
 

© 2018 American Medical Association. All rights reserved. 

Supplementary Online Content 

 

The Writing Committee for the TREAT Study Group. Ticagrelor vs clopidogrel after fibrinolytic 
therapy in patients with ST-elevation myocardial infarction: a randomized clinical trial. JAMA 
Cardiol. Published online March 11, 2018. doi:10.1001/jamacardio.2018.0612 

 

eMethods 1. Inclusion and Exclusion Criteria 
eMethods 2. Outcome Definitions 
eTable 1. Randomized Treatment, Other Treatment, and Procedures 
eTable 2. Sensitivity Analyses 
eTable 3. Reported Adverse Events 
eTable 4. Effects of Ticagrelor vs Clopidogrel on TIMI Major Bleeding on Subgroups 
eTable 5. Effects of Ticagrelor vs Clopidogrel on Death from Vascular Causes, MI, or Stroke on 
Subgroups  
eFigure 1. Cumulative Kaplan-Meier Estimates of TIMI Major Bleeding Definition 
eFigure 2. Cumulative Kaplan-Meier Estimates of PLATO Major Bleeding Definition 
eFigure 3. Cumulative Kaplan-Meier Estimates of BARC Type 3-5 Bleeding Definition 
eFigure 4. Major Bleeding (TIMI, PLATO and BARC Definitions) According to Time From 
Fibrinolytic Administration to Randomization 

 

This supplementary material has been provided by the authors to give readers additional 
information about their work. 
 



 

© 2018 American Medical Association. All rights reserved. 

eMethods 1. Inclusion and Exclusion Criteria 

Inclusion Criteria 
 Male and female patients aged  ≥ 18 years and < 75 years with ST-segment elevation myocardial 
infarction (STEMI) with onset during the previous 24 hours, treated with fibrinolytic therapy  
*For the purpose of the TREAT trial, the definition of STEMI includes: ST-segment elevation at 
the J point in two continuous leads in electrocardiogram with cut-points: > 0.1mV in all leads other 
than leads V2-V3, where the following cut points apply: > 0.2 mV in men  > 40 years; > 0.25 mV 
in men < 40 years, or > 0.15 mV in women OR a new left bundle-branch block AND at least 1 of 
the following criteria:  

 Angina-like chest pain or ischemic equivalent chest pain; 
 Abnormalities above the reference value for markers of myocardial necrosis (troponin and/or 
CK-MB). 

 The patient (or legal representative) must be able to give informed consent in accordance with 
ICH GCP guidelines and local legislation and/or regulations. 
 
Exclusion Criteria  
 Any contraindication against the use of Clopidogrel or Ticagrelor (i.e. hypersensitivity, moderate 
or severe liver disease, active bleeding or recent bleeding history, history of intracranial 
hemorrhage); 
 Need for oral anticoagulation therapy or aspirin doses per day more than 100mg/day; 
 Concomitant oral or IV therapy with strong CYP3A inhibitors (ketoconazole, itraconazole, 
voriconazole, telithromycin, clarithromycin, nefazodone, ritonavir, saquinavir, nelfinavir, indinavir, 
atazanavir, grapefruit juice N1 L/d), CYP3A substrates with narrow therapeutic indices 
(cyclosporine, quinidine), or strong CYP3A inducers (rifampin/rifampicin, phenytoin, 
carbamazepine); 
 Increased risk of bradycardia events; 
 Dialysis required; 
 Known clinically important thrombocytopenia; 
 Known clinically important anemia; 
 Any other condition that may put the patient at risk or influence study results in the investigator’s 
opinion (eg, cardiogenic shock, severe hemodynamic instability, active cancer); 
 Participant in another investigational drug or device study within 30-days; 
 Pregnancy or lactation; 
 Any condition that increases the risk for noncompliance or being lost to follow-up; 
 Involvement in the planning or conduct of the study; 
 Previous enrollment or randomization in this study; 
 Contraindications to fibrinolytic therapy including:  
o Any prior intracranial hemorrhage; 
o Known structural cerebral vascular lesion (eg, Arterial Venous Malformation - AVM); 
o Known malignant intracranial neoplasm (primary or metastatic); 
o Ischemic stroke within 3 months; 
o Suspected aortic dissection; 
o Active bleeding or bleeding diathesis (excluding menses); 
o Significant closed head trauma or facial trauma within 3 months; 
*Observation: In case of relative contraindications to fibrinolytic therapy, it is reasonable to 
consider including the patient in TREAT protocol if the investigator decides for fibrinolytic 
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therapy.  The relative contraindications are:  
o Prior coronary-artery bypass grafting; 
o Patients with ST depression except when a true posterior (inferobasal) MI is suspected or when 
associated with ST-elevation in lead aVR; 
o History of chronic, severe, poorly controlled hypertension; 
o Severe uncontrolled hypertension on presentation (SBP > 180 mmHg or DBP > 110 mmHg);  
o History of prior ischemic stroke < 3 months, dementia, or known intracranial pathology not 
covered in contraindications; 
o Traumatic or prolonged (> 10 minutes) CPR or major surgery (< 3 weeks); 
o Recent (within 2 to 4 weeks) internal bleeding; 
o Noncompressible vascular punctures; 
o For streptokinase/anistreplase: prior exposure (> 5 days ago) or prior allergic reaction to these 
agents; 
o Pregnancy; 
o Active peptic ulcer; 
o Current use of anticoagulants: the higher the INR, the higher the risk of bleeding. 
 

eMethods 2. Outcomes Definitions 

TIMI Definition 
Non-CABG related bleeding 
Major 
Any intracranial bleeding (excluding microhemorrhages < 10 mm evident only on gradient-echo 
MRI). 
Clinically overt signs of hemorrhage associated with a drop in hemoglobin of  ≥ 5 g/dL. 
Fatal bleeding (bleeding that directly results in death within 7 days). 
Minor 
Clinically overt (including imaging), resulting in hemoglobin drop of 3 to < 5 g/dL. 
Requiring medical attention 
Any overt sign of hemorrhage that meets one of the following criteria and does not meet criteria for 
a major or minor bleeding event, as defined above. 
Requiring intervention (medical practitioner-guided medical or surgical treatment to stop or treat 
bleeding, including temporarily or permanently discontinuing or changing the dose of a medication 
or study drug). 
Leading to or prolonging hospitalization. 
Prompting evaluation (leading to an unscheduled visit to a healthcare professional and diagnostic 
testing, either laboratory or imaging). 
Minimal 
Any overt bleeding event that does not meet the criteria above. 
 
Bleeding in the setting of CABG 
Major 
Fatal bleeding (bleeding that directly results in death). 
Perioperative intracranial bleeding. 
Reoperation after closure of the sternotomy incision for the purpose of controlling bleeding. 
Transfusion of  ≥ 5 U PRBCs or whole blood within a 48 hours period; cell saver transfusion will 
not be counted in calculations of blood products. 
Chest tube output > 2 L within a 24 hours period. 
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BARC Definition 
Type 0: no evidence of bleeding. 
Type 1: bleeding that is not actionable and does not cause the patient to seek unscheduled 
performance of studies, hospitalization, or treatment by a healthcare professional; may include 
episodes leading to self-discontinuation of medical therapy by the patient without consulting a 
healthcare professional. 
Type 2: any clinically overt sign of hemorrhage that is actionable (eg, more bleeding than would 
be expected for a clinical circumstance, including bleeding found by imaging alone) but does not 
meet criteria for type 3, 4 or 5. Must meet at least 1 of following criteria: 
 Requires intervention:  
o Defined as a healthcare professional– guided medical treatment or percutaneous intervention to 
stop or treat bleeding, including temporarily or permanently discontinuing a medication or study 
drug; 
o Examples include coiling, compression, use of reversal agents (Vit. K, protamine), local 
injections to reduce oozing, or a temporary/permanent cessation of antiplatelet, antithrombin, or 
fibrinolytic therapy. 
 Leads to hospitalization: 
o Defined as leading to or prolonging hospitalization or transfer to a hospital unit capable of 
providing a higher level of care. 
 Prompts evaluation: 
o Defined as leading to an unscheduled visit to a healthcare professional resulting in diagnostic 
testing (laboratory or imaging). Examples include, but are not limited to, hematocrit testing, 
hemoccult testing, endoscopy, colonoscopy, computed tomography scanning, or urinalysis. 
 
Type 3: clinical, laboratory, and/or imaging evidence of bleeding, with healthcare provider 
responses: 
 
 BARC type 3a 
o Any transfusion with overt bleeding; 
o Overt bleeding plus hemoglobin drop ≥ 3 to < 5 g/dL. 
 
 BARC type 3b 
o Overt bleeding plus hemoglobin drop ≥ 5 g/dL; 
o Cardiac tamponade; 
o Bleeding requiring surgical intervention for control (excluding dental/nasal/skin/hemorrhoid); 
o Bleeding requiring intravenous vasoactive drugs. 
 
 BARC type 3c 
o Intracranial hemorrhage, subcategories confirmed by autopsy, imaging or lumbar puncture (does 
not include microbleeds or hemorrhagic transformation, does include intraspinal); 
o Intraocular bleed compromising vision. 
 
Type 4: Coronary Artery Bypass Graft–related bleeding  
 Perioperative intracranial bleeding within 48 hours;  
 Reoperation after closure of sternotomy for the purpose of controlling bleeding; 
 Transfusion of ≥ 5 U whole blood or packed redblood cells within a 48 hours period; 
 Chest tube output ≥ 2 L within a 24 hours period; 
Notes: If a CABG-related bleed is not adjudicated as at least a type 3 severity event, it will be 
classified as not a bleeding event. If a bleeding event occurs with a clear temporal relationship to 
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CABG (ie, within a 48 hours time frame) but does not meet type 4 severity criteria, it will be 
classified as not a bleeding event.  
 
 
Type 5:  Fatal bleeding 
 Probable fatal bleeding (type 5a) 
Bleeding that is clinically suspicious as the cause of death, but the bleeding is not directly observed 
and there is no autopsy or confirmatory imaging. 
 Definite fatal bleeding (type 5b) 
Bleeding that is directly observed (by either clinical specimen [blood, emesis, stool, etc] or 
imaging) or confirmed on autopsy. 
BARC fatal bleeding is meant to capture deaths that are directly due to bleeding with no other 
cause. The time interval from the bleeding event to the death should be considered with respect to 
likely causality, but there is no specific time limit proposed. 
 
PLATO bleeding definition: 

Major bleed—life threatening; meets any of these criteria: 
Fatal or intracranial or intrapericardial with cardiac tamponade or hypovolemic shock or severe 
hypotension requiring pressors or surgery, a decline in the hemoglobin level of 5.0 g per deciliter 
or more, or the need for transfusion of at least 4 units of red cells. 
Other major 
Significantly disabling (eg, intraocular with permanent vision loss); 
Associated drop in hemoglobin of 3 to 5 g/dL; 
Requiring transfusion of 2 to 3 U whole blood or PRBCs. 
Any major 
Any one of the above criteria. 
Minor 
Requiring medical intervention to stop or treat bleeding (eg, epistaxis requiring visit to medical 
facility for packing). 
Minimal 
All others (eg, bruising, bleeding gums, oozing from injection sites) not requiring intervention or 
treatment. 
Secondary Efficacy Outcome 
Secondary efficacy combined endpoint: death from vascular causes, myocardial infarction, stroke, 
severe recurrent ischemia, recurrent ischemia, TIA, or other arterial thrombotic event.  
 
Myocardial infarction 
Recurrent MI when cardiac markers are increasing (in general within 18 hours of the index event) 
is defined as recurrent cardiac ischemic symptoms and a new ST-elevation. Recurrent MI when 
cardiac markers are stable or decreasing but before cardiac markers have returned to normal (in 
general after 18 hours of the index event) is defined as re-elevation of troponin or CK-MB with one 
of the following criteria:  
 Symptoms of ischemia. 
 New or presumed new significant ST-segment–T wave (ST–T) changes or new left bundle 
branch block (LBBB). Development of pathological Q waves in the ECG. 
 Imaging evidence of new loss of viable myocardium or new regional wall motion abnormality. 
 Identification of an intracoronary thrombus by angiography or autopsy.  
Myocardial infarction after cardiac biomarkers have returned to normal is defined as elevation of 
biochemical markers above the upper limit of normal [preferably cardiac troponin (cTn)] and with 
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at least one of the above criteria. 
 
Recurrent ischemia  
Defined as ischemic discomfort or equivalent meeting the following criteria: lasting ≥ 10 minutes 
at rest, or repeated episodes at rest lasting ≥ 5 minutes, considered to be myocardial ischemia upon 
final diagnosis. If this case had a prompt coronary revascularization emergently or not previously 
planned then should be considered as Severe Recurrent ischemia. Attempted revascularization 
procedures, even if not successful, will be counted. Potential ischemic events meeting the criteria 
for myocardial infarction will not be adjudicated as urgent coronary revascularization. 
Transient ischemic attack is defined by:  
 An acute focal neurological deficit ending lasting < 24 hours, and not due to an identifiable non-

vascular cause (e.g. brain tumor, trauma), AND 
 Absence of new infarct on brain imaging (if obtained). 
 
Stroke 
Defined as a sudden, focal neurologic deficit resulting from a presumed cerebrovascular cause that 
is not reversible within 24 hours and not due to a readily identifiable cause, such as a tumor or 
seizure. An event matching this definition that lasts < 24 hours is considered a transient ischemic 
attack (TIA), except if there is a positive imaging of stroke.  
 
Cardiovascular Death 
Death from cardiovascular causes includes death due to MI, stroke or any other death with 
documentation which was clearly not a non-cardiovascular cause (e.g sudden death).  
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eTable 1. Randomized treatment, other treatment, and proceduresª 
Characteristic Ticagrelor (n=1913) Clopidogrel (n=1886) 

Time from symptom to fibrinolytic administration, 
median (IQR), hours 

2.6 (1.5 - 4.3) (n=1899) 2.6 (1.5 - 4.3) (n=1870) 

Time from fibrinolytic administration to 
randomization, median (IQR), hours 

11.4 (5.7 - 18.1) (n=1899) 11.5 (5.8 - 18.2) (n=1870) 

Fibrinolytic Therapy - no/total No.(%) 

     TNK 757/1911 (39.6) 750/1884 (39.8) 

     Alteplase 377/1911 (19.7) 362/1884 (19.2) 

     Reteplase 322/1911 (16.8) 313/1884 (16.6) 

     Prourokinase 134/1911 (7.0) 141/1884 (7.5) 

     Urokinase 131/1911 (6.9) 135/1884 (7.2) 

     Streptokinase 109/1911 (5.7) 106/1884 (5.6) 

     Other 81/1911 (4.2) 77/1884 (4.1) 

Clopidogrel  administered before 
randomization - no/total No.(%)   

     No or less than 300 mg 195/1898 (10.3) 202/1876 (10.8) 

     300 mg 1652/1898 (87.0) 1614/1876 (86.0) 

     More than 300 mg 51/1898 (2.7) 60/1876 (3.2) 

In-hospital treatment - no/total No.(%) 

     Aspirin 1890/1913 (98.8) 1865/1886 (98.9) 

     Unfractioned heparin 758/1913 (39.6) 744/1886 (39.4) 

     Low- molecular-weight heparin 1322/1913 (69.1) 1297/1886 (68.8) 

     Fondaparinux 79/1913 (4.1) 77/1886 (4.1) 

     Bivalirudin 13/1913 (0.7) 26/1886 (1.4) 

     Glycoprotein  IIb/IIIa inhibitor 101/1913 (5.3) 92/1886 (4.9) 

     Nitrate 1158/1913 (60.5) 1129/1886 (59.9) 

     Beta-blocker 1410/1913 (73.7) 1396/1886 (74.0) 

     ACE inhibitor 1132/1913 (59.2) 1113/1886 (59.0) 

     Angiotensin-II-receptor blocker 202/1913 (10.6) 172/1886 (9.1) 

     Statin 1780/1913 (93.0) 1762/1886 (93.4) 

     Proton pump-inhibitor 1050/1913 (54.9) 1068/1886 (56.6) 

     Warfarin 4/1913 (0.2) 17/1886 (0.9) 

Invasive procedure performed during index 
hospitalization - no/total No.(%)   

PCI 1084/1913 (56.7) 1048/1886 (55.6) 

     DES 653/1913 (34.1) 623/1886 (33.0) 

Within 24 hours after randomization 811/1913 (42.4) 792/1886 (42.0) 

Cardiac surgery during hospitalization 32/1913 (1.7) 39/1886 (2.1) 

Within 24 hours after randomization 0/1913 (0) 3/1886 (0.2) 

Within 7 days after randomization 9/1913 (0.5) 9/1886 (0.5) 
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Premature discontinuation of study drug at 30 
days Follow-up - no/total No.(%) 

155/1907 (8.1) 120/1875 (6.4) 

     Because of adverse event 8/1907 (0.4) 8/1875 (0.4) 

     Dyspnea 22/1907 (1.2) 0/1875 (0) 

     CABG 17/1907 (0.9) 26/1875 (1.4) 

     Patient refused to receive study drug 28/1907 (1.5) 5/1875 (0.3) 

     Previous visit was not performed 7/1907 (0.4) 8/1875 (0.4) 

     Other 73/1907 (3.8) 73/1875 (3.9) 

     Temporary interruption 50/1907 (2.6) 48/1875 (2.6) 

     Permanent interruption 105/1907 (5.5) 72/1875 (3.8) 

Adherence to study drug (%) at 30 days Follow upb 
     [0;80] 231/1907 (12.1) 205/1875 (10.9) 

     (80;90] 61/1907 (3.2) 64/1875 (3.4) 

     (90;100] 1615/1907 (84.7) 1606/1875 (85.7) 

     mean (SD) 89.9 (26.2) 90.7 (25.3) 
 
Abbreviatons: IQR denotes Interquartile Range. ACE denotes Angiotensin-Converting Enzyme. PCI denotes Percutaneous Coronary 
Intervention. DES denotes Drug-Eluting Stent. TNK denotes Tenecteplase. CABG denotes Coronary- Artery Bypass Grafting.  
aData presented as No. /total No. (%). 
bAdherence to the study drug was defined as use of 0 to 80%, 80 to 90% and 90 to 100% of the study medication during each interval between visits, 
as assessed by the site investigator. 
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eTable 2 – Sensitivity Analysesa 

Sensitivity analyses 
Safety outcomes at 30-

days 
Ticagrelor Clopidogrel 

Hazard Ratio Absolute Difference (%) 

(95% CI)b P Valueb (95% CI)c P Valuec 

Per protocol: time from 
symptom to randomization 
less than 24 hours and 
study drug administrated at 
least one time. 

Major TIMI Bleeding 14/1801 (0.78) 12/1764 (0.68) 1.14 (0.53 to 2.47) 0.73 0.10 (-0.46 to 0.66) <0.001 

Major PLATO Bleeding 23/1801 (1.28) 25/1764 (1.42) 0.90 (0.51 to 1.59) 0.72 -0.14 (-0.9 to 0.62) 0.002 

Time from fibrinolytic 
administration to 
randomization within 4 
hours 

Major TIMI Bleeding 5/327 (1.53) 4/329 (1.22) 1.26 (0.34 to 4.68) 0.73 0.31 (-1.47 to 2.09) 0.22 

Major PLATO Bleeding 7/327 (2.14) 7/329 (2.13) 1.00 (0.35 to 2.86) 0.99 0.01 (-2.2 to 2.22) 0.19 

 aData presented as no. (%)    
 bCox proportional hazard model    
 cDifference (in percentage) presented as two-sided 95% confidence interval.1% of margin noninferiority for difference in proportions.     
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eTable 3 – Reported Adverse Eventsa 

Adverse Events at 30-days follow-up 
Ticagrelor 
(n=1913) 

Clopidogrel 
(n=1886) 

Dyspnea 265 (13.9) 144 (7.6) 

Serious Adverse Events 

Dyspnea resulting in drug premature discontinuation 19 (1.0) 0 (0.0) 

Ventricular Pauses > 3 sec 2 (0.1) 0 (0.0) 

Atrial Fibrillation 0 (0.0) 2 (0.1) 

Ventricular tachycardia 4 (0.2) 2 (0.1) 

Ventricular Fibrillation 1 (0.1) 0 (0.0) 

Cardiac Arrest 2 (0.1) 0 (0.0) 

Heart Failure 3 (0.2) 6 (0.3) 

Cardiogenic shock 1 (0.1) 1 (0.1) 

Non-ACS chest pain 1 (0.1) 6 (0.3) 

Pericarditis 3 (0.2) 3 (0.2) 

Pericardial effusion drainage 1 (0.1) 0 (0.0) 

Acute kidney injury 4 (0.2) 2 (0.1) 

Pneumonia 2 (0.1) 2 (0.1) 

Infective endocarditis 0 (0.0) 1 (0.1) 

Other infection 2 (0.1) 3 (0.2) 

Pancreatitis 1 (0.1) 0 (0.0) 

Biliary colic 1 (0.1) 0 (0.0) 

Allergic reaction 2 (0.1) 0 (0.0) 

Trauma 1 (0.1) 0 (0.0) 
Abbreviations: Non-ACS chest pain denotes Non Acute Coronary Syndromes.  
aData presented as no. (%). 
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eTable 4 – Effects of Ticagrelor vs Clopidogrel on TIMI Major Bleeding on Subgroups 
  No. of Bleedings/Total No. (%)     

Subgroup Ticagrelor (n=1913) Clopidogrel (n=1886) Hazard ratio (95% CI) 
P Value for 
Interaction 

Sex         

Male 10/1480 (0.68) 9/1448 (0.62) 1.09 (0.44 to 2.68) 0.94 

Female 4/433 (0.92) 4/438 (0.91) 1.02 (0.25 to 4.06)   

Age (years)         

≤ 75 14/1902 (0.74) 12/1877 (0.64) 1.15 (0.53 to 2.49) 1.00 

> 75 0/11 (0.00) 1/9 (11.11) -   

Diabetes Mellitus         

No  13/1581 (0.82) 8/1583 (0.51) 1.63 (0.68 to 3.94) 0.06 

Yes 1/332 (0.30) 5/303 (1.65) 0.18 (0.02 to 1.55)   

Chest pain until randomization         

More than 12 hours 5/1199 (0.42) 3/1192 (0.25) 1.66 (0.40 to 6.94) 0.54 

12 hours or less 9/710 (1.27) 9/689 (1.31) 0.97 (0.39 to 2.45)   

Killip class         

I 14/1761 (0.80) 11/1722 (0.64) 1.25 (0.57 to 2.74) 1.00 

II, III or IV 0/152 (0.00) 2/164 (1.22) -   

Clopidogrel pre-randomization         

No or less than 300 mg 3/195 (1.54) 2/203 (0.99) 1.56 (0.26 to 9.33) 0.90 

300 mg 10/1652 (0.61) 10/1613 (0.62) 0.98 (0.41 to 2.35)   

More than 300 mg 1/51 (1.96) 1/60 (1.67) 1.16 (0.07 to 18.61)   

Fibrinolytic therapy         

Non-specific 3/455 (0.66) 1/459 (0.22) 3.03 (0.32 to 29.13) 0.32 

Specific 11/1456 (0.76) 12/1425 (0.84) 0.90 (0.40 to 2.04)   
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eTable 5 – Effects of Ticagrelor vs Clopidogrel on Death from Vascular Causes, MI, or Stroke on Subgroups 
  No. of Bleedings/Total No. (%)     

Subgroup Ticagrelor (n=1913) Clopidogrel (n=1886) Hazard ratio (95% CI) 
P Value for 
Interaction 

Sex         

Male 44/1480 (3.0) 56/1448 (3.9) 0.77 (0.52 to 1.14) 0.14 

Female 32/433 (7.4) 26/438 (5.9) 1.25 (0.74 to 2.09)   

Age (years)         

≤ 75 73/1902 (3.8) 81/1877 (4.3) 0.89 (0.65 to 1.22) 0.33 

> 75 3/11 (27.3) 1/9 (11.1) 2.79 (0.29 to 26.84)   

Diabetes Mellitus         

No  59/1581 (3.7) 60/1583 (3.8) 0.99 (0.69 to 1.41) 0.33 

Yes 17/332 (5.1) 22/303 (7.3) 0.69 (0.37 to 1.30)   

Chest pain until randomization         

More than 12 hours 42/1199 (3.5) 44/1192 (3.7) 0.95 (0.62 to 1.45) 0.84 

12 hours or less 34/710 (4.8) 37/689 (5.4) 0.89 (0.56 to 1.42)   

Killip class         

I 60/1761 (3.4) 72/1722 (4.2) 0.81 (0.58 to 1.14) 0.08 

II, III or IV 16/152 (10.5) 10/164 (6.1) 1.76 (0.8 to 3.89)   

Clopidogrel pre-randomization         

No or less than 300 mg 9/195 (4.6) 13/203 (6.4) 0.71 (0.3 to 1.66) 0.15 

300 mg 65/1652 (3.9) 59/1613 (3.7) 1.08 (0.76 to 1.54)   

More than 300 mg 2/51 (3.9) 8/60 (13.3) 0.28 (0.06 to 1.34)   

Fibrinolytic therapy         

Non-specific 18/455 (4.0) 16/459 (3.5) 1.13 (0.58 to 2.22) 0.50 

Specific 58/1456 (4.0) 65/1425 (4.6) 0.87 (0.61 to 1.24)   
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eFigure 1 – Cumulative Kaplan-Meier Estimates of TIMI Major Bleeding Definition. 

 
Time to event was censored at visit date. The protocol visits window was ± 5 days; consequently, some patients may be censored before 30-days. 
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eFigure 2 – Cumulative Kaplan-Meier Estimates of PLATO Major Bleeding Definition. 

 
Time to event was censored at visit date. The protocol visits window was ± 5 days; consequently, some patients may be censored before 30-days.   
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eFigure 3 – Cumulative Kaplan-Meier Estimates of BARC Type 3-5 Bleeding Definition. 

 
Time to event was censored at visit date. The protocol visits window was ± 5 days; consequently, some patients may be censored before 30-days.   
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eFigure 4 – Major Bleeding (TIMI, PLATO and BARC Definitions) According to Time From Fibrinolytic 
Administration to Randomization. 

 
 
 
 
 


