Abstracts

Finally, global DNA methylation was determined by Dot-blot and ELISA.
The data obtained were analyzed using one-way ANOVA, and a Tukey
post hoc test.

Results: We demonstrate that PFD treatment reduces the number
and size of neoplastic lesions, prevents damage to hepatic architec-
ture and collagen deposition, and decreases the presence of the histo-
pathological marker Glypican-3. On the other hand, it positively
regulates antioxidant markers such as GSH, MDA, Nrf2, GSTP1 and
Catalase. It was also effective to decrease c-Myc expression and
B-catenin redistribution from the nucleus to the cytoplasm. Finally,
PFD stimulated the nuclear transfer of several isoforms of PPARs,
SIRT1 and DNMTT1, increasing epigenetic mechanisms of global DNA
methylation (figure 1).

Conclusions: PFD prevents neoplastic lesions development by
modulating antifibrogenic, antioxidant, and antiproliferative pro-
cesses and modulating epigenetic marks to reverse global DNA hypo-
methylation.

Figure 1. Analysis of global DNA methylation. A) Representative dot
blot using anti-5mC which recognizes global methylated DNA, anti-
IgG as negative control and methylene blue staining as total DNA
loading control. B) Graphs shows mean =+ standard deviation of 5mC
densitometry brand intensity of study groups. C) Graph that repre-
sents the percentage of global methylation of the DNA analyzed with
ELISA.A one-way ANOVA statistical test and a Tukey post hoc test
were performed. Group NT: only received vehicle; Group HCC: dam-
age group induced by weekly administration of DEN and 2-AAF for 12
weeks; and Group HCC/PFD: which received the same treatment as
Group HCC, plus PFD (300 mg/kg) (**p<0.005)
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Introduction and Objectives: Alcohol-associated hepatitis (AH) is
a severe entity associated with high mortality. Corticosteroids might
be used in cases with severe disease and several dynamic models can
predict mortality and response to corticosteroids in AH patients.
However, there is no consensus on the best of them. This study aimed
to evaluate dynamic models to predict response to corticosteroid
treatment based on short-term mortality in patients with severe AH
based on a worldwide cohort.

Materials and Methods: A retrospective cohort study of patients
with severe AH (between 2009 — 2019). We included patients who
received corticosteroid treatment and calculated the Lille model of
day 4 (Lille-4), day 7 (Lille-7) (cut-off value >0.45), and the Trajectory
of Serum Bilirubin (TSB)(cut-off value >0.8 of the ratio between bili-
rubin at admission and day 7) to predict mortality. We estimated up
to 30-day survival using Kaplan-Meier curves, and we performed
multivariable analyzes using Cox regression. Specifically, we con-
structed two models to compare Lille-4 vs. TSB and Lille-7 vs. TSB,
adjusting by well-known clinical variables associated with higher
mortality in AH (age, sex, and creatinine at admission).
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Results: 1,066 patients were included (30 centers, 10 countries),
age 47.7 + 10.9 years, 30% women. The MELD score on admission
was 25 [21-30]. Responders were considered by Lille-4 49.1%, Lille-7
46.6%, and TSB 55.4%. In the first Cox regression, we observed that
Lille-4 and TSB predicted 30-day mortality (HR 3.0, 95%CI: 1.7-5.1;
p<0.0001, and HR 2.1, 95%CI: 1.3-3.5; p=0.005, respectively) (Table
A). In the second Cox regression, Lille-7 also predicted 30-day mortal-
ity (HR 3.7, 95%CI: 2.1-6.7; p<0.0001) but not TSB (HR 1.5, 95% CI:
0.8-2.6; p=0.180) (Table B). Creatinine at admission was also statisti-
cally significant in both Cox-regressions.

Conclusions: Different dynamic models can determine the
response to corticosteroids in patients with severe AH. However,
Lille-7 and Lille-4 have the best performance. New models are
needed for better prognostication in AH.

Table 1: Models to compare Lille-4 vs. TSB (Table A) and Lille-7 vs.
TSB (Table B)

Table A

Variable Hazard Ratio Pvalue  95% Conf. Interval
Age 0.999 0.933 0.98 -1.01
Gender 0.954 0.829 0.62 - 1.45
Creatinine in Admission  1.195 0.00 1.08 - 1.31

Lille- 7 Response 3.706 0.00 2.05-6.68

TSB Response 1.476 0.180 0.83 - 2.60

Table B

Variable Hazard Ratio Pvalue  95% Conf. Interval
Age 0.999 0.948 0.98 -1.01
Gender 0911 0.678 0.58 - 1.40
Creatinine in Admission 1.193 0.001 1.07-1.31

Lille- 4 Response 2.99 0.00 1.74-5.14

TSB Response 2.08 0.005 1.25-3.45
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Introduction and Objectives: New peripheral markers are
needed for the early detection of hepatocellular carcinoma (HCC).
Currently, the only accepted biomarker is alpha-fetoprotein (AFP)
which by itself is suboptimal for early HCC detection. We investigated
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