Abstracts

Introduction and Objectives: Connective Tissue Growth Factor
(CTFG) is a multifunctional protein, plays a crucial role as a mediator
in fibrogenic pathways involved in the development of liver disease.
Objective: To establish the correlation between the cut-off point of
serum CTGF values by ELISA and the degree of liver fibrosis deter-
mined by transitional elastography in patients with cholestasis diag-
nosed with primary biliary cholangitis (PBC).

Materials and Methods: Prolective, descriptive and analytical
study, which included patients with cholestasis, with cirrhosis due to
hepatitis C and a control group. Serum CTGF levels were quantified in
blood. The degree of fibrosis was determined by transitional elastog-
raphy. The AUROC was calculated and the cut-off point was obtained
with the Youden index to obtain sensitivity and specificity, between
CT vs HCV-F4, CT vs CBP-FO, CT vs CBP-F4 and HCV-F4 vs CBP-F4.

Results: 51 patients with PBC, 15 HCV and 18 controls were included,
Age 48+15 years, 75% female.The AUROC for HCV-F4 vs TC was .856 (.718-
994, C195%) p<.001, cutoff 592.9, S=66.7%, E=94.4% for TC vs PBC-FO was
AUROC=.974 (.929-1.0,C195%) p<.001, cutoff=596.18, S=93.3%, E=94. 4%, for
TC vs PBC-F4 was AUROC=.997 (.989-1.0, CI95%), p<.001, S=100, E=94.4%,
for HCV-F4 vs PBC-FO was AUROC=.857 (.769-.956, CI95%), p<. 001, cut-
off=1284.7, S=69.4%, E=93.3% and for HCV-F4 vs PBC-F4 was AUROC=.738
(.557-.918,1C95%), p=.026, cutoff=1288.6, S=53.3%, E= 93.3%.

Conclusions: There is a direct relationship between serum levels
of GFRT of patients with cholestasis and specific cut-off points of dis-
crimination for the different groups.
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Introduction and Objectives: Response to second line therapy is
improvement of cholestatic parameters and prevention of fibrosis or
liver events. AIM: to evaluate response at Month 12 and identify epi-
demiological, clinical and histological findings related to response.

Patients and Methods: 50 patients initiating OCA (n=12), PPAR
agonists (n=29) or combination of both (n=9) completed 12 months
treatment and had baseline and M12 biopsy. Duct loss was evaluated
with cytokeratin 7 and 19 and Scheuer staging applied. Biliary inter-
face activity and bile duct damage recorded. Elastography was done
at baseline and at 12 months. Statistical analysis using parametric t
tests and 1-way ANOVA was performed.

Results: Mean age 53.6+10.6y and 84 % female. Mean ALP 388.8+
166.6, ALT 71.3440.6 and BT 0.9+04. 10 patients were cirrhotic. Response
to second line therapy was 30 % with POISE criteria (n=15) and 14 % for ALP
normalization (n=7). Male sex (p.04), moderate/severe ductopenia (p.01),
elevated ALT (82 vs 46, p.003), bilirubin (1.07 vs 0.7, p.02) and cirrhosis
(p.02) correlated with no response. Moderate/severe portal inflammation
with interface hepatitis and lobular spilling was observed in 28 samples,
irrespective of age and correlated with fibrosis. No patient with severe
inflammation achieved response (n=5), and only 21% with moderate
inflammation (n=5). On FU biopsies, response related with improvement of
inflammation in 11 patients. Mild ductopenia did not affect response. No
LFT predicted cirrhosis or portal inflammation. Cirrhosis at month 12 corre-
lated with liver events in 5 patients resulting in 1 liver related death and 3
transplants. Elastography correlated with cirrhosis and liver events (104 vs
22.9, p<0.001) but not with inflammation or ductopenia.
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Conclusions: Non response (70 %) related to male seX, cirrhosis,
transaminases, moderate/severe inflammation and ductopenia. Cir-
rhosis and elastography correlated with liver events. Adverse histo-
logical findings suggest early second line intervention.
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Introduction and Objectives: The natural history of chronic HBV
infection is characterized by distinct stages resulting from virus-host
interactions. In this context, a late and pivotal event is HBeAg seroconver-
sion, marked by the abrogation of HBeAg expression, a significant reduc-
tion in viral load, and the accumulation of mutations throughout the
genome. While HBeAg abrogation is associated with mutations in the BCP
and preCore regions, these mutations do not, per se, account for the
observed reduction in viral load. Our aim was to unravel, at the molecular
level, the drivers involved in the HBV replication rate.

Materials and Methods: Full-lenght HBV genome obtained from
plasma samples of one HBeAg-positive patient and three HBeAg-neg-
ative patients was extracted, amplified and cloned. The replicative
capacity and HBsAg antigen expresion of these clones and the chime-
ras obtained through core gene exchanges was evaluated in vitro.

Results: The incorporation of the wild-type (WT) core protein into
HBeAg-negative genomes restored all viral replication intermediates
(cccDNA, pgRNA, rcDNA, and capsid-associated DNA) to levels comparable
to those of the WT virus and vice versa (Figure 1). Furthermore, a regula-
tory role of mutations in the core protein was observed in the modulation
of HBsAg expression and secretion (Figure 2).

Conclusions: HBV viral load is a critical factor in the progression of
chronic hepatitis B and its associated adverse outcomes. Mutations identi-
fied subsequent to HBeAg seroconversion are frequently found within the
core region, and these mutations demonstrate a strong association with
both HBV-DNA replication capacity and HBsAg expression levels.
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Figure 1: Replicative capacity of the chimeric HBV constructs. Huh-7 cells were transfected with linear full-length HBV
genomes from WT, core-deficient (Core (-)), HBeAg-negative clones (P#1, PH2, P#3), and their respective chimeras
(P#1/core WT, WT/core P#1, Pi2/core WT, WT/core P2, P#3/core WT, and WT/core P#3). Cells and supernatants were
collected 3 days post-transfection. (A) Total DNA was extracted, treated with TS exonuclease to remove nonsupercoiled
dsDNA, and cccDNA levels were assessed by qPCR. Results were normalized to mitochondrial DNA. (B) Total RNA was
extracted, and pgRNA levels were analyzed by RT-qPCR. (C) Intracellular capsid-associated HBV DNA was extracted, and
replicative intermediates were assessed by Southern blot. The relative amount of ssDNA in relation to WT is shown below
the image. (D) Total HBV DNA was quantified by qPCR and rcDNA levels were calculated by subtracting cccDNA from total
HBV DNA. (E) Extracellular capsid-associated HBY DNA was quantified by GPCR. Shown values represent the mean +
standard deviation of three independent experiments. *: significant difference compared to WT; #: significant differences
among chimeric constructs. Three symbols: p < 0.0001; two symbols: p < 0.005 and one symbol: p < 0.05. cccDNA:
covalently closed circular DNA; rcDNA: HBV relaxed circular DNA; dsLDNA: HBV double-stranded linear DNA; ssDNA: HBV
single-stranded DNA; pgRNA: pregenomic RNA
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Figure 2: Intracellular and secreted HBsAg levels in chimeric HBV constructs. Huh-7 cells
were transfected with linear full-length HBV genomes from WT, core-deficient (Core (-)),
HBeAg-negative clones (P#1, P#2, P#3), and their respective chimeras (P#1/core WT,
WT/core P#1, P#2/core WT, WT/core P#2, P#3/core WT, and WT/core P#3). Cells and
supernatants were collected 3 days post-transfection. (A) Intracellular and (B)
extracellular HBsAg levels were quantified using electrochemiluminescence
immunoassay (ECLIA). (C) Extracellular/intracellular HBsAg ratio. Values shown represent
the mean + standard deviation of three independent experiments. *: significant
difference compared to WT; #: significant differences among chimeric constructs. Three
symbols: p < 0.0001; two symbols: p < 0.005 and one symbol: p < 0.05.
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Introduction and Objectives: Recent data regarding the preva-
lence of significant and advanced MASLD-related fibrosis in Brazil is
unknown. We aimed to evaluate the prevalence of significant (SF,
F>2) and advanced (AF, F>F3) fibrosis according to its different geo-
graphic regions, and the accuracy of FIB-4 and liver elastography by
VCTE (Fibroscan, Echosens, Fr) for the diagnosis of SF and AF
respectively.

Patients and Methods: This was a sectional study in ten Brazilian
University Centers (Southeast, n=6; Northeast, n=1; South, n=3).
Demographic, clinic, laboratory, liver stiffness measurement by VCTE
(Fibroscan®, Echosens, Fr), and liver biopsy (LB) results were regis-
tered. The AUROCs for FIB-4 and VCTE regarding SF and AF were plot-
ted with LB as a reference.

Results: 2905 patients were included (53% women, 64% white, 51
+ 14 yrs, 44% T2DM) According to LB (n=2122), most form the South
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