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Coeliac Disease and IgA
Deficiency

Sir,
In our paper 'IgA deficiency in children. A clinical

study with special reference to intestinal findings', which
appeared in the October 1971 issue (p. 665), the last
sentence of the summary ('Results show that the
increased incidence of autoimmune disease reported in
IgA deficiency in adults also holds true in children; i.e.
that there is a raised incidence of coeliac disease with or
without symptoms in IgA deficiency') wrongly implied
that we consider coeliac disease to be an autoimmune
disease. Though there is some evidence (e.g. Wall et al.,
1970) to support this idea, and the increased incidence
of both coeliac disease and autoimmune disease in IgA
deficiency could be interpreted as such, strong evidence
against this also exists. Coeliac disease does not meet
the commonly accepted criteria for an autoimmune
disease (Witebsky et al., 1947), and the role that gluten
plays in the aetiology of the disease cannot be explained
in terms of autoimmunity. We feel that immune
m'!chanisms are involved in the pathogenesis of coeliac
disease, but that it is not an autoimmune disease. Our
original intention was to point out that both autoimmune
diseases and coeliac disease occur with raised frequency
in IgA deficiency, independently of each other. The
connexion between IgA deficiency and coeliac disease
is probably based on impaired local immune defence of
the gut, which allows more antigenically active material
to penetrate the intestinal mucosa in IgA-deficient
persons. This phenomenon is reflected in the high
incidence of precipitating antibodies to dietary proteins
(found by us among others) in this deficiency state.

E. SAVILAHTI, P. PELKONEN, and
J. K. VISAKORPI
Children's Hospital,

University of Helsinki,
Helsinki, Finland.
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RS Virus and Bronchiolitis
Sir,
The article by Ross and her colleagues in the October

number of the Archives (46, 702) prompts us to restate
our views on the possible pathogenesis of 'bronchiolitis'
caused by RS virus infection in infancy. Our observations
are based on the analysis of nearly 300 infants with RS
virus bronchiolitis studied in Newcastle over the past
3 years, the evidence and the deductions are as follows:
RS virus, being ubiquitous, infects most children by

the time they are 2 years old (Neligan et al., 1970).
This infection can occur in the first few days of
life when it produces mild respiratory tract symp-
toms. The majority of children with bronchiolitis
are between the ages of 2 and 6 months; it is
uncommon below 6 weeks and never occurs under
3 weeks of age. Infants with bronchiolitis often
have specific antibody in nasal secretion at the onset of
their acute illness (Scott and Gardner, 1970; Kim et
al., 1969), and rapidly rising neutralizing antibody titres
can be detected in the nasal secretions of even the
youngest infant with bronchiolitis (Scott and Gardner,
1970; Kim et al., 1969). There is only scanty virus in
the lungs of infants with bronchiolitis compared with
the large amount present in pneumonia (Gardner,
McQuillin, and Court, 1970). These facts suggest that
maternal antibody plays no effective role in prevention,
and that in affected children hypersensitivity is a
possible mechanism in the production of bronchiolitis.
We would welcome serious evidence which would

help to confirm or disprove our hypothesis, because the
eventual prevention of RS virus infection depends on
detailed knowledge of its pathogenesis. We were there-
fore disappointed that our friends in Glasgow appear to
dismiss an allergic hypothesis on the basis of their
findings in 16 children with bronchiolitis, only 6 of
whom fell in the critical first 3 months of life. And the
essence of their case is based on the serological examina-
tion of these 6 children. This is an extremely small
number in a 5-year period and we wonder how repre-
sentative these children were. We know that the primary
infection with RS virus can occur in the first week and
therefore sensitization could follow in the first few weeks
of life. We are not told whether any of these 6 children
in the Glasgow study were less than 6 weeks old. We
cannot accept their view that the complement-fixation
test is as sensitive as the neutralization test, especially if
the delicate plaque reduction technique is employed, nor
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322 Correspondence
that their failure to detect a complement-fixation anti-
body response is evidence that an allergic reaction or a
previous infection had not taken place. In our own
series (Scott and Gardner, 1970), and in a larger series
yet to be published, we have shown that infants of
6 weeks and onwards can respond to infection by the
rapid production of RS neutralizing antibodies in their
secretions in intervals of even less than 7 days. We find
this, and the presence of detectable antibody in the
secretion at onset of bronchiolitis in approximately
50% of cases, far more convincing evidence of the
responsiveness of young infants to infection and con-
sistent with bronchiolitis being a second infection. As
children get older, repeated exposure to RS virus could
lead to desensitization by the production of large
amounts of specific IgG.
We hope Dr. Ross and her colleagues will extend their

studies in the first 3 months so that we can increase our
knowledge of what we feel is a critical period for our
understanding of pathogenesis of bronchiolitis.

P. S. GARDNER, J. McQUILLIN, and
S. D. M. COURT

Department of Child Health,
The University of Newcastle upon Tyne,

Newcastle upon Tyne NEl 4LP.
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We showed the above letter to the authors, whose
comments follow:
There are two misinterpretations of our paper in the

letter by Gardner and his colleagues. Firstly, we did
not claim that CF was as sensitive as neutralization but
'as reliable as and more convenient than neutralization
tests for diagnosis of acute respiratory infections due to
RS virus'. Secondly, our suggestion that bronchiolitis
in children under 3 months was probably not a secondary
infection was not based on 'failure to detect' a complement
fixation antibody response but on the lack of 'boost'
responses in this youngest group.

In the paper cited in their letter (Scott and Gardner,
1970), only 30 patients were studied and from only 10
was a second secretion obtained; in only 4 of these 10
was there a fourfold or greater rise in neutralizing
activity. This seems to afford no proof of secondary as
opposed to primary infection.

CONSTANCE A. C. ROSS and
I. W. PINKERTON

Regional Virus Laboratory,
Ruchill Hospital,

Glasgow G20 9NB.

Growth Pattern in a Boy with
Thyroxine-binding Globulin

Deficiency
Sir,
We read with interest the article by J. L. Penfold,

G. M. Kneebone, M. Wellby, and R. K. Oldfield, on
'Growth Retardation and Thyroxine-binding Globulin
Deficiency' in the February 1971 issue (p. 115). While
they document short stature in terms of a single height
measurement, they make no reference to the more impor-
tant parameter of growth; namely, how fast is the patient
growing at this time ? We have followed for 6 years the
growth pattern in a boy first diagnosed at 13 months of
age. No other such longitudinal study has been reported
previously.

Case Report
N.F. is the only child in the family. Pregnancy and

delivery were normal. Birthweight at term was
2608 g. Jaundice was present for 3 weeks but no cause
was found. At 10 months of age, he was found to have
dry eczema and no dental eruption but no other abnormal
signs. No goitre was present. PBI was 1 .1 Htg/
100 ml. He was, therefore, admitted for further study
at the age of 13 months. The bone age at the left wrist
was 6 months. Serum cholesterol was 85 mg/100ml.
132 uptake was 24-4% and 19% at 3 and 5 hours.
Total serum plasma protein was 75 g/100 ml. Electro-
phoresis of thyroxine binding proteins showed absent
TBG, slight increase in thyroxine binding albumin
(TBA), and marked increase in thyroxine binding
prealbumin (TBPA) (Fig. 1.) Because of the normal
radioactive iodine uptake and the apparent clinical
euthyroid state, no therapy was given. The patient was
followed at intervals. His growth in height and weight
are shown in Fig. 2. At 2 years 3 months, he had 16
teeth and was saying a few words. Bone age was 16
months. At 4 4/12 years, his bone age was 34 years.
The patient was now shown to be deaf in the right ear
only, for which there was no apparent cause. At
5 5/12 years, some thyroid studies were repeated.
132I uptake was 31% and 33% at 3 and 44 hours.
T3 sephadex uptake was 750%0 (N = 70 to 140%).
PBI was 2-3 Ag/100 ml (N = 4 to 8). Free
thyroxine index was 17 * 2. These results were considered
to be consistent with the earlier diagnosis of low or
absent TBG. When last seen at the age of 6 10/12
years, the patient had normal dental age and a bone age
of 64 years. His mental development has remained
normal. Though no therapy was instituted, the patient
has grown at a constant rate each year and has followed
a pattern which is parallel to but just below the third
centile line. His bone age though initially delayed is
now within normal limits. He did show early clinical
features which might have suggested hypothyroidism,
but subsequent tests, follow-up, and clinical features have
excluded this diagnosis. The other 11 previously
reported cases or families (some patients over 50 years
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