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Glyco Liver Profile Pilot Study
Protocol V1.0

A Pilot Study To Determine if the Glyco Liver Profile is a suitable candidate assay for measuring liver inflammation in Non-Alcoholic Steato-Hepatitis (NASH) patients
Names (titles), roles and contact details:

Hull and East Yorkshire Hospitals NHS Trust
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List of abbreviations and definitions
CRN:

Clinical Research Nurse

NAFLD:
Non Alcoholic Fatty Liver Disease
NASH:

Non Alcoholic Steato-Hepatitis
GCP:

Good Clinical Practice

HCC:

Hepatocellular Carcinoma

HEY: 

Hull and East Yorkshire Hospitals NHS Trust
HRI:

Hull Royal Infirmary

PI:

Principle Investigator

R&D:

Research and Development

REC:

Research Ethics Committee

1.0 Background and Rationale

Summary

We are currently unable to diagnose active inflammation (NASH) in NAFLD without liver biopsy. The decision to biopsy is based on overall clinical judgement, but results frequently do not match assumptions (e.g. steatosis only when active inflammation suspected; more severe liver disease than expected). Pharmaceutical therapy for NASH is now on the horizon (our centre is participating in 5 phase 2/3 studies), so methods to identify people who may benefit from drug therapy or further intervention are urgently required.

Glyco Liver profile is a candidate assay for measuring liver inflammation, due to be fully licensed in the UK in January 2019. It is envisaged that the test would be used to aid identification of active NASH in our patient group, target biopsy to those in need whilst avoiding unnecessary invasive testing, and help identify a cohort of patients who could be i)considered for recruitment into open NASH studies and ii) may be eligible for NASH therapies once licensed.
2.0 Study Aims and Objectives
Aim
To explore pilot data on the correlation of Glyco Liver Profile with liver biopsy in NAFLD / NASH 
Objectives
1) To acquire pilot data on test result range in people with NAFLD and normal subjects

2) To determine if Glyco Liver Profile test if feasible in our centre

Study Outcomes

Outcome 1: The Glyco Liver Profile test shows sufficient correlation to liver biopsy results to support the development of a future large RCT to test the sensitivity and specificity of the test against liver biopsy 

Outcome 2: The Glyco Liver Profile test is a feasible test to conduct in a hospital outpatient setting
Outcome 3: The Glyco Liver Profile test is an acceptable to patients as part of clinical care

3.0 Project Design

This pilot study will be conducted in:

Hull and East Yorkshire Hospitals, Department of Gastroenterology & Hepatology Research, Level 8 Alderson House, Hull Royal Infirmary, Anlaby Road, Hull, HU3 2JZ

Duration: 3-6 months
Participants: TOTAL 30 adults (18+)

 Group 1: 10 patients with NAFLD who are not going to have a liver biopsy

 Group 2: 10 patients with NAFLD who are going to have a liver biopsy 
 Group 3: 10 with no diagnosis of NAFLD
4.0 Methodology
Patients with a diagnosis of NAFLD prospectively attending liver clinic will be approached, and asked if they would like to participate. If in agreement, they will be asked to sign a consent form. We will also approach people without NAFLD who are attending a general gastroenterology clinic, to act as the no NAFLD group 3 cohort.

Participation will involve an additional blood sample (5 mL) being taken at the time of routine clinical care sample collection. No other involvement or activity will be required from participants. The sample will be processed in the laboratory with routine clinical samples.

The test result will return to the study team, who will store the result alongside demographic and biochemical information on a pseudo-anonymised, password protected database. The test result will also be documented in the medical records.

Participants are not expected to gain anything from taking part, but may find it interesting to have additional information about their liver health.

The journey of the sample from patient to result will be mapped to identify areas of concern in the event of adoption.

4.1 Inclusion and Exclusion criteria

	Inclusion Criteria
	Exclusion criteria

	Must be aged 18 or over on day of consent
	Confirmed diagnosis of  existing liver disease other than NAFLD

	Must be diagnosed with NAFLD with no liver biopsy planned
	Unable to provide informed consent

	OR
	

	Must be diagnosed with NAFLD with a planned liver biopsy 
	

	OR
	

	Must not have a diagnosis of NAFLD
	


4.2 Data collection and analysis

CRF data collection will include:

· Demographics
· NAFLD Medical history

· Blood test results

· Liver biopsy results
4.3 Withdrawal of Subjects from the Study
We do not expect to have a high withdrawal rate, but a participant may withdraw at any time. However, after the ‘surplus’ blood sample has been tested using the Glyco Liver Profile assay, the anonymised results will be used in subsequent data analysis. 
4.4 Safety Assessments (study procedures to measure safety)
Participation should not incur any additional risk to the patient. Only those having a blood sample taken as part of routine care will be asked to take part, and the blood sample (5 ml) is not expected to carry any potential risk to the patient. Should the result suggest more severe liver damage than suspected, this will be managed accordingly by the clinical team. The study will use the HEY Trust policy and GCP framework on reporting and managing safety issues throughout the course of the study.

4.5 Statistical Analysis  
Quantitative data:

Data derived from the study will be presented in quantitative format. The sample size is not statistically powered as it is a pilot study.  

5.0 Study Governance

Peer review

This pilot study Protocol, Participant Information Sheet, Consent form, have been peer reviewed by non-research hepatologists and the research team within the Trust. If the results of this pilot study support the development of a large RCT, the LIVErNORTH Patient and Public Involvement (PPI) group will be contacted to firstly ensure that the study design and documentation is appropriate, clearly written and easily understood by potential participants, and secondly to represent PPI on the trial steering committee.
Monitoring
The study may be audited and monitored in accordance with HEY R&D department’s standard operating procedures to ensure compliance with ICH GCP and the Research Governance Framework 2005. All trial related documents will be made available upon request for monitoring by R&D monitors.
Research Governance
This study will be conducted in accordance with the International Conference for Harmonisation of Good Clinical Practice (ICH GCP) guidelines and the Research Governance Framework for Health and Social Care.

7.0 Ethical Considerations
This study is voluntary and informed consent will only be taken from participants able to make an informed decision regarding their participation in the study.

Ethics and R&D approval
The study does not require a full REC review as we are using a ‘surplus’ blood sample taken at the same time as other routine clinical blood samples. There will be no other change in clinical management. 
Data handling and record keeping

The study team will be responsible for identification; screening; taking consent; blood sample retrieval from routine clinical venepuncture clinics and data collection. The conduct of study will adhere to GCP standards. The study team will be responsible for maintaining study site files to GCP standards.
There will be electronic data collection. This data will be held securely within Hull and East Yorkshire Hospitals NHS Trust premises and IT infrastructure. Only members of the study team will have access to this data. However, Trust IT Services Department has a backup procedure approved by auditors for disaster recovery. 

Study documents (paper and electronic), will be retained in a secure (kept locked when not in use) location during and after the trial has finished. All research data for this trial will be kept in the Hepatology Research Department office at the Hull Royal Infirmary until destruction. Only the direct research team will have access to the documents. All essential documents including source documents will be retained for a minimum period of 5 years after study completion (last patient, last visit). A label stating the date after which the documents can be destroyed will be placed on the inside front cover of the case notes of trial participants.

Data will be collected and retained in accordance with the Data Protection Act 1998.

Access to Source Data
The only people to have access to the site file and study documentation will be study research as indicated on the Study Delegation Log. All information will be held in a secure office with limited access to study personnel only. However, the Investigator will permit monitoring, audits, REC review (as applicable) and provide direct access to source data and documents.
9.0 Finance and Indemnity

Finance
Funding has been secured for this study from Helena-Biosciences Europe. Funding will be provided in the form of training and Glyco Liver Profile assay provision. 
Maximum project budget: £3000.00
Indemnity
This is an NHS-sponsored research study.  If there is negligent harm during the clinical trial when the NHS body owes a duty of care to the person harmed, NHS indemnity covers NHS staff and medical academic staff with honorary contracts only when the trial has been approved by the Trust R&D department. NHS indemnity does not offer no-fault compensation and is unable to agree in advance to pay compensation for non-negligent harm.

10. Reporting and Dissemination
If the test is feasible, and data suggests it may be useful in differentiating steatosis from steato-hepatitis, we will develop a business case for the kit to be made available in our centre, so we can further investigate the role of Glyco Liver profile in our liver service pathways.

Results will be shared with stakeholders in the Trust and community, and the wider scientific community (e.g. international liver conference, national liver meetings).
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