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reduction, it is not clinically significant in our experi-
mental conditions because the albumin-bilirubin binding
capacity always remained greater than 5 mg/100 ml in any
case. Further, the babies included in our study are being
followed-up; and we have not so far seen any significant
neurological damage in infants treated with bucolome.

In conclusion we think that the mechanism of action of
bucolome is not clear and needs further investigation in
vivo. Meanwhile we consider that bucolome shbuld not
be used therapeutically in newborn infants with high
levels of serum bilirubin because of the possibility of
reduction in albumin-bilirubin binding capacity and
because its effect is slow. On the contrary, in the pro-
phylaxis of hyperbilirubinaemia bucolome should be
used only when there is careful control of the albumin-
bilirubin binding capacity during treatment.
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Protracted diarrhoea in infancy
Sir,
We read with great interest the article by Larcher et al.
(Archives, 1977, 52, 597) and would like to comment on
several points. The authors included patients diagnosed
as having secondary disaccharide intolerance in category
l, those with a specific diagnosis. Secondary disaccharide
intolerance, as its name implies, is secondary to an insult
which causes small intestinal mucosal damage with
secondary disaccharidase deficiency. We think that this
entity should be included in category 2 where no cause
for the diarrhoea could be established.

In the past year we have treated 14 infants with a
diagnosis of protracted diarrhoea in infancy. The
diagnosis was made according to the criteria of Avery
et al. (1968) with modification regarding the age of the
patient. All had variable disaccharidase deficiencies,
documented by specific enzyme assays done on jejunal
biopsy material. We believe that if more patients in

category 2 had had jejunal biopsies and disaccharidase
activity determination, the number with secondary
disaccharidase deficiencies (made apparent with appro-
priate tolerance tests) would be far greater than was
found by Larcher et al.
The small intestinal biopsy is an important tool in

diagnosis as well as in determining modes of treatment;
namely, parenteral hyperalimentation versus some modi-
fication of an elemental diet (Branski, 1978).
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Dr Larcher and co-workers comment:

We welcome the letter of Drs Branski, Hatch, and
Lebenthal. In the main they comment on two important
issues. We agree, of course, that clinical intolerance to
disaccharides may be a primary or secondary pheno-
menon, and that it can be related to a variety of patho-
physiological events. We assumed that this would be
evident to readers when categorising our patients.

Clinical intolerance to disaccharides is not sylnonymous
with the in vitro activity of the substrate-specific enzyme
activity assayed in intestinal biopsies obtained from the
proximal small gut. Hydrolysis ofingested oligosaccharides
is an extremely efficient physiological process, and clinical
intolerance of ingested oligosaccharides will only occur
when there is extensive reduction in the brush
border membrane activity of disaccharidases. In
clinical practice the important issue is whether ingested
sugars provoke gastrointestinal symptoms, not what the
activity of a particular enzyme is in an in vitro laboratory
assay system. Our category 2 patients did not clinically
respond to elimination of disaccharides from their diets.
This does not necessarily imply that they were not in-
tolerant to disaccharides, but does indicate that other
pathophysiological factors were operating in the genesis
of the protracted diarrhoea.
We also agree that small intestinal biopsy can be a very

useful procedure in the diagnosis and management of
protracted diarrhoea in infancy. It should be stressed,
however, that a biopsy is not mandatory to the diagnosis
and management of very sick infants with protracted
diarrhoea, and that an empirical approach based on
currently available knowledge is sometimes unavoidable.
Theprocedure is not without risk in severely malnourished
infants such as tI4ose reported in our publication. Un-
fortunately a. detailed diagnostic work-up is not always
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possible in such patients and a precise diagnosis may or
may not be achieved, even in retrospect. The patho-
physiological processes operating in a proportion of
infants with protracted diarrhoeal states remain a
challenging area for future research, and we look forward
to reading the publication which Dr Branski and col-
leagues have in press.
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Limitations of the sweat test
Sir,
We are in agreement with Schwarz et al. (Archives, 1977
52, 870) when they state that the sweat test has some
limitations in the diagnosis of cystic fibrosis (CF) and
that the diagnosis is not iustified on the basis of an
abnormal sweat test unless there is other supporting
evidence of the disease. We also agree that there is a
'grey area' of sweat Na and Cl levels which we would
class as between 50 and 70 mmol/l (50,70 mEq/l). How-
ever, there are some aspects of their paper which cause
us concern.
We feel the summary at the beginning of the paper is

somewhat misleading, especially to those who do not
carefully read beyond. From the text, one sees that the
30 patients referred to in the summary as giving equivocal
sweat Na concentrations represent only 1 - 5% of patients
tested in their laboratory, the total being some 2000.
As the remaining 98 - 5 % of patients did not give rise to
diagnostic difficulty, it is clear that the 'sweat test' is still
highly discriminatory, probably to the degree of any
such test.

In our experience a much greater problem of sweat
test accuracy occurs in hospitals where the test is carried
out on a very much smaller number of patients and where
the laboratory has a much lesser degree of experience than
that of the authors. We have had a significant number
of patients referred to our regional children's hospital
who have had abnormal sweat electrolyte measure-
ments elsewhere, but unequivocally normal measure-
ments when repeated by a laboratory carrying out a large
number of tests. Anderson and Goodchild (1976), in their
recent monograph, stress the difficulties of carrying out
an accurate test and describe some of the errors of
technique which on inquiry we still find to be common
practice, e.g. inexperienced house officers carrying out
the collection of sweat rather than experienced laboratory
or nursing personnel. We agree with the authors that
factors other than technique may affect sweat electrolyte
levels but feel that these are not significant when compared
with the variation produced by errors in performance of
the test.
We have not needed to go to the extent of serial

collections of sweat and of giving spironolactone as

have the authors. If we obtain a test within the 'grey
area' on repeated occasions, we carefully seek other
evidence of the disease, particularly evidence ofpancreatic
disease. This may be obvious from the presence of
steatorrhoea of pancreatic type as described by Anderson
and Goodchild (1976), but if steatorrhoea is not present
(about 10-15% of cases) we should then carry out detailed
pancreatic function studies with pancreozymin and
secretin stimulation. Hadorn et al. (1968) and others
have shown that, although enzyme secretion may be
sufficient to prevent steatorrhoea in some patients, the
volume of duodenal fluid and its bicarbonate content are
always low and neither increases to a normal extent after
injection of secretin. This investigation, together with a
detailed and critical clinical appraisal, has invariably
clarified the diagnosis in our patients with equivocal
sweat Na and Cl levels. We do not see evidence that
Schwarz et al. have investigated pancreatic function in
such detail although they may have done in some of their
'equivocal' patients. We wonder whether in Cases 14 and
26 detailed studies might not show some abnormalities.
Case 12, where sweat Na is repeatedly raised, is stated to
have normal pancreatic function but no details of the
method of assessing this are given. We also wonder why
Cases 23, 24, and 25 are included in Table 2 as they
seem to have good criteria for the diagnosis of CF at
present and even when first seen.
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Dr Schwarz and co-authors comment:

We agree with Professor Anderson and co-workers that
the sweat test is as good a diagnostic test for CF as any,
or better. We also concur with their restatement of the
well-known fact that the sweat test is badly performed in
many hospitals, so yielding far more unreliable results
than those due to uncertainties inherent in the test and
discussed in our paper.
We do not advocate the general use of spironolactone;

the merit of this drug in our experiments on certain
patients was merely to support our suspicion oftemporary
hyperaldosteronism, a condition which might have led to
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