Supplementary Information
Methods
To identify relevant studies for inclusion in this narrative review, PubMed was searched for relevant articles from the preceding 10 years, from January 1, 2015 through August 15, 2024. 
For outcome studies, the following search string was used: (IL-6 OR interleukin-6) AND (cardiovascular [TITLE] OR “heart failure” [TITLE] OR coronary [TITLE] OR “myocardial infarction” [TITLE] OR stroke [TITLE] OR “peripheral artery” [TITLE] OR “peripheral arterial” [TITLE]) AND (cox OR “hazard ratio” OR “HR” OR “relative risk” OR “risk ratio” OR “odds ratio”). Results were filtered to include human studies published in English. Included studies were restricted to prospective cohort studies, analyses of RCTs, and meta-analysis of prospective cohort studies or RCTs. Studies focusing on patients with infectious diseases (e.g., COVID-19, HIV), rheumatologic disorders (e.g., rheumatoid arthritis, psoriasis), and malignancy were excluded. Additional studies were identified by reviewing the bibliographies of references obtained above.
For imaging studies, the following search string was used: (IL-6 OR interleukin-6) AND (“carotid plaque” OR “coronary plaque volume” OR “plaque progression” OR “intima-media thickness”) AND (cox OR “hazard ratio” OR “HR” OR “relative risk” OR “risk ratio” OR “odds ratio”). Results were filtered to include human studies published in English. Case reports and case series were excluded. Similarly, studies focusing on patients with infectious diseases (e.g., COVID-19, HIV), rheumatological disorders (e.g., rheumatoid arthritis, psoriasis), and malignancy were excluded. Additional studies were identified by reviewing the bibliographies of references obtained above.

Additional footnotes for Table 3.
[bookmark: _Hlk175871302]cAdjusted for age, smoking, diabetes, SBP, total cholesterol, total triglycerides, BMI, CVD, family history of premature CHD; dAdjusted for age, sex, smoking status, BMI, race (white vs nonwhite), hypertension, diabetes mellitus, PAD, eGFR < 60 mL/min per 1.73 m2, hyperlipidemia, prior MI, PCI, index qualifying event (STEMI vs non-ST-elevation ACS), days from qualifying event, randomized treatment arm, and LDL-C; eAdjusted for treatment, age, sex, SBP, BMI, hypertension, geographic region, prior MI, prior coronary revascularization, prior multivessel CHD, diabetes, smoking, polyvascular disease, significant renal dysfunction, hemoglobin, WBC count, LDL-C, HDL-C, triglycerides, eGFR, hs‑cTnT, NT-proBNP, hs-CRP, cystatin C, growth differentiation factor 15, and Lp-PLA2 activity; fAdjusted for age, sex, socioeconomic status, BMI, health behaviors, and chronic disease; gAdjusted for age, sex, lipid-lowering drugs, CAD, BMI, T2D, hypertension, smoking status, eGFR, LDL-C, HDL-C, triglycerides, SAA, and CRP; hAdjusted for age, sex, STEMI, hypertension, diabetes mellitus, dyslipidemia, smoking, and hs-CRP; iUnadjusted; jAdjusted for Framingham risk score and hs-CRP; kAdjusted for age, sex, race/ethnicity, smoking, family history of CHD, waist circumference, SBP, total cholesterol, HDL-C, LDL-C, diabetes, hypertension, aspirin use, antihypertensive medication use, insulin use, statin use, cTnT, and NT-proBNP; lAdjusted for age, sex, BMI, eGFR, comorbidities (smoking status, alcohol consumption, diabetes mellitus, eGFR < 60 mL/min/1.73 m2), HF medication (ACE inhibitors, ARBs, 𝛽-adrenoreceptor blockers, mineralocorticoid receptor antagonists, digoxin, diuretics, and loop diuretics), and history of atrial fibrillation, MI, stroke, PAD, COPD, or hypertension; mAdjusted for ACE inhibitor/ARB, albumin, beta blocker, bilirubin, calcium, chloride, duration of primary HF diagnosis, Hb, history of anemia, history of MI, history of PAD, ICD, NT-proBNP at randomization, NYHA at baseline, platelet, randomized while hospitalized, systolic blood pressure, urate; nAdjusted for age, sex, SBP, creatinine, BMI, NYHA class, diabetes, MI, stroke, prior HF hospitalization, and BNP; oAdjusted for randomized treatment, age, sex, BMI, smoking, SBP, hypertension, diabetes mellitus, prior MI, prior revascularization, multivessel CAD, and polyvascular disease.
ACE, angiotensin-converting enzyme; ACS, acute coronary syndrome; ARB, angiotensin receptor blocker; BMI, body mass index; BNP, brain-type natriuretic peptide; CAD, coronary artery disease; CHD, coronary heart disease; COPD, chronic obstructive pulmonary disease; CRP, C-reactive protein; cTnT, cardiac troponin T; CVD, cardiovascular disease; eGFR, estimated glomerular filtration rate; HDL-C, high-density lipoprotein cholesterol; HF, heart failure; hs-CRP, high-sensitivity C-reactive protein; hs-cTnT, high-sensitivity cardiac troponin T; ICD, implantable cardioverter defibrillator; LDL-C, low-density lipoprotein cholesterol; Lp-PLA2, lipoprotein-associated phospholipase A2; MI, myocardial infarction; NT-proBNP, N-terminal pro-brain natriuretic peptide; NYHA, New York Heart Association; PAD, peripheral artery disease; PCI, percutaneous coronary intervention; SAA, serum amyloid A; SBP, systolic blood pressure; STEMI, ST-segment elevation myocardial infarction; T2D, type 2 diabetes; WBC, white blood cell.

Additional footnotes for Table 4.
[bookmark: _Hlk175899931][bookmark: _Hlk175903678][bookmark: _Hlk175904623][bookmark: _Hlk175905969]cMACE: MI, stroke, HF, arrhythmia, peripheral vascular disease, major arterial or venous thrombotic episodes; adjusted for age, diabetes, SBP, hemoglobin, albumin, phosphate, eGFR, and urine protein; dMACE: CV death, MI, or stroke; adjusted for age, sex, smoking status, BMI, race (white vs nonwhite), hypertension, diabetes mellitus, PAD, eGFR < 60 mL/min per 1.73 m2, hyperlipidemia, prior MI, PCI, index qualifying event (STEMI vs non-ST-elevation ACS), days from qualifying event, randomized treatment arm, and LDL-C; eMACE: CV death, MI, or stroke; adjusted for treatment, age, sex, SBP, BMI, hypertension, geographic region, prior MI, prior coronary revascularization, prior multivessel CHD, diabetes, smoking, polyvascular disease, significant renal dysfunction, hemoglobin, WBC count, LDL-C, HDL-C, triglycerides, eGFR, hs‑cTnT, NT-proBNP, hs-CRP, cystatin C, growth differentiation factor 15, and Lp-PLA2 activity; fMACE: MI, invasively treated stable or unstable ischemic heart disease, stroke, HF, all-cause mortality; adjusted for SCORE variables (age, sex. smoking, SBP, total cholesterol); use of CV, anti-diabetic, or lipid-lowering medication; left ventricular mass index, averaged E/e' ratio, fasting plasma glucose, and cystatin C; gMACE: all-cause death, non-fatal MI, non-fatal ischemic cerebrovascular accident, stent thrombosis, chronic HF leading to hospital admission, and unplanned revascularization; adjusted for age, STEMI, and IL-8; hMACE: CV death, MI, and stroke; adjusted for age, sex, smoking status, BMI, blood pressure, diabetes, MetS, total cholesterol, and HDL-C; iMACE: CV death, MI, and stroke; adjusted for randomized treatment, age, sex, BMI, smoking, SBP, hypertension, diabetes mellitus, prior MI, prior revascularization, multivessel CAD, and polyvascular disease; jMACE: congestive HF, MI, PAD, and stroke; adjusted for age, race, sex, TMPRSS6 genotype, and population stratificaton; kMACE: death from any cause, MI, or hospitalization for unstable angina; adjusted for age, sex, and ASCVD risk score; lMACE: CV death, MI, and stroke; adjusted for treatment allocation, age, sex, race, history of CVD, current smoking, BMI, SBP, DBP, HbA1c, LDL-C, eGFR, and uACR; mMACE: CHD, IS, and HF; adjusted for age, sex, race, total cholesterol, HDL-C, SBP, antihypertensive medication use, diabetes, current smoking, lipid-lowering medication use, prevalent CVD, BMI, and eGFR; nMACE: recurrent stroke, major coronary event, and vascular death; adjusted for age, sex, hypertension, smoking, diabetes, atrial fibrillation, CAD, antithrombotics, and statin medications; oMACE: all-cause mortality, reinfarction, stroke/TIA, urgent revascularization, and significant bleeding; adjusted for age, sex, and treatment strategy; pMACE: CV death, MI, and IS; adjusted for Framingham risk score and hs-CRP; qMACE: CV death, MI, and stroke; adjusted for sex, age, dyslipidemia, hypertension, diabetes, current smoking, congestive HF, CAD, and previous stroke.
[bookmark: _Hlk175903741][bookmark: _Hlk175903768]ACS, acute coronary syndrome; ASCVD, atherosclerotic cardiovascular disease; BMI, body mass index; CAD, coronary artery disease; CHD, coronary heart disease; CV, cardiovascular; CVD, cardiovascular disease; DBP, diastolic blood pressure; eGFR, estimated glomerular filtration rate; HbA1c, hemoglobin A1c; HDL-C, high-density lipoprotein cholesterol; HF, heart failure; hs-CRP, high-sensitivity C-reactive protein; hs-cTnT, high-sensitivity cardiac troponin T; IL, interleukin; IS, ischemic stroke; LDL-C, low-density lipoprotein cholesterol; Lp-PLA2, lipoprotein-associated phospholipase A2; MACE, major adverse cardiovascular events; MetS, metabolic syndrome; MI, myocardial infarction; NT-proBNP, N-terminal pro-brain natriuretic peptide; PAD, peripheral artery disease; PCI, percutaneous coronary intervention; SBP, systolic blood pressure; SCORE, Systematic COronary Risk Evaluation; STEMI, ST-segment elevation myocardial infarction; TIA, transient ischemic attack; TMPRSS6, transmembrane serine protease 6; uACR, urine albumin–creatinine ratio; WBC, white blood cell.

Additional footnotes for Table 5.
cAdjusted for treatment, age, sex, SBP, BMI, hypertension, geographic region, prior MI, prior coronary revascularization, prior multivessel CHD, diabetes, smoking, polyvascular disease, significant renal dysfunction, hemoglobin, WBC count, LDL-C, HDL-C, triglycerides, eGFR, hs-cTnT, NT-proBNP, hs-CRP, cystatin C, growth differentiation factor 15, and Lp-PLA2 activity; dAdjusted for age, sex, smoking status, BMI, blood pressure, diabetes, MetS, total cholesterol, and HDL-C; eAdjusted for randomized treatment, age, sex, BMI, smoking, SBP, hypertension, diabetes mellitus, prior MI, prior revascularization, multivessel CAD, and polyvascular disease.
BMI, body mass index; CAD, coronary artery disease; CHD, coronary heart disease; eGFR, estimated glomerular filtration rate; HDL-C, high-density lipoprotein cholesterol; hs-CRP, high-sensitivity C-reactive protein; hs‑cTnT, high-sensitivity cardiac troponin T; LDL-C, low-density lipoprotein cholesterol; Lp‑PLA2, lipoprotein-associated phospholipase A2; MetS, metabolic syndrome; MI, myocardial infarction; NT-proBNP, N-terminal pro-brain natriuretic peptide; SBP, systolic blood pressure; WBC, white blood cell.

Additional footnotes for Table 6.
cAdjusted for age, sex, race, age*race, region, income, education, BMI, alcohol use, smoking status, physical activity, statin use, antihypertensive use, SBP, NSAID use, clinical history of CAD, hypertension, diabetes, HF, and CKD; dAdjusted for age, sex, hypertension, smoking, diabetes, atrial fibrillation, CAD, antithrombotics, and statin medications; eAdjusted for age, sex, BMI, smoking, index event, atrial fibrillation, CHD, IS, diabetes, hypertension, hypercholesterolemia, NIHSS score, baseline leukocyte count, LDL‑C, and use of antiplatelets, antihypertensives, hypoglycemics and statins during follow-up; fAdjusted for age, sex, smoking, history of stroke, SBP, fasting plasma glucose, and LDL-C; gAdjusted for treatment, age, sex, SBP, BMI, hypertension, geographic region, prior MI, prior coronary revascularization, prior multivessel CHD, diabetes, smoking, polyvascular disease, significant renal dysfunction, hemoglobin, WBC count, LDL-C, HDL-C, triglycerides, eGFR, hs-cTnT, NT-proBNP, hs-CRP, cystatin C, growth differentiation factor 15, and Lp-PLA2 activity; hAdjusted for age, sex, smoking status, BMI, blood pressure, diabetes, MetS, total cholesterol, and HDL-C; iAdjusted for randomized treatment, age, sex, BMI, smoking, SBP, hypertension, diabetes mellitus, prior MI, prior revascularization, multivessel CAD, and polyvascular disease; jAdjusted for age, sex, race, total cholesterol, HDL-C, SBP, antihypertensive medication use, diabetes, current smoking, lipid-lowering medication use, prevalent CVD, BMI, and eGFR; kAdjusted for age, sex, and treatment strategy.
BMI, body mass index; CAD, coronary artery disease; CHD, coronary heart disease; CKD, chronic kidney disease; CVD, cardiovascular disease; eGFR, estimated glomerular filtration rate; HDL-C, high-density lipoprotein cholesterol; HF, heart failure; hs-CRP, high-sensitivity C-reactive protein; hs‑cTnT, high-sensitivity cardiac troponin T; LDL-C, low-density lipoprotein cholesterol; Lp‑PLA2, lipoprotein-associated phospholipase A2; MetS, metabolic syndrome; MI, myocardial infarction; NIHSS, National Institutes of Health Stroke Scale; NSAID, nonsteroidal anti-inflammatory drug; NT-proBNP, N-terminal pro-brain natriuretic peptide; SBP, systolic blood pressure; WBC, white blood cell.

Additional footnotes for Table 7.
cAdjusted for age, sex, race, previous-year performance, comorbidities, HDL-C, total cholesterol, smoking, BMI, ABI, statin use, and physical activity; dAdjusted for age, sex, GFR, diabetes, Hb, ABI, Fontaine Classification, CRP, IP-10. eAdjusted for traditional risk factors.
ABI, ankle-brachial index; BMI, body mass index; CRP, C-reactive protein; GFR, glomerular filtration rate; Hb, hemoglobin; HDL-C, high-density lipoprotein cholesterol.
Additional footnotes for Table 8.
cAdjusted for age, sex, smoking status, BMI, race (white vs nonwhite), hypertension, diabetes mellitus, PAD, eGFR < 60 mL/min per 1.73 m2, hyperlipidemia, prior MI, PCI, index qualifying event (STEMI vs non-ST-elevation ACS), days from qualifying event, randomized treatment arm, and LDL-C; dAdjusted for treatment, age, sex, SBP, BMI, hypertension, geographic region, prior MI, prior coronary revascularization, prior multivessel CHD, diabetes, smoking, polyvascular disease, significant renal dysfunction, hemoglobin, WBC count, LDL-C, HDL-C, triglycerides, eGFR, hs‑cTnT, NT-proBNP, hs-CRP, cystatin C, growth differentiation factor 15, and Lp-PLA2 activity; eAdjusted for age, sex, race, education, history of CVD, diabetes mellitus, SBP, waist circumference, cystatin C, urine albumin, and eGFR; fAdjusted for age, sex, race/ethnicity, SBP, hypertension treatment, BMI, diabetes, smoking, presence of left ventricular hypertrophy or left bundle branch block, and previous MI; gAdjusted for age, sex, BMI, eGFR, comorbidities (smoking status, alcohol consumption, diabetes mellitus, eGFR < 60 mL/min/1.73 m2), HF medication (ACE inhibitors, ARBs, 𝛽-adrenoreceptor blockers, mineralocorticoid receptor antagonists, digoxin, diuretics, and loop diuretics), and history of atrial fibrillation, MI, stroke, PAD, COPD, or hypertension; hAdjusted for age, sex, race, BMI, smoking, alcohol, SBP, hypertension medications, diabetes mellitus, LDL-C, HDL-C, eGFR, CHD, TNF-α, IL-6, and IL-2, and CRP; iAdjusted for sex, age, eGFR, ejection fraction, BNP, and CRP; jAdjusted for ACE inhibitor/ARB, albumin, beta blocker, bilirubin, calcium, chloride, duration of primary HF diagnosis, Hb, history of anemia, history of MI, history of PAD, ICD, NT-proBNP at randomization, NYHA at baseline, platelet, randomized while hospitalized, systolic blood pressure, urate; kAdjusted for age, sex, smoking status, history of comorbidities (diabetes mellitus, chronic HF, previous MI, atrial fibrillation), active malignancy, infection at presentation, IL-6, NT-proBNP, hs-cTnT, creatinine, and hemoglobin; lAdjusted for age, sex, SBP, creatinine, BMI, NYHA class, diabetes, MI, stroke, prior HF hospitalization, and BNP; mAdjusted for age, sex, race/ethnicity, smoking, family history of CHD, waist circumference, SBP, total cholesterol, HDL-C, LDL-C, diabetes, hypertension, aspirin use, antihypertensive medication use, insulin use, statin use, cTnT, and NT-proBNP; nAdjusted for randomized treatment, age, sex, BMI, smoking, SBP, hypertension, diabetes mellitus, prior MI, prior revascularization, multivessel CAD, and polyvascular disease; oAdjusted for treatment allocation, age, sex, race, history of CVD, current smoking, BMI, SBP, DBP, HbA1c, LDL-C, eGFR, and uACR; pAdjusted for age, sex, race, total cholesterol, HDL-C, SBP, antihypertensive medication use, diabetes, current smoking, lipid-lowering medication use, prevalent CVD, BMI, and eGFR.
ACS, acute coronary syndrome; ARB, angiotensin receptor blocker; BMI, body mass index; BNP, brain-type natriuretic peptide; CAD, coronary artery disease; CHD, coronary heart disease; COPD, chronic obstructive pulmonary disease; CRP, C-reactive protein; cTnT, cardiac troponin T; CVD, cardiovascular disease; DBP, diastolic blood pressure; eGFR, estimated glomerular filtration rate; HbA1c, hemoglobin A1c; HDL-C, high-density lipoprotein cholesterol; HF, heart failure; hs-CRP, high-sensitivity C-reactive protein; hs-cTnT, high-sensitivity cardiac troponin T; IL, interleukin; LDL C, low density lipoprotein cholesterol; Lp-PLA2, lipoprotein-associated phospholipase A2; MI, myocardial infarction; NT proBNP, N terminal pro brain natriuretic peptide; NYHA, New York Heart Association; PAD, peripheral artery disease; PCI, percutaneous coronary intervention; SBP, systolic blood pressure; STEMI, ST-segment elevation myocardial infarction; TNF, tumor necrosis factor; uACR, urine albumin–creatinine ratio; WBC, white blood cell.

Additional footnotes for Table 9.
dAdjusted for age, sex, BMI, DBP, eGFR, LDL-C, HbA1c during follow-up, statins use, and baseline mmIMT; eAdjusted for sex, age, diabetes, hypertension, smoking, total cholesterol, HDL-C, and lipid-lowering drugs; fAdjusted for age, sex, diabetes, hypertension, dyslipidemia, smoking, CHD, vulnerability and stenosis score. 
BMI, body mass index; CHD, coronary heart disease; DBP, diastolic blood pressure; eGFR, estimated glomerular filtration rate; GP, general population; HbA1c, hemoglobin A1c; HDL-C, high-density lipoprotein cholesterol; LDL‑C, low‑density lipoprotein cholesterol; mmIMT, mean-maximal intima-media thickness.

