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Dear Sir,

We read with great interest the article by Gundlund et al. ‘Initiation of anticoagulation in atrial fibrillation: which factors are associated with choice of anticoagulant?’ [1] where the authors characterized a cohort of over 50,000 patients with atrial fibrillation (AF) who initiated warfarin or a non-vitamin K antagonist oral anticoagulant (NOAC; dabigatran, rivaroxaban, or apixaban) in 2011–2016 using comprehensive Danish health databases. Characteristics of interest were patients’ gender, age, CHA2DS2-VASc and HAS-BLED scores, comorbidities (e.g., stroke, myocardial infarction, chronic kidney disease, history of bleeding, alcohol abuse, hypertension), and concomitant medication use. Consistent with other database studies [2–4], differences in the estimated risk of stroke were observed between initiators of various oral anticoagulants [1]. In their discussion, the authors acknowledge that they did not have access to many important factors potentially influencing the choice of an oral anticoagulant, such as race, body mass index, smoking, alcohol use, creatinine clearance, and socioeconomic status, and call for studies on how physicians make choices between different oral anticoagulants.

We conducted a qualitative study among 17 prescribers of oral anticoagulants working in primary or specialized care (neurology, cardiology, internal medicine) in Finland to better understand the factors influencing the choice of an oral anticoagulant after a treatment decision in AF has been made [5]. While our results based on semi-structured face-to-face/phone interviews of eight general practitioners and nine specialists in Nov 2016-Feb 2017 mainly accord with the study by Gundlund et al. [1], we indeed identified additional factors not accessible in database studies.

[bookmark: _Hlk490729584][bookmark: _Hlk490729518]In the interviews, indication (i.e., whether cardioversion is required), renal function, contraindications, and patients’ opinions emerged as the most important factors affecting the choice between NOACs and warfarin. In accordance with the Finnish recommendations [6], the majority of the interviewed physicians preferred NOACs for short-term use (e.g., when preparing for cardioversion). Patients’ attitude towards the co-payment was the most important patient-related factor. In Finland, the difference in the patient co-payments for warfarin and NOACs is almost €50 per month after reimbursement, and not all patients with AF are entitled to reimbursement for NOACs, further increasing the difference in the costs incurred by the patient. Therefore, it is not surprising that all interviewed physicians regarded NOACs too expensive for at least some patients.

The interviewed physicians mentioned several other clinical and non-clinical factors affecting their choice between anticoagulants. Clinical factors included patients’ co-medications potentially interacting with oral anticoagulants. In addition, patients with more comorbidities and co-medications and those using community nursing services were more often seen as candidates for warfarin than for NOAC use. Myocardial infarction which was associated with initiating warfarin in the Gundlund et al. study [1] was not mentioned by the physicians interviewed in our study. However, two physicians specializing in cardiology preferred warfarin after coronary interventions.

After the decision to initiate oral anticoagulation therapy, patients’ estimated stroke risk was not seen as an important factor when choosing between different anticoagulants, contrary to the observations by Gundlund et al. [1]. However, some of the risk factors included in the CHA2DS2-VASc score, such as the previously mentioned comorbidities, affected the choice. The estimated risk of bleeding seemed to affect the choice of an oral anticoagulant only slightly more than the estimated stroke risk. Every third interviewee preferred an oral anticoagulant with an available antidote for patients at a high bleeding risk.

Non-clinical factors affecting the choice for an oral anticoagulant included patients’ employment and financial situation: NOACs were often seen as a better choice for younger patients because of, for example, difficulties in INR monitoring due to employment, and warfarin for older patients, with one reason being financial barriers to NOAC use. In addition, difficulties with the logistics of INR monitoring (e.g., long distances) may be important. Patients’ lifestyle can also affect the choice as all physicians viewed NOACs as a better alternative for patients who travel frequently.

In conclusion, there are several factors that can affect the choice of an oral anticoagulant which are not typically available in database studies (e.g., plans for cardioversion, renal function, patients’ preferences, use of community nursing services). Many of these factors can directly increase the risk of thromboembolic complications or bleedings in patients with AF; for example, cardioversion is associated with a high risk of thromboembolism without adequate anticoagulation [7]. In addition, the effect of some factors may be indirect and mediated through overall quality of care. All the discussed factors may act as confounders in non-experimental studies regarding comparative effectiveness and safety of oral anticoagulants.
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