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Appendix 1 

 

INCLUSION AND EXCLUSION CRITERIA 

4. SUBJECTS 
Patients were eligible for participation in the present study if fulfilling the following 

criteria: 

4.1. Inclusion criteria 
• Men or women 
• Age >18 years 
• Healthy volunteers with no cardiovascular risk, assessed by using the SCORE system 

(<1% for 10-year risk of fatal CVD), according to the European Guidelines on cardio-
vascular disease prevention in clinical practice 

• Written informed consent. 
All enrolled women of reproductive age will undergo a pregnancy test and had to 

use birth control measures during the whole study. 
All concomitant treatment(s) should have been initiated for at least 3 months and 

are expected to be maintained at a fixed dose during the entire duration of the study. 

4.2. Non-inclusion criteria 
• Age <18 years 
• Positive pregnancy test (βGCH) performed at the selection visit or results not avail-

able, women who are pregnant, women who are breast-feeding, women of childbear-
ing potential not using estro-progestative or progestative or intrauterine contracep-
tion, or women using estro- progestative or progestative or intrauterine contracep-
tion, but who consider stopping it during the planned duration of the study 

• Patients at very high or low cardiovascular risk, having a calculated SCORE ≥10% 
• History of atrial fibrillation or atrial flutter 
• Patient in treatment with or with indication to oral anticoagulants or other an-

tithrombotic drugs 
• Patient with history of hypersensitivity or intolerance with acetylsalicylic acid 

or other non- steroidal ant-inflammatory drugs (NSAIDs) 
• Patients with any history of hereditary angioedema, idiopathic or associated with 

acetylsalicylic acid 
• Patients with history of peptic ulcers or gastritis or history of gastrointestinal 

bleeding associated to acetylsalicylic acid or other non-steroidal anti-inflammatory 
drugs (NSAIDs) 

• Patients with severe gastro-intestinal tract disorders with possible influence on drug 
absorption or electrolytes 

• Patient with asthma or NSAID-precipitated bronchospasm 
• Patients with known coagulation disorders or with abnormal platelet count (<100 

000 per mm3 or >400 000 per mm3) or with other acquired causes of impaired platelet 
aggregation, including uremia and paraproteinemia (monoclonal gammopathy) 

• Patients with haemophilia or other bleeding disorders 
• Patients with myeloproliferative disorders 
• Patients with severe chronic kidney disease (GFR <30 mL/min/1.73 m2), using Cock-

croft’s formula: 
• men = (140 - age) x weight (kg)/(0.814 x creatinine level (µmol/L)) 
• women = 0.85 x [(140 - age) x weight (kg)/(0.814 x creatinine level (µmol/L))] 
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• Patients with known liver disease or biliary obstructive disorders, with or without 
complications (chronic hepatitis, cirrhosis, etc) or with ALT or AST upper than 
3 times the upper limit of normal laboratory range 

• Patient with hyperkalemia 
• History of alcoholism or drug abuse 
• Patients unlikely to co-operate in the study or to comply well with treatment or 

with the study visits 
• Participation in another study at the same time or within the preceding 30 days, 

(or a longer period in accordance to the local regulations) 
• History of severe disease likely to interfere with the conduct of the study, severe 

uncontrolled infection, evolving neoplasm 
• History of severe mental or psychiatric disorder, severe depression or history of 

severe depression, e.g. requiring an hospitalization or at high risk of suicide attempt 
• Endocrine diseases: uncontrolled dys-thyroidia, Cushing’s syndrome, ac-

romegalia, hyperparathyroidia 
• Patient with a life expectancy of less than the 15 months duration of the study in 

opinion to the investigator 
• Patients with HIV or taking drugs for HIV. 

Concerning concomitant medications 
The use of the following treatments prevents the patient from being selected: antide-

pressant such as citalopram, duloxetine, escitalopram, fluoxetine, fluvoxamine, paroxe-
tine, sertraline or venlafaxine; other non-steroidal ant inflammatory drugs (NSAIDs) or 
another salicylate such as choline salicylate and/or magnesium salicylate or salsalate (Dis-
alcid), ibuprofen, indomethacin, naproxen, and tiaprofenicacid when taken regularly, 
Adefovir, chlorpheniramine/ibuprofen/pseudoephedrine, iphenhydramine/ibuprofen, 
brinzolamide and dorzolamide ophthalmic, emtricitabine, immunoglobulin, dichlorphen-
amide, acetozolamide, sodium biphosphate/sodium phosphate, methazolamide, tacroli-
mus, influenza virus vaccine, sirolimus, hydrocodone, methotrexate, tenofovir, amino-
phylline, antihistamines, oral anticoagulants or other antithrombotic drugs, statins, ni-
trates, corticosteroids, cephalosporins, agents that cause urinary alkalinization (ie potas-
sium or sodium citrate), antacids containing either aluminum and magnesium hydroxide 
or calcium carbonate two hours before acetylsalicylic acid dosing, dietary supplements 
(ginkgo, vitamin E, garlic, ginger, ginseng, omega-3 fatty acids (fish oil), local anaesthetics 
(procaine). 

 


