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(2) If it does, then can it be controlled by drugs or other
techniques?

(3) If it can, does it make any difference to the outcome?
We have previously shown that intracranial hypertension

does occur after intrapartum asphyxia,2 and in our most
recent paper have established that mannitol can safely
reduce intracranial pressure and improve cerebral perfusion
pressure.'

Unfortunately Dr Dear seems to have missed the point of
our recent paper. The 'traditional' management of cerebral
oedema includes relative dehydration and dexamethasone to
prevent or reduce brain swelling. We have attempted to
study the treatment of intracranial hypertension in a more
scientific way. We did not state, as he suggests, that there
was benefit in reducing pressure but merely asked whether it
was possible to do so. Despite the apparent safety of this
technique we feel it is not justified to insert a subarachnoid
catheter (not subdural as Dr Dear states) unless treatment of
raised intracranial pressure is planned.
How then can we answer our third question, and that of

Dr Dear? We propose a controlled study of active manage-
ment against traditional treatment. Infants fulfilling criteria
for severe asphyxia would be allocated at random to one of
two groups. Active treatment will involve insertion of a
subarachnoid catheter and treatment of raised intracranial
pressure. The control group will have no intracranial
pressure monitoring, and supportive or symptomatic treat-
ment of asphyxia undertaken as practised in most neonatal
units. As Dr Dear points out, one hopes it is not possible for
any one unit to generate sufficient numbers and such a study
will require a multicentre approach. We would be more than
happy to collaborate with the Leeds unit or any other in the
country to plan this study further.
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Seizures and steroids
Sir,
As Dr Robinson rightly states in his excellent review,'
infantile spasms are associated with a great variety of
conditions, as long as these cause a severe disturbance of
cerebral function and occur at a certain age. I am sure his
last paragraph is of particular importance, as although it
may not often happen, there is no doubt that steroids given
within a few days of the onset of the myoclonus (sometimes
mistaken for colic) can almost immediately stop this, with a
return of the electroencephalogram to normal.

Admittedly, the situation is complex but it may be that
among those patients with so called 'cyptogenic infantile
spasms' there are children who are suffering from an
allergic type of encephalomyelitis, perhaps due to virus
infections and immunisations, and that in these children
the steroids are not acting so much as anticonvulsants, but

as specific treatment for the underlying cause of the
particular disease in that instance? I write this letter in
response to the last sentence about the educational role of
the paediatrician as I agree it is important to emphasise the
occasional success of early steroid treatment when so many
of the published trials confirm the lack of any effect of
steroids in preventing mental handicap but omit to state
the time interval between the start of the 'spasms' and the
start of the treatment.
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Sustained release theophylline in
nocturnal asthma
Sir,
We read with interest the paper by Dr Elias-Jones et al' but
must admit to being surprised by the unusual trial design,
small numbers, and incorrect statistical analysis. The
design and data analysis have defects which must question
the validity of some of their conclusions.
Asthma, by its very nature, is a disease that shows

considerable variation, and any trial must be long enough
or study sufficient numbers to allow for this. Dr Elias-Jones
et al studied 10 children only and analysed data from short
active and placebo periods of 10 days duration. Their study
design included a run in period during which the child was
on active treatment, apparently to his and the doctor's
knowledge. This may have biased the subsequent comple-
tion of diary cards during active and placebo trial periods
as they would know what benefits could be expected from
active treatment.

Inspection of symptom score, frequency of occasions
when awake at night, and number of doses of beta agonists
shows that these data are not normally distributed, have
different standard deviations during active and placebo
periods, and are therefore not suitable for paired t tests. It
is also apparent that three of the 10 children showed no
benefit from theophylline treatment. When the three who
could not complete the trial are included, it would seem
that six of the 13 children did not or could not benefit from
theophylline.

H DAVIES, P HELIMS, J STROOBANT
Hospital for Sick Children,

Great Ormond St,
London WCIN 3JH

Dr Elias-Jones and co-workers comment:

Dr Davies and colleagues make a point of suggesting that
studies of long duration are more appropriate when

 on M
ay 19, 2023 by guest. P

rotected by copyright.
http://adc.bm

j.com
/

A
rch D

is C
hild: first published as 10.1136/adc.60.4.397-b on 1 A

pril 1985. D
ow

nloaded from
 

http://adc.bmj.com/


398 Correspondence

evaluating new asthma treatments. They provide no
evidence, however, that long duration as against short
duration asthma studies are any less subject to background
variation in control of the patients' asthma: indeed this
remains an area of controversy. There is much to support
short duration studies in asthma as they avoid the effects of
season and involve less interference with the patients'
usual treatment. Also, as shown by one of our excluded
patients, the child actually worsened on the placebo
treatment. Extended studies are therefore not without
hazard to our patients.

Studies with limited numbers of patients may run the
risk of a type I statistical error,2 which we guess is the point
Dr Davies and colleagues are trying to make when they
criticise the number of patients in our study. The risk of
this sort of error can, however, be lessened by only
accepting a significant result with a lower P value. If
Davies and colleagues had carefully read our paper they
would have noted only P values less than 0-01 were
accepted, rather than the usual arbitrary but higher value
of 0-05. Every experimental design must be efficient and
having reviewed early workers' results3 we estimated4 that
the critical size of our study should be 10 patients. Such
estimates are more valuable than an arbitrary statement or
decision as given by Davies and colleagues that the study
was too small.

Their observations on the experimental design are
unfortunately wrong. The study was completely double
blind. There is no mention in our study that either patient
or doctor knew when the patient was on active treatment.
During the run in period for the placebo drug the tablet
dose was adjusted randomly; blood was also taken from all
patients for assay. As a result the active and placebo
periods had matching behaviour for doctor and patient.
We do not agree that the paired t test is inadequate for

our data. It is a test ideally suited for comparing two
treatments given to the same patients, that is, where there
is dependence between the two groups. They state without
evidence that non-normality of distribution of data
seriously invalidates our comparisons, however this is not
true for either ANOVA or the t test, which is also based on
ANOVA. They generalise, stating that all our data is non-
normal, while if they had 'carefully' inspected the data
such a criticism can only be justified for the frequency of
awaking data and there it is not serious. As for the
comment that variances in the groups differ, if they had
cared to test for this using an F test they would discover
that none were significantly different at a P value below
0-05. Davies and colleagues have fallen into a not
uncommon error of failing to appreciate that fluctuations
of sampling are commonly a cause of minor differences in
variation. We suspect they would have leapt straight to a
non-parametric test. Again this is not an uncommon
mistake but should be avoided.
We finally come to their rather surprising 'juggling' with

the data which enables them to conclude that 6 of our 13
children did not benefit from treatment. We reported that
out of 10 patients with completed records, nine had
increased morning peak expiratory flow rates and nine had
reduced beta agonist usage. Perhaps we were 'too' honest
in reporting all the patients studied. Two of the 13 could
not be analysed as they failed to complete the diary records

and conclusion cannot be drawn from their incomplete
data. One patient became so unwell on placebo that he
required admission to hospital. This shows that far from
not being ineffective, the patient had indeed benefited
from the active treatment. Again this emphasises the risk
of extended periods of placebo treatment.
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Urological diagnosis in utero
Sir,
In his survey on urological diagnosis in utero' Mr Thomas
recommends that in neonates in whom an abnormality has
been diagnosed antenatally but in whom ultrasound in the
first days of life shows a seemingly normal urinary tract or
only minimal dilatation, no further investigations should
be performed. We have some doubts as to the correctness
of this statement. We believe that by following this advice
some functional abnormalities of the urinary tract which
should be recognised early in life as they may benefit from
prophylactic or corrective treatment will be missed. We
recently observed a child in whom antenatal ultrasono-
graphy at 35 weeks showed pronounced bilateral dilatation
of the renal calyces. A control ultrasound performed
immediately after birth was normal. Cystourethrography
at the age of 3 weeks showed massive grade IV vesi-
coureteral reflux in the left ureter and kidney. A control
ultrasound at 3 weeks confirmed the noticeable dilatation
of the left ureter and calyces. Ureterostomy was performed
at the age of 6 weeks. Similar experiences have been
reported by others.2
The fact that after the normal postnatal ultrasound we

will assure the parents that no further investigations are
needed will in all probability lead to further delay in the
recognition of these functional abnormalities. We should
also take into account the psychological impact of contra-
dictory findings on the parents. We, therefore, would
advise caution when interpreting ultrasonography during
and immediately after pregnancy and we believe that
radiological investigations should be performed when
dilatation of the urinary tract is found, even if the postnatal
ultrasound is normal.
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