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Liver transplantation alcohol related liver disease:
(deliberately) stirring a hornet’s nest!
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Outcomes after liver transplantation for alcohol related
liver disease compare very favourably with those
documented for other causes of cirrhosis. Despite this, 5%
or less of patients with advanced alcohol related liver
disease are considered for transplantation. The reasons for
this are complex but include professional reluctance to
refer these patients for formal assessment as well as a
limited and dwindling number of organs available for
transplantation. Demonstrating abstinence from alcohol
consumption remains central fo the assessment of
candidates for transplantation. Return to alcohol
consumption after trqnsp|anta’rion can follow a pattern of
abuse with consequences for health and survival but may
also be controlled and of little clinical significance. A better
understanding of the issues influencing these outcomes
should decrease the tension that curren’r|y exists between
patient expectations, professional opinion, and the attitude
of the general public who gift organs for donation.
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alcoholic liver disease are straightforward.

Alcohol induced liver disease is either the
first or second commonest specific indication for
liver transplant throughout Europe and the USA.
Survival rates after liver transplantation are
comparable to other aetiologies of cirrhosis.'
Rejection of the graft is no longer a particularly
challenging problem in liver transplantation but
is even less so in patients transplanted for
alcohol related disease. The disease recurs in a
minority of patients but histologically proven
disease recurrence is less frequent than with
hepatitis C, primary biliary cirrhosis, auto-
immune hepatitis, or primary sclerosing cholangi-
tis. Disease recurrence has little impact on graft
survival rates within 7-10 years of transplanta-
tion, in marked contrast with hepatitis C. An
increased incidence of upper gastrointestinal
tract malignancies is a peculiarity of this popu-
lation but the incidence is not sufficiently
high to contraindicate transplantation in this
group.’’ Patients receiving transplants for alco-
hol related liver disease have the same level of
societal reintegration as for other aetiological
cohorts.*

The basic facts about liver transplantation for

The synopsis outlined above belies the con-
siderable controversy that entangles this subject.
From the patient’s perspective, liver transplanta-
tion is made available to a highly select minority
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of patients with advanced alcohol related liver
disease. An Austrian study found that only 5% of
patients dying from alcohol related liver disease
received transplants.” The UK data relating to the
number of deaths from cirrhosis and transplant
activity support this finding, indicating that 95%
of patients with life threatening alcohol related
liver disease are never formally assessed for liver
transplantation. Access to the transplant waiting
list depends on the ability to convince a series of
professionals who appear somewhat cynical
about their motives and set apparently arbitrary
tests to determine access to a life saving
intervention. Some patients labelled as having
alcoholic liver disease are surprised given that
their perception of their alcohol usage is moder-
ate and in line with their peers. Some are
mystified, if not annoyed, that honesty about
alcohol consumption is penalised while more
wily counterparts know how to “tick the boxes”
and progress through the system.

""95% of patients with life threatening alcohol
related liver disease are never formally
assessed for liver transplantation”

There is a perception that the media and
general public are antagonistic towards liver
transplantation for patients with alcohol related
liver disease. Articulation of attitudes about the
allocation of organs to patients with alcohol
related liver disease tends to be unidimensional
and based heavily on the assertion that the
disease is self inflicted. The general public is seen
as being entitled to hold a view given that it gifts
the pool of cadaveric organs to the medical
profession and ultimately to the recipient popu-
lation. Tests of public opinion in the USA and the
UK have demonstrated little enthusiasm for
offering liver transplants to patients with alcohol
related liver disease.®”’

The polarised views outlined above reflect a
lack of insight in the understanding of the
manifestations of excessive alcohol consump-
tion. A fundamental problem is failure to
emphasise that alcoholism (alcohol dependency
syndrome) and alcohol related liver disease are
common problems that may, but do not neces-
sarily, coexist. The majority of alcoholics escape
significant liver injury and many patients with
alcohol related liver disease have no associated
dependency syndromes. Untreatable alcoholism
is, and should be, a contraindication to trans-
plantation but 34-48% of patients with alcohol-
ism are successfully treated and 60-75% of
alcohol abusers recover spontaneously.® It is not
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widely appreciated that many patients who present with
“alcoholic” liver disease are not alcoholics but simply drink
on par with their peers and develop alcohol related liver
disease because of genetic factors, sex, or coexistent hepatitis
C.

“’Many patients who present with “alcoholic”” liver disease
are not alcoholics but simply drink on par with their peers
and develop alcohol related liver disease because of
genetic factors, sex, or coexistent hepatitis C'’

The requirement to be abstinent from alcohol for at least
six months prior to transplantation is widely applied but
much criticised. Its value as a screen to identify patients with
a better prognosis with respect to future alcohol consumption
has been questioned on the basis of conflicting findings.*”
However, recent studies again point to the length of
abstinence before transplantation as being one of the most
important determinants of long term sobriety."”' The
undisputed role of a period of enforced abstinence is to
screen for the ability for clinical stabilisation and subsequent
improvement to occur with the potential for the factors
indicating transplantation to resolve. Six months has been
considered to be a reasonable period over which to test the
potential reversibility of the clinical liver disease but recent
experience with the increasing waiting times suggests that
the potential extends beyond this interval in some patients.
Critics of the need to demonstrate ability to abstain from
alcohol point to the lack of opportunity to fulfil this in
patients with the most advanced disease. This is particularly
true of patients with acute alcoholic hepatitis that has in the
main been considered a contraindication to transplantation.
The justification for this is a combination of the absence of
abstinence and the perception that patients with severe acute
alcoholic hepatitis are high risk candidates for liver trans-
plantation, despite the fact the limited available data do not
support this point of view.* '> However, patients who received
transplants for acute alcoholic hepatitis in these studies were
young or were able to abstain from alcohol for at least three
months before transplantation and are not representative of
the overall patient population. At present, application of liver
transplantation in patients with severe acute alcoholic
hepatitis should be considered clinically unproven and
politically challenging.

The third dimension to the requirement of a defined period
of abstinence before transplantation is equity and transpar-
ency. Equity and uniformity of practice is important, even if
the scientific basis for the requirement for abstinence is open
to challenge. In this regard, national guidelines for assess-
ment of patients with alcoholic liver disease in the UK have
been agreed and these endorse the six month rule.” The rigid
requirement for abstinence is also likely to be welcomed by
the general population and the rule should be retained as
long as their good will remains pivotal to the conduct of a
liver transplant service. A history of cycles of withdrawal
from alcohol followed by relapse prior to transplantation has
been linked to a return to alcohol usage after liver
transplantation,'” and this is reflected in the national
guidelines in that patients relapsing despite clear medical
advice will not be assessed favourably."

“Resumption of alcohol consumption after liver transplan-
tation is often deemed a failure of the intervention”

Resumption of alcohol consumption after liver transplan-
tation is often deemed a failure of the intervention. However,
alcohol consumption follows a number of patterns with
different consequences. The easiest pattern of alcohol
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consumption to detect is alcohol abuse that was diagnosed
in 13-22% of cases in recent experience.”” ' '*'* One study
documented a 45% survival rate at 10 years in patients who
returned to alcohol consumption compared with 86% in their
counterparts who continued to abstain.'® However, most
other studies report serious consequences from alcohol
consumption on an anecdotal basis, albeit sometimes
dramatically with progression to death or cirrhosis within a
few years of transplantation or loss of the graft through
rejection contributed to by poor compliance with the post
transplant regimen. Assessments of the proportions consum-
ing any alcohol in these recent studies have ranged from 10%
t0 52%.'"* '"*'7 One interpretation of this fairly broad range is
that it reflects the skill of the investigators in detecting
alcohol usage rather than a fundamental difference in
behavioural patterns in the different centres. An alternative
explanation is that it is a function of different selection
criteria and thresholds for accepting patients for liver
transplantation. Provision of a structured management
programme after liver transplantation, something that is
not uniformly provided by UK transplant programmes, was
shown to more than halve the rate of return to alcohol
consumption in one Scandinavian study.* Most, if not all,
estimates are likely to be underestimates. An early but telling
study found that when patients, who were more than five
years out from transplantation, were interviewed by a
professional unattached to the transplant programme, a
history of alcohol consumption was elicited in 95%."
However, the average amount of alcohol consumed was only
about 10% of that imbibed prior to the transplant. Should
this be interpreted as near total failure or a dual success of
treating the liver disease while achieving controlled drinking
patterns?

"The current state of provision of liver transplant services
for patients with alcohol related liver disease in the UK is
suboptimal”’

The current state of provision of liver transplant services
for patients with alcohol related liver disease in the UK is
suboptimal when evaluated by the parameters that are
normally applied to assessment of a service, including equity
of access and state of the art comprehensive treatment. This
situation is semi-legitimised by the limitation imposed by the
availability of donor organs, and there is little evidence that
this will be resolved by provision of living related liver
transplantation.” Organ donation from deceased donors is
steadily declining to the extent that the UK has slipped, in
football parlance, from a position of leadership through mid-
table mediocrity to flirting with the relegation zone.
Adjustment of organ donation rates to the levels seen in
Spain and Italy, considered by many in the transplant
community to be achievable with investment coupled with
political and professional deftness, would go a considerable
away to enabling access for treatable patients with alcohol
related liver disease to the full range of appropriate therapy.
However, an obvious criticism of this viewpoint is that the
negative portrayal of practice regarding liver transplantation
has contributed to the decline in organ donation. At present,
it is very difficult to determine whether this is a real or
perceived phenomenon.

"The perception of the futility of intervention generated by
the stereotypical recalcitrant alcoholic must be challenged
and replaced by a positive message about the availability
of effective treatment for many patients with alcohol
related disease”’
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A finger could be pointed at the medical profession for
failing to engage the general population with an appropriate
level of sophistication regarding alcohol consumption and its
sequelae. The only advice on consumption widely recognised
is the weekly limit on the number of units that eliminates the
risk of developing cirrhosis. This information is important for
a section of society but it lacks credibility in the population of
regular alcohol consumers who recognise that in the real
world most people can exceed that level of consumption
throughout their lifetime and come to no harm. Behavioural
patterns are more likely to be changed within this group by
information with which they can empathise that graduates
the risk from zero to medium and high. Regular alcohol
consumers are also more likely to be receptive to advice that
reduces risk (for example, regular short periods of abstinence,
good nutrition). Linkage between alcoholism and alcohol
related liver disease needs to be broken and the individual
components of disease dealt with separately. The perception
of the futility of intervention generated by the stereotypical
recalcitrant alcoholic must be challenged and replaced by a
positive message about the availability of effective treatment
for many patients with alcohol related disease. This level of
engagement could be a major step in closing the loop
between the public, the patient, and the profession, and allow
liver transplantation for alcohol related liver disease to both
progress and be assessed in a more appropriate light. From
the ivory tower of a transplant centre, it would appear that
we could, and should, do better.
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