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INTRODUCTION

This protocol aims to provide this institution with guidelines for the evaluation, listing, and liver transplant of patients who (1) have encountered their first decompensation episode of liver disease related to alcohol associated hepatitis; (2) who have failed or are not a candidate for standard medical treatment (e.g., steroid therapy), or are likely to recover spontaneously; and (3) who are otherwise unable to complete a substance use disorder treatment program or general period of abstinence. 

Additionally, this program will seek to minimize variation in the process of evaluating, listing, and transplanting patients. This is motivated by the medical ethical principle of justice through the fair allocation of organs to patients with any liver disease with likely successful post-transplant outcomes, and who are clinically in the most need of transplant. Rather than considering the underlying disease to be a “self-inflicted” one, it can be similarly considered if a transplant center evaluates and transplants patients with NASH without pre-transplant demonstration of weight loss, or for (also carefully selected) patients with acute liver failure following a suicide attempt by acetaminophen overdose. It will also help to avoid disparity in liver transplant candidates by indication, gender, geography, race, or other sociodemographic factors. This can be best achieved through a standardized and transparent evaluation process with clear roles identified for staff participating in the evaluation. 
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Finally, this protocol will seek to ensure this patient population will achieve similar short- and long-term measures for survival compared to other liver transplant indications, as considered from objective data collection and analysis. Transplanted AAH patients from other institutions encounter similar post-transplant relapse rates compared to those transplanted for chronic alcohol related cirrhosis, with a recurrence rate to any amount of alcohol drinking of about 500 days.
The medical criteria for liver transplant evaluation in AAH patients must be carefully defined in order to avoid the transplant of patients who would have likely otherwise recovered with conventional medical treatment and supportive care. The number of patients transplanted for AAH is likely underestimated as most of the patients transplanted for chronic alcohol-related cirrhosis show some degree of acute inflammation in the explants. A recent study indicated only 35% of recipients transplanted for AAH were accurately identified. 

The psychosocial criteria for liver transplant evaluation in AAH patients is modified from conventional patient evaluation in one significant way: this program will forgo the conventional pre-transplant requirement that the patient complete a substance use disorder treatment program or general period of abstinence. National consensus guidelines no longer recommend a fixed period of abstinence prior to liver transplantation. It is understood that the acute and shortened period for transplant evaluation in these cases makes it difficult to accurately capture some psychosocial aspects that might be predictive of outcomes after liver transplant in this population.
GENERAL RECOMMENDATIONS

The following recommendations are exclusive to patients with AAH and not conventional potential transplant recipients. 

1) Alcohol Associated Hepatitis (AAH) will be used over the former nomenclature Acute Alcoholic Hepatitis (also AAH).

2) Listing will be based on the successful evaluation of the severity of liver dysfunction and a comprehensive psychosocial evaluation by a multidisciplinary team. A liver biopsy should be considered if AAH diagnosis is unclear or if an alternative diagnosis may affect the therapeutic plan. 

3) Patients with AAH will be eligible for liver transplant evaluation all the following criteria is met:	
a. a maximum of one past unsuccessful addiction rehabilitation attempt;
b.	absence of other substance use, dependency or addiction;
c.	successful psychosocial evaluation including the absence of severe untreated psychiatric disease;
d.	the patient’s acceptance of and insight into their diagnosis, with a commitment to life-long sobriety and immunosuppression management; and
e.	a formalized agreement that failure to adhere to 3)d. (above) will exclude the patient from eligibility for a second liver transplant.

PROTOCOL GUIDELINES

I.	Introduction

The guidelines described below should be considered and followed by each respective team member who participates in an evaluation. Contraindications should be classified as absolute or relative by the appropriate team member, based on professional medical standard for care and on as much empirical data as is feasible, including predictive models (MELD, Lille score, discriminant function index, SALT score) when appropriate. Most predictive models have a high negative predictive value, meaning that they predict those patients that will do well and not necessarily identify all that will not survive. 

II.	Evaluation Process

The following team members are integral to the transplant evaluation process, with specific considerations described below. The patient should be directly interviewed by the addiction psychiatrist and the transplant social worker as early into the process as possible in order to avoid any potential compromises related to encephalopathy, or to avoid ‘priming’ the patient to provide favorable responses. Patients must have adequate capacity to communicate, participate in, and give informed consent to the evaluation process. Inclusion and exclusion criteria below are considered relative unless noted as absolute.

1)	Hepatology 

a.	Inclusion Criteria/Indications

i.	Discriminant Function index >32
ii.	Lille score >0.45 (day 4 and day 7)
iii.	Steady increase of MELD score during medical treatment

b.	Exclusion Criteria/Contraindications

i.	More than one previous admission for AAH (absolute)
ii.	Previous advanced liver disease diagnosis, including cirrhosis or its complications such as: ascites, hemorrhagic portal hypertension and encephalopathy (absolute)
iii.	Extrahepatic complications of AAH, most notably infection and renal failure
iv.	Active malignancy (hepatic or extrahepatic) not in remission (absolute, except basal cell carcinoma or squamous cell carcinoma previously treated and cleared by oncologist)
2)	Finance 

a. Inclusion Criteria/Indications

i.	Adequate insurance coverage for transplant and post-transplant care
ii.	Insurance approval for listing (see attached documents, financial 1 and financial  2)

b. Exclusion Criteria/Contraindications

i.	No or inadequate insurance coverage for transplant and post-transplant care (absolute)
ii.	Insurance denial for listing (absolute)

3)	Transplant social work 

a.	Inclusion Criteria/Indications
i.	Failure of not more than one prior treatment program
ii.	Identification of and commitment from two designated care givers, including a commitment to avoid future alcohol consumption in the presence of the patient, or the prohibition of alcohol in the patient’s residence (if applicable)
iii.	Adequate biochemical markers that corroborate drinking history (ethanol, PEth, etc.)
iv.	Able to stay locally for 6 weeks after the liver transplant

c. Exclusion Criteria/Contraindications

i.	Failure of more than one prior treatment program (absolute)
ii.	Alcohol or drug related arrests, excluding minor in possession
iii.	Inadequate psychometric scales
iv.	Long-term or chronic polysubstance abuse or use of illicit drugs (excluding THC), or continued substance use when medically or legally contraindicated (absolute)
v.	Early age onset of substance abuse (denotes potentially for life style pattern)
vi.	Inability to stay locally for 6 weeks

4)	Psychology 

a. Inclusion Criteria/Indications

i.	ability to communicate at the time of evaluation by addiction psychiatry and social work (patients intubated or overtly encephalopathic are excluded) (absolute)
ii.	Absence of severe/uncontrolled psychiatric diseases
iii.	Adequate psychometric scales

b. Exclusion Criteria/Contraindications

i.	Significant mental health issues, personality disorders (exclude OCD) (absolute)

5)	Nutritionist/dietitian 

a.	Inclusion Criteria/Indications

i.	All evaluated patients
b.	Exclusion Criteria/Contraindications

i.	BMI >40
ii.	Severe malnutrition

6)	Nurse coordinator 

a.	Inclusion Criteria/Indications

i.	Absence of severe/uncontrolled psychiatric diseases
ii.	Abstinence support integrated in the post-transplant care 
iii.	Routine monitoring of alcohol use (PEth) for at least 2 years (730 days) as part of the regular post-transplant lab work
iv.	Verification of the completion of the formalized agreement as described in “General Recommendations” (absolute)
v.	Able to stay locally for 6 weeks after the liver transplant
vi.	Signed release of information to communicate with selected treatment program

b.	Exclusion Criteria/Contraindications

i.	Unwillingness to participate in post-transplant treatment program (absolute)
ii.	Inability to stay locally for 6 weeks after the transplant

7)	Addiction Psychiatry 

a.	Inclusion Criteria/Indications

i.	Absence of severe/untreated co-existing psychiatric disorders
ii.	Abstinence support integrated in the post-transplant care

b.	Exclusion Criteria/Contraindications

i.	Presence of severe/untreated co-existing psychiatric disorders (absolute)

8)	Surgery 

a.	Inclusion Criteria/Indications

i.	Absence of surgical contraindications
ii.	Absence of severe co-morbidities (CAD, ESRD, CHF, Morbid Obesity, DM with target organ affectation, severe sarcopenia, others) per standard definitions
iii.	At the time of evaluation, the patient is able to walk at least 100 feet or stand from sitting position without the use of upper extremities for leverage 

b.	Exclusion Criteria/Contraindications

i.	Uncontrolled sepsis (absolute)
ii.	Age >70

III.	Additional consultants, including but not limited to the following, may participate if indicated

1)	Cardiology
2)	Nephrology
3)	Pulmonary
4)	Dentistry
5)	Oncology
6)	Endocrinology
7)	Pharmacy
8)	ICU/Hospitalist
9)	Ethics 

IV.	Lab work needed; tests with a (*) indicate a test specific to AAH evaluation

1)	ABG w/oxygen saturation
2)	ABO/rH	
3)	AFP
4)	CBC w/differential and platelets
5)	CMV IgM and IgG
6)	Comprehensive metabolic panel
7)	Drugs of abuse screen (PEth, ethanol)
8)	Epstein Barr virus antibody panel
9)	GGT
10)	Hemoglobin A1C
11)	Hepatitis A antibody IgM and IgG
12)	Hepatitis B core antibody IgM and total
13)	HBsAg and HBs antibody, reflex to HBV DNA
14)	HBeAg and HBe antibody
15)	HCV antibody, reflex to HCV RNA
16)	HIV antibody with reflex to DNA
17)	HSV panel
18)	Iron Kinetics, transferrin, ferritin
19)	Metabolic liver disease: A1AT, Ceruloplasmin
20)	Phosphate
21)	Lipid panel
22)	Magnesium
23)	Prothrombin time and INR
24)	Type and screen  transplant evaluation 

V.	Other studies that may be needed during transplant evaluation

1)	Chest X ray, PA and lateral
2)	Abdominal US with Doppler
3)	Electrocardiogram
4)	Echocardiogram (contrast if needed)
5)	DSE (if needed, v gr suspected alcohol induced cardiomyopathy) 
6)	Pulmonary function tests
7)	CT abdomen and pelvis (if indicated) 

Post-evaluation discussion and decision

Upon completion of the patient evaluation, the patient will be discussed by the liver transplant team. A consensus by discussion among all the team members is required for the patient to be listed for transplant.
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