
and over at their request or that oftheir general
practitioner.
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Anticoagulation in patients with
atrial fibrillation
ED1TOR,-We were pleased that our brief paper'
on anticoagulation and atrial fibrillation generated
considerable correspondence.' Many of the points
raised were dealt with in the longer paper that we
submitted initially, but this was reduced to a short
report. Clearly, the point that Saad M B Rassam
makes about the validity of the trial results2 applies
to all well controlled clinical studies in which
participants are highly screened and closely
followed up, as they were in the five trials of
anticoagulation in atrial fibrillation.27 This does
not, however, negate the importance of the trial
results.8 No therapeutic progress would ever be
made ifwe adopted such extreme views.
We were interested to learn that our finding of a

low rate of anticoagulant treatment in patients with
atrial fibrillation has been duplicated in general
practice' and in another hospital.' Clearly,
purchasers should focus on this in the important
attempts now being made to reduce the number of
strokes that occur in the community.
The question of age and treatment is always

contentious.' The trials contained only a few
subjects aged over 80 and hence do not give a clear
answer on whether treating people with atrial
fibrillation in this age group is beneficial. Although
there is no obvious reason why they should not
benefit, the risks of anticoagulation are greater in
older patients. For instance, patients aged over 80
who are receiving anticoagulation have an 8-5-fold
increase in the risk of major bleeding compared
with subjects aged under 60.9 Another study
suggests that the annual risk of cerebral haemorr-
hage in 80 year olds taking warfarin is 2-3%,
which is only just below the expected benefit of
anticoagulation in reducing stroke.'0
We agree that age is not an absolute contra-

indication, but we think that considerable caution
should be exercised in prescribing warfarin
to patients aged over 80 until further studies
(including a meta-analysis of the five trials)
describe adequately the ratio of risk to benefit for
this intervention.
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Gangliosides and the Guillain-
Barre syndrome
No causal link
EDITOR,-Gianluca Landi and colleagues report
that 25 cases of the Guillain-Barre syndrome after
treatment with gangliosides were seen over four
and a half years in Italy, a yearly average of 5-6
cases.' Their conclusion that these cases repre-
sent an excess incidence is incorrect. Their data
estimate a yearly exposed population of roughly
2 500 000 (4-2% of the Italian population). The 5-6
cases represent a yearly incidence of 0 2/100000.
Eleven of their patients were over 60. The in-
cidence of the Guillain-Barre syndrome is known
to be higher in older age groups: an incidence of
3-2/100000 a year has been reported in people over
60.2
We believe that it is inappropriate to compare

the incidence of the Guillain-Barre syndrome
in the normal population with that in patients
selected for treatment with gangliosides-that is,
patients with neuropathy-as the frequency of the
syndrome seems to be increased in these patients.
This is exemplified by surveys of referrals for
generically defined neuropathy3 4: on accurate
examination 11-12% of the cases were diagnosed
as cases of the Guillain-Barre syndrome. The syn-
drome may therefore be diagnosed in over 10%
of patients with neuropathy (especially elderly
patients), who potentially qualify for ganglioside
treatment.
The authors have not exluded the possibility

that gangliosides were prescribed for initial signs
of a peripheral nerve disorder which was later
identified as the Guillain-Barre syndrome. This
would have introduced appreciable protopathic
bias. More than half of the diagnoses recorded
in patients receiving ganglioside treatment are
compatible with early signs of the syndrome: distal
paresthesia and sciatic pain, as well as facial nerve
involvement, occur early in a considerable propor-
tion of patients, and some patients experience a
preceding episode oflow back pain.

If treatment with gangliosides was an important
aetiological factor in the pathogenesis of the
Guillain-Barre syndrome the extensive use of these
drugs in Italy should have influenced the incidence
of the syndrome; this has not been recorded.
The alleged risk of ganglioside treatment can be
investigated only in well designed epidemiological
surveys, such as Granieri et al's cohort
study, which did not identify the Guillain-Barre
syndrome in over 13000 patients exposed to the
drugs.5
With regard to the therapeutic efficacy of

gangliosides, several reports have described
measurable effects of ganglioside treatment in

controlled clinical trials in well defined disorders of
the peripheral and central nervous system.
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Apparant association is a coincidence
EDITOR,-Gianluca Landi and colleagues report
the use of gangliosides and a series of 24 related
cases of the Guillain-Barre syndrome in Italy
between January 1989 and July 1993. I wish to
provide further data on the alleged association
between gangliosides and the syndrome.

In deriving the number of cases of the disease
that would be expected to occur in chronological
coincidence with use of the drug under the
hypothesis of no association, the following should
be considered. Firstly, both administration of
gangliosides 2 and the incidence of the Guillain-
Barre syndrome' increase rapidly with age. There-
fore, computations should be based on age specific
incidences. Secondly, since the alleged association
is postulated to have an immune mechanism4 the
period at risk can reasonably be restricted to one
month after use of gangliosides.45 In addition, as
subjects may receive more than one therapeutic
cycle during a given year it is appropriate to count
each therapeutic cycle as the unit of exposure.
To compute the number of chronological coin-

cidences expected to occur by chance alone I
derived the age specific frequencies of therapeutic
cycles of gangliosides (both mixtures and mono-
sialoganglioside GM-1) for the entire Italian
population from data for the years 1989-93.2 To
them I applied the age specific incidences
of the Guillain-Barre syndrome from two studies
conducted respectively in Ferrara, Italy,3 and
Olmsted County, Minnesota, United States.5
Because of the assumption of one month at risk
after each exposure the average monthly incidence
of the syndrome, obtained by dividing the annual
figure by 12, was used (table). From January 1989
to November 1993 the total number of expected
drug-disease coincidences was 24 with the figures
for Ferrara and 35 with the figures for Olmsted
County. The 24 cases of the Guillain-Barre
syndrome in patients treated with gangliosides
reported by Landi and colleagues were therefore
equal to or lower than the number expected.
Although the numbers of treatment cycles used

in these calculations is approximate and the
case finding procedure followed by Landi and
colleagues is hampered by many biases, their data
do not suggest an association between use of
gangliosides and the Guillain-Barre syndrome.
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