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LETTERS TO
THE EDITOR

Oesophageal atresia, VACTERL
association: Fanconi’s anaemia related
spectrum of anomalies

Ebprror,—The VACTERL association and
Fanconi’s constitutional anaemia have in
common several congenital anomalies as
shown in Perel er al’s report.' Although
differentiating these two entities is usually
easy, they can sometimes be confused.” We
reported in 1996 the association of Fanconi’s
constitutional  anaemia and VATER
association.’ The pancytopenia in our patient
was diagnosed at the age of 3 years, Fanconi s
anaemia was confirmed by the increased
chromosomal breakages with mitomycin and,
as with Perel ez al’s case, there was no associ-
ated hydrocephalus as described in previous
reports.

Although the association of these two enti-
ties is being described more frequently, the
value of routine screening of all neonates with
oesophageal atresia or VACTERL for chro-
mosomal breakages deserves to be studied.
We agree with Peel er al that a high index of
suspicion for an association with Fanconi’s
anaemia should be maintained in these
neonates. Although surgical correction of life
threatening anomalies in these infants will
still be undertaken in the neonatal period,
early diagnosis of associated Fanconi’s anae-
mia would allow early surgical correction of
some skeletal or renal anomalies before the
onset of pancytopenia. Genetic counselling
and family education for the associated risk of
bone marrow aplasia and malignancy should
be undertaken, and preparations for allogenic
bone marrow or umbilical cord blood trans-
plantation can be made at an early stage.
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Polio vaccine: is it time for a change?

Eprror,—The arguments against and for the
continued use of live attenuated oral polio
vaccine (OPV) put forward by Finn and Bell'
and Heath er al in their ensuing commentary
had previously been considered carefully by
the Joint Committee on Vaccination and
Immunisation. The committee came down
on the side of Heath ez al, recommending the
continuing use of OPV.

Finn and Bell suggest the introduction of
Salk inactivated polio vaccine (IPV) as an
opportunity to harmonise immunisation
schedules in Europe and, by implication, are
suggesting that we should lengthen the inter-
vals between immunisation to two months,

thereby immunising with diphtheria, tetanus,
pertussis, Haemophilus influenzae type b, and
IPV at 2, 4, and 6 months of age. This might
lead to the prevention of one to two cases of
vaccine associated paralytic poliomyelitis
each year, but any such gain would be offset
against the possibility of an increase in deaths
from pertussis, and possibly Haemophilus
influenzae type b infection, as later immunisa-
tion would leave children vulnerable to these
diseases for longer than afforded with the
present immunisation schedule.
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“Can I have a letter for the housing,
doctor?”

Eprtor,—The annotation by McKenzie' on
housing and health offers a useful review of
the literature, and some sensible advice.
However, the ensuing commentary by Paton
depicts housing departments as uncaring, ill
informed, and reluctant to spend money or
take action unless forced to do so by superior
medical expertise or threats of litigation.

We suggest that this attitude is out of step
with current thinking about multiagency
working and collaboration between health
and local authorities. While we do not doubt
that there are housing officers like those
known to Dr Paton, doctors may find that
they can help their patients more by seeking a
constructive relationship with the housing
department. They will find that housing
officers are valuable professional colleagues
who in their own field are as up to date and
well informed as most health professionals,
and whose wish to do a good job is also con-
strained by shortage of resources.

In Sheffield City Council’s Housing Serv-
ice, assessments for rehousing on medical
grounds are carried out in the applicants’
own homes by staff who are generally trained
nurses and have a broad experience of the
council’s housing stock.

Most people are well able to describe their
own medical conditions and how these relate
to their housing. Where there is any doubt,
the rehousing visitor consults the relevant
health professional. If the applicant requests a
review or appeal of the original decision, the
Housing Service initially consults a consult-
ant in public health medicine and then a local
general practitioner before reaching a final
decision.
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Efficacy, tolerance, and
pharmacokinetics of once daily
tobramycin for pseudomonas
exacerbations in cystic fibrosis

Eprtor,—The paper by Vic and colleagues'
provides useful pharmacokinetic data on the
use of once daily aminoglycoside treatment in
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children with cystic fibrosis. However, their
conclusions regarding efficacy and safety
must be viewed with caution. They did not
perform a power calculation and therefore
they cannot exclude the possibility of a type 2
error—that is, one regimen may be more
effective but insufficient patients have been
studied to demonstrate this. In an equiva-
lence study conventional tests of significance
are inappropriate and the results should be
expressed as a confidence interval wherein
the true difference may lie.”

This study is also too small to make any
meaningful comments about toxicity. Ototox-
icity appears to be an uncommon complica-
tion, and a study of 22 patients will not
establish its prevalence with either regimen.
Children with cystic fibrosis differ from most
other patient groups in that they may receive
multiple courses of aminoglycosides and the
effects of cumulative toxicity must be
measured in any evaluation of once daily
treatment. Children with cystic fibrosis who
have received large cumulative doses of
aminoglycosides have been found to have
hearing impairment when sensitive tests such
as acoustic emissions have been used.’ Vic ez
al have studied nephrotoxicity by measuring
lysozyme and P, microglubulin in urine.
However, they have not looked for clinically
important manifestations of renal tubular
toxicity such as hypomagnesaemia, which are
known to occur with cumulative dosages of
aminoglycosides.*

Unfortunately, this study does not provide
the information needed to bring about a
change in practice, allowing the routine use of
a once daily regimen in children with cystic
fibrosis. There is urgent need for a large,
adequately powered study of once v three
times daily aminoglycosides for pulmonary
exacerbations in adults and children with
cystic fibrosis.
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Dr Vic and colleagues comment:

Our goal was not to show that a once daily
regimen was safer and more effective than the
conventional regimen, but to study its safety
and efficacy on a short term basis. Obviously,
a larger number of patients would have
enhanced the power of our study and we wel-
come the suggestion of a larger study
comparing once and three times daily to-
bramycin. We are now able to give some more
information on ototoxicity and nephrotoxic-
ity after a three to four year follow up of our
patients. Audiometry and assessment of
kidney function (serum creatinine, creatinine
clearance, 24 hour proteinuria with electro-
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phoresis, lysozymuria, B, microglobulinura,
and urinary N-acetyl-f-D-glucosaminidase
activity) was performed in 16 of the 30 cystic
fibrosis patients who had taken part in our
two studies of once daily amikacin and
tobramycin.' > Median age was 12 years
(range 8-27 years) and the mean number of
antibiotic courses with once daily aminogly-
cosides was 8 (range 2-15). No cochlear or
renal abnormalities were found in these
patients, suggesting the absence of cumula-
tive toxicity. Even if these preliminary results
strongly suggest that the use of once daily
aminoglycosides is safe on a long term basis,
we recommend that cochlear and renal func-
tion must be examined at least every year in
cystic fibrosis patients receiving repeated
antibiotic courses with once or thrice daily
aminoglycosides.
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Brief neonatal exposure to cows’ milk
and atopy

Ebprror,—The study by de Jong et al tries to
demonstrate that the administration of three
or more cows’ milk supplements to healthy
full term newborn infants during the first
three days of life does not increase the risk of
atopy in the first two years.' In our opinion,
the study does not demonstrate this hypoth-
esis.

Allergy to cows’ milk can occur as an IgE
mediated anaphylactic reaction. This is well
documented in infants given cows’ milk in the
first months of life after being sensitised in the
first few days.””> Anaphylactic reactions are
rare and limited to infants at risk, and we
think that this study does not have the power
to rule out this negative effect of cows’ milk.
Delayed allergy is more common, but it
probably depends on a larger and sustained
exposure to the antigens of cows’ milk. The
three feeds given to the study infants may not
be sufficient to trigger this mechanism and
increase the risk of atopic symptoms. The
studies reporting an increased incidence of
atopy were generally based on the sustained
administration of cows’ milk in the first few
months of life.* In addition, de Jong ez al do
not consider the incidence of atopy in a group
of exclusively breast fed infants, which might
be as low as 0.5% per year’

o their study subjects were, by definition, not
exclusively breast fed by WHO criteria’

® they do not say what they mean by exclu-
sive breast feeding after the end of the
intervention

® in the absence of a clear definition, they do
not report how the 46% of infants

classified as not exclusively breast fed to six

weeks of age were distributed in the two

groups.

The potential bias introduced by an
unequal distribution of this ill defined
variable in the two groups might outweigh the
effect of the brief earlier intervention. For all
these reasons, we are not surprised by the
findings and we think that this trial will keep
the more than 50 year old controversy
unresolved.’

Suppose the conclusion of the authors is
true—that is, that early and brief exposure to
cows’ milk in breast fed children does not
increase the risk of atopic disease. This may
be enough to save the lives of midwives who
(inadvertently?) administer formula supple-
ments to healthy, full term, newborn babies,”
but it is certainly not enough to justify such a
common non-evidence-based practice. The
advantages of exclusive breast feeding are so
many, well beyond the postulated effect on
atopy, and the role of early supplements in
decreasing the duration of exclusive breast
feeding is so clear that prescribing supple-
ments without indication should still be con-
sidered inappropriate.® In fact, we wonder
whether it is ethical, despite the approval of
an ethics committee, to give supplements
without indication as done in this trial.
Finally, we believe that it would have been
preferable that this study be carried out with-
out the support of a party (a baby food com-
pany) with obvious interests in the use of for-
mula supplements.
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Letters

Dr de Jong et al comment:

Cows’ milk allergy is a problem, even in
exclusively breast fed infants; therefore,
investigation of possibilities to decrease the
incidence is unlikely to be questioned. Induc-
tion of immunological tolerance by early oral
antigenic stimulation is a well established
concept in mucosal immunology and sup-
ported by data from Lindfors and
Enocksson.' However, such an approach is in
marked contrast to the “dangerous bottle”
hypothesis and therefore requires careful
attention to its possible risks.?

Our results are disappointing to some
extent, in the sense that the protocol we used
did not induce specific tolerance. On the
other hand, our results are positive in that we
did not find support for the “dangerous bot-
tle”. This result is relevant both for a number
of practical issues as well as from the concep-
tual point of view: it facilitates the testing of
other tolerance induction protocols—of
course, any such an investigation should not
be embarked on lightly.

Our scientific approach vis a vis the
dangerous bottle hypothesis is fully in line
with the principles of evidence-based prac-
tice: a double blind, placebo controlled study
to substantiate a notion based on anecdotal
information. The power of the study is
indicated by the 95% confidence intervals;
even if the analysis is restricted to the per
protocol analysis, the power is sufficient to
conclude that the relative risk is less than 1.7.

Tamburlini ez al seem to be disappointed by
our results, because they feel it weakens the
case for breast feeding. However, as they
justly point out, the scientific case in favour of
breast feeding is strong, so there is no need to
be sorry for the loss of a non-evidence-based
argument.

We accept that the introduction of food or
drink other than breast milk should be
discouraged as a general practice, but in our
study 90% of the mothers who intended to
breast feed actually did at two weeks after
delivery.

We did mnor investigate the effect of
prolonged exposure to cows’ milk and thus
did not address the controversy discussed in
Kramer’s famous review.’

We are currently involved in a follow up of
the cohort, so we hope to be able to report on
the effects (if any) of brief early exposure to
cows’ milk at the more informative age of 6
years.

1 Lindfors A, Enocksson E. Development of
atopic disease after early administration of
cow’s milk formula. Allergy 1988;43:11-16.

2 Host A, Husby S, Osterballe O. A prospective
study of cow’s milk allergy in exclusively breast
fed infants. Acta Paediatr Scand 1988;77:663—
70.

3 Kramer MS. Does breast feeding help protect
against atopic disease? Biology, methodology
and a golden jubilee of controversy. ¥ Pediatr
1988;112:181-90.


http://adc.bmj.com

