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observed changes in liver function represent chronic persistent
rather than chronic active hepatitis.7
The commercial companies in the United States acted

responsibly and quickly to exclude high risk donors, and
similar action has now been taken in Britain, but in the
absence of diagnostic serological markers putative agents of
AIDS or of non-A, non-B hepatitis cannot be excluded from
donor plasma. So what further measures can be taken to lessen
the potential risks of AIDS and hepatitis? Studies in animals
suggest that heat treatment might reduce transmission of
non-A, non-B hepatitis, and manufacturers of factor VIII
concentrates are poised to introduce heat treated preparations,
although this may double the cost of treatment to the British
market. It is too early to evaluate the effects of the new
manufacturing processes, including the use of heat, which
differ among companies, but protection is known not to be
absolute. At least six patients under study have developed
abnormal liver function test results after transfusion. There is
no evidence that any product, commercial or volunteer, is
free from the risk of transmitting AIDS. Patients with
haemophilia B (factor IX deficiency) do not appear to develop
AIDS despite multiple transfusions. This may simply be
because haemophilia B is rare, but it might reflect a difference
in the way factor IX concentrate is manufactured. Possibly
what we are seeing among haemophiliacs is an entirely
different disorder from that described in homosexuals-that
is, one due to repeated antigenic challenge over many years
rather than to a transmissible agent.
The median expectation of life in patients with severe

haemophilia in Britain was estimated as near normal in 1980,6
in contrast to 37 years in 1962.8 This increase in longevity and
the improved quality of life are due entirely to the widespread
introduction of factor VIII concentrates and to comprehensive
care. When AIDS was first linked with haemophilia, and the
extent of the problem in the United States was unknown,
some centres curtailed planned surgery and home treatment.
Nevertheless, most have now reverted to their routine pro-
grammes, and throughout the world the opinion of the
majority is that the risk of haemorrhage and its complications
far outweighs the risk of developing AIDS or chronic liver
disease.
For the moment, however, it seems sensible to treat very

young severely affected children with cryoprecipitate rather
than concentrates. Alternative methods of raising factor VIII
activity with desmopressin (DDAVP),9 danazol,10 or perhaps
the new porcine material should- be used in mildly affected
haemophiliacs, people with von Willebrand's disease, and
carriers of these disorders. There may be a case for long term
prophylaxis with co-trimoxazole in those haemophiliacs
presenting with lymphopenia and unexplained fever or wasting
because all the deaths to date have been associated with
infection with P carinii. Prophylaxis against this organism is
effective,11 and its suppression may buy time for the patient
with AIDS. There is no evidence of casual transmission of
AIDS to health care staff, although the Americans recommend
the adoption of similar precautions to those already in use for
hepatitis B when handling specimens from suspected cases.12
The most important precaution of all, however, is to maintain
a high level of surveillance of the haemophilic population.
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Assessment of pituitary
function
Testing pituitary glandular function is only part of the assess-
ment of pituitary disease, for it does not assess damage to the
optic pathways or define an empty sella. Furthermore, it
usually fails to measure the rate of secretion of the pituitary
hormones, though their metabolic clearance rate may be
studied.'
Measurement of plasma concentrations of hormones does

give a better indication of pituitary function than clinical
observation-sometimes because we lack knowledge of their
function (for example, growth hormone in the adult); because
an intermediate substance is concerned (for example, somato-
medin with its action on skin and skeleton)2; or because of the
variability of the hormones' tissue receptors.
Most hormones are measured by radioimmunoassay, for

cytochemical assays, despite their promise ofgreater sensitivity,
are difficult to carry out except in a few specialised labora-
tories.3 Since, however, the part of a hormone that reacts
antigenically with a particular antibody is not always strictly,
or even strongly, linked with the hormone's tissue reactive
group, particularly when a neoplasm secretes the hormone or
its homologue,4 the cruder bioassays remain useful as reference
standards. Indeed, this explains why many prefer to express the
results of a hormone assay in units ofmeasured activity, even if
these are not entirely comparable because of the different
antibodies used.
Hormone concentrations may be measured in a random

sample or in specified conditions (when a steady state might be
expected), or after deliberate manipulation-classically by
stimulation to test deficiency and by suppression when over-
activity is suspected. Random measurement is acceptable for
thyroid stimulating hormone if only because the widely used
radioimmunoassay is too insensitive to separate abnormally
low from healthy concentrations.5 With prolactin care must be
taken to avoid disturbing circumstances, for it is one of several
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"stress" hormones.6 Another of these, adrenocorticotrophic
hormone (ACTH), is relatively difficult to assay, not least
because of its low concentration,7 and so cortisol is often used
as a substitute. The time of day is crucial because of the
pronounced circadian rhythm of ACTH.8 By convention,
early morning samples are taken but when overactivity is
suspected the contrast between normal and abnormal is often
most noticeable late in the evening, provided the patient is not
agitated, as many are on the first evening in hospital. Food,
sleep, and physical exertion may affect the concentrations
of growth hormone, so blood samples should be taken
from a fasting, awake, tranquil, and inactive person in the
early morning. Pronounced spikes of growth hormone
secretion occur during sleep,9 and luteotrophic hormone is also
released in pulses, particularly during sleep in adolescence but
also during the day in adults.'0 Hence a single estimation of
either of these hormones must be interpreted with caution.
Follicle stimulating hormone is probably secreted in response
to the same hypothalamic peptide flowing into the hypophysial
portal system as is luteotrophic hormone, but the effect
of gonadotrophin releasing hormone can vary-for example,
the ratio of luteotrophic hormone to follicle stimulating hor-
mone may be increased considerably by oestrogen."1 12
The influences of "target organ" hormone on the pituitary

are not confined to their own trophic factor-for example, corti-
sol inhibits'3 and oestrogen may increase secretion of growth
hormone.'4 Indeed, high concentrations of cortisol15 may
account for both the weak growth hormone response to levo-
dopa and the impaired thyroid stimulating hormone response
to thyrotrophin releasing hormone'6 in people with depression.
Pituitary function tests are also used to assess non-pituitary
disease: for instance, a normal thyrotrophin releasing hormone
test result excludes thyrotoxicosis.'7 "Transmodal" effects are
increasingly used in diagnosis-for example, a normal growth
hormone response to thyrotrophin releasing hormone is sought
to establish a satisfactory outcome after surgery for acro-
megaly.18 Finding an increase in prolactin in response to
thyrotrophin releasing hormone helps towards excluding a
prolactinoma as the cause of hyperprolactinaemia'9 and in dis-
tinguishing delayed puberty from gonadotrophin deficiency.20

Formerly, "multiple" or "triple" pituitary tests were carried
out. Triple testing was based on the important observation2'
that there are equal thyroid stimulating hormone, luteotrophic
hormone, and follicle stimulating hormone responses to
thyrotrophin releasing hormone and gonadotrophin releasing
hormone whether the hypothalamic peptides are given
together or separately. If, however, insulin is added to the
mixture the effects are harder to interpret,22 not the least
because an effective hypoglycaemic stimulus has never been
precisely defined, either in terms of gradient, extent, or
duration, nor with respect to whether blood or plasma glucose
(virtually always venous) is measured.
Perhaps the newly available growth hormone releasing

hormone should be used to define the "effective" hypogly-
caemic stimulus, though clearly it must stand or fall by its
usefulness in assessing the cause of short stature. Two varieties
of growth hormone releasing hormone have been prepared,
containing 4023 and 4424 amino acids respectively, each syn-
thesised after characterisation of peptides isolated from a
particular pancreatic tumour25 26-a newly recognised sub-
group among patients with acromegaly.27 Using them to test
pituitary function should be more pleasant for the patient than
undergoing insulin induced hypoglycaemia, and the test
promises also to be safer, though any new preparation must be
used with caution.

Early hopes that the use of the hypothalamic peptides
thyrotrophin releasing hormone and gonadotrophin releasing
hormone might reliably separate intrinsic pituitary failure from
failure of hypothalamic origin2829 have foundered. This is
because the single shot stimulation may yield the same
response from a small fraction of pituitary still functioning
normally as it does from an intact gland inactive because of a
longstanding failure of the usual stimulation by hypothalamic
peptides or other messengers (for example, dopamine as
prolactin inhibitory factor30). Hence growth hormone releasing
hormone is unlikely to be able to separate pituitary tumours
from "idiopathic growth hormone deficiency" (?hypothalamic
gonadotrophin releasing hormone deficiency) on single shot
testing. Further experience will show whether it is useful to
sharpen the division ofpatients with acromegaly into those who
show partial suppression of growth hormone after oral glucose
and have a normal growth hormone response to growth hormone
releasing hormone, and those who show no- suppression after
glucose but exaggerated growth hormone response to growth
hormone releasing hormone.31 Intravenous boluses of peptide
evoke present performance rather than the capacity for
response in the future and may be little more than a magnifi-
cation of the basal state, with the prestimulatory concentration
strongly correlated with the poststimulation concentrations
(though the larger, later concentrations may be technically
easier to measure).32 Prolonged stimulation with hypothalamic
releasing hormones might be more revealing33; Grumbach et al
observed that gonadotrophin releasing hormone injected over
several days improved the distinction between isolated
gonadotrophin deficiency, pituitary failure from a tumour, and
delayed puberty.34 This is analogous to the benefit of the
prolonged Synacthen (tetracosactrin) test in the assessment of
adrenocortical function, but the functional properties of the
pituitary receptors must be respected, for they may become
less sensitive if the stimulation is not pulsatile. The optimal
uses of the pituitary hormones need to be re-examined, as in
some earlier studies of dose duration relations.35 Measurement
of secondary effects may also be carried out by radioimmuno-
assay and these may increase sensitivity-for example, plasma
somatomedin C to judge the production of growth hormone.33

In the future more sensitive assays may be developed to
determine whether hypothalamic releasing peptides are
present in the systemic circulation in concentrations that
reflect either hypothalamic release or pituitary uptake. Assess-
ment of biopsy samples of pituitary by immunohistological
methods36 or peptide secretion in vitro37 requires analysis of
the sensitivity of the technique of the former and an awareness
of the notential artefacts of the latter.

Non-operative assessment, however, remains the aim and is
probably best approached by single (or repeated) specimens for
near "steady state" measurement under defined conditions,
followed by selection of the appropriate suppression or
stimulation test. The newer growth hormone releasing hormone
and corticotrophin releasing hormone38 peptides may well
increase the diagnostic definition of such tests in comparison
with the non-specific stimulus of insulin hypoglycaemia.
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Ulcerative enteritis
The most common cause of ulceration of the small intestine in
people of European stock is Crohn's disease, but the differen-
tial diagnosis includes tuberculosis, actinomycosis, typhoid,
bacillary dysentery, polyarteritis nodosum, ischaemia, neo-
plasms, and the Zollinger-Ellison syndrome. With these
conditions excluded, there remains a syndrome of multiple
ulcers of the small intestine, which is variously known as
ulcerative jejunitis,' chronic ulcerative jejunoileitis,2 or,
preferably, idiopathic chronic ulcerative enteritis.3 The rarity
of the disorder is shown by the relative lack of reported cases.
In 1980, Mills et a13 reviewed the 27 cases which had been
reported since the first patient described in 19494 and added a
further five cases. Recently eight more cases have been reported
from Leeds.5
The subject is confused, mainly because idiopathic chronic

ulcerative enteritis is almost certainly heterogeneous. All
patients have intestinal ulceration and malabsorption but they
may then be divided into four groups: those with proved
coeliac disease, those with villous atrophy unaffected by a
gluten free diet, those with a normal small intestinal mucosa,
and those with a malignant histiocytosis.6
The first group is the smallest. Mills et al considered only

three of the 32 patients they reviewed to have coeliac disease-
defined as showing a clinical and histological response to gluten
withdrawal.3 The eight patients recently described from Leeds
included two more with coeliac disease, one of whom had a
malignant histiocytosis, though there was circumstantial
evidence of coeliac disease in the other patients in this series.
Only in the patient described by Bayless et al was the coeliac
disease diagnosed long before the development of small
intestinal ulceration: this patient remained symptom free on
a gluten free diet for six years before he developed anorexia,
loss of weight, and abdominal pain, which heralded the
presence of small bowel ulceration.7 In the other cases of
proved coeliac disease radiological evidence of ulceration or
stricturing was already present at diagnosis.5 7 8 Two patients
in the Leeds series, however, almost certainly had coeliac
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