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[bookmark: _Toc89441086]DOCUMENT CONTROL MANAGEMENT
When a Biobank document is updated this will be reflected in the Amendment Summary Log in the Biobank Master File. The list with biobank documents can be found at the end of the protocol (Section15).
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1. [bookmark: _Toc16577033][bookmark: _Toc89441088]SYNOPSIS

The principal aim of the Biobank is to make available to the research and clinical community, tissues collected from surgical specimens, blood, urine and metastatic samples (e.g. bone or lymphatic tissue) with the aim to allow further study of common and specific changes in the cause of urological cancers.

The overriding objective of the Biobank is to coordinate and monitor the collection and storage of such specimens in line with ethical and regulatory standards and to monitor and regulate the use of these samples for future urological cancer research.
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	AE
	Adverse event

	BRC
	Biomedical Research Centre

	CI
	Chief investigator

	CRUK
	Cancer Research UK

	DNA
	Deoxyribonucleic acid

	HTA
	Human Tissue Act 2004

	IHC
	Immunohistochemistry

	NDCLS
	Nuffield Department of Clinical Laboratory Sciences

	NDS
	Nuffield Department of Surgical Sciences

	NIHR
	National Institute for Health Research

	OUHFT
	Oxford University Hospitals NHS Foundation Trust

	QA
	Quality assurance

	REC
	Research ethics committee

	RGEA
	Research Governance Ethics and Assurance

	RNA
	Ribonucleic acid

	SOP
	Standard Operating Procedure

	UPI
	QUANTUM Unique Patient Identifier
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[bookmark: _Toc89441090]GLOSSARY

	[bookmark: _Toc482213297]QUANTUM
	A new Biobanking protocol aimed at collecting and storing tissue samples donated by patients with suspected or diagnosed urological cancers for research use.  This may also be referred to as ‘the Biobank’

	QUANTUM Biobanking Administrator
	The person who oversees the administration of QUANTUM


	QUANTUM Governance Committee
	A group of people who have oversight of the running of the QUANTUM Biobank

	COVID-19
	Coronavirus disease (COVID-19) is an infectious disease caused by a newly discovered coronavirus.

	Germ-line
	Genetic changes inherited from parent to offspring

	Lymphoid tissue
	Lymph nodes, lymphoma masses

	ProMPT Legacy
	A module within QUANTUM where existing samples collected from patients with suspected or diagnosed prostate cancers who consented to participate in the completed ProMPT study (MREC 04/1/061) and agreed to future research use of these samples are stored.

	Prostate Module
	A module within QUANTUM where samples from patients with suspected or diagnosed prostate cancers are collected.

	Urothelial Module
	A module within QUANTUM where samples from patients with suspected or diagnosed bladder urothelial or upper urinary tract urothelial cancer are collected

	Kidney Module
	A module within QUANTUM where samples from patients with suspected or diagnosed kidney cancers are collected.

	Testicular and Penile Module
	A module within QUANTUM where samples from patients with suspected or diagnosed testicular and penile cancers are collected.

	Oxford Biobanking Laboratory
	The NDS laboratory, University of Oxford that will receive and process tissue, urine and blood samples for storage. 

	Somatic

	Genetic changes acquired after birth, generally not transmitted from parent to offspring.

	Tissue Collection Centre

	A hospital or other NHS institution where patients are recruited to take part in the Biobank























1. [bookmark: _Toc485654823][bookmark: _Toc485654894][bookmark: _Toc89441091]SUMMARY AND AIMS
QUANTUM (QUAlity biobanking to iNvesTigate Urological Malignancies) is a new Biobanking protocol which has developed from the ProMPT Study (Prostate Mechanisms of Progression & Treatment; MREC/01/4/061).  ProMPT has been a long-standing research study (starting in 2001) into the molecular pathology and mechanisms of progression of prostate cancer in order to develop novel treatment strategies and evaluate novel markers and treatment approaches.  The crucial role of Biobanking in driving research success which can be translated into direct patient benefit is borne out by the success of ProMPT in contributing to a growing list of high-quality research publications.
We now extend Biobanking to incorporate other urological cancers including urothelial, kidney, testicular and penile cancers, under a new name, QUANTUM.  QUANTUM is more appropriate to study all urological cancers and extract maximum benefit for patients. In so doing, we will change the governance structures of ProMPT to those that explicitly govern a Biobank (rather than a study protocol) for QUANTUM. 

The broad aims of QUANTUM Biobank are:
1. To coordinate the collection and storage of samples for urological cancer research.
2. To provide access to high quality human samples in accordance with ethical and regulatory standards.
3. To increase understanding of urological cancers to improve patient outcomes.

Around 63,500 urological cancers, encompassing prostate, bladder, renal, testicular and penile cancers, are diagnosed each year in the UK, with 5-year survival; rates ranging between 55 and 100% (National Collaborating Centre for Cancer, 2015).  Like all cancers, urological cancers arise from changes in genetic material (DNA) that regulates how cells function. This has led us to understand that many urological cancers have common initiating changes in DNA – i.e. there are shared genetic origins. 
We would like to collect tissue from surgical specimens, blood, urine and metastatic samples (e.g. bone or lymphatic tissue) to make possible study of the common and specific changes that are required to cause urological cancers of different types. We would make these samples available to the research and clinical community (including commercial collaborators) with the aim to improve use of existing treatments and to develop new treatments for these conditions.
2. [bookmark: _Toc485654824][bookmark: _Toc485654895][bookmark: _Toc89441092]PROTOCOL SCOPE
To study the biology of urological cancers, improve diagnosis, define better prognostic/ predictive biomarkers, improve use of current therapeutics, and aid design of novel therapies.

3. [bookmark: _Toc482213299][bookmark: _Toc485654825][bookmark: _Toc485654896][bookmark: _Toc89441093][bookmark: _Toc90016787][bookmark: _Toc330235682][bookmark: _Toc58561552][bookmark: _Toc472917714][bookmark: _Toc26523270][bookmark: _Toc26939948]ROLE AND ORGANISATION OF THE BIOBANK
3.1 [bookmark: _Toc482213300][bookmark: _Toc485654826][bookmark: _Toc485654897][bookmark: _Toc89441094]Scope of Support: Generic 
QUANTUM Biobank will support research into urological cancers:
· Basic scientific research of broad relevance to urological cancers and related conditions, and some of this knowledge may have broader implications for medical research.  
· Experimental research that could translate into early phase trials or to extend and support findings from clinical trials. 
· Screening for potential participants who may be eligible for targeted clinical studies. 
· Translational research undertaken within early and late phase clinical trials.

3.2 [bookmark: _Toc482213301][bookmark: _Toc485654827][bookmark: _Toc485654898][bookmark: _Toc89441095]Operational Responsibilities
Biobank operations will be governed by the QUANTUM Governance Committee, who retain custodial responsibility for samples collected. The role of the committee will include:
· Ensuring compliance with applicable ethical and regulatory requirements.  
· Deciding on how samples will be collected and sent to the Biobank and how samples will be processed and stored. 
· Establishing and maintaining oversight of protocol compliance at all sites recruiting patients and procuring samples.
· Custodianship and distribution of samples, including assessing research applications for appropriateness (i.e. is the request in scope – studying urological cancers) and feasibility.
· Ensuring samples are used for the purposes set out in sample request applications.
· Selection, oversight and training of staff involved in QUANTUM Biobank. 

4. [bookmark: _Toc485654828][bookmark: _Toc485654899][bookmark: _Toc89441096][bookmark: _Toc482213302]BIOBANK RESEARCH PROGRAMME 
QUANTUM Biobank supports research programmes into urological cancers. This research should be aimed to develop a better understanding of the disease pathogenesis, to identify and monitor diseases, and to develop new ways to diagnose, prevent, treat and cure urological cancers. In future, some of the research may help to develop new products, such as diagnostic tests and drugs.

QUANTUM will support research that is funded by the following:
· Competitive grants awarded through independent scientific peer review
· University of Oxford/ Oxford University Hospitals NHS Foundation Trust strategic research programmes that are funded by peer reviewed grants
· Grants from commercial companies. 

This ensures the work is of a high scientific and clinical value and will be a requirement for distribution of samples. The scientific merit of a proposal will be independently established. QUANTUM Governance Committee will assess if the application is in scope, is feasible (i.e. the Biobank has sufficient samples of the right type) and does not compete with existing studies where samples have been allocated.
[bookmark: _Toc90016789][bookmark: _Toc251227022]
4.1 [bookmark: _Toc330235684][bookmark: _Toc482213303][bookmark: _Toc485654829][bookmark: _Toc485654900][bookmark: _Toc89441097]Tests of potential ethical or clinical sensitivity: approved and excluded use
Many available and relevant tests / assays may be performed using human tissue (both cellular and non-cellular components) from the Biobank. At present, these are expected to include analyses on:
· inherited (germline) and non-inherited (somatic) variations in the genetic (DNA) code
· epigenetic changes to the genetic (DNA) code
· expression of the genetic code in the form of RNA molecules
· epigenetic changes to non-DNA nucleic acids (e.g. RNA)
· cellular proteins including their modification and expression
· metabolic pathways and metabolic chemicals (metabolomics)
· cellular function and behaviour

Research samples will not usually be sourced from a patient who places conditions on use with the exception of use of samples in research involving experimental animals.  Samples obtained as part of the historical ProMPT, or other studies where consent for use in animal research was not explicitly sought will also be excluded from animal research. Applicants to the Tissue Access Committee wishing to undertake biological studies involving animal models will need appropriate Home Office approval e.g. xenograft studies on their PIL personal home office license and PPL specifying xenograft work.

Patients will be informed that their samples will be used in urological cancer research to improve our understanding of what causes it, and potential  new treatments. Their samples may be stored for many years and used in future research that cannot be predicted at this time.  Development of new diagnostic, prognostic or predictive tests, to a proven clinically reliable standard, is expected to take many years; hence we do not report individual research results or findings routinely. 

[bookmark: _Toc89441098][bookmark: _Toc482213304][bookmark: _Toc485654830][bookmark: _Toc485654901]4.2 Other ethical considerations: unexpected incidental findings
Occasionally Biobank and Research staff may find unexpected incidental abnormalities upon testing donated samples. Patients will be asked in the consent form whether they would want to be informed of such findings.  If so, the treating clinician (i.e. the clinician responsible for the patient’s clinical care) will be informed of these incidental findings.  The clinician may request further samples to be submitted for further clinical and laboratory analysis for confirmation and counsel the patient appropriately.

[bookmark: _Toc89441099]4.3 Analysis of samples to understand genetic and epigenetic mechanisms
Urological cancers arise from genetic changes. Additionally, changes occur in urological organ cells that promote cancer by altering the way genes function without mutating the actual sequence of DNA – these are called epigenetic changes. The QUANTUM Biobank will support research involving extensive examination of genetic and epigenetic factors in order to develop improved tools for establishing prognostic and predicative factors and to provide information on how to best use existing treatments and to develop new ones. Specific analyses may produce information that involves genetic sequence data, from whole genome sequencing analysis, genome wide association data, single nucleotide polymorphism data, genetic “finger print” data, ploidy data or cytogenetic data, including the detection of mutations or genetic variants. Most genetic research done will focus on providing information about disease, not individuals and it is unlikely that this research will have relevance for individuals. The Biobank will not give information on the risk of genetically transmissible disease to the patient, their family or doctors.

Some research programmes, however, might lead to detection of factors implicated in causation of urological cancers (e.g. identification of BRCA mutations). It should be noted that neither the Biobank nor the researchers are under an obligation to look for conditions; rather, this provision is intended to align the Biobank with current best practice in genetic research.
[bookmark: _Toc482213305][bookmark: _Toc485654831][bookmark: _Toc485654902]
[bookmark: _Toc89441100]4.4 Cellular cloning
Provided funding is in place and patient consent has been obtained, QUANTUM will support research involving generation of cell lines from patient samples for research. Adequate risk assessments must be in place for working with this material including availability of ‘category 2 or 3’ de-contamination facilities. Applicants to the tissue bank will need to provide evidence of this. 

[bookmark: _Toc89441101][bookmark: _Toc482213306][bookmark: _Toc485654832][bookmark: _Toc485654903]4.5 Generation of explants, organoids and patient derived xenografts (PDXs)
Provided funding is in place and patient consent has been obtained, QUANTUM will support research in which pre-clinical assays are generated from human tissue either in vitro (explants or organoids) or in vivo (PDXs). Adequate risk assessments must be in place for working with this material including ‘category 2 or 3’ de-contamination facilities. Applicants to the tissue bank will need to provide evidence of this.

[bookmark: _Toc89441102]4.6 Excluded activities
The following are excluded from the Biobank research portfolio. It will not supply samples for these purposes:
· Therapeutic cloning and derivation of stem cells for use in treatment.
· Research that is not related to healthcare, such as the testing or safety of cosmetics or other consumer products.


5. [bookmark: _Toc90016792][bookmark: _Toc330235686][bookmark: _Toc482213307][bookmark: _Toc485654833][bookmark: _Toc485654904][bookmark: _Toc89441103]PARTICIPANTS
[bookmark: _Toc90016793][bookmark: _Toc330235687][bookmark: _Toc482213308][bookmark: _Toc485654834][bookmark: _Toc485654905][bookmark: _Toc89441104]5.1 Inclusion criteria
· Aged 16 years or over
· A patient able and willing to provide informed consent
· Patients being investigated or treated for a urological malignancy (e.g. prostate, urothelial, kidney, testicular or penile cancer) 

· QUANTUM will also accept tissue samples collected from individuals of any age undergoing investigation or treatment for urological malignancy with appropriate consent, from external sources.

Note:  Some of the participants may have, had or may be suspected of coronavirus disease (COVID-19). Samples collected from such patients with known or suspected COVID-19  infection must be flagged by the local clinical team in order to ensure appropriate infection control.

[bookmark: _Toc58561554][bookmark: _Toc90016794][bookmark: _Toc330235688][bookmark: _Toc482213309][bookmark: _Toc485654835][bookmark: _Toc485654906][bookmark: _Toc89441105]5.2 Exclusion criteria
· Donors known to be infected with the human immunodeficiency virus (HIV), hepatits B virus and hepatitis C virus.
· Other factors that in the opinion of the responsible clinician might jeopardise the safe and ethical conduct of patient care, Biobank operations or dependent research projects.


6. [bookmark: _Toc251227027][bookmark: _Toc330235689][bookmark: _Toc482213310][bookmark: _Toc485654836][bookmark: _Toc485654907][bookmark: _Toc89441106][bookmark: _Toc58561555][bookmark: _Toc26523279][bookmark: _Toc26939955][bookmark: _Toc199833849]BIOBANK CONTENT
QUANTUM Biobank will prioritise the collection, storage and distribution of tissue samples as necessary to deliver approved research programmes. In particular, the Biobank should collect serial samples from the same individual wherever possible.  The Biobank will be divided into up to 5 ‘modules’ operating under the same over-arching QUANTUM protocol: 

· Prostate 
· Urothelial 
· Kidney 
· Testicular & Penile 
· ProMPT Legacy

The aim of the Biobank is to collect samples from patients at the same time as routine clinical care whenever possible.  However, in selected patients (for example patients with more unusual subtypes of urological malignancies, or where initial samples were inadequate or unsuitable for banking), we may ask for additional samples to be collected when they are not being taken as part of routine care, provided it is safe to do so.  We will consent patients specifically for this (see section 7.4).  Samples for each Biobank module may differ in type, storage conditions and collected associated clinical data.  

It may accept a wide range of samples and data obtained from patients in Oxford, elsewhere in the UK and internationally (including countries outside the EEA):
1. Sample types: different types of samples may be collected under different modules.
a. Tissue from diagnostic investigations and surgical therapies
b. Fresh blood and blood derivatives 
c. Part processed samples (e.g. sections for extraction of DNA & RNA). 
d. Constructed tissue micro-arrays (TMAs)
e. Historical samples from ProMPT Study (MREC/01/4/061) 
f. Sample collections from completed studies where consent for future research was given. 
g. Tissue from other Biobanks where appropriate consent was given.

2.  Medical and pathological data for linkage to research samples.



[bookmark: _Toc90016796][bookmark: _Toc330235690][bookmark: _Toc482213311][bookmark: _Ref77925129][bookmark: _Ref77925139]Figure 1. Overall structure of QUANTUM and its 5* constituent modules.Generic Biobank Protocol
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7. [bookmark: _Toc485654837][bookmark: _Toc485654908][bookmark: _Toc89441107]CONSENT FOR PARTICIPATING IN QUANTUM BIOBANK
QUANTUM Biobank will operate under the guidance of a suitable NHS Research Ethics Committee to ensure compliance with current best ethical practice. Our underlying principle is to seek explicit consent for use of patient material in medical research. Our aim is to honour that donation by facilitating its use in high quality research. Samples will be received as a donation to urological cancer research.  These projects will also be subject to additional consideration by the QUANTUM Governance Committee (see Section 11, Access Policy). An exception is that patients will be given the opportunity to either decline or consent for their samples to be used in experimental research involving animals. Samples obtained as part of ProMPT, or other studies where consent for use in animal research was not explicitly sought will also be excluded from animal research. The Biobank cannot accept tissue donated under conditions that exclude use in specific areas of research such as genetic testing. The patient will retain no rights to the samples after acquisition other than the ability to withdraw consent for further storage and future research.  Patients will be asked if they agree to their donated samples and data to be used in research in the event of their death without the need for additional consent from their next of kin.  The flow diagram in Figure 2 and 3 sets out the procedures to identify suitable patients for QUANTUM modules: Urothelial, Kidney, Prostate and Testicular/Penile and the consent procedure.




Figure 2. Procedure for identifying and consenting suitable patients for QUANTUM Modules: Prostate, Urothelial, Kidney, Penile/Testicular.
Remote consent option also available as outlined in section 7.8
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Newly referred patients will be given the QUANTUM Patient Invitation Letter and Information Sheet by their treating clinician at the Tissue Collection Centre. They may be sent with their appointment letter/ hospital information pack to allow adequate time to consider the information. Consent will be taken remotely (see section 7.8), or at clinic or surgical attendance. Patients will be given adequate amount of time to read the letter and information sheet, and have the opportunity to ask questions, prior to consenting.  In our experience, most patients are willing to consent and donate samples at their initial visit.  Patients who need longer to decide may give consent at a later visit. The responsible clinical practitioner or appropriately trained QUANTUM Biobank personnel will confirm eligibility, encourage open discussion and answer any questions potential patients may have. Potential patients should be competent to give informed consent i.e. must be able to: 

1. Understand the nature and purpose of the proposed procedure. 
2. Understand and retain information relevant to the decision. 
3. Use and weigh the necessary information in a decision-making process; and
4. Reach and communicate a decision.

The consent discussion should be noted in the medical record along with the signed Patient Consent Form. Invasive research procedures can be performed only when informed consent has been given and the consent formed signed.  

Patient Consent form:

· A signed copy of the Patient Consent Form will be given to the patient or emailed via an NHS secure email address and password protected
· A signed original is to be kept by the research team at the Tissue Collection Centre
· A signed copy sent to the QUANTUM Biobank Administrator as soon as possible after patient recruitment emailed via an NHS secure email address and password protected.
· A signed copy to be inserted into the patient’s medical notes

[bookmark: _GoBack]Consent forms do NOT need to be anonymised but need to be labelled clearly with the patient’s UPI.  To ensure data security. Data with identifiable patient information may also be sent via encrypted email e.g. via nhs.net accounts.

Tissue Collection Centre staff should confirm ongoing consent with the patient verbally and verify that this consent remains valid for all follow-up samples and data collections.  
[bookmark: _Toc485654844][bookmark: _Toc485654915]
[bookmark: _Toc89441108]7.2 Consent to collect prospective sample collection from patients
Tissue, blood and urine samples may be collected once written informed consent has been given. In addition, fresh tissue samples which are surplus to requirement for clinical diagnostic purposes may only be collected from patients who have given consent.  Subsequent follow-up (serial) samples should also be collected if and when the patient undergoes sampling for reassessment of disease status.  Consent needs only to be reconfirmed verbally prior to re-sampling. 

[bookmark: _Toc485654845][bookmark: _Toc485654916][bookmark: _Toc89441109]7.3 Consent to collect retrospective samples
Some patients may only be referred to a specialist clinician e.g. a Urologist after a biopsy has been performed or some patients may have samples taken and stored as part of their routine clinical pathway before their entry to QUANTUM.  These patients may participate in QUANTUM and give consent for biopsy material to be accessed from diagnostic archive and biobanked retrospectively using the standard main consent form.
   
[bookmark: _Toc482213321][bookmark: _Toc485654846][bookmark: _Toc485654917][bookmark: _Toc89441110]7.4 Consent to give additional samples when samples are not being taken for clinical care
The Biobank is committed to obtaining additional research samples in the course of routine patient care where it is safe and appropriate to do so. This typically involves taking a small extra blood sample, urine, bone marrow, lymphoid or prostate tissue sample during routine treatment or follow up care on one or more occasions. 

[bookmark: _Toc482213322]However, there are occasions when a patient wishes to take part in the Biobank but is not having samples taken for medical tests. In particular, this may occur during a planned hospital visit for patient care but no follow-up / serial samples are being requested for clinical purposes. These patients may be asked to donate a blood or tissue sample on these occasions and specific consent for this will be sought.  As sampling is not being performed as part of routine care, patients will be counselled as to the specific risks involved having additional procedures.  We will not ask patients to provide additional samples if the risk of the procedure is greater than 1%.  Typically, risks of complications (e.g. bleeding) for blood sampling is <0.1%.  Where additional tissue is taken which is not part of the diagnostic pathway, there will be a small incremental increase in risk of infection which will vary depending on the type of sample/tissue.  Clinicians will discuss this with the patients at the time of consent.

[bookmark: _Toc485654847][bookmark: _Toc485654918][bookmark: _Toc89441111]7.5 Consent from patients to give blood samples for use in other modules
Each module may obtain research samples to use as suitable controls in experiments when needed. This typically involves taking an age-matched control 10ml blood sample from individuals who are undergoing investigation for urological malignancies but who return benign diagnoses, or from patients participating in other modules but who do not have the disease of interest in that particular module. 

This will be explained in the Patient Information Sheet. The appropriately trained and delegated personnel will confirm eligibility, encourage open discussion and answer any questions potential patients may have. 

Potential patients should be competent to give informed consent i.e. must be able to: 

1. Understand the nature and purpose of the proposed procedure. 
2. Understand and retain information relevant to the decision. 
3. Use and weigh the necessary information in a decision-making process; and
4. Reach and communicate a decision.

[bookmark: _Toc90016804][bookmark: _Toc330235700][bookmark: _Toc482213323][bookmark: _Toc485654848][bookmark: _Toc485654919]Samples may only be collected once written informed consent has been given. 

[bookmark: _Toc89441112]7.6 Refusal to participate in research
An important minority of patients are unwilling to participate in medical research and will refuse permission for the Biobank to access their existing samples or medical data. Staff making an initial approach or taking written informed consent must ensure that the outcome of the informed consent discussion is clearly documented in the medical record. The Tissue Collection Centre will need to have measures in place to ensure the patient is not approached again in error.  

[bookmark: _Toc90016805][bookmark: _Toc330235701][bookmark: _Toc482213324][bookmark: _Toc485654849][bookmark: _Toc485654920][bookmark: _Toc89441113] 7.7 Confirming continuing consent 
Patients who consent to participate in QUANTUM agree to donate serial samples on request. Written informed consent is not required on each occasion. However, staff must understand that providing information and confirming consent requires on-going dialogue. They will ask patients or the consenting parent to confirm (verbally and/ or tacitly as appropriate) continuing consent to donate samples before any extra invasive sampling (e.g. blood, biopsy is performed. Serial samples will only be taken for research if the patient or parent/ confirms continuing consent. 

[bookmark: _Toc89441114]7.8 Remote consent 

[bookmark: _Hlk85201552]It may be necessary to carry out consent procedures remotely, via the phone or video call on a University of Oxford-approved system, to minimise the risk of cross-contamination between possible participants and staff. The latest COVID-19 updates and information for patients coming into hospital can be found here https://www.ouh.nhs.uk/covid-19/.  Remote consent will affect how the conversation takes place and how the consent is recorded. Whenever a consent taker is going to speak to a possible participant or an existing participant, it is critical that they first establish exactly who it is they are speaking to, their eligibility, encourage open discussion and answer any questions patients may have.

Patient eligibility will be confirmed prior to the call. Patient identity will be confirmed using a script/ conversation starter. Details of the script are in Informed Consent Standard Operating Procedure.

In some cases, the local clinical staff will conduct their clinical appointments with patients via the phone. In these cases the patient will already be identified (for the purpose of their clinical discussion) before asking them to participate in QUANTUM, therefore repeating a script, in such circumstances, will not be necessary.

[bookmark: _Hlk43282635]If the patient is happy to talk through the information sheet and consent form immediately on the phone, the consent taker will go through all the details. Patients who need longer to decide may give the option of another call appointment with the consent taker.
[bookmark: _Hlk43282802] In order to minimise the risk of fomite transmission by avoiding the exchange pieces of paper with the participant or when the conversation has to be held over the phone, the consent taker should complete the form on behalf of the participant. The delegated consent taker reads out the statements one by one, and asks the participant if they agree. The delegated consent taker then:
· initials all relevant boxes on the consent form
· prints the name of the participant 
· includes their own details, dates and signs the form.

The consent discussion should be noted in the medical record along with the signed Patient Consent Form. Invasive research procedures can be performed only when informed consent has been given and the consent formed signed.  

[bookmark: _Hlk43283508]An electronic copy of the completed consent form, patient information sheet and invitation letter should be provided to the participant ideally by email via a NHS secure email address, or if they prefer, a copy can be posted via recorded delivery, if they confirm their full postal address and post code (record this on the consent form if a patient sticker is not available to the consent taker).

Patient Consent forms:
A copy of the signed Consent Form will be sent to the patient via an NHS secure email address and password protected
The signed Consent Form (original)is to be kept by the research team at the Tissue Collection Centre.
A signed copy will be sent to the QUANTUM Biobank Administrator as soon as possible after patient recruitment via secure NHS email and password protected.
A signed copy to be inserted into the patients’ medical notes.

Consent forms do NOT need to be anonymised but need to be labelled clearly with the patient’s UPI.  To ensure data security, documents with identifiable patient information will be sent by recorded post to the Biobank Administrator.  Post will be collected regularly at the Biobank.  Data with identifiable patient information may also be sent via encrypted email e.g. via nhs.net accounts.

Tissue Collection Centre staff should confirm ongoing consent with the patient verbally and verify that this consent remains valid for all follow-up samples and data collections.  

[bookmark: _Toc482213313][bookmark: _Toc485654839][bookmark: _Toc485654910][bookmark: _Toc89441115]7.9 Additional regulatory considerations
An opinion from an NHS REC will be obtained if there is a doubt as to the provenance of consent for existing samples or if asked to support sensitive research falling outside the scope of this protocol.

[bookmark: _Toc482213314][bookmark: _Toc485654840][bookmark: _Toc485654911][bookmark: _Toc89441116][bookmark: _Toc330235692]7.10 Existing Holdings to be incorporated into Biobank 
Historical tissue and associated medical data from the ProMPT Study (MREC/01/4/061) where consent is in place will be absorbed into the custodianship of QUANTUM (see section 6).

[bookmark: _Toc90016801][bookmark: _Toc330235697][bookmark: _Toc482213318][bookmark: _Toc485654841][bookmark: _Toc485654912][bookmark: _Toc89441117]7.11 Withdrawal of consent
If a patient wishes to withdraw consent from the Biobank, they can email the Surgical Research Team: srt@nds.ox.ac.uk, they will be sent a withdrawal form to complete and return. On receipt of this, we will remove and safely dispose of research samples and data. If consent is withdrawn after donation, it is possible some of the samples may already have been issued to researchers. In this case the Tissue Bank will request the immediate return of any unused tissue from researchers for disposal. If tissue samples have been used by researchers prior to withdrawal of consent no further action can be taken. The Biobank will follow current accepted good practice in meeting the wishes of patients regarding the use to which their samples and associated data are put as far as is possible. In general: 

· If consent is withdrawn after donation, any unused samples/ data will be removed from current holdings and destroyed. No further samples/ data will be collected. Data will not be removed from backup archives but will be beyond use.
· Disposal will be performed as per host institution policy and in keeping with HTA requirements, unless the patient or next of kin makes an explicit and reasonable alternate request. 
· .


Withdrawal requests will be acknowledged provided contact details are available. Details of all requests, including the samples concerned and the outcome of the request, will be recorded. 

[bookmark: _Toc482213319][bookmark: _Toc485654842][bookmark: _Toc485654913][bookmark: _Toc89441118]7.12 Tissue Collection Centres: Ethics and Trust Management Approval 
Patients will be recruited nationally from Tissue Collection Centres which are usually NHS Hospitals and Healthcare Institutions. Figures 2 and 3 summarise the processes that will be required at Tissue Collection Centres to ensure consent and anonymity of the patient is maintained. The Biobank will maintain a contact list of all Tissue Collection Centres and Principal Investigators who may take part in the collection of samples for the Biobank. A Tissue Collection Centre is defined as a participating NHS Trust. For communication purposes, the Biobank may need to identify a Principal Investigator within several departments within each Trust. Data and samples collected at these sites will be transferred under appropriate Research Services approved contract.

Notification of additions to the list of approved Tissue Collection Centres will be sent to the responsible REC as a non-substantial amendment and included in the annual report.

[bookmark: _Toc90016806][bookmark: _Toc330235702][bookmark: _Toc482213325][bookmark: _Toc485654850][bookmark: _Toc485654921][bookmark: _Toc89441119]7.13 Biobank staff: required training and experience
All those involved in the removal, storage and use of human tissue in any form should be aware of the statutory requirements for consent. The Chief Investigator, assisted by the Biobank Administrator are responsible for ensuring that staff is appropriately qualified by training and experience to perform their delegated duties. This must be done formally via standard operating procedures that will ensure the Biobank maintains delegation logs, training records and current CVs for designated key staff. In some instances, on arrangement, it will be possible to transfer these functions to Biobank personnel.

[bookmark: _Toc482213326][bookmark: _Toc485654851][bookmark: _Toc485654922][bookmark: _Toc89441120]7.14 Staff who obtain consent in the course of clinical care
The treating clinician or any member of the local research team to whom responsibility is formally delegated is responsible for seeking consent for donation of tissue and for the use of medical data during the course of gaining consent.

The Biobank requires participating Tissue Collection Centres to provide details of these workers, recorded in a delegation log. The Biobank has discretion to request CVs from responsible Principal Investigators as appropriate. The Biobank will assist Tissue Collection Centres to provide appropriate levels of support and staff training. 

Medical procedures should be performed by members of the Tissue Collection Centre’s clinical care team who are:

1. Adequately trained to perform the procedure.
2. Qualified to take informed consent for the procedure.

[bookmark: _Toc89441121]7.15 Documentation regarding data collection and sample information required for QUANTUM 
Once a patient has consented to take part in QUANTUM, the Tissue Collection Centre clinician will allocate the patient to one of the 4 non-legacy modules (Bladder, Kidney, Prostate, Penile/Testicular) depending on the suspected or known diagnosis of the patient.

Each patient will be allocated a link-anonymised identifier by the Tissue Collection Centres, using the unique patient identifier (a UPI, e.g. XX_XXX00000) and a log of patients with their UPI kept by the Tissue Collection Centres.  Patients entered into the 4 modules will be distinguishable by their UPI: 

Urothelial patients: B_XXX00000
Kidney patients: K_XXX00000
Prostate patients: P_XXX00000
Testicular & Penile patients: T_XXX00000
ProMPT Prostate Legacy: 000000

XXX is a three letter code for the Tissue Collection Centre followed by a 5-digit number, for ProMPT a 6-digit identifier was used where the first digit was the Tissue Collection Centre code, followed by 5 numbers.

In addition to documentation related to patients providing informed consent, QUANTUM also requires that Registration Source and Annual Follow-up Source documents are completed.  This will contain demographic and clinical information which will be entered by Tissue Collection Centre research staff into the QUANTUM Clinical Database. As clinical laboratory results become available (e.g. tissue biopsy report etc.), these need to be recorded in the relevant module-specific  Tissue Biopsy Source documents.   Data will also need to be transferred to the QUANTUM Clinical Database as it would provide important information regarding the diagnosis of the patient.  Access to the QUANTUM Clinical Database is password protected and specific Tissue Collection Centre research staff may apply for access to samples (see section 11 and QUANTUM Biobank Application Form for Access to Samples). Additional data documents with relevant clinical information pertaining to a patient or sample can be forwarded to the Biobank Administrator on request.  These should be labelled clearly with a QUANTUM UPI instead of any personally identifying information.

A Sample Information Sheet which must be labelled clearly with the QUANTUM unique patient identifier (UPI, e.g. XX_XXX00000) and not include personally identifying data should be filled in and sent with all samples to the Oxford Biobanking Laboratory.  

Similarly, samples from patients with a potential urological disorder (who are donating tissue and blood, should be accompanied by a completed, pseudonymised UPI-labelled Sample Information Sheet. No un-anonymised documents/ samples should be sent to the Oxford Biobanking Laboratory.
  

[bookmark: _Toc206385594][bookmark: _Toc485654853][bookmark: _Toc485654924][bookmark: _Toc90016813][bookmark: _Toc330235708][bookmark: _Toc482213330][bookmark: _Toc26939973][bookmark: _Toc199833866][bookmark: _Toc55979904][bookmark: _Toc66957309][bookmark: _Toc68595378][bookmark: _Toc69182313]Figure 3. Documentation required for QUANTUM Consent documents:
Patient consented for QUANTUM
Patient allocated to modules: Urothelial/Kidney/Prostate/Testicular & Penile
Patient allocated a UPI
All Modules

· Relevant Sample Information sheet (pseudonymised, UPI)
· Complete and send it with the sample to NDS Biorepository
· A copy of the Sample Information Sheet should be retained at the site and data entered onto the online QUANTUM database.
Sample related documents:
Source documents:
All Modules

· Registration Source Document
· Annual Follow-up Source Document
· Blood count results

Keep at NHS site

Enter information onto the online QUANTUM Database



A copy of the consent should be:
· Given to the patient
· Filed in the notes 
· Filed in Tissue Collection Centre research team records (original)
· Forwarded to the central Biobank administrator.
Additional data documents:
e.g. cytogenetics, flow, gene panel or pathology reports (identifiers redacted; UPI added)

Forward to the central Biobank Administrator when requested.



































[bookmark: _Toc89441122]7.16 Module-specific sample types

 Prostate

· Tissue, urine & blood

Once the standard-of-care assessment has been performed by the local site pathologist, either the whole remaining block, or a sample of the tissue (which would normally be formalin-fixed, paraffin-embedded) can be taken. It is NOT mandatory to leave any residual sample as long as the pathologist gives permission for the remainder of the sample to be used for this protocol. Alternatively, fresh material can be taken for freezing either as a sub-part of the diagnostic specimen (e.g. axial discs of radical prostatectomy), or as additional biopsies specifically for research. 	

[bookmark: _Toc485654854][bookmark: _Toc485654925][bookmark: _Toc89441123]7.17 Short and long-term storage of collected samples
Collected tissue and blood will be transported at ambient temperature and processed according to tissue banking protocol in the Biobanking laboratory.  Processed fresh samples will be stored in HTA compliant freezers at -800C or in liquid nitrogen (for long term storage).   QUANTUM Sample collection boxes will be sent to Tissue collection centres on request by emailing Biobank staff on quantum@nds.ox.ac.uk .  

8. [bookmark: _Toc485654855][bookmark: _Toc485654926][bookmark: _Toc89441124]SAFE HANDLING OF HUMAN BIOLOGICAL SAMPLES
QUANTUM Biobank Management will ensure the Biobank operates in compliance with the applicable host institutional (hospital and university laboratory) health and safety policies and standard precautions for dealing with potential biological hazards in compliance with applicable legislation. A risk assessment is required when planning the handling (collection, processing, transport, storage and disposal) of the different types of human samples to be managed by the bank. This will identify any specific hazards and ensure that suitable local precautions and control measures are taken as necessary to achieve the appropriate level of containment. The Biobanks may collect Class 1 (normally non-hazardous), Class 2 (limited hazard) and Class 3 (high hazard) samples. Class 3 samples will be handled as per the NDS Biorepository SOPs. 
 

The Biobank will dispose of human tissue when necessary in accordance with the University of Oxford corporate policy on waste disposal and in keeping with the requirements of the Human Tissue Act (see also the section 7.9, Withdrawal of Consent). The Chief Investigator will authorise scheduled disposal. Losses due to spillage/ breakage must be logged and accounted. In all cases, the reason for disposal and method used will be documented.

9. [bookmark: _Toc485654856][bookmark: _Toc485654927][bookmark: _Toc89441125]SECURITY AND CONFIDENTIALITY
The Biobank takes strong measures to ensure security, confidentiality and data protection of the collection. The aim is to ensure that researchers do not have access to personal patient identifiers through the provision of tissue and related data. The Biobank retains links (via the UPI) in order to identify consenting patients. This is necessary for several reasons: 
1. To obtain baseline data.
2. To follow the patient during their clinical care.
3. To request repeat samples (as appropriate).
4. To gain access to Medical records to obtain follow up clinical data e.g. clinical outcome, responses to treatment, disease free survival and overall survival.
5. To flag patients for long-term survival data (if necessary).
6. To provide feedback via the responsible clinician where appropriate.
7. To withdraw the patient from the collection if requested.

Patients taking part in QUANTUM should be identified using the UPI in all correspondence.  There may be exceptional circumstances (e.g. clinical need) where documents with personal patient identifiers may have to be sent by Tissue Collection Centres to QUANTUM.  In these cases, these should be sent via recorded post or encrypted email servers such as nhs.net accounts.

The biobank will comply with UK General Data Protection Regulation (UK GDPR) and Data Protection Act 2018, which require data to be pseudonymised as soon as it is practical to do so. The processing of the personal data of participants will be minimised by making use of a unique participant study number only on all study documents and any electronic database(s), (With the exception of the CRF where patient initials may be added)

All documents will be stored securely and only accessible by study staff and authorised personal. The study staff will safeguard the privacy and participants’ personal data.

[bookmark: _Toc90016815][bookmark: _Toc330235710][bookmark: _Toc482213333][bookmark: _Toc485654858][bookmark: _Toc485654929][bookmark: _Toc89441126]9.1 Anonymisation and recording of samples received by the Biobanking laboratory
Incoming tissue samples will be link-anonymised at the point of tissue sampling by staff employed by the host Tissue Collection Centre (or who hold a suitable Honorary Contract).  Samples and accompanying documents (e.g. Sample Information Sheet,) should have personal identifiers removed and be clearly labelled with the UPI. The Biobank may accept samples and documents which have not been depersonalised. These samples and documents will be anonymised on receipt and the QUANTUM Biobanking administrator informed.  The administrator will inform the originating Tissue Collection Centre to make them aware of breach of protocol and confidentiality so that corrective action can be taken.  This must be reported without delay to the data protection officer of the originating institution as well as to data.breach@admin.ox.ac.uk

[bookmark: _Toc90016816][bookmark: _Toc330235712][bookmark: _Toc482213335][bookmark: _Toc485654859][bookmark: _Toc485654930]Documents with personal identifiers and copy consent forms linked to the acquisition code will not normally be held by the Biobanking laboratory.  Prior to sample release, Biobanking laboratory staff will check that samples do not carry personal identifiers.

9.2 [bookmark: _Toc89441127]Links to personal identifiers
[bookmark: _Toc90016817][bookmark: _Toc330235713][bookmark: _Toc482213336][bookmark: _Toc485654860][bookmark: _Toc485654931]The code breaks needed to reliably link the patient identifiers to their sample(s) and related medical record will be held separately by the participating Tissue Collection Centres and centrally by the Biobank Administrator. Information is stored securely at all times (see 9.6) and access is restricted to authorised staff. 

9.3 [bookmark: _Toc89441128]Responsibilities of clinical researchers
It will often be the case that members of the clinical team are also responsible for holding the samples, data collection and performing research assays using the samples. This is legal and ethically acceptable providing precautions are taken to ensure that individual patients are not identified during the research. This may be achieved by:

1. Removing any personal identifiers before using the samples for research.
2. Ensuring information held with the samples to link them to the relevant clinical or patient records does not contain information that identifies the patient.
3. Having links to clinical data held by an appropriate third party.

9.4 [bookmark: _Toc90016818][bookmark: _Toc330235714][bookmark: _Toc482213337][bookmark: _Toc485654861][bookmark: _Toc485654932][bookmark: _Toc89441129]Physical security of samples 
Samples stored in the Biobank are held in licensed locations within the establishment (John Radcliffe and Churchill Hospitals). The facilities and premises are designed to maintain quality and security. 

9.5 [bookmark: _Toc90016819][bookmark: _Toc330235715][bookmark: _Toc482213338][bookmark: _Toc485654862][bookmark: _Toc485654933][bookmark: _Toc89441130]Physical security of computers and data
Computers used to hold Biobank data are located in locked rooms with restricted access. The computers and databases are password controlled. They are secured against the risk of malicious hacking or virus. Data sheets are kept in a locked office (not the computers), computers and the encrypted USB data storage device are password protected and either locked to the table or kept in a secure location.

The Biobank uses a database to manage receipt and storage of samples. Sample distribution or destruction logs are kept which detail when a sample is logged out, name of researcher and project reference number. Supported projects will be linked back to the applicable NHS REC and/ or QUANTUM Governance Committee approvals. 

9.6 [bookmark: _Toc90016820][bookmark: _Toc330235716][bookmark: _Toc482213339][bookmark: _Toc485654863][bookmark: _Toc485654934][bookmark: _Toc89441131]Data security during transfer
Medical information is potentially sensitive. Confidentiality of personal data is most at risk during transfer. Staff responsible for data transfer will observe the “Guidance on the implementation of encryption within NHS organisations” and University of Oxford Information Security Guidelines.

10. [bookmark: _Ref87341600][bookmark: _Toc90016821][bookmark: _Toc330235717][bookmark: _Toc482213340][bookmark: _Toc485654864][bookmark: _Toc485654935][bookmark: _Toc89441132]DATA COLLECTION AT REGISTRATION AND ANNUAL FOLLOW-UP
[bookmark: _Toc90016822][bookmark: _Toc330235718][bookmark: _Toc482213341]Patient data will be collected via the clinical teams or by authorised Biobank staff, and entered onto the QUANTUM clinical database, as necessary, to determine disease outcome related to research findings.   Demographic and medical data of value to the research programme will be obtained from the medical record created as part of routine care and data collection forms provided by the Biobank (relevant Registration and Follow-up Source forms).   Tissue Collection Centre staff participating in each module will provide information requested in the Follow-up Source form every 12 months after initial registration.  This information will enable the Biobank to review the diagnostic and disease status of the patient.  

Additional data from other sources, for example clinical laboratory reports, may be sent on request.  These reports should have personally identifying information redacted,should be labelled with the QUANTUM UPI, and send directly to the QUANTUM Biobank Administrator by recorded post or by using an encrypted email server such as nhs.net accounts.

10.1 [bookmark: _Toc89441133][bookmark: _Toc485654865][bookmark: _Toc485654936]Transfer of patient data onto the QUANTUM Clinical Database
Data collected about patients in the Registration and Follow-up Source forms will be transferred onto the QUANTUM Clinical Database by Tissue Collection Centre research staff.  This database can be accessed online.  Tissue Collection Centre staff can apply for access by contacting the QUANTUM Biobank Administrator.  Staff must be on the site delegation log, countersigned by the site PI.  Copies of the delegation log and a current CV and GCP certificate need to be sent to the QUANTUM Biobank Administrator who will then provide staff member with a unique username and password.

10.2 [bookmark: _Toc89441134]Provision of anonymised patient data to researchers
[bookmark: _Toc90016825]Data collected may be provided to researchers with the samples.  It will be anonymised so that no information that would identify the patient will be released to a researcher. QUANTUM staff will ensure that any information sent to researchers is anonymised.  


11. [bookmark: _Toc330235721][bookmark: _Toc482213344][bookmark: _Toc485654867][bookmark: _Toc485654938][bookmark: _Toc89441135]ACCESS POLICY
QUANTUM Biobank supports studies undertaken by researchers in the University of Oxford and Oxford University Hospitals NHS Foundation Trust, as well as other academic and commercial healthcare institutions across the UK and internationally with QUANTUM Tissue Access Committee approval.  For requests from Commercial bodies, we would give preference to projects which are carried out in collaboration with an Academic centre. Anyone wishing to access samples from the Biobank should in the first instance approach:

· the QUANTUM Biobank CI or 
· the Module Lead Clinician; or
· the Biobank Administrator.

An Application for Access to Samples form can then be completed and sent to the Biobank Administrator. 

A summary of the process is shown in Figure 4 below.



Figure 4.  Process of obtaining access to QUANTUM Biobank samples.

[image: ]

QUANTUM Biobank will process applications for access according to written procedures. All applications to use samples must be documented, including those instances where permission to use the samples has not been granted.  Review of applications is made by the QUANTUM Governance Committee which will meet four times per annum (every 3 months).  Applications must be received 10 working days prior to a Meeting in order to be considered for that meeting.  Late applications will be deferred to the following meeting.  Meeting dates will be advertised on-line on the Nuffield Department of Surgical Sciences website or can be obtained by contacting the Biobank Administrator.  Applicants will be informed of the outcome of the Review within 10 working days of the Committee meeting.

Applicants may only be granted access to samples if:
· The proposed research is covered by the scope of the patient consent covering the uses of the biological samples.
· The requested samples are available. 
· The research is sufficiently funded and resourced. 
· The use of samples is appropriate and statistically justified.
· The researcher’s organisation(s) will agree to a Material Transfer Agreement with QUANTUM Biobank that governs the transfer and use of biological samples supplied.

Other considerations may include:
· Whether the research project funded by peer-reviewed funding sources.
· Whether the specific project deemed to be of high priority in situations where there is competition for access to limited tissue resources.
· If the research is of a particularly sensitive nature, whether the use of patient samples is appropriate and justified.
· Whether the research will render the samples depleted.
· Whether the project truly collaborative with respect to assignment of intellectual property and publication rights favouring the Biobank (particularly for commercial or industry access requests).
· For commercial/ industry-sponsored projects: whether are these in collaboration with an academic centre or research group?
· For non-peer-reviewed proposals, the QUANTUM Governance Committee will assess the quality of the proposal based on scientific merit (including appropriate statistical calculations) and the public benefit of the research.  The Governance Committee may co-opt external experts to review such proposals if it considers that Governance Committee members do not have the necessary expertise to do so.

The QUANTUM Governance Committee reserves the right to request applicants to provide evidence, in addition to information supplied in the application form, such as evidence of collaborations, specific ethical approval (if required), scientific peer review and funding.
 
Valid proposals will be submitted to the QUANTUM Governance Committee for review, prioritisation and approval.  The Committee may co-opt or seek external review as appropriate. Samples may only be released after approval is granted. 
[bookmark: _Toc90016826][bookmark: _Toc330235722][bookmark: _Toc482213345]
[bookmark: _Toc485654868][bookmark: _Toc485654939][bookmark: _Toc89441136]11.1 Specific NHS Research Ethics Committee approval of research projects 
The Biobank programme covers a wide area of research and most proposals will not require specific REC approval if their projects fall within the remit of QUANTUM’s REC approval. However, specific NHS REC approval may be required at the discretion of the Designated Individual and/or QUANTUM Governance Committee. In general, researchers must supply evidence of REC approval prior to sample release if it is not a component of the Biobank’s ethically approved research programmes. 

Applications from researchers within and outside the named Oxford establishments will be processed via the same mechanism.  In order to be considered for inclusion under QUANTUM Biobank’s generic ethical approval, the proposed research must be both collaborative (involve a researcher based within the institutions (including tissue collection centres) supporting QUANTUM Biobank) and be in keeping with these institutions’ own ethically approved research programmes. 

[bookmark: _Toc89441137]11.2  Collaboration policy
Anonymised samples and data may be shared with both Academic and Commercial partners in research projects which are subject to peer review and approval by the QUANTUM Governance Committee. 

[bookmark: _Toc90016828][bookmark: _Toc330235723][bookmark: _Toc482213346][bookmark: _Toc485654869][bookmark: _Toc485654940][bookmark: _Toc89441138]11.3  Conditions of sample and data release to researchers
Release of samples for use in research conducted within QUANTUM Biobank institutions will be subject to written agreement confirming (QUANTUM Sample Release and Transfer Letter) the following terms of approval:

· Samples are allocated to the named researcher/ group for use only in accordance with the approved research project. 
· Amendments to the applicant’s research project protocol (including but not limited to: change of responsible scientist; additional tests; transfer of samples outside the establishment) must be documented and approved in writing by the CI. If it is decided that the amendment represents a significant change to the terms of the QUANTUM Biobank Governance and Access Review and/ or NHS REC approval for the project, then a substantial amendment must be submitted and approved.
· Researchers will provide feedback and publication details to the Biobank.
· Researchers will hold the samples securely under appropriate conditions while in their custodianship and keep suitable confirmatory records.
· Researchers must notify QUANTUM Biobank when the project is complete and confirm sample status. Any surplus material will be disposed of on completion of the project or; samples must be returned to the Biobank to be destroyed, or samples must be returned to the Biobank for inclusion in holdings. Further work on any samples would be subject to the submission and approval of a new application. 
· Researchers utilising the Biobank do so on the understanding that they intend to publish the research findings in specialist peer reviewed scientific journals. Results may also be presented at scientific meetings and/or used for a thesis or other legitimate purpose.  For collaborative research, a designated Biobank Investigator should be co-author, involved in reviewing drafts of the manuscripts, abstracts, press releases and any other publications. Authors must acknowledge the support of the Biobank as appropriate and provide a copy of all publications to the Biobank.
	
[bookmark: _Toc90016827][bookmark: _Toc330235724][bookmark: _Toc482213347][bookmark: _Toc485654870][bookmark: _Toc485654941][bookmark: _Toc89441139][bookmark: _Toc419782575][bookmark: _Toc419783436][bookmark: _Toc419784284][bookmark: _Toc419793288][bookmark: _Toc472917782][bookmark: _Toc26523319][bookmark: _Toc26939996][bookmark: _Toc199833884][bookmark: _Toc90016829][bookmark: _Toc419782576][bookmark: _Toc419783437][bookmark: _Toc419784285][bookmark: _Toc419793289][bookmark: _Toc472917783][bookmark: _Toc504819793][bookmark: _Toc419782580][bookmark: _Toc419783441][bookmark: _Toc419784289][bookmark: _Toc419793293]11.4 Import or export of tissue or data
The Human Tissue Act makes provisions for the import and export of human tissue for research purposes.  In legal terms this includes the import of tissue from Scotland for storage for use in research in England, Wales or Northern Ireland; and the export to Scotland for research purposes of tissue from the living or the deceased in England, Wales or Northern Ireland. In practice, the requirements under Scottish Law are closely aligned.

The Biobank may potentially import or export tissue and data worldwide subject to conditions stated in Section 9 (Security and Confidentiality), Section 10 (Data Collection), Section 11 (Access Policy) and Section 13 (Administration and Licensing, Ethical conduct). No data that might identify the patient will be sent abroad and particular scrutiny will be given to the export of samples/ data outside the EEA.  Import and export will be performed to approved Standard Operating Procedures conforming to regulations in force in the UK and overseas at the time of transfer. In this case, the HTA Code E: Research contains guidance on the import and export of human bodies, body parts and tissue will be followed. The CI will seek expert advice on the legal and ethical implications as necessary.  

A material transfer agreement negotiated by a University of Oxford Research Services Contracts Specialist must be in place prior to the release of materials. 

12. [bookmark: _Toc89441140][bookmark: _Toc485654871][bookmark: _Toc485654942]VERIFICATION, FEEDBACK AND INCIDENTAL FINDINGS
QUANTUM will not routinely report research findings to sample donors.  However, there may be rare occasions where Biobank staff or Researchers detect unexpected abnormal findings which may have clinical significance to the patient and/ or their relatives from donated samples.  Such findings would be:

a. Specific to the patient and/ or their relatives
b. Potentially actionable clinically
c. Not expected in view of the donor/ patient’s known medical history and diagnosis.

These findings will be reported to the QUANTUM Biobank Administrator and the Governance Committee.  The patient will be asked on the consent form if he/ she wishes to be informed of this and be referred to their clinician for further investigation.  If the donor wishes to be informed, QUANTUM staff will contact the relevant Tissue Collection Centre Clinician for an appropriate clinical decision made with regard to 1) performing clinical and laboratory validation at a Clinical Pathology Accredited (CPA) facility, 2) communicating findings to the donor/ patient (See Figure 5 and QUANTUM Delegation Log).

Figure 5 
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13. [bookmark: _Toc89441141]QUANTUM ADMINISTRATION AND LICENSING

The QUANTUM Biobank operates under UK Human Tissue Authority Licence Number: 12217. QUANTUM Biobank has established a policy and administrative umbrella to assure compliance with current legislation and applicable guidance. The operational framework of Biobank protocols, SOPs and other controlled supporting documentation comes under the central oversight mechanisms directed by the Designated Individual. 

13.1 [bookmark: _Toc90016830][bookmark: _Toc330235726][bookmark: _Toc482213349][bookmark: _Toc485654872][bookmark: _Toc485654943][bookmark: _Toc89441142]Protocol amendments
Amendments are changes made to this protocol, information given in the application and supporting documents that have been approved by QUANTUM Biobank management and the responsible REC. A ‘substantial amendment’ is one that is likely to affect significantly the terms on which the approval is based. The following should always be notified as a substantial amendment:

1. Any significant change to the policy for use of the tissue in research, including changes to the types of research to be undertaken or supported by the Biobank. 
2. Any significant change to the types or volume of biological material to be collected and stored, or the circumstances of collection. 
3. Any significant changes to informed consent arrangements, including new/ modified information sheets and consent forms. 
4. Any significant change to the governance of the Biobank. 
 
The responsible REC should also be notified of any change in the contact details for the applicant or where the applicant hands over responsibility for liaison with the responsible REC to another individual. 

The Chief Investigator and QUANTUM Biobank management are responsible for ensuring that the patient information sheets and consent forms remain current and reflect Biobank activities accurately. They shall follow Health Research Authority guidelines to determine whether an amendment is substantial, and seek advice from the sponsor if necessary. All amendments will be submitted to the QUANTUM Biobank Designated Individual, University of Oxford’s Research Governance, Ethics & Assurance, and responsible REC for approval. Non-substantial amendments will be submitted to the same parties for information. 

13.2 [bookmark: _Toc90016831][bookmark: _Toc330235727][bookmark: _Toc482213350][bookmark: _Toc485654873][bookmark: _Toc485654944][bookmark: _Toc89441143]Governance Policy, Operating Procedures and Quality assurance (QA)
QUANTUM Biobank policies will ensure that the Biobank operates to the standards defined by the Human Tissue Authority and to current HTA and ethical best practice guidance. Our aim is to attain high standards for the protection of patient’s rights and to ensure that materials held in the Biobank are of high quality. In order to assure compliance, QUANTUM Biobank standard operating procedures will cover the following topics:

1. Patient recruitment and informed consent: process by which suitably trained staff will obtain informed consent that is enduring and broad. Mechanisms for confirming consent and linking the consent to sample use in ethically approved projects.
2. Sample and data collection: Processes for collecting samples, acquiring and updating clinical data and ensuring data security and patient confidentiality.
3. Sample processing: management of quality of the samples held by the bank.
4. Inventory: systems for inventory control (recording sample type, origin including project ID if specific), consent, custodian, receipt, storage location, dispatch, research use, destruction).  
5. Sample storage: systems for monitoring storage conditions, maintaining facilities and security.
6. Disposal: of human tissue according to University of Oxford and HTA requirements, and in keeping with patient and family wishes, where relevant. 
7. Retrieval, packaging and distribution: clear process for logging and undertaking the transfer of samples to researchers (internally or externally); packing, transportation and receipt arrangements (including a requirement for there to be a risk assessment of the transportation).
8. Reporting adverse events and impact assessment: clear process for events reporting and corrective and preventative actions. 
9. Biobank operation and administration: management systems including document control; record keeping; archiving; staff training, selection of collaborating sites; quality control and assurance including internal audit.

QUANTUM Biobank operations are subject to quality assurance and quality control/ monitoring to ensure that: 

· The rights and wellbeing of the Biobank participants are protected. 
· The conduct of the Biobank is in compliance with applicable legislation, the REC approved protocol, QUANTUM Biobank policies and internal standard operating procedures. 
· High quality samples are collected, stored and used for research.

Quality Assurance Audit may be provided by a number of oversight bodies representing the responsible host Institutions (i.e. QUANTUM Biobank, University of Oxford Research Governance, Ethics & Assurance, departments supplying or receiving material; others including funding bodies and research sponsors). The Human Tissue Authority will inspect the establishment periodically. 

The Biobank PIs, researchers and their host institution(s) will support QA. They will allow authorised representatives direct access to all relevant documents and allocate their time and the time of their staff to discuss findings and any relevant issues.

13.3 [bookmark: _Toc90016832][bookmark: _Toc330235728][bookmark: _Toc482213351][bookmark: _Toc485654874][bookmark: _Toc485654945][bookmark: _Toc89441144] Reporting protocol non-compliance including serious, serious near miss or breach of Biobank policy
Serious protocol non-compliance including serious near miss incidents must be reported to the Chief Investigator without delay. These individuals will ensure that the issue is investigated and appropriate actions taken. RGEA as well as the responsible REC will be notified as soon as possible of any serious breach of the REC approval conditions, any serious breach of security or confidentiality, or any other incident that could undermine public confidence in the legal and ethical governance of tissue. 

The Chief Investigator or delegated individual must report any events considered to be serious, related and unexpected to the QUANTUM Biobank Designated Individual, Sponsor and responsible REC within 15 days of discovery. Tissue Collection Centre investigators will also adhere to their local Trust policy with respect to incident reporting in research. 

13.4 [bookmark: _Toc90016834][bookmark: _Toc330235730][bookmark: _Toc482213353][bookmark: _Toc485654875][bookmark: _Toc485654946][bookmark: _Toc89441145][bookmark: _Toc504819797][bookmark: _Toc26523323][bookmark: _Toc26940000][bookmark: _Toc199833888]Custodianship, retention and destruction of samples
[bookmark: _Toc26523320][bookmark: _Toc26939997][bookmark: _Toc199833885][bookmark: _Toc58561557]The QUANTUM Biobank has custodianship of the samples and data held in the Biobank. Long term retention of samples will be under appropriate and secure storage conditions within the Oxford Biobank Laboratory licensed facilities.  

[bookmark: _Toc90016835][bookmark: _Toc330235731]The Chief Investigator, assisted by the Biobank Administrator, will submit an Annual Report detailing current sample acquisition and usage statistics, including active research projects. 

13.5 [bookmark: _Toc482213354][bookmark: _Toc485654876][bookmark: _Toc485654947][bookmark: _Toc89441146]Record retention
[bookmark: _Toc26523327][bookmark: _Toc26940004][bookmark: _Toc199833892][bookmark: _Toc419782578][bookmark: _Toc419783439][bookmark: _Toc419784287][bookmark: _Toc419793291][bookmark: _Toc472917785][bookmark: _Toc504819799]QUANTUM Biobank is a long-term research infrastructure. Records will be maintained throughout the Biobank’s lifetime as necessary to enable the conduct of the Biobank to be evaluated and its processes verified. Records must be stored in such a way that ensures that they are readily available upon request for the purpose of quality assurance, for the minimum period required by national legislation or for longer if needed.  

13.6 [bookmark: _Toc90016836][bookmark: _Toc330235732][bookmark: _Toc482213355][bookmark: _Toc485654877][bookmark: _Toc485654948][bookmark: _Toc89441147]Funding, infrastructure support and insurance 
The operating costs of the Biobank will be funded via a combination of grants, departmental funds and industry partnerships. The Biobank is not run for profit but may apply (or co-apply) for additional grant or commercial infrastructure and/or project funding. It may also seek to recover the actual operating costs of work required to acquire, process, store and supply samples and data. Financial dealings related to the supply of samples and/ or data to researchers/ organisations external to QUANTUM Biobank host institutions will be managed via the University of Oxford Medical Sciences Research Services Contracts office, via material transfer agreement. The University has a specialist insurance policy in place which would operate in the event of any participant suffering harm as a result of their involvement in the research (Newline Underwriting Management Ltd, at Lloyd’s of London).  NHS indemnity operates in respect of the clinical treatment that is provided.

13.7 [bookmark: _Toc482213356][bookmark: _Toc485654878][bookmark: _Toc485654949][bookmark: _Toc89441148][bookmark: _Toc13718961][bookmark: _Toc26523324][bookmark: _Toc26940001][bookmark: _Toc199833889]Financial implications for patients
Patients will not be paid for providing samples. They will be informed that their samples may be used in research to be performed by (or in collaboration with) commercial companies. They will not personally benefit financially should the research produce patentable and/ or commercially profitable results.

13.8 [bookmark: _Toc419782579][bookmark: _Toc419783440][bookmark: _Toc419784288][bookmark: _Toc419793292][bookmark: _Toc472917786][bookmark: _Toc504819800][bookmark: _Toc26523329][bookmark: _Toc26940006][bookmark: _Toc199833894][bookmark: _Toc90016837][bookmark: _Toc330235733][bookmark: _Toc482213357][bookmark: _Toc485654879][bookmark: _Toc485654950][bookmark: _Toc89441149]Communication and publication policy
The existence of the Biobank will be communicated primarily via our existing national and international professional research networks, which embrace both academic and industry partnerships such as NCRI Prostate group, NCRI Bladder & Renal Group, and the Thames Valley Cancer Network.  QUANTUM will be listed on the UKCRC (The UK Clinical Research Collaboration) Tissue Directory website.  

Researchers utilising the Biobank do so on the understanding that they intend to publish the research findings in specialist peer reviewed scientific journals. Results may also be presented at scientific meetings and/ or used for a thesis or other legitimate purpose.  For collaborative research, a designated Biobank Investigator should be co-author, involved in reviewing drafts of the manuscripts, abstracts, press releases and any other publications. Authors must acknowledge the support of the Biobank as appropriate and provide a copy of all publications. 

QUANTUM Biobank will maintain an annually updated publication list.

13.9 [bookmark: _Toc90016838][bookmark: _Toc330235734][bookmark: _Toc482213358][bookmark: _Toc485654880][bookmark: _Toc485654951][bookmark: _Toc89441150][bookmark: _Toc7761244]Research governance
Investigators and researchers are responsible for ensuring that research involving samples obtained from human patients will be conducted according to this Protocol and related written instructions, host institution policies and current applicable legislation. 

Where investigators have had their request for samples reviewed by the QUANTUM Governance Committee, this internal panel will notify the QUANTUM Biobank management by annual report, as per established agreement. 
[bookmark: _Toc90016839][bookmark: _Toc330235735][bookmark: _Toc482213359][bookmark: _Toc485654881][bookmark: _Toc485654952]




13.10 [bookmark: _Toc89441151]Ethical conduct of the Biobank

The Biobank will abide by:
· [bookmark: _Toc494366456]The Declaration of Helsinki
[bookmark: _Toc494366457]The Investigator will ensure that this Biobank is conducted in accordance with the principles of the Declaration of Helsinki. 
· [bookmark: _Toc494366458]Good Clinical Practice
The Investigator will ensure that this Biobank is conducted in accordance with relevant regulations and with Good Clinical Practice.

QUANTUM Biobank will apply for NHS Research Ethics approval for their operation to support a planned programme of beneficial research. Doing so confers ethical approval for projects receiving samples from the Biobank and removes the need to apply for separate ethical approval for their use in research. It also offers additional assurance to patients and user researchers that the Biobank is operating to high ethical standards.

The Biobank protocol, patient information sheets, consent forms and any other information that will be presented to potential patients (e.g. advertisements or information that supports or supplements the informed consent) will be reviewed and approved by an appropriately constituted, independent NHS Research Ethics Committee. To ensure good practice and on-going governance, consent for further research is explicitly ‘subject to ethics review’ as detailed below.

QUANTUM Biobank policy is to release samples for use in medical research only after ethical approval for that research has been demonstrated. For research that falls within the REC ‘generic’ approval of the research tissue bank (QUANTUM Biobank), review will be undertaken internally by the QUANTUM Governance Committee.  This panel will report annually to the REC and RGEA.

13.11 [bookmark: _Toc90016840][bookmark: _Toc330235736][bookmark: _Toc482213360][bookmark: _Toc485654882][bookmark: _Toc485654953][bookmark: _Toc89441152]Progress reports and accountability
QUANTUM bank along with PI’s, local and collaborating researchers share responsibility for providing accurate annual progress reports as required by QUANTUM Biobank, the responsible REC, RGEA, and other authorised agencies (such as the HTA and funding bodies).

The CI must maintain a record of all research projects for which tissue has been released. The record should contain at least the full title of the project, a brief summary of its purpose, the name of the Lead researcher, the approving body (e.g. QUANTUM or REC), date of approval and the approval reference number together with details of the tissue released to the project. QUANTUM Biobank, the responsible REC and Host Trust(s) may request access to this record at any time. 
 
[bookmark: _Toc90016841]


14. [bookmark: _Toc89441153]REFERENCES
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15. [bookmark: _Toc485654883][bookmark: _Toc485654954][bookmark: _Toc89441154] LIST WITH BIOBANK DOCUMENTS
[bookmark: _Toc522189886][bookmark: _Toc526765094][bookmark: _Toc43104531][bookmark: _Toc89441155][bookmark: _Toc482213365][bookmark: _Toc485654884][bookmark: _Toc485654955]QUANTUM Protocol
[bookmark: _Toc522189887][bookmark: _Toc526765095][bookmark: _Toc43104532][bookmark: _Toc89441156]QUANTUM Biobank Governance Committee Terms of Reference
QUANTUM Biobank Application Form for Access to Samples
QUANTUM Sample Release and Transfer Letter
QUANTUM Sample Information Sheet 
QUANTUM Informing Tissue Collection Centre Clinician of Unexpected Significant Clinical Finding

QUANTUM Patient Invitation Letter
QUANTUM Patient Information Sheet
QUANTUM Patient Consent Form

Copy HTA License for University of Oxford (Churchill Hospital, John Radcliffe Hospital, Nuffield Orthopaedic Centre and Botnar, Old Road Campus, Pharmacology (Mansfield Road), Peter Medawar Building, new Biochemistry Building)
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