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LETTERS TO
THE EDITOR

Atopy, bronchial responsiveness, and
symptoms in wheezy 3 year olds

EDITOR,-There is now increasing evidence
that most children with recurrent wheeze in the
first year of life do not have atopic asthma and
that 'wheezy bronchitis' is a distinct entity with
a different natural history. ' Although it is
now clear that infants are able to respond to
bronchodilators, it is well known that j3
agonists are rarely effective in this age group
during wheezing episodes. Despite this, it is
still widely believed that bronchospasm is the
main cause of wheeze in these children. The
recent paper by Nicola Wilson et al suggests
that non-atopic infants who wheeze have
greater bronchial responsiveness than atopic
individuals who wheeze.2 In contrast, a recent
study from Perth could find no evidence of
increased bronchial responsiveness in recur-
rently wheezy infants when compared with
matched controls.3 The group from Perth
suggest that their results support the conten-
tion that diminished lung function present
from birth predisposes infants to lower respira-
tory tract symptoms.
An alternative explanation may be that

excessive mucus production with or without
mucosal oedema is predominantly responsible
for the symptoms experienced by infants with
wheezy bronchitis. This would explain why
anticholinergic agents often appear more
effective than , agonists. It would also explain
why inhaled steroids are frequently of benefit
in patients with recurrent or persistant respira-
tory symptoms as steroids inhibit both the
production and release of mucus. Coarse
'ruttly' upper airway noises suggestive of
mucus secretions are extremely common in
young infants4 and many recurrently wheezy
children have 'ruttles' between exacerbations.
'Noisy breathing' is reported as being always
present in 11% of children4 and they frequently
have symptoms from birth. It may well be
that infants with wheezy bronchitis have an
increased capacity to secrete mucus in response
to stimuli such as virus infections, either
because of a tendency from birth or as a
response to environmental events such as
ventilation in the neonatal period, acute
bronchiolitis, or 'passive smoking'. Increased
baseline production of mucus might explain
the increased airways resistance seen in these
infants.3 Anticholinergics will inhibit mucus
production from submucosal glands but will
have no effect on goblet cell secretion and
therefore cannot be expected to relieve totally
symptoms in those with prominent goblet cell
hyperplasia. These are more likely to be the
ones with increased capacity to secrete mucus
due to stimuli such as passive smoking and
those with 'postbronchiolitic symptoms'. It is
possible that treatment of these infants, if
any is required, would improve if we consider
using drugs which inhibit mucus production or
newer mucolytics.
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Dr Wilson comments:
I was interested in Dr Everard's suggestion that
the syndrome of 'wheezy bronchitis' might be
explained by increased mucus production
rather than bronchospasm. He may well have a
point. However, contrary to his implication,
we did not propose that the increased bronchial
responsiveness found in the non-atopic child-
ren in our study' was responsible for their virus
induced wheeze. We concluded that the
episodic wheeze associated with colds in the
first three years of life, in this hospital based
population, was similar in atopics and non-
atopics, apart from the age of onset. Often,
early asthma precipitated by viral infections
can only be distinguished from wheezy bron-
chitis retrospectively.

It is therefore very doubtful whether the
syndrome of wheezy bronchitis can altogether
be explained on the basis of mucus produc-
tion.
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Serum IgG titres against Pseudomonas
aeruginosa

EDITOR,-Pseudomonas specific IgG titres are
currently one of the main topics in clinical
research in cystic fibrosis. ' We read with
interest the article concerning the value of
specific IgG titres in the management of early
pseudomonal infection.2 From the abstract we
understood that most study parameters had
improved significantly in the treated group.
However, trying to verify such statements from
the results in text or tables revealed rather the
opposite. Forced expiratory volume in one
second (FEV1) and total serum IgG were not
significantly different comparing observation
and treated groups after one year, and there
was no statistical analysis available comparing
longitudinal changes of these parameters
throughout the study period. We were also
confused by the confidence intervals con-
sidered to be significant: p values listed in the
table indicate that the authors accepted
significance levels of 10% rather than 5% as
stated in the instructions to authors.3 Therefore
we are still uncertain about the value of the
study, and we would like to ask the authors to
reveal all the essential data not yet mentioned.
Finally we would like to express our concern
how an article with inconsistent results could
be accepted by the referees for publication in
such a highly rated journal.
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Dr Brett and coauthors comment:
We read with interest the comments ofW H
Nikolaizik and M H Schoni. Their comment
that after one year in the trial there was no
difference between FEVy and total IgG in
treated and control groups is quite correct, but
the data in table 2 show that on entry to the trial
both these values were worse in the treated
group than in the observation group, hence
during the trial period both these parameters
improved in the treated group and deteriorated
or remained stationary in the observation
group. Other parameters (for example serum
IgG titre, white cell count, % neutrophils)
showed a similar pattern.
We are unclear about the exact meaning of

the comment on longitudinal changes: we give
absolute values of parameters on entry and
after one year, from which changes can be
calculated. The statistics and conclusions are
not affected by the method of presentation,
although we thought our choice made the
results easier to follow. We are also unsure
what is meant by the suggestion that we should
'reveal all the essential data not yet mentioned'
- the parameters given in tables 1 and 2 (as
means with the range) were chosen as being the
most meaningful in monitoring the progress of
pulmonary infection from the more than 20
which we routinely monitor. We would agree
that p<O- 10 is not generally considered sig-
nificant and had no intention of implying
otherwise when we included it, for complete-
ness, in table 2.

Audit of screening for congenital
hypothyroidism

EDITOR,-We read with interest the audit of a
screening programme for congenital hvpo-
thyroidism.' From the data available the birth
prevalence for congenital hypothyroidism in
the period ofstudy was calculated to be 1:3770.
The authors state 'This level of prevalence is
similar to 1:3980 found from 36 centres in 12
European countries and the 1:4200 reported from
the USA, which suggest that it is unlikely that a
significant number of cases, other than the known
false negatives, were missed'. There are a
number of problems with this assumption:

(1) In the audit 62 cases were detected out of
228 289 livebirths over a period of seven vears,
giving a birth prevalence of 1:3682 and not
1:3770 as stated in the article.

(2) If the 95% confidence intervals for the
data presented were to be worked out it would
give the possible range of birth prevalence as
1:2872 to 1:4803 (using the Poission distribu-
tion). This means, that for 228 289 livebirths,
the region could have had between 48 and 79
cases of congenital hypothyroidism. Taking
the upper limit would imply that the pro-
gramme could have missed up to 19 cases - that
is, two false negatives that this audit picked up
and 17 others that were not.

(3) An examination of the data from Euro-
pean countries mentioned in the statement
above showed that 14 European countries (73
centres) had a collective birth prevalence of
1:3598 but there was intercountry variation
from 1:2860 in the Netherlands to 1:5770 in
Austria.2 There is nothing to suggest that the
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true birth prevalence in any one country should
be similar to the collective prevalence in
Europe or even that in the USA.

Trhe number of cases occurring in a given
sample varies randomly around the true popu-
lation prevalence of the condition: the fact that
a screening programme for a rare condition has
detected as many cases as would be predicted
from the population prevalence does not imply
that no cases have been missed.
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Is hearing really assessed after bacterial
meningitis?

EDITOR,-Dr Fortnum and Professor Hull are
rightly encouraged by the results of their
survey.' Nearly 90% of paediatricians claim to
refer all children who have suffered from
bacterial meningitis for formal hearing assess-
ment. The authors hope that these good inten-
tions are translated into clinical practice.

Unfortunately this may not be the case. A
recent review of bacterial meningitis at our
hospital shows that 31% of survivors had no
documented hearing test.

Casenotes of children admitted with
bacterial meningitis over the eight years 1984 to
1992 were reviewed. Of the 206 identified 156
were available, excluding tertiary referrals.
Of these five children died, and 12 (8% of
survivors) were later found to have hearing
loss. In 49 casenotes (31%) there was no
evidence that a formal hearing test had been
carried out. Of these six children were not
offered any follow up, 11 did not attend follow
up, and two moved to other health districts and
were lost to follow up. The remaining 30 (19'%,
of survivors) were seen as outpatients, but had
no documented hearing test result.
There was no significant difference in the

proportion of children with no hearing test
recorded between the first four years of the
study period, and the later four years (not
significant by X')- There was also no trend
suggesting recent improvement evident over
time.
Who should ensure a formal hearing test

is performed on children who have had bac-
terial meningitis? Improved communication
between hospital and community services is
required. The introduction of an integrated
child health service could prove valuable in this
respect.
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Near faZtal haemorrhage from the superior

sagittal sinus in Adams-Oliver syndrome

EDITOR,-We wish to emphasise the danger of

Figure I Scalp appearance at birth: note eschar.

haemorrhage from the superior sagittal sinus in
association with aplasia cutis congenita of the
scalp where there is also a skull defect.

Case report
A boy was born at full term after intrauterine
growth retardation had been noted on antenatal
ultrasonography. The parents were non-
consanguinous and there was no history of
maternal drug ingestion. Birth weight was
2080 g with head circumference of 30 2 cm
(below the 3rd centile).
There was a large (4 x 4 cm) area of scalp

aplasia with underlying bony deficit (fig 1). The
infant also had rudimentary toes and a short left
index finger. A diagnosis of Adams-Oliver
syndrome was made, and his mother and
grandfather were found to have features of the
syndrome, which is usually transmitted in an
autosomal dominant manner.
The child initially progressed well, but was

admitted at age 3 weeks with bleeding from the
scalp. When a dressing was removed the eschar
ruptured and there was torrential haemorrhage
from the superior sagittal sinus, requiring
immediate resuscitation. Subsequently, an
area of exposed brain 1 5 cm in diameter was
noted, with free drainage of cerebrospinal
fluid.
A combined neurosurgical and plastics pro-

cedure debrided, defined and closed the defect,
employing a rotation scalp flap and split skin
graft (fig 2). Postoperatively an initial cerebro-
spinal fluid leakage stopped spontaneously,
and prophylactic antibiotics were given for
several weeks. His subsequent progress has
been uneventful.

Discussion
Scalp/skull defects may be an isolated phenome-
non or associated with Adams-Oliver syn-
drome.' Twenty per cent of isolated scalp
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Figure 2 vSchemaltic representation of operativXe
findings.

defects have an underlying skull defect,
whereas in Adams-Oliver syndrome 75% have
scalp involvement and 64% of children have
skull defects." The complications (infection,
bleeding) and management (early closure in
cases where the superior sagittal sinus is
vulnerable) are similar in both situations.

Neonatal paediatricians should be aware of
the potentially life threatening situation when
scalp aplasia, underlying skull defect, and
secondary infection occur in infants with
Adams-Oliver syndrome. Successful closure of
the cranial defect can be achieved and a
combined neurosurgical and plastics approach
is advocated.
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Rett syndrome and the 4th metatarsal

EDITOR,-Rett syndrome,' an intellectually
handicapping, probably genetic disorder
affects around one in 10000 females2 and is
remarkable for the absence of coexisting
injury, disease or dysmorphism. As early as
1985, one of us (AMK) observed isolated
shortening of the 4th metatarsal in some
affected girls but not their families.
The British Isles Survey for Rett Syndrome'

and clinics organised by the UK Rett Syn-
drome Association have recently provided an
opportunity for serial examinations of cases.
Among the last 50 classic cases aged over 5
years, we have observed nine with this solitary
anomaly (1 in 5-6 cases). It was not observed
in family members. Both feet were usually
affected.
We are now examining residents and staff at

the Royal Scottish National Hospital (Mental
Handicap) as well as further consecutive cases
of Rett syndrome and their families to compare
prevalence in these groups.

Several disorders involving widespread mal-
formations may include shortening of the 4th
metatarsal and an increased incidence of minor
malformations is generally expected among the
intellectually handicapped population. Ray
and Haldane in 1965 observed this solitary
abnormality in three out of 2500 in a general
male population. From their study of 61 pedi-
grees, they proposed dominant inheritance
with 27%M penetrance.4

Expression of a local growth anomaly might
be attributed to the general growth disorder or
to hyperventilation (usual in Rett syndrome
and associated with reduced peripheral circula-
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