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in fact, stimulate pancreatic enzyme secretion.
Therefore, it would seem that the conclusion drawn
by Beglinger et al in their letter reflects mainly a
personal view lacking adequate experimental
support.

Finally, I would suggest that Beglinger et al study
the action of secretin on pure pancreatic juice, using
doses and periods of stimulation similar to those
used by us. Only then, I believe, can we compare
our studies and discuss the action of secretin on
human pancreatic enzyme secretion.

L GULLO
Institute of Medicine and Gastroenterology,
St. Orsola Hospital, 40138 Bologna, Italy
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In vitro determination of small intestinal
permeability
SIR,-Drs Bjarnason and Peters (Gut 1984; 25:
910-11) appear to have misunderstood the purpose
of our previous communication which was to point
out that the failure of their in vitro studies to show
reduced absorption of probe molecules in coeliac
disease does not imply that such reduced absorption
does not occur, because the molecules they used in
their study are not appropriate for this purpose. We
would agree that any reduction in absorption may be
due to a decrease in mucosal surface area, but as the
permeability of the intestine is a composite of
several diffusion pathways, of which both the sites
and structures responsible for their selective
permeability characteristics are unknown, we do not
believe that intestinal permeability can be equated
with (enterocyte) membrane permeability.
We are unable to accept the criticisms levelled at

the cellobiose/mannitol test. There is no evidence
whatsoever to support the contention that a hyper-
tonic cellobiose/mannitol test solution bypasses the
diseased segment of the intestine, or that intestinal
transit will affect urinary recovery of probe
molecules; indeed, this subject has been studied in
some detail and there is no correlation between
gastrointestinal transit time and urinary recovery of
cellobiose or mannitol,' and the effect of a hyper-
tonic test solution increases, rather than decreases,
the sensitivity of the test system for proximal small
intestinal disease. ' Whatever the explanation for the
interesting observations by Catt et al,2 these experi-
ments were all performed in isotonic solutions and
are perhaps of little relevance to the use of
hypertonic test solutions, which induce an increased
absorption of disaccharides,3 as opposed to the
decrease reported by Catt et al in isotonic solution.
We agree that disaccharides may not be the ideal
osmotic filler for cellobiose/mannitol test solutions,
but have not been able to show any effect of
lactase deficiency on probe molecule recovery.'

Finally, we cannot agree with the comments of
Bjarnason and Peters on the sensitivity and
specificity of the differential sugar absorption tests
which have been shown to be valuable in the
recognition of small intestinal disease by all those
who have reported their findings,i while others
have failed to confirm the value of the 5'Cr-EDTA
absorption test.9 None of the techniques used to
show abnormal intestinal permeability has been
claimed to be specific for coeliac disease, and none
of them are, as is shown by the reports of Bjarnason
and his colleagues, of abnormal permeability to
5'Cr-EDTA in various circumstances ranging from
alcohol ingestion' to colonic Crohn's disease."
The differences between our results and those of
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Bjarnason and coworkers are slight and can
principally be ascribed to differences in the popula-
tions studied. We believe both the 5'Cr-EDTA test
and sugar permeability test have a role in the
investigation of intestinal permeability and the
techniques are complimentary rather than mutually
exclusive.

IAN HAMILTON, I COBDEN,
AND A T R AXON

Freeman Hospital,
Newcastle upon Tyne,
and the General Infirmary, Leeds.
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Reply
SIR,-In their first letter (August 1984; 909-10)
criticising our paper (February 1984; 145-50) on the
in vitro determination of mucosal permeability in
coeliac disease Hamilton et al attempted to
perpetuate the misconception that in coeliac disease
permeability is decreased to small hydrophyllic
molecules. In our reply (August 1984; 110-11) we

pointed out that this fallacy was because of their
confusion between the terms absorption and
permeability which are not necessarily synonymous
when the villous architecture is grossly altered as in
patients with untreated coeliac disease.

In their present letter they persist in their claims
for the value of the combined cellobiose/mannitol/
sucrose/lactose absorption test. These sugars clearly
show differing tissue hydrolysis rates, variable
absorption and differential endogenous production
rates among themselves and between patients with
normal and diseased intestines. Clearly interpre-
tation of results with this test are fraught with
difficulty although it may have some role as a
screening procedure. The plethora of various sugars
used to assess permeability, and the large range of
osmotic fillers, including glycerol, used by different
groups indicates a lack of conformity in this field so
far.

Hamilton and colleagues claim that tonicity of
gastrointestinal contents does not affect transit.
Unfortunately their reference (I C MD Thesis) is
unavailable to us but their claims are at variance
with the results of others. 2

Hamilton et al comments on the single report
(letter) purporting to show that the 51CrEDTA test
is valueless. They fail, however, to report the
subsequent correspondence3 4 and other indepen-
dent reports,5-8 confirming the value of the
5'CrEDTA in both physiological and pathophysio-
logical studies.

In seeking to perpetuate the cellobiose/mannitol/
sucrose/lactose test, Hamilton and colleagues
attempt to deny the clinical gastroenterologist a
cheap, simple, rapid screening procedure for small
intestinal damage, as well as burdening the hard-
pressed clinical chemist with difficult and demanding
analytical procedures.

I BJARNASON AND T J PETERS
Division of Clinical Cell Biology,
MRC Clinical Research Centre,
Harrow, Middlesex.
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