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Chronic hepatitis in the 1980s
Our knowledge of the aetiology, pathogenesis, and treat-
ment of chronic hepatitis has advanced considerably in the
past 30 years. Much of the earlier confusion surrounding
both its management and prognosis was due to different
terms being used to classify the histological varieties of the
disease, failure to recognise specific aetiological factors in
the pathogenesis, and uncertainty about when acute self
limiting disease became "chronic." An important aspect
was the clear cut separation of chronic hepatitis into chronic
persistent hepatitis and chronic active hepatitis, diagnoses
with very different therapeutic and prognostic implications,
and the general acceptance that "chronic" should be defined
as an abnormality of liver function of at least six months'
duration. '

Chronic persistent hepatitis, characterised histologically
by a mononuclear cell infiltrate confined to the portal tracts
without liver cell (piecemeal) necrosis, is often idiopathic,
but it may also be due to persistent infection with hepatitis B
or the non-A, non-B virus, and it is frequently seen in
intravenous drug abusers. Chronic persistent hepatitis does
not require specific treatment and is not associated with
decreased life expectancy. This form of chronic hepatitis,
however-and particularly when it is associated with
hepatitis B infection-may progress to chronic active
hepatitis occasionally; such patients should be re-evaluated
at one to two year intervals with liver function tests, and if
evidence is found of clinical or biochemical deterioration the
liver biopsy should be repeated.
By contrast, chronic active hepatitis, characterised

histologically by piecemeal necrosis with associated
bridging necrosis or multilobular collapse, has a poor
prognosis. In this form of chronic hepatitis treatment with
corticosteroids is of value.2 Four points need to be
remembered by clinicians. Firstly, the histological assess-
ment requires the skill of an experienced histopathologist
(one important reason for referral of the patient-or the
biopsy specimen-to specialist centres); secondly, sampling
errors in the biopsy material may result in a misdiagnosis of
chronic persistent hepatitis; thirdly, the histological
features of chronic active hepatitis may occasionally be seen
in acute viral hepatitis even up to a year after the onset of
illness; and, finally, the appearances of chronic persistent
hepatitis are seen wMnen chronic active hepatitis is in
remission during treatment with corticosteroids.

Chronic active hepatitis without evidence of hepatitis B,
as classically described in the 1950s, was most frequently
seen in young women with severe liver dysfunction, often
with cirrhosis, accompanied by clinical features such as

hirsutism, striae, Cushingoid appearance, other auto-
immune diseases, and by the lupus erythematosus cell
phenomenon ("lupoid hepatitis"). A recent report from
Australia suggested that the pattern of chronic active
hepatitis has changed in recent years and that this classic
"autoimmune" form is now uncommon.4 This assertion was
based on the analysis of two large series of patients who had
attended gastrointestinal units in Southampton' and Los
Angeles6 over a recent five year period, showing that chronic
active hepatitis with autoimmune features was found in
fewer than a quarter of patients with the disease, as against
the three quarters of such patients included in the earlier
controlled trials of treatment of chronic active hepatitis with
corticosteroids. Changes in disease patterns cannot,
however, be assessed from comparing unselected patient

groups with those entered into controlled trials because of
the highly selected nature of the latter population. Indeed,
only one fifth of patients with chronic active hepatitis
attending the Mayo Clinic were entered into its treatment
trials.7 The Australian study did show, however, that-at
least in Brisbane-the number of patients presenting with
classic autoimmune chronic active hepatitis appeared to
have decreased over a 14 year period, but further long term
longitudinal studies are required to determine whether
similar changes have occurred in other areas.

Several controlled clinical trials have established that
treatment with corticosteroids, with or without azathio-
prine, improves the survival of patients with chronic active
hepatitis negative for hepatitis B.289 Included in this group
are patients with autoimmune chronic active hepatitis in
whom there is an accompanying hyperglobulinaemia and
high titres of serum autoantibodies and others in whom
these markers of autoimmunity are not present. Thera-
peutically there seems little reason to distinguish between
these "autoimmune" and "cryptogenic" variants since the
response to treatment is similar in the two groups.10

Should patients with the milder forms of chronic active
hepatitis be treated? Many patients do not fulfil the criteria
for severe disease-that is, their liver biopsy specimens
show piecemeal necrosis without bridging or multilobular
collapse. Since such patients have a good prognosis they
should be evaluated clinically and biochemically every three
to six months and by liver biopsy at yearly intervals, while
corticosteroids should be withheld.6 A three to six month
trial of corticosteroids may be indicated in this group if
incapacitating symptoms or severe disturbances in liver
function are present. The currently accepted measure of
satisfactory control of disease is a reduction in hepatic
inflammation with a reversal of the histological features of
chronic active hepatitis to those of a mild chronic persistent
hepatitis without piecemeal necrosis." 12 Reductions in
serum transaminase activities and globulin concentrations
were previously taken as general guides to the efficacy of
treatment, but these changes do not always reflect histo-
logical improvement, and liver biopsy is essential in
assessing the response to treatment.
How long should patients be treated? Patients with

autoimmune chronic active hepatitis with severe disease,
expressed histologically by bridging or multilobular
necrosis, require long term treatment with corticosteroids.
In a study from this unit relapse of the disease occurred in
almost 90% of such patients when azathioprine and corti-
costeroid treatment was withdrawn-irrespective of the
duration of remission or treatment. The outlook may be
more optimistic for patients without these severe features: a
lower relapse rate of 50% was observed in a similar study
from the Mayo Clinic, which included patients without
autoimmune features and less severe disease." Since many
patients continue to depend on corticosteroids for control of
their disease the minimum dose possible must be used if the
complications of long term treatment are to be avoided.This
may best be achieved by adding azathioprine to the
maintenance regimen, since a recent controlled study from
this unit has shown that azathioprine in combination with
corticosteroids is superior to corticosteroids alone in
maintaining remission (A J Stellon et al, unpublished
observations).
The histological features of chronic active hepatitis may

occasionally be seen in several other liver disorders such as
Wilson's disease, alcoholic liver disease, a, antitrypsin
deficiency, and hepatotoxicity from methyldopa, isoniazid,
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and nitrofurantoin. Clearly identification of these causes is
important for the management of the patient-especially in
Wilson's disease, in which chelating agents such as D-
penicillamine are life saving. Another group of patients have
chronic active hepatitis negative for hepatitis B whose
disease is epidemiologically typical of non-A, non-B viral
infection-that is, it occurred after transfusion of blood or
blood products or in an intravenous drug abuser. Despite
numerous claims for the development of specific non-A,
non-B detection assays, none has withstood the rigours of
testing against coded samples from well documented cases,
and this diagnosis remains one of exclusion. Until such
assays become available which can confidently identify
patients with chronic non-A, non-B hepatitis the clinical
course of the disease and the appropriate treatment will
remain uncertain.

In general, the prognosis of chronic active hepatitis
associated with hepatitis B virus is poorer than its counter-
part negative for hepatitis B.49 Hepatitis B e antigen, DNA
polymerase, and full hepatitis B virus DNA may be present
in the serum and indicate continuing viral replication. In
these patients treatment with corticosteroids serves only to
potentiate viral replication and is of no benefit'3: indeed, in
one study it was shown to have a deleterious effect.'4 Recent
studies, however, have suggested that corticosteroids may
benefit patients with chronic active hepatitis who are
negative for hepatitis B e antigen or positive for hepatitis B e
antibody-that is, when viral replication has apparently
stopped and when an autoimmune process may be
responsible for continuing hepatic damage.'" In recent years
treatment has concentrated on the use of antiviral agents (on
the basis that termination of viral replication is associated
with reduction in liver inflammation'6), whose value has been
recently reviewed.
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Third generation
cephalosporins
The "third generation" cephalosporins may be defined as
having high stability to 1-lactamases, particularly those
produced by coliforms, high potency against most of these
coliforms, and moderate to good activity against Pseudo-
monas aeruginosa. ' Any review of the merits of this large and
expanding group would, unfortunately, have to rely mainly
on the vast amount of in vitro and pharmacological data that
have been accumulated.24 There have been no good clinical
trials comparing these antibiotics-presumably because
such trials require large numbers of patients and would be
difficult to assess in view of the similar properties of these
compounds.
What can probably be decided is their place, as a group,

in the treatment and prevention of serious sepsis. Clinical
experience has been largely with cefotaxime, ceftazidime,
and latamoxef, all of which are marketed as broad spectrum
replacements for the aminoglycosides. Other members of
the group are ceftizoxime, which has been available for
about a year, and ceftriaxone and cefotetan, both likely to
be available soon.
The spectrum of activity of these agents is very wide, but

it does contain important gaps. Their increased activity
against the common Gram negative organisms does not
adequately cover rarer causes of hospital infections such as
Acinetobacter spp and the less common Pseudomonas spp.
All are less active against Gram positive bacteria and
inactive against enterococci and listeria. Furthermore, they
have only modest activity against staphylococci, and, in the
case of latamoxef, pneumococci. Their activity against
anaerobic bacteria is only moderately increased compared
with earlier cephalosporins, and none could be considered
superior to cefoxitin. Many anaerobic cocci, bacteroides,
and some clostridia are relatively resistant.56
With these gaps in their antibacterial spectrum the new

cephalosporins cannot be relied on as single drug antibiotic
treatment for serious undefined sepsis where organisms
other than Gram negative rods are likely pathogens. What,
then, is their place? Their activity against the Entero-
bacteriaceae and their stability to most of the clinically
relevant 13-lactamases makes these new compounds useful
for serious sepsis acquired in hospital and caused by Gram
negative bacilli resistant to older agents. They are proving
to be useful in neonatal meningitis, where their penetration
of the central nervous system and intrinsic activity are
superior to those of the earlier cephalosporins.67 They
should certainly not be used in circumstances in which the
first and second generation cephalosporins are used success-
fully-for example, cefuroxime for its activity against
penicillinase producing neisseria and haemophilus,
cephazolin as a prophylactic agent for biliary surgery, and
cephalothin (although little used in Britain) for Gram
positive infections.

Before they may be considered as replacements for the
aminoglycosides, however, several questions need to be
answered about the development of resistance, interactions
with other antibiotics, toxicity, and the promotion of
superinfection. Some cephalosporins appear active in
routine laboratory tests of sensitivity but may induce
resistance both to themselves and to other 13 lactams
clinically; this has resulted in therapeutic failures when
treating infections with some of the Enterobacteriaceae.8
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