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[bookmark: GoBack]INTRODUCTION
A key component in the changing face of clinical trials is the increasing reliance on biospecimens, both in the selection of patients for small, targeted trials and to characterize factors associated with response, and resistance, to trial drugs. 
The Translational-ANZGOG (TR-ANZGOG) initiative is being developed to facilitate the collection of biospecimens associated with ANZGOG trials. TR-ANZGOG aims to maximise the information provided from investment in clinical trials by supporting the translational aspects of trial design. Importantly, TR-ANZGOG also aims to maximize the use of biospecimens and to facilitate translational research beyond the trial by ensuring that scientific, ethical and legal requirements for future research are met. 

“TR-ANZGOG will add a whole new dimension to gynae-cancer clinical trials in Australasia. It has the potential to benefit not only Australian women, but women around the world diagnosed with gynaecological cancers. Clinical trials tell us whether a particular drug or intervention improves survival. TR-ANZGOG will help us to investigate WHY the drug tested in the trial works, or doesn’t work, at an individual patient level.”
Professor Anna DeFazio, Chair, TR-ANZGOG 

This Protocol has been drafted following broad consultation which has included ANZGOG Members, TR-ANZGOG Steering Committee, ANZGOG Board, external biobanking, pathology, clinical, ethical and legal expertise and Government. 
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Reference documents 
Workshop Oct 2016: PowerPoint Presentation and Minutes	Comment by Anna deFazio: Is this contents repeated from above?

Some of these may work better as an appendix rather than a section here (eg PPT s from workshop and ASM and the position paper, or is this what was intended? ( also the project time line is a ‘live’ doc so may not fit well in this overall doc)
[bookmark: _Toc40276657]ASM Presentation 2017
Position Paper; prepared by Dr Helen Gooden 2017
Project Timeline
Work Breakdown Structure
Scoping document
[bookmark: _Toc40276662]TR-ANZGOG Consensus Workshop Summary Report

Professor Anna DeFazio presented the concept of development of a Translational-ANZGOG (TR-ANZGOG) platform to a group of ANZGOG member participants at a workshop held October 2016.  
Prof DeFazio presented the concept to ANZGOG members at the Annual Scientific Meeting, 2017.
A position paper was prepared by Dr Helen Gooden in 2017 to determine current best practices and approaches to translational research and biobanking (principles, processes and governance) across Australia in gynaecological and other cancers.  The TR-ANZGOG initiative was widely supported by the people interviewed, with expertise in clinical, scientific, regulatory and trials management disciplines.
Appointment of a Project Manager occurred in August 2018, following seed funding provision thanks to the Rose Varga Bequest, with implementation planned for Q4 2020 and a project timeline established accordingly with consideration given to the work breakdown structure and scope of project. 
A facilitated TR-ANZGOG consensus workshop held in November 2019 involved a balanced representation of clinical, scientific, operational, ethical, consumer and legal expertise from across Australia and New Zealand to reach agreement on key governance and process issues for TR-ANZGOG. Three working groups formed through this workshop: Data Management, TR-ANZGOG Network Laboratories and Patient Consent.  These working groups have provided expertise in the development of specific documents and processes.  Alison Evans Consulting prepared the TR-ANZGOG Consensus Workshop Summary Report.



[bookmark: _Toc40276663]Principles
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Establishment of the Key TR-ANZGOG Principles has been through consultation with the TR-ANZGOG steering committee, ANZGOG Board and broad stakeholder network in Australia and New Zealand.  	Comment by TR-ANZGOG: Feedback from the workshop have been incorporated as tracked changes 
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Governance Reporting Structure
Committee Terms of Reference 
T.O.R. - TR-ANZGOG Steering Committee
T.O.R. - Clinical Trial & Biospecimen/ Data Access Committee   

TR-ANZGOG is the mechanism through which biospecimens and associated data, collected through ANZGOG clinical trial participation, are managed.  
The ANZGOG Board will oversee TR-ANZGOG and its designated biobank/s at a management level and will be considered the ‘custodian’ of the biospecimens and data collected through ANZGOG clinical trials (refer Governance Reporting Structure). The ANZGOG Board will ultimately be responsible for how the TR-ANZGOG-designated biobank/s function and for any liabilities that might be associated with it.  The TR-ANZGOG Steering Committee will be responsible on an operational level for TR-ANZGOG processes.
Appropriate governance mechanisms such as privacy and data management mechanisms have been established to reassure ANZGOG trial participants that TR-ANZGOG has processes in place to protect their interests in the use of their biospecimens and health data. The purpose of TR-ANZGOG’s governance structure will be to define and provide oversight for the mechanisms in place to ensure the operations and decision-making processes of TR-ANZGOG are transparent and adhere to the stated principles of TR-ANZGOG. The governance structure will also serve to ensure that TR-ANZGOG operates within the applicable laws and regulations, as well as operating within the cultural and ethical standards of our society. 
The public and ANZGOG trial participants will have access to information about TR-ANZGOG’s principles, operational processes, decision-making processes, consent forms and access protocols.  
Two committees will be created as part of the TR-ANZGOG governance structure:
· TR-ANZGOG Steering Committee: This scientific advisory/ oversight committee will recommend best uses of TR-ANZGOG support, including infrastructure, biospecimens and data, as well as monitoring compliance with TR-ANZGOG’s mission and practices.  This committee will report to the ANZGOG Board. 
TR-ANZGOG Clinical Trial Support and Biospecimen Access Committee: This operational committee will evaluate the feasibility and scientific merit of requests for TR-ANZGOG support provided to ANZGOG Clinical Trial Investigators, and Biospecimen and Data resource access by external research groups.  Members will be drawn upon from existing ANZGOG committees, dependent on the trial request.  
Key positions on governance committees will rotate (limited terms) and are open to all disciplines, as indicated in the Terms of Reference.
It is anticipated that 3-4 clinical trial investigators will seek TR-ANZGOG support annually, with approximately 100 patients consented to ANZGOG trials involving biospecimen collection.  Translational investigators (approximately 4-5 per annum anticipated) will be able to access these biospecimens and associated data once trial requirements are completed, provided the trial participant has provided consent for future use of their specimen/s.  The inventory will available upon request through the TR-ANZGOG Portal, linked with the ANZGOG website: www.anzgog.org.au
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[bookmark: _Toc40276674]Policies
[bookmark: _Toc40276675]Ethically Defensible Plan 
[bookmark: _Toc40276676]Templates
[bookmark: _Toc40276677]Trial-specific Participant Information Coversheet
[bookmark: _Toc40276678]TR-ANZGOG Biobanking Participant Information Sheet
[bookmark: _Toc40276679]TR-ANZGOG Biobanking Participant Consent Form
[bookmark: _Toc40276680]TR-ANZGOG Biobanking Consent Withdrawal Form
[bookmark: _Toc40276681]FAQ: TR-ANZGOG, Biobanking and the NSW Health Statewide Biobank

Patients will be consented to TR-ANZGOG via ANZGOG clinical trial participation.  As such, consenting will be performed by qualified personnel, at investigating sites, as specified for each clinical trial.  The HREC-approved clinical trial protocol will outline the method of consenting and the HREC-approved trial Participant Information Coversheet (PIC) will indicate participant rights.  Inclusion and exclusion criteria will be specific to each ANZGOG trial.  
Each ANZGOG-supported clinical trial will require an HREC- approved Protocol and a TR-ANZGOG Trial-specific Participant Information Coversheet, outlining the collection of biospecimens and data associated with that specific trial.  The NSW Health Statewide Biobank PIC has been used as the template for the TR-ANZGOG-specific PIC from which information will be drawn to populate the trial Participant Information  	Comment by TR-ANZGOG: Revised NSWHSB template issued April 2020.  Keep TR-ANZGOG info integrated with trial PIS as clinical trial specimens will be managed by ANZGOG via the TR-ANZGOG mechanism?.
(UNLESS PROVIDED WITH A SEPARATE PIC:  The TR-ANZGOG PIC (based on the NSW Health Statewide Biobank PI) and Frequently Asked Questions resource will provide information on the TR-ANZGOG initiative and what it means to consent to TR-ANZGOG biobanking.  During the consent process, a clear distinction will be made between consent for trial participation and consent for future biobanking. Participants who do not provide consent for the biobanking aspect of TR-ANZGOG will not be excluded from trial participation.  In this instance, the Principle Investigator of the trial will manage any specimens remaining upon completion of the trial, as per their standard practice and as outlined in the trial PICF. 
Where a participant consents to TR-ANZGOG biobanking, as indicated on the TR-ANZGOG Biobanking Consent Form (separate to the trial participant consent form), any specimens remaining upon trial completion will be retained indefinitely (or until exhausted) for future, unspecified research, including genetic analyses.  Each research project that requests use of TR-ANZGOG–managed biospecimens and data will require an HREC-approved protocol, for which the use of these biospecimens is included. 
In the event that an incidental or research finding is made while undertaking research utilising biospecimens and/or data from TR-ANZGOG that may have an implication for a participant or their family, the TR-ANZGOG Ethically Defensible Plan (EDP) has been developed in accordance with the recommendations of the NHMRC National Statement on Ethical Conduct in Human Research 2007 (Updated 2018).  TR-ANZGOG itself is not likely to be performing research that will yield research results; rather it will be providing biospecimens and data to researchers who will perform the testing.  Therefore, the researchers who apply for material will need to be aware of the TR-ANZGOG EDP.  The TR-ANZGOG EDP will be submitted with HREC documents for ANZGOG clinical trials and research projects.
A participant may withdraw consent from the biobanking aspect of trial participation via the TR-ANZGOG Biobanking Withdrawal Form.  Withdrawal from trial participation will be outlined in the trial PIS. 
A Change of Participant Details Form will be available through the TR-ANZGOG link of the ANZGOG website to facilitate provision of updated contact information in the instance that TR-ANZGOG needs to contact the participant in future.	Comment by TR-ANZGOG: Provided TR-ANZGOG holds patient info. As suggested by NSWHSB
The TR-ANZGOG initiative will also seek HREC approval as a stand-alone entity to reassure patients that ANZGOG will manage their biospecimens and data in an ethical manner via the TR-ANZGOG mechanism.  
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[bookmark: _Toc40276689]CRA overarching between ANZGOG and institute
[bookmark: _Toc40276690]Sub study agreement schedule template
[bookmark: _Toc40276691]Standard Operating Procedures
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[bookmark: _Toc40276693]LIMS data entry instructions
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[bookmark: _Toc40276695]Application form for TR-ANZGOG Network laboratory approval	Comment by TR-ANZGOG: Currently included as an appendix in the approval process policy.
Review form also included as an appendix but needs revision: base upon FNR score sheet
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TR-ANZGOG aims to have at least one designated TR-ANZGOG Network laboratory (research/ biobank/ pathology) in each Australian State and Territory.  Potential laboratories identified through ANZGOG members will be sent an Expression of Interest request and the proposed cost recovery policy and invited to submit a TR-ANZGOG Network Laboratory application form. 
The approval process will be transparent and equitable; evaluating  the institute’s biobanking experience, resource availability, proximity to clinical trial sites and capacity to assist with the collection, processing and storage of biospecimens collected through ANZGOG-supported trials. 
An overarching collaborative research agreement will exist between ANZGOG and the institute with a trial-specific sub-study agreement executed as required, depending on institute participation for each clinical trial. 
A Biospecimen Processing Manual will contain the following standard operational processes as agreed upon with TR-ANZOG Network laboratories:
· Biospecimen/data acquisition, processing, storage and transport procedures
· Procedures for maintaining participant confidentiality
· Quality control processes
The TR-ANZGOG Project Manager will be able to access biospecimen tracking data via the LIMS platform which will provide a mechanism of TR-ANZGOG Network Laboratories (list of participating biobanks) oversight through report generation at predetermined time points.


[bookmark: _Toc40276699]Clinical Trial Support Access 
[bookmark: _Toc40276700]Policy
[bookmark: _Toc40276701]Recommended optimal specimen collection guidelines
[bookmark: _Toc40276702]ANZGOG Publication policy	Comment by TR-ANZGOG: Same one for biospecimen access?	Comment by TR-ANZGOG: Obtain copy from RP/JA
[bookmark: _Toc40276703]Agreements
[bookmark: _Toc40276704]CRA - Trial investigators
[bookmark: _Toc40276705]MTA-style pathology agreement for FFPE access
[bookmark: _Toc40276706]Templates
[bookmark: _Toc40276707]TR-ANZGOG Clinical Trial Support Application form	Comment by TR-ANZGOG: Use same form to give to labs for them to respond with capacity
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TR-ANZGOG aims to support clinical trial investigators in the development of the translational research component of their trial by assisting with protocol development, where required, and facilitating collection, processing, storage and distribution of biospecimens and relevant data, associated with an ANZGOG clinical trial.  
The TR-ANZGOG Project Manager will work with clinical trial investigators to ascertain their requirements and assist with the preparation of a TR-ANZGOG Clinical Trial Support Application Form, which will outline the extent of support required by TR-ANZGOG.   
The TR-ANZGOG Cinical Trial Support & Biospecimen Access Approval Sub-Committee will assess applications based upon feasibility and scientific rationale as detailed in the TR-ANZGOG Clinical Trial Support Review form and provide recommendations to the TR-ANZGOG Steering Committee.  The ANZGOG Board will be notified of decisions.
Templates will be available for Site Initiation Visit slides and the Site Biospecimen Sampling Manual.
The MTA-style pathology agreement will encourage the release of formalin-fixed, paraffin-embedded (FFPE) blocks, preferred over unstained sections of tissue.  An accompanying FFPE tissue request form and FFPE tissue return form will assist with biospecimen tracking.
In the interests of TR-ANZGOG sustainability, standardised user fees may apply, as listed in the Trial Budget Guidance resource.  Budget considerations will be discussed with the trial applicant by the TR-ANZGOG Project Manager during the preparation of their application form.  The Analyte Requirements Overview will be developed to assist decision making on biospecimen collection volumes and methods, taking into account pros and cons associated with each option.
The Collaborative Research Agreement between ANZGOG and the Primary Investigator of the ANZGOG-supported trial will include the TR-ANZGOG key principles, particularly as relevant to specimen access and ANZGOG publication policy:
All materials collected must relate to the trial question(s), have matched comprehensive essential clinical data (refer Essential Clinical Data Requirements), be rigorously and uniformly collected across sites and studies and be recorded in a manner that is searchable and facilitates easy retrieval of data and material for further translational studies, which subsequently will provide evidence for funding of clinical trials.
The Recommended Optimal Specimen Collection guidelines, established by industry leaders with scientific, clinical and pathology expertise, is proposed as the optimal ANZGOG trial specimen collection to facilitate current and future research.  These guidelines are the recommended approach for all tumour types.  However, it is acknowledged that certain tumour types will be more difficult to meet these guidelines than others.  Where a participant meets the minimum trial requirements but not TR-ANZGOG recommendations, their trial participation will not be prevented.
Where a clinical trial does not require the recommended specimen collection volume, additional specimens may be requested for TR-ANZGOG biobanking.  Trial participants will be advised this is optional and not mandatory for trial participation.	Comment by TR-ANZGOG: How is this decided?	Comment by TR-ANZGOG: Check the S/C agrees with this
Separate opt-in consent required?
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As participants will be consented to TR-ANZGOG through an ANZGOG clinical trial, procedural manuals will always be available at each investigating site stipulating the requirements for data management.  Site investigator initiation provides an additional mechanism of education.  Consenting will be performed by trained clinical trial staff, familiar with this standard requirement.  Trial data will be provided to TR-ANZGOG as required, in a secure manner as outlined in the Data Policy.  	Comment by TR-ANZGOG: Pending – seek input from Data working group? Process of transfer to TR-ANZGOG and then to researchers: what data and what format?	Comment by TR-ANZGOG: CTRNet policy??
The Data Management Working Group were consulted for the identification of Essential Data Collection Requirements.  The on-going collection of patient outcome data will be incorporated in the TR-ANZGOG model as detailed in the Longitudinal follow up of Patient Outcomes process.  Data will be collected indefinitely or until a participant withdraws (if applicable).  
The TR-ANZGOG clinical database (for clinical information) and Laboratory Information Management System (for specimen tracking) will be secure applications that maintain information on all biospecimens and corresponding patients and protects against unauthorized use of specimens without patient consent.  User-based roles will be assigned and a limited number of individuals will have access to this secured database.  The clinical database will be housed within the firewalls of ANZGOG and the LIMS will be accessible by designated TR-ANZGOG laboratories.  Neither will be accessible outside of the institutions’ network or by mobile devices.  Backup systems will be an essential requirement in selection of the software application.	Comment by Anna deFazio: Or Tracking Database
An online, searchable portal, accessible through the ANZGOG website, will be developed to provide access to document resources, biospecimen inventory and useful links to relevant publications and collaborators.  This portal will be dynamic: monitored, evaluated and revised to achieve maximum efficiency in biospecimen collection and use of material.
All future translational studies utilising these biospecimens will feed back research findings to the TR-ANZGOG database to build knowledge base.
The meta-data collected through LIMS will include:
· Time and date of: collection, processing, storage
· Specimen type
· Unique identifier/ Study ID reference/ Collection site
· Number and volume of aliquots/ derivatives per patient episode
· Storage location and conditions
· Freeze-thaw exposure
· Volume of genomic DNA/RNA, where applicable
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ANZGOG has systems in place to maintain privacy and security of the information held by ANZGOG and to prevent unauthorised access to personal health information. 
ANZGOG has a Privacy Officer and an established Privacy Policy outlining how ANZGOG collects, holds, uses and discloses personal information consistent with the Privacy Act 1988 (Cth) and the Australian Privacy Principles in that Act and relevant State and Territory laws.  Additionally, ANZGOG has a Data Breach Response Plan, compliant with the requirements of the Office of Australian Information Commissioner (OAIC).  Furthermore, the ANZGOG Audit, Risk and Compliance Committee has an annual review process of ANZGOG policies and plans.
ANZGOG clinical trials may be operated by the NHMRC Clinical Trials Centre (CTC) or Centre for Clinical Trials and Biostatistics (BaCT).  It is a requirement of contractual arrangements between ANZGOG and third party service providers that privacy compliance and support requirements are included in all agreements.
As outlined in the PIS, identifying personal information will be removed from samples and replaced with a unique number for research purposes.  A separate list of identifying personal information will be stored by TR-ANZGOG and staff involved with the ANZGOG clinical trial in which the patient is participating.  Specimens and information will be stored indefinitely in this way.  All personal data will be stored using strict privacy protocols and in accordance with local and Commonwealth Government requirements.  Researchers will only be provided information without identifying personal information. The relevant staff of TR-ANZGOG can de-code the biospecimen if necessary as they will be responsible for TR-ANZGOG data management.
Staff with access to data will have been employed by a Local Health District, University or Medical Research Institute or related organisation, and will have had to undergo a National Criminal Record check. Employees have to meet the confidentiality and privacy standards of their employer, and this will be stated in their duty statement. All TR-ANZGOG staff must agree to and sign a Code of Conduct and Ethics, incorporating a Confidentiality Agreement before being allowed access to the database or data. 
TR-ANZGOG staff must observe legislative responsibilities and policies relating to privacy of personal information. Any staff member in breach of privacy and confidentiality will be in breach of their employment contract and thus eligible for termination.
Genetic information obtained from donated biospecimens, which may lead to the identification of participants, will be strictly confidential and researchers must adhere to legal requirements to maintain participant privacy.	Comment by TR-ANZGOG: How is this best stated to link with return of findings for increased knowledge base?
ANZGOG’s Confidentiality Disclosure Agreement will be utilised as required between ANZGOG and clinical trial investigators, TR-ANZGOG Network laboratories and/ or translational researchers.
Where a participant withdraws consent from the trial or the biobanking aspect of TR-ANZGOG, a Destruction of Samples and Data Checklist will be utilised.
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[bookmark: _Toc40276835][bookmark: OLE_LINK12][bookmark: OLE_LINK13]Policy	Comment by TR-ANZGOG: Refer also OCAC Data Access Agreement
[bookmark: _Toc40276836]Biospecimen and Data access and release policy
[bookmark: _Toc40276837]Universal Biobanking MTA
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[bookmark: _Toc40276840][bookmark: _Toc40276841]Biospecimen and data transfer
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[bookmark: _Toc40276843]Fees - Biospecimen & Data access 
[bookmark: _Toc40276844]EOI - Biospecimen Resource
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[bookmark: _Toc40276847]Amendment/ Notification Form - Biospecimen Resource 

The Biospecimen and Data Access and Release policy provides information on the governance mechanism associated with accessing the TR-ANZGOG resource of biospecimens and data.  
The following templates and SOP will facilitate the application and approval process:
· Fees - Biospecimen & Data access 
· EOI - Biospecimen Resource
· Application Form - Biospecimen Resource 
· Reviewer Check Sheet -Biospecimen Resource
· Amendment/ Notification Form - Biospecimen Resource 
ANZGOG IP rules will be followed.  A Universal Biobanking Material Transfer Agreement (outlining the conditions of use and acknowledgement of source of the biospecimens) will be executed before any biospecimens or data are released by TR-ANZGOG.  The Biospecimen and Data Transfer SOP will direct the transfer of specimens from TR-ANZGOG-designated laboratories to the investigator in an optimal manner.



 
[bookmark: _Toc40276848]Sustainability and Succession planning
[bookmark: _Toc40276849]Business Case

ANZGOG management is aware of and supports the development of TR-ANZGOG.  A business case will be developed for the maintenance and sustainability of this research resource.  	Comment by TR-ANZGOG: To be prepared with AE/ UW
The TR-ANZGOG Initiative will be funded from institutional, philanthropic, academic grant support, industry grants-in-kind and user fee avenues.   
For TR-ANZGOG sustainability, a user fee will be applied to both clinical trial investigators and translational researchers accessing the biospecimen resource.  This fee will not be prohibitive, which would discourage access to the service.  TR-ANZGOG- designated laboratories will need to be compensated for the cost of providing facilities, time and consumables.  Most pathology labs are now charging for slides and blocks.  Standardised fees for processing, storage and retrieval have been established and are included in collaborative research agreements.
All sources of funding for TR-ANZGOG will be shared with the Research Ethics Committee/Board and ANZGOG trial participants. These parties will also be informed on what conditions, if any, accompany financial contributions and whether there are written agreements of this nature.	Comment by TR-ANZGOG: Required? 
The TR-ANZGOG biospecimen resource will remain at the designated TR-ANZGOG laboratory/s under the direction of the TR-ANZGOG Steering Committee, regardless of PI changes in affiliation.



[bookmark: _Toc40276850]APPENDIX A: Sector review and consultation
· OBER
· ISBER Best Practices for Repositories 2018
· Canadian Tissue Repository Network
· NPAAC Guidelines
· NATA
· RCPA
· National Statement on Ethical Conduct in Human Research
· Office of Australian Information Commissioner (OAIC)
· Australian Code for the Responsible Conduct of Research
· AOCS
· INOVATe
· OCAC
· OTTA
· NSWHSB
· CTC
· kConFab
· APGI
· ABNA
· Data Management Systems and Practices of the Cancer Institute NSW Biobanking Stakeholders Network
· Cancer2015
· TR-ANZGOG Position Paper; Dr Helen Gooden
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