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Introduction: The patatin-like phospholipase 3 gene polymor-
phism (PNPLA3) has been consistently associated with non-alcoholic
fatty liver disease (NAFLD) and its histological severity on different
populations. In addition, increasing evidence demonstrates the asso-
ciation of NAFLD and polycystic ovary syndrome (PCOS), both associ-
ated with obesity, insulin resistance (IR) and metabolic syndrome
(MS).

Aim: Describe the prevalence of the PNPLA3 gene polymorphism
and its impact on NAFLD susceptibility and progression in women
with PCOS.

Methods: This was a cross-sectional study enrolling 163 patients
with PCOS. All the patients were evaluated for the presence of the
PNPLA3 (rs738409 c.444C>G) polymorphism, hepatic steatosis at
ultrasound and metabolic disorders. In patients with steatosis, tran-
sient hepatic elastography was performed to assess liver stiffness.

Results: In this population, evidence of hepatic steatosis was
observed in 72.4% of them. The polymorphism was present in hetero-
zygosis (CG) in 41.7% and in homozygosis (GG) in 8% of patients and
was not statistically associated with the occurrence of NAFLD or clini-
cally significant fibrosis (> F2). IR had a prevalence of 75% and, after
evaluation by a multiple regression model, it was the main factor
associated with the risk of NAFLD (B = 1.405, p = 0.026). A synergistic
effect between IR and the presence of polymorphism on increasing
the risk of NAFLD was observed (B=2.047, p=0.042). HDL values >
49 mg/dL showed a negative association with NAFLD (B=- 1.578,
p=0.001). MS and IR, waist circumference, higher values of transami-
nases and lower levels of dehydroepiandrosterone sulfate were asso-
ciated with clinically significant fibrosis.

Conclusion: The PNPLA3 gene polymorphism did not present an
independent association either with NAFLD or the development of
clinically significant fibrosis in women with PCOS. However, the poly-
morphism interacts synergistically with IR and increases the risk of
NAFLD.
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Background and Aims: Hepatocellular carcinoma (HCC) occur-
rence is rare in autoimmune hepatitis (AIH) and data about its char-
acteristics are still scarce. The aims of this study were to describe
HCC prevalence and risks factors in AIH patients in a tertiary referral
hospital.

Methods: Retrospective cohort of AIH patients followed from
2003 to 2019. The hazard ratios (HR) and their respective 95% confi-
dence intervals (95%CI) were estimated using simple Cox regression.
A multivariate regression model was fitted using relevant covariates
for HCC occurrence.

Results: Among 355 AIH patients, 84.5% were female, 85% AIH-1,
65% with cirrhosis and mean age at AIH diagnosis of 27+18yr.
Sixteen cases of HCC were diagnosed (4.5%), all of them in cir-
rhotic patients, 81.3% female, mean age of 49420yr, 83% over-
weight (BMI 34+5kg/m?) and 3 with associated steatohepatitis.
The pooled incidence rate for HCC was 3.2 per 100 patient-years.
The pooled incidence of HCC in patients with cirrhosis at AIH
diagnosis was 4.5 per 100 patient-years. The median time
between AIH diagnosis and HCC was 9 years (1-42). At univariate
analysis the factors associated with HCC risk were age at diagno-
sis of AIH (HR,1.05; 95%CI,1.02-1.08; p<0.001), platelet count
<100 x 10%/mm> (HR,4.77; 95%Cl, 1.73-13.17; p=0.003), presence
of portal hypertension (HR,2.72; 95%Cl,0.79-9.29; p=0.001), diabe-
tes (HR,3.89; 95%Cl,1.18-12.7; p=0.025) and disease remission at
any time of follow up (HR,0.14; 95%Cl,0.05-0.41; p<0.001). At
multivariate analysis the factors associated with HCC risk were
age at diagnosis (HR,1.05; 95%CI,1.027-1.083; p<0.001) and portal
hypertension (HR,4.88; 95%Cl,1.49-15.92; p=0.009). The occur-
rence of disease (AIH) remission during follow up was associated
with lower risk of HCC (HR,0.128; 95%CI,0.043-0.38; p<0.001).

Conclusions: The prevalence of HCC in this cohort was 4.5%.
Advanced age at diagnosis, diabetes, platelet count <100 x 10%/mm?,
presence of portal hypertension and absence of disease remission
during treatment were associated with greater risk of HCC.
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