
process by which alcohol gives rise to liver injury remains unclear,
precluding the informed targeting of interventions based on ameli-
orating pathogenic processes. Furthermore, we lack reliable
biomarkers to identify patients at particular risk of poor outcome at
the outset of a liver disease episode in order to target therapy. Several
studies have identified the presence, in sub-sets of ALD patients, of
antibodies reactive with adduct-modified self-proteins such as
malondialdehyde (MDA)-adducted albumin (MDA-HSA) and self-
antigens such as cytochrome P450 2E1 (Cyp2E1, arising, it is
thought as a consequence of an “altered-self ” mechanism). To date,
however, the biological significance of these antibodies and the
implications that they hold for prognosis and treatment are unclear.
Aim In this study we set out, in a serial cohort of 38 ALD patients
(all cirrhotic and all continuing to consume alcohol), to address the
biological significance of auto- and allo-antibody responses.
Method Patients were fully phenotyped with regard to their anti-
body, clinical, biochemical and histological status. Clinical follow-up
was then undertaken for 5 years.
Results The presence of both MDA-HSA and Cyp2E1 reactive
antibody was significantly associated with risk of death during
follow-up (Cyp2E1 AUC for prediction of death during follow-up
0.78 (95% CI 0.64 to 0.93), p¼0.01; MDA 0.73 (0.55e0.92, p¼0.05).
An optimal composite measure based on reactivity to both antigens
was highly predictive of risk of death during follow-up (auc 0.83
(0.7e0.96, p¼0.005)). Interestingly amongst baseline biochemical
parameters only bilirubin was (weakly) predictive of death during
follow-up (auc 0.74 (0.62e0.92), all other biochemical parameters
p¼ns). Individual histological parameters were similarly not
predictive of death during follow-up.
Conclusion Antibody reactivity with allo- and auto-antigens in ALD
is a predictor of poor outcome and the optimal composite risk
measure warrants prospective validation in outcome series. It is
unclear at present whether the association with antibody reactivity
results from a pathogenetic process (immune-mediated damage
driving liver injury) or occurs as a consequence of enhanced injury
(increased liver damage enhancing reactivity to these antigens).
Further work in this area is warranted.

P14 MYCOPHENOLATE MOFETIL IN PATIENTS WITH
AUTOIMMUNE HEPATITIS INTOLERANT TO AZATHIOPRINE
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Southwest Liver Unit, Derriford Hospital, Plymouth, UK

Introduction Autoimmune hepatitis (AIH) is an immune mediated
necroinflammatory condition of the liver. The majority of patients
respond to the standard treatment combination of prednisolone
and azathioprine. Twenty percent of patients either don’t respond,
or are intolerant to azathioprine. Several case series supports the
use of mycophenolate mofetil (MMF) as a second line agent in
refractory AIH. Its role is unclear in patients intolerant to
azathioprine.
Aim To evaluate the efficacy and tolerability of MMF for the
management of AIH.
Method A retrospective case note review from January 2000 to
March 2010 in patients diagnosed with AIH (immune profile and
liver biopsy). Patients on MMF were identified and evaluated.
Treatment response to MMF was defined as a biochemical remission
within 4 weeks of treatment commencement and treatment failure
as either a non-response or relapse while on standard therapy.
Results 117 patients with autoimmune hepatitis were identified.
20/117 (17%) received MMF. The median age was 56 years
(18e79 years) with male/female, 1:7. Three patients had overlap
syndrome with autoimmune cholangitis, PSC and PBC, and six had
cirrhosis. All patients were commenced on prednisolone for induc-

tion at a median dose of 30 mg (7.5e40 mg) and azathioprine
within 3 months for remission. Azathioprine was discontinued due
to intolerance following its adverse events, such as leucopenia,
nausea and diarrhoea in 18 patients within 4 months (0e24 months).
Two patients were true non-responders to azathioprine. All these
patients were commenced on MMF at a median dose of 1 g twice
daily in addition to low dose maintenance prednisolone. At a median
follow-up of 47 months (5e83 months), MMF was well tolerated and
14/19 patients (one lost to follow-up) remained in remission including
five patients with cirrhosis. Intolerance to MMF was seen in three
patients (skin rash, hair loss) and poor response in two patients.
Conclusion Our case series supports the use of MMF as a second-line
agent in AIH patients intolerant to azathioprine. It was well toler-
ated in patients including those with cirrhosis.

P15 NON-INVASIVE ASSESSMENT OF HEPATIC FIBROSIS IN
PRIOR NON-RESPONDERS TO HEPATITIS C VIRUS
TREATMENTdA COMPARISON OF EIGHT MARKER PANELS
OF LIVER FIBROSIS
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College London, London, UK; 2University of Southampton, Southampton, UK;
3University of Erlangen, Erlangen, Germany

Introduction The detection of advancing fibrosis in patients who have
previously failed standard therapy for hepatitis C virus (HCV) is
important both for ascertaining prognosis and stratifying patients for
further treatment with emerging therapies. Whilst liver biopsy
remains the reference standard, non-invasive markers of liver fibrosis
maybe able to reduce theneed for liver biopsy in this groupof patients.
Method 80 previous non-responders to pegylated interferon and
ribavirin (46 male, 34 female, age 24e98 years, mean 48.9) were
recruited from five centres. Serum was taken at the time of liver
biopsy. Seven tests of liver fibrosis and simple biochemical markers
were compared. These were: Hyaluronic acid (HA); Indirect tests:
APRI, Forn’s, Fib-4; Tests including HA: SHASTA, Hepascore, Fibr-
ometer and ELF test. Area under receiver operating characteristic
curves (AUROC) were plotted for minimal fibrosis (F0e1 vs F2e6),
mild fibrosis (F0e2 vs F3e6), moderate fibrosis (F0e3 vs F4e6), and
severe fibrosis/cirrhosis (F0e4 vs F5e6).
Results AUROCs (and asymptotic 95% confidence intervals) are
presented for each test for minimal, mild and severe fibrosis.

Abstract P15 Table 1 Results

Test
F0e1 vs F2e6
n[26 n[54

F0e2 vs F3e6
n[35 n[45

F0e4 vs F5e6
n[57 n[23

ELF 0.802
0.705e0.900

0.851
0.770e0.932

0.859
0.765e0.953

Hepascore 0.777
0.674e0.880

0.757
0.653e0.861

0.859
0.766e0.925

Fibrometer 0.775
0.669e0.876

0.740
0.632e0.849

0.808
0.698e0.917

SHASTA 0.652
0.532e0.772

0.654
0.535e0.773

0.806
0.691e0.921

HA 0.668
0.551e0.785

0.710
0.597e0.822

0.769
0.637e0.902

FIB-4 0.714
0.597e0.832

0.768
0.666e0.869

0.814
0.704e0.924

Forns 0.717
0.597e0.837

0.763
0.660e0.866

0.813
0.701e0.925

APRI 0.654
0.529e0.780

0.674
0.557e0.791

0.764
0.650e0.878

ELF was best at detecting lesser degrees of fibrosis and was better
than the indirect marker panels either with or without HA. ELF and
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