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Bottom Line:
This meta-analysis of randomised trials
comparing newer anticoagulants against
warfarin or aspirin for patients with atrial
fibrillation (AF) showed that patients in
the treatment groups had fewer intracra-
nial haemorrhages (ICHs) than those in
the control groups. It remains to be seen
if this result will hold up with longer dura-
tion of use in patients less selected than
those enrolled in clinical trials. (LOE = 1a)
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Study Design: Meta-analysis (ran-
domised controlled trials) Funding:
Unknown/not stated Setting: Various
(meta-analysis) Allocation: Unknown

Synopsis:
The newer anticoagulants dabigatran
(Pradaxa), rivaroxaban (Xarelto) and apix-
aban (Eliquis) are marketed heavily as
not needing frequent laboratory moni-
toring and the manufacturers claim
greater effectiveness than warfarin.

Although anticoagulants can prevent
ischaemic stroke in patients with AF,
they also cause ICH, a catastrophic
event. 

These authors searched multiple
databases, conference abstracts, refer-
ences of included papers and a clinical
trials registry to identify randomised tri-
als of newer anticoagulants against any
comparison intervention in preventing
stroke in patients with nonvalvular AF.
Two authors independently determined
study inclusion and assessed study
quality. 

Ultimately, they included six studies
with more than 57 000 patients. Five
studies compared the new agent against
warfarin (target INR = 2.0–3.0) and one
against aspirin (81–325mg daily). Five
studies went beyond one year and one
was only 12 weeks’ duration. 

Needless to say, all the included
studies were industry sponsored. The
authors, however, reported no conflicts
of interest. 

Just looking at the raw data, the rate
of ICH in each of the included studies
was lower in the patients receiving the
newer agents, although the confidence
intervals were enormous in most studies
and not statistically significant in three.
When you pool the data, the rate of ICH
in patients treated with newer agents
was 0.6 per cent compared with 1.2 per

cent in the comparison groups (number
needed to treat to prevent one ICH =
154; 95% CI, 123–203). 

So, this is a good example of how
reducing by half the rate of a bad event
can sound good until you realise the
event rate is rare. 

Keep in mind that industry-spon-
sored studies, while having decent inter-
nal validity, are designed to weed out
those patients who are unlikely to
respond and who are among the health-
iest. When we try to use these products
in the real world, where we stretch the
eligibility and give them to our frailest
patients, we often find that our patients
don't have the same experiences as did
those in the studies. 

Perhaps the only important outcome
from all the other analyses was that,
indirectly, no newer agent appeared any
safer than the rest.
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