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Primary prevention of stroke

1.2.4. MUbM|S Atrial Fibrillation
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Well-documented and modifiable risk factors

1.2.4. AHEA|S Atrial Fibrillation
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1.ESC (2010)"

Combination therapy with aspirin 75-100 mg plus clopidogrel 75 mg daily, should be considered for

stroke prevention in patients for whom there is patient refusal to take OAC therapy or a clear

contraindication to OAC therapy [e.g. inability to cope or continue with anticoagulation monitoring),

where there is a low risk of bleeding. (Class Ila, LOE B

2. ASAVAHA (2011) 2

For high-risk patients with atrial fibrillation deemed unsuitable for anticoagulation, dual antiplatelet

therapy with clopidogrel and aspirin offers more protection against stroke than aspirin alone but with

increased risk of major bleeding and might be reasonable (Class llb; LOE B)

3. ASA/AHA (2012)°

1) Warfarin (Class I; LOE A), dabigatran (Class I; LOE B, apixaban (Class I; LOE BJ, and rivaroxaban
(Class lla; LOE B are all indicated for the prevention of first and recurrent stroke in patients with
nonvalvular AF. The selection of an antithrombotic agent should be individualized on the basis of risk
factors, cost, tolerability, patient preference, potential for drug interactions, and other clinical
characteristics, including time in INR therapeutic range if the patient has been taking warfarin.

2) Dabigatran 150 mg twice daily is an efficacious alternative to warfarin for the prevention of first and
recurrent stroke in patients with nonvalvular AF and at least 1 additional risk factor who have CrCl
»30 mL/min (Class I; LOE B).

3) On the basis of pharmacokinetic data, the use of dabigatran 75 mg twice daily in patients with AF and
at least 1 additional risk factor who have a low CrCL (15-30 mL/min) may be considered, but its safety

and efficacy have not been established (Class IIb; LOE C).
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4) Because there are no data to support the use of dabigatran in patients with more severe renal failure,
dabigatran is not recommended in patients with a CrCL <15 mL/min (Class IIl; LOE C).

5) Apixaban 5 mg twice daily is an efficacious alternative to aspirin in patients with nonvalvular AF
deemed unsuitable for vitamin K antagonist therapy who have at least 1 additional risk factor and no
more than 1 of the following characteristics: Age >80 years, weight <60 kg, or serum creatinine >
15mg/dL (Class |; LOE B).

6) Although its safety and efficacy have not been established, apixaban 2.5 mg twice daily may be
considered as an alternative to aspirin in patients with nonvalvular AF deemed unsuitable for vitamin K
antagonist therapy who have at least 1 additional risk factor and > 2 of the following criteria: Age >80
years, weight <60 kg, or serum creatinine >1.5 mg/dL (Class Ilb; LOE C).

7) Apixaban 5 mg twice daily is a relatively safe and efficacious alternative to warfarin in patients with
nonvalvular AF deemed appropriate for vitamin K antagonist therapy who have at least 1 additional
risk factor and no more than 1 of the following characteristics: Age >80 years, weight <60 kg, or
serum creatinine >1.5mg/dL (Class I; LOE B).

8) Although its safety and efficacy have not been established, apixaban 2.5 mg twice daily may be
considered as an alternative to warfarin in patients with nonvalvular AF deemed appropriate for
vitamin K antagonist therapy who have at least 1 additional risk factor and »2 of the following criteria:
Age >80 years, weight <60 kg, or serum creatinine >1.5mg/dL (Class llb; LOE C).

9) Apixaban should not be used if the CrClis < 25 mL/min (Class Ill; LOE C).

10} In patients with nonvalvular AF who are at moderate to high risk of stroke (prior history of TIA, stroke,
or systemic embolization or >2 additional risk factors), rivaroxaban 20 mg/d is reasonable as an
alternative to warfarin (Class lla; LOE B).

11) In patients with renal impairment and nonvalvular AF who are at moderate to high risk of stroke
(prior history of TIA, stroke, or systemic embolization or >2 additional risk factors), with a CrClof 15 to
50 mL/min, 15 mg of rivaroxaban daily may be considered; however, its safety and efficacy have not
been established (Class IIb; LOE C).

12) Rivaroxaban should not be used if the CrClis <15 mL/min (Class Ill: LOE C).

13) The safety and efficacy of combining dabigatran, rivaroxaban, or apixaban with an antiplatelet agent

have not been established (Class IIb; LOE C).
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4.ESC(2012)*
1) When adjusted-dose VKA [INR 2-3) cannot be used in a patient with AF where an OAC is

recommended, due to difficulties in keeping within therapeutic anticoagulation, experiencing side
effects of VKAs, or inability to attend or undertake INR monitoring, one of the NOACs, either a direct
thrombin inhibitor (dabigatran) or an oral factor Xa inhibitor (e.g. rivaroxaban, apixaban) is
recormmended. (Class |; LOE B)

2) Where OAC is recommended, one of the NOACs, either a direct thrombin inhibitor [dabigatran] oran
oral factor Xa inhibitor (e.g. rivaroxaban, apixaban) should be considered rather than adjusted-dose
VKA [INR 2-3] for most patients with non-valvular AF, based on their net clinical benefit. (Class lla; LOE A)

3) Where dabigatran is prescribed, a dose of 150 mg b.i.d. should be considered for most patients in
preference to 110 mg b.i.d., with the latter dose recommended in elderly patients, age > 80,
concomitant use of interacting drugs (e.g. verapamil), high bleeding risk (HAS-BLED score >3] or

moderate renal impairment (CrCL 30-49 mL/min). (Class lla; LOE B)

4) Where rivaroxaban is being considered, a dose of 20 mg o.d. should be considered for most patients
in preference to 15 mg o.d., with the latter dose recommended in high bleeding risk (HAS-BLED
score >3] or moderate renalimpairment (CrCL30-49 mL/min). (Class lla; LOE C)

5) Baseline and subsequent regular assessment of renal function (by CrCl is recommended in patients
following initiation of any NOAC, which should be done annually but more frequently in those with
moderate renal impairment where CrCl should be assessed 2-3 times per year. (Class Ila; LOE B)

6)NOACs [dabigatran, rivaroxaban, and apixaban) are not recommmended in patients with severe renal

impairment (CrCL <30 mL/min). (Class Ill; LOE A]
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IE. Nonvalvular Atrial Fibrillation Risk Stratification and Treatment Recommendations:
Risk Stratification by CHADS: Scheme

CHADS,Score Risk Level Stroke Rate Treatment Recommendations Based on Risk Stratification
0 Low 1.0%/y Aspirin (75-325 mg/d)

1 Low-moderate 1.5%/y Warfarin INR 2-3 or aspirin (75-325 mg/d) t

2% Moderate 2.5%/y Warfarin INR 2-3 T

3 High 5.0%/y Warfarin INR 2-3

>4 Very high > 7%}y Warfarin INR 2-3

Congestive heart failure, hypertension, age > 75y, or diabetes = 1 point. Stroke or TIA* =2 points.

*All nonvalvular atrial fibrillation patients with prior stroke or transient ischemic attack should be considered
high risk and treated with anticoagulants; the CHADS ,scheme should be applied for primary prevention.

T Consider patient preferences, bleeding risk, and access to good INR monitoring. For those with a CHADS,
Score=1, the number needed to treat to prevent 1 stroke over 1y with warfarin is =100; excellent anticoagulation

control is essential to achieve this benefit.
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