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TABLEI. Lens wearing behaviour with reference to overnight use

Lenstype At least once Usually
Case Control Case Control

Rigid gas permeable 0 8 0 3
Daily-wear soft 73 25 73 11
Extended-wear soft 100 61 100 28
Disposable soft 95 87 85 87
All figures are percentages

single most important risk factor for ulcerative keratitis was
overnight wear.

This study is important because it further substantiates
the risk of contact lens-associated keratitis and emphasizes
the danger of overnight use.

Aspirin for pre-eclampsia

CLASP (Collaborative Low-dose Aspirin Study in Preg-
nancy) Collaborative Group. (CLASP Co-ordinating
Centre, Harkness Building, Radcliffe Infirmary, Oxford.)
CLASP: A randomised trial of low-dose aspirin for the
prevention and treatment of pre-eclampsia among 9364
pregnant women. Lancet 1994;343:619-28.

SUMMARY
In this international multicentric study 9364 women were
randomized to receive 60 mg aspirin daily or matching placebo.
Seventy-four per cent of these were for prophylaxis of pre-
eclampsia, 12% each for prophylaxis of intrauterine growth
retardation (IUGR) and treatment of pre-eclampsia, and 3%
for the treatment of IUGR. The use of aspirin was associated
with a reduction of 12% in the incidence of proteinuric pre-
eclampsia which was not statistically significant. Nor was there
any significant effect on the incidence of IUGR or stillbirth
and neonatal death. Aspirin did, however, significantly reduce
the likelihood of preterm delivery (19.7% v. 22.2%), an
absolute reduction of 2.5 (SD 0.9) per 100 women treated.
There was a significant trend (p=O.OO4)towards progressively
greater reductions in proteinuric pre-eclampsia the more
preterm the delivery. Aspirin was not associated with a significant
increase in placental haemorrhages or bleeding in preparation
for epidural analgesia, but there was a slight increase in the
use of blood transfusions after delivery among those who received
aspirin. Low dose aspirin was generally safe for the foetus and
newborn infant with no evidence of likelihood of bleeding.

The group concludes that these findings do not support
routine prophylaxis or therapeutic administration of antiplatelet
therapy in pregnancy to all women at increased risk of pre-
eclampsia or IUGR. Low dose aspirin may be justified in women
judged to be liable to early onset of pre-eclampsia severe enough
to need very preterm delivery. In such women it seems appro-
priate to start low dose aspirin prophylactically early in the
second trimester. .
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COMMENT
Pre-eclampsia is a common complication of the second half
of pregnancy, the aetiology of which still remains a mystery.
There is widespread' vasospasm and an abnormal pressor
response to circulating vasopressors. Untreated pre-
eclampsia could lead to dangerous maternal complications
such as eclampsia, cerebral haemorrhage, coagulopathy and
even maternal death. The disease process affects, among
other sites, the uteroplacental circulation leading to foetal
growth retardation, distress and perinatal death. The only
known successful treatment of this condition is delivery.
The perinatal prognosis is poor in those with early onset
pre-eclampsia when pregnancy has to be terminated for
worsening maternal health remote from term.

Pre-eclampsia is associated with deficient intravascular
production of prostacyclin (a vasodilator) and excessive
production of thromboxane (a vasoconstrictor and platelet
aggregator produced by platelets). Low doses of aspirinblock
platelet cyclooxygenase activity irreversibly without altering
levels of endothelium-derived prostacyclin. These theoretical
considerations have led to several clinical trials on the role
of low dose aspirin in the prophylaxis of pre-eclampsia.
Meta-analysis of these small trials 1 showed that the incidence
of hypertension was lower in those on aspirin (odds reduc-
tion, OR 0.54; 95% CI 0.35-0.84) as was the incidence of
proteinuric hypertension (OR 0.20; 95% CI 0.11-0.36).
Further, preterm delivery occurred less often in the same
group (OR 0.22; 95% CI 0.06-0.78). However, these results
were far from conclusive. This paper is the result of ~ well
designed international multicentre trial-the long awaited
study expected to provide a definite conclusion.

The results, however, are disappointing as we still do
not have the much awaited effective prophylaxis for pre-
eclampsia. On the positive side, there were no major adverse
neonatal outcomes nor any increase in placental haemorrhage
in the aspirin group. However, more women in the aspirin
group required blood transfusions, the reasons for which
are not clear from the report.

Women were included in this trial if they were between
12 and 32 weeks of gestation and if they, 'in the opinion of
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the responsible clinician, were at sufficient risk of pre-
eclampsia or IUGR for use of low dose aspirin.' Since clinical
opinions vary widely, women with varying risks of pre-
eclampsia may have been considered for inclusion in the
trial, thus diluting the overall outcome. Further, it would
have been useful if the outcomes in each risk group had
been considered separately. Conclusions have been drawn
from analyses of pooled data according to indication for
entry into the trial (prophylaxis or therapy, gestation at
entry, parity) and outcome measure. Thus, for example, it
is not clear from the paper, if a multiparous woman with
a previous IUGR birth would benefit from prophylactic
aspirin started before 20 weeks.

It is also difficult to ensure compliance in a multicentric
study. The duration of taking the tablets was assessed from
the reported date of their discontinuation. This was followed
up .by a compliance questionnaire sent to about 10% of
women, who had had live births, about three months after
delivery. The former method of assessing compliance cannot
be considered reliable; the latter method is subject to
accuracy of recall and the reliability of the informant.
Women who have had a successful outcome are more likely
to have reported better compliance.

The mean birth weight in the aspirin group was 33 g higher
than in the placebo group. Besides pre-eclampsia, both
active and passive maternal cigarette smoking influence birth
weight. Active maternal cigarette smoking is associated with
a decrease in the mean birth weight by 12 g per cigarette
smoked per day2 even after adjustment for other factors
known to influence birth weight. Passive maternal smoking
in a community where women were non-smokers was
associated with a 66 g decrease in mean birth weight.? While
20% of women in the present study were smokers, the
proportions of smokers in the group for IUGR prophylaxis
and treatment were higher (40.3% and 35.2% respectively).
It is not clear from the report if these women continued to
smoke through pregnancy. If they had, it is unlikely that
aspirin would have contributed to improving foetai oxygena-
tion and birth weight.

What is the relevance of this report to perinatal care in
India? Can these findings be applied to our situation? Ethnic
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variations in duration of pregnancy, foetal growth and
maturation+s perinatal deaths! and hypertension? in
pregnancy are known to exist. This trial was done mostly
in industrialized countries and there was a wide variation in
the numbers recruited from each centre. For example, there
were 5961 women recruited in the United Kingdom from
where the trial was coordinated, 819 from Canada and only
7 from the USA where pre-eclampsia and eclampsia are
more common. There was no centre in Africa where hyper-
tensive pregnancies are frequently seen, or from the Indian
subcontinent where low birth weight is nearly the norm.
There must have been a 'selection bias' in recruiting centres
for the trial since entry and randomization required a long
distance telephone call to Oxford!

I am aware of several ongoing studies in India on the
effectiveness of low dose aspirin for various indications and
will wait for these results before I finally make up my mind
about the usefulness of low dose aspirin in our perinatal
practice.
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SUMMARY
Neonates with birth weight less than 1500 g (VLBW), being
almost always premature, are immunocompromized hosts.
They have profound hypogamroaglobulinaemia because there
is little transfer of maternal IgG to the foetus before 32 weeks
of gestation. It was hypothesized that the commercially
available intravenous preparations of IgG, when given
as prophylaxis, could reduce the incidence of nosocomial
infections among these neonates. The Neonatal Research
Network of the National Institute of Child Health and Human
Development (NICHHD) undertook this study to test this
hypothesis through a prospective, multicentre, randomized
clinical trial.


