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The Biennial. Meeting of the International Association for
the Study of the Liver, Brighton, UK, 6-8'June 1992

A participant who attended all the scientific activities of
this meeting would have had to spend $1000 (30000 rupees)
besides the cost of his or her travel, board and lodging (at a
hotel whose daily rates were equivalent to 7200 rupees).
Thus there were very few delegates from the developing
countries and the majority of participants were from Europe,
the USA, Canada, Japan and Australia.
The Scientific Committee had introduced a number of new

items into the schedule, such as clinico-pathological discus-
sions of 8 cases; short 5-minute poster presentations of
selected abstracts, satellite symposia and the President's
postgraduate course (Table I). In addition, four state-of-the-
art lectures on important topics in hepatology were delivered
by distinguished experts.
Five simultaneous luncheon workshops, each of 2 hours

duration, and ten 9O-minute breakfast workshops covered a
wide range of subjects (Table II). The workshops were
conducted by leading specialists and there was active partici-
pation by the delegates.
The abstracts accepted for the conference were categorized

under the following major groups: (i) hepatitis, (ii) cirrhosis
and its complications, (iii) liver cancer, (iv) immunology and
genetics, (v) metabolism, nutrition and alcohol, (vi) bile
secretion, gallstones and biliary tract disease, (vii) liver
transplantation, (viii) paediatric liver diseases, and (ix) drugs
and the liver. Three types of presentations were made=-oral,
oral-poster and poster (Table III). The oral-poster presenta-
tion was an interesting and new approach for me, whereby
a few from each group of abstracts chosen for the poster
sessions were selected for 5-minute presentations with 4 to
5 slides and a 2-minute discussion.

ADVANCES
Hepatitis C
Most of the new and original contributions were on different
aspects of the hepatitis C virus (HCV). A state-of-the-
art Hans Popper Memorial lecture, a clinico-pathological
conference and about 52 papers at the oral, oral-poster
and poster sessions covered the virology, microbiology,
immunology, pathology, clinical presentation and treatment
of HCV. One group of investigators from Japan reported the
presence of HCV particles in human plasma. These particles
constantly banded in sucrose density at 1.14-1.18 gfL and
showed pleomorphism, though the majority were spherical
and had a radius of 50-80 nm with a 25-45 nm inner core and
7-10 nm surface spike-like projections. The classification of
HCV into 4 types PT, Kj, K2a and K2b by one investigator
and into 5 types PT, T, T2a, T2b and T3 by another group of
researchers was recommended on the basis of the genomic
structure. T, is the major subtype in Japan. A classification
based on molecular evolutionary methods by Japanese inves-
tigators suggested that there were two genetic SUbtypes-an
Asian type labelled subtype A arid a USA-European type
labelled subtype B.

TABLEI. President's course, State-of-the-art lectures, Satellite
symposia and Clinico-pathological conferences

1. President's course
Hepatocellular carcinoma

2. State-of-the-art lectures
Worldwide progress in liver transplantation
Hepatitis C as a cause of chronic liver disease
Nutritional problems in alcoholic liver disease
Pathophysiology of ascites

3. Satellite symposia
Portal hypertension
Genetic liver disease
Immune mediated liver disease
Tropical liver diseases-Amoebiasis, Schistosomiasis, Hepatitis E

4. Clinico-pathological conferences
Pathology of hepatitis C
Congenital hepatic fibrosis
Neonatal haemochromatosis
Wilson's disease
CAH/PSC
Yellow fever hepatitis
Non-alcoholic steatohepatitis
Intrahepatic cholestasis in Hodgkin's lymphoma

TABLEII. Breakfast and luncheon workshops

1. Luncheon workshops
Biliary secretion and cholestasis
Prevention of viral hepatitis
Vanishing bile duct syndrome in adults
Management of chronic hepatic encephalopathy
Hepatotoxicity of drugs

2. Breakfast workshops
Spontaneous bacterial peritonitis
Current treatment of gallstones
Hepatic fibrosis and fibrogenesis
Hepatitis delta in liver transplantation
Therapy of chronic viral hepatitis
Advances in surgery of the liver
Cirrhosis in infancy and childhood
Drug therapy in portal hypertension
Management of alcoholic liver disease
Serum and tissue markers of hepatitis C virus

TABLEIII. Subject-wise presentations

Viral hepatitis
Liver cirrhosis
Molecular biology and genetics
Immunology
Nutrition-alcohol and metabolism
Liver cancer
Bile and stones
Paediatric liver disease
Liver transplantation
Hepatotoxicity

115
44
75
37
38
48
43
11
10
14

Total 435
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Application of the genomic structure of HCV to the
diagnosis of carriers and patients with liver disease was
presented by several groups. Evidence was provided that the
HCV-core antibody test (i) is the earliest positive marker
following infection, (ii) is also positive in individuals with
past infection, and (iii) is the most sensitive test for the
diagnosis of chronic hepatitis. Anti-envelope antibodies pre-
dict recovery from the infection and the presence of
antibodies to NS epitopes is a result of viral replication were
the other salient features that were reported by various
groups of investigators.
The sensitivity and specificity of detecting HCV-RNA in

the sera and in hepatocytes were confirmed. The Chiron
corporation of the USA and the Daiichi Pure Chemical
Company of Tokyo have together developed a chemolum-
inescent signal amplification probe assay as a simple, quick,
sensitive and specific method for detecting HCV-RNA in the
sera. The presence of HCV-RNA in the cytoplasm of the
hepatocytes of patients with chronic hepatitis was reported
by several investigators using immunomorphological studies.
It was also suggested that this might be related to the severity
of the liver disease.
An interesting paper from Japan recorded the presence of

anti-HCV IgG3 in sera of patients with fulminant hepatitis
and workers from Taiwan reported the development of an
,HCV IgM 'antibody test.

Various studies were reported on the clinical presentation
of such patients. These can be summarized as follows:
(i)·jaundice is rare in HCV infection except in patients with
advanced or terminal illnesses, (ii) HCV is not the cause of
fulminant and subacute hepatic failure, (iii) the severity of
chronic hepatitis is related to the severity and persistence
of HCV infection as assessed by HCV -RNA in the serum and
in the hepatocytes, (iv) HCV leads to cirrhosis of the liver
after about 10 years, (v) HCV is both an independent and
additive aetiological factor for hepatocellular carcinoma,
and (vi) it is found in patients with the acquired immuno-
deficiency syndrome (AIDS), autoimmune hepatitis,
bilharziasis, alcoholic liver disease and sexually transmitted
disease. Intrafamilial transmission of HCV occurs. HCV is
present in the saliva and this may be a potential route of
transmission.
Several papers presented data on the treatment of HCV

chronic hepatitis. These reported that:

1. The response to interferon (IF) in terms of lowering
enzyme levels varied between 44% and 75%. In one large
series the best reponse was in patients with chronic active
hepatitis (CAH; 90%) followed by 73% in chronic persis-
tent hepatitis and only 50% if cirrhosis of the liver was
present. The relapse rate after stopping treatment was
very high. A sustained response was obtained in only 17%
to 30% of patients. .

2. Interferon alpha 2a, 2b and beta were found to be effec-
tive therapeutic agents.

3. Trials with doses varying from 3 to 10 million units were
reported. The, dose of 3 to 6 million units, three times a
week for 6 months to 1 Year was recommended by most
investigators. However, some groups of workers felt that
the drug should be given for a 1- to 2-year period. A
regime of intermittent IF therapy for 2 to 3 months followed
by a gap of 6 months was also found to be effective.

4. Responders to IF therapy were found to be young and had
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post-transfusion infection. The other predictors of
response to IF were the presence of an HCV antibody
positive to C-7 and C-ll epitopes, HCV-RNA positive,
low levels of viraemia as estimated by an HCV-RNA of
less than 2 x 105 copies/ml and low levels of tumour
necrosis factor.

5. A combination of IF and ursodeoxycholic acid (UDCA)
was reported to increase the success rate of therapy in one
study from Rome while investigators from Tokyo reported
a 100% response with IF and lentiman (an immune
modulator) combination.

Hepatitis B
The number of papers on hepatitis B virus (HBV) infection
were fewer than those dealing with HCV (21 against 70). It
was reported that the non-B, non-C, HBsAg and anti-HBc
negative, fulminant hepatitis was due to HBV in 41% of
cases. CT scan was found to be useful in monitoring the
progress of fulminant hepatic failure and a liver volume of
less than 700 ml, either at initial or follow up scan, was
associated with a 100% fatality.
HBV-DNA studies in the sera and tissues, HBV point

mutation in the pre-core region and pre-S, , pre-S, and S
genes were found to be involved in the pathogenesis of
hepatocellular necrosis in chronic hepatitis, the escape of
host immunogenic pressure, a poor IF response and antigen
negativity. The use of interferon in HBV chronic hepatitis
was the focus of attention of a number of papers. Priming for
4 weeks with prednisolone increased the IF receptors on
the hepatocytes and was therefore useful in improving the
success rate of therapy. Simultaneous administration of
prednisolone and IF did not prove useful. Administration of
gamma-IF followed by beta-IF also improved the success
rate. The therapeutic response of IF therapy in HBV -chronic
hepatitis was 100% for the return of serum alanine trans-
ferase (ALT), 50% to 70% for seroconversion (HBV-DNA
negativity), 9% to 19% for HBsAg negativity and 31% to
58% for the histological appearance to return to normal. In a
multicentre study, Asians showed a good response to treat-
ment. Side-effects leading to discontinuation of treatment
were seen in 2.7% of patients. Low dose IF (3 million units)
given subcutaneously showed the same response as high dose
therapy. A thrice weekly intramuscular regime was found to
be as effective as a daily dose. On the basis of a number of
these studies, the following regime may be recommended:
prednisolone for 4 weeks followed by a gap of 1 week and
then interferon three times a week in a dose of 3 million units
subcutaneously or 6 million units intramuscularly for 4 to
6 months. HBeAg positive patients respond better to inter-
feron therapy.
If in HBV carriers the HBV-DNA level rose it was

associated with .Jeactivation leading to necrosis of the liver
and elevation of ALT. IgM-HBc elevation occurred after
ALT elevation.
HBV immunization with two doses of 5 /login children was

found to be as effective,Jor seroconversion and protection,
as three doses of 10 ug. In the two-dose schedule, a third
booster dose is not required because it causes an anamnestic
reaction. In adults, the 10 II-g dose was reported to be as
effective as the 20 /logdose.
HBV was also reported to be an independent and additive

risk factor for hepatocellular carcinoma (HCC). In Italy,
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HCV was responsible for 25% of the HCCs and HBV for
20%. The risk factor for HCC was 21.3% in anti-HCV posi-
tive and HBsAg negative cases, 13.3% in HBsAg positive
and anti-HCV negative cases and 77% when both anti-HCV
and HBsAg were positive.
Hepatitis E, hepatitis D and hepatitis A viruses were only

discussed in review lectures but no new information was
presented.

Autoimmune chronic hepatitis
Interesting new information was reported on autoimmune
chronic active hepatitis (CAH), primary sclerosing cholangitis
(PSC) and primary biliary cirrhosis (PBC). Based on
immunological markers, besides the autoimmune CAH type
1 and 2, a new subtype-which is liver-pancreas antibody
positive was reported from Japan. Hepatitis viruses are not
aetiologically associated with CAH. However, a high false-
positive anti-HCV rate in CAH was reported because of
molecular mimicry. It was found that HLA-DR4 and DQW4
are associated with CAH in Japan. Details of the autoimmune
mechanism of PBC were reported and a possible role for
Mycobacterium tuberculosis was suggested. A new entity,
autoimmune cholangitis, was presented. Methotrexate was
noted to be useful only in early cases of PBC. An overlap
syndrome of PBC/CAH, PBCIPSC and CAH/PSC was also
described.

Alcohol related disease
There were few presentations on this common problem.
It was reported that the risk of development of alcoholic
cirrhosis was 8.3 times higher in HCV antibody positive cases
than in others. The risk of HCC was also found to be high in
HCV antibody positive alcoholic cirrhotics.

Cirrhosis of the liver '
Cirrhosis ofthe liver and portal hypertension were presented
in a satellite symposium, in 3 workshops, in a state-of-the-art
lecture and in 44 papers. Portal haemodynamics remains a
subject of great interest to clinicians and experimental
investigators. These studies may help monitor the drug treat-
ment of portal hypertension, though they do not add to
the standard Child's-Pugh criteria for assessing hepatic
functional reserve. It was concluded that propranolol and
isosorbide-5-mononitrate are highly effective in preventing
variceal bleeding by reducing the hepatic venous pressure
gradient, variceal pressure and azygos blood flow. Somato-
statin was reported to be as effective as endoscopic
sclerotherapy (EST) in controlling variceal bleeding. One
presentation of a large series of patients with good liver
function concluded that devascularization operations
improved the quality of life in 72% with a I-year survival of
91% and a 5-year survival of 81%. A follow up study of
cirrhotic' patients reported the occurrence of hepatorenal
syndrome in 18% at 1 year and 35% after 5 years. Urinary
sodium excretion, free water clearance and serum renin
estimation were recommended as being good predictors of its
occurrence. It was reported that a decrease in cerebral blood
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flow initiates cerebral oedema in patients with fulminant
hepatitis. Early encephalopathy in chronic liver disease was
found to be due to a loss of the astrocytic neuron-metabolic
interaction and consequent glutamatergic synaptic dysfunc-
tion. Hepatocyte function was noted to be more important
than portal hypertension in the development of encephalo-
pathy. A Japanese group proposed a new classification of the
Budd-Chiari syndrome and concluded that the membrane in
the inferior vena cava was formed secondary to the thrombotic
obstruction.
The differentiation of chronic hepatitis from chronic

hepatitis with cirrhosis was possible by the Doppler
ultrasonographic estimation of portal flow velocity. Experi-
mental studies suggested that the early use of beta blockers
might prevent fibrosis in chronic hepatitis.

Hepatocellular carcinoma
The President's course covered the latest information on the
epidemiology, clinical aspects, pathology, therapy and
prophylaxis of HCC. Forty-eight papers were presented
on this subject. The important new information can be
summarized as follows:

1. HBV, HCV and alcohol are independent as well as additive
risk factors

2. anti-HCV associated HCC is preceded by cirrhosis, the
patients are older and in them a history of past blood
transfusion is common

3. Aggressive treatment with chemotherapy and liver trans-
plantation is recommended for advanced HCC (stages III
and IV) as the I-year survival was reported to be 100%

4. Palliation with intra-arterial lipiodol and adriamycin is
better than systemic chemotherapy

5. Ultrasonography, ultrasonographic angiography and
needle aspiration of 'nodules' is helpful in early diagnosis

6. Lens culinaris agglutinin binding alpha-foetoprotein
has a sensitivity of 47% and a specificity of 97% in the
diagnosis of HCC.

Transplantation
Dr Roger Williams presented an update on liver transplanta-
tion in a state-of-the-art lecture. With improved techniques,
the I-year survival has reached 90% and the 5-year survival
is 70%. Asians and Africans have a significantly lower graft
survival, a higher rejection rate and an increased rate of
retransplantation than Whites. There were reports from
Spain of a high success rate of transplantation in acute liver
failure. The results of attempts at hepatocyte transplantation
and gene therapy in experimental animals were presented by
two groups of investigators. This offers new hope in the
management of genetic disorders of the liver.
The IASL 1992 was a successful international scientific

meeting but I believe there should have been many more
participants from the developing countries. If costs of attend-
ing continue to escalate the IASL may lose its international
character and only attract members from wealthier nations.

B. N. TANDON

New Delhi


