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A. ADDITIONAL RESULTS:

On a stratified analysis of RCTs only, PCI was favored due to a lower risk of MACCE (RR 0.61, 95%
CI, 0.47-0.79, p=0.0002) and stroke (RR 0.41, 95% CI 0.17-0.98, p=0.05) and no significant
difference in the risk of MI (RR 0.76,95% CI 0.54-1.05, p=0.10), revascularization (RR 0.64, 95% CI
0.34-1.20, p=0.17) and all-cause mortality (RR 0.58, 95% CI 0.30-1.16, p=0.12) at 30-days. At 1 year,
CABG showed significant benefits in terms of the lower need for revascularization (RR 1.71, 95% CI
1.39-2.10, p=<0.00001), while PCI was favored due to a lower rate of stroke (RR 0.32, 95% CI
0.15-0.69, p=0.004). While CABG did show a numerical advantage of a lower rate of MACCE and MI
over PCI, this difference did not reach the statistical significance; (RR 1.07, 95% CI 0.93-1.23,
p=0.33 and RR 1.06, 95% CI 0.72-1.57, p=0.76), respectively. Similarly, there was no significant
difference in the risk of all-cause mortality (RR 0.83, 95% CI 0.63-1.07, p=0.15). A trend favoring
CABG for MACCE (RR 1.31, 95% CI 1.19-1.45, p=<0.00001) and revascularization (RR 1.72, 95% CI
0.47-2.00, p=<0.00001) was observed at follow-up duration of 5-years. Nonetheless, the risk of
all-cause mortality (RR 1.07, 95% CI 0.84-1.36, p=0.57) and MI (RR 1.62, 95% CI 1.0-2.62, p=0.05)
was consistently identical between the two groups. In contrast to 1-year results, no significant
difference was observed in the risk of stroke (RR 0.86, 95% CI 0.44-1.68, p=0.66). (S. Figure 5-7, S.
Table 8)

B. SEARCH STRATEGY and MAP:

The MEDLINE (PubMed, Ovid), Embase, Clinicaltrials.org and Cochrane databases were queried
with various combinations of medical subject headings (MeSH) to identify relevant articles. There
were no language or time restrictions placed. Backward snowballing was performed to retrieve
unidentified studies that were missed on the initial search. The MeSH used included two subsets:
one for PCI using the terms like “PCl,” “angiography,” “percutaneous intervention,” “coronary
stenting,” “drug-eluting stents,” “cardiac catheterization’, “left heart cath,” and the other for CABG
using “left main coronary artery bypass graft,” “coronary graft,” “LMCAD graft,” and “CABG.” The
two subsets of MeSH were combined in a 1:1 combination using Boolean operators. Results from all
possible combinations were downloaded into an EndNote library. All randomized control trials
(RCT) and observational cohort studies (OCS) until February 20, 2020, were evaluated. Studies
comparing the safety and efficacy of PCI with CABG in LMCAD stenosis were included. The primary
endpoint was a composite of major adverse cardiovascular and cerebrovascular events (MACCE).
Secondary outcomes included individual components of MACCE [all-cause death, revascularization,
stroke, and myocardial infarction (MI)]. Review articles, case reports, conference papers, and
studies with no control arm or insufficient data were excluded. Patients with acute coronary
syndrome were excluded.
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(CCCCCeeccccpCI AND left main left main coronary artery bypass graft)) OR (angiography AND left main left
main coronary artery bypass graft)) OR (percutaneous intervention AND left main left main coronary artery
bypass graft)) OR (coronary stenting AND left main left main coronary artery bypass graft)) OR (drug-eluting
stents AND left main left main coronary artery bypass graft)) OR (cardiac catheterization AND left main left
main coronary artery bypass graft)) OR (left heart cath AND left main left main coronary artery bypass
graft)))) OR (((((((((((PCI AND CABG)) OR (angiography AND CABG)) OR (percutaneous intervention AND
CABG)) OR (coronary stenting AND CABG)) OR (drug-eluting stents AND CABG)) OR (cardiac catheterization
AND CABG)) OR (left heart cath AND CABG)))) OR (((((((((((PCI AND LMCAD graft)) OR (angiography AND
LMCAD graft)) OR (percutaneous intervention AND LMCAD graft)) OR (coronary stenting AND LMCAD graft))
OR (drug-eluting stents AND LMCAD graft)) OR (cardiac catheterization AND LMCAD graft)) OR (left heart
cath AND LMCAD graft)))

C. SUPPLEMENTAL TABLES:






Randomized studies quality assessment using the Oxford Quality Scoring System.

(Jadad score 2 3 considered high quality)

Author/Study/Year/Ref Rating Scale List Response Jadad Score
Serruys (SYNTAX) 2009 [9] Was the study described as random Yes 3
Was the randomization described and appropriate Yes
Was the study described as double-blind No
Was the method of double-blinding appropriate No
Was there a description of dropouts and withdrawals Yes
Makikallio (NOBLE) 2016 [10] Was the study described as random Yes 3
Was the randomization described and appropriate Yes
Was the study described as double-blind No
Was the method of double-blinding appropriate No
Was there a description of dropouts and withdrawals Yes
Park (PRECOMBAT) 2011 [6] Was the study described as random Yes
Was the randomization described and appropriate Yes 3
Was the study described as double-blind No
Was the method of double blinding appropriate No
Was there a description of dropouts and withdrawals Yes
Stone (EXCEL) 2019 [1] Was the study described as random Yes 3
Was the randomization described and appropriate Yes
Was the study described as double-blind No
Was the method of double-blinding appropriate No
Was there a description of dropouts and withdrawals Yes
Buszman (LE MANS) 2008 [22] Was the study described as random Yes 2
Was the randomization described and appropriate No
Was the study described as double-blind No
Was the method of double blinding appropriate No
Was there a description of dropouts and withdrawals Yes
Boudriot et al. 2011 [9] Was the study described as random Yes 3
Was the randomization described and appropriate Yes
Was the study described as double-blind No
Was the method of double blinding appropriate No
Was there a description of dropouts and withdrawals Yes







NewCastle-Ottawa scale (NOS) for assessing quality of observational studies

Selection Bias Outcome Bias
Author/Study/Year Representativeness Selection of the Ascertainment Outcome not Comparability Assessment Enough Adequate Total
of the exposed nonexposed of exposure present at of the cohort of outcome follow-up follow-up score
cohort cohort baseline duration

Brener 2008 * * * * *ok * * - 8
Buchanan (Delta Registry) 2014 * * * * *x * * - 8
Caggegi (CUSTOMIZE) 2011 * * * * *% * * _ 8
Cavalcante 2016 * * - * * * * _ 6
Chang 2012 * * * * * * * _ 7
Chieffo 2012 * * * * * * * _ 7
Cheng 2009 * * * * * * * ~ 7
Ghenim 2009 * * * * * * * _ 7
Hong 2005 * * * * *ok * * _ 8
Kang 2010 * * * * * * * ~ 7
Kawecki 2012 * * * * * * * * 8
Kim 2009 * * * * " A . N ;
Lee 2006 * * * * ok * * _ 8
Luo 2012 * * * * * * * ~ 7
Lu 2016 * * . * * * } } 5
Makikikallio 2008 * * * * *x * * * 9
Makikikallio 2016 * * * * Hk * * * 9
Montalescot 2009 * * * * * * * * 8
Naganuma 2014 * * * * * * * N 7
Palmerini 2006 * * * * Hk * * * 9
Park DW 2010 * * * * *k * * * 9
Park (MAIN COMPARE) 2011 * * - * * . * . 4
Park SJ 2011 * * * * * - - - 5
Qin 2013 * * * * * X * 7
Rittger 2011 * * * * * * * * 8
Rodes- Cabau 2008 * * * * ok * * B 8
Sanmartin 2007 * * * * Hok * * B 8
Shimizu 2010 * * * * * * * * 8
Shiomi (CREDO KYOTO 2 2015 * * - * * * * - 6
Stone EXCEL 2019 * * * * Hok * * * 9
Stone EXCEL 2016 * * - * * * - _ 5
Thiele 2009 * * * * * * * B 7
Te Hsu 2008 * * * * *k * * _ 8
Wei 2016 * * * * * * - _ 6
White 2008 * * * * Hok * * * 9
Wu 2008 * * * * *ok * * * 9
Wu 2010 * * * * ok * * _ 8
Yi Gijong 2012 * * * * * * * 7
Yin 2015 * * - * - . . . 3
Yu2016 * * - * - - * - 4
Zhao 2011 * * - * * * * _ 6
Zheng 2016 * * - * R - * * 5

The methodological quality of retrospective or prospective observational studies was done using Newcastle-Ottawa scale (NOS) quality scale. Each asterisk/star in the Newcastle-Ottawa Scaling System (NOS) represents responses
of the biases questionnaire. Each bias assessment part gets one star except comparability that gets a maximum of 2 stars. Each star counts towards the total score. Score <5 represents poor quality, 5-6 represents moderate quality
and 7 to 9 are considered as high quality. Total of 30 studies had a NOS score >7 representing a high quality. Rest of the studies had moderate to poor quality owing to the ascertainment bias, comparability, and follow up
limitations.

- Not Available or unable to extrac
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Definition of outcomes used across the randomized controlled trials

Outcome Description
Death The cause of death was adjudicated as being due to cardiovascular or non-cardiovascular causes
¢ Cardiovascular death includes sudden cardiac death, death due to acute MI, heart failure or cardiogenic shock, stroke,
other cardiovascular causes, or bleeding
* Non-cardiovascular death is defined as any death with known cause not of cardiac or vascular causes.
MI Periprocedural MI:
Defined as the occurrence within 48-72 hours after either PCI or CABG
SCAI Definition:
¢ CK-MB >10x upper reference limit (URL)*, OR
« CK-MB >5x URL*, PLUS
- new pathological Q waves in at least 2 contiguous leads or new persistent non-rate related LBBB, or angiographically
documented graft or native coronary artery occlusion or new severe stenosis with thrombosis and/or diminished
epicardial flow, or imaging evidence of new loss of viable myocardium or new regional wall
motion abnormality
Non-procedural MI: SCAI defined non-procedural MI as the occurrence >72 hours after any PCI or CABG.
SCAI Definition:
* The rise and/or fall of cardiac biomarkers (CK-MB or troponin) >1x URL*
PLUS:
- ECG changes indicative of new ischemia [ST-segment elevation or depression, or bundle branch block (BBB)], or
- Development of pathological Q waves ( 20.04 seconds in duration and 21 mm in depth) in 22 contiguous precordial
leads or 22 adjacent limb leads) of the ECG, or
- Angiographically documented graft or native coronary artery occlusion or new severe stenosis with thrombosis and/or
diminished epicardial flow, or Imaging evidence of new loss of viable myocardium or new regional wall motion
abnormality
Third Universal Definition of MI:
Detection of a rise and/or fall of cardiac biomarker values, with at least one of the values being elevated (i.e.,, > 99th
percentile upper reference limit, URL). The preferred cardiac biomarker of necrosis is highly sensitive and specific cTn.
Stroke The rapid onset of a new persistent neurologic deficit attributed to an obstruction in cerebral blood flow
Revascularization A coronary revascularization procedure may be either a CABG or a PCI.
MACCE Major adverse cardiovascular or cerebrovascular events were defined as all-cause mortality, stroke or

transient ischemic attack, nonfatal MI, acute coronary syndrome (including unstable angina), and left
ventricular failure requiring hospital admission.

10
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Inclusion Criteria of RCTs.

Trials Inclusion Criteria MACCE Components
LE MANS Stable LMCAD >50% stenosis, symptomatic, documented M], death, stroke, and
myocardial ischemia revascularization
EXCEL Stable LMCAD 50-70% stenosis, symptomatic M], death, and stroke
NOBLE Stable, unstable angina, ACS, LMCAD >50% stenosis, FFR <0.80, MI, death, stroke, and
symptomatic, documented myocardial ischemia revascularization
PRECOMBAT Stable, unstable angina, NSTEMI, LMCAD >50% stenosis, MI, death, stroke, and
symptomatic, documented myocardial ischemia revascularization
SYNTAX Stable LMCAD or multivessel >50% stenosis, symptomatic, M], death, stroke, and
documented myocardial ischemia revascularization
Boudriotetal.  Stable LMCAD >50% stenosis, symptomatic, documented MI],death, and
myocardial ischemia revascularization

11
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S. Table 5

Definitions and Descriptions of Terminologies/Scores

Terminology

Definition

SYNTAX Score

Ascertainment bias

The SYNTAX score is a grading system that evaluates the complexity and prognosis of patients
undergoing percutaneous coronary intervention (PCI). The SYNTAX score is the sum of the points
assigned to each individual lesion identified in the coronary tree with greater than 50% diameter
narrowing in vessels of greater than 1.5 mm diameter. The coronary tree is divided into 16 segments
according to the AHA classification.

Ascertainment bias is a systematic distortion in measuring the true frequency of a phenomenon due to
the way in which the data are collected

12
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Selected baseline characteristics of randomized trials.

Author/Study/ Year PCI-CA Mean Male HTN DM HLD Smokers Mean EuroScor Site of FU
BG Age % Syntax e Lesion
Score

Ahn-PRECOMBAT 2015 [1] 300-300 62-63 76-77 - 102 (34)-90 (30) - - - - D 5
Boudriot et al. 2011 [2] 100-101 66-69 72-77 82 (82)-83 (82) 40 (40)-33 (33) 68 (68)-65 (64) 35 (35)-28 (28) 24-23 24-2.6 Ost/D 1
Buszman-LE MANS 2016 [3] 52-53 60-61 60-73 39 (75)-37 (70) 10 (19)-9 (17) 34 (65)-32 (60) - 25.2-24.7 3.3-3.5 - 10
Holm-NOBLE 2020 [4] 592-592 66-66 80-76 386 (66)-389 (66) 94 (16)-90 (15) 482 (81)-464 (78) 108 (18)-127 (21) 22-22 2-2 0Ost/MS/B 5
Mikikallio-NOBLE 2016 [5] 592-592 66-66 80-76 386 (66)-389 (66) 86 (15)-90 (15) 482 (81)-464 (78) 108 (18)-127 (21) 22-22 2-2 0Ost/MS/B 3
Morice-SYNTAX 2014 [6] 357-348 NA-66 74-76 250 (70)-215 (62) 85 (24)-89 (26) 289 (81)-261(75) 64 (18)-83 ( 24) 29-30 3.9-3.9 Ost/MS/B 5
Park-PRECOMBAT 2015 [7] 300-300 62-63 76-74 - 102 (34)-90 (30) - - - - D 1
Stone-EXCEL 2019 [8] 948-957 66-66 21-19 703 (74)-701 (73) 72 (8)-62 (7) 668 (70)-652 (68) 222 (23)-193 (20) 20-20 - - 5
Stone-EXCEL 2016 [9] 948-957 66-66 76-77 703 (74)-701(73) 286 (30)-268 (28) 668 (70)-652 (68) 222 (23)-193 (20) 20-20 - B 3
Serruys-SYNTAX 2009 [10] 357-348 65-65 74-76 250 (70)-215 (62) 87 (25)-89 (26) 289 (81)-261 (75) 64 (18)-83 (24) 29-30 - Ost/MS/B 1
Thuijs-SYNTAX 2019 [11] 357-348 65-65 76-79 246 (69) - 257(74) 87 (25)-89 (26) 289 (81)-261 (75) 64 (18)-83 (24) 29-30 - 0Ost/MS/B 10

All data is presented in the format of PCI/ CABG if applicable.

PCI: Percutaneous Coronary Intervention, CABG: Coronary Artery Bypass Graft HTN= Hypertension, DM= Diabetes Mellitus, HL= Hyperlipidemia, SYNTAX: Synergy between percutaneous coronary
intervention (PCI) with taxus and cardiac surgery, EuroScore: European System for Cardiac Operative Risk Evaluation, Ost: Ostial, MS: Midshaft, D: Distal Bifurcation, B: Bifurcation, PRECOMBAT: Bypass
Surgery Versus Angioplasty Using Sirolimus-Eluting Stent in Patients With Left Main Coronary Artery Disease, Le MANS: Left Main Coronary Artery Stenting, EXCEL: Evaluation of XIENCE Versus
Coronary Artery Bypass Surgery for Effectiveness of Left Main Revascularization.

-Not available or unable to extract, * Age presented as - mean PCI - mean CABG (%) = Percentages
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Selected baseline characteristics of observational studies.

Author/Study/ Year PCI-CAB Mea Male HTN DM HLD Smokers Syntax EuroSco Site of Lesion FU
G n % Score re
Age
Brener 2008 [12] 97-190 68-68 72-74 82 (85)-144 (76) 42 (43)-25 (13) - 11 (11)-101 (53) - 4.6-4.5 3
Buchanan Delta 2014 [13] 489-328 67-68 - 359 (73)-240 (73) 161 (33)-101 (31) 323 (66)-232 (71) 122 (25)-55 (17) 26.8-37.1 5.6-5.4 - 3
Caggegi CUSTOMIZE 2011 [14] 222-361 67-66  76-78 159 (72)-266 (74) 79 (36)-146 123 (55)-191 97 (44)-162 (49) 26-33.6 6.3-5.6 Ost-MS-DB 1
Cavalcante 2016 [15] 657-648 64-64  74-76 - 187 (28) -179 (28) 416 (63)-380 (59) 153 (23)-165 (25) 27-28 3.3-34 - 5
Chang 2012 [16] 558-309 64-65  73-72 330 (59)-171 (55) 184 (33)-121 (39) 177 (32)-102 (33) 135 (24)-80 (26) 25-34 3.8-4.2 - 5
Cheng 2009 [17] 94-216 68-67  74-76 68 (72)-155 (72) 32 (34)-108 (50) 67 (71)-97 (45) 18 (19)-64 (30) - 6.9-6.4 Ost/MS/B 1
Chieffo 2012 [18] 1874-900  66-66  74-64 1200 (64)-609 (68) 520 (28) -306 (34) 1159 (62)-582 (65) 847 (45)-384 (43) 28-38 4.9-5.1 Ost/MS/B 4
Ghenim 2009 [19] 105-106 81-79  64-72 69 (66)-77 (73) 25 (24)-32(30) 44 (42)-67 (63) 26 (25)-21 (20) - 7-8 D 1
Kang 2010 [20] 205-257 64-66  70-74 130 (63)-173 (67) 77 (38)-112 (44) 112 (55)-153 (60) 89 (43)-127 (49) - 4.2-5.6 Ost/shaft/B 3
Kawecki 2012 [21] 34-111 67-66  68-73 25 (74)-80 (72) 6(18)-34 (30) 16 (47)-45 (41) 4(12)-19 (17) - 4.7-4.8 Ost/MS/B 1
Kim 2009 [22] 251-256 64-66  71-72 418-343 251 (100)-256 (100) 241 (96)-254 (99) 166 (66)-22 (9) - 4-5 Ost/MS/DB 3
Lee 2007 [23] 50-123 72-70  50-76 44 (88)-99 (81) 18 (36)-38 (31) 37 (74)-88 (72) 6(12)-23 (19) - - Ost/MS 1
Lu 2016 [24] 208-270 70-69  84-86 163 (78)-223 (83) 98 (47)-124 (46) 112 (54)-135 (50) 104 (50)-180 (67) - 7.1-6.4 D/B 5
Luo 2012 [25] 331-492 61-63  79-80 194 (59)-294 (60) 99 (30)-127 (26) 55 (17)-102 (21) 150 (45) -199 (40) - 5-5 Ost/MS/DB 2
Makikikallio 2008 [26] 49-238 72-70  59-80 23 (47)-108 (45) 10 (20)-40(17) - 10 (20)-43 (18) - 7.7-5.2 Ost/D 1
Montalescot 2009 [27] 514-612 - 73-74 321 (62)-430 70) 140 (27)-169 (28) 233 (45)-351 (57) 271 (53)-370 (60) - - - 6
Naganuma 2014 [28] 482-374 64-67  73-62 307 (64)-264 (71) 127 (26)-138 (37) 284 (59)-240 (64) 231 (48)-169 (45) 26-35 45-5.2 Ost/MS 35
Palmerini 2006 [29] 157-154 73-69  70-76 109 (69)-112 (72) 41 (26)-39 (25) 98 (62)-111 (72) 76 (48)-74 (48) - 6-5 Ost/MS/B >1
Park DW 2010 [30] 176-219 61-62  71-74 83 (47)-121 (55) 52 (30)-81 (37) 62 (35)-121 (55) 31 (18)-43 (20) - 3.3-4.5 Ost/MS/DB 5
Park DW 2010 [30] 100-250 55-61  60-74 23 (23)-125 (50) 21(21)-82(33) 34 (34)-115 (46) 36 (36)-68 (27) - 3.3-4.4 Ost/MS/DB 10
Park MAIN COMPARE 2011 [31] 784-690 62-64  70-72 418 (53)-343 (50) 251 (32)-256 (37) 240 (31)-253 (37) 193 (25)-178 (26) - - Ost/MS/DB 5
Park SJ 2011 [32] 300-300 62-68  76-77 163 (54)-154 (51) 102 (34)-90 (30) 127 (42)-120 (40) 89-83 - 2.6-2.8 B involved 2
Qin 2013 [33] 233-282 65-67  84-87 132 (57)-195 (69) 57 (24)-77 (27) 82 (35)-113 (40) 112 (48)-113 (40) 24-34 3.7-4.5 B:155/213 >2
Rittger 2011 [34] 95-192 73-73  76-72 84 (88)-124 (65) 35 (37)-68 (35) 54 (57)-194 (100) - - - Ost/MS/DB 1
Rodes-Cabau 2008 [35] 104-145 85-82  54-63 78 (75)-105 (72) 28 (27)-38 (26) 63 (61)-119 (82) 3(3)-9(6) - 9.5-8.4 Ost/MS/DB 2
Sanmartin 2007 [36] 96-245 66-66  81-87 42 (44)-148 (60) 18 (19)-78 (32) 40 (42)-112 (46) 37 (39)-112 (46) - 25% >6 Ost/MS/D 21
Shimizu 2010 [37] 64-89 71-70  81-85 54 (84)-70 (79) 31 (48)-41 (46) 29 (45)-52 (58) 42 (66)-58 (65) - - - 2
Shiomi CREDO-KYOTO-2 2015 364-640 71-69  71-77 312 (86)-542 (85) 154 (42)-291 (45) 117 (32)-112 (18) 78 (21)-157 (25) 26-30 - - 5
[38] 20-39 66-66  60-69 8 (40)-20 (51) 9 (45)-14 (36) 5(25)-12 (31) 4 (20)-11 (28) - 6.3-5.5 Ost/MS/DB 1
Te Hsu 2008 [39] 64-62 7471 75-79 39 (61)-45 (73) 28 (44)-21 (34) 11 (17)-13 (21) 25 (39)-36 (58) 27-35 6.8-6 Ost/MS/B 1
Wei 2016 [40] 120-223 71-69  58-77 90 (76)-170 (76) 42 (36)-60 (27) 89 (75)-171 (77) 21 (18)-37 (17) - - Ost/MS/DB 3
White 2008 [41] 135-135 71-68  64-71 - 29 (21)-29 (21) - - - - - 1
Wu 2008 [42] 131-245 61-NA  75-82 85 (65)-153 (62) 35 (27)-71 (29) 42 (32)-75 (31) 51 (39)-96 (39) - 43-4.2 0Ost/MS/D 3
Wu 2010 [43] 128-128 62-65  72-77 76 (56)-80 (63) 42 (33)-40 (31) - - - - MS/D/B 5
Yi Gijong 2012 [44] 106-121 62-61  68-56 71 (67)-79 (65) 23 (22)-26 (21) 47 (44)-66 (55) 34(32)-37 (31) 26-32 - Ost/MS/B 1
Yin 2015 [45] 465-457 62-64  79-82 286 (62)-269 (59) 143 (31)-131 (29) 231 (50)-158 (35) 230 (49)-205 (45) - 5-5 Ost/MS/B 7
Yu 2016 [46] 56-116 - 73-72 32 (57)-60 (52) 56 (100)-116 (100) 44.6-42-4 28 (50)-51 (44) - - DB/total occlusion 2
Zhao 2011 [47] 1442-2604  60-62  82-79 782 (54)-1674 (64) 348 (24)-806 (31) 722 (50)-1539 (59) 671 (47)-1395 (54) 23-33 1.8-2.8 Ost/MS/B 3

Zheng 2016 [48]

All data is presented in the format of PCI/ CABG if applicable.
PCI: Percutaneous Coronary Intervention, CABG: Coronary Artery Bypass Graft HTN= Hypertension, DM= Diabetes Mellitus, HL= Hyperlipidemia, MAIN COMPARE: Revascularization for Unprotected Left Main
Coronary Artery Stenosis: Comparison of Percutaneous Coronary Angioplasty versus Surgical Revascularization. DELTA: Drug-eluting stent for left main coronary artery disease. CUSTOMIZE: The Appraise a
Customized Strategy for Left Main Revascularization. Credo-KYOTO: Coronary REvascularization Demonstrating Outcome Study in Kyoto
-Not available or unable to extract, * Age presented as - mean PCI - mean CABG (%) = Percentages, FU: Follow up period
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Pooled outcomes of PCI vs. CABG, based on follow up durations across RCTs.

Event

30 days

1year

5year

10 year

MACCE

MI

Revascularization

Stroke

Mortality

0.61 (0.47-0.79, p=0.0002)

0.76 (0.54-1.05, P=0.10)

0.64 (0.34-1.20, P=0.17)

0.41 (0.17-0.98, P=0.05)

0.58(0.30-1.16, P=0.12)

1.07 (1.93-1.23, p= 0.33)

1.06 (0.72-1.57, P=0.76)

1.71 (1.39-2.10,

P=<0.00001)

0.32 (0.15-0.69, P=0.004)

0.83(0.63-1.07, P=0.15)

1.31(1.19-1.45,
p<0.00001)

1.62 (1.00-2.62, P=0.05)

1.72 (1.47-2.00,

P=<0.00001)

0.86 (0.44-1.68, P=0.66)

1.07 (0.84-1.36, P=0.57)

0.68 (0.44-1.06, p=0.09)

1.21 (0.67-2.18, P=0.53)

2.95 (0.22-39.28,

P=0.41)

0.68 (0.28-1.65, P=0.39)

0.79 (0.60-1.05, P=0.10)

MI: Myocardial Infarction, MACCE: Major Adverse Cardiovascular and Cerebrovascular events.

Pooled results of PCI vs. CABG; based on follow up durations across observational studies.

Follow Up
IH

30 days

6 months
1year

3 year
5year

10 year

MACCE
0.27 (0.20-0.36, p <0.00001)
0.52 (0.29-0.94, p= 0.03)
1.16 (0.62-2.16, p= 0.64)
1.61 (1.30-2.00, p <0.0001)
0.96 (0.64-1.43, p= 0.85)
1.82 (1.04-3.21, p=0.04)

0.68 (0.44-1.06, p= 0.09)

MI

0.41 (0.12-0.95, p= 0.04)
1.02 (0.58-1.81, p= 0.94)
6.02 (2.00-18.06, p= 0.001)
1.47 (1.12-1.92, p=0.005)
1.71 (1.23-2.38, p= 0.001)
1.74 (1.37-2.22, p <0.00001)

1.21 (0.67-2.18, p= 0.53)

Revascularization
1.49 (0.63-3.52, p= 0.36)
0.69 (0.26-1.86, p=0.46)
1.92 (0.67-5.49, p= 0.22)
1.69 (1.04-4.47, p <0.00001)
5.08 (4.02-6.40, p <0.00001)
1.48 (2.57-4.71, p <0.00001)

2.95 (0.22-39.28, p= 0.41)

Stroke
0.20 (0.08-0.49, p= 0.0004)
0.34 (0.13-0.87, p= 0.02)
0.53 (0.19-1.54, p= 0.24)
0.55 (0.19-0.79, p= 0.001)
0.29 (0.19-0.45, p <0.00001)
0.49 (0.28-0.84, p= 0.009)

0.68 (0.28-1.65, p= 0.39)

Mortality
0.40 (0.19-0.87, p= 0.02)
0.52 (0.23-1.18, p=0.12)
1.92 (0.59-6.23, p= 0.28)
1.04 (0.78-.138, p= 0.79)
0.92 (0.54-1.54, p= 0.74)
0.92 (0.69-1.23, p=0.59)

0.79 (0.60-1.05, p= 0.10)

Abbreviations: IH: In-hospital, MI: Myocardial Infarction, MACCE: Major Adverse Cardiovascular and Cerebrovascular events
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Results and Limitations of previous meta-analyses on PCI vs. CABG for LMCAD.

Author/Year/Reference Studies Limitations Follow-up MACCE

De Rosa 2018 [49] 5 No subgroup analyses, Variation in the definition of the primary end points 5 years 1.33 (1.12-1.58)

Kodumuri 2018 [50] 12 No subgroup analyses, Variation in the definition of the primary end points, 5years 1.23 (1.01-1.51)

Bittl 2018 [51] 12 No subgroup analyses, Variation in the definition of the primary end points, 1year 1.00 (0.72-1.40)

Bajaj 2018 [52] 6 No subgroup analyses, Variation in the definition of the primary end points, 1year 1.21 (1.05-1.40)
Variation in the definition of the primary end points, follow-up data for only 1-3

Upadhaya 2018 [53] 5 years. Less population 1year 1.36 (1.18-1.58)
Unexplored heterogeneities with regards to study design, patient characteristics,

Khan 2017 [54] 6 methods employed, types of stents used 5 years 1.32 (1.13-1.53)
Selective outcome reporting was observed in a number of observational studies,

Zhang 2017 [55] 28 and publication bias 1year 1.42 (1.14-1.77)

Kajimoto 2017 [56] 3 Follow-up period was limited to one year, Less population 1year 0.40 (0.29 to 0.55)

Jang 2017 [57] 12 No subgroup analyses, Variation in the definition of the primary end points, 1year 0.70 (0.49 to 1.00)

Tamburino 2017 [58] Lower population and confounding variables. 2 years

Alam 2017 [59] 10 Limited data on the medical therapies, no long-term follow-up 1year 0.82 (0.47-1.41)

Capodanno 2017 [60] 4 Variation in study design, endpoint definitions, and possible publication bias 1year 1.276 (0.950-1.715)

Biondi-Zoccai 2017 [61] 17 No subgroup analyses, Variation in the definition of the primary end points, 1year 2.5(1.2-3.8)

Palmerini 2017 [62] 19 No subgroup analysis on Syntax data, shorter duration, less patients 30 days 2.94 (1.69 to 5.09)

Ye 2017 [63] 6 Variation in revascularization and myocardial infarction were not resolved 1year 1.21 (1.05-1.40)

Ali 2017 [64] 29 Lack of bias assessment, High selection bias 5 years 1.22 (0.95-1.56)

Naik 2016 [65] 10 Short duration of follow up. Variable study designs and publication bias 1year 0.82 (0.62-1.09)
Short length of follow up duration; non-availability of clinical event rates on

Lee 2015 [66] 8 anatomical basis 1year 1.25 (0.86-1.82)
Lack of longer length of follow up; not all studies reported rates of stent

Alam 2014 [67] 27 thrombosis or cardiac death 5years 1.30 (1.10-1.55)

Athappan 2013 [68] 24 Variable definitions of endpoints by primary studies 5 years 0.64 (0.51-0.803)

Sa 2013 [69] 16 Short length of follow ups in studies 1year 1.607

Ali 2013 [70] 29 Short follow-up; Risk of selection bias, variable definition of MI 5 years 1.22 (0.95-1.56)

Lee CW 2012 [71] 3 Definition of clinical outcome was different across trials; Imbalance drug use 5 years 0.46 (0.33-0.64)
No subgroup analyses based on DES, Variation in the definition of the primary

Khan 2012 [72] 9 end points and follow ups 5years 1.19 (0.93-1.54)
No subgroup analyses based on DES, Variation in the definition of the primary

Testa 2012 [73] 6 end points and follow ups 5 years 1.02 (0.76-1.38)
Variability in nature of the two treatments; individual patient data could not be

Putzu 2012 [74] 5 explored 5years 0.55 (0.45-0.67)
No subgroup analyses based on DES, Variation in the definition of the primary

Sharma 2012 [75] 6 end points and follow ups 5 years 1.79 (1.22-2.64)
No subgroup analyses based on DES, Variation in the definition of the primary

Spinthakis 2012 [76] 5 end points and follow ups 5years 2.04 (1.30-3.19)
No subgroup analyses based on DES, Variation in the definition of the primary

Moore 2011 [77] 4 end points and follow ups 5 years 1.37 (1.18-1.58)

Garg 2011 [78] 5 No subgroups on SYNTAX score 5 years 1.45 (0.87-2.40)
No subgroup analyses based on DES, Variation in the definition of the primary

Shah 2010 [79] 8 end points and follow ups 5 years 1.20 (1.03-1.40)
No subgroup analyses based on DES, Variation in the definition of the primary

Mahmoud 2010 [80] 6 end points and follow ups 5 years 1.19 (1.01-1.41)

Khan AR 2009 [81] 8 No subgroup analyses, Variation in the definition of the primary end points, 5 years 1.16 (0.95-1.43)
No long-term data; variable definition of repeat revascularization, No subgroup

Nerlekar 2008 [82] 5 analyses on DES 5 years 1.46 (0.88-2.45)

Giacoppo 2017 [83] 4 No subgroup analyses, Variation in the definition of the primary end points, 5 years 1.06 (0.85-1.32)

Palmerini 2012 [84] 6 Differences in baseline characteristics, variation in definition of clinical end 5 years 1.33 (0.84-2.11)
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Wang 2019 [85]
Ahmad 2020 [86)
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points across trials, short median follow up (39 months)
No subgroup analyses, Variation in the definition of the primary end points,

No comparison of MACCE

5 years

5 years

1.89 (1.48-2.40)
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D. SUPPLEMENTAL FOREST PLOTS FOR ALL STUDIES:
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A. All 30 day MACCE

PC CAEBG Odds Ratio Odds Ratio
Study or Subgroup Events Total Ewvents Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Buszman (LE MANS) 2008 1 52 7 53 1.8% 0.12 [0.02, 1.09] I
Sanmartin 2007 2 g=13 22 245 3.7% 022 [0.05, O.94]
Park (PRECOMBAT) 2011 % I00 = 300 5.3% D.44 [0.1F, 1.43] —
Wu 2010 -+ 1z1 14 245 5. .83 0.52 [0.17, 1.61] e
Qin 2013 <+ 233 14 282 5.83% 0.33 [©.11, 1.02] =
Ly 2016 < 208 is 270 6 1% 027 [0.02 0.82] = e}
Boudriot 2011 = pels] 10 101 S.53 D.58 [0.20, 1.6&] s
Kang 2010 1= 205 10 257 9.23 1.67 [0.72, 2.90] -
Rodes Cabau 2008 19 104 40 145 14.39% 0.59 [0.22, 1.09] ——
M akikallio (NOBLE) 2016 28 s92 37  so92 17. 9% 0.74 [0.95, 1.23] —-—r
Stone (EXCEL) 2019 46 9as 80 957 23 4% 0.56 [0.28, 0.81] -
Total (95% CI)y 2969 3447 100.0% 0.56 [0.42, 0.76] -
Total events 131 261
Heterogeneity: Taw? = 0.06; Chif = 13.70, df = 10 (P = 0.19% ¥ = 27%
Test for overall effect: Z = 2. 79 (P = 000021 Rk ?a‘%ours [PCIl  Favours i(:lfﬂc] AR
B. All 30 day Ml
PCl CABG Odds Ratio Odds Ratio
Study or Subgroup Events Total Ewvents Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Sanmartin 2007 ] o6 = 2as 1. 0% 0.36 [0.02, 7.02]
LU 201 1 208 1 270 1.1% 1.30 [0.08, 20.920]
Buszman (LE MANS) 2008 1 s2 2 53 1.5% 050 [0.04, 5 69]
Qim 2013 2 233 1 282 1.5% 2.43 [0.22, 27.00]
Kang 2010 = 205 1 257 1.7% 3 .80 [0.329, 26.83] =
Boudriot 2011 = 100 e 101 T 3% 1.01 [0.20, 5.13]
Palmerini 2006 ¥ 157 = 154 4.7 2.35 [0.60, 2.2§6) —f
Rodes Cabau 2008 1= 104 25 145 16. 7% 0.69 [0.22, 1.41] ——1
Makikallio (NOBLE) 2016 1s S22 1s 592 19 2% 1.19 [0.61, 2.34]) ——
Stone (EXCELl 2019 Erd 248 =3 ST 49 33 062 [0.91, 0. 94] — |
Total (95% CI) 2695 3056 100.0% 0.81 [0.60, 1.09] -
Total events s6 114
Heterogeneity: Tau? = 0.00; Chi? = 8.58, df = 9 (P = 0.48); 1 = 0% b +
Test for overall effect: Z = 1. 37 (P = Q. 17) 0L Ea\];ours [Pcl]lFaVDur's [CIAO-BGI 169
C. All 30 day Revascularization
PCl CABG Odds Ratio Odds Ratio
Study or Subgroup Events Total Ewvents Total Weight M-H, Random, 95% Ci M-H, Random, 95% CI
Wu 2010 o 131 L] 24% Mot estimable
Buszman (LE MANS) 2008 1 52 o 53 2.7 2.12 [0.12, 78.27]
L 2016 o 208 1 270 2.8% 0.43 [0.02, 10.63]
Qin 2013 o 2323 1 282 2.8% 0. 40 [0.02, 9.91])
Sanmartin 2007 o 96 2 245 3. 1% 0.50 [0.02, 10.61]
Palmerini 2006 1 1s7 1 154 3.7% 28 [0.06, 15.82])
Boudrior 2011 1 100 2 101 4. 9% 0.50 [O.O04, S.60]
Rodes Cabau 2008 1 104 <4 145 5.8% 0.34 [0.04, 3.11] _— ]
Kang 2010 e 205 E ] 257 10 9% 1.26 [0.25, 6.30] f—
Makikallio (MOBLE) 2016 7 592 10 592 20.0% 070 [0.26, 1.84] —
Stone (EXCEL) 2019 7 2948 1z 57 22 3% 0.54 [0.21, 1.36] —
Total (95% CI) 2826 3301 100.0% 0.65 [0.38, 1.11] -
Total events 21 37T
Heterogeneity: Tau® = 0.00; Chi® = 2.36, df = 9 (F = 0.98), I = 0% (> + + 4
Test for owerall effect- 2 — 1.56 (P — 0.12) oo s POl Favomapeany T
D. All 30 day Stroke
PCl CABG Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Buszman (LE MANS) 2008 Le ] 52 2 53 453 0.20 [0.01, 4.19]
Sanmartin 2007 ) a6 2 245 a4.6% 0.50 [0.02, 10.61]
Makikallio (MOBLE) 2016 Lo S92 - Saz2 - o 0.11 [0.01, 2.05]
Qin 2013 1 233 3 282 8.2% 0.490 [0.04, 2. 88]
L 2016 1 208 5 270 9 1% 0.26 [0.03, 2.21] S —————.
Rodes Cabau 2008 1 104 8 145 =N 017 [0.02, 1.35] i ————=——
Kang 2010 2 205 S 257 15 5% 050 [0 .10, 2.59] —_—
Stone (EXCEL) 2015 L3 S48 12 957 43.6% 0.50 [0.19, 1.34] — 1
Total (95% CI) 2438 2801 100.0% 0.37 [0.19, 0.71] i
Total events " R 11 41 -
Heterogeneity: Tau® = 0,00, Chi* = 2 08, df = 7 (P = 0.96); ' = Ox +- 4
Test for overall effect: Z = 3.00 (P = 0.003) o1 Ol e ey 0
E. All 30 day all-cause Mortality
CABG Odds Ratio Odds Ratio
Study or Subgroup Events Total Ewvents Total Weight M-H, Random, 95% CI M- H, Random, 95% CI
Buszman (LE MANS) 2008 e ] 52 2 53 2.9% 0.20 [0.01, 4.19)
Wu 2010 1 121 a8 Z45 5. 4% B84) e
Boudriot 2011 2 100 5 101 7. 5% o7 —
Makikallio (NOBLE) 2016 2 592 7 592 8 1% Exd]
Sanmartin 2007 2 96 s 245 8.6% 45] .
Qin 2013 2 233 20 282 8. 8% 4] e
Kang 2010 > 205 e 257 o 9% s55] ———
LU 20186 3 a8 14 161 10.3% 18) —
Palmerini 2006 > 157 T 154 11 2% 23] S —
Rodes Cabau 2008 7 104 12 145 12 3% .80 30, 2.11]) —_—
Stone (EXCEL) 2019 = S48 10 as7 13 9% 0.91 [0.37, 2.24] —_—
Total (952 CiI) 2716 32192 100.0% 0.52 [0.30, 0.91] B o
Total events 42 103
Heterogeneity: Tau® = O.28; Chi® = 17 .97, df = 10 (P = 0061 7 = 44% o1 100

Test for owverall effect: Z = 2.27 (P = 0.02) Eaiwrs (reR Favos [C%GI

S. Figure 1: Forest Plots showing an individual and pooled OR for all-studies comparing PCI
to CABG for LMCAD at 30-days (a. MACCE b. MI c. revascularization d. stroke e. death).
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A. All 1-year MACCE

PCI CABG Odds Ratio Odds Ratio
Study or Subgroup Events Total Ewvents Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
HEU 2008 1 20 12 E3) 0.7% ©.11[0.0L, 088 ——
¥in 201% 4 101 4 121 1 <% 1.21[0.29 4.95] —
‘White 2008 15 &7 10 &7 2% 164 [0 68 2 98] =T
Buszman (LE MANS) 2008 16 52 13 £3 30% 137 [058 3.23) R
Zhao 2011 1z 55 14 108 3.1% 2,08 [0.90, 4.80] 1
Chenim 2003 15 10l 14 101 3.3% 1LOE[0.4% 2.28] N
Sanmmartin 2007 10 96 27 245 3.4% 094 [0 44, 2.02] =
Shimizu 2010 20 64 1& 3=] 3.5% 207 [0.87, 4.42] |
Bougrior 2011 19 100 14 10l 31.5% 146 [0.69, I,10] —t—
Rittger 2011 14 a5 26 192 3.8% 110 [0.55, 2.23] R
Kawecki 2012 24 BB 18 111 3.9% 1.94 [0.97, 2.86] —
¥ Sijong 2012 3% 12B 17 128 4.2% 286152 5.39] ——
Park (PRECOMBAT) 2011 26 300 20 300 4. 4% 133 [0.72, 2.44] —t—
Caggegi (CUSTOMIZEI 2011 32 222 12 361 4,5% 3.03 [1.67, 5.49] —_—
Fodes Cabau 2008 45 104 51 14% 5 1% 141 [0.84, 2.36] e
Qin 2013 o 2122 48 287 5.2% 072 [0 44, 1.20] —1
Eang 2010 49 205 32 257 5.3% 2.21[1.35, 2.61) fr—
Wy 2010 35 171 55 24F 5.3% L26[0.77, 2.06] = -
M akilzallio (MOBLE) 2016 42 582 42 o2 b 4 100 [0.64 1.546] ——
Buchanan 2014 149 489 51 328 6. 4% 2.3B[1.67, 3 40| —
Serruys (SYNTAX) 2009 111 3%7 95 348 .7 L 1B [0 85 L1.&4] ™
Stome (E¥CEL] 2019 129 S4B 136 957 T.2% 0.95 [0.72, 1.23] o
Chieffo 2012 659 1874 205 900 7EN 184153 2211 =
Total (95% CI) 6422 BO70 100.0% 145 [1.21, L.75] &
Total ewents " z1-1-&"(5 439 y
Hetlerogenaity, Tau® = 0.10; Chi? = 5257, df = 22 (F < 0.0001); I’ = 63% I + t |
Test for overall effect: 2 - 3.98 (P < 0.0001) LI T T
B. All 1-year MI
PCl CABG Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
HEU 2008 Q 20 [} 34 ot estimable
Wim 2015 0 106 1 121 0. 8% 038 [0.02, .38)
Shimizu 2010 2 R L] 85 O B% 716 [0.24, 151.72]
i Gljong 2012 3 128 Q 128 0.7 717 [0.37, 140, 18] *
Sanmariin 2007 L] 26 3 245 0.7% Q.36 [0.02, 7.02]
Rimger 2011 2 =39 1 132 1.0 4.11 [0.27, 45.88]
Buszman (LE MANS) 2008 1 ¥ 2 52 1.1% 023 [0.03; 2.2%]
Caggegl (CUSTOMIZE) 2011 4 222 2 36l 1.5% 3.29|0.50, 18.13] ]
Boudriot 2011 2 Lo 2 101 2.1% 101 [0.20, 5.13) —
Gin 2013 2 233 3 282 2.2% 1.21[0.24, 6.07] —_——
Park (PRECOMBAT) 2011 4 200 3 200 2.5% 1324 [0.20, & 03] _—
Kang 2010 s 205 3 Z5T 2.7% 2.12 [0.50, 8,96] —
Kaweck| 2012 14 =8 4 111 3. 3.43 |1.04, 11.34) —
Zhao 2011 ] 55 a 108 4. 4% 135 [0.45, 4.00] e —
Buchanan 2014 21 489 - 228 53K 2.90[1.08, 7.77] r———
Palmerini 2006 12 157 7 154 5.6% 1.90 [0.74, 4.89] —
Makikallio (NOBLE) 2018 11 582 B 532 5.9% 138 |0.55, 3.48) —
Serruys (SVINTAX) 2005 28 357 16 3248 10.6% 1.77 [0.94, 3.33] T
Fodes Cabau 2008 24 104 28 14 11.0% 125 [0.68 2.221 X
Chieffo 2012 75 1874 33 900 17.7% 1.10[0.72, 1.66] ——
Stone (EXCEL) 201% 53 S48 &9 957 198% Q.76 [0.53, 1.10] i
Total (95% CI) 6285 5811 100u0% 1.33 [1.04, 1.70] £
Total ewents N : 268 201 s
Heterogeneity Taw® = 0.04; Chi? = 22.57, df = 18 (F = 0.25); 7 = 16% I t ; |
Test for overall effect: 2 = 2.30 (P = 0.02) 9o ?a.&uurs P lFavws [clfucj 100
C. All 1-yvear Revascularization
PCi CABG Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M=-H, Random, 95% CI
H5U 2008 o 20 4 = 0. 5% 019 [0.01, 3.7¢] 4
¥in 201% 4  10e 1 121 1 0% 4 71 [052, 42 7E] 1
Chenim 2003 14 101 1 101 1.1%¥  16.09[2.07, 124 88] —F
Sanmartin 2007 5 S 2 245 1.6% 568 [1.27, 35.02]
Ritiger 2011 10 = 3 192 2 4% T 411199 27.62]
Zhao 2011 8 55 S I e 2.6% 443 [1.27, 15 43]
¥i Gijong 2012 18 128 4 1238 3.1% 5.40|]1.7E, 16 37] —
Buszman (LE MAMNS) 2008 15 52 5 53 3.1% 2.84(1.30, 11 68]
Fodes Cabau 2008 10 104 7145 3.5% 210077, 5 71] 5=
Boudriot 2011 14 100 & 10l 3.5% 2.58 085, 7.01]
Kim 2009 28 251 5 256 I.7R 5.320 [2.39, 16 60]
Caggegi (CUSTOMIZE! 2011 8 222 & 3E1 3.8% 5.22 [2.04, 13 .36]
Shimizu 2010 17 &4 14 BS 4 3% 285121 & FE] o p——
Cin 2013 17 2323 s 2B2 4.5% 2.3911.04, 5. 46] T
Wiy 2005 37 135 8 135 4. 6% 5.992.67, 13.45]
Fark (PRECOMBAT) 2011 18 200 10 200 4.7% 1.85 [0.B4, 4 08] R —
Kang 2010 I5 205 10 257 5.2% 5.09 |2.45, 10.55]
Wy 2010 24 131 23 245 6. 1% 2.16 [1.17, 4.01] ==
Makikallic (NOBLE) 2016 22 582 24 592 6. 8% 135 [0.79, 2.33) e —
Buchanan 2014 124 4ED 2% 328 T 3.50([2.27. 5 40] e
Stone (EXCEL) 2018 65 248 41 957 8.2% 1.64 [1.10, 2. 46] ——
Serruys (SYNTAX) 2009 83 357 46 248 8.2% 145|134, 2.495] e
Chieffa 2012 482 1874 B0 200 9.6% 355 (2.7¢, 4.57] -
Total (95% CI) G658 6283 100.0% 3.01 [2.40, 3.79] *
Toal evenis 1079 338 20
Heterogeneity, Tau® = 0.12; Chi* = 45,18, of = 22 (P = 0.003); ¥ = 51% '0 T 011 + 109'»

Test for overall effect: Z = 9.46 (P <« 0.00001) Fawours [PCP]lFa'rDurs [éﬁ!ﬁj
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D. All 1-year Stroke

PCi CABG Odds Ratio Odds Ratia
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl_ Year M-H. Random, 95% CI
Sanrartin 2007 s} =1 2 245 10% 050 [002 10.61] 2007
H5U 2008 0 20 1 El-] 0.9% 063 [0.02, 16.07] 2008
Fodes Cabau 2008 2 104 9 145 10.2% 143 [0.55, 2.74] 2008 ——
Buszman (LE MANS) 2008 Q 52 2 53 10% Q20 [0.01, 4.19) 2008 4
Serruys (GYNTAX) 2009 2 357 15 348 4.49% 010 [0.02, 0.42] 2009 —————
Kang 2010 2 205 B 257 3.9% 0.31 [0.06, 1.46] 2010 |
Shimizu 2010 o &4 1 [z 0.9% Q.46 [0.02, 11.41] 2010
Zhas 2011 O 55 & 108 11% 0.14 [0.01, 2.57] 2011 +
Ritlger 2011 1 a5 12 192 2.2% 015 [0.02, 1,14] 2011 = I
Boudnot 2011 o Q 0 Q Mot estimable 2011
Park (FRECOMBAT) 2011 O 200 2 F00 1.0% Q20 [0.01, 4.16] 2011 +
Chieffo 2012 20 1874 25 SO0 22.6% D57 [0.33, 0.97] 2012 — -
Faweckl 2012 o =E:] 2 111 1.0% 025 [0.01, 5.22] 2012
¥i Cljong 2012 4 128 6 128 5.6% 0.66 [0.18, 2.38] 2012 e
Qin 20132 T 2323 18 282 11.8% 0,45 [0.15, 1,11] 2012 —_—
Yin 2015 o 108 o 121 Mot estimabile 2015
Wel Z0LE 1 E4 Cl g2 1=8 023 [0.02, 2.12] 2016 —t—
Makikzllio (NOBLE) 2016 2 582 & 542 3.6% 023 [0.07, 1L.€5] 2016 ————
Stone (EXCEL) 2019 11 248 1% 957 1les8% 0.58[0.27, 1.22] 2019 =1
Total (95% CIy 5381 4929 100.0% 0.50 [0.37, 0.67] -»
Total evenis 2 2 5] 143 :
Heterogeneity, Tau® = 0.00; Chi’ = 14 55, of = 16 (F = Q.56) ' = O ; + + J
Test for overall effect: 2 = 4.44 F « 0. 00001 0.01 g;&t.‘"! e lFa-.'nurs "-_'I-Ifm;i 100

E. All 1-vear all-cause Mortality
PClI CABG Odds Ratio Odds Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
Yin 2015 0 108 2 121 0.5% 022 [0.01, 4.73]
Buszman (LE MANS) 2008 1 52 4 53 lLox Q.24 [0.03, 2.23) —
HSU 2008 1 20 a 39 1.0% 0.20 [0.02, 1.76] —
Boudriat 2011 2 100 5 101 1L6% Q.39 10.07, 2.07] S
Ihao 2011 3 141 7 LloB 2.1% Q.83 [0.21, 3.35] T — C—
Shimizu 2010 5 64 ] 89 2.6% 117 [0 24, 402] P ——
Rittger 2011 4 95 14 192 2.9% Q.56 [0.18, L.75) ——
White 2008 8 €7 L] &7 2.9% 138 (0.45, 4.21] C— T —
Park (PRECOMEAT) 2011 6 3200 8 200 3= Q.74 10.26, 2.17] |
Wei 2016 s £4 11 &2 3.1% Q.48 [0.17, L33] L
Sanmartin 2007 s 80 20 245 33% Q66 [0.24, 182] e
Qin 2013 5 233 31 282 3.6% Q.18 [0.07, 0.9€] e
Wu 2010 L3 131 £3 245 3.7 046 [0.18, 1L.17] w———
¥i Gijong 2012 16 128 g 128 4. 1% 189 |0.B0, 4.45] =
Wy 2008 23 135 8 135 4. 1% 3.26 [L.40, 7.58] i
Kaweck) 2012 14 83 12 111 4.2% 156 [0.68, 3.57] -1
M akikaiiio (NOBLE) 2016 9 592 17 592 4 3% Q.52 [0.23, L18] ——
Caggegl {CUSTOMIZE) 2011 14 222 13 361 4 5% 180083, 3.91) e —
Kang 2010 14 205 18 257 4. 7E 11010.53, 2.32] S
Rodes Cabau 2008 17 104 18 145 4. 8% 138 [0.67, 2.82] e —
Kim 2009 16 251 22 256 5.1% Q72 10.27, 1L41]) e
Palmerinl 2006 21 157 13 154 5.2% 119 [0.56, 2.13] _—r
Stone (EXCEL) 2019 31 948 33 957 5 3% 095 [0.57, 1L56] ———
Buchanan 2014 69 489 23 328 6.3% 2.1811.33, 3.571 ——
Sermuys (SYNTAX) 2 005 4% 357 48 348 6. B% Q.50 [0.58, L33] —
Chieffa 2012 264 1874 103 @00 B.1% 127100 1L862) Rt
Total (95% CI) 6927 6576 100.0% 0.96 |0.76, 1.22]
Total events B . 0% 4EG T
Heterogeneiny Tau® = 0. 16, Chi¥ = 54,46, of = 25 P = 0.0008); F = S4% + + + 4
Tes for overall effect. 2 = 032 (P = 0.75] .0l gi&nun [PCIlll'amu |C].;&G] 100

S. Figure 2: Forest Plots showing an individual and pooled OR for all-studies comparing PCI
to CABG for LMCAD at 1-year (a. MACCE b. MI c. revascularization d. stroke e. death).
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S. Figure 4: Forest Plots showing an individual and pooled RR for RCTs comparing PCI to
CABG for LMCAD at 10-year (a. MACCE b. MI c. revascularization d. stroke e. death).
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S. Figure 5: Forest Plots showing an individual and pooled RR for RCTs comparing PCI to
CABG for LMCAD at 30-days (a. MACCE b. MI c. revascularization d. stroke e. death).
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S. Figure 6: Forest Plots showing an individual and pooled RR for RCTs comparing PCI to

CABG for LMCAD at 1-year (a. MACCE b. MI c. revascularization d. s
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Test for overall effect: 2 = 0.44 (P = 0.66) 004 Dngours PCIlFavours Ckg{.'. g
E. 5-year all-cause Mortality
PCI CABG Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Ahn (PRECOMBAT) 2015 17 300 23 300 12.7% 0.74 [0.40, 1.36] ——
Holm (MOBLE) 2020 54 592 50 592 25.7% 1.08 [0.75, 1.56] —-—
Morice GYNTAX) 2014 45 357 48 348 24.8% 0.91[0.63, 1.33) —a—
Stone (EXCEL) 2019 119 948 89 957 368% 1.35[1.04, 1.75] o
Total (95% CI) 2197 2197 100.0% 1.07 [0.84, 1.36] L 3
Total events 235 210
Heterogeneity: Tau? = 0.02; Chi? = 4.94, df = 3 (P = 0.18); I = 39% -":)01 + 1001‘

Test for overall effect: Z = 0.57 (P = 0.57)

0.1 10
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S. Figure 7: Forest Plots showing an individual and pooled RR for RCTs comparing PCI to
CABG for LMCAD at 5-year (a. MACCE b. MI c. revascularization d. stroke e. death).
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A. In Hospital MAACE
PCI CAEBG Odds Ratio Odds Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
HSU 2008 1 20 10 38 2.0% 0.15 [0.02, 1.29] =
¥in 2015 1 106 7 121 2.0% 0.16 [0.02, 1.28] =
Qin 2013 z 233 10 282 3% 0.24 [0.05, 1.09]
Ghenim 2009 4 105 & 106 5.1% 0.66 [0.18, 2.41] e
Zhao 2011 5 56 36 116 B.1% 0.22 [0.08, 0.59]
Buchanan 2014 47 489 74 328 30.8% 0.36 [0.25, 0.54] —-—
Chieffo 2012 148 1874 257 900 4B.3% 0.21 [0.17,0.27] =
Total (95% €I 2883 1892 100.0% 0.27 [0.20, 0.36] &
Toml events 208 400
Heterogenelty: Taw® = 0.04; Chi* = 7.93, df = & (P = 0.24); F = 24% 501 0: o 1001
Test for overall effect: Z = B.55 (P < 0.00001) Favours [PCI] Favours [CABG]
B. In Hospital MI
PCI CABEG Odds Ratio Odds Ratio
Study or Sub p Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
HSU 2008 0 20 0 a8 Not estimable
Qin 2013 0 233 1 282 5.6% 0.40 [0.02, 5.91]
¥in 2015 1 106 1 121 7.08 1.14 [0.07, 18.50]
Cheng 2009 12 1a7 1 216 10.8X 19.11 [2.46, 148.65] —_—
Zhao 2011 5 56 34 116 20.9% 0.24 [0.08, 0.64] e
Buchanan 2014 20 489 &) 328 27.0% 0.28 [0.18, 0.45] —.—
Chieffo 2012 BB 1874 213 500 28.7% 0.16 [0.12, 0.21] i
Total (95% CI) 2925 2002 100.0% 0.41 [0.18, 0.95] -
Total events 135 31
Heterogenetty: Tau® = 0.63; Chi = 27.30, df = 5 (P < 0.0001); F = B2% .b.(Il 0-}‘1 1’0 100“
Test for overall effect: Z = 2.07 (P = 0.04) Favours [PCI] Favours [CABG]
C. In Hospital Revascularization
PCI CABG Odds Ratio Odds Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% C| M-H, Randam, 95% CI
Ghenim 2009 0 105 0 106 Not estimable
HSU 2008 0 20 1 38 7.0% 0.63 [0.02, 16.07]
¥in 2015 0 106 1 121 7.1% 0.38 10.02, 9.36]
Qin 2013 0 233 1 282 7.1% 0.40 [0.02, 9.91]
Buchanan 2014 4 489 0 328 B.6X  6.09 [0.33, 113.49] >
Cheng 2008 2 1a7 3 216 22.6% 0.98 [0.16, 5.93] —
Chieffo 2012 15 1874 3 900 a7.ex 2.41 [0.70, 8.35] T
Total (95% CI) 2974 1992 100.0% 1.49 [0.63, 3.52]
Total events z1 9
Heterogeneity: Tau® = 0.00; ChE = 3.33, df = 5 (P = 0.65); P = 0% hﬂl 0:1 i l:l.‘; 100:
Test for overall effect: Z = 0.92 (P = 0.36) Favours [PCI] Favours [CABG)
D. In Hospital Stroke
PCI CABG Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% ClI M-H, Random, 95% CI
HSU 2008 0 20 1 39 7.5% 0.63 [0.02, 16.07]
Yin 2015 0 106 1 121 7.7% 0.38 [0.02, 9.38]
Cheng 2009 0 147 14 216 9.9% 0.05 10.00,0.80] +—————
Qin 2013 1 233 2 282 13.6% 0.60 [0.05, 6.70] —
Chieffo 2012 4 1874 12 800 61.3% 0.16 [0.05, 0.49] ——
Total (95% CI) 2380 1558 100.0% 0.20 [0.08, 0.49] pe———
Total events 2 éﬁl 30 &
Heterogeneity: Tau® = 0.00; =275, df = 4 (P = 0.60); P = OX h o1 0’1 1:0 100:
Test for overall effect: Z = 3.55 (P = 0.0004) Favours [PCI] Favours [CABG]
E. In Hospital all-cause Mortality
PCi CABG Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
Zhao 2011 0 56 4 116 5.6% 0.22 [0.01, 4.18]
Yin 2015 0 106 4 121 5.6% 0.1210.01,2.30] ¥—————1—
H5U 2008 1 20 B 38 B.9% 0.20 10.02, 1.76] ==
Qin 2013 2 233 15 282 141X 0.15 [0.03, 0.68] —_—
Cheng 2009 3 147 22 216 16.9% 0.18B [0.05, 0.63] ——
Buchanan 2014 20 488 9 328 224X 1.51 [0.68, 3.36] B
Chieffo 2012 41 1874 28 800 26.5% 0.67 [0.41, 1.09] —-
Total (95% CI) 2925 2002 100.0% 0.40 [0.19, 0.87] B
Total events &7 91
Heterogenehty: Tau* = 0.52; Cht* = 15.08, df = & (P = 0.02); ¥ = 60X h o1 t b IGIJ}

Test for overall effect: Z = 2.30 (P = 0.02)

0. 10
Favours [PCI] Favours [CABG)

S. Figure 8: In-hospital pooled estimates of PCI vs. CABG events for LMCAD

observational cohort studies.
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A. 30-days MAACE
PCI CABG Odds Ratio Odds Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Sanmartin 2007 2 9% 22 245 10.8% 0.22 [0.05, 0.94]
Wu 2010 4 131 14 245 14.9% 0.52 [0.17, 1.61] =
Qin 2013 4 233 14 282 15.0% 0.33 [0.11, 1.03]
LU 2016 4 208 18 270 15.4% 0.27 [0.09, 0.82] —
Kang 2010 13 205 10 257 19.7% 1.67 [0.72, 3.90] T
Rodes Cabau 2008 15 104 40 145 24.2% 0.59 [0.32, 1.09] ——
Total (95% CD 977 1444 100.0% 0.52 [0.29, 0.94] ’
Total events 4 118
Heterogenelty: Taw® = 0.28; Chi* = 10.60, df = 5 (P = 0.06); F = 53% ‘hm 091 in ‘lDl)’
Test for overall effect: Z = 2.18 (P = 0.03) Favours [PCI] Favours [CABG]
B. 30-days MI
PCI CABG Odds Ratio Odds Ratio
Study or Events Total Events Total Weight M-H, 95% ClI M-=-H, Rand 95% CI
Sanmartin 2007 [, 3 245 3.7% 0.36 [0.02, 7.02]
LU 2016 1 208 1 270 4.2%  1.30[0.08, 20.90]
Qin 2013 z 233 1 282 5.7% 2.43 [0.22, 27.00] —
Kang 2010 3 205 1 257 64X 3.80 [0.39, 36.83] s T
Palmerinl 2006 7 157 3 154 17.4% 2.35 [0.60, 9.26] oy e
Rodes Cabau 2008 13 104 25 145 62.6X% 0.69 [0.33, 1.41] —i-
Total (95% CI) 1003 1353 100.0% 1.02 [0.58, 1.81)
Total events 26 34
Heterogenelty: Taw® = 0.00; ChP = 4.88, df = 5 (P = 0.43); F = 0X h o1 °¢! i v !Dd
Test for overall effect: Z = 0.07 (P = 0.94) Favours [PCI] Favours [CABG)
C. 30-days Revascularization
PCI CABG 0Odds Ratio Odds Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Wu 2010 0 131 0 245 Not estimable
W 2016 0 208 1 270 B9.5% 0.43 [0.02, 10.63]
Qin 2013 0 233 1 282 8.5 0.40 [0.02, 9.51]
Sanmartin 2007 0 96 2z 245 10.5% 0.50 [0.02, 10.61]
Palmerinl 2006 1 157 1 154 12.6% 0.98 [0.06, 15.82] ey
Rodes Cabau 2008 1 104 4 145 20.1% 0.34 [0.04, 3.11] —_—
Kang 2010 3 205 3 257 37N 1.26 [0.25, 6.30] _—
Total (95% CI) 1134 1598 100.0% 0.69 [0.26, 1.86]
Total events 5 12
Heterogenehy: Tauw' = 0.00; Ch* = 1.22, df = 5 (P = 0.94); P = 0X 0 t t |
01 0.1 i 7 10 100
Test for overall effect: Z = 0.73 (P = 0.46) Favours [PCI] Favours [CABG]
D. 30-days Stoke
PCl CABG Odds Ratio Odds Ratio
Study or Subgroup  Events Total Events Total Weight M-H, di 95% ClI M-H, Random, 95% CI
Sanmartin 2007 0 9 z 245 9.7 0.50 [0.02, 10.61]
Qin 2013 1 233 3 282 17.4% 0.40 [0.04, 3.88] —
U 2016 1 208 5 270 19.4% 0.26 [0.03, 2.21] [—
Rodes Cabau 2008 1 104 B 145 20.5% 0.17 [0.02, 1.35] ——T
Kang 2010 2 205 5 257 33.0% 0.50 [0.10, 2.59] —_—T
Total (95% CI) B46 1199 100.0% 0.34 [0.13, 0.87] -’
Total events 5 23
Heterogeneity: Tau® = 0.00; ChP = 0.82, df = 4 (P = 0.94); P = 0% IhO'l Oll t 1001
Test for overall effect: Z = 2.25 (P = 0.02)} Favours [PCIl Favours [CABG]
E. 30-days all-cause Mortality
PCI CABG Odds Ratio Odds Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Wu 2010 1 131 B 245 93X 0.23 [0.03, 1.84] —
Sanmartin 2007 2 9 15 245 13.3% 0.33 [0.07, 1.45] I~
Qin 2013 z 233 20 262 13.5% 0.11 [0.03, 0.49]
Kang 2010 9 205 3 257 147X 3.89 [1.04, 14.55] 5
w2016 3 98 14 161 15.1% 0.33 [0.09, 1.18] ——T
Palmerini 2006 5 157 7 154 16.1% 0.69 [0.21, 2.23] R
Roxles Cabau 2008 7 104 12 145 17.9% 0.80 [0.30, 2.11) ——
Total (95% CI) 1024 1489 100.0% 0.52 [0.23, 1.18] -
Total events 29 79
Heterogenelty: Taw® = 0.72; Ch* = 15.53, df = & (P = 0.02); F = 61X b0t t 100

Test for overall effect: Z = 1.56

(P =0.12)
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S. Figure 9: 30-days pooled estimates of PCI vs. CABG events for LMCAD across observational

cohort studies.
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A. 6-month MAACE

PCI CABG 0Odds Ratio Odds Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Kang 2010 21 205 23 157 100.0% 1.16 [0.62, 2.18]
Total (95% CD 205 257 100.0% 1.16 [0.62, 2.16)
le events 21 23
bor o1 i 0 100
Test o veral et 2= 0.47 ¢ = 0.69) Favours [PCI] Favours [CABG]
B. 6-month MI
PCI CABG Odds Ratio Odds Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI|
Kang 2010 3 205 1 257 23.4% 3.80 [0.38, 36.83] e
Montalescot 2009 14 283 3 417 766X 6.92 [1.97, 24.32] ——
Total (95% CI) 498 674 100.0% 6.02 [2.00, 18.06] i
Total events 17
Heterogenehty: Tau® = 0.00; ChFf = 0.21, dl 1{P = 0.65) F = 0% b1 Ofl 1’.0 1001
Test for overall effect: Z = 3.20 (P = 0.001} Favours [PCI] Favours [CABG)
C. 6-month Revascularization
PCI CABG Odds Ratio Odds Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Kang 2010 8 205 6@ 257 100.0% 1.92 [0.67, 5.49] =
Total (95% CI) 205 257 100.0% 1.92 [0.67, 5.49] . o
Total events ]
Heterogenehty: Nuanphbh [ + + J
Test for overall effect: Z = 1.22 (P = 0.22) a1 2a.1\;ours [PCI] Favours lclﬁ\osc.l .
D. 6-month Stroke
PClI CABG Odds Ratio Odds Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% C| M-H, Random, 95% CI
Kang 2010 z 205 B 257 46.0% 0.31 [0.06, 1.48]
Montalescot 2009 3 285 5 421 54.0% 0.85 [0.20, 3.60]
Total (95% CI) 500 678 100.0% 0.53 [0.19, 1.54]
Total events 13

Heterogeneity: Tay® = DOIJCH‘ =0.90, df = 1 (P = 0.34); ¥ = 0X

Test for overall effect: Z = 1.16 (P = 0.24) 001

E. 6-month all-cause Mortality

01 1 fo 100
Favours [PCI] Favours [CABG)

PCI CABG 0Odds Ratio 0Odds Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Montalescot 2009 17 312 7 437 49.0% 3.54 [1.45, B.64] ——
Kang 2010 11 205 13 257 51.0% 1.06 [0.47, 2.43]
Total (95% CI) 517 694 100.0% 1.92 [0.59, 6.23)
Total events P 2!H‘ 20 i
Heterogenehty: Tay® = 0.53; Chi = 3.7, df = 1 (P = 0.05); ¥ = 73X 'bln 01 i 110 100:
Test for overall effect: 2 = 1.08 (P = 0.26) Favours [PCI] Favours [CABG]
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S. Figure 10: 6-months pooled estimates of PCI vs. CABG events for LMCAD across

observational cohort studies.
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A. 1-year MAACE

PCI CABG Odds Ratio Odds Ratio

Study or Events Total Events Total Weight M-H, 95% CI M-H, Random, 95% €1
HSU 2008 1 0 13 35  0.8% 0.11 [0.01, 0.58]
¥in 2015 4 101 4 121 2.0% 1.21 [0.29, 4.95]
Whie 2008 15 &7 10 &7 4.08 1.54 [0.68, 3.98]
Zhao 2011 13 55 14 108 4.3% 2.08 [0.90, 4.80]
Ghenim 2000 15 101 14 101 ATH 1.08 [0.49, 2.38]
Sanmartin 2007 10 56 27 245 4.8% 0.94 [0.44, 2.02]
Shimtry 2010 64 16 BS 4.0% 2.07 [0.97, 4.42]
Rittger 2011 14 85 26 192 5.4% 1.10 [0.55. 2.23]
Kaweck| 2012 24 BE 18 111 5.5% 1.94 [0.
¥l Gong 2012 39 128 17 128 6.0% 2861

(CUSTOMIZE} 2011 3z 222 18 361 6.4 3.03 1
Rodes Cabau 200 45 104 51 145 7.3% 1.41 0.
Qin 2013 8 233 BT 7.5% 0.73 0.
Kang 2010 48 205 32 257 7.6M 2211
Wu 2010 is 131 55 245 7.6% 1.26 0.
Buchanan 2014 1485 488 51 328 9.4% 2381
Chieffo 2012 658 1874 205 500 11.6% 1.84 [1.5
Total (95% C 4073 3719 100.0% 161 [1.30, 2.00]

Towml events - rn'“” &1 e
Memrogenehy: Tav® = 0.0%; ChH = 16.83, df = 16 (P = 0.002); 57% i v |
Test for overall effect 2 = 4.36 (¢ < 0.0001) T T——_
B. 1-year Ml
CABG Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
HS5U 2008 ] 0 o 35 Not estmable
¥in 2015 0 108 1 121 0.7% —
Shimtzy 2010 2 B4 o B3 08X — "
¥1 Gljong 2012 3 128 0 128 0.8% —_—t
Sanmartin 2007 a 26 3 245 0.8% —
Ritrger 2011 2 85 1 182  1.2% ——
Caggegl (CUSTOMIZE) 2011 4 222 2 361  15%
Qn 2013 3 233 3 282 2.8
Kang 2010 5 205 3 257 3.5%
Kaweckl 2012 10 B8 4 111 5.0% T
Zhao 2011 -1 55 8 108 6.1% e
Buchanan 2014 Z1 489 5 328 TAN
Falmerinl 2006 13 157 7 154 B.0N SI=r .
Rodes Cabau 2008 za 104 28 145 19.0% -
Chieffo 2012 75 1874 33 800 41.3% 110’)72 1&8] -
Total (95% CI) 3936 3460 100.0% 147 [1.12, 1.92] L 2
Total events 168
Heseropenety: Tai = 0.00; CWF = T1.78, dF = 13.(F = 0.555; ¥ = O T 100

Test for overall effect: Z = 2.82 (P = 0.005)

01 16
Favours [PCI] Favours [CABG]

C. 1-year Revascularization
PCI CABG Odds Ratio Odds Ratio
Study or Subgroup Events Total Ewvents Total Weight M-H, . #5% CI M-H, 95% CI
HSU 200 [] 0 e 38 0.4% 0.19 [0.01, 3.76] |
¥in 2015 4 106 1 121 0.8% 4.71 [0.52, 42.78] —
Ghenim 2009 14 101 1 101 0.9% 16.08 [2.07, 124.886] T
Sanmartin 2007 5 56 Z 245 1. 6.68 [1.27, 35.02]
Ritrger 2011 RIS 3 182 2% 7.41 [1.99, 27.62]
Zhao 2011 8 55 4 108 2.3% 4.43 [1.27, 15.43]
¥iGljong 2012 15 128 4 128 2.9% 5.40 [1.78, 16.37]
Rodes Cabau 2008 10 104 7 145  35% 2.10 [0.77, 5.71] B
Kim 2009 8 251 5 256 37K 6.30 [2.39, 16.60]
Caggegl (CUSTOMIZE} 2011 18 222 & 361 4.0% 5.22 [2.04, 13.36]
Shimizu 2010 17 64 10 B9 4.7% 2.86 [1.21, 6.76]
Qin 2013 17 233 9 282 5.0% 2.39 [1.04, 5.486]
Wu 2008 37 135 B 135 5.3% 5.99 [2.67, 13.45] T
Kang 2010 35 205 10 257 6.4 5.09 [2.45, 10.55] T
W 2010 24 131 23 245 LK 2.16 [1.17, 4.01] rE—
Buchanan 2014 124 489 25 3218 15.6% 3.50 [2.27, 5.40] i
Chiefio 2012 482 1874 B0 D00 32.5% 3.55 [2.76, 4.57] -
Total (95% CI) 4309 3932 100.0% 3.69 [3.04, 4.47] *
Total events 852 206
Heterogeneity: Taw' = 0.01; Ch = 17.41, df = 16 (P = 0.36): F = 6% bo1 1 1) 100
Test for overall effect Z = 13.28 (P < 0.00001} i Favours [PCI]  Favours [CABG)
D. 1-year Stroke
PCI Odds Ratio Odds Ratio
Study or Subgroup  Events Total Evemts Total Weight M-H, Random, 95% CI_ Year M-H, 95% CI
Sanmarmin 2007 2z 245 1.4% 0.50 [0.02, 10.61] 2007 —
H5U 2008 o 20 1 3s 1.2% 0.63 [0.02, 16.07] 2008
Rodes Cabau 2008 8 104 8 145 1386% 1.43 [0.55, 3.74] 2008 e —
Kang 2010 20 B 257 5.3% 0.31 [0.06, 1.46] 2010 C———r
Shimtry 2010 0 & 1 L] 1.2% 0.46 0.0, 11.41] 2010
Zhao 2011 (] 55 6 108 1.5% 0.14 10.01, 2.57] 2011
Rimger 2011 1 a5 13 182 3ax 0.15 [0.02, 1.14] 2011 ————p
Chieffo 2012 30 1874 25 500 4458 0.57 [0.33, 0.97] 2012 -
Kaweckl 2012 (] B8 T 111 1.4% 0.25 [0.01, 5.22] 2012 —
" Giong 2012 4 128 & 128 7% 0.66 [0.18, 2.38] 2012 —_—
Qin 2013 7233 18 282 16.2% 045” 18, 1.11] 2013 —
¥in 2015 o 108 o 121 esnmable 2015
Wel 2016 1 64 - 6z 2.6% 0. 13 0.0z, 2.12] 2016 —
Total (95% Ch 3132 2679 100.0% 0.55 [0.39, 0.79] >
Totml events 5
nunumwnlf—nw.chﬂ-a.or,eﬂ—11(9-0.?11;!‘-0’ o1 o1 1+n 100
Tiest for overall effect: Z = 3.25 (P = 0.001) Favours [PCI] Favours [CABG]
1-year all-cause Mortality
PCI CABG Odds Ratio Odds Ratio
Study or Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
nin 2015 o 106 2 121 0.8% 0.22 0.01, 4.73]
H5U 2008 1 20 L] 39 1.5% 0.20 [0.02, 1.76]
Zhao 2011 3 55 7 108 3.0% 0.E3 [0.21, 3.35] ——
Shimtru 2010 5 64 & 3] 3.5% 1.17 [0.34, 4.02] T
Ritiger 2011 4 o 14 182  39% 0.56 [0.18, 1.75]
Wwhae 2008 B &7 L] &7 4.0% 1.38 [0.45, 4.21]
wel 2016 6 64 11 824X 0.48 [0.17, 1.39]
Sanmartin 2007 5 80 20 245 458 0.66 10.24, 1.82]
Qi 2013 5 233 31 282 AN 0.18 [0.07, 0.46]
Wu 2010 6 131 I3 245 4.9% 0.46 [0.18, 1.17]
¥1Gljong 2012 16 128 s 128 5.3% 1.89 [0.80, 4.45]
Wu 2008 23 135 8 135 5.4% 3.26 [1.40, 7.58]
Kaweck] 2012 14 BB 12 111 5.58 1.56 [0.68, 3.57]
Caggegl (CUSTOMIZE) 2011 14 222 13 381 5.8% 1.80 j0.83, 3.91]
Kang 2010 14 205 16 257 6.1% 1.10 [0.53, 2.32]
Rogles Cabau 2008 17 104 18 145 6.2% 1.38 067, 2.82]
Kirn 16 251 22 256 6.6% 0.72 [0.37, 1.41]
Palmerin 2006 21 187 19 154 6.6% 1.10 [0.56, 2.13]
Buchanan 2014 €9 489 23 328 7.9% 2.18 [1.33, 3.57] ——
Chiefio 2012 264 1874 103 900 97N 1.27 11.00. 1.62] b=
Total (95% CI} 45TE 4225 100.0% 1.04 [0.78, 1.38] L 3
Total events 371
Hewrogeneny: Taw' = 0.20; Chl‘-4552 df = 18 (P = 0.0006); F = SEX b1 100

Test for overall effect: £ = 0.26 (P = 0.79}

0.1 10
Favours [PCI] Favouwrs [CABC]
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S. Figure 11: 1-year pooled estimates of PCI vs. CABG events for LMCAD across observational

cohort studies.

A. 3-year MAACE

PCI CABG Odds Ratio Odds Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Kang 2010 7z 205 56 257 23.5% 1.94 [1.29, 2.93] —.—
Luo 2012 40 331 75 492 23.5% 0.76 [0.51, 1.15]
Kim %wj 2008 57 7B4 68 690 24.7% 0.72 [0.50, 1.04]
Zheng 2016 112 1442 238 2604 2B.3% 0.B4 [0.66, 1.08]
Total (95% CI) 2762 4043 100.0% 0.96 [0.64, 1.43]

Total events 281 437
Heterogeneity: Taw' = 0.13; Ch¥ = 15.79, df = 3 (P = 0.001); F = B1% i).ﬂl X i 1*0 1004
Test for overall effect: Z = 0.20 (P = 0.85) Favours [PCI] Favours [CABG)
B. 3-year Ml
PCI CABG Odds Ratio 0Odds Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Kang 2010 10 205 7 257 10.B% 1.83 [0.68, 4.90] =
Luo 2012 21 331 12 492 18.4% 2.71 [1.31, 5.59] sl
Zheng 2016 61 1442 75 2604 &9.8% 1.49 [1.06, 2.10] L
Total (95% CI) 1978 3353 100.0% 1.71 [1.23, 2.38] £ 3
Total events ’ 82 94 "
Heterogenehty: Tayw® = 0.01; Ch¥* = 2.18, df = 2 (P = 0.34); F = BX k t + i
01 .1 1 1
Test for overall effect Z = 3.19 (P = 0.001} - ?avours [PCI) Favours [cfsc] -
C. 3-year Revascularization
PCI CABG Odds Ratio 0dds Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Kang 2010 46 205 13 257 12.9% 5.43 [2.84, 10.37] m———
Luo 2012 44 331 16 492 15.5% 4.56 [2.53, B.23] =
Kim %) 2008 81 784 18 680 20.7% 4.07 [2.44, 6.78] ——
Zheng 2016 146 1442 51 2604 50.9% 5.64 [4.07, 7.81] -
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S. Figure 12: 3-year pooled estimates of PCI vs. CABG events for LMCAD across observational

cohort studies.
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S. Figure 13: 5-year pooled estimates of PCI vs. CABG events for LMCAD across observational

cohort studies.
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E. SUPPLEMENTAL FUNNEL PLOTS FOR ALL STUDIES:

o - SE(oGIORD

&
___b_edQ@___
2

0.5+

OO

1.5+

, PR ; OR
§01 0.1 1 10 100

34

S. Figure 14: Funnel plot showing minimal publication bias across studies comparing the

pooled estimate of MACCE at 1-year follow up.
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S. Figure 15: Funnel plot showing minimal publication bias across studies comparing the
pooled estimate of MI at 1-year follow up.
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S. Figure 16: Funnel plot showing minimal publication bias across studies comparing the
pooled estimate of mortality at 1-year follow up.
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S. Figure 17: Funnel plot showing minimal to moderate publication bias across studies
comparing the pooled estimate of revascularization at 1-year follow up.
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S. Figure 18: Funnel plot showing minimal to moderate publication bias across studies
comparing the pooled estimate of a stroke at 1-year follow up.
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S. Figure 19: Funnel plot showing minimal publication bias across studies comparing the

pooled estimate of MACCE at 5-year follow up.
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S. Figure 20: Funnel plot showing minimal publication bias across studies comparing the

pooled estimate of MI at 5-year follow up.
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S. Figure 21: Funnel plot showing minimal publication bias across studies comparing the

pooled estimate of mortality at a 5-year follow up.
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S. Figure 22: Funnel plot showing minimal publication bias across studies comparing the

pooled estimate of revascularization at 5-year follow up.
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S. Figure 23: Funnel plot showing minimal publication bias across studies comparing the
pooled estimate of a stroke at 5-year follow up.
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