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APPENDIX A 

Medical History 

 For assessment of cardiovascular history, medical records, clinical notes, laboratory data, and 

diagnostic studies were evaluated prior to enrollment. Binary decisions were made on the history of 

thyroid disease, diabetes mellitus, obesity (including post-gastric bypass), sleep apnea, respiratory 

disease (chronic obstructive pulmonary disease, asthma, or reactive airway disease), interstitial lung 

disease, pulmonary embolism or deep venous thrombosis, pulmonary hypertension, stroke or transient 

ischemic attack, anemia (not including post-surgical), cirrhosis, chronic kidney disease, cancer requiring 

treatment (excluding non-melanoma skin cancers), osteopenia or osteoporosis (confirmed by DEXA), 

arthritis (including osteoarthritis and rheumatoid arthritis), hip fracture or replacement, and substance 

use (alcohol, tobacco, or cocaine). 

 

Cardiovascular History 

 For assessment of cardiovascular history, medical records, clinical notes, laboratory data, and 

diagnostic studies were evaluated prior to enrollment. Binary decisions were made on the history of 

hypertension, dyslipidemia (hyperlipidemia, hypercholesterolemia, hypertriglyceridemia, or statin use), 

coronary artery disease (obstructive disease 50% or greater for left main coronary or 70% or greater for 

all others), atherosclerosis alone without obstructive disease, prior revascularization (coronary artery 

bypass graft, percutaneous intervention, or stent placement), myocardial infarction, peripheral vascular 

disease, endocardial disease, pericardial disease, atrial fibrillation or flutter (including paroxysmal), and 

adult congenital heart disease (including atrial septal defects, ventricular septal defects, bicuspid aortic 

valve, coarctation, dextrocardia, Ebstein’s anomaly, Fontan, patent ductus arteriosus, tetralogy of Fallot, 

or transposition of the great arteries). If a cardiomyopathy (with or without heart failure), it was 

classified according to etiology including ischemic, hypertensive, tachycardia-mediated, pericardial or 

constrictive, right-sided, dilated, viral, restrictive, hypertrophic, non-compaction, amyloidosis, stress-

induced, valvular, chemotherapy- or radiation-induced, alcohol-related, eosinophilic, congenital or 

peripartum cardiomyopathy. 

 

Heart Failure Onset 

 An assessment of heart failure onset was made by determining the incident presenting symptoms, 

signs and evidence of heart failure as defined below. The date of the onset and diagnosis were noted, and 

categorized according to context including acute heart failure requiring hospitalization, acute heart 

failure not requiring hospitalization, chronic heart failure diagnosed as an outpatient, incidental 

diagnosis while hospitalized for another reason, post-procedural (related to surgery or intravenous fluid 

administration). Care was made to denote whether an intensive care unit stay was indicated for heart 

failure or non-heart failure reasons, including whether shock requiring vasopressors or multi-organ 

failure was present.  
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 Presenting symptoms, signs and objective findings 

New or worsening symptoms with at least 1 of the following: 

• Acute dyspnea  

• Chronic dyspnea 

• Dyspnea on exertion 

• Chest pain 

• Failure to thrive (such as loss of appetite) 

• Fatigue or worsened exercise tolerance 

• Lower extremity swelling 

• Orthopnea 

• Paroxysmal nocturnal dyspnea 

• Asymptomatic or incidental diagnosis 

 

New or worsening signs of heart failure with at least 1 of the following: 

• Hepatojugular reflux 

• Hypoxia 

• Jugular venous distention  

• Lower extremity edema OR dependent edema 

• Pulmonary rales 

 

Objective evidence in support of heart failure with at least 1 of the following: 

• Chest x-ray or computed tomography evidence of pulmonary edema 

• Elevated natriuretic peptide:  

Acutely (according to age) 

o Age <50: NT-proBNP >450 pg/mL 

o Age 50-75: >900 pg/mL 

o Age >75 >1800 pg/mL  

OR 

Ambulatory 

o BNP>400pg/mL  

o NT-proBNP>125 pg/mL  

o BNP>35 pg/mL) 

• Improvement in symptoms with diuretic initiation  

• Pulmonary capillary wedge pressure >=15mmHg 

• Left ventricular end diastolic pressure >=15mmHg 

• CPET evidence by Peak VO2 or VE/VCO2 slope  

Lastly, an assessment of primary heart failure etiology was made and, when appropriate, 

secondary and tertiary heart failure etiologies were noted according to the following: ischemic or 

coronary artery disease, hypertensive, tachycardia-mediated, pericardial or constrictive, right-sided, 

dilated, viral, restrictive, hypertrophic, non-compaction, amyloidosis, stress-induced, valvular, 

chemotherapy- or radiation-induced, alcohol-related, eosinophilic, high output, iatrogenic or peripartum. 
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Heart Failure Baseline 

 In a separate assessment from Heart Failure Onset, the Heart Failure Baseline assessment 

included an evaluation of ambulatory symptoms present at the time of study enrollment as well as New 

York Heart Association class.  

Ambulatory symptoms present at time of enrollment: 

• Acute dyspnea 

• Chronic dyspnea 

• Chest pain 

• Fatigue 

• Lower extremity edema 

• Failure to thrive such as no appetite 

• Asymptomatic 
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