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Supplemental Methods
Adjudication of the final diagnosis 
Two independent cardiologists reviewed all available medical records - patient history, physical examination, results of laboratory testing, radiologic testing, ECG, echocardiography, cardiac exercise stress test, lesion severity and morphology in coronary angiography - pertaining to the patient from the time of ED presentation to 90-days follow up. In situations of disagreement about the diagnosis, cases were reviewed and adjudicated in conjunction with a third cardiologist. Adjudication of the final diagnosis was performed centrally in a core lab (University Hospital Basel) and included two sets of serial cTn measurements: serial cTn measurements obtained as part of routine clinical care locally (different (h)s-cTn assays), and serial measurements of hs-cTnT from study blood draws performed centrally in a core laboratory in order to take advantage of the higher sensitivity and higher overall diagnostic accuracy offered by hs-cTnT.
AMI was defined and hs-cTnT levels interpreted as recommended in current guidelines.1, 2 In brief, AMI was diagnosed when there was evidence of myocardial necrosis in association with a clinical setting consistent with myocardial ischemia. Myocardial necrosis was diagnosed by at least one hs-cTnT value above the 99th percentile (14 ng/l) together with a significant rise and/or fall.1, 2 Absolute cTn changes were used to determine significant changes based on the diagnostic superiority of absolute over relative changes.3 Based on studies of the biological variation of cTn4, 5 as well as on data from previous chest pain cohort studies,6, 7 a significant absolute change was defined as a rise or fall of at least 10 ng/l within six hours, or, in an assumption of linearity, as an absolute change of 6ng/l within three hours, 4ng/l within two hours or 2ng/l within one hour. If discordant findings occurred, the longest time interval available was required to fulfill the change criteria. Unstable angina (UA) was diagnosed in patients with normal hs-cTnT levels or stable elevations of hs-cTnT levels not fulfilling the criteria for AMI and typical angina at rest, a deterioration of a previously stable angina, in cases of positive cardiac exercise testing or cardiac catheterization with coronary arteries found to have a stenosis of 70% or greater, and in ambiguous cases in which follow-up information revealed AMI or a sudden unexpected cardiac death within 60 days. Further predefined diagnostic categories included cardiac disorders other than coronary artery disease (CAD) such as myocarditis, apical ballooning syndrome, acute heart failure, hypertensive emergencies or tachy-arrhythmias, and non-cardiac chest pain (NCCP). If AMI was excluded in the ED according to the hs-cTnT assay, but no sufficient further diagnostic procedures were performed for conclusive diagnosis, symptoms were classified as to be of “unknown origin”. However, patients with an unknown diagnosis after adjudication and at least one elevated hs-cTnT level possibly indicating AMI (in whom three independent cardiologists were not able to make a final diagnosis) were excluded. 

Sample Size calculation
This was a secondary analysis from a large ongoing study designed to improve the early diagnosis of AMI. As such, no specific power analysis was performed to justify the sample size for this analysis. However, based on previous diagnostic studies in patients with suspected AMI,8 it was our assumption that a clinically relevant benefit of a novel diagnostic test should be detectable with a sample size of more than 500 patients and a AMI rate of 15-20% in the patient population.
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