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Dr Javitt commented that if we are to undertake
a controlled trial in the neonatal hepatitis syndrome
we should appreciate that this was really neonatal
liver disease and not a specific entity. He felt that
one might, for example, consider the group who had
really an inflammatory disease of the liver as one
sub-group and certainly before undertaking any
such ambitious project one would have to try to
define a closely homogeneous group of patients.
Professor Krugman concurred with this view and
felt that it was particularly important to exclude
infants for whom there was a specific virological
cause if one were to consider treatment with cortico-
steroids. It is well known that there are certain virus
infections which become aggravated by these drugs.
To set up such a study would require an intensive
virological input. Dr Stern agreed with this and said
it would be important to investigate carefully for all
known causes, such as herpes simplex or congenital
rubella, before randomization. In addition, there
was some indirect evidence that patients with
hepatitis due to hepatitis B antigen were more liable
to become long-term carriers if treated with cortico-
steroids. Nevertheless one could consider a large
group of patients with neonatal hepatitis syndrome
of unknown aetiology who could be randomized
properly into a steroid treated group or a control
group. Commenting on these observations, Dr Roger
Williams pointed out that at present there is no
evidence anywhere in the world to show that active
chronic hepatitis with hepatitis B antigen fares worse
or better than active chronic hepatitis without
hepatitis B antigen, and although hepatologists ask
this question, they continue to treat their patients
with corticosteroids with apparently similar results.

Professor Krugman commented that he had no
strong views on the hepatitis B antigen carrier status,
but was very concerned about the use of cortico-
steroids in herpes simplex infection.
Dr Dubois informed the audience of a small trial

of corticosteroids in the neonatal hepatitis syndrome
conducted in Montreal and Boston with eleven
patients in each group. To his knowledge the patients
improved biochemically but not histologically. The
trial was stopped prematurely when four serious
infections with two deaths occurred in the steroid
treated patients. Professor Aagenaes commented
that his experience also in a small series of patients
was that no patient had improved when treated with
corticosteroids, therefore he felt it was unnecessary
to consider a controlled trial of such a drug. Dr Stern
and Dr Williams felt that while these comments may
be valid, it was true that many paediatricians were

using corticosteroids in the neonatal hepatitis syn-
drome and if this is so, these patients deserved care-
ful study, but an answer to the question whether
corticosteroids were helpful or harmful could only
be obtained from a prospective controlled trial.
Dr David Danks (Melbourne) agreed strongly with

Professor Aagenaes and felt that corticosteroids had
no place in the management of neonatal hepatitis.
He himself had used such therapy in at least a dozen
patients and none had shown the slightest improve-
ment. One infant had died and two very nearly died of
septicaemia. He pointed out that we were dealing
with a disease which had no resemblance to the other
two illustrations mentioned by speakers. Acute
fulminant liver failure has a very clearly known
prognosis with death in a large proportion and is a
serious disorder. Chronic active hepatitis, too, is a
disorder in which the prognosis is relatively uniform
and poor. In contrast, neonatal hepatitis contains a
large number of patients who do extremely well.
From his own studies in Melbourne he stressed the
necessity for a very long follow-up in such cases
more of the order of 10 years rather than 2 or 3 years
at which age it might be undetermined whether the
patient was to do well or badly. In his experience
the mortality of the disease was to be found in two
main groups, those who presented with features
mimicking biliary atresia, a few of whom died early,
but many of whom went on to cirrhosis, approxi-
mately 50%. The second group were those who
presented sometimes without jaundice, mimicking a
septacaemia and were acutely ill in the newborn
period. Many died before the diagnosis was made.
In the less severe group the prognosis in his ex-
perience was remarkably good with perhaps 8%
dying or developing cirrhosis. Thus before starting
a controlled trial of corticosteroids in the hepatitis
syndrome it was very important to define a group
of patients who had a poor prognosis. Until one
achieves this and finds a drug which sometimes
appears to do good, there appears to be no reason
for a controlled trial of a drug which in some
instances may be positively dangerous. There are
probably viruses other than those mentioned
which we do not recognize which may be dissemin-
ated and cause increased morbidity when treated
with corticosteroids.
Dr Roger Williams expressed surprise at Dr

Danks' comments as it was his impression that
many paediatricians did in fact use corticosteroids
in treating infants with neonatal hepatitis. Dr Mowat
agreed with Dr Williams' comment and stated that
in an informal survey of paediatricians, it had been
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found that approximately one-third felt that cortico-
steroids were of no value, while a third were equally
dogmatic that one had to use these drugs, particu-
larly in infants presenting with thrombocytopenia,
as well as hepatitis, but there were sufficient around
who were dogmatically of one or other view to make
it difficult to get a controlled trial going. It was clear,
however, from the remarks of all the discussions
that one must go on collecting data from patients

with the neonatal hepatitis syndrome to try to define
a group of sufficient homogeneity with respect to
aetiology, clinical features, and prognosis to form the
basis of controlled trials, if and when some reputedly
effective therapy became available. An untreated
controlled group would clearly be necessary and on

the basis of opinions expressed this afternoon,
cholestyramine rather than corticosteroids may be
the agent we should be studying at this time.

400

copyright.
 on M

ay 17, 2023 by guest. P
rotected by

http://pm
j.bm

j.com
/

P
ostgrad M

ed J: first published as 10.1136/pgm
j.50.584.399 on 1 June 1974. D

ow
nloaded from

 

http://pmj.bmj.com/

