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Scientific Update July 2026

Dear members, partners and friends of ERN RARE-LIVER,
As announced in our July newsletter, we are pleased to share this dedicated
scientific update, highlighting recent publications from the ERN RARE-LIVER

community and related collaborators, as well as selected funding opportunities.

We hope you enjoy reading and encourage you to share these publications
within your networks.

The ERN RARE-LIVER Office

Calls

EASL Mobility & Research Fellowship Programme — Applications Open

EASL has launched its new Mobility & Research Fellowship Programme,
offering funding opportunities for early- and mid-career investigators, clinicians,
nurses and allied health professionals to enhance their research experience and
professional development in liver disease.

Two six-month fellowship opportunities are available: Mobility Fellowships
support short-term exchanges to gain expertise in advanced techniques and
innovative methods, while Research Fellowships support focused liver disease
research projects at the applicant’s home institution.

Applicants must be affiliated with a recognised European institution and be
EASL members.

Application deadline: 1 September 2026
Further information and application details are available on the EASL website.


https://easl.eu/fellowship/mobility-research-fellowship-programme/

New COST Action IMPACT on Autoimmune Hepatitis Care and Research

The new COST Action CA25109 — Integrated Management and Personalized
Approaches for Autoimmune Hepatitis Care and Treatment (IMPACT) aims to
establish a pan-European interdisciplinary network to improve care and
research in autoimmune hepatitis (AlH). By bringing together healthcare
professionals, researchers, patient representatives and other stakeholders,
IMPACT will address current challenges in AIH management, including unequal
access to expertise and the need for improved treatment strategies.

The initiative focuses on two key goals:
1. Improving equity of care through education, training and collaboration
2. Driving innovation through integrated research, personalised approaches
and new therapeutic strategies.

Through dedicated working groups addressing patient experience, disease
mechanisms, diagnostics, personalised therapy, clinical trials and outcomes,
IMPACT aims to improve outcomes and quality of life for people living with AIH
across Europe.

Action period: 14 September 2026 — 13 September 2030
Find out more about the IMPACT Action and opportunities for participation here.

Autoimmune Liver Diseases

AlH

Liver Seronegative Autoimmune Hepatitis in Adults Is a Rare
(DTERNMIONAL

Entity Often Obscured by Suboptimal Diagnostic
Assessment.

This international multicentre study re-evaluated cases of
seronegative autoimmune hepatitis (SnAlH), a form of

autoimmune hepatitis lacking detectable conventional
autoantibodies. Among 760 patients with histologically
confirmed autoimmune hepatitis, 52 (6.8%) were initially


https://www.cost.eu/actions/CA25109/#tabs+Name:Description
https://www.cost.eu/actions/CA25109/#tabs+Name:Description
https://pubmed.ncbi.nlm.nih.gov/42068086/
https://pubmed.ncbi.nlm.nih.gov/42068086/
https://pubmed.ncbi.nlm.nih.gov/42068086/

Metabolic dynamics and the
mechanics of liver stiffness

Managing Achalasia
1800 and 1872 \ g 4

2\

classified as SnAlH, though a relevant number of cases
had incomplete autoantibody testing, particularly for anti-
SLA/LP antibodies. After standardized comprehensive re-
testing, only 9 patients (1.18%) met criteria for true SnAlH,
indicating that most cases result from incomplete or
insufficient antibody detection rather than a distinct disease
subtype. These patients typically presented with acute
hepatitis, markedly elevated liver enzymes, frequent
relapses after treatment withdrawal, and delayed
biochemical remission. The findings highlight that true
SnAlH is rare and emphasize the need for thorough and
repeated autoantibody testing in accordance with clinical
guidelines.

Anti-TNF therapies in autoimmune hepatitis: Promises
and challenges

This editorial explores using anti-TNF therapies, like
infliximab, for difficult cases of autoimmune hepatitis. While
these drugs show promise in helping patients who do not
respond to standard treatments, they also carry major
risks, including infections and drug-induced liver injury. The
authors highlight that while targeting TNF is a hopeful new
direction, more clinical trials are needed. Ultimately, careful
patient selection is crucial to safely use these biologics in
practice.

6-Mercaptopurine vs Mycophenolate Mofetil in
Autoimmune Hepatitis and Azathioprine Intolerance: A
Multicenter Study

This multicentre study compared the efficacy and safety of
6-mercaptopurine (6-MP) and mycophenolate mofetil
(MMF) as second-line treatments for autoimmune hepatitis
in 211 patients intolerant to azathioprine (AZA). MMF was
much better tolerated by patients (89% vs. 67%), making it
the generally preferred option. However, for those who
could continue treatment, both drugs were equally effective
at controlling the disease (around 61-66% success).
Therefore, 6-MP remains a valuable alternative, especially
for women of childbearing age or when doctors need to
adjust doses very precisely.


https://www.journal-of-hepatology.eu/article/S0168-8278(26)00214-X/fulltext
https://www.journal-of-hepatology.eu/article/S0168-8278(26)00214-X/fulltext
https://pubmed.ncbi.nlm.nih.gov/41581537/
https://pubmed.ncbi.nlm.nih.gov/41581537/
https://pubmed.ncbi.nlm.nih.gov/41581537/
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AlH/Liver Disease in Pregnancy

Pregnancy Outcomes in an International Cohort of
Autoimmune Hepatitis

This international study evaluated 197 pregnancies in
women with autoimmune hepatitis to look at clinical
outcomes and risks. The researchers found a high live birth
rate of 88%, but also noted a 24% rate of preterm delivery,
which was significantly higher in women with cirrhosis.
Complications like postpartum flare-ups and intrahepatic
cholestasis were also common. Finally, the authors
conclude that preconception counseling and staying on
immunosuppressive treatment are essential for a safe
pregnancy.

PSC

Long-term add-on fibrate therapy in Primary
Sclerosing Cholangitis: Safety, biochemical response,
and disease progression.

In this retrospective study, 34 patients with Primary
Sclerosing Cholangitis (PSC) receiving UDCA therapy
were additionally treated with fibrates and followed for a
median of 34 months. Fibrate therapy significantly reduced
liver enzyme levels (ALP, GGT, and ALT) within 6 months.
Disease severity, measured by the Amsterdam-Oxford
score, also improved, with better responses seen in
patients with less advanced disease at baseline. Pruritus
improved, while fatigue, cholangitis frequency, liver
stiffness, and most MRI-based measures of disease
progression remained unchanged. Fibrates were well
tolerated, with adverse events occurring in 15% of patients,
supporting their potential as a safe and effective option for
early-stage PSC pending prospective trial confirmation.


https://pubmed.ncbi.nlm.nih.gov/42217578/
https://pubmed.ncbi.nlm.nih.gov/42217578/
https://www.sciencedirect.com/science/article/pii/S1590865826007231
https://www.sciencedirect.com/science/article/pii/S1590865826007231
https://www.sciencedirect.com/science/article/pii/S1590865826007231

Metabolic, Biliary Atresia & Related Diseases

BA

Serum bile acid levels predict the development of
portal hypertension and high-risk esophageal varices

HEPATOLOGY

ki b following successful Kasai in biliary atresia
i D

Early prediction of portal hypertension remains a major
challenge in children with biliary atresia following
successful Kasai portoenterostomy. This retrospective
cohort study found that serum bile acid levels measured
within the first year accurately predicted the later
development of portal hypertension and high-risk
oesophageal varices, supporting their potential role in risk
stratification and surveillance.

PALF

Use of a regenerative biomarker to improve prognostic

models in paediatric seronegative acute liver failure

This ERN RARE-LIVER position statement offers practical,
consensus-based guidance on the use of somatostatin
analogues (SSAs) in managing polycystic liver disease
(PLD), a condition characterized by progressive
hepatomegaly and related symptoms. Based on expert
consensus (Delphi process), SSA therapy is indicated for
symptomatic patients with diffuse disease and significant

hepatomegaly, irrespective of kidney function. Treatment
goals prioritize symptom relief, assessed using validated
Patient-Reported Outcome Measures (PROMs like PLD-
Q/POLCA) and liver volumetry (TLV). Therapy should
continue until benefits cease, as early discontinuation risks
volume rebound. While SSAs are off-label, Lanreotide
120mg monthly was the preferred agent among surveyed


https://journals.lww.com/hep/abstract/2026/07000/serum_bile_acid_levels_predict_the_development_of.15.aspx
https://journals.lww.com/hep/abstract/2026/07000/serum_bile_acid_levels_predict_the_development_of.15.aspx
https://journals.lww.com/hep/abstract/2026/07000/serum_bile_acid_levels_predict_the_development_of.15.aspx
https://pubmed.ncbi.nlm.nih.gov/41914201/
https://pubmed.ncbi.nlm.nih.gov/41914201/
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experts. Challenges remain regarding reimbursement
access across Europe.

AATD

Alpha-1 Antitrypsin Deficiency Alleles in Non-Cirrhotic
Hepatocellular Carcinoma: Insights from a Multicenter
French Cohort

Patients with alpha-1 antitrypsin deficiency (AATD) have a
significantly elevated risk for primary liver cancer. This
exploratory study investigated the AATD variants in 91
French patients who developed hepatocellular carcinoma
(HCC) in noncirrhotic livers without major liver disease risk
factors. At least one pathogenic SERPINA1 S or Z allele
was found in 22.8% of patients, a higher prevalence than
reported in the general French population and in a UK
cohort with primary liver cancer. Alpha-1 antitrypsin
globules were detected in non-tumoral liver tissue in 37%
of evaluated cases. These findings suggest that
SERPINA1 S and Z variants may be associated with HCC
development in noncirrhotic livers and warrant further
investigation.

Genetic Testing

Genetic Testing_ in Liver Diseases: Clinical
Applications

Whole-exome and whole-genome sequencing are
increasingly transforming hepatology, offering new
diagnostic opportunities for patients with unexplained
cholestasis, cryptogenic cirrhosis, portal hypertension, and
acute liver failure.

Structural Liver Diseases


https://www.sciencedirect.com/science/article/pii/S0973688326000770
https://www.sciencedirect.com/science/article/pii/S0973688326000770
https://www.sciencedirect.com/science/article/pii/S0973688326000770
https://www.sciencedirect.com/science/article/pii/S2589555926001734
https://www.sciencedirect.com/science/article/pii/S2589555926001734
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Endothelial-to-mesenchymal transition: A targetable
mechanism that contributes to portal vein thrombosis
in cirrhosis

In this peer-reviewed research article, the authors
investigate the mechanisms driving portal vein thrombosis
(PVT) in cirrhosis, identifying endothelial-to-
mesenchymal transition (EndMT) as a key process
linking chronic inflammation to pathological portal vein
remodeling and thrombosis. Their findings challenge the
concept of PVT as primarily a coagulation disorder, instead
supporting an endothelial-driven vascular disease.
Importantly, statins reversed EndMT-associated changes in
vitro, highlighting a potential therapeutic strategy for PVT
prevention that warrants prospective clinical evaluation.

Prognostic value of factor Vlll, D-dimer and high

molecular risk variants assessing re-thrombosis risk in

non-cirrhotic portal vein thrombosis

In this peer-reviewed research article, the authors evaluate
biomarkers for predicting overall rethrombosis in patients
with non-cirrhotic non-tumoral portal vein thrombosis
(NCNT-PVT) without major thrombophilic disorders or long-
term anticoagulation. During long-term follow-up, recurrent
thrombosis occurred in 27% of patients, with persistent
Factor VIl elevation (>150%) identified as the strongest
predictor of recurrence. High Molecular Risk variants
further improved risk stratification, whereas D-dimer
showed limited prognostic value. These findings support
the role of coagulation and molecular biomarkers as
exploratory tools for individualized monitoring and
anticoagulation strategies in NCNT-PVT.

Fatigue, depression, and impaired health-related
quality of life in patients with vascular liver diseases: a
multicentric European study



https://pubmed.ncbi.nlm.nih.gov/41144554/
https://pubmed.ncbi.nlm.nih.gov/41144554/
https://pubmed.ncbi.nlm.nih.gov/41144554/
https://pubmed.ncbi.nlm.nih.gov/41990577/
https://pubmed.ncbi.nlm.nih.gov/41990577/
https://pubmed.ncbi.nlm.nih.gov/41990577/
https://www.sciencedirect.com/science/article/pii/S2589555926001321
https://www.sciencedirect.com/science/article/pii/S2589555926001321
https://www.sciencedirect.com/science/article/pii/S2589555926001321
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Patient-reported outcomes (PROs) remain scarce in
vascular liver diseases. This multicentre European study
involving 488 patients with portal vein thrombosis or Budd—
Chiari syndrome showed a substantial burden of impaired
quality of life, fatigue, and depressive symptoms. Female
sex, financial difficulties, comorbidities, and previous
hepatic encephalopathy were the main associated factors,
while anticoagulation was linked to better outcomes. These
findings support integrating psychological and
socioeconomic support into the clinical management of
vascular liver diseases.

A multisociety consensus statement on a new
common definition and diagnostic criteria for PSVD or
NCPF

This multisociety international initiative was developed to
address fragmented terminology and diagnostic criteria
and to establish a unified, globally applicable framework for
porto-sinusoidal vascular disorder/non-cirrhotic portal
fibrosis (PSVD/NCPF), recognizing both terms as
interchangeable when consistent criteria are applied. The
consensus redefines PSVD/NCPF as a clinicopathological
entity that mandates exclusion of cirrhosis and requires an
integrated assessment of histological and clinical features.
Furthermore, it establishes standardized major and minor
histological criteria and introduces the first internationally
validated diagnostic scoring system, thereby providing a
robust and practical tool to enhance diagnostic accuracy
and facilitate future research in vascular liver diseases.

Haemodynamic alterations associated with hepatic
vascular malformations in hereditary haemorrhagic
telangiectasia: A cohort study

This cohort study, investigates the haemodynamic impact
of hepatic vascular malformations (HVMs) in 152 patients
with hereditary haemorrhagic telangiectasia (HHT). They
demonstrate that increasing HVM severity is associated
with progressive haemodynamic alterations and an
increased risk of high-output heart failure. The findings
support transthoracic echocardiography (TTE) as a
valuable non-invasive tool for identifying patients at risk of


https://www.sciencedirect.com/science/article/pii/S0168827826002643
https://www.sciencedirect.com/science/article/pii/S0168827826002643
https://www.sciencedirect.com/science/article/pii/S0168827826002643
https://pubmed.ncbi.nlm.nih.gov/42019870/
https://pubmed.ncbi.nlm.nih.gov/42019870/
https://pubmed.ncbi.nlm.nih.gov/42019870/
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haemodynamic complications and guiding clinical follow-
up.

Rare Liver Tumours

Hilar lymph node involvement in pediatric liver cancer
and its impact on outcomes: A systematic review

Should hilar lymph nodes be routinely removed during
surgery for paediatric liver cancer? This systematic review
found no nodal metastases in hepatoblastoma, but lymph
node involvement in one-third of children with
hepatocellular carcinoma, highlighting an important
knowledge gap and the need for prospective studies to
guide surgical practice.

Wilson Disease

Wilson disease is a single gene disorder —
comprehensive analysis of patients with prior negative
genetic testing

This study addresses the molecular diagnostic gap in
Wilson disease by comprehensively re-evaluating 761
clinically diagnosed patients from four international
registries. Using a stepwise diagnostic approach including
whole-genome sequencing, long-read sequencing, variant
reinterpretation, and ATP7B peptide analysis the authors
demonstrated that 98% of patients could ultimately be
explained by defects in ATP7B. Importantly, ATP7B peptide
measurement helped clarify variants of uncertain
significance and improved diagnosis in genetically
inconclusive cases, highlighting the value of combining
advanced genomic and functional testing in clinical
practice.


https://pubmed.ncbi.nlm.nih.gov/42314880/
https://pubmed.ncbi.nlm.nih.gov/42314880/
https://pubmed.ncbi.nlm.nih.gov/42000590/
https://pubmed.ncbi.nlm.nih.gov/42000590/
https://pubmed.ncbi.nlm.nih.gov/42000590/

Share your Research

We are always pleased to highlight recent publications from across the ERN
RARE-LIVER network and our wider research community. If you would like to
feature a recent publication in a future Scientific Update, please contact the
ERN RARE-LIVER Office.

We look forward to sharing the latest research from our community.
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University Medical Centre Hamburg-Eppendorf, Martinistrale 52, 20251, Hamburg
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ERN RARE-LIVER is one of the 24 European Reference Networks (ERNs) approved by the ERN Board of Member States. The ERN is funded
by the European Union. Views and opinions expressed are however those of the author(s) only and do not necessarily reflect those of the
European Union or any other body or agency of the European Union. Neither the European Union nor any other body or agency of the
European Union can be held responsible for them.
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