[bookmark: _Toc38025699][bookmark: _Toc115767462]COP-AF SUPPLEMENTARY APPENDIX
Table of Contents
1	INVESTIGATORS AND COMMITTEES	2
1.1	Project Office Operations Committee	2
1.2	International Operations Committee	2
1.3	Steering Committee	2
1.4	Event Adjudication Committee	2
1.5	Data and Safety Monitoring Committee (DSMC)	2
1.6	Project Office Staff	2
1.7	Study Statisticians and Programmers	2
1.8	National Leaders	2
1.9	Participating Centers	2
2	EVENTS DEFINITIONS	5




[bookmark: _Toc118439120]1	INVESTIGATORS AND COMMITTEES

1.1 [bookmark: _Toc118439121][bookmark: _Toc83156894]Project Office Operations Committee
David Conen (Principal Investigator), PJ Devereaux (Chair), Jessica Vincent, Michael Ke Wang, Jennifer R. Wells.
1.2 [bookmark: _Toc118439122][bookmark: _Toc83156895]International Operations Committee
David Conen (Principal Investigator), PJ Devereaux (Chair), Jeff S. Healey, Giovanni Landoni, William F. McIntyre, Ekaterine Popova, Daniel I. Sessler, Sadeesh K. Srinathan, Jessica Vincent, Michael Ke Wang, Jennifer R. Wells.
1.3 [bookmark: _Toc118439123][bookmark: _Toc83156896]Steering Committee
David Conen (Principal Investigator), PJ Devereaux (Chair), Mohammed Amir, Shrikant I. Bangdiwala, Matthias Bossard, Matthew T.V. Chan, John W. Eikelboom, Edith Fleischmann, Jeff S. Healey, Sanjit S. Jolly, Giovanni Landoni, William F. McIntyre, Felix Ramón Montes, Ekaterine Popova, Cara Reimer, Denis Schmartz, Daniel I. Sessler, Sadeesh K. Srinathan, Jessica Vincent, Chew Yin Wang, Michael Ke Wang, Jennifer R. Wells.
1.4 [bookmark: _Toc118439124][bookmark: _Toc83156897]Event Adjudication Committee
William F. McIntyre (Chair), Jesus Alvarez-Garcia, Giuliana Lo Bianco, Steffen Blum, Danielle de Sa Boasquevisque, Flavia K. Borges, Helene Chiarella-Redfern, Aranzazu Gonzalez-Osuna, Jose M. Guerra-Ramos, Maura Marcucci, Pascal B. Meyre, Sandra N. Ofori, Christopher Oleynick, Anna Ramos-Pachón, Hugh Traquair, Michael Ke Wang.
1.5 [bookmark: _Toc118439125][bookmark: _Toc83156898]Data and Safety Monitoring Committee (DSMC)
L. Brent Mitchell (Chair), George Wyse (Past Chair), Davy Cheng, Finlay A. McAlister, George Wells.
1.6 [bookmark: _Toc118439126][bookmark: _Toc83156899]Project Office Staff
Geethan Baskaran, Julia Gennaccaro, Rosemary Howe, Louise Mastrangelo, Shirley Pettit, Subana Shahbaz, Makayla Tosh, Jessica Vincent, Jennifer R. Wells, Simona J. Zucchetto.
1.7 [bookmark: _Toc118439127][bookmark: _Toc83156900]Study Statisticians and Programmers
Shrikant I. Bangdiwala, Laura Heenan, Shun Fu Lee, Zhuoru Li, Lizhen Xu.
1.8 [bookmark: _Toc118439128][bookmark: _Toc83156901]National Leaders
Mohammed Amir (Pakistan), Matthias Bossard (Switzerland), Matthew T.V. Chan (China), David Conen (Canada), Edith Fleischmann (Austria), Giovanni Landoni (Italy), Felix Ramón Montes (Colombia), Ekaterine Popova (Spain), Denis Schmartz (Belgium), Daniel I. Sessler (United States), Chew Yin Wang (Malaysia).
1.9 [bookmark: _Toc118439129]Participating Centers
AUSTRIA (64) – Medical University of Vienna (64): Barbara Kabon, Edith Fleischmann, Christian Reiterer, Alexander Taschner, Katharina Horvath, Nikolas Adamowitsch, Oliver Zotti, Nicole Hantáková, Beatrix Hochreiter.
BELGIUM (12) – CHU Brugmann, Université libre de Bruxelles (7): Denis Schmartz; CUB Hôpital Erasme, Université libre de Bruxelles (3): Isabelle Huybrechts; University Hospital of Charleroi (2): Serge Cappeliez.
CANADA (1,150) – St. Joseph’s Healthcare Hamilton (462): John D. Neary, Yaron Shargall, Vikas Tandon, David Conen, Christian Finley, John Agzarian, Waël Hanna, Muammar Abdulrahman, Kelly Lawrence, Krysten Gregus, Faraaz Quraishi, Spencer Wikkerink, Christine Wallace, Merissa Prine, Emily Gregus, Jacqueline Hare, Kristen Lombardo, Behashta Fezia, Teresa Columbus; Kingston Health Sciences Centre (175): Cara Reimer, Deborah DuMerton, Ken Reid, Joel Parlow, Wiley Chung, Maria Karizhenskaia, Aftab Malik; Health Sciences Centre, Winnipeg (166): Sadeesh K. Srinathan, Biniam Kidane, Richard Liu, Lawrence Tan, Stephen Gowing, Gordon Buduhan, Stephanie Enns, Emma Poole, Kristin Graham; Vancouver General Hospital (149): Sean R. McLean, Anna McGuire, Jens Lohser, Shirley Lim, Rebecca Grey, Kyle Grant, Alex L. Lee, James J. Choi, Leith R. Dewar, John Yee; The Ottawa Hospital (70): Donna E. Maziak, Andrew J.E. Seely, Sebastien Gilbert, P. James Villeneuve, Sudhir Sundaresan, Susan D. Moffatt-Bruce, Molly Gingrich, Anna Fazekas, Kirby Bucciero; London Health Sciences Centre (48): Richard A. Malthaner, Deb Lewis, Dalilah Fortin, Mehdi Qiabi, Rahul Nayak; Victoria General Hospital (37): Madelaine Marie Plourde; Toronto General Hospital (19): Daniel Sellers, Laura Donahoe; CIUSSS de l'Estrie – CHUS (11): Marco Lefebvre, Luc Lanthier; Foothills Medical Centre (8): Colin Schieman; Montreal General Hospital (5): Amal Bessissow.
CHINA (134) – The Chinese University of Hong Kong (134): Matthew T.V. Chan, Gavin M. Joynt, Randolph H.L. Wong, Rainbow W.H. Lau, Wai Tat Wong, Gordon Y.S. Choi, Eva Lee, Ka Yan Hui, Beaker Fung, Chee Sam Chan.
COLOMBIA (39) – Fundación Cardioinfantil – Instituto de Cardiología (39): Laura Gutiérrez-Soriano, Felix Ramón Montes, Laura Carmenza Castañeda, Luis Jaime Téllez, Lina Marcela Ortiz-Ramirez.
ITALY (174) – IRCCS San Raffaele Scientific Institute (83): Giovanni Landoni, Simona De Santis, Giovanni Favaro, Piergiorgio Muriana, Cristina Nakhnoukh, Pierluigi Novellis, Stefano Turi, Giulia Veronesi, Matteo Angelini; Careggi University Hospital (54): Luca Voltolini, Stefano Bongiolatti, Alberto Salvicchi, Lavinia Gatteschi, Rossella Indino, Simone Tombelli, Alice Ravasin, Ottavia Salimbene; A.O.U. Città della Salute e della Scienza di Torino (17): Giulio Luca Rosboch, Eleonora Balzani; Sant’Andrea Hospital (10): Domenico Massullo, Silvia Fiorelli; S. Maria della Misericordia University Hospital (10): Francesco Londero, William Grossi.
MALAYSIA (19) – University Malaya Medical Centre (16): Chew Yin Wang, Tyng Yan Ng; Serdang Hospital (3): Woan Shiang See.
PAKISTAN (18) – Shifa International Hospital (18): Mohammed Amir, Mohammed Asghar Nawaz.
SPAIN (612) – Hospital de la Santa Creu i Sant Pau (230): Juan Carlos Trujillo Reyes, Ekaterine Popova, Elisabeth Martinez Tellez, Josep Belda Sanchis, Georgina Planas Cánovas, Ana Parera Ruiz, Esther Cladellas Gutierrez, Mauro Guarino, Gerard Urrutia Cuchi, Marta Argilaga Nogues, Anna Rovira Juan, Jose M. Guerra-Ramos, Jesus Alvarez-Garcia, Aranzazu Gonzalez-Osuna, Melixa Medina-Aedo; Hospital Universitario Ramón y Cajal, Madrid (142): Ascensión Martín Grande, Diego Parise Roux, Luis Gajate Martín, Angélica De Pablo Pajares, Angel Manuel Candela Toha, Nicolás Moreno Mata, Gema Muñoz Molina, Usue Caballero Silva, Alberto Cabañero, Sara Fra Fernandez; Hospital Universitari Vall d’Hebron (138): Anna Gonzàlez Tallada, Susana González Suarez, Montserrat Ribas Ball, Miriam De Nadal Clanchet; Hospital Universitari Sagrat Cor, Grupo Quironsalud (41): Laura Ruiz-Villa, M.M. Martí-Ejarque, Mireia Gili-Bueno, Jorge Hernández Ferrández, Neus Pons Llobet; Hospital Universitary Gregorio Marañon (40): Patricia Cruz, Guillermo Sánchez-Pedrosa, Patricia Duque, Leire Azcárate, Lorena Martín-Albo; Hospital del Mar (13): Alberto Rodríguez-Fuster, Silvia Bermejo-Martínez; Hospital Clínic, Barcelona (8): Albert Carramiñana.
SWITZERLAND (6) – Luzerner Kantonsspital (6): Matthias Bossard, Fabrizio Minervini.
UNITED STATES (280) – The University of Texas MD Anderson Cancer Center (156): Juan P. Cata, Ravi Rajaram, German Corrales, Juan Jose Guerra-Londono, Reza Mehran, Boris Sepesi, Garrett Walsh, David Rice, Daniel S. Cukierman; Atrium Health Wake Forest Baptist (42): Bryan E. Marchant, Lynne C. Harris, Bruce D. Cusson, Scott A. Miller; Cleveland Clinic Florida (27): Steven C. Minear, Camila Teixeira, Mario Pimentel; Henry Ford Health (24): Andrew M. Popoff, Wing Lee Cheung, Kelly Marsack; Fairview Hospital, Cleveland Clinic (19): Sabry Ayad, Jorge Araujo; Rhode Island Hospital (6): Tzonghuei H. Chen; The Ohio State University Wexner Medical Center (4): Michael Essandoh; Stony Brook University Hospital (2): Jeremy S. Poppers.




[bookmark: _Toc118439130][bookmark: _Hlk127891551]2	EVENTS DEFINITIONS

Atrial fibrillation/atrial flutter (AF): 
AF is defined as the replacement of the consistent P waves on 12-lead electrocardiogram (ECG), rhythm strip or documented telemetry tracing, by rapid oscillation or fibrillatory/flutter waves.

Clinically important perioperative atrial fibrillation/atrial flutter (AF):
Clinically important perioperative AF is defined as AF developing after randomization until the end of follow-up 14 days after randomization, that is documented on an ECG, rhythm strip or telemetry tracing, and that results in angina, heart failure, symptomatic hypotension, or that requires treatment with a rate controlling drug, antiarrhythmic drug, or electrical cardioversion.

Sub-classification of death:
Vascular death is defined as any death with a vascular cause and includes those deaths following a myocardial infarction (MI), cardiac arrest, stroke, cardiac revascularization procedure (i.e., percutaneous coronary intervention (PCI) or coronary artery bypass graft (CABG) surgery), pulmonary embolus, hemorrhage, or deaths due to an unknown cause. Non-vascular death is defined as any death due to a clearly documented non-vascular cause (e.g. trauma, infection, malignancy).

Myocardial Injury after Noncardiac Surgery (MINS)
MINS is defined as any MI (as defined below) and any elevated troponin (higher than the local lab threshold) judged to be due to myocardial ischemia (i.e., without evidence of a non-ischemic etiology [e.g., chronic elevation, pulmonary embolism, sepsis, cardioversion]) that occurred within the first 14 days after the initiation of surgery. The only exceptions to the definition of an elevated troponin will be to use a higher threshold for troponin T (TnT) of ≥30 ng/L, and for high-sensitivity troponin T (hsTnT) of 20 to <65 ng/L with an absolute change of at least 5 ng/L or an hsTnT level ≥65 ng/L.
 
Myocardial Injury after Noncardiac Surgery not fulfilling the Fourth Universal Definition of Myocardial Infarction:
Using the MINS definition above, MINS not fulfilling the Fourth Universal Definition of MI includes all MINS events that do not fulfil the definition of MI below (i.e., MINS without ischemic signs or symptoms, ischemic changes on the ECG and evidence of new loss of viable myocardium or new regional wall motion abnormality on non-invasive tests).

Myocardial infarction (Fourth Universal Definition)
The diagnosis of MI requires any one of the following criteria:
1. Detection of a rise or fall of a cardiac troponin value (cTn) with at least one value above the 99th percentile of the upper reference limit (URL) with at least one of the following: 
a. Ischemic signs or symptoms (i.e., chest, arm, neck, or jaw discomfort, shortness of breath, pulmonary edema); 
b. Development of pathologic Q waves present in any two contiguous leads that are >30 milliseconds;
c. New, or presumed new, ECG changes indicative of ischemia (i.e., ST elevation [≥2mm in leads V1, V2, or V3 and ≥1mm in the other leads], ST segment depression [≥1mm], or symmetric inversion of T waves ≥1mm in at least two contiguous leads, or development of new left bundle branch block (LBBB);
d. Imaging evidence of new loss of viable myocardium or new or presumed new, cardiac regional wall motion abnormality in a pattern consistent with an ischemic etiology; or
e. Identification of a coronary thrombus by angiography or autopsy (i.e., post-mortem demonstration of an atherothrombus in the artery supplying the infarcted myocardium, or a macroscopically large, circumscribed area of necrosis with or without intramyocardial hemorrhage).
2. Cardiac death, with symptoms suggestive of myocardial ischemia and presumed new ischemic ECG changes or new LBBB, but death occurred before cTn were obtained, or before cTn values would be increased.
3. PCI related MI is defined by elevation of a cTn value (>5 x 99th percentile URL) in patients with a normal baseline cTn value (≤99th percentile URL) or a rise of a cTn measurement >20% if the baseline values are elevated and are stable or falling. In addition, either (i) symptoms suggestive of myocardial ischemia or (ii) new ischemic ECG changes or (iii) angiographic findings consistent with a procedural complication or (iv) imaging demonstration of new loss of viable myocardium or new regional wall motion abnormality are required.
4. Stent thrombosis or restenosis associated with MI when detected by coronary angiography or autopsy in the setting of myocardial ischemia and with a rise and/or fall of cTn values with at least one of value above the 99th percentile URL (as defined under 1).
5. CABG related MI is defined by elevation of cTn values (>10 x 99th percentile URL) in patients with a normal baseline cTn value (≤99th percentile URL). In addition, either (i) new pathological Q waves or new LBBB, or (ii) angiographic documented new graft or new native coronary artery occlusion, or (iii) imaging evidence of new loss of viable myocardium or new regional wall motion abnormality.
6. Isolated development of new pathological Q waves with either revascularization procedure if cTn values are elevated and rising but less than the pre-specified thresholds for PCI and CABG.

Myocardial infarction after Myocardial Injury after Noncardiac Surgery:
MI after MINS requires the following criteria:
1. Detection of a rise or fall of a cardiac biomarker with at least one value above the 99th percentile of the upper reference limit (URL) and 20% higher than the last troponin measurement related to the preceding event together with evidence of myocardial ischemia with at least one of the following:
a. Ischemic signs or symptoms (i.e., chest, arm, neck, or jaw discomfort; shortness of breath, pulmonary edema);
b. Development of pathologic Q waves present in any two contiguous leads that are >30 milliseconds;
c. New or presumed new ECG changes indicative of ischemia (i.e., ST segment elevation [>2 mm in leads V1, V2, or V3 OR >1 mm in the other leads], ST segment depression [>1mm], or symmetric inversion of T waves >1 mm) in at least two contiguous leads;
d. New LBBB; 
e. New cardiac wall motion abnormality on echocardiography or new fixed defect on radionuclide imaging; or
f. Identification of intracoronary thrombus on angiography or autopsy.

Stroke: 
Stroke is defined as the rapid onset of a new persistent neurologic deficit attributed to focal ischemia of the brain, retina or spinal cord and/or cerebral hemorrhage with no apparent non-vascular cause (e.g., trauma, tumor, or infection). Signs or symptoms must last at least 24 hours, unless supported by clear evidence of infarction on neurologic imaging (magnetic resonance imaging [MRI] or computerized tomography [CT]). Available neuroimaging studies will be considered to support the clinical impression and to determine if there is a demonstrable lesion compatible with an acute stroke. Stroke will be sub-classified into hemorrhagic and non-hemorrhagic stroke, or uncertain (used when no imaging is available to exclude hemorrhage). Non-hemorrhagic stroke will sub-classified into ischemic, ischemic with secondary transformation, or stroke of uncertain classification. Hemorrhagic stroke will be sub-classified into primary intracerebral hemorrhage and primary subarachnoid hemorrhage. 
1. Ischemic stroke: focal brain infarction caused by an arterial (or rarely venous) obstruction (see above, this excludes flow related infarcts distal to stenosis) and as documented by CT scan/MRI that is consistent with infarction. 
2. Secondary hemorrhagic transformation of ischemic stroke: hemorrhagic transformation of ischemic stroke may be symptomatic or asymptomatic. 
a. Symptomatic transformation of ischemic stroke is defined as a hematoma occupying 30% or more of the infarcted tissue associated with a significant neurologic deterioration (i.e., a decrease of at least 4 points in the NIHSS) compared to immediately before the worsening and an absence of an alternative explanation for deterioration. 
b. Asymptomatic transformation of ischemic stroke is defined as a hemorrhagic transformation not meeting the criteria for symptomatic transformation. 
3. Undetermined stroke: definite stroke that does not meet the criteria for ischemic or hemorrhagic stroke because CT scan or MRI are not done and there are no autopsy data. Rarely it cannot be determined with confidence whether the stroke was ischemic vs hemorrhagic, even after review of CT/MRI images (e.g., primary intracerebral hemorrhage vs severe hemorrhagic transformation); these stroke events will be classified as undetermined. 
4. Hemorrhagic stroke: hemorrhagic stroke requires neuroimaging or autopsy confirmation and includes two subcategories: primary intracerebral hemorrhage (intraparenchymal or intraventricular) and primary subarachnoid hemorrhage. Intracranial bleeding caused by head trauma, bleeding associated with tumors, hemorrhagic transformation of ischemic stroke and subdural/epidural hematomas are not considered as hemorrhagic strokes (but these will be counted separately as major hemorrhages). Microbleeds are not considered intracranial hemorrhage. 
a. Primary intracerebral hemorrhage: These are symptomatic hemorrhagic strokes with CT/MRI or autopsy evidence of bleeding into the substance of the brain or ventricular spaces. Large or superficial intracerebral hemorrhages often are associated with minor amounts of subarachnoid hemorrhage, but these should be classified as intracerebral hemorrhages. Does not include secondary hemorrhage into cerebral infarct (i.e., hemorrhagic transformation which is defined separately), or intracerebral bleeding (i.e., contusions) due to trauma, or microbleeds detected by MRI. 
b. Primary subarachnoid hemorrhage: Typical clinical syndrome of sudden onset headache, with or without focal signs (subarachnoid hemorrhage may not have focal deficits), and CT or cerebrospinal fluid evidence of bleeding primarily into the subarachnoid space. Subarachnoid bleeding due to ruptured intracranial aneurysms and vascular malformation are counted as hemorrhagic strokes, but traumatic subarachnoid hemorrhage is not. 

Acute heart failure:
Acute heart failure is defined as a clinical sign (i.e., at least one of the following: elevated jugular venous pressure, respiratory rales/crackles, crepitations, or presence of S3) and at least one of the following:
1. Radiographic findings (i.e., at least one of the following: vascular redistribution, interstitial pulmonary edema, frank alveolar pulmonary edema, or multiple and diffuse bilateral B lines on ultrasonography);
2. Elevated levels of natriuretic peptides; or
3. Heart failure treatment implemented with diuretics with documented clinical improvement.

Pulmonary embolism:
[bookmark: _Hlk116550602]The diagnosis of pulmonary embolism requires any one of the following:
1. A high probability ventilation/perfusion lung scan;
2. An intraluminal filling defect of segmental or larger artery on a helical CT scan;
3. An intraluminal filling defect on pulmonary angiography; or
4. A positive diagnostic test for deep vein thrombosis and one of the following: 
a. Non-diagnostic (i.e., indeterminate or intermediate probability) ventilation/perfusion lung scan; or
b. Non-diagnostic (i.e., subsegmental defect or technically inadequate study) helical CT scan.

Deep venous thrombosis of leg or arm:
The diagnosis of deep venous thrombosis requires any one of the following:
1. A persistent intraluminal filling defect on contrast venography;
2. Noncompressibility of one or more venous segments on B mode compression ultrasonography; or
3. A clearly defined intraluminal filling defect on contrast enhanced computed tomography.

Life-threatening bleeding:
Life-threatening bleeding is bleeding that is fatal, or leads to: significant hypotension that requires inotrope therapy/vasopressor therapy, urgent (within 24 hours) surgery (other than superficial vascular repair), or intracranial hemorrhage.

Major bleeding:
Major bleeding is defined as bleeding that is not specified under “life-threatening bleeding” above, and 
1. Results in a postoperative hemoglobin ≤70g/L and the patient receiving a transfusion of ≥2 units of red blood cells
2. Results in a hemoglobin drop of ≥50 g/L and the patient receiving a transfusion of ≥2 units of red blood cells
3. Results in the patient receiving a transfusion of ≥4 units of red blood cells within a 24-hour period
4. Leads to one of the following interventions: embolization, superficial vascular repair, nasal packing; or
5. Is retroperitoneal, intraspinal, or intraocular (confirmed clinically or on imaging).

Sepsis/infection:
Infection is defined as a pathologic process caused by the invasion of normally sterile tissue or fluid or body cavity by pathogenic or potentially pathogenic organisms.

The Third International Consensus Definitions Task Force defines sepsis as a “life-threatening organ dysfunction due to a dysregulated host response to infection.” Based on the Third International Consensus Definitions for Sepsis and Septic Shock (Sepsis-3) criteria, sepsis will require a quick Sequential Organ Failure Assessment (qSOFA) Score ≥2 points due to infection. The qSOFA includes the following items and scoring system:
1. Glasgow Coma Scale (GCS) score of 13 or less (1 point);
2. Systolic blood pressure of 100 mm Hg or less (1 point); and
3. Respiratory rate of 22 breaths/min or more (1 point). 

Noninfectious diarrhea:
Noninfectious diarrhea is defined as a new onset of >3 loose bowel movements per day. The diarrhea should not be caused by an infectious organism. 
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