Table: Exclusion criteria of selected trials
	Trial
	Exclusion Criteria

	PC Trial
	1. Any identifiable cause for the thromboembolic event other than PFO. 

· Cardiac: mural thrombus, dilated cardiomyopathy, prosthetic heart valve, mitral stenosis, bacterial and nonbacterial endocarditis, cardiac myxoma, atherosclerosis of the aorta, chronic or paroxysmal atrial fibrillation

· Peripheral Vascular System: significant atherosclerosis or dissection of the aorta 

· Cerebrovascular System: clinically relevant atherosclerosis or dissection of the intra- and extracranial arteries, Any preexisting neurological disorder or significant intracranial disease 

· Vasculitis: significant collagen vascular disease, giant cell arteritis, vasculitis, systemic necrotizing vasculitis 
· Hematologic: hyperviscosity syndromes (erythrocytosis with hematocrit >50%, leucocytosis with white blood cell count >150 000 per μl, thrombocytosis with platelets >106 per μl, paraproteinemia), hypercoagulable states 

2. Contraindication for chronic oral anticoagulant or antiplatelet therapy:

· Severe bleeding disorder within past 3 months prior to randomization: gastrointestinal bleeding, gross hematuria, known coagulopathy, platelet disorder.

· Significant retinopathy (hemorrhages, exudates)

· Significant intracranial disease

· Previous intracranial hemorrhage

3. Patients who are on chronic anticoagulant therapy for another disease entity (e.g. prosthetic heart valve) other than paradoxical embolism

4. Previous surgical or percutaneous PFO closure

5. Drug or alcohol abuse <48 hours prior to the thromboembolic index event.

6. Septicemia or severe localized infection

7. Pregnancy

8. Severe central nervous system disease (seizure disorder, inflammatory disease of the central nervous system, severe disability from previous stroke, i.e. Barthel-index <50, Modified Rankin scale >3)

9. No informed consent

10. Follow-up over the next 5 years not possible 

	CLOSUREI Trial
	1. A contrast Valsalva bubble study demonstrating no shunting from right to left through the PFO.

2. There is a potential source of embolic stroke or TIA other than the PFO, including but not limited to:

· Carotid artery stenosis >50% (or less if stenosis is ulcerated or associated with thrombus).

· >50% intracranial stenosis appropriate to the patient’s symptoms.

· Complex aortic arch atheroma exhibiting high-risk features for embolism.

· Aortic arch, carotid artery, or vertebral artery dissection.

· Severe mitral valve stenosis.

· Severe aortic stenosis.

· Mitral or aortic valve vegetations.

· Mitral or aortic valve calcified annulus, classified as a >5-mm mitral annulus calcification thickness.

· Prosthetic heart valves in any location.

· Left ventricular ejection fraction <30% by echocardiography or ventriculography.

· Left ventricular aneurysm.

· Recent anterior wall myocardial infarction within the 3-month period preceding the neurologic event.

· Chronic atrial fibrillation, paroxysmal atrial fibrillation, or flutter defined as a history of ≥2 documented episodes lasting >30 seconds each and unrelated to a reversible cause, such as acute myocardial infarction, cardiac surgery, myocarditis, hyperthyroidism, or acute pulmonary disease. Patients meeting this definition will be excluded regardless of persistent or paroxysmal nature of the arrhythmia.
3. Based on echocardiographic assessment, a large, redundant ASA that cannot, in the judgment of the investigator, be covered by the STARFlex device without (1) causing the device to interfere with other intracardiac structures or (2) prohibiting the ability of the operator to adequately deploy the distal/proximal arms in the left/right atrium prior to final placement on the septum.

4. Congenital cardiac defects not repaired before enrollment, including:

· Atrial septal defect.

· Ventricular septal defect.

· Coarctation of the aorta.

· Patent ductus arteriosus.

5. Thrombus in or occlusion of the venous lumen between the femoral vein access site (or superior access site, if used) and the right atrium.

6. A previously implanted atrial septal device.

7. Echocardiographic evidence of an intra-atrial or ventricular thrombus
8. History of recent (within the past 6 months) or current intravenous drug abuse.

9. Known active endocarditis or documented bacteremia.

10. Serum creatinine >2.0 mg/dL.

11. Active infections requiring current antibiotic therapy. (If temporary illness, patients may enroll after discontinuation of antibiotics, once asymptomatic for 4 weeks.)

12. Women with suspected or known pregnancy.

13. Known hypersensitivity or contraindication (ie, tissue plasminogen activator administration or any endovascular intervention for acute stroke within 7 days) to warfarin treatment.

14. A known contraindication to aspirin, heparin, or clopidogrel or sensitivity to contrast media that cannot be adequately premedicated.

15. Any medical condition (other than index stroke), such as acute deep vein thrombosis, requiring anticoagulation with warfarin.

16. A platelet count <100 000 cells/mm3 or >700 000 cells/mm3, a white blood cell count <3000 cells/mm3, or a disorder of platelet function, such as thrombocytosis.

17. Any patient with a coagulopathy (ie, prothrombin G20210A, protein C, protein S, antithrombin III deficiency, factor V Leiden deficiency) if the patient requires long-term warfarin therapy as a result. These tests must be performed before randomization.

18. Patients with a moderate or high positive titer, as defined per study site, of antiphospholipid antibodies that would require long-term warfarin therapy as a result. Testing for antiphospholipid antibodies are to include, at a minimum, lupus anticoagulant and anticardiolipin antibodies. These tests must be performed before randomization.

19. Patients with known vasculitis or neurologic disorder that would interfere with interpretation or diagnosis of stroke or TIA, including systemic lupus erythematosus, giant-cell arteritis, or multiple sclerosis.

20. Patients unable to perform a satisfactory Valsalva maneuver.

21. Patients in whom TEE is contraindicated.

22. Active peptic ulcer or upper gastrointestinal bleeding within the prior 6 months.

23. Concurrent medical condition with a life expectancy of <24 months.

24. Currently participating in an investigational drug or another device study that has not completed the primary end point or that clinically interferes with the current study endpoints. (NOTE: Trials requiring extended follow-up for products that were investigational, but have since become commercially available, are not considered investigational trials.)

25. The presence of a permanent pacemaker.

26. The presence of an inferior vena cava filter.

27. Hemodynamic conditions generally contraindicating closure of a PFO or any other right-to-left decompressive shunt (ie, normal right ventricular function and pulmonary valve replacement >10 indexed Wood units if right ventricular pressure is less than half of systemic pressure, or pulmonary valve replacement >8 indexed Wood units if right ventricular pressure is more than half of systemic pressure).

28. When echocardiography suggests moderate or greater tricuspid regurgitation.

29. Suspected/recognized cirrhosis or portal hypertension or known pulmonary arteriovenous malformation.

30. Baseline (within 1 month before randomization) Modified Rankin Score of 3 or more.

	RESPECT Trial
	1. Cerebral, cardiovascular, and systemic conditions that suggest other mechanisms for stroke. 

· Carotid disease, atrial fibrillation, cardiomyopathy, etc

· Arterial hypercoagulable states

· Uncontrolled diabetes mellitus or hypertension
· Other sources of right to left shunt

2. Contraindications:

· To aspirin or clopidogrel

· Anatomical to device placement

3. Any other reason to expect limited life expectancy, inability to attend follow-up


