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1. Executive Summary 

1.1. Severe Acute Alcoholic Hepatitis (SAAH) is due to a sudden and dramatic deterioration 

in liver function due to excess alcohol consumption.  In those with the severest disease 

category there is a very high mortality and no other available treatments.  Currently 

SAAH is not an indication for liver transplantation in the UK. 

1.2. Recently there has been some evidence of benefit in using liver transplantation in this 

context. 

1.3. In 2011 five of seven adult UK liver transplant units put forward a proposal to undertake 

a pilot study of liver transplantation in SAAH.  That proposal has been discussed at the 

Liver Advisory Group (LAG) on two occasions, twice at the Transplant Policy Review 

Committee (TPRC) and at the NHS BT Board. 

1.4. The arguments against undertaking such a study are the adverse publicity impact on 

donation rates if the public became aware of this project, the impact on other potential 

transplant recipient’s chance of receiving a transplant if indications are expanded whilst 

donor numbers are static and a concern that a pilot study may not adequately answer 

the question of efficacy. 

1.5. The arguments for the proposal are that transplantation should be offered on the basis of 

need and risk of death without a transplant, that the outcomes are at least as good as in 

other indications for liver transplantation and that all new indications for transplantation 

should be introduced in a controlled and phased manner via pilot studies. 

1.6. The Board are asked to consider this proposal for a limited pilot study with careful 

regular review from an international monitoring committee. 

 

2. International practice 
2.1. Liver transplantation for cases with the severest forms of acute alcoholic hepatitis was 

previously considered by the Liver Advisory Group (LAG) in 2008, and rejected as an 

indication for selection to the transplant list.  More recently the issue has arisen again: 

first when a young patient with Severe Acute Alcoholic Hepatitis (SAAH) was being 

considered for transplantation and second as a consequence of recent published results 

of transplantation in these cases. 
2.2. Liver transplantation in abstinent patients with inactive alcoholic liver disease (ALD) and 

cirrhosis is well accepted and the survival rates in the UK and elsewhere are excellent 1. 

For instance, the most recent guidelines of the American Association for the Study of 

Liver Disease state that rejection, graft failure, and the need for re-transplantation are all 

less common in patients with ALD compared with patients transplanted for other 

conditions, with the exception of an increased post-transplant incidence of pharyngeal, 
                                                   
1 Lucey MR. Liver transplantation for alcoholic liver disease: past, present, and future. Liver Transpl 
2007;13:190-192 
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esophageal, and gastric malignancies2 in patients with ALD.  In the UK 5 year survival 

rates for transplantation for alcoholic liver disease (ALD in graph below) are good and 

better than many other indications.  

 
2.3. In contrast, SAAH is not an indication for liver transplantation in most countries, so there 

has been little data on which to judge the issue.  In a number of retrospective studies3 4 5 
6 the outcome from transplantation in patients with histological or clinical evidence of 

alcoholic hepatitis in their explant has been similar to that in cases with the well 

accepted definition of inactive abstinent alcoholic cirrhosis.  This has included similar 

survival rates and rates of return to harmful drinking.  
 

                                                   
2 Murray KF, Carithers RL Jr. AASLD practice guidelines: evaluation of the patient for liver 
transplantation. Hepatology 2005;41:1407-1432. 
 
3 Shakil AO, Pinna A, Demetris J et al. Survival and quality of life after liver transplantation for acute 
alcoholic hepatitis. Liver Transpl Surg 1997; 3: 240-244 
 
4 Jennifer T. Wells,  Adnan Said, Rashmi Agni et al. The Impact of Acute Alcoholic Hepatitis in the 
Explanted Recipient Liver on Outcome After Liver Transplantation.  Liver Transplantation 13:1728-1735, 
2007 
 
5 Immordino G, Gelli M, Ferrante R, et al. Alcohol abstinence and orthotopic liver transplantation in 
alcoholic liver cirrhosis. Transplant Proc 2009; 41: 1253-1255. 
 
6 Tomé S, Martinez-Rey C, González-Quintela A et al. Influence of superimposed alcoholic hepatitis on the 
outcome of liver transplantation for end-stage alcoholic liver disease. J Hepatol 2002; 36: 793-798 
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3. Recent evidence from a prospective study 

3.1. More recently a prospective study from France of carefully selected cases with SAAH 

reported better survival when compared to matched non-transplanted patients and 

similar survival to other cases with inactive abstinent alcoholic liver disease.7 Rates of 

resumption of alcohol use were similar to those reported in other series of patients 

following transplantation for alcoholic liver disease8.  
3.2. As a consequence of this a number of international authorities have raised this issue 

again, calling for a reappraisal of liver transplantation in this selected cohort of patients 9 
10 11.  

4. Identifying and treating cases with Severe Acute Alcoholic Hepatitis (SAAH) 
4.1. Critical to this re-assessment will be the ability to identify accurately those cases with 

SAAH who have the highest risk of mortality.  A number of methods of assessing 

disease severity in SAAH have been described.  A Maddrey score of > 32 12 , or a MELD 

score > 1813 both describe a poor outcome with approximately 60% hospital mortality.  A 

Glasgow Alcoholic Hepatitis score14 of > 9 and the Lille model15 of response to 

corticosteroids also predict a poor prognosis.  These scores are moderately accurate in 

predicting those cases with the worst potential outcome (c-statistic 0.75-0.8) and may be 

used within the first week of admission. 

                                                   
7 Mathurin P, Moreno C, Samuel D et al. Early liver transplantation for severe alcoholic hepatitis. N Engl J 
Med. 2011 Nov 10;365(19):1790-800 
 
8 Pageaux GP, Bismuth M, Perney P, et al  Alcohol relapse after liver transplantation for alcoholic liver 
disease: does it matter?   J Hepatol. 2003 May;38(5):629-34 
 
9 Ashwani K Singal, Andrea Duchini.  Liver transplantation in acute alcoholic hepatitis: Current status and 
future development.  World J Hepatol 2011 August 27; 3(8): 215-218 
 
10 Robert S. Brown, Transplantation for Alcoholic Hepatitis — Time to Rethink the 6-Month “Rule” N 
Engl J Med 2011 Nov 10 ; 365;19 1836-7 
 
11 Burroughs A. Liver transplantation for severe alcoholic hepatitis saves lives   J Hepatol 2012 (in press) 
 
12 Carithers RL Jr, Herlong HF, Diehl AM, Shaw EW, Combes B, Fallon HJ, et al. Methylprednisolone 
therapy in patients with severe alcoholic hepatitis. A randomized multicenter trial. Ann Intern Med 
1989;110:685-690 
 
13 Kamath PS, Wiesner RH, Malinchoc M, Kremers W, Therneau TM, Kosberg CL, et al. A model to 
predict survival in patients with end-stage liver disease. Hepatology 2001;33:464-470. 
 
14 .Forrest EH, Evans CD, Stewart S, Phillips M, Oo YH, McAvoy NC, et al. Analysis of factors predictive 
of mortality in alcoholic hepatitis and derivation and validation of the Glasgow alcoholic hepatitis score. 
Gut 2005; 54:1174-1179. 
 
15Louvet A, Naveau S, Abdelnour M, Ramond MJ, Diaz E, Fartoux L, et al. The Lille model: a new tool for 
therapeutic strategy in patients with severe alcoholic hepatitis treated with steroids. HEPATOLOGY 
2007;45:1348-1354.  www.lillemodel.com  
 

http://www.lillemodel.com
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4.2. Current therapy for SAAH is unsatisfactory and the subject of a new national trial - 

STOPAH. Therapies include nutritional support, corticosteroids16 17 and pentoxyfylline18. 

Although such therapies have been recommended for only those with very severe 

disease it has also been suggested that they may not be appropriate for the most severe 

cases19 and those that do not respond within seven days of starting treatment.  There 

remains a need to identify further treatments for those with the most severe forms of 

SAAH. 
5. The arguments considered 

5.1. The arguments against liver transplantation. 

5.1.1.  Arguments against such a policy include the fact that up to 40% of patients initially 

presenting with SAAH may survive with abstinence alone associated with significant 

improvement in liver function.  That figure of 40% may be substantially lower with 

more stringent selection criteria 
5.1.2.  A second concern, and one held as most relevant by those against this proposal, is 

that the adverse publicity of a transplant community being prepared to transplant 

cases with SAAH, might have a detrimental effect on organ donation and the 

public’s perception of organ transplantation.  That would be a major concern at a 

time when publicity campaigns are in place to promote donation and further 

increase transplantation over the next five years.  In fact when this topic has been 

discussed with patient groups and liver disease charities on two occasions there 

has been support.  When previous cases with SAAH were described in the press 

some commentators and press coverage was favourable to transplantation in this 

context as well as others which were not, as described in NHS BT’s draft 

communications plan, which is being prepared.  The real strength of feeling within 

the general public on this issue is in fact unknown.I It should be a priority to identify 

that.  Starting a public debate concerning the importance, or otherwise, of allocating 

resources on the basis of need rather than worth or whether it is in some way 

                                                   
16 Rambaldi A et al. Systematic review: glucocorticosteroids for alcoholic hepatitis–a Cochrane Hepato-
Biliary Group systematic review with meta-analyses and trial sequential analyses of randomized clinical 
trials. Aliment  
Pharmacol Ther 2008;27:1167-1178. 
 
17 Mathurin P, O’Grady J, Carithers RL, Phillips M, Ramond MJ, Louvet A, et al. Corticosteroids improve 
28-day survival in patients with severe alcoholic hepatitis: individual data analysis of the last 5 randomized 
controlled trials. Hepatology. 2008;48:170A 
 
18 O’Shea R, Darasathy S, McCullough A.  Alcoholic liver disease; AASLD practice guidelines Hepatology 
2010;51; 307-327 
 
19 Mendenhall C, Roselle GA, Gartside P, Moritz T. Relationship of protein calorie malnutrition to 
alcoholic liver disease: a reexamination of data from two Veterans Administration Cooperative Studies. 
Alcohol Clin 
Exp Res 1995;19:635-641 
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deserved, emphasises the importance of a carefully constructed communications 

plan.  That should involve NHS BT, the transplant centre’s patient support groups 

and liver disease charities.  We believe that studies such as this could be used 

positively to reinforce the message that transplantation is primarily dictated by 

need, a concept that the public has always supported when rationing healthcare; a 

positive message can be fashioned around treating with all possible measures 

those with the greatest risk of dying.  Furthermore an additional message that 

should be conveyed in the above context is that all potential recipients are 

stringently assessed by a number of healthcare professionals taking particular 

consideration of the factors that affect survival after transplantation. For this patient 

group, as for others, if the outcome of transplantation is predicted to be poor for an 

individual candidate, then this route would not be recommended. If the public is 

unaware that currently we transplant very successfully other individuals with self-

induced disease due to intravenous drug use, paracetamol hepatotoxicity after 

overdose and non-alcoholic fatty liver disease with obesity or even prisoners 

serving long sentences, then it is important that we have a proactive campaign to 

explain our rationale for that. 
5.1.3.  Another concern has been that introducing new indications for adult elective 

transplantation without any expansion in the donor pool might impact on the chance 

of other potential recipients with more accepted indications for transplantation from 

receiving an organ. There has been a small increase in organs for donation over 

the last two years.  It is important to note that donor shortage has not been 

considered a barrier to the recent extension of the UK Liver Transplant Selection 

Criteria to include extended criteria Hepatocellular carcinoma (2008) and Hepatic 

Epithelioid Haemangio-Endothelioma (2010) and to widening the use of livers in 

multivisceral transplantation.  This argument also implies that there ought to be 

some restriction of access to the transplant list such that the number of potential 

recipients has some numerical relationship with the number of potential organs 

available.  That has not been an accepted selection process in the UK previously.  

Other new indications for adult elective transplantation including atypical haemolytic 

uraemic syndrome, ischaemic hepatopathy for Sickle Cell Disease are being 

proposed so the issue of how novel indications are introduced into needs to be 

addressed.  Carefully controlled pilot studies would seem to achieve the correct 

balance between innovation and minimal impact on other potential recipients. 
5.1.4.  Finally, concern has been expressed that patients transplanted with SAAH will not 

have had a prolonged period of abstinence prior to transplantation, currently a 

requirement prior to transplantation for alcoholic liver disease in the UK (albeit 

without any rigid “six month rule”) and so will not have demonstrated their sobriety.  
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Abstinence is recommended both to allow time for spontaneous recovery of liver 

function and also as a perceived predictor of long term sobriety.  Nevertheless, 

there is a diversity of opinion on the relevance of prior abstinence as sole criterion 

for predicting long term sobriety.  Not all studies have demonstrated that short 

duration of abstinence is a strong predictor of recidivism, and other factors including 

psychiatric co-morbidities, social support networks, poly-substance misuse and age 

at onset of abuse are also critical20 21 22 23.  Some countries have moved away from 

a six month rule, as in France24, to a comprehensive psycho-social assessment, 

similar to that required in this protocol.  The absence of abstinence does not reliably 

predict recidivism and other factors, which we believe we can identify, are more 

important. 
5.1.5.  SAAH has a high and increasing prevalence.  A concern has been expressed 

about opening of a flood gate of referrals if the trial was successful. That is not 

considered a real issue when such stringent selection criteria and requirement for 

universal agreement within the transplant team as in the present protocol are 

involved. 
5.2. The arguments in favour of liver transplantation 

5.2.1.  The argument in favour of considering transplantation reside on one simple 

proposal: transplantation is a life saving procedure, which is technically feasible in 

this high risk group of patient and may, therefore, save lives.  In carefully selected 

cases with SAAH there is undoubtedly a very poor prognosis and both retrospective 

and prospective studies described above demonstrate that they may benefit from 

such life-saving therapy.  When identifying the principles underlying selection to the 

UK Liver Transplant Waiting List at a Consensus Conference in October 2006, (now 
accepted in the recent NHS BT policy document Liver Transplantation; Selection 

Criteria And Recipient Registration) the following criteria were agreed: 

                                                   
20Mackie J, Groves K, Hoyle A, Garcia C, Garcia R, Gunson B, et al. Orthotopic liver transplantation for 
alcoholic liver disease: a retrospective analysis of survival, recidivism, and risk factors predisposing to 
recidivism. Liver Transpl 2001;7:418-427. 
 
21 Pfitzmann R, Schwenzer J, Rayes N, Seehofer D, Neuhaus R, Nussler NC. Long-term survival and 
predictors of relapse after orthotopic liver transplantation for alcoholic liver disease. Liver Transpl 
2007;13:197-205 
 
22 Dew MA, DiMartini AF, Steel J, De Vito Dabbs A, Myaskovsky L, Unruh M, Greenhouse J. Meta-
analysis of risk for relapse to substance use after transplantation of the solid organs. Liver Transpl 2008;14: 
159-172. 
 
23 Are preoperative patterns of alcohol consumption predictive of relapse after liver transplantation for 
alcoholic liver disease? Perney P, Bismuth M, Sigaud H, et al. Transpl Int. 2005 Nov;18(11):1292-7. 
 
24 Consensus Conference; indications for liver vtransplantation19/01/05. Lyon-Palais des Congres; text of 
recommendations. Liver Transpl 2006;12; 998-1011. 
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Selection criteria for adult elective transplantation   

• Selection will be based primarily on risk of death without a transplant. Patients 

can be considered for elective transplantation if they have an anticipated length 

of life or survival in the absence of transplantation that is less than that obtained 

with a liver transplant 

• All patients selected for the elective adult liver transplant list must have a 

projected 5-year survival after transplantation of >50%. That figure may change 

in the future if/when donor numbers alter 

• Selection will be assessed secondarily on ability of transplantation to improve 

quality of life. 

• All patients will need to be regularly reviewed to ensure that they continue to 

meet criteria and have not improved or become too sick to benefit from 

transplantation 

• When the clinical situation alters such that a patient no longer meets these 

criteria, the patient’s name must be removed from the national list 
.Selected patients with SAAH would meet those criteria. 

5.2.2.  Current evidence suggests that transplantation can offer better survival in those 

with SAAH and the highest risk of death.  Nevertheless, there remains uncertainty 

as to whether it would be feasible to identify appropriate candidates quickly in 

referral units, transfer, assess fully as described in the proposal and then finally list 

for transplantation in time for that procedure to be effective before irreversible 

deterioration has occurred.  It is in the light of the uncertainty on that issue of 

logistics, that a carefully audited evaluation in a small UK pilot study has been 

recommended. 
5.2.3.  We believe that some of the reasons why individuals have concern about 

transplanting patients with alcohol induced liver disease relates to concern about 

their worthiness to receive such a precious gift.  Having a history of prior alcohol-

dependency does not currently make one less eligible for any other health care and 

we strongly feel that the transplant community should stand up for an alcoholic 

patient’s right to access transplantation identically to all other cases.  Their criteria 

for entry to a transplant list should be identical to those who have other aetiologies 

of their liver disease which might not be deemed self-induced.  Such criteria are not 

applied to other cases with non-alcoholic fatty liver disease associated with obesity 

(a disease with both genetic and environmental triggers) nor cirrhosis due to 

intravenous drug use and hepatitis B or C carriage.  Prior alcohol-dependency is a 

legitimate concern in cases where the risks of recidivism are high, but in all cases 
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there is interplay between genetic and environmental factors, identical to some 

others causes of liver disease.   
5.3. Research or service development? 

5.3.1. We are aware that advice has been sought as to whether this is research or service 

development.  We disagree with the opinions sought, although we believe that the 

second was neutral considering some aspects compatible with service 

development.  It is still our opinion that this is not a research issue.  We are not 

undertaking the pilot study to examine specifically efficacy, which is an outcome 

parameter for all transplantation.  The retrospective surveys of transplantation in 

alcoholic hepatitis and recent published prospective series have been mentioned 

above and a number of editorials and commentaries recommend its introduction. 
5.3.2. The issue of efficacy of transplantation in patients with SAAH is no more 

controversial than it is in extended criteria HCC and HEHE where we introduced 

criteria without resort to a research study.  If it is required to be research then the 

introduction of future policies for atypical haemolytic uraemic syndrome, ischaemic 

hepatopathy in sickle cell anaemia or variants of porphyria will also have to be so 

labelled.  Careful scrutiny of these newer indications for transplantation using the 

format of case studies is we believe an entirely acceptable method of proceeding.  
5.3.3. Guidance on the issues around the definition of research versus audit or service 

developments has been addressed previously25 .  We accept that the distinction is 

not precise and agree with the comments from the National Research Ethics 

Service consultation Differentiating Audit, Service Evaluation And Research 26that 

“….no watertight definitions could ever be provided. Judgement, on occasions, will 

be needed”.  We agree with that conclusion.  
5.3.4. Whether the SAAH pilot study is considered research or service evaluation has 

important ramifications for the introduction of a number of new indications for liver 

transplantation where the evidence base might be contested.  It is our opinion that 

carefully selected pilot studies as we have described for SAAH is the best way 

forward in this difficult area.  

 

                                                   
25 Defining Research NRES guidance to help you decide if your project requires review by a Research 
Ethics Committee.  http://www.nres.nhs.uk/applications/guidance/research-guidance/?entryid62=66985 
26 Accessed at http://www.nres.nhs.uk/applications/guidance/research-guidance/?entryid62=66988  

http://www.nres.nhs.uk/applications/guidance/research-guidance/?entryid62=66985
http://www.nres.nhs.uk/applications/guidance/research-guidance/?entryid62=66988

