 [0.72, 1.57] ——
g) COPS 2020 91 396 83 399 12.9% 1.14 [0.81, 1.59] B 3
h) AKRAMI 2021 15 120 3 129 4.6% 6.00 [1.69, 21.29]
i) CONVINCE 2024 257 1569 68 1575 13.5% 4.34 [3.29,5.73] ==
j) CHANCE-3 2024 360 4176 312 4167 14.5% 1.17 [1.00, 1.37] =
k) CLEAR 2024 396 3528 266 3534 14.5% 1.55[1.32, 1.83] -
Total (95% CI) 15059 15087 100.0% 1.73 [1.25, 2.39] L
Total events 1906 1451
Heterogeneity: Tau? = 0.18; Chi® = 99.22, df = 9 (P < 0.00001); I? = 91% Io o1 011 1=o 100’

Test for overall effect: Z = 3.32 (P = 0.0009) Favours Colchicine Favours Contral

Hematologic effects

Colchicine Placebo Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight IV, Random, 95% CI 1V, Random, 95% CI
a) Raju 2012 0 36 0 38 Not estimable
c) COLIN 2017 0 23 0 21 Mot estimable
e) COLCOT 2019 18 2330 20 2346 33.8% 0.91[0.48, 1.72] —a—
f) LoDoCo2 2020 4 2762 3 2760 16.9% 1.33 [0.30, 5.96] — 1
g) COPS 2020 0 396 0 399 Mot estimable
i) CONVINCE 2024 0 1569 4 1575 6.2% 0.11[0.01, 2.07] +
J) CHANCE-3 2024 40 4176 23 4167 36.7% 1.74 [1.04, 2.92] —a—
k) CLEAR 2024 0 3528 8 3534 6.5% 0.06 [0.00, 1.02]
Total (95% CI) 14820 14840 100.0% 0.90 [0.41, 1.98] f
Total events 62 58

Heterogeneity: Tau® = 0.37; Chi’ = 9.61, df = 4 (P = 0.05); I = 58% t

0.01 0.1 1 ) 100
Test for overall effect: Z = 0.25 (P = 0.80) Favours Colchicine Favours Control

Colchicine Placebo Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight IV, Random, 95% CI 1V, Random, 95% CI
e) COLCOT 2019 74 2330 49 2346 25.2% 1.54 [1.07, 2.22] -
f) LoDoCo2 2020 137 2762 144 2760 32.9% 0.95 [0.75, 1.21] -
i) CONVINCE 2024 7 1569 14 1575 8.0% 0.50 [0.20, 1.24] o
J) CHANCE-3 2024 4 4176 5 4167 4.3% 0.80 [0.21, 2.97] =1
k) CLEAR 2024 87 3528 101 3534 29.7% 0.86 [0.64, 1.15]
Total (95% CI) 14365 14382 100.0% 0.98 [0.74, 1.31]
Total events 309 313

Heterogeneity: Tau® = 0.05; Chi® = 8,88, df = 4 (P = 0.06); I = 55% k

: 0.01 0.1 10 100
Test for overall effect: Z = 0.13 (P = 0.89) Favours Colchicine Favours Placebo

Supplementary Figure 5 - Forest plot showing the estimated odds ratio of adverse
events
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Supplementary Figure 6— Funnel plots and Egger’s test for all outcomes



