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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 day? 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+' 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 hypogammaglobulinaemia 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.



SELECTED SUMMARIES

A total of 2416 infants with birth weights between SOl g to
lS00 g were randomly assigned to the intravenous immuno-
globulin (n=1204) or control group (n=1212). The study group
received a commercial intravenous globulin preparation
(Sandoglobulin, Sandoz Pharmaceuticals, East Hanover, New
Jersey, USA) in a dose of 700 mg per kg for infants weighing
SOl-1000 g and 900 mg per kg for those with a weight of 1001-
lS00 g with the aim of achieving a serum IgG concentration of
700 mg/dl. The immunoglobulin infusions were repeated every
14 days until the infants weighed 1800 g, were discharged or
died. Control infants were given placebo infusions during
phase I of the study (n=623), but no infusion during phase II
(n=S89). The sample size was estimated on the assumption
that the use of immunoglobulin would reduce the incidence of
confirmed nosocomial infections by at least 33%.

The primary outcome variable of the trial was the develop-
ment of confirmed nosocomial infection including septicaemia,
meningitis or urinary tract infection from 96 hours of birth
to 120 days of life.

Nosocomial infections occurred with comparable frequency
in the two groups, 17% of infants (208/1204) in the study group
and 19% (23111212) in the control group (Relative risk,
RR 0.91, 9S% CI 0.77-1.08, p=0.2S). The morbidity pattern
(patent ductus arteriosus, intraventricular haemorrhage,
necrotizing enterocolitis, bronchopulmonary dysplasia),
duration of ventilation, days of hospitalization and mortality
rates were similar in the two groups.

The study concludes that 'prophylactic use of intravenous
immunoglobulin failed to reduce the incidence of hospital
acquired infections in very low birth weight infants.'

COMMENT
The availability of highly purified, monomeric preparations
of intravenous immunoglobulin in recent years has made
it possible to administer high doses of IgG rapidly and
repeatedly. Since the increased susceptibility of premature
infants to infections coincides with their low immunoglobulin
levels, the principle of providing passive immunity through
immunoglobulin therapy appears logical.

The pharmaceutical industry started promoting these
preparations for newborn infections on the basis of a few
small studies. Consequently, even in the best academic
centres in north America and Europe, the use of intravenous
immunoglobulin became highly prevalent as a prophylaxis
against nosocomial infections.

In India, a large number of paediatricians, especially in
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private practice, employ these preparations for prophylaxis
as well as therapy (notwithstanding a cost of about Rs 700
for each dose). Indeed, this modality of treatment has
become accepted clinical practice before sufficient evidence
was obtained through systematic investigations.

The present study settles the issue of the prophylactic role
of intravenous immunoglobulin therapy in newborn infec-
tions. This large clinical trial spanned 8 centres and had a
sample size of over 2400. Its results rule out the use of
immunoglobulin infusion in VLBW neonates as a prophylactic
measure. What is the explanation?

The commercial intravenous globulin preparations are
derived from pooled plasma of thousands of adult donors.
It was initially proposed that these preparations have opsonic
activity against several neonatal pathogens and are bactericidal
for specific organisms. Paradoxically, however, immuno-
globulin infusions also produce immunosuppression by a
non-specific Fe receptor blockade.' It is, therefore, not
surprising that the net effect of the therapy was not beneficial.
Probably the presence and quantum of antibodies specific
to the concerned organism determine the direction and
extent of the clinical effect.

Is there a therapeutic role of intravenous immunoglobulin
in established cases of neonatal sepsis? As of now, such a
role also has not been established.

There is no justification now for the use of intravenous
immunoglobulin either as prophylaxis or as therapy in
neonatal sepsis. This study underscores the importance of
performing multicentre studies to address research issues in
medicine. Widespread understanding of the epidemiological
tools by clinicians in recent years has led to the formation
of research networks in many fields. In neonatology,
the NICHHD Network, the Vermont-Oxford Network and
the International Neonatal Network are some important
examples. There is a need for such initiatives in this
country for conducting clinical trials in areas relevant to
our problems.
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