
292 SYMPOSIUM

The State of the Art lecture of C.P. Day was essen-
tially dealing with mechanisms of susceptibility to alco-
holic liver damage. In the discussion, diagnostic and the-
rapeutic management of alcoholic liver disease (ALD)
was dealt with.

1. Susceptibility of women to alcohol

It is well recognised that women are more susceptible
to alcohol than men. Men and women have similar sized
livers, and when the rate of alcohol metabolism is
normalised to liver mass, men and women have similar
metabolic rates. However, blood alcohol levels after
comparable doses of alcohol will usually be higher in
women than in men because of their lower  volume of
distribution for alcohol. This is due to their lower body
mass index and to fat consisting a higher percentage of
their body mass than in men. Evidence from animal
models has suggested that oestrogen increases gut per-
meability to endotoxin and accordingly upregulates
endotoxin receptors of Kupffer cells leading to an incre-
ased production of tumour necrosis in response to endo-
toxin (1). Most worrisome, however, are recent reports
that alcohol intake is increasing in adolescents, teena-
gers and young women, with the latter group particular-
ly vulnerable to developing ALD.

2. What quantity of alcohol is toxic for the
liver ?

One drink or unit contains between 10 and 15 g alco-
hol. It has been shown that significant liver disease can
develop over time if more than 40 g alcohol per day in
men or 20 g in females is taken (2). The time delay
between start drinking and development of cirrhosis is
usually in the order of  20 years. “Safe” limits of alcohol
consumption for the liver are up to 2 drinks per day for
women and up to 4 drinks per day for men with at least
a three alcohol free days per week. The precise cut-off
values for alcohol intake used to distinguish between
alcoholic vs. non-alcoholic fatty liver disease (NAFLD)
remain controversial. North American purists have used
0-7 units per week as cut-off, whereas European centres
consider a use of up to 28 units per week still compati-
ble with NAFLD. A cut-off of 14 units per week for both
men and women can be considered as reasonable (3).

3. Evaluation of ALD

Although findings on the physical examination and
laboratory tests may provide clues, the diagnosis of
alcoholism depends on the history provided by the
patients and their relatives.

Taking a full alcohol history can be time consuming.
Fortunately, practical screening tests for alcohol depen-
dence and abuse consisting of only a few questions (4)
have been developed. One of the most commonly used
questionnaires is the CAGE. It consists of only four
items :

1. Have you ever felt you should Cut down on your
drinking ?

2. Have people Annoyed you by criticizing your drin-
king ?

3. Have you ever felt Guilty about your drinking ?
4. Have you ever had a drink first thing in the morning

to steady your nerves or to get rid of a hangover (Eye
opener) ?

The acronym makes it easy for practitioners to
remember the items that constitute it and to integrate
them into a clinical interview. In general, the cut-off for
the CAGE is two positive responses, but some authors
recommend a cut-off at a single affirmative response. A
limitation of this questionnaire is that while it is sensiti-
ve for alcohol dependence it is less sensitive for non-
dependent heavy drinking. 

Biochemical tests are widely used in diagnosis of
liver diseases. In early ALD the AST/ALT ratio is > 2,
whereas patients with NAFLD without fibrosis have a
AST/ALT ration < 1. A AST/ALT ratio > 1 in NAFLD
points to fibrosis (5,6).

Carbohydrate-deficient transferrin (CDT) is increa-
sed by excessive drinking. Its use as biochemical marker
of heavy drinking was promising in early reports (7),
however, recently it was found to be no more accurate
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than gGT, MCV and alcohol history. The specificity for
CDT was 91%, a value substantially higher than gGT
(18%) and MCV (66%), but the sensitivity was less for
CDT (61%) than for gGT (85%) and MCV (70%) (8).

Mallory bodies have long be recognized as a cardinal
feature of alcoholic hepatitis, but are also found in
NASH.

4. Medical treatment of severe ALD

Many therapeutic agents have undergone clinical
testing for alcoholic hepatitis. 

– Colchicine has been suggested as a treatment for
ALD because of its anti-fibrotic effects. Despite ini-
tial enthusiasm and biochemical rationale for use of
this drug, it does not appear to be effective in ALD
(9,10).

– Pentoxyfylline (Torental®) is a nonselective phospho-
diesterase inhibitor which decreases the production of
proinflammatory chemokines/cytokines, including
TNF-a. A prospective randomised, double-blind cli-
nical trial of pentoxyfylline 400 mg tid for 4 weeks in
patients with severe alcoholic hepatitis improved sur-
vival and reduced the occurrence of the hepatorenal
syndrome (11).

– Silymarin (Legalon®) has antioxidant activities, pro-
tects against lipid peroxidation and has anti-inflam-
matory and anti-fibrotic effects. In controlled clinical
trials varying results were obtained. In a first study on
170 patients with cirrhosis (of which 92 alcoholic) a
beneficial effect was observed (12). On the other
hand, a recent study of 200 patients with alcoholic
cirrhosis) found no beneficial effect (13). Both of
these trials had major shortcomings including high
drop-out rates and compliance issues.

– The rationale for steroid use is to inhibit the immune
response and the proinflammatory cytokine cascade.
The most recent meta-analysis on clinical studies per-
formed (14) reported significantly improved survival
at 28 days (85 vs. 65%) in severely ill alcoholic hepa-
titis patients having a Maddrey’s Discriminant
Function (DF) > 32. Importantly the long-term survi-
val at two years is not different between patients tre-
ated with or without steroids. The modified DF is cal-
culated as follows (15) :

4.6 � [patient’s prothrombin time – control
time(s)] + serum bilirubin (mg/dL).

In most trials the steroid used has been prednisolone
40 mg per day for 4 weeks. It is then abruptly stopped
(Beaujon, Newcastle) or tapered over 2-4 weeks.

– Enteral nutrition for patients with severe ALD is of
utmost importance. A major randomised study of
enteral nutrition versus steroids in patients with alco-
holic hepatitis showed similar overall initial outco-

mes and less long-term infection in the nutrition
group (16).

– Insufficient data are available at this moment to judge
the use of anti-TNF-a monoclonal antibodies
(Infliximab – Remicade®) in alcoholic hepatitis (17).
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