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Introduction The STOPAH study showed an improvement in
short term mortality with prednisolone but failed to reach
statistical significance. Forrest et al subsequently reported that
a neutrophil — lymphocyte ratio (NLR) of 5-8 was a predictor
of steroid response compared to those with an NLR <S$ or
>8. We reviewed the validity of the NLR as a marker of
severity and steroid response in alcoholic hepatitis patients
admitted to the Gwent liver unit.

Method We undertook a retrospective analysis of consecutive
patients admitted with alcoholic hepatitis between January
2014 and March 2019. Patients were identified via coding
and discharge notification diagnosis. Only patients diagnosed
by a consultant gastroenterologist/hepatologist and with data
available on electronic records were included. Baseline NLR
and Glasgow alcoholic hepatitis score (GAHS) were recorded
with a primary outcome of mortality. Additional observations
included acute kidney injury (AKI), readmission within 90
days and day-7 Lille score for those treated with
prednisolone.

Results Sixty-six patients were identified, of which 40 (61.6%)
were male, with a median age of 47 (IQR 40-56). There
were 12 patients (18.2%) with an NLR of 5-8. Patients with
an NLR of 5-8 were more likely to be alive at 28 and 90
days than those with an NLR <5 or >8, however this trend
did not continue at 1 year. Patients with an NLR 5-8 had
lower rates of AKI (8%) and fewer readmissions within 90
days (33%) compared to those with NLR <5 (22% and 58%
respectively) or >8 (52% and 45% respectively).

Twenty-seven patients received prednisolone. Patients with
an NLR 5-8 were more likely to receive prednisolone than
others (66.7%) and tended towards a better response. Patients
with NLR 5-8 had more favourable Lille scores with a mean
of 0.251 (SD = 0.207) compared to patients with an NLR <
5 and >8 (Mean 0.459 and 0.406 respectively). Prednisolone
was continued past 7 days in 71% of patients with NLR 5-8
compared to those with NLR <5 (44%) or >8 (25%).
Conclusion Our data supports the previously reported finding
that patients with NLR 5-8 are more likely to respond to
prednisolone. They had lower mortality up to 90 days and
were less likely to have AKI or readmission within 90 days.
Furthermore, an NLR >8 was associated with particularly
poor 1l-year survival and high incidence of AKI. The NLR
appears to be another useful method of risk stratification in
alcoholic hepatitis.
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Introduction Hepatic encephalopathy (HE) is a frequent com-
plication of cirrhosis but its development is not inevitable.
There is evidence, from candidate gene studies, that the pro-
pensity to develop HE may be genetically determined but the
findings are inconsistent. The aim of this study was to under-
take a GWAS of HE in chronic liver disease.

Methods Genomic DNA was available in 857 participants in
the UK STOPAH alcoholic hepatitis trial and 120 participants
in the Royal Free Hospital (RFH) HE surveillance study. All
had chronic liver disease and the majority were of British/Irish
ancestry. Information on HE status was available in 777 par-
ticipants in STOPAH and 109 in the RFH cohort. Cases were
defined in the STOPAH cohort as those presenting with/devel-
oping overt HE (OHE) within 28 days of admission based on
West Haven criteria, and in the RFH cohort on a combination
of West Haven criteria, the PHES test and EEG theta fre-
quency. Controls were defined as STOPAH participants who
did not present/develop OHE within 28 days and in the RFH
cohort as participant classified as neuropsychiatrically unim-
paired or as having minimal HE. Samples were genotyped
using three different SNP arrays (Illumina core exome chip,
Psych Chip and OmniExpress array). Separate GWAS analyses
were undertaken of each array using Plink (v1.9) followed by
meta-analysis in METAL (v1.5.0). The primary analysis was
adjusted first for population stratification and second for age,
sex, and model for end-stage liver disease (MELD) score. Lin-
ear regression association analysis was also conducted in the
RFH cohort (n=111) using the additional HE defining
variables.

Results A total of 206 (26.5%) of the STOPAH participants
and 33 (30.3%) of the RFH cohort had OHE. Single variants
in TMEM135 (Transmembrane Protein 135), CACNB2 (Cal-
cium Voltage-Gated Channel Auxiliary Subunit Beta 2), and
WBP2 (WW Domain Binding Protein 2) showed suggestive
association (P < 1 X 107) with OHE in the primary analysis;
the association with TMEM135, was retained in the adjusted
analyses. An association at genome-wide significance (P=3.73
x 107®) was identified between the PHES score and a variant
lying at a genetic locus containing genes AMTN (Amelotin)
and MUC7 (Mucin 7, Secreted), the gene of interest.
Conclusions TMEM135 influences key metabolic pathways
involved in the pathophysiology of HE, namely oxidative
stress and glutamine and glutamate homeostasis. MUC7 influ-
ences factors which result in a reduction in systemic inflam-
mation and influences the gut microbiota. These interesting
associations need further exploration in extended cohorts.
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Background Despite concerns that patients with autoimmune
hepatitis (AIH) may be at increased risk of adverse outcomes
from COVID-19 due to use of immunosuppression, the
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