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CORTISONE AND ITS ANALOGUES IN
ALIMENTARY DISORDERS
By S. C. TRUELOVE, M.A., M.D.(CAMB.), M.R.C.P.
Nuffield Department of Clinical Medicine, University of Oxford

The object of the present article is to discuss the
uses and limitations of cortisone therapy in
*diseases of the gastro-intestinal tract, liver and
pancreas. The term cortisone will often be used
generically to embrace all forms of corticosteroid
therapy, but it must be appreciated that the
various steroids are nQt in every case interchange-
able, and in particular that corticotrophin (ACTH)
has different actions from natural or synthetic
adrenal steroids used singly. ACTH often appears
to be the most effective form of treatment but it
induces marked clinical evidence of hypercor-
tisonism and mental disturbances are relatively
common. The synthetic derivatives, A-cortisone
(prednisone) and A-hydrocortisone (prednisolone)
appear to be somewhat more effective than cor-
tisone in corresponding doses, but there is evidence
that they are more prone to create or activate
peptic ulcers, so that, frequently, it is best to
start treatment with cortisone or hydrocortisone
and hold the more potent preparations in reserve.

Oesophagus
Cortisone treatment has only limited applica-

tions in oesophageal disease. Its most important
use is to prevent cicatricial stenosis of the oeso-
phagus after the ingestion of corrosive substances
(Dagradi and Stempien, 1954), although some
observers believe that it only slows, and does not
prevent, the occurrence of stricture (Marchand,
I955). In a somewhat similar fashion, it can be
used in conjunction with instrumental dilatation
of fibrous strictures of the oesophagus to prevent
or to delay recurrence of the stricture. In sclero-
derma, particularly in the form known as acro-
sclerosis, repeated courses of treatment appear to
delay the onset of oesophageal involvement (per-
sonal observations).

Stomach
Cortisone has little application in stomach

disease, other than the inhibition of excessive
scarring after corrosive poisoning, which is
analogous to its use in the oesophagus. Anti-

biotics must be used in conjunction with it for
this purpose.
The most important aspect of the stomach and

duodenum in cortisone therapy is the liability that
treatment itself may induce or activate a peptic
ulcer, which in turn may give rise to haematemesis
or perforation (Gray et al., I95I; Sandweiss,
I954;IHirschowitz et al., I955). Hence, cortisone
should not be used in the presence of known
peptic ulcer unless the need for its use is im-
perative. Simultaneous treatment with alkalis
should then be used and can also be tried preven-
tively in other patients receiving large doses of
corticoids.

Intestine
Steatorrhoea

Both in coeliac disease in children and in idio-
pathic steatorrhoea in adults, cortisone will bring
about rapid symptomatic improvement with in-
creased fat absorption. However, in coeliac
disease treatment has been radically improved
during recent years following the discovery by
Dutch workers that the subjects of this disorder
are sensitive to gluten and that a gluten-free diet
brings about normal growth and development.
Cortisone should, therefore, be used only as a
temporary measure in those patients, who, through
delay in making the diagnosis or failure to adhere
to a gluten-free diet, have become ill and difficult
to bring under control by diet alone. In idio-
pathic steatorrhoea in adults, a gluten-free diet is
sometimes- but not always, effective. Finlay and
Wightman (I956) compared the effects of cortisone
and a gluten-free diet in such cases, and found that
cortisone rapidly relieved the diarrhoea and im-
proved the absorption of fat. On the other hand,
the response to a gluten-free diet, though more
slow, was more complete. They regarded the two
measures as synergistic. In adult cases, cortisone
should be used only in those refractory to a gluten-
free diet and it should then be combined with
other conventional forms of treatment, namely
folic acid, iron, large- doses of calcium and supple-
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ments of the fat-soluble vitamins. Adlersberg et
al. (I953) consider that oral hydrocortisone-(free
alcohol) is the agent of choice in such cases.

Other forms of steatorrhoea are less helped.
Thus Drenick et al. (I955) found no effect in cases
of pancreatic steatorrhoea and steatorrhoea after
subtotal gastrectomy.

Regional Ileitis (Crohn's Disease)
The use of cortisone has been studied by a

number of observers (Machella and Hollan, I951;
Kirsner et al., 1952). The consensus of opinion
is well summarized by Zetzel (1956) in a recent
review of the disease, in which he states:
these drugs may be followed by a dramatic re-
mission in fever, diarrhoea and weight loss. This
improvement is of unpredictable duration, but
may be maintained in some cases by continued
administration of small doses over a period Qf
many months. Objectively, the roentgenographic
appearance of the involved bowel does not reflect
for some time, if ever, the favourable clinical
response.'

Intestinal Lipodystrophy (Whipple's Disease)
This rare disease chiefly affects middle-aged

men, who develop asthenia, weight loss, abdominal
pain, steatorrhoea, arthritis, and pigmentation of
the skin. Chronic cough and low-grade fever are
common, and generalized lymphadenopathy may
occur. Diagnosis can be made only by finding the
characteristic histological changes, either in peri-
pheral lymph-nodes removed by biopsy, or by
laparotomy with biopsy of mesenteric lymph-
nodes and of the intestine. The course is usually
progressive with death occurring a few years after
the onset. Recently there has been some evidence
that ACTH and cortisone are beneficial, at any rate
in some patients. Wang et al. (1956) reported a
case in whom a prolonged clinical remission
followed the use of ACTH therapy. They sum-
marized the results in this and seven other re-
ported cases treated with corticoids, showing that
two were terminal and died early in treatment, two
responded but were not followed up, and four
were remaining in remission for periods of two to
20 months. Hunter and Ward (I957)' have re-
ported a further case going into remission with
ACTH therapy, a remission which, at the time
they wrote their article, had been maintained for
six months since stopping treatment.

Ulcerative Colitis
This is the gastrointestinal disease in which

cortisone has been most extensively used. A
number of observers used cortisone and ACTH
shortly after their introduction and most were
impressed by the frequency with which clinical

improvement occurred. However, other workers
were perturbed by the high incidence of complica-
tions. For example, Tulin et al. (1952) had three
colonic perforations among 17 patients treated with
ACTH, and they judged that this form of treat-
ment was too dangerous to use in severe attacks of
the disease.

This issue was resolved by a 'blind,' controlled
therapeutic trial carried out with the cooperation of
physicians in five hospital regions (Truelove and
Witts, 1954 and 1955). Both for -first attacks of
the disease and for relapses, cortisone proved to
increase the chance of a speedy clinical remission.
The beneficial effect was particularly marked in
first attacks, a finding of considerable importance,
as it is known that these are commonly very
severe (Rice-Oxley and Truelove, 1950; Wheelock
and Warren, I955; Demole, 1956). At every
stage of severity of the illness the cortisone-
treated patients had a more favourable outlook
than the control patients. In other words, the
degree of severity should not influence one's
decision to use cortisone.

However, cortisone does not work well in all
patients and its use should normally be stopped if
there is no improvement in about three weeks,
and earlier if there is actual deterioration. It is
hardly necessary to add that its use does not ab-
solve the physician from applying all the usual
medical measures-blood transfusion, mainten-
ance of water and electrolyte balance, adequate
food intake, including much protein, and vitamin
supplements-without which a patient cannot long
survive a severe attack. Cortisone appears some-
what to increase the chance of secondary pyogenic
complications and should be combined with sys-
temic penicillin and a non-absorbable sulphona-
mide by mouth; broad-spectrum antibiotics are
best avoided as a routine, and, if used, should be
given in short courses of a few days only. ACTH
is possibly more effective than cortisone and should
be tried if cortisone is ineffective.
A warning against persisting with cortisone if a

beneficial response is not quickly obtained has
been given by Brooke (I956), who described three
patients, who, at laparotomy, showed an exces-
sively friable colon, with actual disintegration in
places, which he regarded as a new phenomenon
to be attributed to the treatment and one seriously
prejudicing the success of surgery. While all
would agree with his general statement that cor-
tisone should not be continued indefinitely in the
absence of a good clinical response, it must be
pointed out that such colonic changes have been
described in the absence of cortisone therapy. We
should also remember that a surgeon who has
devoted himself with conspicuous success to the
treatment of ulcerative colitis is likely to see more
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than his fair share of medical failures. While on
the subject of surgery in relation to cortisone, one
important consideration must be mentioned. If a
patient receiving cortisone needs urgent surgical
treatment, it is a great mistake to stop giving him
cortisone, for his own adrenal glands may fail to
respond vigorously to the stress of the operation,
with disastrous consequences. Cortisone should
be continued, even at an increased level, until a
few days after the operation, when it can be re-
duced gradually.

Quite apart from the controlled trial already
mentioned, there is evidence that when cortisone
is used more or less routinely the results are satis-
factory. Thus, a group of workers in Chicago
have reported favourably on the effect of cortisone
therapy in i8o ulcerative colitis patients (Sklar
et al., 1957). In the United Oxford Hospitals,
there has been a marked improvement in the prog-
nosis of patients since this form of treatment
became generally used. Thus, among first attack
cases, which used to carry a considerable hospital
fatality rate, there has been no death in the past
three years and only one has come to ileostomy.

It is unfortunate that successful treatment with
cortisone of one attack of the disease does not
render the patient free from the risk of recurrence,
although immediate relapse is unusual. Long-
term treatment can be carried out to avert this
(Wirts and Rehfuss, 1956). This carries the risk
of complications due to such long-continued treat-
ment and, in general, it seems best to treat suc-
cessive attacks as they arise. However, personal
experience of a number of patients under con-
tinuous treatment for periods of a year or more
without complication, leads to the conclusion that
the risk is not very great provided the patients are
under regular supervision.
An alternative approach to treatment is to apply

hydrocortisone directly to the inflamed colonic
mucosa by means of a nightly rectal drip (Truelove,
1956 and 1957). This treatment has been used in
the less severe attacks and has produced very rapid
remission in about two-thirds of the patients
treated. It is best to use a water-soluble com-
pound, such as hydrocortisone hemisuccinate
sodium. With this agent, clinical remission is
accompanied by histological improvement in the
colonic mucosa. Local treatment does not protect
the patient from further attacks, but it is usual for
a patient who has once responded to this form of
treatment to do so again. The method is at present
being assessed under controlled conditions.

In brief, therefore, cortisone has been shown to
improve the immediate prognosis of ulcerative
colitis, but its effect on the long-term prognosis of
the disease must still remain problematical for an

obvious reason-namely, that sufficient time has
not yet elapsed to permit assessment.

Liver
Cortisone does not feature prominently in the

treatment of liver diseases, but there are some in-
dications for its use.

Viral Hepatitis
Early reports on the use of cortisone and ACTH

were encouraging, because the symptomatic res-
ponse was good and the jaundice declined swiftly.
However, controlled studies by Evans et al. (1953)
showed that, although patients treated with ACTH
had a prompt drop in the serum bilirubin com-
pared with the controls, complete clinical and bio-
chemical recovery was delayed and there was an
increased chance of relapses occurring. With
cortisone, a prompt fall in serum bilirubin was
obtained and clinical recovery was faster than in
the controls, while biopsy studies showed that liver
healing was also accelerated although accompanied
by severe, fatty metamorphosis. However, the
cortisone-treated cases were more prone to relapse
than the controls. A more favourable picture was
found by Huber and Wiley (1955) in an extensive
study of the effect of cortisone, in that the cortisone-
treated patients did better in every way than the
controls.

Viral hepatitis is usually a mild, self-limited
disease with a very low fatality rate. Cortisone
should, therefore, not be used as a routine measure,
in view of the findings of Evans et al., which are
supported by those of some other workers.
An exception must be made for those patients

who develop hepatic coma as a complication of
viral hepatitis. This is a most dangerous event,
and most patients die. Ducci and Katz (I952)
reported recovery, after treatment with cortisone,
in two consecutive cases of fulminant hepatitis in
young people, remarking that, in their large ex-
perience with acute hepatitis, they had not pre-
viously seen recovery after coma. Both patients
made a spectacular response to treatment after
being comatose for more than 48 hours and re-
gained entirely normal health. Benavides et al.
(I955) treated i6 children who developed deep
coma in the course of viral hepatitis. The essen-
tial elements in treatment were ACTH, glutamic
acid and glucose. Four patients recovered, this
being attributed 'partially to the combined action
of corticotrophin and glutamic acid which exert
a favourable influence on the mobilization and
utilization of glucose.'

In view of these findings, cortisone treatment
may also be indicated in patients with viral
hepatitis which becomes severe, so that the
physician judges that coma is threatening. This is

3Yune 1958 331
copyright.

 on M
ay 23, 2023 by guest. P

rotected by
http://pm

j.bm
j.com

/
P

ostgrad M
ed J: first published as 10.1136/pgm

j.34.392.329 on 1 June 1958. D
ow

nloaded from
 

http://pmj.bmj.com/


334 POSTGRADUATE .M\lEDICAI, JOURNAL Jtun' 1958

particularly likely to he the case in homologous
serum jaundice, which in some outbreaks has heen
very dangerous.

Cirrhosis of the Liver
Cortisone exerts a favourable influence on the

symptoms of cirrhosis but, according to Winkler
and Tygstrup (I957), it is doubtful if the course of
the disease is much changed.

However, French workers in particular have
observed highly-beneficial effects on the ascites
which so often accompanies cirrhosis, at any rate
in a proportion of the patients. Cattan and Vesin
(1957) have summarized their extensive studies on
this relationship. In all, they treated 32 cirrhotics
with ascites, using prednisone as the therapeutic
agent. In 14 patients there was rapid relief of the
ascites, and the ' assechement ' (dryness) was
maintained after stopping treatment. In four
more patients there was relief during treatment,
although the ascites subsequently returned, either
during treatment or after stopping it. In the
remaining 14 patients, the treatment was a com-
plete failure. They suggest as one possible cause
for the good responses that prednisone inhibits the
hypersecretion of aldosterone. A series of papers
delivered at a meeting in Lyons support Cattan and
Vesin's findings (Societe de Gastro-enterologie de
la Region Lyonnaise, I956).
The value of cortisone in hepatic coma due to

cirrhosis is problematical. On the one hand, there
are physicians who believe it to be beneficial
(Spellburg, 1957). On the other, Sherlock, whose
own work on the treatment of hepatic coma is well
known (Sherlock et al., 1956) comes to the follow-
ing conclusion:

' The evidence favouring the use of ACTH and
cortisone in hepatic coma has not been convincing.
Corticoid hormones are not recommended for
hepatic coma occurring in patients with cirrhosis.
In patients where the syndrome complicates virus
hepatitis, recovery is so rare that cortisone or
preferably the newer prednisone may he tried.'
(Sherlock, 1957.)

(Cholangiohepatitis
Sborov et al. (I954) obtained highly beneficial

results with AC'TH in a group of six patients
suffering from cholangiolitic hepatitis, which had
lasted for periods of up to six months, and was
stationary or progressive when treatment was
begun. All showed prompt improvement and
recovered uneventfully.
L,upoid Hepatitis'
This is the name proposed for active chronic

hepatitis associated with the presence of ' L.F.
cells' in the circulating hlood, a condition which

predominantly affects young females (Bearn et al.,
I956; Mackay et al., I956). Mackay et al. suggest
that destruction of the host's liver cells causes
anto-immunization, with consequent chronic des-
truction of liver cells, and progression to cirrhosis.
' If this is so, it would be rational to use therapeutic
measures (e.g. cortisone therapy) designed to
modify this process, and our experience suggests
that cortisone is of benefit...

Chlorpromazine J1aundice
Numerous reports testify to the frequency

with which jaundice complicates chlorpromazine
therapy, about 2 per cent. of the patients being
affected. The condition has been thought to be
an allergic cholangiolitis. In most instances the
jaundice fades soon after stopping treatment, but
in some the jaundice persists for many months,
and there have been some deaths. Cortisone may
bring about a dramatic response (Stein and
Wright, I956). A similar type of jaundice may
occur, though less commonly, with a number of
drugs, such as methyltestosterone, thiouracil, sul-
phonamides and para-amino benzoic acid deriva-
tives.

Pancreas
Cortisone is of little use in pancreatic disease,

but an exception may possibly be made for acute
pancreatitis, in which cortisone was first reported
as beneficial by Stephenson et al. (I952). Rogers
et al. (I956) reported their observations on six
patients, all of whom made a good recovery. They
remark: ' . . . it seemed that two at least of our
patients were likely to die, and that a rapid im-
provement dated from the administration of cor-
tisone. Of the other four patients it can only be
said that their recovery was rapid, but such re-
covery could have taken place in patients not so
treated .... This method of treatment appears to
merit careful consideration as a potentially bene-
ficial therapy for a condition which can be refrac-
tory to any treatment and is often fatal.' The
necessity for precise diagnosis before suich a treat-
ment can be contemplated is obvious.
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