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Dieci quesiti in attesa di risposta sull'utilizzo dei nuovi
anticoagulanti orali nella fibrillazione atriale
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After more than 3 years from the appearance in ltaly of the non-vitamin K antagonist oral anticoagulants
(NOACs), their use for the prevention of thromboembolism in atrial fibrillation is still limited, with wide dif-
ferences in prescriptions across regions. When NOACs became available for clinical practice, several doubts
arose about their practical management in the “real world”. This article analyses the 10 more frequent
questions asked by clinicians dealing with NOACs in their daily activity with atrial fibrillation patients. The
answers are synthetic and schematic with pragmatic suggestions that could help clinicians in their doubts.
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A Primary Safety End Point
100

Hazard ratio for group 1 vs. group 3, Group 3
0.59 (95% Cl, 0.47-0.76) 25—
P<0.001

80
Hazard ratio for group 2 vs. group 3, 20+
0.63 (95% Cl, 0.50—0.80)
P<0.001
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movencovFigure 7 Default scenarios and criteria for adaptation for long-term treatment of patients on NOAC therapy after revascularization or ACS. o
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Profilassi TEV — Prevenzione ictus/EES Trattamento
chirurgia nella fibrillazione TEV -
ortoredica atriale Profilassi
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v Nuovi anticoagulanti orali nella fibrillazione atriale: — Jws
v evidenze di efhicacia e sicurezza nel mondo reale i
AN A T e
A AN,
AAAAAAAS Letizia Riva, Giuseppe Di Pasquale AVAAAAAAAAAAN
NAAAAAN U.O.C. Cardiologia, Ospedale Maggiore, Azienda USL di Bologna, Bologna NAAAAAAAAAAA,
AN NAAAAAAAAANA
NAAAAAN NAAAAAAAAANAA
NAAAAAN NAAAAAAAAAAA
AAAAAAN, New oral anticoagulants (NOACs: dabigatran, rivaroxaban, apixaban and edoxaban) proved to be at least MAAAAAAANNNN
AR non-inferior to warfarin in reducing thromboembolic risk in patients with atrial fibrillation. In addition, AAAAAAAAAAR,
AN NOACs have been demonstrated to be safe and associated with a significant reduction in major and intracra- NAAAAAAAAAAR,
P nial bleeding events. With the exception of apixaban, an increase in gastrointestinal bleedings has been ob- A,
A served, but as 2 whole NOACs have been shown to reduce mortality with rates similar to those of warfarin. NNNANNNNNNNN
AR Currently, NOACs are spreading slowly into clinical practice because of fears among clinicians and reg- RAAAAAAAAATY
ARAANAN ulatory limitations to their prescription. However, efficacy and safety of NOACs have been confirmed by MAAANAAAANAN
ANANANNG real-world data, also in elderly and frail patients, who represent the majority of treated subjects. Edoxaban AAAAANAANALY
A has recently been approved by the Food and Drug Administration and the European Medicines Agency AN,
AN and marketed from some months. Real-world data are expected shortly. AN,
A AN,
P The large body of evidence in support of NOAC efficacy and safety should lead to an increased use of A,
PoiA A these new drugs in patients affected by atrial fibrillation. A
AR Key words. Atrial fibrillation; New oral anticoagulants; Thromboembolic prophylaxis. A
NAAAAAN NAAAAAAAAANAA
NAAAAAN G Ital Cardiol NAAAAAAAAAAA
AAAAAAN NAAAAAAAAAAA
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A AN,
AAAAAAAS Letizia Riva, Giuseppe Di Pasquale AVAAAAAAAAAAN
NAAAAAN U.O.C. Cardiologia, Ospedale Maggiore, Azienda USL di Bologna, Bologna NAAAAAAAAAAA,
AN NAAAAAAAAANA
NAAAAAN NAAAAAAAAANAA
NAAAAAN NAAAAAAAAAAA
AAAAAAN, New oral anticoagulants (NOACs: dabigatran, rivaroxaban, apixaban and edoxaban) proved to be at least MAAAAAAANNNN
AR non-inferior to warfarin in reducing thromboembolic risk in patients with atrial fibrillation. In addition, AAAAAAAAAAR,
AN NOACs have been demonstrated to be safe and associated with a significant reduction in major and intracra- NAAAAAAAAAAR,
P nial bleeding events. With the exception of apixaban, an increase in gastrointestinal bleedings has been ob- A,
A served, but as 2 whole NOACs have been shown to reduce mortality with rates similar to those of warfarin. NNNANNNNNNNN
AR Currently, NOACs are spreading slowly into clinical practice because of fears among clinicians and reg- RAAAAAAAAATY
ARAANAN ulatory limitations to their prescription. However, efficacy and safety of NOACs have been confirmed by MAAANAAAANAN
ANANANNG real-world data, also in elderly and frail patients, who represent the majority of treated subjects. Edoxaban AAAAANAANALY
A has recently been approved by the Food and Drug Administration and the European Medicines Agency AN,
AN and marketed from some months. Real-world data are expected shortly. AN,
A AN,
P The large body of evidence in support of NOAC efficacy and safety should lead to an increased use of A,
PoiA A these new drugs in patients affected by atrial fibrillation. A
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Risk-Based Antithrombotic Therapy (cont’d)

Recommendations COR | LOE

For patients with nonvalvular AF with prior stroke, transient
iIschemic attack, or a CHA,DS,-VASc score of 2 or greater, oral
anticoagulants are recommended. Options include:

« warfarin (INR2.0TO 3.0), or

» dabigatran, or

* rivaroxaban, or
* apixaban.

Among patients treated with warfarin, the INR should be
determined at least weekly during initiation of antithrombotic
therapy and at least monthly when anticoagulation (INR in range)
is stable.

For patients with nonvalvular AF unable to maintain a therapeutic
INR level with warfarin, use of a direct thrombin or factor Xa
inhibitor (dabigatran, rivaroxaban, or apixaban) is recommended.

Re-evaluation of the need for and choice of antithrombotic therapy
at periodic intervals is recommended to reassess stroke and
bleeding risks.
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Risk-Based Antithrombotic Therapy (contd)

Recommendations COR | LOE

Bridging therapy with UFH or LMWH is recommended for
patients with AF and a mechanical heart valve undergoing
procedures that require interruption of warfarin. Decisions
on bridging therapy should balance the risks of stroke and
bleeding.

For patients with AF without mechanical heart valves who
require interruption of warfarin or new anticoagulants for
procedures, decisions about bridging therapy (LMWH or
UFH) should balance the risks of stroke and bleeding and
the duration of time a patient will not be anticoagulated.
Renal function should be evaluated before initiation of direct
thrombin or factor Xa inhibitors and should be re-evaluated
when clinically indicated and at least annually.

For patients with atrial flutter, antithrombotic therapy is
recommended according to the same risk profile used for
AF.

Learn. Advance. Heal. Hear; )
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Risk-Based Antithrombotic Therapy (cont’d)

Recommendations

COR | LOE

For patients with nonvalvular AF and a CHA,DS,-VASCc
score of 0, it is reasonable to omit antithrombotic therapy.

For patients with nonvalvular AF with a CHA,DS,-VASc
score of 2 or greater and who have end-stage CKD (CrClI
<15 mL/min) or are on hemodialysis, it is reasonable to
prescribe warfarin (INR 2.0 to 3.0) for oral anticoagulation.

For patients with nonvalvular AF and a CHA,DS,-VASc
score of 1, no antithrombotic therapy or treatment with an
oral anticoagulant or aspirin may be considered.

For patients with nonvalvular AF and moderate-to-severe
CKD with CHA,DS,-VASc scores of 2 or greater, treatment
with reduced doses of direct thrombin or factor Xa inhibitors
may be considered (e.g., dabigatran, rivaroxaban, or
apixaban), but safety and efficacy have not been
established.

Helping Cardiovascular Professionals
Learn. Advance. Heal.
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Risk-Based Antithrombotic Therapy (cont’d)

Recommendations COR | LOE
In patients with AF undergoing percutaneous coronary
intervention, 1 bare-metal stents may be considered to minimize
the required duration of dual antiplatelet therapy. Anticoagulation IIb C
may be interrupted at the time of the procedure to reduce the risk
of bleeding at the site of peripheral arterial puncture.
Following coronary revascularization (percutaneous or surgical) in
patients with AF and a CHA,DS,-VAScscore of 2 or greater, it may b B
be reasonable to use clopidogrel (75 mg once daily) concurrently =
with oral anticoagulants but without aspirin.
The direct thrombin inhibitor dabigatran and the factor Xa inhibitor
rivaroxaban are not recommended in patients with AF and end- c
stage CKD or on dialysis because of the lack of evidence from
clinical trials regarding the balance of risks and benefits.
The direct thrombin inhibitor dabigatran should not be used in
patients with AF and a mechanical heart valve.

TSeethe 2011 percutaneous coronary intervention guideline fortype of stent and duration of dual antiplatelettherapy
recommendations.

e
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