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[bookmark: _Hlk176857568]Supplementary Methods
Details of search strategies in Pubmed (A), Embase (B), Cochrane Library (C), and ClinicalTrials.gov (D). 
A. Search strategies in Pubmed.
("coronary artery disease"[tiab] OR "CAD"[tiab] OR "coronary heart disease"[tiab] OR "CHD"[tiab] OR "acute coronary syndrome"[tiab] OR "ACS"[tiab] OR "chronic coronary syndrome"[tiab] OR "CCS"[tiab] OR "percutaneous coronary intervention"[tiab] OR "PCI"[tiab] OR "coronary angioplasty"[tiab] OR "myocardial revascularization"[tiab] OR "coronary artery bypass grafting"[tiab] OR "CABG"[tiab] OR "myocardial infarction"[tiab] OR "MI"[tiab] OR "Non-ST segment elevation myocardial infarction"[tiab] OR "Non-ST elevation myocardial infarction"[tiab] OR "Non-ST elevated myocardial infarction"[tiab] OR "NSTEMI"[tiab] OR "ST elevation myocardial infarction"[tiab] OR "ST segment elevation myocardial infarction"[tiab] OR "ST elevated myocardial infarction"[tiab] OR "STEMI"[tiab] OR "cardiac arrest"[tiab]) 
AND ("antiinflammatory"[tiab] OR "anti-inflammatory"[tiab] OR "colchicine"[tiab] OR "methotrexate"[tiab] OR "canakinumab"[tiab] OR "anakinra"[tiab] OR "rilonacept"[tiab] OR "gevokizumab"[tiab] OR "tocilizumab"[tiab] OR "satralizumab"[tiab] OR "sarilumab"[tiab] OR "siltuximab"[tiab] OR "ziltivekimab"[tiab] OR "sirukumab"[tiab] OR "olokizumab"[tiab] OR "etanercept"[tiab] OR "adalimumab"[tiab] OR "infliximab"[tiab] OR "NLRP3 inflammasome inhibitor"[tiab] OR "TNF-α inhibitor"[tiab] OR "TNF-α inhibition"[tiab] OR "IL-1 receptor antagonist"[tiab] OR "anti-IL-1"[tiab] OR "IL-1 block*"[tiab] OR "IL-1 inhibitor"[tiab] OR "IL-1 Inhibition"[tiab] OR "IL-6 antagonist"[tiab] OR "anti-IL-6"[tiab] OR "IL-6 block*"[tiab] OR "IL-6 Inhibitor"[tiab] OR "IL-6 Inhibition"[tiab]) 
AND ("randomized controlled trial"[pt] OR "randomized"[tiab] OR "randomised"[tiab]) 
NOT ("Editorial"[pt] OR "Letter"[pt] OR "Case Reports"[pt] OR "Comment"[pt] OR "Review" [pt]) 
AND ("humans"[MeSH Terms])

B. Search strategies in Embase.
('coronary artery disease':ab,ti OR 'CAD':ab,ti OR 'coronary heart disease':ab,ti OR 'CHD':ab,ti OR 'acute coronary syndrome':ab,ti OR 'ACS':ab,ti OR 'chronic coronary syndrome':ab,ti OR 'CCS':ab,ti OR 'percutaneous coronary intervention':ab,ti OR 'PCI':ab,ti OR 'coronary angioplasty':ab,ti OR 'myocardial revascularization':ab,ti OR 'coronary artery bypass grafting':ab,ti OR 'CABG':ab,ti OR 'myocardial infarction':ab,ti OR 'MI':ab,ti OR 'non-ST segment elevation myocardial infarction':ab,ti OR 'non-ST elevation myocardial infarction':ab,ti OR 'non-ST elevated myocardial infarction':ab,ti OR 'NSTEMI':ab,ti OR 'ST elevation myocardial infarction':ab,ti OR 'ST segment elevation myocardial infarction':ab,ti OR 'ST elevated myocardial infarction':ab,ti OR 'STEMI':ab,ti OR 'cardiac arrest':ab,ti) 
AND ('antiinflammatory':ab,ti OR 'anti-inflammatory':ab,ti OR 'colchicine':ab,ti OR 'methotrexate':ab,ti OR 'canakinumab':ab,ti OR 'anakinra':ab,ti OR 'rilonacept':ab,ti OR 'gevokizumab':ab,ti OR 'tocilizumab':ab,ti OR 'satralizumab':ab,ti OR 'sarilumab':ab,ti OR 'siltuximab':ab,ti OR 'ziltivekimab':ab,ti OR 'sirukumab':ab,ti OR 'olokizumab':ab,ti OR 'etanercept':ab,ti OR 'adalimumab':ab,ti OR 'infliximab':ab,ti OR 'NLRP3 inflammasome inhibitor':ab,ti OR 'TNF-α inhibitor':ab,ti OR 'TNF-α inhibition':ab,ti OR 'IL-1 receptor antagonist':ab,ti OR 'anti-IL-1':ab,ti OR 'IL-1 block':ab,ti OR 'IL-1 inhibitor':ab,ti OR 'IL-1 inhibition':ab,ti OR 'IL-6 antagonist':ab,ti OR 'anti-IL-6':ab,ti OR 'IL-6 block':ab,ti OR 'IL-6 inhibitor':ab,ti OR 'IL-6 inhibition':ab,ti) 
AND [randomized controlled trial]/lim 
AND [humans]/lim

C. Search strategies in Cochrane Library.
(coronary artery disease):ti,ab,kw OR (CAD):ti,ab,kw OR (coronary heart disease):ti,ab,kw OR (CHD):ti,ab,kw OR (acute coronary syndrome):ti,ab,kw OR (ACS):ti,ab,kw OR (chronic coronary syndrome):ti,ab,kw OR (CCS):ti,ab,kw OR (percutaneous coronary intervention):ti,ab,kw OR (PCI):ti,ab,kw OR (coronary angioplasty):ti,ab,kw OR (myocardial revascularization):ti,ab,kw OR (coronary artery bypass grafting):ti,ab,kw OR (CABG):ti,ab,kw OR (myocardial infarction):ti,ab,kw OR (MI):ti,ab,kw OR (Non-ST segment elevation myocardial infarction):ti,ab,kw OR (Non-ST elevation myocardial infarction):ti,ab,kw OR (Non-ST elevated myocardial infarction):ti,ab,kw OR (NSTEMI):ti,ab,kw OR (ST elevation myocardial infarction):ti,ab,kw OR (ST segment elevation myocardial infarction):ti,ab,kw OR (ST elevated myocardial infarction):ti,ab,kw OR (STEMI):ti,ab,kw OR (cardiac arrest):ti,ab,kw
AND (antiinflammatory):ti,ab,kw OR (anti-inflammatory):ti,ab,kw OR (colchicine):ti,ab,kw OR (methotrexate):ti,ab,kw OR (canakinumab):ti,ab,kw OR (anakinra):ti,ab,kw OR (rilonacept):ti,ab,kw OR (gevokizumab):ti,ab,kw OR (tocilizumab):ti,ab,kw OR (satralizumab):ti,ab,kw OR (sarilumab):ti,ab,kw OR (siltuximab):ti,ab,kw OR (ziltivekimab):ti,ab,kw OR (sirukumab):ti,ab,kw OR (olokizumab):ti,ab,kw OR (etanercept):ti,ab,kw OR (adalimumab):ti,ab,kw OR (infliximab):ti,ab,kw OR (NLRP3 inflammasome inhibitor):ti,ab,kw OR (TNF-α inhibitor):ti,ab,kw OR (TNF-α inhibition):ti,ab,kw OR (IL-1 receptor antagonist):ti,ab,kw OR (anti-IL-1):ti,ab,kw OR (IL-1 block):ti,ab,kw OR (IL-1 inhibitor):ti,ab,kw OR (IL-1 Inhibition):ti,ab,kw OR (IL-6 antagonist):ti,ab,kw OR (anti-IL-6):ti,ab,kw OR (IL-6 block):ti,ab,kw OR (IL-6 Inhibitor):ti,ab,kw OR (IL-6 Inhibition):ti,ab,kw
AND limits to trials

D. Search strategies in ClinicalTrials.gov.
Interventional Studies|
‘coronary artery disease’ OR ‘CAD’ OR ‘coronary heart disease’ OR ‘CHD’ OR ‘acute coronary syndrome’ OR ‘ACS’ OR ‘chronic coronary syndrome’ OR ‘CCS’ OR ‘percutaneous coronary intervention’ OR ‘PCI’ OR ‘coronary angioplasty’ OR ‘myocardial revascularization’ OR ‘coronary artery bypass grafting’ OR ‘CABG’ OR ‘myocardial infarction’ OR ‘MI’ OR ‘Non-ST segment elevation myocardial infarction’ OR ‘Non-ST elevation myocardial infarction’ OR ‘Non-ST elevated myocardial infarction’ OR ‘NSTEMI’ OR ‘ST elevation myocardial infarction’ OR ‘ST segment elevation myocardial infarction’ OR ‘ST elevated myocardial infarction’ OR ‘STEMI’ OR ‘cardiac arrest’|
‘antiinflammatory’ OR ‘anti-inflammatory’ OR ‘colchicine’ OR ‘methotrexate’ OR ‘canakinumab’ OR ‘anakinra’ OR ‘rilonacept’ OR ‘gevokizumab’ OR ‘tocilizumab’ OR ‘satralizumab’ OR ‘sarilumab’ OR ‘siltuximab’ OR ‘ziltivekimab’ OR ‘sirukumab’ OR ‘olokizumab’ OR ‘etanercept’ OR ‘adalimumab’ OR ‘infliximab’ OR ‘NLRP3 inflammasome inhibitor’ OR ‘TNF-α inhibitor’ OR ‘TNF-α inhibition’ OR ‘IL-1 receptor antagonist’ OR ‘anti-IL-1’ OR ‘IL-1 block’ OR ‘IL-1 inhibitor’ OR ‘IL-1 Inhibition’ OR ‘IL-6 antagonist’ OR ‘anti-IL-6’ OR ‘IL-6 block’ OR ‘IL-6 Inhibitor’ OR ‘IL-6 Inhibition’
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Table S1. Characteristics of eligible studies.
	Study
	Study Design
	Population
	Intervention
	Control
	Follow-up duration
	Sample size
	Age (mean ± SD)
	Male (%)
	Outcomes

	Colchicine

	O’Keefe, 1992 1
	RCT, double-blinded
	Coronary Angioplasty
	Colchicine 0.6 mg bid for 6 months
	Placebo
	6 months
	197
	60.0
	85.8
	Angiographic restenosis; adverse effects

	Deftereos, 2013 2
	RCT, double-blinded
	Diabetic patients undergoing PCI with BMS
	Colchicine 0.5 mg bid for 6 months
	Placebo
	6 months
	196
	63.6 ± 7.0
	65.3
	In-stent restenosis; angiographic and IVUS parameters of lumen loss and in-stent neointimal hyperplasia; adverse events

	LoDoCo, 2013 3
	RCT, observer-blinded
	CCS
	Colchicine 0.5 mg qd for the study period unless side effects occur
	No colchicine
	3 years
	532
	66.5 ± 9.4
	88.9
	Composite of ACS, out-of-hospital cardiac arrest, or non-cardioembolic ischemic stroke; ACS; ACS unrelated to stent disease; out-of-hospital cardiac arrest; non-cardioembolic ischemic stroke

	COLIN, 2017 4
	RCT, open-label
	STEMI
	Colchicine 1 mg qd for 1 month
	No colchicine
	1 month
	44
	59.9 ± 12.2
	79.5
	CRP peak value; troponin peak; tolerance of colchicine; hospitalization duration; MACE; cardiac remodeling (LVESV and LVEDV) on echocardiography and MRI

	COLCOT, 2019 5
	RCT, double-blinded
	MI within 30 days
	Colchicine 0.5 mg qd during the trial
	Placebo
	22.6 months
	4745
	60.5 ± 10.6
	80.8
	Composite of death from cardiovascular causes, resuscitated cardiac arrest, MI, stroke, or urgent hospitalization for angina leading to coronary revascularization; components of the composite end point; total mortality; hospitalization for HF; AF; DVT or PE; change in hsCRP and WBC; serious adverse events

	LoDoCo-MI, 2019 6
	RCT, double-blinded
	Acute MI
	Colchicine 0.5 mg qd for 30 days
	Placebo
	30 days
	237
	61.0 ± 13.0
	76.8
	Proportion of patients with residual hsCRP≥2mg/L at 30 days; hsCRP levels at 30 days; absolute change in hsCRP levels; adverse events; compliance with study medications; death; MI; stroke

	LoDoCo2, 2020 7
	RCT, double-blinded
	CCS
	Colchicine 0.5 mg qd during the trial
	Placebo
	28.6 months
	5522
	65.9 ± 8.6
	84.7
	Composite of cardiovascular death, spontaneous MI, ischemic stroke, or ischemia-driven coronary revascularization; components of the composite end point; death from any cause

	Colchicine-PCI, 2020 8
	RCT, double-blinded
	Ischemic heart disease or ACS patients undergoing PCI
	Colchicine 1.2 mg 1 to 2 hours before coronary angiography, followed by 0.6 mg 1 hour later or immediately pre-procedure
	Placebo
	30 days
	400
	66.2 ± 10.0
	93.5
	PCI-related myocardial injury; 30-day MACE; changes in IL-6, IL-1β, and hsCRP

	COPS, 2020 9
	RCT, double-blinded
	ACS
	Colchicine 0.5 mg bid for 1 month and 0.5 mg qd for 11 months
	Placebo
	400 days
	795
	59.8 ± 10.3
	79.5
	Composite of death from any cause, ACS, ischemia-driven urgent revascularization, and non-cardioembolic ischemic stroke; components of the composite end point; hospitalization for chest pain; adverse events

	Akrami, 2021 10
	RCT, double-blinded
	ACS
	Colchicine 0.5 mg qd for 6 months
	Placebo
	6 months
	249
	56.9 ± 7.5
	69.5
	Composite of death from any cause, non-cardioembolic ischemic stroke, hospital admission due to typical chest pain, urgent need for revascularization, and decompensated HF; components of the composite end point; composite of hospitalization for chest pain, death from cardiovascular causes, resuscitated cardiac arrest, MI, and stroke; total mortality

	COVERT-MI, 2021 11, 12
	RCT, double-blinded
	STEMI
	Colchicine 2 mg loading dose followed by 0.5 mg bid for 5 days
	Placebo
	1 year
	192
	60.0 ± 10.5
	80.2
	Infarct size of LV mass by LGE-CMR; LVEF; microvascular obstruction mass; absolute adverse LV remodeling; relative LV remodeling; LVEF; LVEDV; LVESV; LV thrombus frequency; MACE; quality of life; markers of inflammation

	Hays, 2021 13
	RCT, double-blinded
	CCS
	Colchicine 0.6 mg qd
	Placebo
	24 weeks
	46
	63.2 ± 9.9
	91.3
	Coronary endothelial function by MRI; brachial flow-mediated dilatation and velocity; inflammatory biomarkers; adverse events

	PodCAST-PCI, 2022 14
	RCT, double-blinded
	STEMI
	Colchicine 1 mg before PCI and 0.5 mg qd after PCI until discharge
	Placebo
	1 year
	321
	58.9 ± 10.8
	79.1
	Rate of no-reflow phenomenon; ST resolution; P-selectin, hsCRP, and troponin levels; echocardiographic findings; MACE

	Khiali, 2024 15
	RCT, double-blinded
	HFrEF after STEMI
	Colchicine 0.5 mg bid for 12 weeks
	Placebo
	12 weeks
	71
	60.3 ± 10.0
	73.2
	Changes of NYHA classification and hsCRP; changes in LVEF, TNF-α, LVEDD, total antioxidant capacity, and malondialdehyde; MACE and other adverse events

	Mostafa, 2024 16
	RCT, open-label
	STEMI
	Colchicine 1 mg before PCI and 0.5 mg qd for 6 months
	No colchicine
	6 months
	200
	55.3 ± 9.2
	76.5
	LV systolic function by global longitudinal strain pattern; MACE

	COCOMO-ACS, 2024 17
	RCT, double-blinded
	NSTEMI
	Colchicine 0.5 mg qd for 18 months
	Placebo
	18 months
	64
	61.8 ± 11.9
	90.6
	Percentage and absolute change in minimum fibrous cap thickness; absolute change in maximum lipid arc throughout the segment; clinical events and adverse drug events

	Yousefzadeh, 2024 18
	RCT, double-blinded
	STEMI
	Colchicine 2 mg loading dose followed by 0.5 mg qd for 30 days
	Placebo
	40 days
	172
	58.9 ± 7.8
	66.3
	Severity of clinical symptoms; LVEF and left ventricular thrombosis; clinical outcomes and adverse events

	COLOCT, 2024 19
	RCT, double-blinded
	ACS
	Colchicine 0.5 mg qd for 12 months
	Placebo
	12 months
	128
	58.0 ± 9.8
	75.0
	Change in the minimal fibrous cap thickness; changes in the average lipid arc, macrophage accumulation, the incidence of thin-cap fibroatheroma, minimum lumen area, levels of inflammatory biomarkers (hsCRP, IL-6, and myeloperoxidase); major adverse cardiovascular and cerebrovascular events

	Hassanain, 2025 20
	RCT, single-blinded
	STEMI
	Colchicine 1 mg bid on day 1 followed by 0.5 mg bid for 3 months (Colchicine 0.5 mg bid on day 1 followed by 0.5 mg qd for 3 months for patients < 70 kg)
	No colchicine
	3 months
	88
	54.0 ± 10.6
	79.5
	Change in sST2 levels; changes in LVEF, IL-1β and TG/HDL-C ratio; ischemic events (death, nonfatal MI, urgent revascularization, cardiac arrest); colchicine safety and tolerability

	CLEAR, 2025 21
	RCT, double-blinded
	Acute MI
	Colchicine 0.5 mg qd or 0.5 mg bid during the trial
	Placebo
	2.98 years
	7062
	60.7 ± 10.3
	79.6
	Composite of death from cardiovascular causes, recurrent MI, stroke, and unplanned ischemia-driven coronary revascularization; composite of death from cardiovascular causes, recurrent MI, and stroke; safety outcomes; CRP

	IL-1 inhibitor

	VCU-ART, 2010 22
	RCT, double-blinded
	STEMI
	Subcutaneous anakinra 100 mg qd for 14 days
	Placebo
	10-14 weeks
	10
	47.8 ± 12.4
	80.0
	Difference in interval changes in LVESVi by CMR; difference in interval changes in LVESVi, LVEDVi, LVEF, LV mass, infarct size, wall motion score index, estimated cardiac index, by CMR or echocardiography; adverse events

	VCU-ART2, 2013 23
	RCT, double-blinded
	STEMI
	Subcutaneous anakinra 100 mg qd for 14 days
	Placebo
	10-14 weeks
	30
	58.7 ± 11.5
	73.3
	Difference in interval changes in LVESVi; difference in interval changes in LVEDVi, LVEF, infarct size, and CRP; adverse events

	MRC-ILA, 2015 24
	RCT, double-blinded
	NSTE-ACS (NSTEMI)
	Subcutaneous anakinra 100 mg qd for 14 days
	Placebo
	12 months
	182
	61.4 ± 12.0
	71.4
	AUC of hsCRP; hsCRP levels; AUC of TnI, vWF, and IL-6; duration of ST-segment depression on Holter; myocardial scar, area at risk, and LV function by CMR; incidence of MACE 

	CANTOS, 2017 25
	RCT, double-blinded
	History of MI and hsCRP ≥ 2 mg/L
	Subcutaneous canakinumab 50 mg or 150 mg or 300 mg every 3 months
	Placebo
	3.7 years
	10061
	61.1 ± 10.1
	74.3
	Occurrence of nonfatal MI, nonfatal stroke, or cardiovascular death; urgent revascularization; incidence of new-onset T2DM; death from any cause

	VCU-ART3, 2020 26
	RCT, double-blinded
	STEMI
	Anakinra 100 mg qd or 100 mg bid for 14 days 
	Placebo
	12 months
	99
	55.3 ± 11.1
	80.8
	AUC of hsCRP; interval changes in LVESV and LVEF; incidence of death, new-onset HF, recurrent MI, urgent revascularization, severe infections, severe infections

	Abbate, 2024 27
	RCT, double-blinded
	STEMI
	Subcutaneous goflikicept 80 mg or 160 mg
	Placebo
	12 months
	102
	58.8 ± 11.8
	72.3
	AUC of hsCRP; AUC of BNP, NT-proBNP; changes in BNP, NT-proBNP, structural and functional echocardiographic parameters; cardiac and noncardiac fatal outcomes, HF and other causes of hospitalizations

	IL-6 inhibitor

	Kleveland, 2016 28
	RCT, double-blinded
	NSTEMI
	Intravenous tocilizumab 280 mg
	Placebo
	6 months
	117
	60.0 ± 8.8
	88.0
	AUC of hsCRP; AUC of hsTnT; IL-6 related parameters; safety analyses; LVEF and LV dimensions; NT-proBNP; adverse events including MACE

	STAT-MI, 2018 29
	RCT, double-blinded
	Acute MI
	Subcutaneous tocilizumab 162 mg
	Placebo
	30 days
	28
	69.0 ± 9.7
	85.7
	MACE; readmission rates; CRP; changes in QT/QTc; safety outcomes

	ASSAIL-MI, 2021 30
	RCT, double-blinded
	STEMI
	Intravenous tocilizumab 280 mg
	Placebo
	6 months
	199
	61.0 ± 9.5
	83.9
	[bookmark: _Hlk167997507]Myocardial salvage index; final infarct size; microvascular obstruction; AUC of TnT; CRP during index hospitalization; NT-proBNP; LVEDV; safety and tolerability

	Methotrexate

	METIS, 2009 31
	RCT, double-blinded
	Ischemic HF
	Methotrexate 7.5 mg qw for 12 weeks
	Placebo
	12 weeks
	50
	59.5 ± 9.2
	78.0 
	Difference in 6MWT; improvement in SF-36; improvement in NYHA; reduction in CRP; incidence of adverse events and a combined outcome of all-cause mortality, MI, stroke, hospitalization from HF exacerbation, or need for coronary revascularization

	TETHYS, 2017 32
	RCT, double-blinded
	STEMI
	Methotrexate 0.05 mg/kg prior to PCI followed by 0.05 mg/kg/h for 6 hours
	Placebo
	3 months
	84
	58.4 ± 11.4
	73.8
	AUC of CK, CK-MB, and TnI; peak CK, CK-MB, and TnI; hsCRP, BNP; TIMI for the culprit artery; ESR; Killip score; LVEF; death; reinfarction rate; safety endpoints

	CIRT, 2019 33
	RCT, double-blinded
	Previous MI or multivessel coronary disease with T2DM or metabolic syndrome
	Methotrexate 15 mg qw for 4 months then methotrexate 20 mg qw; long-term doses adjusted every 2 months
	Placebo
	2.3 years
	4786
	65.8 ± 8.9
	81.2
	MACE; hospitalization for HF; death from any cause; composite of MACE, coronary revascularization, hospitalization for HF, and death from any cause; composite of MACE, coronary revascularization, and arterial revascularization

	Hays, 2021 13
	RCT, double-blinded
	CCS
	Methotrexate 15 mg qw
	Placebo
	24 weeks
	47
	62.7 ± 10.0
	83.0
	Coronary endothelial function by MRI; brachial flow-mediated dilatation and velocity; inflammatory biomarkers; adverse events


ACS: acute coronary syndrome; AF: atrial fibrillation; AUC: area under the curve; BMS: bare-metal stents; BNP: brain natriuretic peptide; CCS: chronic coronary syndromes; CK: creatine kinase; CK-MB: creatine kinase-myoglobin binding; CMR: cardiovascular magnetic resonance; CRP: C-reactive protein; DVT: deep vein thrombosis; ESR: erythrocyte sedimentation rate; HDL-C: high-density lipoprotein-cholesterol; HF: heart failure; HFrEF: heart failure with reduced ejection fraction; hsCRP: high-sensitivity C-reactive protein; hsTnT: high-sensitivity troponin T; IL-1β: interleukin-1β; IL-6: interleukin-6; IVUS: intravascular ultrasound; LV: left ventricular; LVEDD: left ventricular end-diastolic diameter; LVEDV: left ventricular end-diastolic volume; LVEDVi: left ventricular end-diastolic volume index; LGE: late gadolinium enhancement; LVEF: left ventricular ejection fraction; LVESV: left ventricular end-systolic volume; LVESVi: left ventricular end-systolic volume index; MACE: major adverse cardiovascular events; MI: myocardial infarction; MRI: magnetic resonance imaging; NSTEMI: non-ST-elevation myocardial infarction; NT-proBNP: N-terminal pro–B-type natriuretic peptide; NYHA: New York Heart Association; PCI: percutaneous coronary intervention; PE: pulmonary embolism; RCT: randomized controlled trial; SD: standard deviation; SF-36: 36-Item short form survey; sST2: soluble suppressor of tumorigenicity; STEMI: ST-segment elevation myocardial infarction; TG: triglyceride; TIMI: thrombolysis in myocardial infarction; TNF-α: tumor necrosis factor-α; TnI: troponin I; TnT: troponin T; T2DM: type 2 diabetes mellitus; vWF: Von Willebrand factor; WBC: white blood cell; 6MWT: 6-min walk test






Table S2. Definitions of MACE across the eligible studies.
	Study
	Definition of MACE
	Study
	Definition of MACE

	LoDoCo
	ACS, out-of-hospital cardiac arrest, non-cardioembolic stroke
	COLOCT
	All-cause death, nonfatal MI, nonfatal stroke, and ischemia-driven revascularization

	COLIN
	Death, resuscitated cardiac arrest, ventricular arrhythmias, stent thrombosis, MI, urgent coronary revascularization, and acute HF
	CLEAR
	Death from cardiovascular causes, recurrent MI, stroke, and ischemia-driven revascularization

	COLCOT
	Death from cardiovascular causes, resuscitated cardiac arrest, MI, stroke, urgent hospitalization for angina leading to coronary revascularization
	MRC-ILA
	Death, stroke, new MI

	LoDoCo2
	Cardiovascular death, spontaneous MI, ischemic stroke, ischemia-driven coronary revascularization
	CANTOS
	Nonfatal MI, nonfatal stroke, cardiovascular death

	Colchicine-PCI
	Death from any cause, nonfatal MI, target vessel revascularization
	METIS
	All-cause mortality, MI, stroke, HF hospitalization, coronary revascularization

	COPS
	Death from any cause, ACS, ischemic-driven urgent revascularization, non-cardioembolic ischemic stroke
	CIRT
	Nonfatal MI, nonfatal stroke, cardiovascular death

	Akrami
	Death from any cause, non-cardioembolic ischemic stroke, hospital admission due to typical chest pain, urgent need for revascularization, decompensated HF
	Kleveland
	Cardiac death, cardiac arrest, MI, angina + PCI, HF

	COVERT-MI
	All-cause death, ACS, HF, ischemic stroke, sustained ventricular arrhythmias, AKI
	STAT-MI
	Recurrent MI, new arrhythmia, new septal/valve rupture, dissection, pericarditis, tamponade

	PodCAST-PCI
	Target vessel revascularization, target lesion revascularization, new hospitalization of HF, stroke, nonfatal MI, cardiac death
	
	


ACS: acute coronary syndrome; AKI: acute kidney injury; HF: heart failure; MACE: major adverse cardiovascular events; MI: myocardial infarction; PCI: percutaneous coronary intervention

[bookmark: _Hlk176857877]Table S3. Egger’s tests for study outcomes.
	Outcomes
	p value
	Outcomes
	p value

	MACE
	0.705
	All-cause mortality
	0.564

	MI
	0.270
	Infection
	0.701

	Coronary revascularization
	0.606
	Gastrointestinal adverse event
	0.007

	HF
	0.125
	Cancer
	0.986

	Stroke
	0.107
	Bleeding
	0.065

	Cardiovascular mortality
	0.957
	Injection site reaction
	0.174


HF: heart failure; MACE: major adverse cardiovascular events; MI: myocardial infarction

















[bookmark: _Hlk176857949]
Table S4. Begg’s tests for study outcomes.
	Outcomes
	p value
	Outcomes
	p value

	MACE
	1.000
	All-cause mortality
	0.570

	MI
	0.697
	Infection
	0.928

	Coronary revascularization
	0.337
	Gastrointestinal adverse event
	0.432

	HF
	0.243
	Cancer
	0.851

	Stroke
	0.493
	Bleeding
	0.881

	Cardiovascular mortality
	0.626
	Injection site reaction
	0.624


HF: heart failure; MACE: major adverse cardiovascular events; MI: myocardial infarction



































Figure S1. Risks of bias assessment.
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Figure S2. Funnel plots of study outcomes.
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HF: heart failure; MACE: major adverse cardiovascular events; MI: myocardial infarction























Figure S3. Comparing efficacy outcomes (MACE [A], MI [B], coronary revascularization [C]) between CCS and ACS subgroups.
[image: ]
ACS: acute coronary syndrome; CCS: chronic coronary syndromes; MACE: major adverse cardiovascular events; MI: myocardial infarction

Figure S4. Comparing efficacy outcomes (HF [A], stroke [B], cardiovascular mortality [C], all-cause mortality [D]) between CCS and ACS subgroups.
[image: ]
ACS: acute coronary syndrome; CCS: chronic coronary syndromes; HF: heart failure

Figure S5. Comparing efficacy outcomes (MACE [A], MI [B], coronary revascularization [C]) across different follow-up times.
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MACE: major adverse cardiovascular events; MI: myocardial infarction

Figure S6. Comparing efficacy outcomes (HF [A], stroke [B], cardiovascular mortality [C], all-cause mortality [D]) across different follow-up times.
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HF: heart failure

[bookmark: _Hlk197020780]Figure S7. Sensitivity analysis of efficacy outcomes (MACE [A], MI [B], coronary revascularization [C]) excluding trials of methotrexate.
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MACE: major adverse cardiovascular events; MI: myocardial infarction


Figure S8. Sensitivity analysis of efficacy outcomes (HF [A], stroke [B], cardiovascular mortality [C], all-cause mortality [D]) excluding trials of methotrexate.
 [image: ] 
[bookmark: _Hlk197010997]HF: heart failure

Figure S9. Sensitivity analysis of safety outcomes excluding trials of methotrexate.
[image: ] 
Safety outcomes including infection (A), gastrointestinal adverse event (B), bleeding (C), cancer (D), and injection site reaction (E), were analyzed.

[bookmark: _Hlk196950199]Figure S10. Bubble plots of baseline hsCRP or CRP levels and relative risks of MACE (A), MI (B), HF (C), stroke (D), cardiovascular mortality (E), and all-cause mortality (F).
[image: ]
The meta-regression line is in black, with the shaded area indicating 95% confidence intervals.
CRP: C-reactive protein; HF: heart failure; MACE: major adverse cardiovascular events; MI: myocardial infarction








Figure S11. Bubble plots of baseline IL-6 levels and relative risks of MACE (A), MI (B), HF (C), stroke (D), cardiovascular mortality (E), and all-cause mortality (F).
[image: ]
The meta-regression line is in black, with the shaded area indicating 95% confidence intervals.
HF: heart failure; IL-6: interleukin-6; MACE: major adverse cardiovascular events; MI: myocardial infarction








Figure S12. Bubble plots of post-treatment IL-6 levels and relative risks of MI (A), stroke (B), cardiovascular mortality (C), and all-cause mortality (D).
[image: ]
The meta-regression line is in black, with the shaded area indicating 95% confidence intervals.
IL-6: interleukin-6; MI: myocardial infarction
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COLCOT 2019 89 2366 98 2379 4+ 091 [069; 121] 10.7%
LoDoCo2 2020 83 2762 116 2760 e 071 [054; 0.94] 12.7%
COPS 2020 7 3% 11 399 —i 064 025 164] 1.2%
COCOMO-ACS 2024 130 2 31 —_—— 052 [0.05; 540] 0.2%
COLOCT 2024 0 52 3 52 4’—17 014 [0.01; 270] 04%
CLEAR 2025 102 3528 111 3534 * 092 [0.71; 120] 12.1%
MRC-ILA 2015 8 93 2 89 e 3.83 [0.84; 1754] 0.2%
CANTOS 2017 502 6717 292 3344 086 [0.75; 0.98] 42.6%
VCU-ART3 2020 2 64 1035 —— 109 0.10; 11.64]  0.1%
CIRT 2019 113 2391 114 2395 * 099 [0.77; 128] 12.5%
COLIN 2017 0 23 1 21 —_— 032 [0.01; 7.17] 02%
LoDoCo-MI 2019 0 119 2 18 —————1— 020 [0.01; 409 0.3%
Colchicine=PCI 2020 23 206 24 194 = 090 [053; 154 2.7%
Akrami 2021 2 120 11 129 — 020 [0.04; 0.86] 1.2%
Mostafa 2024 0 100 0 100 — 100 [0.02; 4991]  0.1%
Hassanain 2025 0 44 0 44 —_— 1.00 [0.02; 49.30] 0.1%
VCU-ART2 2013 1 15 0 15 %k 300 [0.13; 68.09] 0.1%
METIS 2009 0 25 0 25 —_— 100 [002; 4849] 0.1%
TETHYS 2017 2 41 0 40 —————— 4.95[0.24;101.52] 0.1%
Kleveland 2016 159 489 i 025 [0.03; 2.17] 04%
STAT-MI 2018 2 12 1 16 — 2867 [0.27; 26.09] 0.1%
ASSAIL-MI 2021 0 101 4 98 :* 0.11 [0.01; 1.97] 05%
Q‘V
Common effect model 19546 16127 é 0.85 [0.78; 0.93] 100.0%
Heterogeneity: 1% = 12%, 1
Test for overall effect: ) 001 01 1 10 100
Test for subgroup differences: 3 = 1.25, df = 1 (p = 0.26)
C. Coronary revascularization
Experimental Control
Study Events Total Events Total Risk Ratio RR  95%-Cl Weight
COLCOT 2019 132 2366 164 2379 4 0.81 [0.65; 1.01] 12.5%
LoDoCo2 2020 135 2762 177 2760 i 0.76 [0.61; 095] 13.6%
COPS 2020 3 306 12 399 — 0.25 [0.07; 0.89] 0.9%
COCOMO-ACS 2024 0 30 3 N 0.14 [001; 275] 0.3%
COLOCT 2024 6 52 6 52 —H— 1.00 [034; 290] 0.5%
CLEAR 2025 164 3528 166 3534 : 0.99 [0.80; 122] 12.7%
CANTOS 2017 605 6717 421 3344 0.72 [064; 0.80] 43.1%
VCU-ART3 2020 1 64 1 35 4‘—%7 055 [004; 848] 0.1%
CIRT 2019 190 2391 205 2395 ¥ 083 [077; 112] 157%
Deftereos 2013 4 112 5 110 — 079 [0.22; 285] 04%
Hassanain 2025 0 4 0 44 1.00 [0.02;49.30]  0.0%
VCU-ART2 2013 1 15 115 — 1.00 [0.07; 14.55]  0.1%
Kieveland 2016 0 59 159 — 033 [0.01; 802 0.1%
-
Common effect model 18536 15157 ¥ 0.80 [0.74; 0.86] 100.0%
T T 1

Heterogeneity: /% = 20%, 12 = 00114, p = 0.24
Test for overall effect: z = ~5.75 (p < 0.01)
Test for subgroup differences: 3% = 0.02, df = 1 (p = 0.89)

001 01 1 10 100
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A.HF

Study

coLCaT 2018
COVERT-MI 2021
CANTOS 2017
VCU-ART3 2020
Abbate 2024
CIRT 2018

COLIN 2017
Aksami 2021
VCU-ART 2010
VCU-ART2 2013
METIS 2009
Kieveland 2016

Common effect model
Heterogeneity: /= 0%,
Test for overal effect:

Tt orsubgroup diferences: =229, =1 {p =0.13)

B. Stroke

Study

LoDaoCo 2013
coLCoT 2019
LoDoCo2 2020
COPS 2020
COVERT-I 2021
COCOMO-ACS 2024
COLOCT 2024
CLEAR 2025
MRC-ILA 2015
CANTOS 2017
VCU-ARTS 2020
CIRT 2019

Mostafa 2024
ASSAIL-MI 2021

Common effect model
Heteragensity: = 15,
Testfor overalefect 7 =

Test for subgroup diferences: ;7

C. Cardiovascular mortality

Study

LoDaCo 2013
COLCOT 2019
LoDaCo2 2020
COPS 2020
COCOMO-ACS 2024
COLOCT 2024
CLEAR 2025
CANTOS 2017
Abbate 2024

CIRT 2019

Deftoreos 2013
Asami 2021
Khiali 2024
Mostafa 2024
Hassanain 2025
VCU-ART2 2013
Kieveland 2016

Common effect model
Heterogeneily: :
Test for cverall effect 2

Testfor subgroup differences: 1}

Experimental  Control

Events Total Events Total Risk Ratio

2 230 17 2346 :
2 1 15 ]
279 6717 158 3344
8 84 9 35 g
5 6 3 %
48 2091 532095
1w 1o
0 120 1 129 ————f——
o 5 2 s—— I
1o a8
1o 2 o2
0 % 0 5
918 B498

50

Experimental Control

Events Total Evants Total Risk Ratio

1282 4 250
5 236 19 2379
16 2762 24 2780
2 36 6 awm
3 10 2
o . o o
0 s 152
50 3528 43 353
193 0 89
172 6717 @ 3344
1 64 13
28 2381 30 2385
0 10 0 100
o 101 1 e
18983 15557
00426, p = 044,
185 (p = 0.12)

21,dr= 10 =084

Exporimental Control

Events Total Events Total Risk Ratio

0 2 5
20 236 24

250
2379

20 2762 25 2760 —+
3 39 1389 B
o s o @

0 % 0 82

117 358 113 3534 *

319 6717 162 3344
168 FIE) —
49 2301 43 2395 -

12 1110 R R
4 120 2 12 B —
135 1 3
0o 10 0 100
0 4 0 4
0o 5 1 15 —
158 0 59 .
-
19077 15670
—

050,df=1(=048)

D. All-cause mortality

Study

LoDaCo 2013
COLCOT 2019
LoDoCo2 2020
COPS 2020
GOVERT-MI 2021
COCOMO-ACS 2024
COLOCT 2024
CLEAR 2025
MRC-ILA 2015
CANTOS 2017
VCU-ART3 2020
Asbate 2024

CIRT 2019

Okeefe 1992
Deftereos 2013

COLIN 2017
LoDoCo-M! 2019
Colchicine-PCI 2020
Asami 2021

Hays Colohicine 2021
Hassangin 2025
VCU-ART2 2013
METIS 2008

TETHYS 2017

Hays Methotrexate 2021
STAT-MI 2018

Common effect model
Hoterogenoity: 12 = 0%,
Testfor overall efect

Experimental Control

Events Total Events Tofal Risk Ratio

8 3w 1
4 om0 3
o 3 0
o 2 0
162 3528 179
5 93 2
05 6717 375

1
1
o
0
1
"
0
0
0
1
4
0
o

RR  95%-Cl

148
060
088
036
081
091

1080; 2.73]
[031; 1.18]
[073; 1.06]
[0-14; 0.94]
[021; 3.18]
[062; 134]

081
034
020
025
050
100

[0.05; 13.69]
0.01; 8.64]
[0.01; 3.28]
[003; 1.98]
[0.05; 5.17]
[0.02; 49.57]

0.86 [0.74; 1.01]

R 95%-Cl

022
026
067

002 197)
[0.10; 0.71]
[035; 1.25]
034 [0.07; 165]
135 (0,23 7.81]
1,00 [0.02,48.85]
033 [0.01; 8.00]
116 [0.78; 1.75]
296 [0.12: 73.38]
083 [0.73; 1.19]
055 [0.04; 8.48]
083 [0.56; 1.56]

1,00 [0.02:49.91]
033 [0.01; 7.88)

087 [073; 1.04]

RR  95%-Cl

009 [001; 1.43)
084 [0.46: 151]
080 [0.45; 1.44]
3,02 [0.32;28.94]
1,00 [0.02 48.85]
1.00 [0.02; 49.46]
104 [0.60; 134]
087 [073: 1.04)
049 [003; 7.52)
1.4 [0.76: 171]

0.98 [0.06; 15.51]
215 [0.40; 1153]
103 [0.07; 15.81]
1.00 [0.02; 49.91]
100 [0.02 49.30]
033 [001; 757]
300 (0.12;72.17]

0.93 [0.82; 1.06]

RR  95%-CI

035 [0.41; 112]
098 [0.65; 149]
122 [087: 1.70]
806 [1.01; 64.15]
120 [0.25; 5.22]
1.00 [0.02: 48.85]
1.00 [0.02: 49.46]
091 [0.74; 112]
239 (048, 12.02]
094 [0.83; 105]
026 [0.01; 491]
049 [0.03 752]
116 [0.87; 1.55]

026 002 279]
098 [0.06;1551]
100 [0.02: 48.43]
100 [0.02: 49.98]
0.94 [0.06: 14.95]
215 [040;1153]
100 [0.02: 48.33]
100 [0.02 49.30]
033 [0.01; 757]
300 [0.13,70.23]
195 [0.38: 10.06]
100 (0,02 48.41]
100 (0,02 48.99]

Weight

5.2%
5.8%
64.5%
36%
1.2%
16.2%

0.3%
04%
08%
12%
06%
0.2%

100.0%

Woight

17%
74%
03%
23%
0%
02%
06%

16.7%
02%

47.8%
0.5%

1.7%

02%
08%

100.0%

Weight

13%
5.2%
5%
02%
01%
0.1%

24.3%

524%
0.2%
9.3%

02%
04%
02%
0.1%
01%
0.3%
01%

100.0%

Weight

12%
a9%
67%
0.1%
0.4%
0.1%
0.1%

19.9%
0.2%

55.6%
0.2%
01%
9.2%

0.3%
0.1%
01%
0.1%
0.1%
0.2%
01%
0.1%
0.2%
01%
0.2%
0.1%
0.1%

0.98 [0.89; 1.07] 100.0%
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A. MACE
Study

LoDoCo 2013
COLIN 2017
COLCOT 2019
LoDoCo2 2020
Colchicine-PCl 2020
COPS 2020

Akrami 2021
COVERT-MI 2021
PodCAST-PCI 2022
COLOCT 2024
CLEAR 2025
MRC-ILA 2015
CANTOS 2017
Kleveland 2016
STAT-MI 2018

Random effects model

Prediction interval

Treatment
Events Total
15 282
1 23
131 2366
187 2762
24 206
24 396
8 120
54 101
15 161
6 52
322 3528
13 93
955 6717
3 59

9 12
16878

Heterogeneity: 12 = 70%, t? = 0.1417, p < 0.01
Test for overall effect: z = -1.74 (p = 0.08)

B. MI
Study

LoDoCo 2013
COLIN 2017
COLCOT 2019
LoDoCo-MI 2019
LoDoCo2 2020
Colchicine-PCI 2020
COPS 2020

Akrami 2021
Mostafa 2024
COCOMO-ACS 2024
COLOCT 2024
Hassanain 2025
CLEAR 2025
VCU-ART2 2013
MRC-ILA 2015
CANTOS 2017
VCU-ART3 2020
Kleveland 2016
STAT-MI 2018
ASSAIL-MI 2021

Common effect model
Prediction interval

Treatment
Events Total

4 282
0 23
2366
0 119
2762
206
7 396
120

17089

Heterogeneity: 2= 15%, 2= 0,p=027
Test for overall effect: z = -3.75 (p < 0.01)

C. Coronary revascularization

Study

Deftereos 2013
COLCOT 2019
LoDoCo2 2020
COPS 2020
COCOMO-ACS 2024
COLOCT 2024
Hassanain 2025
CLEAR 2025
VCU-ART2 2013
CANTOS 2017
VCU-ART3 2020
Kleveland 2016

Common effect model
Prediction interval

Treatment
Events Total
4 112

132 2366
135 2762
3 39

16145

Heterogeneity: /° = 9%, <> = 0.0110, p = 0.36
Test for overall effect: z = -5.96 (p < 0.01)

Control
Events Total Risk Ratio
40 250 —a—
1 21—
170 2379 =
264 2760
25 194 ——
41 399 —
28 129 ——
46 91 =
18 160
9 52
327 3534
4 89 f—s—
535 3344
6 59 ——s=—1—
3 16 —
13477 -
| —
0.1 051 2 10
Control
Events Total Risk Ratio
14 250 '
1 21 ———
98 2379 -
2 118 ————+—
116 2760 |
24 194 -
11 399 —
1129 —_—
0o 100 —i
2 3 ———
3 52—
0 4 ——
111 3534 &
0o 15 _—
2 89 T
292 3344 ‘
1 35 —_—
4 59 —_—
116 —t——
4 98—
13667 L
e e |
0.01 01 1 10 100
Control
Events Total Risk Ratio
5 110 ——
164 2379 #
177 2760 *
12 399 —
3 3 ——
6 52 ——
0 44 :
166 3534 #®
115 —
421 3344
135 b
189 —————
12762 ¥
S
0.01 01 1 10

RR

0.33
091
0.77
0.71
0.90
0.59
0.31
1.06
0.83
0.67
0.99
3.1
0.89
0.50
4.00

0.80

RR

0.25
0.32
0.91
0.20
0.71
0.90
0.64
0.20
1.00
0.52
0.14
1.00
0.92
3.00
3.83
0.86
1.09
0.25
267
0.11

0.83

RR

0.79
0.81
0.76
0.25
0.14
1.00
1.00
0.99
1.00
0.72
0.55
0.33

0.77

95%-Cl Weight
[0.19; 0.59] 6.9%
[0.06; 13.69]  0.8%
[0.62; 0.97] 10.1%
[0.59; 0.85] 10.4%
[0.53; 1.53] 7.3%
[0.36; 0.96] 7.7%
[0.15; 0.65] 5.5%
[0.81; 1.39] 9.7%
[0.43; 1.59] 6.2%
[0.26; 1.74]  4.1%
[0.85; 1.14] 10.6%
[1.05; 9.18]  3.5%
[0.81; 0.98] 10.9%
[0.13; 1.91]  26%
[1.37,11.67] 3.6%
[0.63; 1.03] 100.0%
[0.34; 1.89]
95%~-Cl Weight
[0.08; 0.76] 1.9%
[0.01; 717 02%
[069; 1.21] 12.2%
[0.01; 409] 0.3%
[0.54; 0.94] 14.5%
[053; 1.54] 3.1%
[0.25; 1.64] 1.4%
[0.04; 0.86] 1.3%
[0.02;49.91]  0.1%
[0.05; 5.40]  0.2%
[0.01; 270]  0.4%
[0.02;49.30] 0.1%
[0.71; 1.20] 13.9%
[0.13;68.09] 0.1%
[0.84;17.54]  0.3%
[0.75; 0.98] 48.8%
[0.10;11.64]  02%
[0.03; 217]  0.5%
[0.27,26.09] 0.1%
[0.01; 1.97]  0.6%
[0.75; 0.91] 100.0%
[0.75; 0.93]
95%-Cl Weight
[0.22; 2.85] 0.5%
[0.65; 1.01] 14.9%
[0.61; 0.95] 16.1%
[0.07; 0.89] 1.1%
[0.01; 2.75]  0.3%
[0.34; 2.90] 0.5%
[0.02;49.30] 0.0%
[0.80; 1.22] 15.1%
[0.07;14.55]  0.1%
[0.64; 0.80] 51.1%
] 0.1%
] 0.1%

[0.71; 0.84] 100.0%
[0.60; 1.04]
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A.HF

Treatment Control
Study Events Total Events Total Risk Ratio RR  95%-Cl Weight
COLIN 2017 123 121 — 091 [0.06;13.69]  0.4%
COLCOT 2019 5 2330 17 2346 — 148 [0.80; 273]  6.2%
Akrami 2021 0 120 10120 ———————— 034 [0.01; 864] 0.5%
COVERT-MI 2021 2 101 18 91 — 060 [031; 1.18]  7.0%
VCU-ART 2010 0 5 25— 020 [001; 328] 09%
VCU-ART2 2013 115 4 15— 025 [0.03; 1.98] 1.5%
CANTOS 2017 9 6717 158 3344 0.88 [0.73; 1.06] 77.6%
VCU-ART3 2020 6 64 9 35 — 036 [0.14; 0.94] 4.3%
Abbate 2024 5 68 3 33 —— 081 [0.21; 3.18]  1.5%
Kleveland 2016 0 59 0 59 . 1.00 [0.02;49.57]  02%
Common effect model 9502 6078 ¢ 0.86 [0.72; 1.01] 100.0%
Prediction interval — [0.31; 1.81]
Heterogeneity: /2= 10%, t*= 0.1046, p = 0.35
Test for overall effect: z = ~1.81 (p = 0.07) 01 0512 10
B. Stroke

Treatment Control
Study Events Total Events Total Risk Ratio RR  95%-Cl Weight
LoDoCo 2013 1 282 4 250 4= 022 [0.02 197] 1.9%
GOLCOT 2019 5 2366 19 2379 —— 026 [0.10; 071]  84%
LoDoCo2 2020 16 2762 24 2760 —ir 0.67 [0.35; 125] 10.6%
COPS 2020 2 39% 6 399 — 034 [0.07; 165] 2.6%
COVERT-MI 2021 3 101 2 9 —_— 135 [0.23; 7.91] 09%
Mostafa 2024 0 100 0 100 1.00 [0.02;49.91]  0.2%
COCOMO-ACS 2024 0 30 0 31 — 1.00 [0.02;48.85] 0.2%
COLOCT 2024 0 52 1 52—t 0.33 [0.01; 8.00] 0.7%
CLEAR 2025 50 3528 43 3534 e 116 [0.78; 1.75] 18.9%
MRC-ILA 2015 193 0 89 295 (012,7338] 02%
CANTOS 2017 172 6717 92 3344 093 [0.73; 1.19] 54.1%
VCU-ART3 2020 164 13 @ ——— 055 [0.04; 8.48] 0.6%
ASSAIL-MI 2021 0 101 1 98— 033 [0.01; 7.88] 0.7%
Common effect model 16592 13162 < 0.86 [0.71; 1.04] 100.0%
Prediction interval — [0.30; 1.79]
Heterogeneity: /% = 8%, 1% =0.1240, p = 0.36
Test for overall effect: z = ~1.55 (p = 0.12) 01 0512 10
C. Cardiovascular mortality

Treatment Control
Study Events Total Events Total Risk Ratio RR  95%-Cl Weight
Deftereos 2013 1112 1110 —_— 0.98 [0.06; 15.51]  0.2%
LoDoCo 2013 0 282 5 250 ——— 009 [0.01; 143] 1.4%
COLCOT 2019 20 2366 24 2379 — 084 [046; 151] 57%
LoDoCo2 2020 20 2762 25 2760 - 0.80 [0.45; 144] 59%
COPS 2020 3 3% 1399 —— 3.02[0.32:28.94] 0.2%
Akrami 2021 4 120 2 129 —4— 215 [0.40; 11.53]  0.5%
Khiali 2024 135 136 —_— 1.03 [0.07;15.81]  0.2%
Mostafa 2024 0 100 0 100 ————+———  1.00[0.02:4991] 01%
COCOMO-ACS 2024 0 30 o 31 ————  1.00 [0.02;,48.85] 0.1%
COLOCT 2024 0 52 0 5 ———————  100[0024946] 01%
Hassanain 2025 0 44 0 4 ———————  100[0.0249.30] 0.1%
CLEAR 2025 117 3528 3 3534 & 1.04 [0.80; 1.34] 26.8%
VCU-ART2 2013 0 15 115 ] 033 [001; 757] 04%
CANTOS 2017 9 6717 2 3344 0.87 [0.73; 1.04] 57.7%
Abbate 2024 168 1033 e — 049 [0.03; 7.52] 0.3%
Kleveland 2016 159 0 59 ——————  300[0.12,7217] 0.1%
Common effect model 16686 13275 d 0.91 [0.80; 1.04] 100.0%
Prediction interval [0.79; 1.06]
Heterogeneity: /2= 0%, t2= 0, p = 0.94
Test for overall effect: z = ~1.36 (p = 0.18) 001 01 1 10 100
D. All-cause mortality

Treatment Control
Study Events Total Events Total Risk Ratio RR  95%-Cl Weight
O'Keefe 1992 1130 2 87 ————f— 026 [0.02; 279] 0.3%
Deftereos 2013 1112 1110 0.98 [0.06; 15.51]  0.1%
LoDoCo 2013 4 282 10 250 —t 035 [0.11; 1.12]  1.3%
COLIN 2017 0 23 o 2 1.00 [0.02;48.43]  0.1%
COLCOT 2019 43 2366 44 2379 =+ 098 [0.65; 149] 5.4%
LoDoCo-MI 2019 0 119 0 118 1.00 [0.02;49.98] 0.1%
LoDoCo2 2020 73 2762 60 2760 f- 122 [0.87; 1.70]  7.4%
Colchicine-PCI 2020 1206 1194 0.94 [0.06; 14.95]  0.1%
COPS 2020 8 39 1399 —————— 806 [101:64.15] 0.1%
Akrami 2021 4 120 2 129 — 215 [0.40; 1153]  0.2%
COVERT-MI 2021 4 101 3o —f— 120 [0.28; 5.22] 04%
Hays Colchicine 2021 0 23 0 23 1.00 [0.02;48.33]  0.1%
COCOMO-ACS 2024 0 30 o 3 1.00 [0.02;48.85] 0.1%
COLOCT 2024 0 52 0 52 1.00 [0.02;49.46]  0.1%
Hassanain 2025 0 44 0 44 1.00 [0.02;49.30] 0.1%
CLEAR 2025 162 3528 179 3534 - 091 [0.74; 1.12] 21.9%
VCU-ART2 2013 0 15 115 033 [0.01; 7.57] 0.2%
MRC-ILA 2015 5 93 2 89 239 [0.48;12.02] 0.3%
CANTOS 2017 705 6717 375 3344 094 [0.83; 105] 61.4%
VCU-ART3 2020 0 64 138 —————f— 026 [0.01; 491 0.2%
Abbate 2024 168 133 —t— 049 [0.03; 7.52] 0.2%
STAT-MI 2018 0o 12 0 16 1.00 [0.02;48.99] 0.1%
Common effect model 17263 13734 0.96 [0.87; 1.05] 100.0%
Prediction interval [0.86; 1.05]
Heterogeneity: /2= 0%, 12=0, p = 0.87

Test for overall effect:

01

0512 10
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A. Infection

Treatment Control
Study Events Total Events Total
COLCOT 2019 51 2330 38 2346
LoDoCo2 2020 137 2762 144 2760
COVERT-MI 2021 0 101 3 91—
Hays Colchicine 2021 8 6 23
Yousefzadeh 2024 186 0 86
COLOCT 2024 8 64 4 64
CLEAR 2025 87 3528 101 3534
VCU-ART2 2013 2 15 2 15
MRC-ILA 2015 2 93 189
CANTOS 2017 753 6717 342 3344
VCU-ART3 2020 9 64 5 35
Abbate 2024 9 68 6 34
Kleveland 2016 3 59 5 59
STAT-MI 2018 0 12 0 16
ASSAIL-MI 2021 3 101 2 98
Common effect model 16023 12594
Prediction interval
Heterogeneity: 12 = 0%, <° = 0.0023, p = 0.78
Test for overall effect: z = 0.9 (p = 0.32) 0.01
B. Gastrointestinal adverse event

Treatment Control
Study Events Total Events Total
O'Keefe 1992 36 130 3 67
Deftereos 2013 16 100 7%
COLCOT 2019 408 2330 414 2346
LoDoCo-MI 2019 12 111 6 113
LoDoCo2 2020 53 2762 50 2760
Colchicine-PCI 2020 34 366 11348
COPS 2020 91 396 83 399
Akrami 2021 15 120 3 129
COVERT-MI 2021 1101 0 91
Hays Colchicine 2021 9 23 2 2
Khiali 2024 2 3 0 36
COCOMO-ACS 2024 4 30 703
Yousefzadeh 2024 1 86 9 86
COLOCT 2024 6 64 4 64
Hassanain 2025 3 44 0 44
CLEAR 2025 35 3528 3 3534
Abbate 2024 168 134
Random effects model 10294 10201
Prediction interval
Heterogeneity: 1 = 59%, <% = 0.2116, p < 0.01
Test for overall effect: z = 2.89 (p < 0.01) 0.01
C. Bleeding

Treatment Control
Study Events Total Events Total
Colchicine-PCl 2020 1366 2 348 ————]
Mostafa 2024 0 100 0 100
COLOCT 2024 164 2 64 ——
VCU-ART2 2013 115 4 15—
MRC-ILA 2015 2 93 189
CANTOS 2017 7 6717 462 3344
Kleveland 2016 2 59 159
Common effect model 7414 4019
Prediction interval
Heterogeneity: 12 = 0%, =0, p = 0.82
Test for overall effect: z = =1.15 (p = 0.25)
D. Cancer

Treatment Control
Study Events Total Events Total
COLCOT 2019 43 2330 46 2346
LoDoCo2 2020 120 2762 122 2760
CANTOS 2017 431 6717 231 3344
Abbate 2024 0 68 2 34—
ASSAIL-MI 2021 2 101 0 98
Common effect model 11978 8582
Prediction interval
Heterogeneity: /2 = 0%, < < 0.0001, p = 0.53
Test for overall effect: z = ~0.93 (p = 0.35) 0.01
E. Injection site reaction

Treatment Control
Study Events Total Events Total
VCU-ART 2010 2 5 0 5
VCU-ART2 2013 3 15 2 15
MRC-ILA 2015 24 93 4 89
CANTOS 2017 71 6717 9 3344
VCU-ART3 2020 14 64 135
Random effects model 6894 3488

Prediction interval
Heterogeneity: /2 = 62%, 1% = 0.5106, p = 0.03
Test for overall effect .20 (p = 0.03)

RR 95%-Cl Weight

1.35 [0.89; 2.05]
0.95 [0.76; 1.19]
0.14 [0.01; 2.44]
1.33 [0.55; 3.24]
3.00 [0.12; 72.63]
2.00 [0.63; 6.31]
0.86 [0.65; 1.14]
1.00 [0.16; 6.20]
1.91 [0.18; 20.74]
110 [0.97; 1.24]
098 [0.36; 2.71]
075 [0.29; 1.93]
0.60 [0.15; 2.40]
1.00 [0.02; 48.99]
146 [0.25; 8.52]

1.05 [0.95; 1.15]
[0.89; 1.22]

100

RR 95%-Cl

6.18 [1.98; 19.34]
219 [0.94; 5.10]
099 [0.88; 1.12]
204 [0.79; 5.23]
1.06 [0.72; 1.55]
294 [151; 571]
110 [0.85; 1.44]
538 [1.60; 18.10]
2.90 [0.11; 74.59]
4.50 [1.09; 18.60]
5.06 [0.26; 99.95]
059 [0.19; 1.81]
1.22 [0.53; 2.80]
1.50 [0.44; 5.06]
7.00 [0.37, 131.61]
1.06 [0.66; 1.71]
050 [0.03; 7.75]

161 [1.47; 2.22]
[0.57; 4.55]

RR 95%-Cl

048 [0.04; 5.22]
1.00 [0.02; 49.91]
050 [0.05; 5.38]
025 [0.03; 1.98]
1.91 [0.18; 20.74]
095 [0.85; 1.05]
2.00 [0.19; 21.46]

0.94 [0.85; 1.04]
[0.82; 1.08]

RR 95%—Cl

094 [0.62; 142
098 [0.77; 1.26]
0.93 [0.80; 1.08]
0.14 [0.01; 2.11]

— 494 [0.24;103.52]

094 [0.83; 1.07]
[0.77; 1.15]

RR 95%-Cl

5.00 [0.30; 81.97]
1.50 [0.29; 7.73]
5.74 [2.08; 15.89]
122 [0.79; 1.87]
7.66 [1.05, 55.81]

4.9%

18.5%

0.5%
0.8%
0.1%
0.5%

13.0%

0.3%
0.1%

58.6%

0.8%
1.0%
0.6%
0.1%
0.3%

100.0%

Weight

4.9%
6.8%

12.5%

6.1%

10.8%

8.3%

1M7%

4.5%
0.9%
3.7%
1.1%
5.0%
6.9%
4.5%
1.1%

10.0%

1.2%

100.0%

Weight

0.3%
0.1%
0.3%
0.6%
02%

98.3%

0.2%

100.0%

Weight

9.6%

25.4%
64.3%

0.6%
0.1%

100.0%

Weight

7.9%

16.7%
25.9%
36.2%
13.2%

2.69 [1.11; 6.49] 100.0%

[0.18; 39.49]
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