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COMMENT
In Britain over 20 million prescnptions are written for
NSAIDs each year and, in addition, ibuprofen can be bought
over the counter since 1983. Aspirin is, and has been for
many years, available from pharmacies and other retail
outlets. It is estimated that acute upper GI bleeding occurs
in 1 in 10 000 prescriptions resulting in 2000 such episodes
annually with a mortality of about 10% (200).1 In 1986, the
Committee on the Safety of Medicines (CSM),2 reported on
all serious GI and other reactions (including those involving
the liver, kidneys, skin and blood) for the period 1964 to
1985. This was based on the number of voluntary reports
to the CSM during this period and the number of pre-
scriptions issued for the different NSAIDs.

The CSM concluded that NSAIDs as a group are an
important cause of serious adverse reactions, although the
toxicity of individual NSAIDs varied-noting that ·ibuprofen
appeared to be less toxic, particularly in low dosage than
other NSAIDs.

The problem with the CSM data is that the voluntary
reporting system was often incomplete and therefore the
number of prescriptions did not equate with the number of
patients exposed to NSAIDs. Consequently no assessment
of risk of adverse reactions associated with NSAID use
(either overall or specific NSAIDs) was possible.

The authors of this study estimated the risk of upper GI
bleeding from peptic ulcers using a prospective case-control
design. This is a more cost-effective method than a cohort
study of assessing the risk (in this case upper GI bleeding)
associated with particular risk factors (NSAID consumption
in the previous 3 monthsj.!

Langman and his colleagues have ensured that the cases
and controls were representative of all patients in Britain
who had bleeding from a peptic ulcer and who would be
admitted to hospital. The use of two control groups allows
comparison of the hospital controls with the community
controls as well as with the cases. The cases were generally
comparable to the controls although they were slightly more
likely to be current smokers or drinkers, and to have active
rheumatoid arthritis.

The analysis of the data is appropriate and the results
are consistent with other studies, most notably, the recent
retrospective case-control study by Garcia Rodriguez and
Jick.! Although Garcia Rodriguez and lick were looking
at upper GI perforations as well as upper GI bleeding
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associated with NSAIDs, the estimates of odds ratios
obtained in the two studies were remarkably similar. 5

Epidemiologically, to assess whether associations are
causal, five criteria are used:

1. The strength of the association-the relative risk (odds
ratios in case-control studies are estimations of the rela-
tive risk). If a dose response effect is observed then the
evidence is enhanced.

2. The consistency of the association-the association is
seen in different studies, with different populations, in
varying circumstances and with different study methods.

3. Temporal association-the putative factor must antedate
the onset of illness.

4. The specificity of the association-the extent to which
the occurrence of one variable can be used to predict the
occurrence of another.

5. Coherence with existing knowledge, biological plausibility
and animal experiments.

This study only provides firm evidence for the first criterion.
However, when it is considered with the other studies on
GI toxicity and NSAIDs, there is more than enough evidence
in support of the other four criteria, leading to the conclusion
that there is a causal association between NSAIDs and upper
GI bleeding.

This paper is a timely reminder that although NSAIDs
are extremely useful drugs, their serious adverse effects may
be reduced by following simple advice.
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SUMMARY
The safest way of withdrawing antiepileptic drugs in children
with epilepsy is not known so the authors compared drug
tapering regimens of 6 weeks and 9 months in 149 children who
had been seizure-free for at least 2 to 4 years. Most had been
taking only 1 anti epileptic drug and they were randomly
assigned to one of the two regimes. Sixteen patients were lost
to follow up.

Seizures recurred in 53 (40%) of the 133 patients but neither
the length of taper period nor the length of time the child had
been free from seizures influenced their recurrence. However,
the presence of. mental retardation and spikes in the electro-
encephalogram (EEG) at the time of tapering did.

The authors conclude that the risk of seizure recurrence
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during drug tapering and after discontinuing antiepileptic drugs
is not different whether the tapering is done over 6 weeks or
9 months.

COMMENT
Neurologists tend to stop anticonvulsant therapy slowly and
this study seems to suggest that tapering over 6 weeks is
unlikely to cause more recurrences than if it is done over
9 months. A closer look at the figures however shows that
in the first year the risk of recurrence was about 35% in
the 6 weeks group compared to 25% in the 9 months group.
By 2 years however there was no difference. This probably
means that those destined to have a recurrence of fits will
have them earlier if the drugs are tapered quickly.

The study also shows that recurrence after stopping may
be seen in 40% of cases and its likelihood is increased if
there is mental retardation and if the EEG shows spikes at
the time of tapering. Other studies have suggested that if
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there had been frequent fits which were difficult to control
the chances of recurrence were greater. In contrast, in this
trial, if the patient had had more than 10 fits the relative
risk of recurrence over those with less than 10 was not
greater. However, what might have happened if the patient
had had more than 20 fits was not considered. The effect
of the EEG showing spikes at the time of tapering is
controversial because other studies have shown this is not
important. In practice I take these results to imply that if
the EEG shows many spikes the reduction of anticonvulsants
should be deferred for 6 months to 1 year. A few spikes
should not influence the decision to taper and then omit
medication.
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• What is brain death?

• Why have 47 countries in the world, including most developed nations and many Islamic
states, recognized brain death?

• Why is the concept of brain death not accepted in India?

• Would the recognition of brain death add to the illegal trade in humans organs?

• Indeed, should the buying and selling of human organs be permitted?

This book documents these and related questions which were discussed at a workshop on
'Brain Death and Organ Transplantation' held at Calcutta in June 1990.
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