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Outcomes with Apixaban by Type of AF

Written by Toni Rizzo

Atrial fibrillation (AF) guidelines recommend identical
treatments for stroke prevention for all types of AF
(permanent, persistent, paroxysmal), based on known
risk factors for stroke. Several new oral anticoagulants for
AF are currently available, including apixaban, a factor Xa
inhibitor. Sana M. Al-Khatib, MD, MHS, Duke University,
Durham, North Carolina, USA, presented the results of a
secondary analysis of the Apixaban for the Prevention of
Stroke in Subjects with Atrial Fibrillation [ARISTOTLE;
NCT00412984] trial, comparing rates of stroke or systemic
embolism, bleeding, and mortality by AF type and
treatment group.

Secondary Analysis of ARISTOTLE Trial

In the ARISTOTLE trial [Granger CB et al. N Engl ] Med
2011], 18,201 patients with AF and at least 1 additional
risk factor for stroke were randomly assigned to
treatment with apixaban 5 mg BID or warfarin (target
INR 2-3). The primary outcome was stroke or systemic
embolism (SE). The primary analysis found a 21%
relative risk reduction (RRR) for stroke or SE and a
31% RRR for ISTH major bleeding in patients who were
treated with apixaban versus warfarin. The secondary
analyses compared outcomes in 2786 patients with
paroxysmal AF with 15,412 patients with persistent or
permanent AF at study entry.

The rate of stroke or SE was significantly lower in
patients with paroxysmal AF than in patients with
persistent or permanent AF (adjusted HR, 0.70; 95% CI,
0.51 to 0.93; p=0.015). There was no significant difference
in the rate of major bleeding among patients with
persistent or permanent AF versus those with paroxysmal
AF. All-cause mortality tended to be lower in patients
with paroxysmal AF versus those with persistent or
permanent AF (HR, 0.85; 95% CI, 0.71 to 1.01; p=0.068).
There were consistent reductions in stroke or SE (p for
interaction=0.71), major bleeding (p for interaction=0.75),
and all-cause mortality (p for interaction=0.50) with
apixaban in both AF types, as was seen in the overall
population (Figure 1). Apixaban provided a more
favorable net clinical outcome (stroke or SE, all-cause
death, major bleeding) than warfarin in both types of AF
(p for interaction between apixaban and AF type=0.62),
consistent with the main trial findings (Figure 2).
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Figure 1. Outcomes by Type of AF and Study Treatment.

No.of  Apixaban  Warfarin ; p value for
AFType Patients ~ No. of Events HREHO) feracton
(%lyear)
Stroke or Systemic Embolism
Paroxysmal 2786 21(0.082) 30(L.14) —— 0.72(0.41,1.25) 071
Persistent or permanent 15412 191(135)  235(L69) -+ 0.80 (0,66, 0.97)
Major Bleeding
Paroxysmél M6 418 60(256) —— 073(049,108 075
Persistent or permanent 1531 283(218)  402(3.19) -+ 0.68(0.59, 0.80)
All-Cause Mortality
Paroxysmal 2786 73(279) 76(282) —— w013 050
Persistent or permanent 15412 530(365)  593(4.15) 4H 088(0.78,0.99)
Net Benefit
Paroxysmal 2016 127(502)  145(5.58) —- 0.92(0.72,1.16) 062
Persistent or permanent 18361 882(633)  1023(75) + 083(0.76,091)
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Reproduced with permission from SM Al-Khatib, MD, MHS.

Figure 2. Net Benefit. Stroke or SE, All-Cause Death,
Major Bleeding.
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Reproduced with permission from SM Al-Khatib, MD, MHS.

In this study, the risk of stroke or SE was higher in patients
with persistent or permanent AF than in patients with
paroxysmal AF. Compared with warfarin, the effects of
apixaban were consistent among patients with paroxysmal
AF and those with persistent or permanent AF. Apixaban
is an attractive alternative to warfarin in patients with AF
and at least 1 other risk factor for stroke or SE, regardless
of the type of AE.
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