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antibody complexes, thus adding further support for
the view!8 that a state of T cell hypersensitivity exists
within the intestinal epithelium of untreated coeliac
patients.

Thus far, it has been shown that high mitotic
indices (>90-2%) among jejunal IEL prospectively
identify gluten-sensitive subjects, and secondly, that
absence of a high mitotic index (<0-29%), especially
in pseudocoeliac lesions secondary to immuno-
deficiency, lymphoma, Crohn’s disease and various
other disorders associated with malabsorption or
steatorrhoea, excludes gluten-sensitivity and hence
the need for a GFD. Such decisions may be made
prospectively after analysis of the initial small
intestinal biopsy.

Finally, consideration is given to those patients
who failed to regrow villi and who, by definition,
cannot be regarded as coeliac patients. In these
patients (Fig. 4) there was a slower fall in mitotic
indices of IEL, compared with the responsive group.
If, as has been argued, the blast-transformation3?
and raised lymphocyte mitoses3® among epithelial
lymphocytes reflects activation by luminal antigen,
and since only gluten was withdrawn from the diet,
what does the ultimate fall in mitotic indices repre-
sent in these patients after treatment with GFD?
It is often stated, paradoxically, that failure to
regenerate villi necessarily reflects poor dietary
control;3? it was difficult to exclude this possibility
as many of these subjects were not directly under the
care of the author. However, two of these ‘‘un-
responsive” patients were parents of coeliac children
who, by virtue of mucosal regeneration in response
to gluten restriction, must be regarded as gluten-
sensitive. Should these parents, one of which de-
veloped carcinoma of the jejunum, not be regarded
as coeliacs in view of the known family prevalence?
and if not, to what is their disease due? Despite
intensive study of intestinal malabsorption over the
last 25 years, few other lifelong dietary hypersensi-
tivities closely mimicking (adult) coeliac disease have
been described.4! 42

While, in ignorance of cause, current definitions
of coeliac disease should be retained4 the pos-
sibility that such criteria are too restrictive must
always be considered.8 Such sentiments are embodied
in previous reports of persons in whom a mucosal
response initially occurred after gluten restriction,
but in whom that responsiveness was ultimately
lost.10 43 44 Thus “‘unresponsive” coeliac patients (ex-
cluding obvious diet defaulters) may continue to
have flat mucosae for reasons (and mechanisms) other
than ingestion of trace amounts of gluten. High
mitotic indices in these patients, although obviously
not exclusive to gluten sensitivity, are highly sug-
gestive of the nature of the enteropathy, particularly
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when evaluated in parallel with the many other
various disease-controls described in this study.

Additional case material or histological preparations
were kindly provided by Dr Peter Isaacson (South-
ampton University); Dr Henry Thompson and Dr
Gerry Slavin (National Coeliac Lymphoma Panel);
Dr E Holmes (Manchester Royal Infirmary);
Professor Fred E Pittman (Medical University of
South Carolina, Charleston, USA); Dr Roger
Gillett (Hope Hospital) and Dr Frank Lee (Royal
Victoria Hospital, Blackpool).
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