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Supplementary Table S1: Detailed search strategy of each included database

Database Search Strategy Results
MEDLINE (via | ("Nicorandil" OR "Potassium channel opener" OR "K-
PubMed) ATP channel opener") AND ("ST-segment elevation" | 134

OR "ST-segment elevation myocardial infarction" OR
"STEMI" OR "Acute myocardial infarction" OR "AMI"
OR "Myocardial infarction” OR "MI") AND
("Percutaneous coronary intervention" OR "PCI" OR
"Primary PCI" OR '"Percutaneous transluminal
coronary angioplasty" OR "PTCA" OR "Coronary
angioplasty" OR "Stenting" OR "Coronary stenting"

OR "Revascularization")

EMBASE (via | Set #1 293
Ovid) Nicorandil.mp. or nicorandil/ (5022 results)
Set #2

(ST-segment elevation or ST-segment elevation
myocardial infarction or STEMI).mp. [mp=title,
abstract, heading word, drug trade name, original title,
device manufacturer, drug manufacturer, device trade
name, keyword heading word, floating subheading

word, candidate term word] (106850 results)

Set #3
(PCI or percutaneous coronary intervention).mp.
[mp=title, abstract, heading word, drug trade name,

original  title,  device  manufacturer, drug




manufacturer, device trade name, keyword heading
word, floating subheading word, candidate term

word] (147247 results)

Set #4
Set #1 AND Set #2 AND Set #3 (293 results)

Scopus Nicorandil AND (ST-segment elevation or ST-segment | 1,415
elevation myocardial infarction or STEMI) AND (PCI
OR percutaneous coronary intervention)
Cochrane Nicorandil AND (ST-segment elevation or ST-segment | 75
CENTRAL elevation myocardial infarction or STEMI) AND (PCI
library OR percutaneous coronary intervention)
clinicaltrials.g 40
ov
Total 1,960




Supplementary Figure S1: Traffic plot of Risk of Bias Assessment
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Supplementary Figure S2: Summary of Risk of Bias Assessment
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Supplementary Figure S3: Forest plot for non-settled or partially settled ST-segment.
No statistically significant difference was observed for partially settled ST segments
between nicorandil and control. The incidence of non-settled ST segments was

significantly lower in the nicorandil group compared to the control.

Study or Nicorandil Control Risk Ratio Risk Ratio
Subgroup Events Total Events Total MH, Random, 95% CI MH, Random, 95% CI
Partially settled ST

Qietal 2018 5 40 14 80 0.71[0.28; 1.84]

Tiyas et al. 2024 9 70 34 70 0.26[0.14; 0.51] -

Total (95% CI) 110 150 0.41 [0.16; 1.07] sl

Heterogeneity: Tau® = 0.3198; Chi* = 2.85. df = 1 (P = 0.09); I = 65%
Test for overall effect: Z=-1.82 (P = 0.07)

Not settled ST

Qietal 2018 1 40 9 80  0.22[0.03;1.69] ——
Ilyas et al. 2024 1 70 11 70 009[0.01;069] ——
Total (95% CI) 110 150 0.14 [0.03; 0.59] -

Heterogeneity: Tau” = 0; Chi* = 0.37, df = 1 (P = 0.54); ' = 0%
Test for overall effect: Z=-2.67 (P < 0.01}

[ I I
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Supplementary Figure S4: Forest plot for left ventricular ejection fraction

immediately following percutaneous coronary intervention, showing no significant



statistical difference between subgroups.

Study or Nicorandil Control Mean Difference Mean Difference
Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
IV+IC+PO

Miyazawa et al. 2006 50.90 11.10 35 52.00 11.60 35 34% -1.10[-6.42:422]

v
Fujiwara et al. 2007  52.00 2.00 31 52.00 2.00 31 96.6% 0.00[-1.00; 1.00] .

Total (95% CI) 66 66 100.0%  -0.04 [-1.02; 0.94]

Heterogeneity: Tau® = 0: Chi = 0.16, df = 1 (P = 0.69): = 0% Feror T
Test for overall effect: Z=-0.07 (P = 0.94) -6 -4 -2 0 2 4 6
Test for subgroup differences: Chi' =0.16. df = 1 (P=0.69) Favours Control Favours Nicorandil

Supplementary Figure S5: Forest plot for left ventricular infarct size reduction (% of
LV at 5-7 days and 6 months) and on cardiac magnetic resonance imaging (CMR at 5-
7 days and 6 months). There was no statistically significant difference observed on

CMR at 5-7 days and 6 months. A significant reduction in left ventricular infarct size



was observed at 6 months.

Study or Nicorandil Control Mean Difference Mean Difference
Subgroup Mean SD Total Mean SD Total IV, Random, 95% CI IV, Random, 95% CI

CMR at 5-7 days |
Wang etal. 2021 320 080 39 3350 100 60 -030[-063; 0.03]

Qianetal 2022 2650 17.10 99 3240 1930 102 -590[-10.94: -0.8] ——+——
Total (95% CT) 158 162 -2.51[-7.88; 2.85]

Heterogeneity: Tau” = 12.3635; Chi’ =4.73, df =1 (P = 0.03): I' = 79%
Test for overall effect: Z=-0.92 (P = 0.36)

CMR at 6 months

Wangetal 2021 270 100 59 330 100 60 -0.60[-0.96;-024]

Qian etal 2022 1950 1440 80 2570 1540 91 -620[-1067.-173] ———+—
Total (95% CI) 139 151 -2.94[-8.35; 2.47]

Heterogeneity: Tau” = 13.0641; Chi’ = 5.99, df = 1 (P = 0.01): I' = 83%

Test for overall effect: Z=-1.06 (P =0.29)

% of LV at 5-7 days

Wang etal 2021 1220 380 59 1390 570 60 -1.70[-3.44: 0.04] R
Qianetal 2022 2210 1140 99 27.10 1340 102 -5.00[-8.44:-156] —_—
Total (95% CT) 158 162 -3.00 [-6.17; 0.16]

Heterogeneity: Tau® = 3.5153; Chi’ =2.82, df = 1 (P = 0.09); I’ = 65%
Test for overall effect: Z =-1.86 (P = 0.06)

% of LV at 6 months

Choe etal 2023 15.89 12.55 40 1649 934 43 -0.60[-5.39; 4.19] —_—
Wang etal 2021 10.50 4.80 59 1350 530 60 -3.00[-4.82:-1.18] ——
Qianetal 2022 18.80 13.60 80 23.10 11.70 91 -4.30[-8.13;-047] o+
Total (95% CT) 179 194 2.96[4.51;-141] -

Heterogeneity: Tau’ = 0; Chi’ = 1.41, df =2 (P = 0.50). " = 0%
Test for overall effect: Z=-3.74 (P < 0.01)

-10 -5 0 5 10
Favours Nicorandil Favours Control



Supplementary Figure S6: Forest plot with subgroup analysis for major adverse

cardiovascular events based on mode of administration
Study or Nicorandil Control Risk Ratio Risk Ratio
Subgroup Events Total Events Total Weight MH, Random, 95% CI MH, Random, 95% CI
v 5
Ono et al 2004 5 33 10 25 535% 0.38[0.15; 0.97] ——
Ishii et al 2005 59 185 96 183 15.0% 0.61[047; 0.78] ‘
Kitakaze et al. 2007 55 276 58 269 13.7% 0.92[0.67; 1.28]
Pietal 2019 17 48 19 22 121% 0.41[027; 0.62] . 3
Wang et al. 2021 0 39 0 60 0.0%
Qian et al. 2022 10 120 14 118 7.0% 0.70[0.32; 1.52] —-
Total (95% CI) 721 677 53.3% 0.60 [0.43; 0.84] >
Prediction interval [0.21; 1.76] —'--

Heterogeneity: Taw® = 0.0833; Chi’ = 10.59, df =4 (P = 0.03); I’ = 62%
Test for overall effect: Z=-2.95 (P < 0.01)

IV+IC +PO i
Miyazawa et al. 2006 2 35 2 35 1.7% 1.00[0.15; 6.71] —
IC :

Ota et al. 2006 4 32 5 14 40% 035[0.11; 1.11] —&
Leeetal 2008 2 37 0 36 07% 4.87[0.24;97.94] :

Qietal 2018 0 40 & 80 08% 0.12[0.01; 1.98] —_—
Pietal 2019 29 47 19 23 143% 0.75[0.56; 1.00] 5

Total (95% CIT) 156 153 19.9% 0.64 [0.36; 1.13] :
Prediction interval [0.11; 3.87] —l-—

Heterogeneity: Tau” = 0.0909; Chi* = 4.7, df = 3 (P = 0.20); I* = 36%
Test for overall effect: Z=-1.33 (P =10.12)

IV + IC
Ota et al. 2006 3031 4 13 32%  031[0.08: 121] —ar
Chen et al. 2020 6 39 13 39  61%  0.46[0.20; 1.09] —E—
Total (95% CI) 70 52 9.3%  0.41[0.20; 0.85] -

Prediction interval
Heterogeneity: Tau” = 0; Chi* = 0.22, df = 1 (P = 0.64); I' = 0%
Test for overall effect: Z=-2.3% (P =0.02)

PO H
Alkbari et al 2020 13 116 28 124 91%  050[0.27; 0.91] -
Ilyas et al. 2024 6 70 33 70 67%  0.18[0.08; 041] —&—
Total (95% CI) 186 194 158%  0.31[0.12; 0.83] -

Prediction interval
Heterogeneity: Tau®™ = 0.3720; Chi* = 3.81. df = 1 (P =0.05); " = 74%
Test for overall effect: Z=-2.33 (P =0.02)

Total (95% CT) 1168 1111 100.0%  0.54 [0.41; 0.70] ¢

Prediction interval [0.25; 1.16] —

Heterogeneity: Tau® = 0.1057; Chi® = 27.36, df = 13 (P = 0.01); I* = 52% ' ! ! !
Test for overall effect: Z=-4.61 (P < 0.01) 0.01 0.1 1 10 100

Test for subgroup differences: Chi* = 2.82, df = 4 (P = 0.59) Favours Nicorandil Favours Control



Supplementary Figure S7

Forest plot for individual major adverse cardiovascular

events (MACEs)

Study or Nicorandil Control Risk Ratio Risk Ratio
Study or Nicorandil Control Risk Ratio Risk Ratio Subgroup Events Total Events Total MH, Random, 95% CI MH, Random, 95% CI
Subgroup Events Total Events Total MH, Random, 95% CI MH, Random, 95% CI
Death
Target vessel revascularization Akbari et al. 2020 0 116 2 124 021[001; 441] —
Chenct al. 2015 0 52 0 52 Chen etal. 2015 1 52 1052 :
Choe et al 2023 1 40 0 43 322[0.14; 76.86] — Chen etal 2020 139 239 R
Lee etal 2008 1 37 0 36 292[0.12 69.38] — Tiyas et al. 2024 0 70 0 70
Pietal 2009 0 95 1 45 016[0.01; 3.82] — Ishii et al. 2005 7 185 12 183 0.58[0.23; 1.43] —
Qietal 2018 0 40 4 40 0.11[001; 2.00] —— Ito et al 1999 0 40 4 41 011[001 205] ———=—p—
Total (95% CT) 264 216  0.60 [0.10; 3.63] e~ Lee et al. 2008 0 37 0 36
Prediction interval [0.00; 167.50] o B Miyazawa et al. 2006 133 0 35 3.00[0.13; 71.18] —_—t
Heterogeneity: Tau” = 0.8700; C| 02, df =3 (P=026); T =25% Pictal 2009 195 145 047[0.03; 7.40] —_—
Test for overall effect: Z=-0.55 (P Qictal 2018 0 40 1 40 033[001; 794] —_—
Qian et al 2002 2 120 3 118 066[0.11; 3.85] —a—
VI/VE Wang et al 2019 3058 150 273[0.29: 2538] —t—
Akbari et al. 2020 4 116 11 124 039[0.13; 1.19] —a Wang et al 2021 0 59 0 60
Chenetal 2015 0 52 0 5 Total (95% CT) 943 893 0.62[0.33; 115] -
Feng ctal 2013 5 84 14 8 037[0.14 097] —a— Prediction interval [0.30; 1.28] —_
Ikeda et al 2004 1 30 230 050[005 522] —_— Heterogeneity: Tau® = 0; Chi® = 4.8, df =9 (P = 0.85);
Iiyas et al. 2024 170 8§ 70 0.12[0.02 097] Test for overall effect: Z =-1.52 (P = 0.13)
Ishi et al 2005 26 185 42 183 061[039: 0.95] ||
Ito et al 1999 2 40 8 41 026[006 1.13] — Myocardial Infarction
Kasama et al. 2005 5 25 13 25 038[016; 092] — Chen etal. 2015 2 52 0 52 5.00[0.25; 101.66] —_—
Lee etal 2008 0 37 236 019[0.01; 3.92] — Choe etal 2023 1 40 0 43 322[014: 76.36] —_—T—
Mivazawa et al 2006 0 35 0 35 Lee ctal 2008 137 2 0.49[0.05; 5.13] —a—
Nameki et al. 2004 2 13 9 27 046[0.12; 184] — Miyazawa et al 2006 2 35 3 067[0.12; 3.75] ——
Ono et al 2004 5 33 8 25 047[018; 127] | Ono et al. 2004 0 3 1 025[0.01; 597 ————&—1——
Ota ct al. 2006 6 63 6 27 043[0.15 121] | Qietal 2018 0 40 1 033[0.01; 7.94] —
Pietal 2009 30 95 20 45 0.71[046; 1.10] ] Total (95% CT) 237 0.79 [0.28; 2.23] o
Qietal 2018 0 40 740 0.07[0.00; 1.13] T Prediction interval [0.18; 3.44] —
918 846 + Heterogeneity: Tau® = 0; Chi = 3.18, df =5 (P = 0.67), ' = 0%
Prediction interval - Test for overall effect Z = -0.45 (P = 0.66)
Heterogeneity: Tau’ = 0.0103; Chi = 9.03, df = 12 (P = 0.70);
Test for overall effect Z=-5.11 (P < 0.01) Acute stent thrombosis
Chen et al 2020 1 39 139 100[006; 1543] ——
001 01 1 10 100 Choe etal. 2023 0 40 143 036[0.02 — R
Favours Nicorandil Favours Control Total (95% CT) 79 82 0.65[0.08; -—eali——
Prediction interval
Heterogeneity: Tau® = 0; Chi® = 0.23_ df = 1 (P = 0.63): = 0%
Test for overall effect: Z = -0.41 (P = 0.68)
e e —
001 01 1 10 100
Favours Nicorandil Favours Control
Study or Nicorandil Control Risk Ratio Risk Ratio
Subgroup Events Total Events Total MH, Random, 95% CI MH, Random, 95% CIT Study or Nicorandil Control Risk Ratio Risk Ratio
Sub Events Total Events Total MH, Random, 95% CI MH, Random, 95% CI
Pericardial effusion
Tkeda et al 2004 330 530 229] - Stroke
Ito et al. 1999 3 3 15 4l 0.65] - Akbari et al. 2020 1 116 1 124 107[0.07;16.89] —a—
Ono et al. 2004 303 2 25 L14[02L 630] —. Choe et al. 2023 0 40 1 43 036002 8.54 |
Total (95% CI) 103 96 0.45[017; 121] - Total (95% CD | 156 167 0.67[0.08; e——————
Prediction interval [0.00; 4425.29] Heterogeneiry: Tau =0: Chi” = 026, df = 1 (P=0.61): ' = 0%
Heterogeneity: Tau’ = 0.2692; Chi’ = 3.04, df =2 (P =022}, I Test for overall effect: Z =-0.38 (P = 0.70)
Test for overall effect: Z=-1.58 (P =0.12)
Heart Failure
Tntraoperative hypotension Akbari et al. 2020 8 116 14 124 061[027: 140] —-
Qietal 2018 2 40 15 40 0.13[0.03: 055] - llyas ct al. 2024 0 70 370 014[001;272] ——*——
Total (95% CI) 186 194 5[0.25; 1.22] -
Chest pain Heterogeneity: Tau® = 0; Chi® = 0.87. df= 1 (P=0.35); I = 0%
Nameld et al. 2004 8§ 13 15 27 L1064 191] [ Test for overall effect: Z=-1.47 (P =0.14)
Otaetal 2006 36 427 0320008 134] —
Pictal 2009 1295 12 45 047[023; 097] = Angina
Total (95% CT) 171 99  0.64[031; 133] - Chen et al. 2020 1 39 2 39 050[005: 1 —
Prediction interval [0.00; 1496.01] — yas etal. 2024 570 2 70 023009 057) —i-
Heterogeneity: Tau’ = 0.2339; Chi’ =489 df =2 (P =0.09); I'=59% Total (95% CD | 109 109 025[0.11; 0.59] -
Test for overall effect Z=-1.19 (P 24) Heterogeneity: Tau" = 0; Chi* = 037, df = 1 (P =0.54); ' = 0%
Test for overall effect: Z=-3.17 (P < 0.01)
Congestive Heart Failure
Tto et al 1999 740 20 41 036[017 073 - Cardiogenic shock
Miyazawa et al. 2006 1 3% 0 35 3000013 7118 JR Chen et al. 2020 1 39 139 1.00[0.06;15.43] ——
Ono et al 2004 3033 6 25 038[0.10; 137] &
Qietal 2018 1 40 7 40 014[002 111] —a— Postoperative hypotension
Total (95% CI) 148 141 036020, 0.66] - Chen et al. 2020 139 439 025[0.03; 2.14] .
Prediction interval [0.10; 1.36] o Ono et al 2004 3033 325 076017 3.44]
Heterogeneity: Tau’ = < 0.0001; Chi* = 2.51, df =3 (P = 0.47); ' = 0% Total (95% CD) .7 64  0.52[0.15; 1.81]
Test for overall effect Z=-331 (P < 0.01) Heterogeneity: Tau’ =0; Chi’ = 0.68, df = 1 (P =0.41); ['=0%
T 1 Test for overall effect: Z=-1.02 (P =0.31)

0001 01 1 10 1000

Favours Nicorandil Favours Control 0.01 01 1 10 100

Favours Nicorandil Favours Control

Supplementary Figure S8: Leave-one-out analysis for corrected Thrombolysis in

Myocardial Infarction (TIMI) Frame Count



Mean Difference

Mean Difference

Study P-value Taw2 Tan 12 IV, Random, 95% CI IV, Random, 95% CI
Omitting Ono et al. 2004 0.84 395681 6.2903 91% 048[-4.16;5.12] !
Omitting Ishii et al. 2005 0.98 495635 7.0401 91% -0.07[-5.24:5.09] 3
Omitting Ota et al. 2006 0.60 446369 66811 92% -1.30[-6.16;3.57]

Omitting Ota et al. 2006 0.62 453245 6.7324 92% -1.25[-6.14:3.65]

Omitting Qi et al. 2018 0.87 519047 72045 92% -0.43 [-5.70; 4.85]

Omitting Pi et al. 2019 0.51 40.1722 63382 89% -1.59[-6.29:3.11]

Omitting Pi et al. 2019 0.54 419734 64787 89% -1.51[-6.30:3.28]

Omitting Chen et al. 2020 0.76 341107 58404 91% 0.67 [-3.65:4.99]

Omitting Qian et al. 2022 0.97 496955 7.0495 91% -0.09 [-5.26; 5.08]

Total (95% CI) 0.81 43.9769 6.6315 91%  -0.56 [-5.15; 4.03]

Supplementary Figure S9:

[
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Favours Nicorandil Favours Control

Leave-one-out analysis for left ventricular ejection fraction

at 1 week following percutaneous coronary intervention
Mean Difference Mean Difference
Study Pwvalue Tau2 Tau 12 IV, Random, 95% CI IV, Random, 95% CI
Omitting Toyama ctal 2006 0.05 24.6648 49664 94%  3.78 [-0.05; 7.61] R
Omitting Yamada etal. 2015 0.03 23.2760 4.8245 93%  4.17[0.41;7.94] —a—
Omitting Qi et al. 2018 0.09 24.6330 4.9632 94%  3.36 [-0.54; 7.25] T
Omitting P et al. 2019 0.02 212009 4.6044 92%  4.41[0.78;8.04] ——
Omitting P ct al. 2019 0.04 24.0109 4.9001 93%  4.10[0.27:7.94] ——
Omitting Chen et al. 2020 0.02 43921 20957 70%  2.25[0.29:4.20] ——+
Omitting Wang ct al. 2021 0.04 24.7950 4.9795 93%  4.00 [ 0.09; 7.90] ——
Omitting Qian ct al. 2022 0.07 254939 5.0492 94%  3.71[-0.24;7.65] e
Total (95% CT) 0.03 21.6356 4.6514 93%  3.72[0.30; 7.14] | *--T-—
-5 0 4

Supplementary Figure S10:

fraction at 1 month

Study

P-value Tau2 Tan

following  percutaneous

Mean Difference
I2 IV, Random, 95% CI

Favours Control Favours Nicorandil

Leave-one-out analysis for left ventricular ejection

coronary intervention

Mean Difference
IV, Random, 95% CI

Omitting Ito et al. 1999
Omitting Akeagi et al. 2006
Omitting Alkcagi et al. 2006
Omitting Qi et al. 2018
Omitting Wang et al. 2019

= (0.01
= (.01
< 0.01

0.09
= (.01

Total (95% CI) <0.01

0 0 0% 215[0.59:3.70] .
0 0 0% 240[0.89:3.92] ——
0 0 0% 243[091:3.94] —
0 0 0% 2.12[-0.36:4.60] —
0 0 0% 261[091:431] ——
0 00% 236[087;38] | -----Iﬁn--—I
4 2 0 2 4

Favours Control

Favours Nicorandil



Supplementary Figure S11: Leave-one-out analysis for left ventricular ejection
fraction at 3 months following percutaneous coronary
Mean Difference Mean Difference
Study P-value Tau2 Tau I2? IV, Random, 95% CI IV, Random, 95% CI
Omitting Namekietal 2004 002 0 0 0% 263[0.39;4.87] -
Omitting Akagi et al. 2006 002 0 0 0% 277[0.49;5.06] ——
Omitting Akagi et al. 2006 002 0 0 0% 277[0.49;5.06] —
Omitting Wang et al. 2019 080 0 0 0% -0.89[-7.86:6.07] ;
Total (95% CI) 002 0 00% 2.60[0.37:483] o
[ 1
-5 0 5
Favours Control Favours Nicorandil
Supplementary Figure S12: Leave-one-out analysis for left ventricular ejection
fraction at 6 months following percutaneous coronary
Mean Difference Mean Difference
Study P-value Taul Tau I2 IV, Random, 95% CI IV, Random, 95% CI
Omitting Ono et al. 2004 <001 30097 1.7349 75%  2.89 [143:4.34] —
Omitting Kasama et al. 2005 <001 39148 19786 83% 321 [1.71:4.72] —
Omitting Miyazawa et al 2006 <001 40643 20160 84%  325[1.71:4.79] —
Omitting Toyama et al 2006 <001 40998 20248 84% 329 [1.75: 4.84] —_—
Omitting Fujiwara et al 2007 <001 39641 19910 82%  3.04 [144: 4.64] —
Omitting Kitakaze etal 2007 <001 15368 12397 62%  4.02[2.87:5.17] ;
Omitting Feng et al. 2019 <001 44141 21010 82%  3.40[1.74: 5.05] —
Omitting Wang et al. 2019 <001 41971 20487 83%  3.41[1.82:5.00] —
Omitting Wang et al. 2021 <001 43414 20836 84% 322 [1.60:4.85] —_—
Omitting Qian et al. 2022 <001 43311 20811 84% 326 [1.65:4.88] —
Omitting Choe et al. 2023 <001 36832 19192 83% 353 [2.04: 5.01] —
Total (95% CIT) <0.01 3.8151 1.9532 $2%  3.31 [L.85; 4.75]

4 2 0 2

Favours Control

intervention

intervention

Favours Nicorandil



Supplementary Figure S13: Leave-one-out analysis for Thrombolysis in Myocardial

Infarction grade 0

Risk Ratio Risk Ratio

Study P-value Tau2 Tau 12 MH, Random, 95% CI MH, Random, 95% CI

Omitting Lee et al. 2008 0.30 0 0 0% 0.56 [0.19; 1.65] —.——

Omitting Yamada et al. 2015 0.23 0 0 0% 0.55[0.21; 1.47] .

Omitting Qi et al. 2018 0.37 0 0 0% 0.63[0.23;1.72] — T

Omitting Chen et al. 2020 031 0 0 0% 0.60[0.22; 1.61] —.——

Omitting Akbari et al. 2020 0.15 0 0 0% 0.43[0.14; 1.34] ——

Omitting Wang et al. 2021 0.23 0 0 0% 0.55[0.21; 1.45] —.——

Omitting Qian et al. 2022 042 0 0 0% 0.67 [0.25; 1.80] —'.——

Omitting Choe et al. 2023 0.22 0 0 0% 0.55[0.21; 1.44] —.——

Total (95% CI) 0.24 0 00% 0.57 [0.22; 1.46] Id-I*_h I I

02 0.5 1 2 5

Favours Nicorandil Favours Control

Supplementary Figure S14: Leave-one-out analysis for Thrombolysis in Myocardial

Infarction grade 1

Risk Ratio Risk Ratio

Study P-value Tau2 Tan 12 MH, Random, 95% CI MH, Random, 95% CI

Omitting Lee et al. 2008 0.65 0 0 0% 0.79[0.29; 2.15] L

Omitting Yamada et al. 2015 032 0 0 0% 0.63 [0.26; 1.55] 4.——

Omitting Qi et al. 2018 0.30 0 0 0% 0.59[0.22; 1.59] .

Omitting Chen et al. 2020 0.64 0 0 0% 0.79[0.29; 2.13] B

Omitting Alcbari et al. 2020 0.13 0 0 0% 0.49[0.20; 1.23] ———

Omitting Wang et al. 2021 031 0 0 0% 0.63 [0.26; 1.53] —.——

Omitting Qian et al. 2022 0.40 0 0 0% 0.68 [0.27; 1.68] 4.——

Omitting Choe et al. 2023 0.30 0 0 0% 0.63 [0.26; 1.53] 4.——

Total (95% CI) 0.32 0 00% 0.64 [0.27; 1.53] --"—-

02 0.3 1 2 3
Favours Nicorandil Favours Control



Supplementary Figure S15:

Leave-one-out analysis for Thrombolysis in Myocardial

Supplementary Figure S16:

Infarction grade
Risk Ratio Risk Ratio
Study P-value Taul Tau 12 MH, Random, 95% CI MH, Random, 95% CI
Omitting Fukuzawa et al. 2000 0.03 0.0410 02025 0%  0.64 [0.43; 0.95] —u—
Omitting Lee et al. 2008 0.03 0.0336 0.1833 0%  0.66[0.45: 0.97] ——
Omitting Yamada et al. 2015 0.03 0.0461 02148 0%  0.64[0.42: 0.96] ——
Omitting Qi et al. 2018 0.04 0.0431 02076 0%  0.66 [0.44: 0.98] ——
Omitting Chen et al. 2020 0.05 0.0511 02261 0%  0.66[0.43: 1.01] —l—
Omitting Akbari et al. 2020 <0.01 0.0005 0.0219 0%  0.57[0.38;0.84] —-—
Omitting Wang et al. 2021 0.02 0.0384 0.1960 0%  0.61[0.41;0.92] ——
Omitting Qian et al. 2022 0.22 0 0 0%  0.77[0.50; 1.17] ——
Omitting Choe et al. 2023 0.01 0.0276 0.1662 0%  059[0.39;089] ——
Total (95% CI) 0.02 0.0313 0.1770 0%  0.64 [0.44; 0.94] ~—m——
[ ]
0.5 1 2
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Leave-one-out analysis for Thrombolysis in Myocardial

Favours Control

Infarction grade
Risk Ratio Risk Ratio
Study P-value Taul Tau 12 MH, Random, 95% CI MH, Random, 95% CI
Omitting Fukuzawa et al. 2000 < 0.01 0.0056 0.0748 53% 1.09[1.02; 1.15] —i—
Omitting Ishii et al. 2005 0.02 0.0060 0.0776 51% 1.08[1.01; 1.15] ——
Ommitting Mivazawa et al. 2006 < 0.01 0.0052 0.0719 45% 1.09[1.03; 1.16] ——
Omitting Lee et al. 2008 0.02 0.0044 0.0661 48% 1.07[1.01: 1.13] —E—
Omitting Yamada et al. 2015 < 0.01 0.0055 0.0742 54% 1.08[1.02; 1.14] —il—
Omitting Chen et al. 2015 <0.01 0.0053 0.0729 53% 1.08[1.02:1.15] —i—
Omitting Chen et al. 2015 0.01 0.0055 0.0745 54% 1.08[1.02; 1.14] B
Omitting Qi et al. 2018 0.02 0.0051 0.0718 30% 1.07[1.01; 1.14] ——
Omitting Pi et al. 2019 0.01 0.0048 0.0693 51% 1.07[1.02; 1.13] —u—
Omitting Pi et al. 2019 0.01 0.0048 0.0694 31% 1.07[1.02: 1.13] ——
Omitting Chen et al. 2020 0.02 0.0045 0.0668 48% 1.07[1.01; 1.13] —.—
Omitting Akbari et al. 2020 <0.01 0.0041 0.0638 45% 1.09[1.03; 1.15] ——
Omitting Wang et al. 2021 <0.01 0.0055 0.0740 52% 1.09[1.03; 1.16] ——
Omitting Qian et al. 2022 0.03 0.0030 0.0547 38% 1.06[1.01: 1.11] ——
Omitting Choe et al. 2023 <0.01 0.0055 0.0743 54% 1.08[1.02; 1.15] ——
Total (95% CI) = 0.01 0.0050 0.0707 50% 1.08 [1.02; 1.14] : -"_l"‘-
0.9 1 1.1

Favours Nicorandil

3



Supplementary Figure S17: Leave-one-out analysis for major adverse cardiovascular

events (MACEs)
Risk Ratio Risk Ratio
Study Pwvalue Tau2 Taun 12 MH, Random, 95% CI MH, Random, 95% CI
Omitting Ono et al. 2004 <0.01 0.1099 0.3315 54% 0.55[0.41;0.72] —l—
Omitting Ishii et al. 2005 <0.01 0.1379 0.3714 56% 0.5210.38;0.71] ——
Omitting Miyazawa et al. 2006 < 0.01 0.1109 0.3330 56% 0.53 [0.40; 0.69] —i—
Omitting Ota et al. 2006 <0.01 0.1079 0.3284 55% 0.5510.42;0.72] ——
Omitting Ota et al. 2006 <0.01 0.1061 0.3258 55% 0.55[0.42;0.71] _._
Omitting Kitakaze et al. 2007 < 0.01 0.0692 0.2630 40% 0.50[0.39; 0.65] —B—
Omitting Lee et al. 2008 <0.01 0.1080 0.3287 53% 0.53 [0.40; 0.69] ——
Omitting Qi et al. 2018 <0.01 0.1032 0.3213 54% 0.54[042:0.71] ——
Omitting Pi et al. 2019 <0.01 0.1154 0.3397 52% 0.51[0.38; 0.68] —l—
Omitting Pi et al. 2019 <0.01 0.1100 0.3317 49% 0.56[0.42: 0.74] _._
Omitting Chen et al. 2020 <0.01 0.1177 0.3431 53% 0.54[0.41;0.71] —il—
Omitting Akbari et al. 2020 <0.01 0.1259 0.3548 53% 0.54[0.40:0.72] —l—
Omitting Wang et al. 2021 <0.01 0.1057 0.3251 52% 0.5410.41; 0.70] ——
Omitting Qian et al. 2022 <0.01 0.1223 0.3498 56% 0.5210.39; 0.69] —l—
Omitting Ilvas et al. 2024 <0.01 0.0500 0.2236 33% 0.60[0.48;0.74] _“._
Total (95% CI) =0.01 0.1057 0.3251 52% 0.54 [0.41; 0.70] *'"l-"'“ I
0.5 1 2

Supplementary Figure S18:

Favours Nicorandil Favours Control

Leave-one-out analysis for Thrombolysis in Myocardial

Infarction Myocardial Perfusion Grade
Risk Ratio Risk Ratio
Study P-value Tau2 Tau 12 MH, Random, 95% CI MH, Random, 95% CI
Omitting Qi et al. 2018 0.74 0 0 0%  0.85[0.32:2.24] +
Omitting Chen et al. 2020 0.43 0.1454 0.3813 14%  0.67 [0.24; 1.85] L
Omitting Feng et al. 2019 0.48 0.4489 0.6700 17%  0.62[0.16;2.38] ]
Omitting Akbari etal 2020  0.09 0 0 0% 036[011;119] ———
Total (95% CT) 0.35 0.0828 0.2878 0%  0.64 [0.25; 1.63] | -II-IT-— | |
02 05 1 2 5
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Supplementary Figure S19: Leave-one-out analysis for Thrombolysis in Myocardial

Infarction Myocardial Perfusion Grade 1
Risk Ratio Risk Ratio
Study P-value Tau2 Tau 12 MH, Random, 95% CI MH, Random, 95% CI
Omitting Qi et al. 2018 019 0 0 0% 056[024:132] —u—
Omitting Chen et al. 2020 028 0 0 0%  062[027;146] ——
Omitting Feng et al 2019 0.44 0 0 0% 067[025 182] —T—
Omitting Akbarietal 2020 012 0 0 0% 045[0.16:124] ———
Total (95% CT) 017 0 00%  0.58[0.26; 1.28] | --l-'--— | |
0.2 05 1 2 5

Favours Nicorandil Favours Control

Supplementary Figure S20: Leave-one-out analysis for Thrombolysis in Myocardial

Infarction Myocardial Perfusion Grade 2
Risk Ratio Risk Ratio
Study P-value Tau? Tau 12 MH, Random, 95% CI MH, Random, 95% CI
Omitting Qi et al. 2018 0.26 0.0108 0.1037 1%  0.71[0.38; 1.30] ——
Omitting Chen et al. 2020 0.36 0 0 0%  0.75[0.40; 1.39] —
Omitting Feng et al. 2019 040 0.0578 0.2403 0%  0.73 [0.34; 1.54] ———
Omitting Akbari et al. 2020  0.05 0 0 0% 0510261000 ———
Total (95% CT) 0.17 0 0 0%  0.67[0.39;1.18] e ——
. e—
0.5 1 2

Favours Nicorandll Favours Control



Supplementary Figure S21: Leave-one-out analysis for Thrombolysis in Myocardial

Infarction Myocardial Perfusion Grade 3
Risk Ratio Risk Ratio

Study P-value Tau? Tau I2 MH, Random, 95% CI MH, Random, 95% CI
Omitting Chen <t al. 2015 0.06 0.0085 0.0920 62%  1.12[1.00; 1.26] —i—
Omitting Qi et al. 2018 0.10 0.0071 0.0841 53%  1.10[0.98;1.24] ——
Omitting Chen et al. 2020 0.08 0.0062 0.0785 53%  1.10[0.99;1.23] ——
Omitting Feng et al. 2019 0.09 0.0084 0.0916 57%  1.11[0.98; 1.26] +——
Omitting Akbari et al. 2020 < 0.01 0 0 0%  1.18[1.08:1.29] ———
Total (95% CI) 0.03 0.0062 0.0787 50%  1.12 [1.01;1.24] : --ﬁ-—l

0.8 1 125

Favours Control Favours Nicorandil

Supplementary Figure S22: Leave-one-out analysis for completely settled ST-segment

Risk Ratio Risk Ratio

Study P-value Tau2 Tau 12 MH, Random, 95% CI MH, Random, 95% CI
Omitting Ishii et al. 2005 <0.01 0.0455 02134 70% 1.31[1.10; 1.586] —i—
Omitting Ota et al. 2006 < 0.01 0.0313 0.1769 70% 1.29[1.12: 1.48] —u—
Omitting Ota et al. 2006 =< 0.01 0.0300 0.1731 67% 1.28 [1.12: 1.47] ——
Omitting Chen etal 2015 < 0.01 0.0442 0.2102 71% 1.32]1.11: 1.57] —a—
Omitting Qi et al. 2018 < 0.01 0.0438 02093 71% 1.32]1.12; 1.57] —i—
Omitting Chen etal 2020 < 0.01 0.0371 0.1926 69% 1.28 [1.10; 1.50] —i—
Omitting Akbari et al 2020 < 0.01 0.0377 0.1942 69% 1.34[1.14; 1.57] —B—
Omitting Wang et al 2021 < 0.01 0.0381 0.1951 67% 1.34[1.14; 1.57] —E—
Omitting Qfan et al. 2022 =< 0.01 0.0435 0.2086 70% 1.33 [1.12: 1.58] ——
Omitting Ilyas et al. 2024 =< 0.01 0.0002 0.0157 22% 1.19[1.12; 1.26] i
Total (95% CI) = 0.01 0.0318 0.1782 67% 1.29[1.12; 1.49] : *'_'*l

0.75 1 1.5

Favours Control Favours Nicorandil



Supplementary Figure S523: Funnel plot for completely settled ST segment
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Supplementary Figure S24: Doi plot for left ventricular ejection fraction at 1 week

following percutaneous coronary intervention
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Supplementary Figure S25: Doi plot for left ventricular ejection fraction at 1 month

following percutaneous coronary intervention
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Supplementary Figure S26: Doi plot for left ventricular ejection fraction at 3 months

following percutaneous coronary intervention
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Supplementary Figure S27: Funnel plot for left ventricular ejection fraction at 6

months

Standard Error
2

following percutaneous coronary intervention
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Supplementary Figure S28: Doi plot for left ventricular ejection fraction at

immediately following percutaneous coronary intervention
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Supplementary Figure S29: Doi plot for Thrombolysis in Myocardial Infarction

Myocardial Perfusion Grade 0
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Supplementary Figure S30: Doi plot for Thrombolysis in Myocardial Infarction

Myocardial Perfusion Grade 1
o
= LFK index -2
/O
- o
b}
5
L]
@
NS o
75}
= 1 o

-1.0 -0.8 0.6 0.4 0.2

Log Risk Ratio



Supplementary Figure S31: Doi plot for Thrombolysis in Myocardial Infarction

Myocardial Perfusion Grade 2
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Supplementary Figure S32: Doi plot for Thrombolysis in Myocardial Infarction grade
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Supplementary Figure S33: Doi plot for Thrombolysis in Myocardial Infarction grade
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Supplementary Figure S34: Doi plot for Thrombolysis in Myocardial Infarction grade
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Supplementary Figure S35: Funnel plot for Thrombolysis in Myocardial Infarction

grade
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Supplementary Figure S36: Doi plot for corrected Thrombolysis in Myocardial

Infarction (TIMI) Frame
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