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Fourthly, the tragic situations under debate are,
fortunately, rare. Yet they cause tremendous turmoil and
moral agony. The neonatologist who told me 'we want to
be sure that we did the right thing' expressed a need for
moral confirmation of a medical decision. Debriefing of
entire teams after the event may be helpful. However,
reinforcement of the decision before its implementation
could prevent the need for such debriefing.

Campbell is right when he says that 'to apply modern
treatments indiscriminately . . . would be irresponsible'
(page 571). Yet, since discernment displayed in current
decisions has come more than once under heavy fire, the
reasonable thing seems to be to mobilise those moral
forces before deciding, rather than facing them after the
facts.
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Effects of oral theophylline and oral
salbutamol in the treatment of asthma
Sir,
The negative interaction between salbutamol and
theophylline shown in the study by Dawson and
Fergusson1 does not accord with my clinical experience2 8
and can be explained by either of the following: (1) The
use of an unsuitable oral formulation for the salbutamol-
theophylline combination diminished the bio-availability
of theophylline, consequently producing lower serum
levels and thus less improvement in peak flow. (2) The
response to a bronchodilator is dependent on the baseline
peak flow value, the poorest response being obtained in
both the most mild and most severe forms of asthma.
The best way to gauge this response is to measure the
percentage improvement over the baseline value. In their
study Dawson and Fergusson neither measured baseline
values nor did they record the percentage improvement.
Although assignment was random the severity of the
asthma (mean baseline values) between the two groups
could have been significantly different.
For the sake of the record it should be pointed out that

the maximum recommended dose of salbutamol is
0-15 and not 0-1 mg/kg.'
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Dr Dawson and Dr Fergusson comment:
We regret that the results of our randomised double
blind trial do not accord with Blumenthal's experience
and, of course, we would welcome a replication of our
results. In reply to his specific comments: (1) Whether or
not the oral formulations of theophylline and salbutamol
used were unsuitable and diminished the bio-availability
of theophylline is a matter for further investigation.
However, in our trial we used standard oral preparations
of Ventolin syrup and Nuelin syrup which are commonly
used in the treatment of asthma, and we have little doubt
that many patients on combination therapy receive these
specific preparations. Our results are thus likely to
reflect the effects of typical prescribing patterns. (2) Since
the major aim of our trial was to examine the hypothesis
of Wilson et al.1 that when used in combination
salbutamol and theophylline produced increased serum
theophylline levels, measures of peak flow were collected
only incidentally during the course of the trial. Therefore,
we cannot comment on whether similar effects would be
shown with a percentage improvement statistic. However,
Blumenthal's comments appear to have missed the major
point of our analysis which was not to demonstrate
differences in single measures but rather differences in
joint, multivariate, distribution of serum levels, peak
flow rates, and pulse rates between treatment groups.
The compelling aspect of the study is the way in which all
three indices behave in similar ways between the two
treatments rather than the results for single measures.
Dr Blumenthal's comments 'Although assignment was

random ... the two groups could have been significantly
different' betray a misunderstanding of the logical basis
of the test of significance applied to a randomised experi-
ment. Statements such as 'P<005' simply imply that
the probability of the observed results is less than 5%
under the null hypothesis that there were no differences
between the treatment groups. Implicit in this logic is the
necessary risk (that is <5%) that the results could have
been due to the way subjects were assigned to treatments.
This risk is taken once the null hypothesis is rejected and
is part and parcel of the decision theory associated with
the significance test. We would add, however, that with
respect to pre-trial serum theophylline levels there were
no significant differences between the groups. The mean
pre-trial level for the theophylline group was 8 .46
,umol/l, compared with the mean of 7-4 i±mol/l for the
salbutamol/theophylline groups.
We thank Dr Blumenthal for correcting our impressions

of the maximum recommended dosages for salbutamol,
although in recent trials it has been customary to use a
0-1 mg/kg dosage.2
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Early discharge of low birthweight
infants
Sir,
The paper by Lefebvre et al.,l whose conclusions are
largely in agreement with our recently reported
experiences,2 is another nail in the coffin for those who
wish these babies to reach a certain empirically guessed at
weight before being allowed home. It is sad to find that
the message is still slow to percolate into many units.
The key to the success of being able to send babies home

earlier than has traditionally been practised is the early
and, thereafter, the regular involvement of mothers and
fathers with their baby in order to help them form a
'bond' which should otherwise have developed had
physical separation not been enforced by preterm birth.
In the intensive care area this involvement includes gently
touching the baby, cleaning its mouth, changing napkins,
tube feeding etc, even if the baby is being ventilated.
Later, as the baby passes through high dependency to
special care, the parents must be encouraged to spend as
much time as possible in bathing, feeding and making up
feeds, taking for a walk outside the hospital in a pram
(weather permitting), choosing clothes for the day etc.
By the time our discharge criteria are fulfilled the parents
are already looking after their baby who is known to them
and the fact that he is still often very small seems no
longer important. Going home then becomes a logical
sequel, irrespective of age or weight. If possible the
mother should be encouraged to stay a couple of nights in
a room near the neonatal unit to have complete charge of
her baby with the support of staff near at hand for any
queries that might arise. (Regrettably all too many
hospitals still have no such provision.) We lay particular
emphasis on the door being always open to babies who are
discharged. Parents are encouraged to phone if they have
queries or problems, and to visit at any time. The follow-
up clinic is an integral part of our support system since it
is organised entirely by the neonatal unit nursing and
medical staff.

If early separation of babies from their mothers is
unavoidable due to preterm delivery at least early re-
uniting with the family is possible. Provided there is
good liaison between the neonatal unit and the health
visitor there is no significant increase in the community
work load. The family will save money on travel and
suffer much less the not inconsiderable inconvenience
which so often arises in visiting babies in hospital. Fewer
nursing hours will be spent on small but otherwise
healthy babies, affording more time for the care of those
who are sick. Prolonged and unnecessary separation
after birth might also be potentially harmful for the
psychological well-being of parents and baby.3 It might
also contribute to the risks of non-accidental injury, a
problem to which preterm infants who are admitted to a
neonatal unit seem to be especially vulnerable.4 A more

critical appraisal of discharge policies might go some way
to minimising these hazards.
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Prevention of infective endocarditis
Sir,
Prompted by Dr Scott's recommendations on the use of
amoxycillin to prevent bacterial endocarditis,l we carried
out a small study to assess the blood levels attained in
children; we could find no published data on this aspect.
Twelve fasting children with heart anomalies, aged
2-14 years and weighing 11-62 kg, were given amoxycillin
by mouth 1j-3 hours before operation under general
anaesthesia, mainly for dental extractions. One child was
premedicated with Vallergan, the others had no pre-
medication. Five children aged 9-14 years received 3 g
amoxycillin, and 7 children aged 4-9 years received 1 * 5 g
amoxycillin. In 10 of the 12 children serum amoxycillin
levels at the time of operation ranged from 14-4 to 64-0
mg/l and 4-6 hours postoperatively ranged from 8*9 to
37.0 mg/l. Two children aged 2 and 13 years had serum
amoxycillin levels of 4-8 and 5-6 mg/l at the time of
operation, and 5*0 and 4-4 mg/l about 6 hours
postoperatively.
For at least 4 hours postoperatively all the children had

serum amoxycillin levels well above the minimum bacteri-
cidal concentration of Streptococcus viridans of 0.12
mg/l or less, described by Shanson et al.2 We were unable
to check that adequate serum amoxycillin levels persisted
for 6-9 hours postoperatively,3 4 but the serum amoxy-
cillin levels in adults reported by Shanson et al.5 strongly
suggest that the 6-9 hour levels in our children would
have been adequate.
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