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Introduction. 

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 

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

considered for transplantation.   

2. In most countries liver transplantation for SAAH is not indicated and so there has been 

little data on which to judge the issue1  Recent data from a small study in France, 

presented at AASLD 2009 has suggested that cases with SAAH can be identified, can be 

transplanted with acceptable survival rates and may have a low risk of early recidivism2. 

3. A number of methods of assessing disease severity in patients with SAAH have been 

described (Appendix 1).  A Maddrey score of > 323 , or a MELD score > 184 both describe 

a poor outcome with approximately 60% hospital mortality.  A Glasgow Alcoholic 

Hepatitis score5 of > 9 and the Lille model6 to predict 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. 

                                                
1 Lucey MR. Liver transplantation for alcoholic liver disease: past, present, and future. Liver Transpl 
2007;13:190-192 

2 Castel et al Early transplantation improves survival of non-responders to corticosteroids in severe alcoholic 
hepatitis: a challenge to the 6 month rule of abstinence  AASLD 2009 
 
3 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 
 
4 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. 
 
5 .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. 
 
6Louvet 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. Current therapy for SAAH is unsatisfactory and the subject of a new national trial - 

STOPAH. Therapies include nutritional support, corticosteroids7 and pentoxyfylline8. 

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 cases9 and 

those that do not respond with 7 days of starting treatment. 

5. The arguments for liver transplantation in such cases are that when carefully selected they 

undoubtedly have a very poor prognosis and might benefit from such life-saving therapy.  

Self-induced severe liver disease due to paracetamol hepatotoxicity or induced by other 

self-administered acute toxic insults are eligible for super-urgent liver transplantation and 

some cases with SAAH, albeit foolish or misguided, have never had a chance to 

demonstrate a period of abstinence or risk free behaviours outside hospital or receive 

appropriate alcohol intervention services before they die of their severe liver disease.   

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

presenting with  SAAH may survive (but with risk indicators for failure to respond to 

therapy this is less) as with abstinence recovery is significant with improvement in liver 

function.  There is also an absence of a large body of data demonstrating that 

transplantation is effective in prolonging survival in these cases or that recidivism will not 

recur after transplantation although it is important to note that recidivism does not 

correlate closely with graft loss.  There is also a concern that the adverse publicity of a 

transplant community being prepared to transplant such cases might have a detrimental 

effect on organ donation and the public’s perception of organ transplantation.  That may 

be a major concern at a time when a major publicity campaign is in place to promote 

donation and increase transplants by 50% over a five year period.  Without any expansion 

in the donor pool introducing criteria for other newer indications might impact on the 

chance of other potential recipient with more accepted indications for transplantation 

receiving an organ.  

7. It is in the light of the present equipoise on this issue, that a small UK pilot study is 

recommended and described here.   

                                                
7 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. 
8 O’Shea R, Darasathy S, McCullough A.  Alcoholic liver disease; AASLD practice guidelines Hepatology 
2010;51; 307-327 
9 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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A proposal 

We propose that 20 cases with SAAH are identified with criteria described below and offered 

elective liver transplantation and followed for a two year period.  There would be no change 

to the current Adult Elective Liver Transplantation Selection criteria until the cases had been 

evaluated over a two year period from the date of the first case’s transplant and at least 90 

days from the last enrolled case’s transplant. 

This study is considered to be a service evaluation and audit and not a research study as there 

have been prior papers describing transplantation in this context.  The evaluation is to identify 

potential numbers of such cases in UK, the feasibility of listing and allocation of donors in 

time to impact on the outcome of this disorder and to monitor longer term outcomes in a UK 

setting. 

 

Patient clinical selection criteria 

1. First presentation with alcoholic liver disease. No previous admissions/attendances 

with other alcohol-related problems (eg head injury, seizures etc). 

2. Acute Severe Alcoholic Hepatitis – Lille score ≥ 0.45 with no response to a trial of 

corticosteroids over a 7 day period started within 7 days of initial hospitalisation. 

3. Liver biopsy confirmation of diagnosis (transjugular) 

4. Patient ≤ 40 years old  

5. No other comorbidities  related to brain, heart or pancreatic function (low dose 

inotropes for renal support do not constitute a co morbidity issue) 

6. Absence of prior participation in any program to stop alcohol consumption and 

absence of prior refusal to participate in an offered program. 

7. Agreement to enrol in a formal alcohol management program with local psychiatric 

support services both before (whilst waiting) and after transplantation. 

8. Good family/network support as currently assessed for other patients with inactive 

alcoholic liver disease 

9. No other substance abuse (including cannabis) 

10. Absence of infection at the time of the diagnosis of resistance to steroids  including 

fungal infection (screening for infection with at least : chest X-ray, 3 blood 

cultures, 1 urine culture and systematic ascites culture and fungal infection) 

 

All patients so identified will be enrolled into the observation study and will have to 

undergo the following; 
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Patient psychiatric selection criteria 

a. Be evaluated by a Consultant Psychiatrist in substance Misuse and an alcohol 

support team, as is current practice 

b. Be evaluated to assess their understanding of the nature of their disease, 

prospects for adhesion to an alcohol management protocol including future 

abstinence by both the patient and his family. 

 

     Transplant unit selection criteria 

a. Be given factual information including to their relatives concerning the prognosis of the 

disease and the presence of a national pilot study in SAAH.  Patient to be informed that 

transplantation is usually not offered without a period of abstinence, that it will only be 

offered after careful review and unanimous agreement by the whole team and after 

meeting nationally agreed criteria for enrolment in the pilot study.  

b. If the patient is interested in liver transplantation, a local consensus has to be reached, 

involving the same decision making process at the selection MDT as for other non 

super urgent patients; there should be 

Transplant Surgeons 

Nurses -  recipient coordinators 

Consultant Hepatologists. 

Consultant Psychiatrist in Substance Misuse and alcohol specialist nurses.      

Liaison with Specialist alcohol services will include assessing the likelihood of the 

patient not returning to a damaging pattern of alcohol use if given the appropriate 

support and complying with follow-up, with respect to medication follow-up clinics, 

alcohol and substance abuse teams The agreement of the Consultant Psychiatrist as to 

the overall appropriateness of transplantation in the management of the case is 

necessary. 

c. If a case is not selected as appropriate then they continue in an observation study to 

examine mortality in non-transplant cohort 

d. Once deemed appropriate on above criteria for transplantation the case will be notified 

to all other transplant units purely for the purposes of confirming that all requirements 

have been met.  A form describing selection criteria and how they are met in each case 

will be developed.  This is to demonstrate compliance with all entry requirements and if 

all have been met other units will not have a right to veto the case. 
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e. Cases will then be registered by NHS BT ODT  

f. Once case has been accepted onto the transplant list the patient will be informed that 

they are currently waiting transplantation unless their liver spontaneously improves. 

 

Pre-transplant Screening   

1. Laboratory  screening : 

- group, rhesus 

- HLA, Coombs,  

- PT in seconds, INR,  

- Na, k, urea, creatinine 

- CRP, fibrinogen 

- Protein electrophoresis  

- Liver function tests 

- Creatinine clearance 

- Arterial blood gas  

- CEA, CA19-9, AFP 

- Screeing for autoimmune disease 

- α 1 anti-trypsin 

- caeruloplasmin,copper 

- iron studies, folate ,B12, vit D, 

- Screening for : HAV, HSV, CMV, EBV, HBV, HCV, HEV HIV, Legionella, 

Aspergillosis, Candidosis, Toxoplasma gondii 

 

2. Radiological screening : 

- Abdominal CT scan or abdominal MRI (according to kidney function) 

- Gastroscopy to screen for oesophageal cancer  

- Trans thoracic echocardiography  

                    -   Thoracic CT scan 

 

(Screening to be adapted according to the past medical history of each patient) 
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Transplant Listing 

Cases will join their participating Unit’s elective adult transplant list and will be prioritised 

within that Unit’s own protocols which in most cases is by ranked need (MELD or UKELD) 

 

Prophylactic antibacterials and anti fungals 

 

Prophylactic antibiotics  for 5 days 

Prophylactic IV antifungals (started when failed steroids or ab initio  according to unit 

policy -  the antifungal must be active against Aspergillus) 

 

 

 

Immunosuppression 

IL 2 R blockers if renal impairment (  Basiliximab day 0 and 4) 

Low dose tacrolimus ( levels close to 5ng/l) and steroids (20 mg pred /d) 

 

Audit and Registry (to include all SAAH( from start of protocol)) 

Units will keep records of; 

Cases initially reviewed 

Cases meeting clinical selection criteria 

Patients meeting psychiatric selection criteria 

Patients meeting transplant unit selection criteria 

Patients registered for transplantation for SAAH. 

Patients transplanted 

Patient follow up and alcohol recidivism  

Forms will be developed for each of these aspects 

 

Ongoing project scrutiny 

1. A total of 20 cases will be assessed with review after every 5 cases by the Data 

Monitoring Committee and a 3 monthly progress report will be sent to the Medical 

Director (Prof Neuberger). 

2. Data Monitoring Committee will consist of an independent chair, the Associate 

Medical Director ODT (currently Professor James Neuberger), representative of 
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the British Liver Trust, Dr Michael Lucey, Professor Phillippe Mathurin and a 

representative of the British Association for the Study of the Liver. 

3. Participating centres will be required to complete all data monitoring forms and 

return those to ODT NHS BT for their retention. 

 

Patient Follow-up 

As part of contract the follow up visits must be adhered to and patients called back if they do 

not attend. The same rules and screening and follow up should pertain to these patients as 

other alcoholics so that an assessment can be made if a similar management results in any 

differences for the return to drinking  pattern and other outcomes. 

 

Data at the following time points post-transplant: 

1 month 

3 months 

6 months 

12 months 

18 months 

24 months 

Annually thereafter. 

In addition to standard post-transplant testing (graft and renal function), specific additional 

monitoring/data to be collected: 

Number of missed clinic appts 

Sepsis episodes, readmissions 

Liaison Psych follow-up at 3months, 6months, 12months etc with alcohol history. 

(ideally with corroborative family/partner interview) 

 

Engagement with formal alcohol management programme 
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Appendix 1 
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