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women, birth weight was significantly and inversely
associated with the STR, systolic and diastolic blood
pressure, fasting insulin and fasting glucose. Among non-
Hispanic white men only plasma triglycerides showed a
statistically significant inverse relationship with birth weight.
A test for a linear trend (Pearson correlation), to see if the
continuous increase or decrease of a given variable follows
a significant linear association with birth weight was also
applied to the data. After adjusting for sex and ethnicity,
the linear trends of STR, systolic and diastolic blood pressure,
fasting and 2 hour post-load insulin remained statistically
significant. Lower birth weight individuals had more truncal
fat, higher systolic and diastolic blood pressures as well as
higher fasting and post-load insulin levels.

These data were generated after excluding 23 participants,
9 of whom had NIDDM and 14 of whom were hypertensive.
In a subsequent analysis, after inclusion of these 23 partici-
pants, 10% of the study population were found to have IRS.
A strong inverse association between birth weight and IRS
and a strong direct correlation between BMI and IRS were
present. The individuals in the lowest tertile of birth weight
and the highest tertile of BMI had the greatest risk (25%)
for developing IRS. The odds of expressing IRS increased
1.72 times for each decrease in birth weight; these findings
being independent of sex, ethnicity, obesity and current
socio-economic status.

This report is relevant in the Indian context, since most
studies suggest a high prevalence of NIDDM in Asian
Indians." For example, 11% of Asian men and 8.9% of
Asian women living in Coventry, UK were found to be
diabetic as opposed to only 2.8% Caucasian men and 4.3%
Caucasian women." Migrant Asian Indians also show very
high rates of morbidity and mortality from coronary artery
disease.f In addition, euglycaemic clamp studies have shown
that Asian Indian patients are more insulin resistant than
Europeans." Recent epidemiological data support the
hypothesis that insulin resistance (glucose intolerance and
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SUMMARY
Langman and his colleagues studied the risks of acute upper
gastrointestinal (GI) bleeding due to gastric or duodenal ulcer
in older patients (aged over 60) associated with the use of
non-steroidal anti-inflammatory drugs (NSAIDs). They did this
by a case-control study of 1144cases with 1126 hospital controls
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hyperinsulinaemia) underlies the high coronary risk in Asian
Indians."

The present study reinforces the belief that low birth
weight may be a major independent risk factor for the
development of insulin resistance. If this association of
NIDDM, hypertension and hyperlipidaemia with reduced
foetal growth is true for all ethnic groups, it adds a new
dimension to the impact of impaired foetal growth on adult
health in India. In addition to the negative impact of foetal
malnutrition on perinatal and infantile health, there may
be an increase in morbidity and mortality secondary to
hypertension and coronary artery disease.
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and 989 community controls matched for age and sex. The
diagnosis of acute upper GI bleeding was made by endoscopy
or at operation, and questionnaires administered by trained
researchers were used to collect relevant medical, drug,
smoking and drinking histories. Drug histories, where available,
were compared with those recorded in hospital case notes and
with general practice records. The controls were matched by
age (within 5 years) and sex with hospital controls taken from
acute medical admissions (excluding myocardial infarction,
acute rheumatic diseases and active non-bleeding ulcers), and
community controls taken from the register of the case's general
practitioner. Peptic ulcer bleeding was strongly associated with
non-aspirin NSAID use in the previous 3 months (odds ratio
4.5; 95% CI 3.6 to 5). There was differing risk for 7 individual
NSAIDs taken by at least 20 cases. The odds varied from
ibuprofen (2.0; 1.4 to 2) to azapropoazone (31.5; 10.3 to 96.9)
and ketoprofen (23.7; 7.6 to 74.2). There was also a greater
risk of bleeding with increasing drug dosage for all NSAIDs
combined. Simple strategies to prevent peptic ulcer bleeding
are suggested including NSAID use only after a trial of other
analgesics, taking the lowest effective dose and the initial
prescription of the least toxic drug.



SELECTED SUMMARIES

COMMENT
In Britain over 20 million prescriptions 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 Jick 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 antiepileptic 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


