EDITORIAL

Liver transplantation for alcoholic liver disease:
A devilish dilemma

Stephen E Congly MD FRCPC, Samuel S Lee MD FRCPC

O thou invisible
Spirit of wine, if thou hast no name to be known by,
Let us call thee devil!

— William Shakespeare, Othello

Icohol has been with us virtually since the dawn of human exist-

ence, when cavemen must have discovered that fermenting cer-
tain substances produced a pleasurably mood-altering beverage.
Therein lies the dilemma and dichotomy of alcohol, which in modest
amounts is generally regarded to be a pleasant experience, but con-
sumed excessively, either acutely or chronically, inflicts terrible
physical, emotional and mental havoc. Thus, some global regions have
banned the ‘devil’s drink’ altogether, whereas in most societies, includ-
ing Canada, it is associated with curious, often paradoxical socio-
cultural attitudes. On one hand, drinking modest amounts is
encouraged when socializing or as part of a ‘fine dining’ experience.
On the other hand, excessive drinking, especially chronically, thus
leading to emotional and physical addiction, is often associated with
joblessness, homelessness and social isolation, in addition to the ter-
rible physical ailments well known to readers of this Journal. Despite
the massive physical, mental and emotional degradation in those
addicted to alcohol, there is little sympathy for these individuals —
society generally regards them with derision and contempt.

The recognition that alcoholism is a disease, and deserving of sym-
pathy and unbiased treatment, is a cornerstone of medical manage-
ment. However, many conflicting pressures and complexities arise
when discussing allocation of health care resources to patients afflicted
with this disease. Indeed, allocation of a very limited resource is one of
the most difficult ethical challenges associated with transplantation.
Demand constantly exceeds supply, with approximately 16% of listed
patients dying on the wait list in Canada from 2000 to 2010 (1) and
similar numbers in the United States (2). Currently in Canada, alco-
hol is the second most common primary indication for transplantation
after hepatitis C virus (HCV) infection, and is the third most common
indication in the United States. Alcohol likely plays a more signifi-
cant role if secondary and tertiary etiologies for end-stage liver disease
(ESLD) are accounted for (ie, HCV-infected individuals are more
likely to progress to ESLD if they drink heavily).

Transplantation for alcoholic liver disease (ALD) has been contro-
versial, with arguments being made that they are less deserving of
transplantation due to the behavioural component and the popular
perception of the person ‘doing it to themself’ (3,4). Further compli-
cating matters is that surveys of the general public and nontransplant
physicians illustrate feelings that ALD is a lower priority for trans-
plantation (5), which may contribute to under-referral of patients with
ALD for transplant evaluation (6). However, there is no moral argu-
ment to argue that alcoholic liver disease should preclude a person
from potential transplantation (7) given other ‘behavioural-driven’
liver diseases, including HCV infection acquired from previous intra-
venous drug use or nonalcoholic fatty liver disease due to obesity.

In the current issue of the Canadian Jowrnal of Gastroenterology,
Chandok et al (8) (pages 643-646) investigated practices for trans-
plantation for ALD across Canada as a method to evaluate the

standard of care in the country. All of the seven transplant programs
were surveyed with regard to pretransplant evaluation and monitoring
of patients listed for ESLD secondary to alcohol as well as views
regarding transplantation for alcoholic hepatitis. Nationwide, the uni-
fying standards are that of requiring a minimum of six months of abstin-
ence before listing for a liver transplant and not transplanting individuals
with alcoholic hepatitis. No program uses a validated alcohol-screening
tool as a mandatory component of the assessment. Only one program
performs random screens of patients awaiting transplantation and one
requires completion of a formal alcohol rehabilitation program.

The study by Chandok et al (8) raises several challenging questions
with regard to policies in transplantation of patients with alcoholic
cirrhosis. Given that alcoholism is an addiction, there is a risk of
relapse post-transplantation with a variable extent of use. Repeat use
of alcohol is apparent in 27% to 40% of individuals transplanted for
ALD, with significantly impaired long-term survival (9-11). Clearly,
selecting the appropriate transplant candidates is critical. In North
America, the vast majority of programs currently require at least six
months of abstinence (12). The six-month period was originally
developed to both gauge the degree of reversibility of liver disease with
abstinence and to demonstrate a period of time without addiction,
although its prognostication ability has not been consistently demon-
strated (13). Nonetheless, although results are not universal (14), the
majority of the literature supports that with shorter periods of abstin-
ence, the relapse rate is higher (11) and, concordantly, lower rates of
recidivism the longer the period of abstinence, although there is no
magic cut-off value (15).

Given the association of abstinence with outcomes and the rate of
returning to alcohol, monitoring potential alcohol use is important.
Patient history is unreliable: in one series (16), 38% of listed patients
with ALD were shown to have alcohol in their urine, with only 4%
directly admitting to use. Random alcohol screens performed for
patients listed for transplant due to ALD in one Canadian centre
showed 17% using alcohol (17); random screening is better than
scheduled screening for identifying illicit alcohol use (18).

Historically, alcoholic hepatitis has been a contraindication for
transplantation due to concerns with high relapse rates and poor out-
comes; one retrospective database evaluation of transplantation in the
United States suggested similar outcomes compared with alcoholic
cirrhosis, although numbers were small (19). Publication of a study by
Mathurin et al (20) in the New England Journal of Medicine two years
ago created significant ‘buzz’ in the transplant world. It reported a
seven-centre French prospective study of early transplantation for
severe alcoholic hepatitis, and it showed a survival benefit in 26 trans-
plants of treatment nonresponders, with a six-month survival rate of
77%. This group was transplanted within 11 days and this population
accounted for 3% of all the grafts used. An important caveat is that
this cohort was very highly selected, representing <2% of all patients
admitted to the seven centres with alcoholic hepatitis. Therefore, they
required an extremely intensive system of evaluation; in spite of this,
11% returned to alcohol use. In comparison, expected one-year sur-
vival outcomes of transplantation are 90% (1,2) while the one-year
survival rate after transplantation for fulminant liver failure is
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approximately 70% (21). Despite the intriguing results of that study,
the extreme degree of selection markedly limits the general clinical
applicability of the findings; therefore, they must be interpreted with
caution.

The Chandok et al (8) article states that all seven Canadian adult
transplant programs were interested in further discussing the key ques-
tion of whether to transplant alcoholic hepatitis without the six-
month abstinence period. However, that is curiously at odds with the
results of intense discussion at the Canadian Liver Transplant Network
meeting held in Banff, Alberta, in March 2013 (all Canadian trans-
plant centres are part of this network). One program proposed the idea
of trying to replicate the study by Mathurin et al (20); however, after
much discussion, this idea did not move forward due to lack of support
(D Marleau, Université de Montréal, Montréal, Québec, personal
communication, 2013).

The study by Chandok et al (8) highlights some of the challenges
with transplantation in ALD, and the similarities and differences
across the country. Determining the best transplant candidates and
treatment of addiction are cornerstones of patient management and
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