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eAppendix 

Details of the Baseline Survey 

We conducted a baseline survey in participating clusters (including the 2 clusters that withdrew post-

randomization) using the same eligibility criteria for patient inclusion (20 consecutive patients per cluster 

were included prospectively in this phase). The survey was conducted pre-randomization in order to avoid 

potential systematic errors caused by awareness of allocation to intervention and control groups. 

Nevertheless, in all participating clusters, data were collected prospectively by a trained independent health 

professional not involved in the care of ACS patients. Adherence to guidelines was assessed by a chart 

review, patient files, and physician prescriptions. Additionally, the independent data collectors sent copies of 

charts, patient files, and physician prescriptions (with protected confidentially) to the coordinating site, and 

these copies were validated by blinded outcome assessors. Data were entered using an electronic web-based 

data capture system developed on a Microsoft SQL (Microsoft Corporation, Redmond, WA) platform by a 

team of programmers at the Research Institute HCor. Data quality control was guaranteed by automated data 

entry checks, weekly contact with investigators, on-site monitoring, and central statistical monitoring. The 

main objective of the baseline pre-randomization survey was to assess if clusters were comparable with 

regard to baseline prescription rates of evidence-based therapies and to obtain reliable estimates for our 

sample size estimation as reported in the main text. We used the same endpoint definitions used in the 

randomized phase. There were no statistically significant differences between clusters that were later 

randomized to the intervention group and clusters later randomized to the control group with respect to 

prescription rates of all eligible evidence-based therapies during the first 24 hours (48.4% vs. 46.3%, 

respectively). Prescription rates of individual medications (intervention vs. control group) during the first 24 

hours were: aspirin (95.5 % vs. 96%), clopidogrel (69.8% vs. 71%),  LMWH (75%  vs.70.3%), and statins 

(70.6 % vs. 73.0%).   
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Endpoint Definitions 

The definitions for each endpoint as well as the exact contraindications considered are reported in the 

eTable1. For the primary endpoint definitions and for the endpoint (adherence to all eligible evidence-based 

therapies at admission and at discharge) we used the “all or none” approach. According to these criteria, in 

order to be classified as “yes,” a patient must have received all of them, otherwise the patient is classified as 

a “no” answer in the database. Since this is a more conservative approach, we also reported the endpoint 

composite adherence score, using the same strategy proposed by the CRUSADE Registry, which is defined 

as the sum of use of proven therapies among the patients’ total number of eligible opportunities. For 

example, if the combined score for a hypothetical endpoint is composed of 10 medications, there are 10 

eligible opportunities. If a patient received 6 of them, he would get a composite adherence score of 60%. 

Patients with contraindications (which are specific for each endpoint) were excluded from the denominators. 

For the combined endpoints, patients needed to have absence of contraindications to all therapies. 
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eTable 1. Endpoints Definitions and Contraindications to Evidence-Based Therapies 

Endpoints Process-of-Care Indicators Main measurement Period of time Contraindications 
Aspirin Prescription rates of aspirin Number of patients that 

effectively received aspirin 
divided by total eligible*patients 

During first 24 
hours/at discharge 

Previous allergy or active GI 
bleeding 

Beta-blockers Prescription rates of beta-
blockers 

Number of patients that 
effectively received beta-
blockers divided by total 
eligible* patients 

During first 24 
hours/at discharge 

Cardiogenic shock or signs of a low 
cardiac output; second or third 
degree atrioventricular block; 
asthma. 

Statins Prescription rates of statins Number of patients that 
effectively received statins 
divided by total eligible* patients 

During first 24 
hours/at discharge 

Pregnancy; breastfeeding; advanced 
liver disease (primary biliary 
cirrhosis, sclerosing cholangitis, 
acute hepatitis) 

Clopidogrel Prescription rates of clopidogrel Number of patients that 
effectively received clopidogrel 
divided by total eligible* patients 

During first 24 hours/ 
at discharge 

Active GI bleeding; brain 
hemorrhage 

ACE inhibitors Prescription rates of ACE 

inhibitors 
Number of patients that 
effectively received ACE 

inhibitors divided by total 
eligible* patients 

At discharge Bilateral renal artery stenosis; 
pregnancy; history of angioedema 
due to ACE inhibitors 

Anticoagulation     
LMWH Prescription rates of LMWH Number of patients that 

effectively received LMWH 
divided by total eligible* patients 

During first 24 hours  Bleeding disorders; GI bleeding; 
brain hemorrhage; liver failure; 
known hypersensitivity to heparin; 
patients already prescribed UFH or 
fondaparinux 

UFH Prescription rates of UFH Number of patients that 
effectively received UFH divided 
by the total eligible* patients 

During first 24 hours  Bleeding disorders; GI bleeding; 
brain hemorrhage; liver failure; 
known hypersensitivity to heparin; 
patients already prescribed LMWH 
or fondaparinux  

Fondaparinux Prescription rates of 
fondaparinux 

Number of patients that 
effectively received 
fondaparinux divided by total 
eligible* patients 

During first 24 hours  
 

Active bleeding; known 
hypersensitivity to fondaparinux or 
to any of the excipients; severe renal 
impairment (GFR <30 mL/min); 
patients already prescribed UFH or 
LMWH 

Primary enpoint     
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Adherence to all eligible acute 
evidence-based therapies 

Prescription rates of aspirin + 
anticoagulation (LMWH or 
fondaparinux) + clopidogrel + 
statins 

Number of patients that 
effectively received all these 
therapies divided by total 
eligible* patients 

During first 24 hours Absence of contraindications to all 
these therapies 

Secondary endpoint     
Concomitant use of aspirin, 
beta-blockers, ACE inhibitors, 
and statins 

Prescription rates of these 4 
medications together 

Number of patients that 
effectively received all these 
therapies divided by total eligible 
patients 

At discharge Absence of contraindications to all 
these therapies 

Adherence to all  eligible acute 
AND discharge therapies  

Prescription rates of aspirin + 
anticoagulation + statins during 
the first 24 hours AND aspirin 
+ beta-blockers + ACE 
inhibitors + statins at discharge 

Number of patients that 
effectively received all these 
therapies divided by total eligible 
patients 

During first 24 hours 
AND at discharge 

Absence of contraindications to all 
these therapies 

Adherence Score     
Composite adherence score Adherence score of aspirin, 

anticoagulation + statins during 
the first 24 hours AND aspirin 
+ beta-blockers + ACE 
inhibitors + statins at discharge 

Median percentages of these 
therapies among eligible patients 

During first 24 hours 
AND at discharge 

Absence of contraindications to all 
the studied therapies 

ACE indicates angiotensin-converting enzyme; GFR, glomerular filtration rate; GI, gastrointestinal; LMWH, low molecular weight heparin; UFH, unfractionated 
heparin. 
*Eligible = without contraindications (specific for each outcome as detailed in the table). 
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eTable2. Overall Comparison Between Baseline Characteristics From all Included and Excluded Clusters* 

Cluster Baseline Characteristics, n/N (%) Excluded 
(n=2) 

Included 
(n=34) 

P Value 

Cardiologist available in ED 0/2 (0%) 24/34 (70.6) 0.10 

Cardiac surgery team available 24 hours 0/2 (0%) 13/34 (38.2) 0.52 

Percutaneous coronary intervention capabilities  1/2 (50%) 14/34 (41.2) >0.9 

Coronary care unit 1/2 (50%) 19/34 (55.9) >0.9 

Teaching hospital 0/2 (0%) 27/34 (79.4) 0.06 

Chest pain protocol in ED 1/2 (50%) 24/34 (70.6) 0.52 

Prior participation in multicenter clinical trial 2/2 (100%) 15/34 (44.1) 0.22 

*Analysis should be interpreted with caution due to the very low number of observations in 1 group (2 clusters). 
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eTable3. Comparison Between Baseline Characteristics From Included and Excluded Clusters Among the Intervention Group* 

Cluster Baseline Characteristics, n/N (%) Excluded 
(n=2) 

Included 
(n=17) 

P Value 

Cardiologist available in ED 0/2 (0) 12/17 (70.6) 0.13 

Cardiac surgery team available 24 hours 0/2 (0) 6/17 (35.3) >0.9 

PCI capabilities 1/2 (50) 7/17 (41.2) >0.9 

Coronary care unit 1/2 (50) 10/17 (58.8) >0.9 

Teaching hospital 0/2 (0) 14/17 (82.4) 0.06 

Chest pain protocol in ED 1/2 (50) 13/17 (76.5) 0.47 

Prior participation in multicenter clinical trial 2/2 (100) 8/17 (47.1) 0.47 

*Analysis should be interpreted with caution due to the very low number of observations in 1 group (2 clusters). 

 
 
 
 


