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ntiphospholipid syndrome (APS) is a systemic autoimmune disease characterized by the presence of
antiphospholipid antibodies and subsequent arterial or venous
thrombosis or pregnancy morbidity. Individuals with a definite APS diagnosis have an increased lifetime risk of recurrent
thrombotic events.

events observed during 210 days, but the study was not
powered to detect such differences (low-quality evidence), the rates of clinically relevant nonmajor bleeding
were similar (relative risk [RR], 1.45; 95% confidence
interval [CI], 0.25–8.33; moderate quality of evidence);
2. High-dose warfarin versus moderate/standard intensity
VKA (2 studies): during 2.7 and 3.4 years of follow-up,
there was a similar risk of any thromboembolic event
(RR, 2.22; 95% CI, 0.79–6.23; low-quality evidence)
and major bleeding (RR, 0.74; 95% CI, 0.24–2.25; lowquality evidence), but the risk of any bleeding and minor
bleeding was increased in the high-dose warfarin (hazard
ratio, 2.03; 95% CI, 1.12–3.68; low-quality evidence,
and RR, 2.55; 95% CI, 1.07–6.07, respectively).
Other 3 comparisons were based on 1/2 small, poorly
reported studies: VKA plus antiplatelet agent versus single
antiplatelet therapy, dual antiplatelet therapy versus single
antiplatelet drug, and VKA plus antiplatelet agent versus dual
antiplatelet therapy. The evidence was nonconclusive (very
low quality evidence).

Objectives
The aim of this systematic review was to assess the effects of
antiplatelet or anticoagulant agents, or both, for the secondary
prevention of recurrent thromboembolism, particularly ischemic stroke, in people diagnosed with APS.

Search Methods
We searched several electronic databases up to February 2017
and supplemented them by searching several ongoing trials
registers, checking the reference lists of included studies,
systematic reviews, and practice guidelines, and contacting
experts in the field.

Selection Criteria

Implications for Practice

We included randomized controlled trials that evaluated any
anticoagulant or antiplatelet agent, or both, in the secondary prevention of thromboembolism among patients with
APS diagnosed according to the criteria valid when the study
was performed. Studies specifically addressing women with
obstetric APS were excluded.

Based on the gathered data, the review was unable to conclude
on the benefits or harms of any of the following interventions:
(1) nonvitamin K antagonist oral anticoagulants versus standard VKA anticoagulation; (2) antiplatelet plus VKA agents
versus single or dual antiplatelet therapy; and (3) dual versus single antiplatelet therapy, for the secondary prevention
of recurrent thrombosis in patients with APS. Likewise, there
was insufficient evidence to draw any conclusion on the benefits of using high-intensity versus standard-intensity VKA
although there was some evidence of harm (increased risk of
minor and any bleeding) associated with high-intensity VKA.
Five ongoing randomized controlled trials will likely provide
additional data on the therapy of APS.

Main Results
Our review included 5 randomized controlled trials involving
419 individuals with APS. The results are presented in form of
comparisons identified by the review.
1. Nonvitamin K antagonist oral anticoagulants (rivaroxaban) versus standard vitamin K antagonist (VKA; warfarin) treatment (1 study): no thrombotic or major bleeding
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Implications for Research
In conclusion, sufficiently powered studies with adequate
treatment adherence are essential to assess the effects of the
intervention on clinically relevant outcomes in patients with
APS. It is of vital importance to evaluate the efficacy and
safety of nonvitamin K antagonist oral anticoagulants agents
other than rivaroxaban versus standard therapy with VKA for
treating APS in randomized trials.
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