EDITORIAL

Anticoagulation in atrial
fibrillation in older people

here is controversy and

apprehension regarding the

routine use of oral anticoagu-

lants in atrial fibrillation,
especially in elderly people. Based on
current evidence, however, patients
with non-rheumatic atrial fibrillation
who have no obvious contraindications
to warfarin should receive prophylac-
tic anticoagulant therapy for preven-
tion of embolic stroke. Patients unable
to tolerate warfarin would benefit
from aspirin. It is poor clinical prac-
tice to await transient ischaemic
attacks or a stroke before considering
anticoagulation, and it should be
remembered that cost—benefit values
need to include the cost of rehabilita-
tion and long-term care.

ATRIAL FIBRILLATION

AND STROKE

In clinical practice, atrial fibrillation
is one of the most common arryth-
mias seen in older people. It is the
primary cardiovascular disorder pre-
disposing patients to systemic
embolization. The incidence of atrial
fibrillation increases with age; it is
seen in <1% of the 40—65 year age
group, in 2-5% of the 65-74 year age
group, and in >5% of patients above
the age of 75 years.

The Framingham Heart Study
(Kannel et al, 1982) found that the
annual risk of strokes in patients with
atrial fibrillation increases five-fold
with advancing age from 6.7% in
patients aged 50-59 years to 36.2% in
patients aged 80—89 years. Patients
with lone atrial fibrillation below the
age of 60 years had no increased risk
of stroke, yet non-rheumatic atrial
fibrillation in patients with hyperten-
sion, congestive cardiac failure or
thromboembolism was associated
with an increased risk of stroke of
>T7% per year.

THE TRIALS

The past decade has witnessed a
remarkable advance in our understand-
ing of the stroke risk posed by atrial
fibrillation and the prevention of risk
offered by warfarin anticoagulation.

The Copenhagen Atrial Fibrillation
Aspirin and Anticoagulation Study
(AFASAK) was the first published ran-
domized trial in non-rheumatic atrial
fibrillation using anticoagulant therapy
(Petersen et al, 1989). AFASAK
showed a significant reduction in
thromboembolic strokes with a mini-
mal increase in haemorrhagic compli-
cations in the warfarin group. This
benefit did not extend to aspirin.

The Boston Area Anticoagulation
Trial for Atrial Fibrillation (BAATAF)
Investigators (1990) was an unblinded
study of patients with paroxysmal or
chronic non-valvular atrial fibrillation.
The trial was stopped early because
interim analyses of the data showed a
favourable effect of warfarin. Although
46% of the placebo group used aspirin,
it had no demonstrable clinical benefit.
This trial, in addition, showed no dif-
ference in stroke for chronic or parox-
ysmal atrial fibrillation.

The Veterans Affairs Stroke
Prevention in Atrial Fibrillation
(SPINAF) trial (Ezekowitz et al, 1992)
was a double-blind placebo-controlled
study looking at primary and sec-
ondary prevention of strokes with
patients randomized to warfarin, aim-
ing for a target international normal-
ized ratio (INR) of 1.4-2.8, and
placebo. Interim analyses showed a
marked decrease in cerebral infarctions
in the warfarin group.

The first Stroke Prevention in Atrial
Fibrillation (SPAF 1) (1991) random-
ized patients with chronic or paroxys-
mal atrial fibrillation to warfarin,
aspirin or placebo. The study found an
overall reduction of systemic

embolization and ischaemic stroke.
The trial was then continued as SPAF
II (1994) which was designed to com-
pare aspirin with warfarin.

The Canadian Atrial Fibrillation
(CAFA) trial (Connolly et al, 1991)
was a double-blind placebo controlled
trial of low-dose warfarin, target
INR of 2 to 3 in atrial fibrillation.
The trial was stopped prematurely
after the AFASAK report and the pre-
liminary report of the SPAF I came
out. The European Atrial Fibrillation
Trial (EAFT) (1993) also found that
there was significant reduction in
incidence of strokes in patients on
warfarin. A target INR below 2 is
much less effective than an INR
between 2 and 3.

RISK FACTORS FOR STROKE
All studies except the CAFA study
attempted to identify clinical risk fac-
tors for ischaemic stroke in patients
enrolled in their studies. The indepen-
dent risk factors for stroke identified
with multivariate analyses were
increasing age, previous stroke or tran-
sient ischaemic attack, history of
hypertension or diabetes, and recent
congestive cardiac failure. Independent
echocardiographic predictors are
global left ventricular dysfunction and
left atrial size.

ASPIRIN AND ATRIAL
FIBRILLATION

The estimates of efficacy for aspirin
therapy from the AFASAK and the
SPAF I were quantitatively different.
The SPAF II trial was conducted to
make a direct comparison between
aspirin and warfarin. On the basis of its
evidence, warfarin was more effective
than aspirin in all age groups and its
superiority was more with increased
age and other risk factors. Warfarin
reduced the absolute risk of ischaemic
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stroke and systemic embolism by 1.2%
in patients in the age group over
75 years.

RISK OF BLEEDING

Annual frequency of major bleeding
events was 1.0% receiving placebo and
1.3% per year in warfarin-treated
patients in a meta-analysis of the five
primary prevention trials (Laupacis et
al, 1994).

Physicians are concerned about the
risk of haemorrhagic complications,
although studies have shown that war-
farin is a safe drug if candidates are
selected carefully. The Sixty Plus
Reinfarction Study (Wintzen et al,
1982) found that most bleeding
episodes occurred at a prothrombin
time more than twice the control; thus
patient age should not be considered a
primary factor in assessing the risk of
long-term anticoagulation therapy. It is
believed that low-dose anticoagulation
is associated with a lower risk of bleed-
ing in elderly people.

In the AFASAK, SPAF and BAATAF
studies, the annual incidence of serious
bleeding varied from 0.5% to 3.2%,
and the incidence of fatal bleeding
ranging from 0% to 0.2%. Considering
the very significant increase in the risk
of stroke in patients with non-
rheumatic atrial fibrillation, the bene-
fits of anticoagulation outweigh the
risks, especially in the elderly age
group. Appropriate candidates for anti-
coagulation need to be identified,
keeping in mind the contraindications.

Other contraindications include recent
history of bleeding or coagulopathy,
peptic ulcer, history of falls, dementia,
malignancy, alcoholism and severe
liver disease. Despite this, the majority
of elderly patients will still be eligible
for anticoagulation. Compliance in
some older people can be a practical
problem but measures can be taken to
ensure that the drugs are taken regu-
larly and in the correct dose.
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KEY POINTS

B Atrial fibrillation is a common cause of thromboembolic stroke.

B The incidence of stroke increases in the presence of associated risk factors including

age.

B Warfarin has been proved to be beneficial and safe in patients with non-rheumatic
atrial fibrillation in terms of reduction of risk of future strokes.

B Warfarin should be prescribed to all such patients if they can tolerate it and in the

absence of any contraindications.
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