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Efficacy of Fucoidan for eosinophilic oesophagitis: a phase 2 pilot study (Randomised, blinded, placebo-controlled trial)
PARTICIPANT INFORMATION SHEET
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You are invited to participate in an intervention study examining the clinical effectiveness of Fucoidan for Eosinophilic Oesophagitis.

Project Title: 
Efficacy of Fucoidan for eosinophilic oesophagitis: a phase 2 pilot study
Research Team:
Dr Nicholas West, Dr Amanda Cox, Dr Ben Allen, Professor Allan Cripps, Professor Pete Smith, Ms Rebecca Ramsey, Mrs Sarah Hanson, Mr James Sinclair, Dr Aiden Lyon, Dr Alex Huelsen and Dr Alicia Braund, Ms Sarah Williams.
Contact: immunology-research@griffith.edu.au
This trial is being funded by Marinova Pty Ltd. 
Why is the research being conducted?

Eosinophilic oesophagitis (EoE) is a chronic, often food triggered, inflammatory disease characterised by dysfunction of the oesophagus (the passage that carries food from the mouth into the stomach). The rate of EoE has increased in Australia consistent with other immune- mediated allergy diseases. This research project provides a novel opportunity to assess the role of local inflammatory processes and the populations of bacteria that live on various surface around the body (collectively referred to as the microbiome) in driving oesophageal dysfunction in EoE. The aim of this study is to examine if ingestion of a seaweed-derived compound (fucoidan) can help relieve symptoms of EoE. The biological pathways that underpin EoE will also be explored by assessing immune and inflammatory markers from oesophageal biopsy samples and measuring different types of bacteria that may be found in oesophageal and faecal samples. 
What you will be asked to do?


If you agree to participate you will be required to:
· Complete a demographic and health history questionnaire at the beginning of the study, as well as an Adult EoE Quality of Life Questionnaire (EoE_QoL_A) at the beginning, middle and end of the study.
· Complete a Dysphagia symptom questionnaire (DSQ) for a period of 14 days at the beginning of the study, and for a further 14 days at weeks 11/12. 
· Provide 8 x biopsy samples during your gastroscopy procedure at two separate time points throughout the study. These biopsy samples will be sent to pathology to determine a diagnosis of EoE at the beginning of the study and will then be retained for assessment of allergy inflammatory indices
· Attend an appointment with the Griffith University Research team to provide a blood sample at the beginning and end of the study
· Provide a faecal sample prior to commencing supplementation, and again upon completion of supplementation
· Be randomly assigned to one of two groups, including a fucoidan supplement group or a placebo control group.

· Consume a supplement (gel to be swallowed) once per day for 12 weeks. This is placebo-controlled trial, which means participants will be randomly allocated to receive either a fucoidan supplement or a placebo control. 
· Complete a daily symptom and medication per week while you take the supplement (12 weeks)
The timing of the various assessments throughout the study are illustrated in the figure below:

Blood samples will be collected during an appointment after receiving confirmation of your EoE diagnosis but before commencing supplementation and again upon completion of supplementation. Blood samples collected will be used for a number of different tests including different molecules involved in inflammatory responses and isolation of certain types of immune cells to assess their function. You will be asked to provide consent that any remaining samples can be stored and may be accessed for follow-up analysis should additional funding become available. Genetic material from blood cells will also be stored and may be accessed for subsequent tests to examine factors that may influence the levels of various immune/inflammatory markers. 
Faecal samples will also be collected before commencing supplementation and again upon completion of supplementation. You will be provided with a sample collection kit to allow the collection of faecal samples within your own home. Faecal samples will be used for profiling the different types of bacteria present within your gut. This test is not considered to be diagnostic.
Biopsy samples: During your initial routine endoscopy and again at your scheduled clinical follow-up procedure, eight biopsy samples will be collected. Four biopsies each will be collected from the mid and distal oesophagus. Biopsies will be sent to a local pathology provider for initial diagnostic tests and will then be assessed by the research team for further assessment of immune and inflammatory indices.
Oesophageal microbiome Sample: Participants who have consented to participate in the study prior to their endoscopy procedure, will also be asked to consent to having a microbiome sample collected by passing an endoscopy cytology sponge 10 times back and forth in the following areas, 3cm proximal to the squamo-columnar junction, gastric cardia and mid-BE. 
The basis by which participants will be selected or screened:
For inclusion into the study, individuals are required to:

· Be aged 18-60 years
· Have EoE diagnosed from oesophageal biopsy, based on eosinophil count greater than 15 cells per high powered field;
· Be prescribed treatment with steroids and proton pump inhibitor (PPI) therapy for a minimum of 6 weeks as part of the routine clinical management and continue taking the study medication for a further 6 weeks.
Exclusion criteria:

· Report antibiotic, probiotic or symbiotic use in the previous 14 days;
· Report gastrointestinal or respiratory disease, autoimmune disease or other diseases, in particular Crohn’s Disease or Ulcerative Colitis;
· Return a finding of malignancy on biopsy results post gastroscopy procedure;
· Allergic, sensitive or intolerant to (one of) the ingredients of the study product.
To be eligible to participate in the study as a healthy volunteer:

· Be aged 18-60 years:

· Have no EoE/no abnormality detected from oesophageal biopsy, based on eosinophil count less than15 cells per high powered field.
The expected benefits of the research
There are no guaranteed benefits for you as a result of participation in this study. You may receive supplementation of a seaweed product with a range of health benefits. There may be potential health benefits associated with the consumption of the provided supplements, but this is not known or guaranteed. If the laboratory tests identify any findings that may affect your health, these will be reported to the team at Gold Coast Gastro Care for subsequent investigation. This project also has the potential to make a number of significant contributions to the wider community through an improved understanding of how supplements such as this one may impact on health. After providing your initial faecal sample, your microbial composition will be assessed and these results will be provided to you.
There is the potential for commercial applications of the outcomes of the study in marketing of the product should beneficial results be observed on the symptoms of EoE. All use of the study results is contractually managed by the University and must have the approval of the University. No personal identifying information is provided to the company. Given this is a commercially sponsored study, all benefits from the commercial activity rest with the sponsor, namely Marinova Pty Ltd.
Risks to you

Use of seaweed supplements in this study is unlikely to have any long-term effects and previous studies have reported no side-effects. Being a marine derived product there is some possibility of a mild “marine” after taste and belching, similar to experiences by some individuals who consume fish oil products, however this does not feature in published studies. It is also noted that fucoidan concentrate use as a food additive has been classified as “generally regarded as safe” (up to a daily dose of 250 mg/day) by the US Food and Drug Administration.
There are small risks of bruising from blood collection. Total venous blood volume to be collected at each time-point will not exceed 45ml and, therefore, represents no hemodynamic risk to participants.
Your confidentiality


A numerical Identification Code will be assigned to participants included in the study. All information collected during the study will be stored against this unique code in a re-identifiable format. This is for the purposes of data source matching only, to allow the research team to report to each participant their individual results. Your individual data will not be shared with other participants in the study and no identifiable personal information included in the publication or reporting of results. Any data collected during the course of the study will be shared between the Griffith University research team and the Gold Coast Gastro Care clinicians.
All biological material collected for this study will be handled and processed in secure Menzies Health Institute Queensland Laboratories. Access to the research facility is for listed and inducted personnel (that is members of the research team) only, access can be monitored through security systems. Biological specimens will be stored and monitored in lockable freezers in locations known to the research team members only. Legislation governing the conduct of clinical trials requires that a secure copy of study data be retained for 15 years. Personal information and samples will be stored in secure locations at Griffith University for a period of 15 years following the completion of the study to meet with requirements of State and Commonwealth governments. 
Your participation is voluntary

Participation in this study is completely voluntary and the participant is free to withdraw their consent and discontinue participation at any time. Any decisions regarding participation in this study will in no way impact on any current or future relationship with the Menzies Health Institute of Queensland or Gold Coast Gastro Care. 
Questions / further information
If you would like to participate in the trial or require any further information, then please contact a member of the research team at immunology-research@griffith.edu.au or 0422 381 424
The ethical conduct of this research
This trial is conducted in accordance with the National Statement on Ethical Conduct in Human Research.  If potential participants have any concerns or complaints about the ethical conduct of the research project they should contact a member of the research team, or if an independent person is preferred, to the Manager, Research Ethics on 3735 4375 or research-ethics@griffith.edu.au (GU ref no:).
Feedback to you
Each participant will receive their individual results via email and will also be notified of any upcoming journal publications relating to the research. It is therefore the participant’s responsibility to provide a current email address for future correspondence. 

Privacy Statement – non disclosure
The conduct of this research involves the collection, access and/or use of your identified personal information. The information collected is confidential and will not be disclosed to third parties without your consent, except to meet government, legal or other regulatory authority requirements. A de-identified copy of this data may be used for other research purposes. However, your anonymity will at all times be safeguarded. For further information consult the University’s Privacy Plan at http://www.griffith.edu.au/privacy-plan or telephone (07) 3735 4375.

Efficacy of Fucoidan for eosinophilic oesophagitis: a phase 2 pilot study (Randomised, double blind placebo-controlled trial)
CONSENT FORM

Title: Efficacy of Fucoidan for eosinophilic oesophagitis: a phase 2 pilot study
Research Team: Dr Nicholas West, Dr Amanda Cox, Professor Allan Cripps, Mr Damien Stringer, Ms Helen Fitton, Ms Rebecca Ramsey, Mrs Sarah Hanson, Mr James Sinclair, Dr Aiden Lyon, Dr Alex Huelsen and Dr Alicia Braund, Ms Sarah Williams.
Email: immunology-research@griffith.edu.au
This is to certify that I, ________________________________ hereby agree to participate as a volunteer in a scientific investigation as an authorised part of the research program of the Griffith University under the supervision of Dr Nicholas West, School of Medical Science, Menzies Health Institute, Queensland.
By signing below, I confirm that I have read and understood the information package and in particular have noted that (please tick to confirm):

_____ I agree to data/information being collected during the study and for this data to be shared between the Griffith University research team and the Gold Coast Gastro Care Clinicians, including any findings from my endoscopy indicating a diagnosis of Eosinophilic Oesophagitis. 

_____ I agree that any biopsy samples collected during my gastroscopy procedure at John Flynn Hospital can be accessed (following routine pathology investigations) by the research team for additional assessments to explore immune cell presence and activity. 

_____ I understand that my involvement in this research will include the consumption of a seaweed or placebo supplement for 12 weeks.
_____ I understand that my involvement in this research will require me to attend an appointment at Griffith University on two occasions to provide a blood sample and faecal sample at the beginning and completion of the supplementation period (day 0 & day 91).
_____ I understand that my involvement in this research will require me to answer a range of questionnaires before and throughout the supplementation period.
_____ I understand the risks involved.
_____ I have had any questions answered to my satisfaction.
_____ I understand that if I have any additional questions, I can contact the research team.
_____ I understand that my participation in this research is voluntary and will not impact upon any current or future relationship with the Griffith Health Institute.
_____ I understand that I am free to withdraw at any time, without explanation or penalty. 
_____ I understand that the information gained from this research may result in improved methods for diagnosis or treatment, but as an individual I do not have ownership of these results, research records, or the sample that I give.
_____ I agree that members of the research team may contact me in the future about additional research projects that may be developed based on the results of this study.
_____ I agree to use of my data/sample in future research projects that are an extension of, or closely related to, this research.
_____ I understand that I can contact the Manager, Research Ethics, at Griffith University Human Research Ethics Committee on 3735 4375 (or research-ethics@griffith.edu.au

) or the secretary of the ethics committee at Ramsey Health at RamsayHREC.QLD@ramsayhealth.com.au or on 06 3394 7662 if I have any concerns about the ethical conduct of the project.
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