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provides a framework for future studies investigating PBC epidemi-
ology.
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biomarkers of NAFLD and fibrosis severity
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Background and aims: Non Alcoholic Fatty liver Disease is a
global health threat. Diagnosis of NASH and stage liver fibrosis is
based on liver biopsy. This study principally aimed to identify cir-
culating differentially expressed coding and non-coding RNAs in
serum samples of biopsy-proven mild and severe NAFLD patients
respect to controls and respect to each other.

Methods: We firstly performed a whole transcriptome anal-
ysis through microarray (n = 12: 4 CTRL; 4 mild NAFLD: NAS ≤ 4
F0; 4 severe NAFLD NAS ≥ 5 F3), followed by a second stage vali-
dation of selected coding/non-coding RNAs through single Real
Time PCR assays in a larger independent patient cohort (88 sub-
jects: 63 NAFLD, 25 CTRL). A similar analysis was also performed
in cellular NAFL/NASH models both at intracellular and extracellu-
lar level. RNAs diagnostic performance and their correlation with
histological/clinical data were also analysed.

Results: The first step of the study led to the identifica-
tion of many differentially expressed coding/non-coding RNAs
in each group comparison. We validated the up-regulation of
UBE2V1, BNIP3L mRNAs, and TGFB2/TGFB2-OT1 coding/non-
coding RNA both in patients with NAS ≥ 5 (versus NAS ≤ 4)
and in patients with Fibrosis stages = 3-4 (versus F = 0-2). HBA2
mRNA and RP11-128N14.5 lncRNA were up-regulated respectively
only in F = 3-4 or NAS ≥ 5 patients. UBE2V1 and RP11-128N14.5
were also up-regulated in NASH in vitro model respect to NAFL
in vitro model and controls. Extracellular RNA expression partially
reflected serum sample results. UBE2V1, RP11-128N14.5, BNIP3L,
and TGFB2/TGFB2-OT1 were associated with histological scores
and biochemical data. Combinations of TGFB2/TGFB2-OT1 + FIB-4
(AUC = 0.891, p-value = 0.000003) or TGFB2/TGFB2-OT1 + Fibroscan
(AUC = 0.892, p-value = 0.000002) improved the detection of F = 3–4
with respect to F = 0-2 fibrosis stages.

Conclusions: We identified specific serum coding/non-coding
RNA profiles in severe and mild NAFLD patients that possi-
bly mirror molecular mechanisms underlying NAFLD progression
towards NASH/fibrosis. TGFB2/TGFB2-OT1 detection improves

FIB-4/Fibroscan diagnostic performance for advanced fibrosis dis-
crimination.
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ATG7 genetic variant and defective autophagy: a
novel risk factor for non-alcoholic fatty liver
disease progression in patients with type 2
diabetes mellitus
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Introduction: Genetic factors play an important role in nonalco-
holic fatty liver disease (NAFLD) and NAFLD-related hepatocellular
carcinoma (HCC).

Aim: To evaluate the burden of rare or novel mutations pre-
dicted to impair protein function on NAFLD progression.

Materials and methods: We performed whole exome sequenc-
ing (WES) in 142 NAFLD-HCC cases, 59 patients with NAFLD and
advanced fibrosis, and 50 healthy individuals. Phenotypic charac-
terization in carriers and non carriers of the rs143545741 ATG7
variant was performed.
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