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· UK-AIH - funded by NIHR Rare Diseases Translational Research Collaboration 
http://www.uk-aih.com

A multi-centre platform for research and translational medicine in autoimmune hepatitis (AIH). Specific aim related to histology: to establish histological predictive indicators of response to immunosuppressive treatment 

UK-wide project aimed at improving understanding of AIH and the way it impacts on the lives of patients. The UK-AIH project is a collaborative venture between more than 30 NHS Trusts (http://www.uk-aih.com/sites/) across the UK and patient groups. All the participants share the goal of improving the lives of AIH patients through the development and implementation into practice of new approaches to treatment.


· UK-PBC - MRC funded
http://www.uk-pbc.com/

A multi-centre platform for research and stratified medicine in primary biliary cholangitis (PBC). The UK-PBC Consortium is a research alliance of more than 150 National Health Service (NHS) Trusts across the UK. Recruitment to the cohort commenced 1st January 2008 and is ongoing. Specific aims related to histology: to establish histological predictive indicators of response to current and future treatments.


· Elucidating Pathways of Steatohepatitis (EPoS), 2015-2019 – funded by EU Horizon 2020 
http://www.epos-nafld.eu/

Participating UK centres: Newcastle University, University of Cambridge, University of Nottingham

International centres: 	Institute of Cardiometabolism and Nutrition, Paris,France; University of Helsinki, Finland; Steno Diabetes Center, Copenhagen, Denmark; Universtiy of Turin, Italy; National Research Council, Pisa, Italy; University of Mainz, Germany

The specific aims and objectives of the EPoS project related to histology are to:

· Generate high quality data defining the pathophysiology of non-alcoholic fatty liver disease (NAFLD) using a multi-‘omics’ approach: Using samples and data from established histologically characterised patient cohorts, individuals will be selected across the spectrum of NAFLD severity to form the ‘core’ EPoS Cohort. Large scale genetic, epigenetic, transcriptomic, metagenomic and metabolomic profiles will be analysed and correlated with underlying histology, as assessed by central review.

· Validate findings against clinical outcomes: Findings will be subsequently validated against clinically relevant outcome measures through the longitudinal follow-up of recruited patients to determine utility as biomarkers.


· Liver Investigation: Testing Marker Utility in Steatohepatitis (LITMUS), 2017-2022 - funded by EU Innovative Medicine Initiative (IMI)2 
http://regist2.virology-education.com/2017/NASHbiomarkers/07_Anstee.pdf
http://www.newcastle.ac.uk/press/news/2017/11/litmus/

Participating academic UK centres: Newcastle University, University of Cambridge, University of Nottingham, University of Oxford

Thirteen European academic centres (Austria, Belgium, France, Germany, Greece, Italy, Netherlands Portugal, Spain, Switzerland, Sweden, Finland)

Collaboration with numerous industrial partners  

The specific aims and objectives of the LITMUS project are to:
· leverage existing cross-sectional and longitudinal patient cohorts and bioresources into a single unified resource for biomarker validation. 
· expand the prospective recruitment of patients with histologically characterised NAFLD to further support validation of candidate biomarkers. 
· establish a robust technological and methodological platform and use it for the definitive validation of candidate biomarkers. 
· define the most accurate and tractable biomarkers relevant to NAFLD. 
· develop consensus and qualify preclinical models of NAFLD/NASH and then back-translate biomarkers for validation in these models 

The LITMUS Histopathology Consortium (8 hepatopathologists) is expected to centrally diagnose and score 2,000 NAFLD liver biopsies. Histological findings will be used for biomarker validation.

· HepaT1ca: Quantifying Liver Health in Surgical Candidates for Liver Malignancies 
https://clinicaltrials.gov/ct2/show/NCT03213314. 

This observational clinical cohort study aims to evaluate the clinical utility of LiverMultiScan in quantifying liver health prior to liver resection or TACE. The results will enable further developments in scanning protocols and software, and clearly define the relevance of applying this technology as part of the pre-operative assessment of the patient being considered for liver resection or TACE. Correlations with host and tumour histopathological features will be made.


· European Network for the Study of Cholangiocarcinoma 
 http://www.enscca.org/. 

A group of active researchers with a broad interest in cholangiocarcinoma (CCA) have significantly contributed to the study into the pathophysiology of the biliary tree and development/onset of CCA, pursuing basic, translational and clinical research in an effort to identify treatment options with successful outcome for this type of cancer. They have created the “European Network for the Study of Cholangiocarcinoma (ENS-CCA)”, constituting research groups located in 12 European countries and representing CCA interest from Basic, Translational and Clinical research. The ENSCCA members have generated many of the key advancements in this field. 

· Liver Immunosuppression Free Trial (LIFT), August 2015 to October 2019 – Sponsored by King's College London, King's College Hospital NHS Trust and National Institute for Health Research
https://clinicaltrials.gov/ct2/show/NCT02498977

Participating UK liver transplant units: King's College Hospital, Royal Free London, Newcastle, Birmingham, Leeds, Edinburgh, Cambridge, 
Participating European liver transplant units: Leuven, Hannover, Berlin and Barcelona.
LIFT is prospective, randomised, multi-centre, phase IV, marker-based trial to assess the clinical utility and safety of biomarker-guided immunosuppression withdrawal in liver transplantation. 'LIFT' aims to validate a biomarker test of operational tolerance to stratify liver transplant recipients before withdrawing immunosuppressive medication. Primary objective is clinical utility and risk/benefit ratio of employing a transcriptional test of tolerance to stratify liver recipients prior to immunosuppression withdrawal. Secondary objectives are: safety of biomarker-guided immunosuppression withdrawal; health-economic and quality of life impact of biomarker-guided immunosuppression withdrawal; improvement in drug-related co-morbidities; prevalence of tolerance over time; role of donor-specific anti-human leukocyte antigen (HLA) antibodies; identify mechanisms of liver allograft tolerance. It is a prospective, biomarker-strategy design trial with a randomized control group in which adult liver transplant recipients will undergo immunosuppression withdrawal.
Protocol liver biopsies will be performed:
1. At screening (to determine eligibility for study participation and to measure the transcriptional biomarker of tolerance);
2. 12 and 36 months after complete IS discontinuation for all recipients in Arms A and B+ who successfully withdraws IS;
3. 48 months after enrolment for participants on maintenance IS (Arm B-).
All liver biopsies performed within the trial will be evaluated both locally and by a central pathologist (blinded to biomarker status). Eligibility criteria will be determined on the basis of the central pathologist read.
All biopsies read by the central pathology core will be scored employing a pre-defined histopathology review form. Biopsies will be assessed for adequacy, length, and the total number of portal tracts and central veins. Necro-inflammatory activity and fibrosis will be graded according to the Ishak scale and according to Venturi et al. AR- and CR-related activity will be graded and staged according to Banff criteria.

· HUNTER – Hepatocellular Carcinoma Expediter Network, 2018 - 2023 
Multi-centre Sponsored by Cancer Research UK - Accelerator Award
https://www.cancerresearchuk.org/funding-for-researchers/research-features/2018-09-13-unlocking-immunotherapies-for-patients-with-liver-cancer

7 participating academic sites in UK (Birmingham, Cambridge, London [UCL, KCL], Glasgow, Newcastle, Southampton), 3 in Italy (Rome, Milan, Parma), 1 in Spain (Barcelona)

Vision: To develop tools to enable the research community to answer specific questions centred on stratification, monitoring and improvement of immunotherapy for hepatocellular carcinoma (HCC).

Main goal: Understanding the immunogenomic HCC microenvironment and response of HCC patients to immune checkpoint inhibitors

The expected outputs of the project are: 
1. The creation of an HCC-specific network of outstanding clinicians and scientists 
2. The first HCC-focused PhD training scheme for scientists and clinicians
3. An integrated genomic immunophenotype classification of HCC, using shared archival tissues
4. A high quality prospective HCC tissue collection - standardised, including all aetiologies, fit to deliver HUNTER goals (model development, ‘living’ tissues analyses, sharing with community)
5. A suite of preclinical models of HCC that recreate the tumour and its microenvironment
6. High-dimensional technology platforms (e.g. immune-profiling, RNA-sequencing and metabolomics) for the interrogation of HCC-immune cross-talk mechanisms
7. A web-based data sharing platform for the wider research community. 
8. An educational website to share discoveries with academic, patients and public communities. 
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