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I agree to ensure that the confidential information contained in this document will not be used for any other 

purpose other than the evaluation or conduct of the investigation without the prior written consent of the 

Sponsor. 

 

I also confirm that I will make the findings of the study publicly available through publication or other 

dissemination tools without any unnecessary delay and that an honest accurate and transparent account of 

the study will be given; and that any discrepancies from the study as planned in this protocol will be 
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Study Summary 

 

Brain tissue can be difficult for researchers to access; yet UK National Health Service (NHS) diagnostic 

neuropathology archives contain a wealth of tissue. BRAIN UK was set up to facilitate access to tissue 

already existing in order to reduce time and administrative burden to researchers.  This low cost solution has 

been especially successful for studies that require large numbers of rare cases; with some studies needing 

to utilize tissue collected over 30 year time spans. 

 

Study Title UK Brain Archive Information Network 

Internal ref. no. (or short title) BRAIN UK 

Study Design Virtual Research Tissue Bank 

Study Participants 

Participants with central nervous system (CNS) tissue stored in 

a UK Neuropathology Archive participating in the BRAIN UK 

study.  These archives typically extend back 30 years or more. 

Planned Size of Sample (if applicable) 

Currently 26(/27) NHS Neuropathology Centres take part in the 

BRAIN UK study.  There are currently around 500,000 

neuropathology specimens in these archives, with 

approximately 18,500 accrued per year. 

Planned Study Period Ongoing 

Research Question/Aim(s) 

 

To facilitate the provision of neuropathologically characterized, 

human, central nervous system tissue from neuropathology 

archives for high quality research projects in the UK and 

internationally.   

 

 

 

Funding And Support In Kind 

 

Funders  Financial And Non-Financial Support Given 

Brain Tumour Research 

Contact details as per the Key Study Contacts 

Financial Support 

British Neuropathological Society 

Contact details as per the Key Study Contacts 

Financial Support 

Medical Research Council 

Contact details as per the Key Study Contacts 

Non-Financial Support 
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Role of Study Sponsor and Funder 
 

Study Sponsor 
 

As an employer of researchers and educational institution for student research, the University can act as 

Sponsor for staff and student research subject to a successful application through the Research Governance 

Office. When agreeing to act as Sponsor the University takes ultimate responsibility for the research, but this 

is conditional on the researchers fulfilling their obligations. All researchers are expected to adhere to 

University Ethics Policy1.   

 

By acting as a sponsor, the University of Southampton has agreed to take ultimate responsibility for this 

project but does not control any of the following: study design, conduct, data analysis and interpretation, 

manuscript writing, or dissemination of results.  

 

 

Study Funders 
 

Brain Tumour Research 

Brain Tumour Research has not provided any terms and conditions that have control of any of the following: 

study design, conduct, data analysis and interpretation, manuscript writing, and dissemination of results.   

It does support and fund a network of Centres of Excellence, an initiative to establish a collaboration with 

each of the centres, and other institutes both within the UK and internationally, in order to accelerate 

progress in brain tumour research.  BRAIN UK is a member of this network.  The network does not have 

control of any of the following: conduct, data analysis and interpretation, manuscript writing, or dissemination 

of results.  It may influence the study design due to intelligence sharing and anticipation of future direction 

and needs of research. 

 

British Neuropathological Society 

BNS provided financial support during 2021.  

The British Neuropathological Society (BNS) is frequently described in BRAIN UK communications as having 

provided ‘support’ to BRAIN UK.  This support included financial assistance in 2021 but typically, BNS 

involvement with BRAIN UK is that the main contact in the majority of the neuroscience centres participating 

with BRAIN UK are members of the BNS, due to their role as Neuropathologists, supporting the access to 

well characterized, high quality post-diagnosis tissue.  BRAIN UK has the Chair of the BNS Academic 

Committee as a member of the BRAIN UK Committee.  BRAIN UK provides an annual report to the society 

at its annual meeting, as a result, the society may influence the study design due to intelligence sharing and 

anticipation of future direction and needs of research.  The BNS has not provided any terms and conditions 

that have control of any of the following: study design, conduct, data analysis and interpretation, manuscript 

writing, and dissemination of results.   

 

Medical Research Council (MRC) 

The MRC funded BRAIN UK from 2010 – 2021.  

MRC supported scientists must adhere to various terms and conditions of funding including the conduct and 

reporting of research2.  The core terms and conditions3 are those that Research Councils have agreed for all 

grants funded by UK research councils, including the MRC. The MRC has some additional supplementary 

terms and conditions4. These terms and conditions set out detailed operational, legislative and ethical 

requirements relating to medical research and are considered to be normal practice for human tissue 

research. 

 

 
1 University of Southampton Ethics Policy https://www.southampton.ac.uk/about/governance/policies/ethics.page 
2 Information for award holders.  Terms and Conditions.  http://www.mrc.ac.uk/funding/guidance-for-mrc-award-

holders/information-for-award-holders/ 
3 Terms And Conditions Of Research Council fEC Grants, April 2018.  https://www.ukri.org/funding/information-for-

award-holders/grant-terms-and-conditions/ 
4 MRC Additional Terms and Conditions, June 2018. https://mrc.ukri.org/documents/pdf/mrc-additional-terms-and-

conditions/ 

https://www.southampton.ac.uk/about/governance/policies/ethics.page
http://www.mrc.ac.uk/funding/guidance-for-mrc-award-holders/information-for-award-holders/
http://www.mrc.ac.uk/funding/guidance-for-mrc-award-holders/information-for-award-holders/
https://www.ukri.org/funding/information-for-award-holders/grant-terms-and-conditions/
https://www.ukri.org/funding/information-for-award-holders/grant-terms-and-conditions/
https://mrc.ukri.org/documents/pdf/mrc-additional-terms-and-conditions/
https://mrc.ukri.org/documents/pdf/mrc-additional-terms-and-conditions/
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The MRC does not have control of any of the following: study design, conduct, data analysis and 

interpretation, manuscript writing, and dissemination of results.   

It does support the UK Brain Banks Network, an initiative to establish a coordinated national network of UK 

brain tissue resources (banks) for researchers to use.  BRAIN UK is a member of this network, along with 

other brain banks.  The main aim is for banks to work together to agree common standards of operation and 

to harmonise protocols for consent, tissue handling and storage, quality indicators and the application 

process for access to tissue samples.  The UK Brain Banks Network does not have control of any of the 

following: conduct, data analysis and interpretation, manuscript writing, or dissemination of results.  It may 

influence the study design due to intelligence sharing and anticipation of future direction and needs of 

research. 

 

Roles and Responsibilities of Study Management Committee 
 

The BRAIN UK Committee performs two main functions, one is to review applications from researchers and 

the other is to take an overview of BRAIN UK.  The BRAIN UK Committee reviews applications in order to 

provide different viewpoints on the acceptability and scientific credibility of a study.  The committee is also 

invited to attend the annual committee meeting, which usually takes place via teleconference, to review and 

discuss the operation and progress of BRAIN UK over the previous year which typically includes a review of 

the BRAIN UK metrics (such as number of applications and tissues released for study), grant applications 

and future plans.  They are independent of the Sponsors.   

 

The BRAIN UK Committee includes the following roles:  

BRAIN UK Director  

BRAIN UK Co-Directors 

BRAIN UK Co-ordinators 

Chair of the BNS Academic Committee (or their nominated representative) 

Participating Centre representation 

A clinician with expertise in neurological research 

A basic scientist with expertise in neurological research 

A lay individual 

 

For completeness, below is a list of the current BRAIN UK Committee.  The BRAIN UK website will provide 

updates or changes.  

Prof Delphine Boche (BRAIN UK Director) 

Dr David Hilton (BRAIN UK Co-Director) 

Prof James A R Nicoll (BRAIN UK Co-Director) 

Prof Kathreena Kurian (Brain Tumour Bank Network Lead) 

Prof Sebastian Brandner (Neuropathologist) 

Dr Zane Jaunmuktane (Neuropathologist) 

Prof Johannes Attems (Chair of the BNS Academic Committee) 

Mr Ryan Mathew (Clinician with expertise in neurological research) 

Prof Stephen Gentleman (Neuroscientist) 

Prof William Stewart (Participating Centre representative) 

Ms Kathi Fowkes (Participating Centre laboratory representative) 

Dr Helen Bulbeck (Lay member) 

Ms Dagmar Turner (Lay member) 

Mr Paul Saunders (Lay member) 

Mrs Tabitha Bloom (BRAIN UK Project Manager) 

Miss Amelia Clarke (BRAIN UK Data and Governance Officer) 
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STUDY PROTOCOL 
UK Brain Archive Information Network (BRAIN UK) 

 

1 Study Flow Charts 
 

The three main activities that BRAIN UK conducts are described here.  The first is the collection of data, from 

participating NHS Neuropathology Centres, to BRAIN UK to form the ‘BRAIN UK Database’.  The second 

describes the application lifecycle, from enquiry, the ethical review process, obtaining of the tissues to 

closure of the study.  The third is the maintenance of the studies approved by BRAIN UK. 

 

1.1 Collection of Data for the BRAIN UK Database 

 

BRAIN UK 
Database

Participating 
Centre A

Participating 
Centre B

Participating 
Centre C

Participating 
Centre D

A D
Data from Neuropathology 

Archives for Centre ...
CB

D1

 
 

Figure 1 Pseudonymised tissue data is supplied to BRAIN UK from Participating Centres which is collated 

on to a central database, D1.   
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1.2 Researcher Application Process 

 

 
 

Figure 2.  Cross-functional flow chart describing the steps, decisions and owners for the BRAIN UK 

application process to obtain cases (of tissue and/or data) and ethics.   
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1.3 Researcher Study Maintenance Process 

 

 
 

Figure 3.  Cross-functional flow chart describing the steps, decisions and owners for the BRAIN UK 

monitoring process of an approved study, once an annual report has been requested.   
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2 Glossary of Terms 
 

Biopsy: A biopsy is a medical test involving extraction of sample cells or tissues for examination to 

determine the presence, nature and/or extent of a disease. 

BRAIN UK 1: Encompasses tissues removed and archived by an NHS Neuropathology service prior to 1st 

September 2006 as part of a post mortem examination in the UK which are defined as part of an ‘Existing 

Holding’ under the Human Tissue Act.  

BRAIN UK 2: Encompasses tissues removed and archived by an NHS Neuropathology service on or after 

1st September 2006 as part of a post mortem examination in the UK and has informed consent for the 

retention and use of the tissue for research purposes. 

BRAIN UK 3: Encompasses tissues or other samples (e.g. cerebrospinal fluid) removed either during the 

course of surgery or a diagnostic procedure in the UK and whose samples have been archived by a 

Neuropathology service.  These tissues were removed from patients during life.  

BRAIN UK Database: Term used to describe the central research tissue bank database populated with data 

that has been derived from the medical records of the Deceased and Living.  This is the primary resource 

that BRAIN UK uses to support researchers.  The data was not primarily collected for the purpose of 

research and is considered to be sensitive by the GDPR5 

Case: Typically refers to both the tissue and associated data (including digital histology images) from an 

individual in a Neuropathology Archive. 

CNS or Central Nervous System:   All Participating Centres are NHS Neuropathology departments and 

consequently BRAIN UK includes all tissues/materials derived from diagnostic Neuropathology practice, 

which are loosely described as Central Nervous System tissue.  This is mainly from the following anatomical 

regions: brain, spinal cord, meninges, skull, spine, associated soft tissues, peripheral nerve and muscle. 

Less frequently sampled structures include the eye and related structures, skin and other organs/tissues in 

relation to neurological disease. 

Human Tissue Act: Refers to both the Human Tissue Act 20046, and the equivalent Human Tissue 

(Scotland) Act 20067. 

iSolutions: The name of the University of Southampton Information Technology Department. 

Living Patients: Patients who have had tissue samples taken during surgery (biopsy).  

Participating Centre: An NHS Neuropathology Centre participating in the BRAIN UK study. 

R&D: Research and Development typical term for a department provide research governance support. 

‘Section 251’: Section 251 of the National Health Service Act 20068 and its current regulations, the Health 

Service (Control of Patient Information) Regulations 20029 

  

 

 
5 General Data Protection Regulation (EU) 2016/679 https://eur-lex.europa.eu/legal-

content/EN/TXT/PDF/?uri=CELEX:32016R0679&from=EN 
6 Human Tissue Act 2004 http://www.legislation.gov.uk/ukpga/2004/30/contents  
7 Human Tissue (Scotland) Act 2006 http://www.legislation.gov.uk/asp/2006/4/contents  
8 National Health Service Act 2006 https://www.legislation.gov.uk/ukpga/2006/41  
9 The Health Service (Control of Patient Information) Regulations 2002 

http://www.legislation.gov.uk/uksi/2002/1438/contents/made  

https://en.wikipedia.org/wiki/Medical_test
https://en.wikipedia.org/wiki/Sampling_(medicine)
https://en.wikipedia.org/wiki/Cell_(biology)
https://en.wikipedia.org/wiki/Biological_tissue
https://eur-lex.europa.eu/legal-content/EN/TXT/PDF/?uri=CELEX:32016R0679&from=EN
https://eur-lex.europa.eu/legal-content/EN/TXT/PDF/?uri=CELEX:32016R0679&from=EN
http://www.legislation.gov.uk/ukpga/2004/30/contents
http://www.legislation.gov.uk/asp/2006/4/contents
https://www.legislation.gov.uk/ukpga/2006/41
http://www.legislation.gov.uk/uksi/2002/1438/contents/made
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3 Background 

3.1 Rationale 

 

Impact of Disease 

 

Neurological and psychiatric diseases represent an increasing social and economic burden for developed 

nations such as the United Kingdom10. Estimates of the global burden of disease indicate that 

neuropsychiatric disease affects up to one billion people worldwide and causes 12% of deaths (6.8 

million/year in Europe alone) and 14% of years of healthy life lost as a result of disability and 1/3 of the 

burden of all diseases11.  Recent analysis estimated that 13% of global disease is due to disorders of the 

brain, surpassing both cardiovascular diseases and cancer12.  In Europe, disorders of the brain are the 

largest contributor to the morbidity burden13.  The economic cost is vast, estimated at 798 billion Euros each 

year in Europe alone, average cost per inhabitant 5,550 Euros11.  A WHO report14 describes disorders of the 

brain are expected to become an even more serious and unmanageable threat to public health unless acted 

upon immediately. 

 

Brain tumours represent a particular challenge.  Unlike the majority of cancers, survival for brain tumour 

patients has increased only slightly over time15. Five-year relative survival rates for brain tumours increased 

by around 8% in England and Wales from 1971-1975 to 2005-200916,17,18,19. Over the same time period, ten-

year relative survival rates have only increased by around 3%20,21,19.  Brain “cancer” is one of the most lethal 

human diseases.  Age-standardised relative survival rates for brain cancer in England during 2005-2009 

show that only 41.5% of patients are expected to survive their disease for at least one year18,21.  The five-

year relative survival rates for brain cancer are the fourth lowest of the 21 most common cancers in 

England20, with five-year rates falling to 14.5% for men and 16.1% for women.  Broadly similar rates have 

been reported for Wales and Northern Ireland22,23,24.  Brain cancer survival continues to fall beyond five years 

after diagnosis with ten-year survival rates falling to 9.3% for men and 9.6% for women18.   

 

 

 
10 Wittchen HU and Jacobi F (2005) Size and burden of mental disorders in Europe – a critical review and appraisal of 

27 studies. European Neuro-Psychopharmacology 15: 357 – 376 
11 J. Olesen, A. Gustavsson, M. Svensson, H.-U. Wittchen and B. Jonsson (2012) The economic cost of brain disorders 

in Europe.  European Journal of Neurology 19: 155–162 
12 P. Collins, V. Patel, S. Joestl, D. March, T. Insel, A. Daar et al (2011) Grand challenges in global mental health. Nature 

475(7354): 27–30 
13 Wittchen HU, Jacobi F, Rehm J, Gustavsson A, et al. (2011) The size and burden of mental disorders and other 

disorders of the brain in Europe 2010.  Eur Neuropsychopharmacol. 21(9):655-79 
14 World Health Organisation (2006) NEUROLOGICAL DISORDERS: public health challenges 
15 National Brain Tumour Registry.   Brain and CNS National Survival Trends.   Accessed May 2012. 
16 For data for 1971-1990: Coleman MP, Babb P, Damiecki P, et al.  Cancer Survival Trends in England and Wales, 

1971-1995: Deprivation and NHS Region.  Series SMPS No 61.  London: ONS; 1999. 
17 For data for 1991-1995: Office for National Statistics (ONS).  Cancer Survival: England and Wales, 1991-2001, twenty 

major cancers by age group.  

London: ONS; 2005. 
18 For data for 2005-2009: Office for National Statistics (ONS).  Cancer survival in England: Patients diagnosed 2005-

2009 and followed up to 2010 London: ONS; 2011. 
19 For data for 1996-2003: Rachet B, Maringe C, Nur U, et al.  Population-based cancer survival trends in England and 

Wales up to 2007.  Lancet Oncol.  2009;10:351-369.  Age-standardised figures were provided by the author on request 

by Cancer Research UK. 
20 Cancer Research UK  CancerStats report. Survival – England and Wales.  London: Cancer Research UK; 2004. 
21 For data for 2007: Coleman MP, et al.  Research commissioned by Cancer Research UK, London School of Hygiene 

and Tropical Medicine.  2010. 
22 Welsh Cancer Intelligence and Surveillance Unit (WCISU).  Cancer Survival Trends in Wales 1985-2004.  Cardiff: 

WCISU; 2010. 
23 Information Services Division Scotland (ISD Scotland). Cancer Statistics. Cancer of the Brain. Accessed September 

2011. 
24 Northern Ireland Cancer Registry (NICR).  Cancer Survival Online Statistics.  Brain.  Accessed September 2011. 

https://www.ons.gov.uk/peoplepopulationandcommunity/healthandsocialcare/conditionsanddiseases/datasets/cancersurvivalratescancersurvivalenglandandwalestwentymajorcancersbyagegroup
https://www.ons.gov.uk/peoplepopulationandcommunity/healthandsocialcare/conditionsanddiseases/datasets/cancersurvivalratescancersurvivalenglandandwalestwentymajorcancersbyagegroup
https://www.ons.gov.uk/peoplepopulationandcommunity/healthandsocialcare/conditionsanddiseases/bulletins/cancersurvivalinenglandadultsdiagnosed/2012-10-23
https://www.ons.gov.uk/peoplepopulationandcommunity/healthandsocialcare/conditionsanddiseases/bulletins/cancersurvivalinenglandadultsdiagnosed/2012-10-23
http://www.ncbi.nlm.nih.gov/pubmed/19303813
http://www.ncbi.nlm.nih.gov/pubmed/19303813
http://www.wales.nhs.uk/sites3/page.cfm?orgid=242&pid=48578
http://www.isdscotland.org/Health-Topics/Cancer/Cancer-Statistics/
http://www.qub.ac.uk/research-centres/nicr/CancerData/OnlineStatistics/
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Brain cancer is the most common cause of death in children and accounts for nearly a fifth of all deaths in 

boys and girls aged 1-14 (18% and 19%, respectively) (UK, 2009-2011)25,26,27.  Central nervous system 

(CNS) tumours form the second most common group of cancers in children, accounting for a more than a 

quarter (27%) of all childhood cancers overall28.  Between 1966 and 2005 there was an average increase in 

incidence of 1.3% per year29.  In 2007 Stiller30 described Brain, other CNS and intracranial tumours as 

ranking second in childhood cancer incidence, and were the most common cause of deaths from cancer in 

childhood, accounting for around a third of all cancer deaths in boys and girls (31% and 33%, respectively).  

A report by Murray, Mokdad, Naghavi et al31 published in 2018, reconfirmed this, however, highlighted the 

poor progress in improving outcomes in brain and nervous system cancer as compared to leukaemia. 

 

The Need to Study Human Brain Tissue 

 

Animal models of human neurological diseases have an important role to play, particularly in understanding 

specific dynamics of biological processes and cause-and-effect relationships but they have limitations.  

There are increasing concerns that some animal models may not fully reflect or replicate the human 

disease32,33,34, 35, and increasingly, their limitations are being recognised.  Animal models can only simulate 

certain aspects of a disease process, which have to be selected in advance by the researchers, and these 

may not be the most important aspects.  Animal models are particularly valuable for studying rare genetic 

variants of disease, or rare diseases caused by single gene mutations. Some of the problems may relate to 

the development of models based on rare genetically caused variants of diseases which are much more 

commonly sporadic (i.e. non-genetic) in nature.  However, most human neurological diseases are sporadic 

and have a multifactorial pathogenesis which is still poorly understood and cannot therefore be reflected in 

animal models. In particular, age-associated neurodegenerative diseases have a multifactorial pathogenesis 

and are associated with coexistence of multiple cerebral pathologies. Human brain tissue is therefore 

essential for investigation of the pathophysiology of these complex and poorly understood conditions. 

 

The progress towards effective therapy has been met with increasing frustration at the lack of translational 

success from animal and cell line models of neurological disease to the human disease itself36, highlighting a 

need to study human brain tissue, derived from biopsies or from post mortem examinations, affected by the 

relevant disease processes. A limited number of specific neurological disorders, particularly chronic 

disorders such as Alzheimer’s disease, Parkinson’s disease and Multiple Sclerosis are well-catered for by 

high quality prospective brain banking facilities. However, many common and increasingly medically and 

economically important disorders in terms of mortality and morbidity, such as stroke, tumour and most rare 

neurological disorders are not provided for in this way.  However, NHS Neuropathology archives contain a 

vast collection of tissue that is suitable in supporting research. 

 

 
25 Office for National Statistics.  Mortality Statistics: Deaths registered in England and Wales (Series DR). 
26 General Register Office for Scotland.  Vital Events Reference Tables. 
27 Northern Ireland Statistics and Research Agency.  Registrar General Annual Reports. 
28 2006-2007.  National Registry of Childhood Tumours/Childhood Cancer Research Group. 
29 All Childhood Cancer, Great Britain, 1966-2005.  Age-sex-standardized rates by 5-year period of diagnosis.  National 

Registry of Childhood Tumours/Childhood Cancer Research Group. 
30 Stiller C, ed.  Childhood Cancer in Britain: Incidence, survival, mortality.  Oxford: Oxford University Press; 2007. 
31 Murray CJL, Mokdad AH, Naghavi M et al. 2018 Causes of death among children aged 5–14 years in the WHO 

European Region: a systematic analysis for the Global Burden of Disease Study 2016. The Lancet Child & Adolescent 

Health: 2(5):321-337. https://doi.org/10.1016/S2352-4642(18)30095-6 
32 Dodart JC, Bales KR, Gannon KS, Greene SJ, DeMattos RB, Mathis C, DeLong CA, Wu S, Wu X, Holtzman DM, Paul 

SM. (2002) Immunization reverses memory deficits without reducing brain Abeta burden in Alzheimer's disease model. 

Nat Neurosci.;5(5):452-7 
33 Duyckaerts C1, Potier MC, Delatour B (2008) Alzheimer disease models and human neuropathology: similarities and 

differences. Acta Neuropathol. 115(1):5-38. 
34 Howlett DR1, Richardson JC. (2009) The pathology of APP transgenic mice: a model of Alzheimer's disease or simply 

overexpression of APP? Histol Histopathol. 24(1):83-100 
35 Swarup V1, Julien JP. (2011) ALS pathogenesis: recent insights from genetics and mouse models. Prog 

Neuropsychopharmacol Biol Psychiatry. 35(2):363-9 
36 Ludolph AC and Sperfeld A-D (2005) Preclinical trials – An update on translational research in ALS. 

Neurodegenerative Diseases 2: 215 – 219 

http://www.ons.gov.uk/ons/publications/all-releases.html?definition=tcm%3A77-27475
http://www.ccrg.ox.ac.uk/
http://www.ccrg.ox.ac.uk/
http://www.ccrg.ox.ac.uk/
https://doi.org/10.1016/S2352-4642(18)30095-6
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BRAIN UK Initiative 

 

There are currently 27 NHS Neuropathology services in the UK, each with a catchment population of approx. 

1 to 3 million people. After the analysis of human tissue derived from a post mortem examination or surgical 

biopsy has been completed it is archived according to guidelines published by the Royal College of 

Pathologists37. This archive of pathologically verified residual tissue represents a valuable resource for 

research purposes especially as it can be readily linked to relevant clinical data.  A review of NHS 

neuropathology post mortem archives revealed around 90,000 stored samples [Appendix B] and biopsy 

archives revealed around 400,000 stored samples, accruing a further 18,500 annually [Appendix C].  

 

Despite NHS neuropathology archives containing a wealth of brain tissue researchers find it difficult to 

access; and simply trying to identify suitable tissue to help shape a study can pose challenges. In addition, 

the legal and ethical considerations required for approval to use human tissue can be difficult to researchers 

and can prove time consuming.  [Appendix A]. 

 

BRAIN UK has addressed this research opportunity by benefitting from the extensive archival collections of 

human brain tissue held by NHS neuropathology services around the UK and employing such holdings for 

high quality research.  Since its inception it has sought to facilitate the provision of neuropathologically 

characterized, human, central nervous system tissue from neuropathology archives for high quality research 

projects in the UK and internationally.  In 2009, BRAIN UK began a systematic attempt to organise and 

utilise this national resource for research purposes.  It started by facilitating access to post mortem archives 

held prior to the enactment of the Human Tissue Act, defined as ‘Existing Holdings’.  BRAIN UK was 

extended in 2011 to include post mortem tissue removed on or after the enactment of the Human Tissue Act.  

BRAIN UK was further extended in 2014 to include residual diagnostic tissue from living patients.   

 

A large amount of archived tissue and/or data (including digital histology images) is now available to the 

research community and has supported 125 applications to date.  This has helped to further a better 

understanding of the aetiology and progression of a range of neurological diseases and disorders and could 

potentially allow therapeutic intervention strategies to be identified and developed.  This research could, in 

the future, conceivably increase an individual’s chances of survival, provide a better quality of care, 

contribute towards determining the evolving health needs of an ageing population and the improvement of 

public health in the UK and beyond through improved therapeutic and medical practice.   

 

A major benefit of these archival collections is that they comprehensively cover the spectrum of neurological 

disorders as they do not discriminate what they collect (unlike disease specific tissue banks) and reflect the 

disease burden on society.  They contain large numbers of common disorders, and provide useful numbers 

of rare disorders and non-diseased tissues suitable for control studies.  The continuing addition of new cases 

usefully supplement the archival collections maintaining numbers of rare conditions and allowing the 

correlation of pathology to be made with current investigations38,39 (e.g. anti-voltage gated potassium 

channel encephalitis, aquaporin-associated demyelination) and for the effects of current treatment modalities 

to be studied. The ongoing collection will also have the advantage of having been diagnosed using the latest 

classification and investigatory techniques40 (e.g. FUS and TDP-43 related diseases). 

 

The creation of a comprehensive national database of neuropathology tissue archives throughout the UK 

has the support of the British Neuropathological Society, the professional society of Neuropathologists who 

have responsibility for the diagnosis and custodianship of these tissues, the Medical Research Council and 

the brain cancer charity Brain Tumour Research. The importance of such an initiative has been reiterated by 

 

 
37 The Royal College of Pathologists/Institute of Biomedical Sciences (2005) The retention and storage of pathological 

records and archives (3rd Edition) 
38 Graus F, Saiz A, Lai M, Bruna J, López F, Sabater L, Blanco Y, Rey MJ, Ribalta T and Dalmau J (2008) Neuronal 

surface antigen antibodies in limbic encephalitis. Neurology 71(12): 930 – 936 
39 Jarius S, Paul F, Franciotta D, Waters P, Zipp F, Hohlfeld R, Vincent A and Wildemann B (2008) Mechanisms of 

Disease: aquaporin-4 antibodies in neuromyelitis optica. Nature Clinical Practice Neurology 4(4): 202 – 214 
40 Munoz DG, Neumann M, Kusaka H, Yokota O, Ishihara K, Terada S, Kuroda S and Mackenzie IR (2009) FUS 

pathology in basophilic body inclusion disease. Acta Neuropathologica 118: 617 – 627 
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bodies such as the Medical Research Council (through the creation of the UK Brain Banks Network of which 

BRAIN UK is a member41) and the UK Clinical Research Collaboration which have identified a continuing 

need for the study of human brain tissue to further understand the basis and progression of neurological 

disease42.  

 

Benefits of Research to Society 

 

Medical and biomedical research is of great importance to human health and society in general.  Through 

high quality research, factors influencing or causing human diseases or disorders can be identified which, 

ultimately, may lead to reliable and efficacious therapies being developed through the use of animal and in 

vivo models and refined through clinical trial protocols.  This will ultimately, through an altruistic 

interpretation, benefit both individuals and society at large by reducing the social and economic burden of 

morbidity and mortality by improving an individual’s health and quality of life.   

 

To date (26/02/2019) 116 research projects have been supported.  Of particular note, many of the studies 

performed have been on neurological conditions using tissue that is not available through other brain banks 

or are not in sufficient quantity to be able to perform the study.  31% of applicants report that the study would 

still have taken place without BRAIN UK, but it may have had a significant effect on time, costs or outputs; 

and they would have needed to redesign the study to proceed alone.  56% report that the study would not 

have taken place without BRAIN UK.  This is clearly a benefit, ultimately, to other patients who suffer from 

these conditions.  Looking specifically at BRAIN UK 3, having had five years of running, it is now possible to 

see how many of these 48 living patient studies would have been affected. Most (46/48) of the living patient 

studies have related to brain tumours and have involved: 

 

• Large numbers of uncommon tumours that needed to be sourced from multiple centres and dated 

back many years.  For example a study of chordoma involved the use of tissues from 17 centres and 

dated over 20 years; and a multicentre study of high risk paediatric brain tumour involved the use of 

tissues from 14 centres and dated over 30 years. 

• Complex case needs, for example, when looking for recurrent glioblastoma from the same patients, 

dating back over 10 years. 

• Extremely rare cases. 

• Several of the studies have involved glioblastomas, which although one of the most common primary 

brain tumours, many of the patients had died within a few months of diagnosis which would make 

ascertaining their consent to research impossible. 

 

Many of these 46 studies would not have taken place as they would have been unable to either identify or 

source the cases in sufficient quantities to produce a statistically meaningful study. 

 

Applicants are encouraged to disseminate the findings of their research to ensure that the research is of 

benefit to all.  This is achieved by requesting plans for publication of the work at application stage and at 

annual review requests are made for details of any published outputs.  On study closure, researchers are 

asked for a summary of the research performed, which is shared with the BRAIN UK Committee.  92 BRAIN 

UK studies have been surveyed with annual reports.  54 of these studies have generated 302 outputs: 46 

Publications; 34 Grant Applications (generating £2.7m); 36 Published Abstracts, 2 Unpublished Abstracts; 

124 Presentations; 59 Posters; and 1 Prize.  Over 73% of the published outputs are in journals with a 

Research Impact Factor (RIF) of over 5, with almost 37% being in a journal with a RIF of over 10, indicating 

a high quality of research. 

 

 

 

 
41 The UK Brain Banks Network: https://brainbanknetwork.ac.uk/ m 
42 UKCRC Brain Banking Strategy Advisory Committee (2008) Towards a national framework for brain banking in the 

UK: Report to UKCRC   

https://brainbanknetwork.ac.uk/
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3.2 Ethical and Legal Considerations 

 

Given high profile publicity relating to the removal and storage of organs and tissues from the deceased in 

particular it is imperative that BRAIN UK acts upon the ethical and legal outcomes of various public inquiries 

and reports to Parliament (in particular the Isaacs Report43, the Kennedy Report44, the Campbell Report45 

and the Redfern Report46). Subsequent reports from the Chief Medical Officer for England and the Retained 

Organs Commission laid the foundation for the enactment of the Human Tissue Act and the establishment of 

the Human Tissue Authority in England, Wales and Northern Ireland to oversee and regulate the use of 

human tissue for a variety of purposes of which research is one component.   

 

Additionally, the data of interest to the BRAIN UK study is derived from the medical records (primarily the 

computerised laboratory records, including digital histology images) of both living and deceased individuals. 

The health sector handles some of the most sensitive personal data, and patients have the right to expect 

that information will be looked after.  The Information Commissioner’s Office reports that 1214 Health sector 

data breaches reported to them in the last financial year (April 2017 – March 2018), with more than 35% due 

to use of paper records47.  Other causes such as data being: emailed to an incorrect recipient; left in 

insecure location; failure to redact data; lost or theft of unencrypted device; and high profile breaches are 

reported on.  Many of the BRAIN UK approaches aim to mitigate or eliminate the risks of these types of 

incidence occurring. 

 

The formal adoption of a legal framework has removed ambiguity and concerns occasioned by past events 

and now permits research using human tissue to be undertaken in an environment that balances the rights of 

donors and participants against the benefits of any research outcome. The following sections describe how 

the various legislation fits together with the BRAIN UK study. 

 

3.3 Use of Human Tissue for Research 

 

Consent forms the basis of any relationship between a participant and a researcher in medical and 

biomedical research.  However, BRAIN UK ‘virtual’ brain bank is not a traditional model for tissue banking.  

BRAIN UK itself does not collect or store tissue or samples. Instead, BRAIN UK catalogues and facilitates 

access for research, archival tissue and other biological samples, which are stored in Participating Centres 

NHS Neuropathology Archive. This archival tissue was originally obtained for diagnostic purposes and the 

residual material subsequently archived. Participating Centres maintain custodianship of the tissue samples. 

Consequently, BRAIN UK does not seek to obtain informed consent to use samples and data in research but 

does encourage its collection.   

Human Tissue Act and Consent 

 

The Human Tissue Act, enacted on the 1st September 2006, places the fundamental principle of ‘Informed 

Consent’ (‘Authorisation’ in Scotland) as a mandatory requirement for the removal, storage and use of 

human tissues from the deceased for a ‘Scheduled Purpose’ for which ‘research in connection with 

 

 
43 The Investigation of Events that followed the death of Cyril Mark Isaacs (The ‘Isaacs Report’): 

http://www.archive2.official-documents.co.uk/reps/isaacs00/isaacs02.htm 
44 Learning from Bristol: the Department of Health's response to the Report of the Public Inquiry into children's heart 

surgery at the Bristol Royal Infirmary 1984-1995 (The ‘Kennedy Report’). 

http://webarchive.nationalarchives.gov.uk/20130107105354/http://www.dh.gov.uk/en/Publicationsandstatistics/Publicatio

ns/PublicationsPolicyAndGuidance/DH_4002859 
45 Organ retention at Central Manchester and Manchester Children’s University Hospitals Trust: report of an independent 

investigation (The ‘Campbell Report’). 

http://webarchive.nationalarchives.gov.uk/20130107105354/http://www.dh.gov.uk/en/Publicationsandstatistics/Publicatio

ns/PublicationsPolicyAndGuidance/DH_077605 
46 The Royal Liverpool Children’s Enquiry: Summary and Recommendations (30 January 2001): http://www.official-

documents.gov.uk/document/hc0001/hc00/0012/0012_i.pdf 
47 ICO, What action we've taken in Q4, what you've reported to us and what you can do to stay secure. 

https://ico.org.uk/media/2014675/data-security-trends-pdf.pdf 

http://www.archive2.official-documents.co.uk/reps/isaacs00/isaacs02.htm
http://webarchive.nationalarchives.gov.uk/20130107105354/http:/www.dh.gov.uk/en/Publicationsandstatistics/Publications/PublicationsPolicyAndGuidance/DH_4002859
http://webarchive.nationalarchives.gov.uk/20130107105354/http:/www.dh.gov.uk/en/Publicationsandstatistics/Publications/PublicationsPolicyAndGuidance/DH_4002859
http://webarchive.nationalarchives.gov.uk/20130107105354/http:/www.dh.gov.uk/en/Publicationsandstatistics/Publications/PublicationsPolicyAndGuidance/DH_077605
http://webarchive.nationalarchives.gov.uk/20130107105354/http:/www.dh.gov.uk/en/Publicationsandstatistics/Publications/PublicationsPolicyAndGuidance/DH_077605
http://www.official-documents.gov.uk/document/hc0001/hc00/0012/0012_i.pdf
http://www.official-documents.gov.uk/document/hc0001/hc00/0012/0012_i.pdf
https://ico.org.uk/media/2014675/data-security-trends-pdf.pdf
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disorders, or the functioning, of the human body’ is one48. Therefore, in order for post mortem human tissues 

removed on or after 1st September 2006 to be utilised for research purposes evidence must be available that 

such ‘Informed Consent’ (or ‘Authorisation’) has been obtained and is valid. The legal position for consent to 

use in research differs for each of the three components of BRAIN UK and each is summarised below.  We 

have shared our operating model with the Head of Regulation at the Human Tissue Authority who is happy 

with our approach, and we provide the HTA with annual updates on our activity. 

 

3.3.1 Consent Status in BRAIN UK 

 

The status of consent to research within BRAIN UK is influenced by its three component parts and is 

described below.  However, in line with the spirit of the relevant legislation and guidance, if it is known, or 

becomes known that there is a request for tissue and/or data not to be used for research or that pre-existing 

consent is withdrawn then such wishes will be respectively adhered to, with such cases not being made 

available for research purposes.48 

 

BRAIN UK 1 (encompassing post mortem “existing holdings”) 

In some cases consent may have been given for use of samples/data in research, although this is not a 

requirement of the Human Tissue Act.   Consequently, in compliance with the Human Tissue Act, BRAIN UK 

1 samples are available for research provided suitable ethical approval is in place and anonymity is 

maintained, regardless of consent status.  BRAIN UK 1, by its nature of being “existing holdings”, is a historic 

archive, the most recent cases dating from 2006 and stretching back 40-50 years. Checking for consent 

would likely be difficult and it would be unlikely to meet current standards and expectations.  

 

BRAIN UK 2 (encompassing post mortem tissue removed on or after 1st September 2006) 

According to the Human Tissue Act, consent must have been received, specifically for research use, from 

the donor in life, or of their nominated individual, or an individual in a qualifying relationship after death to be 

able to such samples for research purposes.  Each Participating Centre has standard operating procedures 

in place to obtain informed consent as mandated by the Human Tissue Act and associated Human Tissue 

Authority Codes of Practice.  Participating Centres, as custodians of the archive, identify cases that have 

consent for research purposes and consequently can be utilised by BRAIN UK and its approved researchers.  

 

BRAIN UK 3 (encompassing tissue from the living) 

In some cases consent has been given for use of samples/data in research.  For BRAIN UK 3 consent is not 

required for anonymised tissue and/or data to be used in research where it has Research Ethics Committee 

approval.  From a study we performed in 2015, Appendix E: Consent to Research in Participating Centres, 

consenting procedures and rates are very variable across the UK. In some centres consent for research 

rates are high, 95-100%, but much less in others. We estimate that the overall current consent rate to be 

about 30%. Where consent is obtained, from exemplars sent to BRAIN UK, it is "broad" consent for storage 

and use in future research; an example is included in Appendix F: Consent to Research for Surgical 

Patients.  

 

3.3.2 Use of Consented Tissue in BRAIN UK 2 

 

This section discusses an issue specifically related to BRAIN UK 2 only.  Informed consent is a mandatory 

requirement for tissue to be used for a ‘Scheduled Purpose’ of which research is one.  All BRAIN UK 

Participating Centres have a Human Tissue Authority Licence, which has been considered satisfactory by 

the Human Tissue Authority Head of Regulation.  Part of the audit process undertaken by the Human Tissue 

Authority determines that each centre has procedures in place to obtain informed consent from potential 

donors.  Therefore, Participating Centres with valid Human Tissue Authority Licences have demonstrated 

evidence of having the necessary informed consent procedures in place.  The consent obtained from recent 

donors is typically "broad" consent for storage and use in future research; an example is included in 

 

 
48 Human Tissue Authority (April 2017) Code of Practice A: Guiding principles and the fundamental principle of consent 

https://content.hta.gov.uk/sites/default/files/2020-11/Code%20A.pdf  

https://content.hta.gov.uk/sites/default/files/2020-11/Code%20A.pdf
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Appendix G: Consent to Research for Post Mortems.  Informed consent can be obtained from an individual 

during life or an individual in a qualifying relationship after death.  These routes to informed consent for 

BRAIN UK 2 are described below. 

 

Consent for Hospital Post Mortem Examinations49 

Informed Consent must be obtained for a hospital post mortem examination (e.g. to gain further 

understanding of a patient’s illness or the efficacy of a drug regimen or any other treatment administered) 

and this consent is separate from the Informed Consent required for the removal, storage and use of human 

tissue for a Scheduled Purpose. Informed Consent for the latter activities should be obtained separately. 

 

Coroner’s (or Procurator’s Fiscal) Post Mortem Examinations49 

Informed Consent is not required for post mortem examinations that have been ordered as part of a 

Coroner’s (or Procurator’s Fiscal) examination into an individual’s cause of death. However, informed 

consent is a mandatory requirement for the continued storage and use of human tissues derived from such 

investigations removed on or after 1st September 2006 (i.e. that form part of BRAIN UK 2) after a Coroner (or 

Procurator Fiscal) has discharged their responsibility.  

 

3.3.3 Obtaining of Consent 

 

BRAIN UK does not seek to obtain informed consent to use samples and data in research, but does 

encourage its collection by Participating Centres.  For post mortem donors, Participating Centres have 

protocols and procedures in place to obtain and record informed consent as part of their compliance with the 

Human Tissue Act, Human Tissue Authority Codes of Practice and Human Tissue Authority Licensing 

obligations.  For tissue taken from the living, the residual diagnostic material encompassed by BRAIN UK 3, 

Participating Centres have standard operating procedures in place to obtain relevant and necessary consent 

for the operation and associated diagnostic process, which led to the archiving of the tissue.  Additionally, 

there will be standard operating procedures in place to obtain informed consent, when collected. 

 

The inclusion of 26/27 NHS Neuropathology Archives, results in all main groups of donors being included.  

Each centre will have processes and procedures in place in order to provide information to the patient and 

their families and agents, in the necessary and appropriate formats, and to collect and record informed 

consent for research purposes.  The consent considerations from these different groups are briefly described 

here: 

 

Adults48 

‘Informed Consent’ (or ‘Authorisation’) may be obtained from adults in life, however, where an adult has 

refused to give consent this cannot be revoked after their death. 

 

Adults who had not indicated their consent prior to death48 

If an adult did not provide informed consent prior to their death, their nominated representative (or an 

appointed representative in Wales) or someone who was in a ‘qualifying relationship' with the adult can be 

appointed to take those decisions.  Under the Human Tissue Act, children cannot appoint nominated 

representatives and therefore provisions related to seeking consent from nominated representatives do not 

apply.   

 

Consent from Children48 

The archives maintained by Participating Centres will invariably contain residual tissue derived from children, 

infants, neonates and foetuses.  Under the Human Tissue Act a child is defined as an individual under the 

age of 18 years (or under 16 years in the parallel Scottish legislation). A child is deemed competent to give 

valid consent for themselves if they are able to demonstrate sufficient intelligence and an understanding of 

the situation (so-called ‘Gillick competency’) although this concept does not apply to Scottish law.  Where 

 

 
49 Human Tissue Authority (April 2017) Code B: Post-mortem examination  

https://content.hta.gov.uk/sites/default/files/2020-11/Code%20B.pdf  

https://content.hta.gov.uk/sites/default/files/2020-11/Code%20B.pdf
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children are unable to give valid consent for themselves (either due to not being competent or willing to do 

so) then this obligation passes to those with parental responsibilities (as covered by the Children Act 198950). 

 

Adults with Lack of Capacity to Consent48 

The archives maintained by Participating Centres will invariably contain residual tissue derived from adults 

lacking the capacity to consent as defined by the Mental Capacity Act 200551 and the equivalent Adults with 

Incapacity (Scotland) Act 200052.  The Mental Capacity Act does not apply in Northern Ireland.  The Mental 

Capacity Act requires that care be taken to ensure that patients are given every opportunity, and support 

where needed to make their own decisions. 

 

Human Tissue Authority Licensing 

 

For BRAIN UK’s post mortem cases (BRAIN UK 1&2), it is a requirement for all Pathology Departments 

undertaking autopsy work to have procedures in place to ensure that appropriate informed consent is 

obtained for the storage and use of tissue removed at a post mortem examination, in order to comply with 

the Human Tissue Act.  All Participating Centres in BRAIN UK are licensed by the Human Tissue Authority, 

which has robust mechanisms in place to ensure that the procedures for obtaining consent comply with the 

Human Tissue Act and the Human Tissue Authority Codes of Practice. Model consent forms and 

communication pathways are available on the Human Tissue Authority website: 

https://www.hta.gov.uk/policies/post-mortem-model-consent-forms. 

 

For BRAIN UK’s living patient cases (BRAIN UK 3), these diagnostic archives do not need to be stored 

under a Human Tissue Authority Licence. However, where the diagnostic tissue functions as a resource for 

researchers, as it does for BRAIN UK, it is functioning as a Research Tissue Bank and it must therefore be 

encompassed within the HTA's licensing framework53.  BRAIN UK has agreed a position with the Human 

Tissue Authority who are supportive of the BRAIN UK virtual network model, whereby: 

a) centres may hold either a post mortem or research licence, and  

b) the processing by the supplying centres helps to allow the local Designated Individuals maintain 

oversight and governance.   

All Participating Centres in BRAIN UK are licensed by the Human Tissue Authority. 

 

3.3.4 Lawful Basis for use of Unconsented Tissue in BRAIN UK 1 & 3 

 

BRAIN UK relies on effective anonymisation of donors as the lawful basis to use unconsented tissue in 

research for BRAIN UK 1 and 3.  Additionally, to maintain confidentiality, BRAIN UK uses effectively 

anonymised data for all donors, regardless of the consent status.   

 

For BRAIN UK 1 and BRAIN UK 3 there is no mandatory requirement for informed consent to be in place for 

tissue to be used for research purposes so long as: 

 

a. ‘The material is used for a specific research project with ethical approval’.  BRAIN UK must be 

subject to approval by a UK Research Ethics Committee. 

b. The ‘researcher is not in possession, and not likely to come into possession of information that 

identifies the person from whom it has come’.  BRAIN UK supplies tissue and/or data to researchers 

in an effectively anonymised format. 

 

The BRAIN UK Information Governance54 document more fully discusses anonymisation, in relation to 

issues of confidentiality, but to summarise, BRAIN UK uses a minimal dataset that excludes directly 

 

 
50 Children Act 1989 https://www.legislation.gov.uk/ukpga/1989/41/contents  
51 Mental Capacity Act 2005 https://www.legislation.gov.uk/ukpga/2005/9/contents  
52 Adults with Incapacity (Scotland) Act 2000 https://www.legislation.gov.uk/asp/2000/4/contents  
53 Human Tissue Authority, Information for research tissue banks  https://www.hta.gov.uk/guidance-

professionals/regulated-sectors/research/information-research-tissue-banks  
54 BRAIN UK Information Governance 

https://www.hta.gov.uk/policies/post-mortem-model-consent-forms
https://www.legislation.gov.uk/ukpga/1989/41/contents
https://www.legislation.gov.uk/ukpga/2005/9/contents
https://www.legislation.gov.uk/asp/2000/4/contents
https://www.hta.gov.uk/guidance-professionals/regulated-sectors/research/information-research-tissue-banks
https://www.hta.gov.uk/guidance-professionals/regulated-sectors/research/information-research-tissue-banks
https://www.southampton.ac.uk/~assets/doc/brainuk/BRAIN%20UK%20Documents/BRAIN%20UK%20Information%20Governance%20V3.pdf
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identifiable fields.  BRAIN UK uses pseudonymisation, using the laboratory number (or equivalent) to provide 

a link back to the Participating Centre, so that the researcher cannot reasonably use it to identify an 

individual.  However, the original provider of the information can identify individuals in order to locate tissue 

or further approved data. 

 

3.4 Use of Data and/or Tissue in BRAIN UK 

 

A health record is any record which consists of information relating to the physical or mental health or 

condition of an individual made by a health professional in connection with the care of that individual. It can 

be recorded in a computerised form, in a manual form or a mixture of both. Information covers expression of 

opinion about individuals as well as fact. Health records may include notes made during consultations, 

correspondence between health professionals such as referral and discharge letters, results of tests and 

their interpretation, X-ray films, videotapes, audiotapes, photographs, including digital histology images, and 

tissue samples taken for diagnostic purposes.55  

 

Various regulations cover the consented and unconsented use of health records.  Those that relate 

specifically to tissue have been discussed in the previous section, 3.3 Use of Human Tissue for Research.  

This subsection focuses on the regulations of significance to BRAIN UK’s use of data and/or tissue. 

  

3.4.1 The Common Law Duty of Confidentiality  

 

Common law is not recorded in one document like an Act of Parliament. It is a form of law based on previous 

court cases decided by judges.  As a result of this its impact and applications are not always transparent and 

there is an obvious scope for it to change over time. For the Common Law Duty of Confidentiality the general 

position is that, if information is given in circumstances where it is expected that a duty of confidence applies, 

that information cannot normally be disclosed without the data subject’s consent.   

 

Whilst it may be possible for varying interpretations of the Common Law, there is a bound obligation to a 

duty of confidentiality in relation to the disclosure of information about a living individual and this is enshrined 

in employment contracts of the NHS and other organisations as well as being established in professional 

codes of conduct.  There is no such readily defined legal obligation relating to the disclosure of information 

from the medical records of the deceased, but, it is widely accepted that an ethical obligation to a duty of 

confidentiality and privacy should extend to individuals after death. 

 

In practice, this means that all patient information, must not normally be disclosed without the consent of the 

patient.  However, the Data Protection Act 2018 makes provision for use of patient information gathered to 

provide healthcare to be used for research if the information is anonymised.56 

 

3.4.2 Data Protection Act 2018  

 

The Data Protection Act 201857 sets out the framework for data protection law in the UK. It sits alongside the 

General Data Protection Regulation5 (GDPR), and tailors how the GDPR applies in the UK - for example by 

providing exemptions. This Act describes the regulations for processing of information relating to individuals, 

including the obtaining, holding, use or disclosure of information and applies to the living.  With regards to 

the medical records of the deceased, these are in part catered for by the Access to Medical Records Act 

1990 but this legislation primarily relates to access to the medical records of the deceased by those who may 

 

 
55 BMA Ethics.  Access to health records.  Guidance for health professionals in the United Kingdom.  August 2014 
56 Department of Health (September 2007) NHS Information Governance: Guidance on Legal and Professional 

Obligations https://www.gov.uk/government/publications/nhs-information-governance-legal-and-professional-obligations  
57 Data Protection Act 2018 http://www.legislation.gov.uk/ukpga/2018/12/contents/enacted 

https://www.gov.uk/government/publications/nhs-information-governance-legal-and-professional-obligations
http://www.legislation.gov.uk/ukpga/2018/12/contents/enacted
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have a claim arising from the patient’s death and only applies to records created since 1st November 199158.  

Despite the Act not applying to the deceased, BRAIN UK commits as far as possible to adhere to the 

principles for the deceased participants of BRAIN UK. 

 

The Data Protection Act 201857 is broadly similar to Data Protection Act 199959 and sets out six data 

protection principles as follows: 

 

a. processing be lawful and fair; 

b. processing be specified, explicit and legitimate; 

c. personal data be adequate, relevant and not excessive; 

d. personal data be accurate and kept up to date; 

e. personal data be kept for no longer than is necessary; 

f. personal data be processed in a secure manner. 

 

Article 5(2) of the GDPR adds a seventh principle that the data controller shall be responsible for, and be 

able to demonstrate compliance with, the above principles.  

 

How BRAIN UK provides for these is summarised below. 

 

Confidential Acquisition and Processing of Personal Data (Principles a, b, c and f) 

  

Personal data is acquired by the health care professionals involved with the subject, then suitably 

anonymised before it is securely transferred to BRAIN UK. As a secondary measure, personal data may be 

acquired by BRAIN UK staff or permitted researchers. In the case of BRAIN UK staff they would be required 

to anonymise data at the earliest possible opportunity and any conversions to be performed as soon as 

practicable with data deleted after conversion. Researchers would be required to anonymise data prior to 

leaving the site of collection.  The data accrued by BRAIN UK is kept to a minimum to enable researchers to 

identify tissues of interest to their research needs. Accompanying demographic information is included to 

allow inference about patient gender and age at procedure to be made, which are important research 

variables.  This is more fully described in the BRAIN UK Information Governance54 document. 

 

Participating Centres are informed of the research to take place on the sample and, despite approval from 

BRAIN UK for the research, as the custodians of the sample, they maintain the option to decline the 

distribution of the tissue.  Individuals may have provided consent for the use of their data and/or tissue 

samples to be used in research, however, data is linked anonymised but they can find out about BRAIN UK 

via the website which now includes lay summaries of the studies supported.   

 

Holding, Safeguarding and Disposal of Personal Data (Principles d, e and f) 

  

Every effort is made to ensure that all data accrued, held and processed is accurate.  Minimal data sets are 

requested from Participating Centres to reduce the chance or error when merging data sets.  Original data 

sets are held to facilitate recovery of any corrupted information.  Prior to release of tissue or data to the 

researcher the data held on the case is checked with the Participating Centre. 

 

The BRAIN UK initiative is intended to be enduring, therefore, all data maintained in relation to those 

individuals meeting the inclusion criteria will be kept for a minimum period of ten years, see BRAIN UK 

Information Governance54 for further details. Application will be made to the relevant Research Ethics 

Committee on a five−yearly basis to renew all approvals.  This is more fully described in the BRAIN UK 

Information Governance54 document. 

 

A number of measures are implemented to increase data security and to mitigate against loss, theft or 

disclosure to unauthorised individuals.  BRAIN UK has an Information Governance54 document detailing the 

mechanisms in place to ensure the confidentiality of personal data. 

 

 

 
58 Access to Health Records Act 1990 https://www.legislation.gov.uk/ukpga/1990/23/contents 
59 Data Protection Act 1998 https://www.legislation.gov.uk/ukpga/1998/29 

https://www.legislation.gov.uk/ukpga/1990/23/contents
https://www.legislation.gov.uk/ukpga/1998/29
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3.4.3 Challenges Around Obtaining Consent 

 

The development of stratified treatments for brain cancer and other neurological conditions will depend on 

the availability of this range and quantity and also large, population based, high-resolution datasets of clinical 

information on individual patients60.   Rooney et al61 discusses the differences between population based 

registers, which BRAIN UK is an example of, and prospective based registers, in relation to 

neurodegenerative disease.  As a result of being a population based register, BRAIN UK identifies and 

characterize all cases of CNS disease, including those that might otherwise be neglected.  BRAIN UK 

recognises that obtaining consent to research is desirable, however, Section 3.4.4 Section 251 National 

Health Service Act 2006, describes the challenges in obtaining consent in this cohort.  Below is a brief 

literature review around collecting consent. 

 

Furness and Nicholson62 attempted to obtain informed consent for research on surplus material from 495 

renal transplant patients. After one year the opinion of 26% of the patients had still not been ascertained (via 

postal correspondence and in-clinic reminders), although of those that had been ascertained 3% had 

declined.  The authors demonstrated the considerable effort involved in following up consent in the 32% of 

cases that did not respond to the initial consent request and highlighted the distress caused by mistakenly 

approaching deceased patients.  The authors concluded that demands for explicit consent may have led to 

the abandonment of many research projects in the UK.  Secondly, well documented differences between 

individuals who consent to participating in biobank research and those who do not63,64,65,66 can threaten the 

validity of the results67. 

 

Stjernschantz Forsberg et al argue68: Since the risks imposed by biobank research are minimal (with 

appropriate safeguards such as adequate data protection and ethical approval) the interest of the individual 

as a research subject is outweighed by his or her interest in medical advances. Furthermore, because robust 

research depends on access to samples and data from as many people as possible, a system that facilitates 

general contribution is in the interest of all. 

 

Barrett et al69 found that the majority of the British public does not consider the confidential use of personal, 

identifiable information by the National Cancer Registry for the purposes of public health research and 

surveillance to be an invasion of privacy.  Furthermore, four fifths of the public would support a law making 

cancer registration statutory.  Two studies that examined rates of consent to health registers (the Canadian 

 

 
60 European Commission, DG Research – Brussels (2010) Workshop report: Stratification biomarkers in personalized 

medicine. Available from http://ec.europa.eu/research/health/pdf/biomarkers-for-patient-stratification_en.pdf 
61 Rooney JPK, Brayne C, Tobin K, Logroscino G, Glymour MM, Hardiman O (2017) Benefits, pitfalls, and future design 

of population-based registers in neurodegenerative disease. Neurology. 88(24):2321-2329. doi: 

10.1212/WNL.0000000000004038 
62 Furness PN, Nicholson ML.  Obtaining explicit consent for the use of archival tissue samples: practical issues.  J Med 

Ethics 2004;30:561-4 
63 Mezuk B, Eaton WW, Zandi P.  Participant characteristics that influence consent for genetic research in a population-

based survey: the Baltimore epidemiologic catchment area follow-up.  Community Genet 2008;11:171-8. 
64 Aagaard-Tillery K, Sibai B, Spong CY, Momirova V, Wendel G Jr, Wenstrom K, et al.  Sample bias among women with 

retained DNA samples for future genetic studies.  Obstet Gynecol 2006;108:1115-20. 
65 Arruda-Olson AM, Weston SA, Fridley BL, Killian JM, Koepsell EE, Roger VL.  Participation bias and its impact on the 

assembly of a genetic specimen repository for a myocardial infarction cohort.  Mayo Clin Proc 2007;82:1185-91. 
66 Ness KK, Li C, Mitby PA, Radloff GA, Mertens AC, Davies SM, et al.  Characteristics of responders to a request for a 

buccal cell specimen among survivors of childhood cancer and their siblings.  Pediatr Blood Cancer 2010;55:165-70. 
67 Ransohoff DF, Gourlay ML.  Sources of bias in specimens for research about molecular markers for cancer.  J Clin 

Oncol 2010;28:698-704. 
68 Stjernschantz Forsberg J, Hansson MG, Eriksson S.  Biobank research: who benefits from individual consent?  BMJ 

2011;343:d5647 
69 Barrett G, Cassell JA, Peacock JL, Coleman MP.  National survey of British public's views on use of identifiable 

medical data by the National Cancer Registry.  BMJ 2006;332:1068 (Published 04 May 2006). 
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stroke network register70 and the paediatric intensive care audit network register in the United Kingdom71) 

found that obstacles to consent were primarily due to logistical problems in gaining access to patients to ask 

for consent; when it was possible to ask patients or their representatives for permission to use identifiable 

information, consent was almost always given.  

 

Busby et al paper on obtaining informed consent for registration of congenital anomalies highlight the issues 

with insistence on obtaining consent with a survey of such registries demonstrating falling recruitment when 

opt in consent was demanded despite evidence that patient opt-out rates would be small (1% or less)72.   

 

Al-Shahi et al73 investigated the consent bias on all 187 adults in Scotland in whom brain arteriovenous 

malformation was first diagnosed in 1999-2002. Within the first year of their notification to the study, the 

study team was discouraged from approaching 56 (30%) of these patients for consent by their general 

practitioner or consultant. Twenty adults (11% of the whole cohort, 15% of those approached) did not 

respond to the postal invitation to consent.  None explicitly withheld consent to the team examining his or her 

medical records. The remaining 111 adults (59%) in the cohort gave their explicit informed consent. 

 

Al-Shahi et al73 found that adults who consented were significantly different from those who did not in both 

anticipated and unpredictable ways. Consenters were significantly less likely to have intracranial 

haemorrhage or to be dead or dependent at presentation, reflecting the difficulty in gaining consent from 

brain damaged patients (and, of course, from those who had died before the study team knew about them). 

During follow-up, consenters were significantly more likely to receive interventional treatment, less likely to 

die, and more likely to have an epileptic seizure. These differences affected the overall result of the study if 

non-consenters were excluded from the final analysis.  The team noted that this kind of consent bias 

probably invalidates the findings of many observational studies, as it would have their own if non-consenters 

had been excluded. 

 

3.4.4 Section 251 National Health Service Act 2006 

 

This legislation provides for the use of such confidential patient information for medical research purposes.  

BRAIN UK applies for the assessment of the use of confidential patient information in this study from the 

Health Research Agency Confidentiality Advisory Group (HRA CAG), which considers applications for 

approval to use ‘Section 251 support’.  As part of our previous applications (Refs: 09/H0504/68, 11/SC/0395 

and 14/SC/0098) BRAIN UK has received conditional exemption from Section 251 support.  Previous 

guidance and advice from the Approvals Manager of the HRA CAG (formerly known as the National 

Information Governance Board’s Ethics and Confidentiality Committee) have been utilised to create the 

necessary processes and procedures to obtain ‘Section 251 support’ should this become a mandatory 

requirement. 

 

Although there is agreement upon the ethical basis for the maintenance of the privacy and the common law 

confidentiality of individuals and their relatives after death, it is felt that the intended nature and scope of this 

study would make it insupportable in terms of available time and resources to undertake obtaining consent 

for access to and disclosure from the medical records and that this would greatly restrict the scope, coverage 

and depth of the proposed research. Therefore, an application has been made to seek permission for 

disclosure under Section 251 of the National Health Service Act 20068. 

 

Section 251 of the NHS Act 20068 allows the common law duty of confidentiality with regard to patient 

information to be set aside in specific circumstances, where anonymised information is not sufficient and 

where patient consent is not practicable. It applies in England, Scotland, Wales and Northern Ireland, to both 

 

 
70 Tu JV, Willison DJ, Silver FL, Fang J, Richards JA, Laupacis A, et al.  Impracticability of informed consent in the 

registry of the Canadian Stroke Network.  N Engl J Med 2004; 350:1414–21. 
71 McKinney PA, Jones S, Parslow R, Davey N, Darowski M, Chaudhry B, et al.  A feasibility study of signed consent for 

the collection of patient identifiable information for a national paediatric clinical audit database.  BMJ 2005; 330:877–9. 
72 Busby A, Ritvanen A, Dolk H, Armstrong N, De Walle H, Riano-Galan I, Gatt M, McDonnell R, Nelen V, Stone D.  

Survey of Informed Consent for Registration of Congenital Anomalies in Europe.  BMJ 2005;331:140–141. 
73 Al-Shahi R, Vousden C, Warlow C.  Bias from requiring explicit consent. BMJ 2005;331: 942. 
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the living and deceased.  In practice, this means that the person responsible for the information can disclose 

the information to the applicant without being in breach of the common law duty of confidentiality. They must 

still comply with all other relevant legal obligations e.g. the Data Protection Act57. 

 

BRAIN UK does not store identifiable data; it utilises linked anonymised data with the keys relating to patient 

identification held by Participating Centres. In practice, assessing the risk that additional relevant information 

will be used by others to reveal identity is difficult because of lack of reliable information about the variables 

influencing risk.  Although the law makes a clear distinction between identifying and non-identifying data, 

where that line should be drawn may be far from clear in practice. The answer depends on several factors: 

on the actual content of the information listed, on the availability of other information now and in the future 

that could be used to reveal the identity of patients, and on the likelihood that someone will get hold of other 

information and use it to learn something about one of the patients represented on the study. Some of these 

factors cannot be measured, only assessed. 74  

 

As BRAIN UK has access to large quantities of data, there is a potential risk for re-identification, for example, 

by the inclusion of the following: 

• It is possible that potentially patient identifiable data could be supplied for conversion by BRAIN UK, 

whose staff would anonymise it at the earliest convenience.   

• BRAIN UK uses a minimal dataset that excludes directly identifiable fields and uses 

pseudonymisation, using the laboratory number (or equivalent) to provide a link back to the 

Participating Centre, so that the holder cannot reasonably use it to identify an individual.  However, 

the original provider of the information can identify individuals in order to locate tissue or further 

approved data.   

• As a consequence of the inclusion of all patients in Neuropathology Archives, some of the conditions 

are rare and not evenly distributed across the population, and are therefore vulnerable to re-

identification. 

 

 

Summary of the components to BRAIN UK 

 

As previously described, BRAIN UK itself does not collect or store tissue or samples. Instead, BRAIN UK 

catalogues and facilitates access for research, archival tissue and other biological samples, which are stored 

in Participating Centres NHS Neuropathology Archives because of a potential future clinical diagnostic need. 

Participating Centres maintain custodianship of the tissue samples.  BRAIN UK’s existing collections are 

composed of BRAIN UK 1 and BRAIN UK 2 encompassing around 90,000 post mortem cases, with the 

majority from the “existing holdings” (BRAIN UK 1); BRAIN UK 3 encompasses around 500,000 living patient 

cases in Participating Centres’ archives.  A summary of the status with the law for each of the components is 

as follows: 

• BRAIN UK 1: Concerning human post-mortem tissue samples stored prior to implementation of the 

HTA Act on 1st September 2006, consent is not required for use in research, as it is regarded as an 

"existing holding".  Tissue can lawfully be used in research provided that the information is 

anonymised and the research has gained ethical approval from a UK Research Ethics Committee. 

• BRAIN UK 2: Post mortem tissue collected and stored on or after 1st September 2006; these cases 

must have informed consent for research purposes.  Cases that do not have consent for research 

cannot be used and retrospective consent will not be sought by BRAIN UK. 

• BRAIN UK 3: Tissue obtained from a living person that has not been consented for research can 

lawfully be used in research provided that the information is anonymised and the research has 

gained ethical approval from a UK Research Ethics Committee.    

 

 

 
74 Anonymisation Standard for Publishing Health and Social Care Data.  Supporting Guidance: Drawing the line between 

identifying and non-identifying data.  2013.  NHS and The Information Centre for Health and Social Care.  

http://webarchive.nationalarchives.gov.uk/+/http://www.isb.nhs.uk/documents/isb-1523/amd-20-

2010/1523202010guid.pdf  

http://webarchive.nationalarchives.gov.uk/+/http:/www.isb.nhs.uk/documents/isb-1523/amd-20-2010/1523202010guid.pdf
http://webarchive.nationalarchives.gov.uk/+/http:/www.isb.nhs.uk/documents/isb-1523/amd-20-2010/1523202010guid.pdf
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Impracticality of obtaining consent 

 

The Health Research Authority Confidentiality Advisory Group offer advice on what would be considered for 

the ‘Reasonable impracticability of Consent75.   Due to the low survival rate amongst brain tumour patients 

(which are the majority of BRAIN UK 3 cases) and as we are not involved in the clinical care team consent 

would often be on a retrospective basis.  As a result, there is an element of ‘impossibility’75 in some cases, 

since the majority of adults will not survive beyond the first year of diagnosis.   

 

It is felt that obtaining individual consent for access to and disclosure from the medical records of each 

individual would be both impracticable and disproportionate.  Measures to maintain patient anonymity and 

the common law duty of confidentiality have been implemented (see BRAIN UK Information Governance54) 

and given that this initiative facilitates the undertaking of high quality research that could result in a direct 

patient benefit for individuals who develop neurological diseases and disorders in the future, it is felt that 

exemption from the requirement to obtain consent for the access to and disclosure from medical records 

under Section 251 of the National Health Service Act 2006 can be reasonably applied for in this instance.  

This project does not propose to check for consent for each individual case that is included, but still wishes 

to include them, for the following reasons: 

 

1. For living patients, from our own research, Appendix E: Consent to Research in Participating 

Centres, and other published studies (Section 3.4.3 Challenges Around Obtaining Consent), most 

patients in the UK with archived tissue have not had the opportunity to consent to research but 

where they are given the opportunity are likely to consent to research.  

 

2. BRAIN UK has access to an estimated 500,000 cases. To attempt to obtain new consents from the 

majority of this cohort would be insupportable in terms of both time and expense. 

 

3. It would not be reasonably practical to obtain consent retrospectively.   

 

As many of the archived cases date from many years or decades ago it would be inappropriate to 

return to patients or bereaved relatives so long after death or illness. Approaching relatives following 

bereavement could cause distress and harm especially if the nature of the bereavement related to a 

distressing condition or incident.  In addition, it would also be inappropriate to return to the bereaved 

family if a number of years have elapsed since the time of death as this may again have the potential 

to cause harm and revisit events that may have been emotionally adjusted to.  There may be 

difficulty in tracing patients or relatives or in contacting them after many years due to factors such as 

migration and death.   

 

In particular, BRAIN UK 3 brings the opportunity to provide access for research for neurological 

conditions not well represented in the post mortem archives under BRAIN UK 1&2.  Of particular 

importance in this regard are brain tumours, which represent a large proportion of biopsies taken by 

neurosurgeons.  Unfortunately, many types of brain tumours have a very poor prognosis with around  

40% of patients only expected to survive their disease for at least one year; with five-year rates 

falling to around 18%; and survival continuing to fall with ten-year survival rates at around 13%. 

 

It is not feasible to obtain consent from a person who is deceased.  Medical records are likely to 

record the Next of Kin, however, the Next of Kin cannot give consent in this situation, unless they are 

the Legal Personal Representative or the person administering the estate.  Additionally, in some 

cases, finding out an individual’s mortality status (whether deceased or not) could lead to the further 

disclosure of identifiable information, and it has been therefore accepted, by the Confidentiality 

Advisory Group, that it is not practicable to do so.76 

 

 

 
75 Health Research Authority Confidential Advisory Group.   Principles of Advice: Exploring the concepts of ‘Public 

Interest’ and ‘Reasonably Practicable’.   19th April 2012. 
76 NHS HRA Confidentiality Advisory Group, Precedent Set Categories, Version 2.0 

https://www.hra.nhs.uk/documents/1056/confidentiality-advisory-group-precedent-set-criteria.pdf  

https://www.hra.nhs.uk/documents/1056/confidentiality-advisory-group-precedent-set-criteria.pdf


BRAIN UK Protocol  Ref:19/SC/0217  V3.0  01/05/2022  - 27 - 

4. The Confidentiality Advisory Group also considers bias75.  Excluding cases would introduce 

intolerable bias, which could preclude the investigation of some disease types, and would take many 

years to replicate with prospective banking.   

 

BRAIN UK represents the cohort of diseases that affect the neurological health of the UK population 

over the past 40-50 years, representing an irreplaceable and likely unrepeatable source of 

knowledge anywhere else in the world.  Post mortems represent a significant cost so many other 

brain banks can only reflect those diseases that can attract significant funding, resulting in many 

common conditions, such as stroke and traumatic brain injury, and many rare diseases not 

represented in them, although they are in BRAIN UK.   

 

For the living patient cases, tumours represent a large proportion of biopsies taken by 

neurosurgeons.  As a group, Central Nervous System tumours are relatively rare; figures for 201577 

in the UK show that there were 11,432 brain tumours registered in adults.   

 

In addition to that, they encompass a very large number of different histological types; the WHO 

histological classification of brain tumours78 identifies more than 130 different varieties. Data from the 

UK shows that gliomas and meningiomas account for the majority of brain tumours with over 60 of 

the brain tumour types in the WHO classification having fewer than 10 cases diagnosed over the 

period79, presenting a problem of ‘intolerable bias’75.  When considering that in children, 405 cases 

were reported per year between 2006-200728 this situation is further exacerbated.   

 

5. BRAIN UK specifies that, where pre−mortem wishes of the deceased or the wishes of surviving 

relatives (for BRAIN UK 1 & 2) or the wishes of surviving patients (for BRAIN UK 3) are known to 

preclude the use of their tissues or data for research then such declarations will be respectfully 

honoured.  Since the start of BRAIN UK operating in 2009, no centre has needed to exclude cases 

based on these wishes. 

 

6. The absolute requirement for consent would limit the size and scope of the research, with the 

available resources, and diminish its potential benefits to the research community and the UK as a 

whole.  Many studies supported by BRAIN UK would not have taken place, see Benefits of Research 

to Society for details. 

 

7. Patient identity is protected by the use of linked anonymised data which renders the probability that 

any individual could be identified by the recipient of such data to be extremely small. For practical 

purposes, this data is considered as anonymous thus there is no common law requirement for 

consent. 

 

BRAIN UK has been, and will continue to be involved with national schemes to encourage consent for 

research from living patients and will assist Participating Centres requesting a need for assistance with 

prospective consent.    

 

Additionally, from consideration of the advice received from previous applications and reviews from the NHS 

HRA Confidentiality Advisory Group, some of which are now described in the Precedent Set Categories, 

BRAIN UK has devised its policies to meet these requirements.  For example, the BRAIN UK Information 

Governance54 document describes the preferred method for access to patient data is for the direct care team 

to extract and anonymise the information from the case notes, avoiding any breach of patient confidence.  

With applications under this category only being made where this method is not practicable and there is 

justification for the applicant to access patient identifiable data for a short period of time in order to 

anonymise the data on-site. 76 

 

 

 
77 Cancer Research UK, https://www.cancerresearchuk.org/health-professional/cancer-statistics/statistics-by-cancer-

type/brain-other-cns-and-intracranial-tumours, Accessed Mar 2019. 
78 WHO classification of Tumours of the Central Nervous System.  Eds Louis, D.N.  4th Edition IARC Lyon. 
79 National Cancer Intelligence Network Data Briefing (2011) Central Nervous System (CNS) Tumours – developing a 

national tumour registry 
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3.5 Discovery and Disclosure of Clinically Significant Information 

 

There currently exists no encompassing consensus concerning the responsibility of researchers to disclose 

individual results to participants in human research and information and guidance that is available 

demonstrates that this is a complex, potentially contentious and highly variable issue80.  

 

Potential to Generate Clinically Significant Results 

  

All types of medical and biomedical research have the inherent capacity to reveal biological data and 

information that may have clinical or psychosocial implications for participants and their relatives.  This is 

especially true for research investigating the genetic and heritable basis of human disease which could 

reveal data relating to paternity issues or indicate if an individual is predisposed to a particular condition or at 

an elevated risk of developing diseases such as cancer or neurodegenerative conditions later in life.  Data 

accrued from genetic research also has implications for those who share a common ancestry with the 

participant and those who are yet to be born.  In addition to the medical implications of such knowledge, 

there are also other, perhaps less obvious, social, legal and financial implications for example, stigma, 

exclusion, anxiety, stress to family relationships and the ability to obtain health, life, disability or any other 

kind of insurance and may have a bearing upon an individual’s prospects of employment. 

 

The offer and receipt of research results to participants and their relatives has a number of potential benefits 

and may have direct implications for their quality of life.  Beyond a purely scientific basis, the disclosure of 

data generated as part of biomedical research may aid in demonstrating at a societal level the benefits of 

research by engaging the general public in terms of its enthusiasm and support for the principal of medical 

research.  However, although there is an ethical onus to disclose findings of clinical relevance to the families 

of participants where appropriate, there will be situations when an individual does not wish to receive such 

information or where disclosure may be of more harm than benefit to an individual. 

 

3.5.1 Nuremburg Code and the Declaration of Helsinki  

 

Central to the use of humans in medical research and clinical trials is the principle that participants should be 

fully informed of any inherent risks and that, with an appreciation and understanding of this knowledge, their 

informed consent should be forthcoming.  The modern legal and ethical concerns governing research upon 

human subjects and their tissues was a direct result of the Nuremburg war crimes trials.  The Nuremburg 

Code (1947)81 was drawn up as a response to this and set out ten principles to be satisfied for human 

participation in medical research or clinical trials including the need for informed consent, the right of 

withdrawal, that human experimentation should only be considered when other approaches had been 

exhausted (e.g. the use of animal models) and that there should be consideration given to the balance 

between the expected benefits of any research and the risks run by research subjects[82,83]. 

 

The principals of The Nuremburg Code (1947) were adopted and developed subsequently by the World 

Medical Association in the Declaration of Helsinki84.  This fundamentally recognised the principal that 

research utilising human participants should not take precedence over the interests of science and society in 

general.  The Declaration also emphasised that all research carries inherent risks and that this should be 

assessed and managed and that any risk is outweighed by the importance of the research question.  As part 

 

 
80 Steinsbekk KS, Solberg B. (2012) Should genetic findings from genome research be reported back to the participants? 

Tidsskr Nor Laegeforen.132(19):2190-3. https://tidsskriftet.no/en/2012/10/should-genetic-findings-genome-research-be-

reported-back-participants 
81 Nuremberg.  The Nuremberg Code (1947).  BMJ 1996;313:1448 https://doi.org/10.1136/bmj.313.7070.1448 
82 Reilly PR, Boshar MF and Holtzman SH (1997) Ethical issues in genetic research: disclosure and informed consent. 

Nature Genetics 15: 16-20 https://doi.org/10.1038/ng0197-16 
83 Cho MK (2008) Understanding incidental findings in the context of genetics and genomics. Journal of Law, Medicine 

and Ethics 36(2): 280-285 https://doi.org/10.1111/j.1748-720X.2008.00270.x 
84 World Medical Association Declaration of Helsinki. Ethical Principles for Medical Research Involving Human Subjects. 

Bulletin of the World Health Organization, 2001, 79 (4): 373-374  https://pubmed.ncbi.nlm.nih.gov/11357217/ 

https://tidsskriftet.no/en/2012/10/should-genetic-findings-genome-research-be-reported-back-participants
https://tidsskriftet.no/en/2012/10/should-genetic-findings-genome-research-be-reported-back-participants
https://doi.org/10.1136/bmj.313.7070.1448
https://doi.org/10.1038/ng0197-16
https://doi.org/10.1111/j.1748-720X.2008.00270.x
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of this appraisal process there should be evidence of scientific rigour and independent ethical and peer 

review processes and that informed consent from participants or their legal representatives should ideally be 

sought. 

 

3.5.2 Disclosure 

Cost of Disclosure85 

 

Although largely arbitrary, the cost of disclosing data must be weighed against the risk (be that physical, 

emotional or societal) to the individual or their relatives. The cost of disclosure may be measured in the 

following ways: 

1. Each study will present a variable risk to those individuals participating dependent upon the study 

question being addressed. As risk increases, disclosure is more likely to happen and be expected 

and at greater cost, in terms of time and finance, to the study group. This type of risk should be 

factored into the funding structure of a particular piece of research with high risk research requiring 

greater funds to disseminate data appropriately and to validate results independently. 

2. The size and structure of a study will present logistical difficulties. For instance a large multicentre 

study with disparate geographical scatter would increase the costs associated with disclosure. 

Again, the contribution of logistical factors should be incorporated into the funding process for each 

particular study. 

Requirements for Disclosure86,87 

 

The disclosure of clinically important information to the relatives of donors should only occur if the following 

can be reasonably satisfied: 

1. All findings are scientifically valid and confirmed through repeat and accredited experimentation. The 

analytic and clinical validity should be assessed and the predictive value of the results determined. 

2. Findings have significant implications for the subject’s health concerns and for the health concerns of 

future individuals e.g. the discovery of a genetic predisposition in tissue previously believed to be 

normal. 

3. A course of action to ameliorate or treat these concerns is readily available. 

4. Results indicate an enhanced susceptibility to environmental factors e.g. increased susceptibility to 

adverse drug reactions. 

 

Investigators should formulate and integrate plans about appropriate disclosure of individual genetic results 

when designing their research studies. 

3.5.3 Determination of Disclosure Threshold 

 

The decision to offer to disclose data or not will be made on a case-by-case basis by the healthcare team.  

Typically, it will utilise a result-evaluation approach based upon an ethical framework87 which incorporates 

the principals of: 

• Beneficence: Are results clinically useful or likely to contribute towards a participant’s physical and 

emotional well-being? 

• Reciprocity: Consideration of the nature, depth and duration of the relationship between participant 

and researcher. 

• Justice: Consideration of the balance between a participant’s preferences and resource allocation to 

maximise the benefits of the research to society as a whole. 

 

 
85 Fernandez CV, Skedgel C and Weijer C (2004) Considerations and costs of disclosing study findings to research 

participants. Canadian Medical Association Journal 170(9): 1417-1419 
86 Resnik DB (2004) Disclosing conflicts of interest to research subjects: an ethical and legal analysis. Accountability in 

Research 11: 141-159 
87 Ravitsky V, Wilfond BS. (2006)  Disclosing individual genetic results to research participants. Am J Bioeth.6(6):8-17. 

https://doi.org/10.1080/15265160600934772 

https://doi.org/10.1080/15265160600934772
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• Respect: Are the results of interest to participants?  What are the participants' preferences, to 

receive, or not receive, a certain result?  

 

The result-evaluation approach should consider the following facets in determining whether a minimum 

threshold has been achieved in permitting clinically significant results to be offered to participants and their 

relatives: 

 

Analytic Validity 

Results of a clinically significant nature should be of the highest quality and should be validated by 

additional testing. This is best achieved using the facilities of a laboratory accredited to undertake 

such testing. 

 

Clinical Utility 

Clinical utility is an empirical measure of whether a result can be used to improve a participant’s well-

being. It is based upon three assessments: 

• Clinical validity is a measure of the strength of association between a result and a particular 

clinical outcome.  

• The likelihood of a clinically effective outcome should determine whether intervention is safe 

and that such intervention will offer palpable benefits when compared to no intervention at 

all. 

• The value of outcome determines whether any intervention or disclosure will be of clinical, 

emotional or other benefit to the participant or their relatives or enables them to make better 

informed life choices (e.g. reproductive decisions). It is also important to consider the 

personal meaning of any disclosure to individuals and whether such information would have 

any effect upon relationships and personal identity. 

 

Study Context 

The context of a study is important in being able to rationally determine whether a disclosure 

threshold is reached, what the capabilities of an investigator are and whether there is a relationship 

between a participant and investigator. 

 

3.5.4 Policy Declaration 

 

Based upon all the criteria discussed above, the majority of research studies that would potentially utilise the 

archival tissue holdings of Participating Centres in the BRAIN UK network would not, by default, be in a 

position to offer the disclosure of clinically significant information for the following reasons: 

 

1. The tissue held is diagnostically verified therefore, for diseased tissues, there would be reduced 

scope to discover additional information of clinical pertinence.  

2. The tissue archive collections are retrospective and, in some instances, extend back a number of 

decades. It would likely be considered either inappropriate or unpractical to return to individuals if 

many years had elapsed.  

3. The majority of neurological and psychiatric diseases and disorders remain incurable and there is 

limited scope in terms of effective curative therapy.  

 

All tissue and clinical data supplied to researchers is in a linked anonymised format which, for practical 

purposes, is considered as fully anonymised.  In the case where the extraction and subsequent analysis of 

DNA or RNA is intended and there is an above ‘minimal’ risk that any data obtained is likely to have clinical 

significance then BRAIN UK will require evidence that the ethical questions surrounding the disclosure of 

clinically significant information have been addressed by the researcher. 

 

An example would be when tumour tissue has been supplied as being pathologically characterised but, 

possibly because of the recent changes in World Health Organisation classification of tumours of the central 
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nervous system88 or the availability of new techniques, it becomes apparent that the diagnosis may have 

changed.  In such cases, if analysed using the results-evaluation model, a minimum threshold in terms of 

analytic validity, clinical utility and study context would need to be attained before the offer of such data to 

the individual, if they were still alive.  Although BRAIN UK and the relevant research group may offer advice 

and guidance on such matters, the decision to offer to disclose clinically significant data will be ultimately 

made by the relevant NHS Trust as, being in possession of the key to patient identity, they will be the only 

body capable of approaching individuals. 

 

3.5.5 Decision Making 

 

The ultimate decision as to whether clinically significant data from a particular study should be disclosed to 

an individual will be made by the relevant Participating Centre NHS Trust.  Researchers should inform either 

BRAIN UK or BRAIN UK and the Participating Centre of a clinically significant result. 

 

BRAIN UK is not in a position to determine alone whether disclosure should occur but can, at the application 

stage, make an informed decision concerning the risk that a particular research study presents in terms of 

generating clinically significant results. If a particular study does present an above ‘minimal’ risk then it may 

be required for a particular study to obtain approval from a UK Research Ethics Committee for that work. 

 

Means of Disclosure 

 

All clinically significant information should be delivered by the Healthcare Professionals that form part of an 

individual’s medical care team.  The Participating Centre from which the tissue sample originated forms a 

part of the relevant healthcare team and so any communication of findings would be through them. 

  

 

 
88 Louis, D.N., Perry, A., Reifenberger, G. et al. (2016) The 2016 World Health Organization Classification of Tumors of 

the Central Nervous System: a summary. Acta Neuropathol. 131(6):803-820. https://doi.org/10.1007/s00401-016-1545-1 

https://doi.org/10.1007/s00401-016-1545-1
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4 Research Question/Aims 

4.1 Objectives 

 

Research Objective 

To facilitate the provision of neuropathologically characterized, human, central nervous system tissue from 

neuropathology archives for high quality research projects in the UK and internationally.   

 

This study aims to continue to make available high quality, well-characterised human brain tissue for 

biomedical research with BRAIN UK acting as a ‘virtual brain bank’ with the tissue samples being retained in 

the departments of origin, remaining under NHS custodianship. This approach has been successfully used 

by the Confederation of Cancer Biobanks89 and the Cancer Research UK Bio-Specimen Biorepository90 and 

has a number principle that has served it well: 

 

• A national archive, with joint “ownership” by all Participating Centres. 

• Tissues from individuals are stored in the department of origin and are therefore readily available for 

diagnostic review if required. 

• Not limited to diseases that can attract sufficient funding for dedicated brain banks. 

• No major capital requirements, low maintenance costs as utilising existing facilities. 

• Participating Centres maintain custodianship of tissue samples. 

 

4.2 Outcome 

 

The broad outcomes for the study which will reflect the research question aim are: 

• Form a collaborative network of NHS Neuropathology Centres, in order to access surplus diagnostic 

tissue. 

• Creation of a linked anonymised database with sufficient information to permit BRAIN UK to either 

identify tissue for approved studies or enquiries in order to support researchers in forming their 

research questions or grant applications. 

• A process that supports researchers in gaining the ethical and regulatory approvals necessary to 

study human tissue. 

 

This study has been in progress since 2009 and has built up over time, starting with post mortem tissues 

and, in 2014, adding living patient tissue with the specific aim to better support tumour studies.  As the study 

increases in maturity it is encouraging the collaboration of researchers either working in similar areas or in 

complementary fields where a common cohort is being used. 

  

 

 
89 The Confederation of Cancer Biobanks: https://www.ncri.org.uk/new-biobank-confederation-will-boost-cancer-

research-in-the-uk/  
90 Cancer Research UK Bio-Specimen Biorepository: https://biospecimens.cancer.gov/default.asp  

https://www.ncri.org.uk/new-biobank-confederation-will-boost-cancer-research-in-the-uk/
https://www.ncri.org.uk/new-biobank-confederation-will-boost-cancer-research-in-the-uk/
https://biospecimens.cancer.gov/default.asp
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5 Study Design and Methods of Data Collection and Analysis 
 

This section sets out to describe the decisions and ethical arrangements used in BRAIN UK.  This is 

augmented by the BRAIN UK Information Governance54 document which sets out, in detail, the physical 

methods for data collection and analysis.  It describes how the system catalogues the tissue archival 

holdings of participating NHS Neuropathology Centres around the UK in order to provide a ‘virtual’ brain 

tissue bank, and the security in place to maintain confidentiality.  And, that the data of interest to BRAIN UK 

is derived primarily from the medical records from living and deceased individuals.  It also describes the 

collection of data about researchers, who are either using or enquiring about the potential to use the BRAIN 

UK service, required as a consequence of providing a research tissue bank service.  It sets out the data 

collected and how it is processed and secured. 

 

5.1 Study Setting 

 

BRAIN UK is based in the University of Southampton and is the central point for all enquiries and 

applications for tissue and/or data from researchers. 

 

BRAIN UK is a collaborative study with a list of all Participating Centres and relevant contact details provided 

in Appendix D: Tissue Storage Centre Contacts.  In summary, all centres participating in the study are NHS 

Neuropathology Centres, each with an estimated population catchment of approx.1-3 million.  Currently 

26/27 centres in the UK are participating in the BRAIN UK study.  Centres’ participation with BRAIN UK 

varies over time and this is usually mostly influenced by local staffing.  The named Neuropathology contact is 

considered the local 'gatekeeper', with applications usually being sent to them in the first instance for them to 

consider the merit of the application and/or whether it conflicts with local requirements.  Some centres rely 

on a lab manager to coordinate this activity.  Typically the lab manager takes care of organising the tissue 

and/or data.  There are three methods by which centres participate with identifying cases suitable for an 

approved study:  

 

1. Centres can provide BRAIN UK with a minimal pseudonymised data set.  This can then be incorporated 

on to the BRAIN UK database, see Figure 1.  This allows searching of the archives to identify potentially 

suitable cases, with contact only then being required with the centre once cases have been approved for 

use in a study.  

2. If suitable cases cannot be identified from the BRAIN UK database, BRAIN UK will approach a centre 

that has a known interest in the relevant type of cases and we will ask the local Neuropathology contact 

to organise a local search for the tissue; 

3. For difficult to identify cases, where an applicant may require large numbers of samples or if the 

condition is extremely rare, we email all Participating Centres for their assistance in searching local 

archives.   

 

The first approach is the one that we prefer as this allows us to make informed contact to centres, which 

allows us to use our contact’s time more efficiently, with the third approach being the least preferred. 

 

5.2 Data Accrual for the BRAIN UK 

 

The BRAIN UK Information Governance54 document, details the security measures and legal and ethical 

basis around the data accrual in more detail. Note, no participants are ‘recruited’ as BRAIN UK only uses 

residual diagnostic tissue from existing archived tissue samples and only information from pre-existing health 

records. 
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The data flow pathway for the accrual of data from the Participating Centres to BRAIN UK, as described in 

Figure 1, is summarised below.  This is usually performed by a member of the local healthcare team. 

1. Log−in to NHS laboratory computer system. 

2. Query of computer system database to identify post mortem or brain biopsy cases. 

3. Pertinent cases collated using a suitable format appropriate for transfer. 

4. Data anonymised leaving laboratory number (resulting in linked anonymised data). 

5. Anonymised data is encrypted and transferred to BRAIN UK.  

 

Data from the Participating Centre is collated to create the BRAIN UK Database. 

 

5.2.1 Sample Eligibility Criteria 

 

Inclusion criteria  

 

BRAIN UK encompasses donors from three distinctly different legal backgrounds: 

BRAIN UK 1: All patients who have had tissues removed and archived by a Neuropathology service prior to 

1st September 2006 as part of a post mortem examination (either Coronal/Fiscal Procurator or 

hospital/consented) in the UK, which are defined as part of an ‘Existing Holding’ under the Human Tissue 

Act.  

BRAIN UK 2: All patients who have had tissues removed and archived by a Neuropathology service on or 

after 1st September 2006 as part of a post mortem examination (either Coronal/Fiscal Procurator or 

consented hospital examination) in the UK and who have given informed consent during life or for which 

informed consent has been given by their nominated representative or an individual in a qualifying 

relationship after death for the retention and use of their tissues for research purposes. 

BRAIN UK 3: All patients who have had tissues or other samples (e.g. cerebrospinal fluid) removed either 

during surgery or in the course of a diagnostic procedure in the UK and whose samples have been archived 

by a Neuropathology service. 

 

Exclusion criteria  

 

Based on the categories above BRAIN UK excludes donors in the following way: 

BRAIN UK 1: Where there is known evidence that consent has been refused (either by the patient during life 

or by a qualifying relative after death) for access to or disclosure from patient data or for the use of tissue for 

research purposes. 

BRAIN UK 2: Where no recorded evidence of consent exists for the use of their tissues for research 

purposes. 

BRAIN UK 3: Where there is known evidence that consent has been refused for access to or disclosure from 

patient data or for the use of tissue for research purposes. 

 

5.2.2  Sampling 

 

Currently 26(/27) NHS Neuropathology Centres take part in the BRAIN UK study.  There are currently 

around 500,000 neuropathology specimens in these archives, with approximately 18,500 accrued per year.  

The distribution and number of post mortem cases available is listed in Appendix B.  The distribution and 

number of living patient (biopsy) cases available is listed in Appendix C.  The inclusion of 26/27 UK centres 

results in a comprehensive coverage of the spectrum of neurological disorders, as they do not discriminate 

what they collect and reflect the disease burden on society.   
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5.2.3 Collation of Data 

 

Received data is collated and stored as described in the BRAIN UK Information Governance54 document.  In 

summary, BRAIN UK does not store identifiable data; it utilises linked anonymised data with the keys relating 

to patient identification held by Participating Centres.  If potentially patient identifiable data is supplied for 

conversion by BRAIN UK, BRAIN UK staff will anonymise data at the earliest possible opportunity and 

convert to the necessary data (such as the calculation of the ‘age at procedure’) as soon as practicable with 

data (such as date of birth and date of operation) deleted after conversion.  Data is only placed on the 

database when it has been converted. 

 

The linked anonymised data is stored on a secure network drive, hosted by the University of Southampton 

with access restricted to BRAIN UK staff. User rights are minimised, firewall and antivirus/antimalware 

software provided, with regular and timely security patching and central access logging. There is full disk 

encryption of all PC’s accessing BRAIN UK data using MS Bitlocker to mitigate against data loss through 

remnants left on accessing PC’s. In addition, there are physical measures to prevent loss of accessing PC’s 

such as limited room access and card activated magnetic locks at entrances to the adjoining corridor. To 

mitigate against data loss, ‘snapshots’ of the database are taken every day and are retained for a minimum 

of 3 months, with an offsite mirror. Annual audits will undertake an internal review of the system and 

associated risk register in conjunction with the University’s IT Head of Information Security, in the spirit of 

ISO27001:2013 9.2. 

 

The outcome of this activity is to produce a secure database of information: with linked anonymised data; 

with sufficient information to permit BRAIN UK to either identify tissue for approved studies or enquiries in 

order to support researchers in forming their research questions or grant applications; in a format that can be 

queried or interrogated readily by a BRAIN UK member of staff. 

 

5.3 Data Interrogation and Dissemination 

 

BRAIN UK interrogates the BRAIN UK Database using standard queries in order to either: 

• Determine if a study is feasible/to help shape a study; 

• Determine if cases are suitable for an approved study; 

• Identify the cases to be used in an approved study. 

 

With each of these queries the amount of information disseminated to the applicant reflects both the stage of 

enquiry and application to BRAIN UK.  The types of information released at each of these stages is 

described below, with examples, but the same principles apply to each stage: 

• Data is linked anonymised; 

• The minimum data required to satisfy the request is released. 

 

5.3.1 Data Disseminated to Determine Study Feasibility/Shaping a Study   

 

Researchers often need data on cases to know: 

• Whether a study is feasible using BRAIN UK tissue and/or data; 

• How to shape a study based on the tissue available. 

  

Researchers can obtain general information about the kind of material that is available from the BRAIN UK 

website, where some numbers of cases are listed against broad categories of disorders. They can also email 

expressions of interest in a particular disease process which BRAIN UK staff search the database and 

provide anonymised details about what is available.  Using the anonymised dataset, researchers may then 

submit an application to BRAIN UK. 

 

An example of this could be an email confirming that a brief search of the database confirms that BRAIN UK 

would have sufficient number of cases to support the researcher’s request, such as for a relatively common 

tumour type, for example, a request for 150 paraffin embedded tissue from medulloblastomas. 
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An example in which more information would be required: a researcher wanted to know the feasibility of 

looking at the development of Alzheimer's disease in Down’s Syndrome, from post mortem cases, which is a 

more unusual cohort than the example above.  In this example, as the researcher was wanting to look at 

disease progression, both age and gender were considered important factors so the following is a 

representative extract of the information sent, demonstrating the range of information: 

 

Diagnosis Age 

Down's syndrome. Alzheimer's disease. White matter calcification. 64 

Head injury.   Contusions.   Extradural haematoma. Down's syndrome. Diffuse senile plaques. 37 

Down's syndrome.  Alzheimer type change 49 

Down's syndrome 15 

Twin Down’s syndrome congenital heart diseaseTrisomy 21 2.1 

Down’s Syndrome. Coronal slices through the brain reveal that there is a small, old cystic infarct in 

the body of the right caudate nucleus at the level of the anterior putamen.  There is a further larger 

infarct approx 2 x 0.5 cm in the thalamus on the left side.  The cerebral cortex appears 

normal.  The white matter is normal and brainstem and cerebellum appear normal. 

27.8 

This is a twenty week foetus terminated for a diagnosis of Down’s syndrome.   0 

Down's syndrome  Spongiform change  

 

5.3.2 Data Disseminated to Determine Case Suitability for an Approved Study   

 

Once researchers have their study approved, by BRAIN UK, they need data to consider relevant cases 

suitable for their study.  They are likely to need more detail than above such as stratification by sex and age 

range and other variables important to their research.  It is usual at this stage to provide an indication of the 

Participating Centres of origin for the tissue as researchers may have a preference for tissue from a single 

centre rather than multiple centres.  Where relevant, this is provided to the researcher in an anonymised 

numerical form.  This permits the researcher to be able to view the distribution of cases across centres.  It 

may also be necessary to identify potential tissue for use as control material as it may not be possible to 

obtain pathologically ‘normal’ tissue. 

 

An example in which more information would be required was supporting the study, Multi-platform analysis of 

TSC Subependymal Giant Cell Astrocytoma (SEGA) to identify novel therapeutic approaches.  The 

availability of frozen tissue was an essential variable to the researcher.  Given the difficulty of both obtaining 

the type of rare tumour and in frozen format, for which storage protocols may differ across different centres, 

when a single centre was identified as being able to support the research the researcher was made aware 

that a single centre supply was being pursued.  Below is an example extract of the information sent, 

demonstrating the range of information supplied, with the important research variables supplied but without 

the laboratory numbers being supplied at this stage, with a ‘Case’ reference number being supplied instead.  

Researchers highlight cases that they want BRAIN UK to pursue for access from the Participating Centre. 

 

Case Age Sex Diagnosis Frozen 
Tissue 

available 

1 61.3 M Subependymoma/subependymal giant cell astrocytoma Y 
Small 

amount 

2 19.4 M Recurrent subependymal giant cell astrocytoma Y Yes 

3 16.1 M 
Subependymal giant cell astrocytoma (WHO grade I), 

hamartomatous vascular elements, thrombosis, infarction. 
Y Yes 

20 26 M 
Subependymal giant cell astrocytoma with areas of 

subependymoma 

  

25 28.6 F Subependymal giant cell astrocytoma  
 

22 17.0 M Recurrent subependymal giant cell astrocytoma  
 

23 43.4 M 
Sub-ependymal giant cell astrocytoma (SGCA, WHO 

grade 1) 
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5.3.3 Data Disseminated to Identify Cases to be used in an Approved Study   

 

Once a researcher has identified that cases of interest could satisfy their study requirements, BRAIN UK 

checks for the availability of the tissue and whether a Participating Centre is able to support the request.  In 

order to do this, the laboratory numbers of the cases are used to identify the cases, with the age, gender and 

diagnosis being supplied to ensure verification of the case.  When a Participating Centre confirms their ability 

to support the study, the researchers are put in direct contact with the supplying centre and is then privy to 

the same linked anonymised data that BRAIN UK has supplied to the Participating Centre. 

 

Building on from the previous section, as an example of supporting the study: Multi-platform analysis of TSC 

Subependymal Giant Cell Astrocytoma (SEGA) to identify novel therapeutic approaches.  Below is an 

example extract of the information sent, with a ‘Case’ reference number now being replaced with the local 

laboratory number. 

 

L
a
b

 

N
u
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r* 
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Diagnosis 

F
ro

z
e
n

 

T
is

s
u

e
 

a
v
a
ila

b
le

 

12345678 61 M Subependymoma/subependymal giant cell astrocytoma Y 
Small 

amount 

23456789 19 M Recurrent subependymal giant cell astrocytoma Y Yes 

34567890 16 M 
Subependymal giant cell astrocytoma (WHO grade I), 

hamartomatous vascular elements, thrombosis, infarction. 
Y Yes 

45678901 26 M 
Subependymal giant cell astrocytoma with areas of 

subependymoma 

  

56789012 28 F Subependymal giant cell astrocytoma  
 

67890123 17 M Recurrent subependymal giant cell astrocytoma  
 

78901234 43 M Sub-ependymal giant cell astrocytoma (SGCA, WHO grade 1)  
 

 

*Note, the actual laboratory numbers in this table are fictitious. 

 

5.4 Researcher Application Process 

 

The researcher application process is described by the flow chart, Figure 2. Researchers may use a dataset 

or the input received from an initial enquiry to BRAIN UK to determine the study’s feasibility, see section 

5.3.1 for details, to submit an application.  Alternatively, they may apply directly, without a previous enquiry 

to BRAIN UK, in which case it may be necessary to perform a “Preliminary Search”, as described in section 

5.3.1, to ensure that the study needs could be met. 

 

All applications are administered centrally through BRAIN UK.  Applications are made using a standardised 

application form, available electronically91. The applications are subject to a review by BRAIN UK.  On 

successful completion, relevant documentation is sent to supplying Participating Centres to reach a decision 

upon the ability to support an individual application. 

 

5.4.1 Applicants 

 

BRAIN UK does not treat applicants differently whether they are from the University of Southampton, are 

members of a Participating Centre, from elsewhere in the UK or abroad. In broad terms, any bona fide 

 

 
91 BRAIN UK Application Form 

https://www.southampton.ac.uk/~assets/doc/brainuk/BRAIN%20UK%20Documents/BRAIN%20UK%20Application%20Form%20V3.pdf
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biomedical researcher may apply to BRAIN UK whether based in the UK or abroad. Commercial 

organisations, particularly pharmaceutical companies, play an important role in biomedical research for 

patient benefit and are regarded as “legitimate users”.   

 

From our experience to date, most applicants originate from the UK.  A proportion of applications originate 

from outside of the UK which, by definition, places such research outside of the scope of the Human Tissue 

Act 2004 and UK Research Ethics Committees.  In order for an overseas application to be considered valid 

researchers will have to provide evidence that they have local Ethical Approval to undertake research on 

human tissue and make a declaration that they will adhere to local laws, policies and regulations in relation 

to the use, storage and disposal of tissue used for research.  This aside, the same mechanisms are used to 

determine if an application from outside the UK warrants approval. 

 

5.4.2 BRAIN UK Application Form 

 

All documentation forwarded to BRAIN UK in support of an application will be held confidentially by BRAIN 

UK for a minimum period of five years after the closure of the study for the purposes of annual reports and 

audit. 

 

The current version of the BRAIN UK Application Form91 is provided on the BRAIN UK website, www.brain-

uk.org.  The application form gathers information from each research applicant and will contain: 

1. Principal Investigator contact details  

2. Details of where research will be taking place 

3. Details of tissue and/or data required  

4. Details of the proposed research study 

 

As tissue samples are provided to researchers in a linked anonymised manner, in the vast majority of studies 

there is no feedback of results to participants.  However, if in a specific study it is anticipated that data 

generated may have clinical significance for the participant and/or their relative, the mechanisms and 

protocols for disclosure should be established at the protocol planning stage. For a further explanation of 

what clinically significant information is and whether disclosure might be considered appropriate see Section 

3.5 Discovery and Disclosure of Clinically Significant Information. 

 

BRAIN UK has ‘generic ethical approval’ for the use of relevant material held by each Participating Centre.  

BRAIN UK, and the Participating Centres providing material, need to be satisfied that all research is of 

sufficient quality before releasing material.  A list of criteria and conditions that would need to be satisfied 

has been provided by the UK REC granting permission for our previous approvals (latest ref. no.: 

19/SC/0217).  Under certain circumstances, the BRAIN UK Committee may consider that the proposed 

research does not satisfy those criteria or there are specific additional issues such that additional ethical 

approval may be required and this will be assessed on a case-by-case-basis (see Section 5.4.3 Mechanism 

for Determining Approval below). In such a situation then evidence of other ethical approval from a UK 

Research Ethics Committee will need to be submitted in support of any application. 

 

It should be noted that BRAIN UK ‘generic ethics’ only applies in the UK.  Outside the UK researchers need 

to make their own arrangements to gain equivalent ethical approval to study human tissue and this needs to 

be submitted in support of their application.   

 

Please note that evidence of a study’s independent ethical approval will not automatically qualify for BRAIN 

UK support.  All applications are dealt with on a case-by-case basis. 

5.4.3 Mechanism for Determining Approval 

 

Once a completed application with all relevant supporting documentation has been received by BRAIN UK 

the application is first checked by the BRAIN UK team to ensure completeness, feasibility of request, 

potentially within ethical remit of BRAIN UK, accessibility of the lay summary and whether the level of 

justification for the requested cases is sufficient.  Prior to circulation to the wider BRAIN UK Committee, the 

BRAIN UK Director and/or Co-Director/s check for acceptability of the proposed study. 

http://www.brain-uk.org/
http://www.brain-uk.org/
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The BRAIN UK Director (or in their absence the Co-Director/s) considers each application independently and 

consistently in relation to the criteria listed below and needs to be satisfied that the application meets these 

criteria.  The research proposal must: 

 

1. Be within the fields of medical or biomedical research. 

2. Have been subjected to a rigorous scientific critique and peer review. 

3. Be appropriately designed in relation to its objectives. 

4. Add something useful to existing knowledge (with the exception of student research below doctoral 

level).   

 

A study may have received a peer review, for example, as part of a grant application, in which case BRAIN 

UK requests the supporting documentation as evidence, where available.  Additionally, the BRAIN UK 

Committee assessment performs this peer review function and any feedback from the assessment is 

considered by the BRAIN UK Director and pertinent observations and suggestions are fed back to the 

applicant in an anonymised format, unless specifically requested by the reviewer, for example, if offering 

support to the study. 

 

BRAIN UK aims to provide a rapid approval service.  The BRAIN UK Committee is normally given one week 

to feed back any comments on an application.  A definitive decision is usually provided to the applicant in the 

following week.  A decision may be made that the applicant needs to provide further information or changes 

to the application before approval can be granted.   

 

Successful Applications 

If a study is ‘approved by BRAIN UK it has been granted ‘generic ethical approval’.  A research project 

performed in the UK using tissue facilitated by BRAIN UK in accordance with these conditions will be 

considered to have ethical approval from the committee under the terms of this approval.  In England, Wales 

and Northern Ireland this means that the researcher will not require a licence from the Human Tissue 

Authority for storage of the tissue for the duration of this project92.  BRAIN UK supplies the applicant with a 

‘letter of approval’ (Appendix J: Template Study Approval Letter, and associated relevant documentation, to 

evidence this to support any local research governance applications required to permit the study to take 

place in the hosting institution. 

 

It is important to note that each Participating Centre has the ultimate right to veto the access to and 

subsequent use of their tissue archives for any particular study proposal regardless of the decision of the 

BRAIN UK Director. 

 

Unsuccessful Applications 

Those applications that do not meet the approval standards of the BRAIN UK review are not permitted to 

access the tissue archives through BRAIN UK.  Such applicants will be informed in writing detailing the 

reasons for rejection and will be offered advice to enable re-submission if appropriate.   

 

BRAIN UK may require any researcher to seek specific independent ethical approval for their project under 

certain circumstances (e.g. where research is likely to generate clinically significant data and this is felt too 

sensitive to be covered under a ‘generic ethics’ arrangement or where access to living relatives is required). 

Such applications should normally be made to a Research Ethics Committee able to grant generic approval 

and should be booked via the Central Allocation System. 

 

  

 

 
92 Human Tissue Authority (April 2017) Code of Practice and Standards E: Research 

https://www.hta.gov.uk/sites/default/files/Code%20E.pdf 

https://www.hta.gov.uk/sites/default/files/Code%20E.pdf
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5.4.4 BRAIN UK Approval 

 

If cases have not already been identified, BRAIN UK will work with the applicant to identify suitable cases, as 

described in 5.3.2 Data Disseminated to Determine Case Suitability for an Approved Study.  Access to the 

cases will then be negotiated with the relevant Participating Centres and the applicant will only be placed in 

contact with the centre once the cases have been confirmed as being suitable and available and the Centre 

is both prepared and able to support the study.  The supplying Participating Centre will be provided with all 

documentation relevant to the ethical approval for the relevant study. 

 

Arrangements concerning the shipping and the return of unused material are agreed between the supplying 

Participating Centre/s and the applicant, typically in the form of a Material Transfer Agreement (a template is 

included in the Appendix H: Material Transfer Agreement). Funding to cover the retrieval, processing and 

transport of tissue will be recouped from a researcher’s funding and this, as well as any other pertinent 

arrangements will be the prerogative of each Participating Centre. 

 

It should be noted that: 

• The favourable ethical opinion from BRAIN UK is only applicable to the study detailed in the 

approved application and is only valid if these conditions and those outlined in BRAIN UK Application 

Form, Appendix 191, are met. 

• Tissue or data will be used solely for the purposes of the research study outlined in the approved 

application protocol and only by those named in the application (or local researchers working under 

the direction of named individuals). 

• Tissue or data will not be passed on to third parties unless it is part of the approved application 

protocol or has the written permission of the supplying centre. 

• Participating Centres, supplying tissue and/or data, may require involvement on a collaborative 

basis, especially if the request requires substantial effort from the Centre.  Aspects such as co-

authorship of any resultant papers are negotiated between the custodians of the originating archive, 

members of BRAIN UK and the applicant on a case-by-case basis.  However, provision of samples 

with a specific diagnosis and associated data is typically regarded as sufficient intellectual input to 

justify co-authorship as the study could not be performed without well-characterised samples. 

 

If any changes are required during the course of a study, they need to be submitted to BRAIN UK as an 

amendment, see Section 5.5.2 Amendments to the Researcher’s Study. 

 

5.5 During the Researcher’s Study 

 

The researcher study lifecycle process is described by the flow chart, Figure 3. 

5.5.1 Annual Progress Reporting of the Researcher’s Study 

 

Successful applicants will be expected to complete an annual report of progress and inform BRAIN UK of 

any incidents in relation to the use of tissue in the study (a template is included in Appendix I: Annual Report 

to BRAIN UK).  This is an important mechanism to help to determine if researchers are utilising tissues 

obtained from BRAIN UK Participating Centres appropriately and in line with the purposes defined within 

their applications.  This is also achieved by researchers reporting formal outcomes of the results of their work 

such as through papers submitted to peer-reviewed journals and abstracts.  It is important that all 

researchers maintain adequate records of the receipt, use and return of all tissues to enable audit trails to be 

evident. 

 

Annual progress reports on all approved studies with a favourable opinion should be submitted to BRAIN UK 

when requested.  For reasons of administrative efficiency, this is now done at the same time of year for all 

active studies.  Applicants can contact BRAIN UK to request the due date of the report.  Applicants are also 

invited to send outputs regularly throughout the year and details of cases received, in order to pre-populate 

the annual report for them.  The due date for receipt of the report is 30 days following the request.  Reports 

should continue to be submitted at least annually until the end of the study is notified.  BRAIN UK, in 
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exceptional circumstances may request that more frequent reports be submitted, or may request an 

additional progress report at any time. 

 

Where a progress report is not received by the due date, BRAIN UK will send a reminder.  If the report is still 

not received after a further period of one month, BRAIN UK will consider what further action should be taken. 

This may take the form of a review of the favourable opinion, including possible suspension or termination, 

for the study. 

 

These annual progress reports form the basis of information required to report on BRAIN UK’s progress to 

the: 

Study Sponsor, the University of Southampton 

Health Research Authority NHS Research Ethics Committee 

Human Tissue Authority 

BRAIN UK Committee 

British Neuropathological Society 

Funders 

Scientific community 

5.5.2 Amendments to the Researcher’s Study 

 

Researchers may apply for their approved study to be amended whilst it is active.  In the first instance, it is 

recommended that researchers contact BRAIN UK for advice.  Applicants cannot start the proposed change 

to the study while waiting for approval of the amendment.  The only exception would be for the management 

of urgent safety measures, however, BRAIN UK would at least expect to be notified of the requirement for an 

urgent change as soon as it was known to be required, but this has never been required to date. 

 

To submit an amendment, an applicant must outline the proposed amendment in a covering letter and 

update the Application Form91, highlighting any changes clearly.  The BRAIN UK Director and/or Co-

Director/s will consider the request.  For an amendment to be considered by BRAIN UK, the proposed 

change must be: 

• In line with the original research question; 

• Proportionate with the original request. 

For example, a request for additional cases in order to validate findings.  Approval of an amendment is 

typically within a week of receiving a valid amendment proposal.  The decision may be that the applicant 

needs to provide further information or changes to the amendment before approval can be granted.  Or, it 

may be considered outside of the scope of the original research question, in which case, the applicant would 

be asked to submit a fresh application to BRAIN UK. 

 

If an amendment is ‘approved’ by BRAIN UK it has been granted an update to its ‘generic ethical approval’.  

BRAIN UK will supply the applicant with a new ‘letter of approval’, and associated relevant documentation, to 

evidence this to support any local research governance applications required to permit the study to take 

place in the hosting institution.  Additionally, any Centres that have already supplied the applicant with cases, 

will be updated with the relevant documentation, namely, the updated: ‘letter of approval’; BRAIN UK 

Application; and amendment covering letter. 

 

5.5.3 Discovery of Clinically Significant Information 

 

All types of medical and biomedical research have the inherent capacity to reveal biological data and 

information that may have clinical or psychosocial implications for participants and/or their relatives.  At times 

a study may, unexpectedly generate results of clinical significance.  In this event, researchers should at least 

notify BRAIN UK and may also report to the supplying Participating Centre.  For a further explanation of what 

clinically significant information is and whether disclosure might be considered appropriate see Section 3.5 

Discovery and Disclosure of Clinically Significant Information. 

 



BRAIN UK Protocol  Ref:19/SC/0217  V3.0  01/05/2022  - 42 - 

5.5.4 Incident Management 

 

The reporting of incidents is for the common good and the major concern is not to apportion blame, but to 

contain, then resolve the situation and prevent a future re-occurrence.  Looking at what was wrong in the 

system helps organisations to learn lessons that can prevent the incident recurring.  In line with the 

University of Southampton’s Research Integrity and Governance Document on Management of Deviations 

and Serious Breaches of Good Clinical Practice and/or the Study Protocol93 and the Health Research 

Authority94 advice, the primary responsibility for investigating non-compliance with the protocol or Good 

Clinical Practice (or equivalent standards) and taking corrective action is placed with the Sponsor.  It is not 

necessary to notify the Research Ethics Committee (REC) of minor protocol violations unless they constitute 

a ‘serious breach’.  It states that 'a "serious breach" is defined as a breach of the protocol or of the conditions 

or principles of Good Clinical Practice (or equivalent standards for conduct of non-Clinical Trial of an 

Investigational Medicinal Products) which is likely to affect to a significant degree the safety or physical or 

mental integrity of the trial subjects, or the scientific value of the research.  

 

In the UK, serious breaches are required to be reported to the relevant REC and should be notified as soon 

as possible of any breach of the approval conditions, any serious breach of security or confidentiality, or any 

other incident that could undermine public confidence in the ethical management of the tissue.  Such 

incidents would also need to be reported immediately to the HTA. 

 

Applicant and Researcher’s Responsibilities 

 

All BRAIN UK studies are required to have identified their research Sponsor and to have completed local 

Research Governance assessments prior to any research taking place.  Any incidents should be reported to 

the local sponsor immediately and local staff should be able to advise on whether the breach constitutes a 

“serious breach” or a minor violation.  It is imperative that researchers notify the Sponsor immediately as it is 

the responsibility of the Sponsor to notify the REC and relevant regulatory bodies of a serious breach in any 

study within 7 days of the matter coming to their attention.  The report may be provided by the Principal 

Investigator or other representative of the Sponsor, copied to the Sponsor.  Reports of serious breaches 

should give details of when the breach occurred, the location, who was involved, the outcome and any 

information given to participants.  An explanation should be given and the REC informed what further action 

the Sponsor plans to take.   

 

In addition, applicants (and their research team) must report a data breach immediately when it occurs, is 

threatened or is suspected, using local sponsoring organisation procedures.  Failure of the applicant to 

report data breach incidents is a serious matter as it could leave your local sponsoring organisation exposed 

to repeated and more serious attacks/breaches as well as to the imposition of large fines.  Certain types of 

breaches must be reported by the Data Protection Officer to the Information Commissioner’s Office within 72 

hours of becoming aware of the breach, therefore, it is important that you contain and respond immediately 

to the discovery of a data breach. 

 

Researchers should also inform BRAIN UK of any serious breaches so it can evaluate if its governance 

arrangements are suitable or require improvement.  Final outcomes of any breaches should be sent to 

BRAIN UK, in order to inform its sponsors to ensure adequate oversight of the BRAIN UK study. 

 

  

 

 
93 University of Southampton’s Research Integrity and Governance Document on Management of Deviations and 

Serious Breaches of GCP and/or the Study Protocol Ver: 01   
94 Health Research Authority Standard Operating Procedure for Research Ethics Committees Version 7.2 January 2017 
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5.5.5 Closure of the Researcher’s Study 

 

On completion of a study a researcher should notify BRAIN UK.  The activity status of the study is also 

checked when requesting the annual report for BRAIN UK.  On notification of closure researchers are sent: 

• Request for a ‘Closing Report’.  This is very similar to the annual reports but seeks to identify an 

overall summary of the study, including whether the study achieved its objectives and the main 

findings. 

• Study Closure Letter confirming that the Ethical Approval from the Southampton and South West 

Hampshire Research Ethics Committee ‘B’ under the terms of their approval for BRAIN UK has now 

terminated.  And, a reminder of their obligations, under the Human Tissue Act6,7, that data should not 

be passed onto third parties and to acknowledge the contribution of BRAIN UK and the NHS Trusts 

which supplied tissues in all resulting publications. 

• The Participating Centres that supplied tissue are notified that the project is closed and are reminded 

of the applicant’s responsibility to ensure that any remaining human tissue samples are appropriately 

managed. This email is copied to the PI of the project to ensure that lines of communication are 

open so that the applicant can appropriately manage the samples.  

 

An example template for the Closing Report can be located on the BRAIN UK website.  An example of the 

‘Study Closure Letter’ is contained in Appendix K: Template Study Closure Letter.  The information from the 

Closing Report is supplied to the BRAIN UK Committee for it to review at its Annual Committee Meeting.  

This is to gain oversight of the research taking place on cases encompassed by BRAIN UK and insight in to 

the utility of BRAIN UK.  
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6 Research Ethics Applying to BRAIN UK 
 

The University of Southampton operates a process ‘Ethics and Research Governance Online' (ERGO) which 

is an intranet-based online system designed to facilitate the process of gaining university ethics, governance 

and insurance approval and sponsorship for research studies conducted by staff and student researchers.  

BRAIN UK has an ERGO approved study reference 23425.  BRAIN UK also has external ethical approval 

from the NHS Health Research Authority Research Ethics Committee. 

 

The University Ethics Policy requires all research activity involving human participants to be registered on 

ERGO regardless of any other external approvals obtained.  ERGO records all staff and student research 

activity and is a repository for essential study documents. This facilitates oversight by the Research Integrity 

and Governance (RIG) Team to ensure all the necessary approvals are in place, and that approved studies 

are conducted appropriately, thus ensuring compliance with legislation, regulation and adherence to best 

practice.   

6.1 Research Ethics Committee (REC) Review & Reports 

 

A favourable opinion for the operation of BRAIN UK has been obtained from South Central – Hampshire B 

REC (REC reference number 19/SC/0217) and continuing ethical approval is a pre-requisite for continued 

operation. 

Substantial amendments for the operation of BRAIN UK that require review by NHS REC will not be 

implemented until that review is in place and other mechanisms are in place to implement at site.   

All correspondence with the REC will be retained. 

An annual progress report for BRAIN UK is submitted to the REC within 30 days of the anniversary date on 

which the favourable opinion was given, and annually until the study is declared ended. 

If BRAIN UK operations are terminated prematurely, the Chief Investigator will notify the REC, including the 

reasons for the premature termination.  The Chief Investigator will submit a final report with the results, 

including any publications/abstracts, to the REC within one year after the termination of BRAIN UK. 

Regulatory Review & Compliance  

 

Before any site can register cases into the BRAIN UK study, BRAIN UK will ensure that appropriate local 

‘Research and Development’ (R&D) approvals are in place from Participating Centres.  HRA and Health and 

Care Research Wales (HCRW) Approval is the process for the NHS in England and Wales that brings 

together the assessment of governance and legal compliance, undertaken by dedicated HRA and HCRW 

staff, with the independent REC opinion provided through the UK Research Ethics Service. It replaces the 

need for local checks of legal compliance and related matters by each participating organisation in England 

and Wales.  Studies led from England or Wales with sites in Northern Ireland or Scotland will be supported 

through existing UK-wide compatibility systems, by which each country accepts the centralised assurances, 

as far as they apply, from national coordinating functions without unnecessary duplication. 

 

For any amendment to BRAIN UK, the Chief Investigator or designee, in agreement with the Sponsor will 

submit information to the appropriate body in order for them to issue approval for the amendment.  The Chief 

Investigator or designee will work with sites (R&D departments at NHS sites as well as the study delivery 

team) so they can put the necessary arrangements in place to implement the amendment to confirm their 

support for the study as amended.  Document versions will be updated to facilitate tracking of version history 

of the document and SharePoint (a Microsoft tool that facilitates versioning, by which successive iterations of 

a document are numbered and saved). 

 

If BRAIN UK wishes to make a substantial amendment to the REC application or the supporting documents, 

a valid notice of amendment will be submitted to the REC for consideration.  The University of Southampton 

Research Integrity and Governance, in its role as sponsor will decide whether an amendment is substantial 

or non-substantial for the purposes of submission to the REC.  This decision will be made in-line with the 
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HRA advice94, 95.  If applicable, other specialist review bodies (e.g. Confidentiality Advisory Group (CAG)) 

need to be notified about substantial amendments in case the amendment affects their opinion of the study. 

 

6.2 Peer review 

The University of Southampton has a peer review process, performed by the Research Integrity and 

Governance team, which aims to facilitate and support researchers in undertaking clinical studies to meet the 

expectations and standards set out by legislation, frameworks and sponsor’s procedures and guidance where 

integrity of data and patient safety are paramount considerations.  Its policies96 are within the UK Policy 

Framework for Health and Social Care Research97. 

 

In-line with the UK Policy Framework for Health and Social Care the Sponsor ensures that research 

proposals and protocols are scientifically sound (e.g. through independent expert review), safe, ethical, legal 

and feasible and remain so for the duration of the research, taking account of developments while the 

research is ongoing96. 

 

6.3 Protocol compliance  

Reporting of breach incidents is for the common good and the major concern is not to apportion blame, but 

to contain, then resolve the situation and prevent a future re-occurrence. Failure to report breach incidents is 

a serious matter as it could leave the University exposed to repeated and more serious attacks/breaches as 

well as to the imposition of large fines. The University of Southampton Legal Services Department has a 

number of policies to provide specialist advice on Integrity, Ethics and Governance and Information 

Governance. 

 

The University of Southampton Research Integrity and Governance policy Management of Deviations and 

Serious Breaches of GCP and/or the Study Protocol98 describes the procedures for the recording, 

evaluation, management and reporting of deviations and serious breaches for non-commercial clinical 

research studies sponsored by the University of Southampton.  In summary, it details the procedures that 

should be undertaken by the Research Integrity and Governance (RIG) Team on behalf of the Sponsor and 

sets out the expectations of the Sponsor on the Chief Investigator (Cl), the investigational site team and the 

study management team in the event of a breach of protocol.  The Cl or designee is responsible for keeping 

records of all deviations and for reviewing and reporting serious breaches appropriately. The Sponsor or 

designee is responsible for ensuring serious breaches are reported to the REC.  The Cl, or any other 

member of the research team may identify a deviation or serious breach of the study protocol. They may 

also be identified through a monitoring visit, an audit, a BRAIN UK Steering Committee, Information Security 

Team or similar. Individuals external to the study team, including participants and members of the public may 

also report a deviation to the Sponsor or study team. 

 

Information Governance sets out the way in which the University handles all of its information, in particular 

personal and special category (sensitive) information, from creation to deletion.  It provides a framework for a 

compliance regime that includes privacy, access controls, and other compliance issues99.  The University of 

Southampton Data Protection Policy100 includes how data breach incidents should be reported and handled 

both within the University and to relevant external bodies, such as the Information Commissioner’s Office. 

 

 
95 NHS HRA Amending an approval (Aug 2018)  https://www.hra.nhs.uk/approvals-amendments/amending-approval/ 
96 University of Southampton, Research Integrity and Governance.  Sponsorship Arrangements and Responsibilities. Ver 

01. Sept 2018  
97 NHS HRA UK Policy Framework for Health and Social Care Research https://www.hra.nhs.uk/planning-and-improving-

research/policies-standards-legislation/uk-policy-framework-health-social-care-research/ 
98 University of Southampton, Research Integrity and Governance.  Management of Deviations and Serious Breaches of 

GCP and/or the Study Protocol. Ver 01. Dec 2018 
99 University of Southampton Legal Services Information Governance and Policies  

https://www.southampton.ac.uk/legalservices/policy-and-guidance.page 
100 University of Southampton. Data Protection Policy. May 2018 

http://www.southampton.ac.uk/assets/sharepoint/intranet/ls/Public/Information%20Governance%20Policies/Data%20Prot

ection%20Policy.pdf 

https://www.hra.nhs.uk/approvals-amendments/amending-approval/
https://www.hra.nhs.uk/planning-and-improving-research/policies-standards-legislation/uk-policy-framework-health-social-care-research/
https://www.hra.nhs.uk/planning-and-improving-research/policies-standards-legislation/uk-policy-framework-health-social-care-research/
https://www.southampton.ac.uk/legalservices/policy-and-guidance.page
http://www.southampton.ac.uk/assets/sharepoint/intranet/ls/Public/Information%20Governance%20Policies/Data%20Protection%20Policy.pdf
http://www.southampton.ac.uk/assets/sharepoint/intranet/ls/Public/Information%20Governance%20Policies/Data%20Protection%20Policy.pdf
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The University describes data breach incidents which must be reported as including those that: 

• Pose a threat to personal data including special category (sensitive) personal data, for example, 

personal data sent to the wrong recipient, an unauthorised disclosure loss of portable computing 

equipment e.g. Laptop; Mobile phone etc. containing personal data. 

• Pose a threat to privacy such as hacking or attempted hacking of systems containing personal data 

by staff, third-parties or outsiders and attempts to obtain personal data by deception (e.g. bogus 

phone calls, social engineering or e-mails); Actual or attempted unauthorised entry to a secure areas 

housing personal data. 

• Breach confidentiality obligations such as disclosure of restricted or confidential information 

(especially passwords or other access control data) to unauthorised personnel. 

6.4 Indemnity 

 

Submission through the ERGO system will automatically ensure higher risk studies are forwarded to the 

University’s RIG team, to arrange for University Sponsorship and insurance.  As BRAIN UK is registered on 

ERGO it has been assessed and approved for Sponsorship and Insurance.  This cover includes Professional 

Indemnity and Public Liability. 

6.5 Access and Dissemination 

Access to the final study dataset 

 
The intention is that the BRAIN UK study will be enduring and as such the dataset will be continually 
accruing data.  Given the sensitive nature there is currently no intention to provide access to the full dataset.  
Access to extracts of the dataset is described in Section 5.3 Data Interrogation and Dissemination.  BRAIN 
UK follows the University of Southampton Research Data Management Policy101 and in the event of study 
closure records would be retained for 30 years102.  See BRAIN UK Information Governance54 for further 
details. 

Dissemination policy 

 

BRAIN UK is a service to facilitate access to Biomedical Research and as such does not regularly produce 

novel research of its own.  However, applicants to the service are encouraged to disseminate the findings of 

their research, see Benefits of Research to Society for further details. 

 

The BRAIN UK service is promoted in the following ways: 

• Regular attendance and presenting at scientific meetings, local, national and international; 

• Acknowledgements of BRAIN UK support in outputs generated by studies (for e.g. scientific 

presentations and published scientific papers); 

• In collaboration with our funder, Brain Tumour Research 

• Membership and involvement of the UK Brain Banks Network; 

• Presence on the UK Clinical Research Collaboration website; 

• Own publicity, including website, leafleting and occasional interviews for radio and published media; 

• 43% of our applications come from recommendations from other researchers, Participating Centres 

and committee members; 

• 29% of our applications are from previous applicants. 

 

In addition, BRAIN UK requires a lay summary of the applicant’s research, to enable our lay members of the 

committee to engage with the review process; to be published on our website103 to facilitate transparency 

within research; and to encourage and support collaborative work amongst research studies. 

 

 
101 University of Southampton Research Data Management Policy 2018-2019 

http://www.calendar.soton.ac.uk/sectionIV/research-data-management.html 
102 University of Southampton Record Retention Schedule June 2018 

http://www.southampton.ac.uk/assets/sharepoint/intranet/ls/Public/Information%20Governance%20Policies/Record%20R

etention%20Schedule%20Final%20June%202018.pdf 
103 BRAIN UK Lay Summaries https://www.southampton.ac.uk/brainuk/studies-supported/lay-summaries-home.page 

http://www.calendar.soton.ac.uk/sectionIV/research-data-management.html
http://www.southampton.ac.uk/assets/sharepoint/intranet/ls/Public/Information%20Governance%20Policies/Record%20Retention%20Schedule%20Final%20June%202018.pdf
http://www.southampton.ac.uk/assets/sharepoint/intranet/ls/Public/Information%20Governance%20Policies/Record%20Retention%20Schedule%20Final%20June%202018.pdf
https://www.southampton.ac.uk/brainuk/studies-supported/lay-summaries-home.page
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7 Acronyms 
 

BNS British Neuropathological Society 

BRAIN UK UK Brain Archive Information Network (long title) 

CAG Confidentiality Advisory Group 

CNS Central Nervous System 

DPA Data Protection Act 

ERGO Ethics and Research Governance Online 

GDPR General Data Protection Register 

HCRW Health and Care Research Wales 

HRA Health Research Authority 

HTA Human Tissue Authority 

MRC Medical Research Council 

MTA Material Transfer Agreement 

NHS National Health Service 

R&D Research and Development 

REC Research Ethics Committee 

RIF Research Impact Factor 
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9 Amendment History 
 

Amendment 

No. 

Protocol 

version no. 

Date 

approved 

Author(s) of 

changes 

Details of changes made 

- 1.72 03/05/2016 C. Mitchell Previously approved version under ethics ref: 

14/SC/0098 

- 2.0 11/06/2019 C. Mitchell Created 01/04/2019.  

Preparation for new ethics application: updated 

to include GDPR changes, and amalgamation 

of documentation to ensure consistency and 

remove duplication. 

8375.A3 3.0 08/08/2022 T. Bloom Created 01/05/2022. 

Preparation for substantial amendment request 

to include change of PI, staff changes, centre 

changes and updated application form 
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10 Appendices 

Appendix A: Impact of BRAIN UK 

 

Applicants are questioned, in their annual report, about impact of BRAIN UK on their study and whether it 

would have taken place. 

A: Yes, BRAIN UK support had VERY LITTLE impact on my study.  

B: Yes, but it may have been more INCONVENIENT and limited my access to samples; I may have needed 

to redesign the study to proceed alone.  

C: Yes, but it may have had a SIGNIFICANT effect on time, costs or outputs; I would have needed to 

redesign the study to proceed alone.  

D: No, I could not have conducted this study without BRAIN UK. 

 

 
 

 

Figure 4.  Summary of the impact of BRAIN UK on the studies it has supported.  Data from 2011 to 2017.  

Overall, almost 88% reported that BRAIN had a significant impact on their study. 

 

  

0%
13%

31%

56%
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D: Not possible without
BRAIN UK
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Appendix B: Distribution of Post Mortem Cases 

 

The distribution of the number of post mortem cases available for research at Participating Centres in the 

BRAIN UK network: 

 

 

 Participating Centre  
Estimated Number 

of Cases 
 

     

 University Hospital Southampton NHS Foundation Trust  7,059*  

 Oxford University Hospitals NHS Trust  6,800  

 NHS Lothian  6,000  

 Nottingham University Hospitals NHS Trust  5,994*  

 NHS Greater Glasgow and Clyde  5,500  

 University College London Hospitals NHS Foundation Trust  1,331*  

 King's College Hospital NHS Foundation Trust  4,500  

 Royal Free London NHS Foundation Trust  4,400  

 Cardiff and Vale University Health Board  4,000  

 North Bristol NHS Trust  3,872*  

 Cambridge University Hospitals NHS Foundation Trust  1,297*  

 University Hospitals Plymouth NHS Trust  2,442*  

 Great Ormond Street Hospital for Children NHS Foundation Trust  945*  

 Imperial College Healthcare NHS Trust  765*  

 The Walton Centre NHS Foundation Trust  1,000  

 South Tees Hospitals Foundation Trust  270  

 Leeds Teaching Hospitals NHS Trust  *  

 Barking, Havering and Redbridge Hospitals NHS Trust  *  

 Sheffield Teaching Hospitals NHS Foundation Trust  *  

 Barts Health NHS Trust  *  

 Lancashire Teaching Hospitals NHS Foundation Trust  *  

 St George’s Healthcare NHS Trust  *  

 Salford Royal NHS Foundation Trust  *  

 University Hospitals Birmingham NHS Foundation Trust  *  

     

   58,470  

* Currently unable to provide data. 

 

Based upon current BRAIN UK 1 and BRAIN UK 2 databases and on questionnaires returned by 

Participating Centres December 2013. 
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Appendix C: Distribution of Biopsy Cases 

 

The distribution of the total number of cases available for research in the putative BRAIN UK 3 database. 

(Based on data derived from questionnaires returned by Participating Centres December 2013). 

 

 

 Participating Centre  
Current Surgical 

Archive 

 Additional Annual 

Surgical Cases 

 

       

 University Hospital Southampton NHS 

Foundation Trust 

 
73,100  1,700 

 

 North Bristol NHS Trust  48,000  1,200  

 Great Ormond Street Hospital for Children NHS 

Foundation Trust 

 
40,000  500 

 

 NHS Greater Glasgow and Clyde  32,000  800  

 University College London Hospitals NHS 

Foundation Trust 

 
32,000  2,000 

 

 King's College Hospital NHS Foundation Trust  20,000  1,500  

 Nottingham University Hospitals NHS Trust  16,100  700  

 The Walton Centre NHS Foundation Trust  15,000  800  

 Cambridge University Hospitals NHS Foundation 

Trust 

 
14,400  800 

 

 St George’s Healthcare NHS Trust  13,200  550  

 Salford Royal NHS Foundation Trust  13,200  1,100  

 NHS Lothian  13,000  650  

 Cardiff and Vale University Health Board  12,000  400  

 University Hospitals Plymouth NHS Trust  8,500  500  

 South Tees Hospitals Foundation Trust  5,250  175  

 Barts Health NHS Trust  4,000  200  

 Imperial College Healthcare NHS Trust  3,600  300  

 Oxford University Hospitals NHS Trust  *  *  

 Royal Free London NHS Foundation Trust  *  *  

 Leeds Teaching Hospitals NHS Trust  *  *  

 Barking, Havering and Redbridge Hospitals NHS 

Trust 

 
*  * 

 

 Sheffield Teaching Hospitals NHS Foundation 

Trust 

 
*  * 

 

 Lancashire Teaching Hospitals NHS Foundation 

Trust 

 
*  * 

 

 University Hospitals Birmingham NHS 

Foundation Trust 

 
*  * 

 

       

   363,350  13,875  

 

Based upon questionnaires returned by Participating Centres December 2013. 

 

* Currently unable to provide data. 
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Appendix D: Tissue Storage Centre Contacts 

For completeness, below is a list of all the centres participating with BRAIN UK and Neuropathologist 

contacts.  The BRAIN UK website will provide updates or changes.  

 

 

Barking, Havering and Redbridge University Hospitals NHS Trust 

Prof Sebastian Brandner and Dr Zane Jaunmuktane  

s.brandner@ucl.ac.uk and zane.jaunmuktane@nhs.net 

020 7676 2188 

Queen's Hospital, Rom Valley Way, Romford, RM7 0AG 

 

Barts Health NHS Trust 

Prof Silvia Marino 

s.marino@qmul.ac.uk 

020 7377 7000  

Blizard Institute, Barts and The London School of Medicine and Dentistry, 4 Newark Street, Whitechapel, 

London, E1 2AT 

 

Cambridge University Hospitals NHS Foundation Trust 

Dr Kieren Allinson 

kieren.allinson@addenbrookes.nhs.uk 

01223 217 175 

Division of Molecular Histopathology, Department of Pathology, University of Cambridge, Level 3 Lab Block, 

Box 231, Addenbrooke's Hospital, Hills Road, Cambridge, CB2 0QQ 

 

Cardiff and Vale University Health Board 

Dr Olimpia Curran  

Olimpia.Curran@wales.nhs.uk 

029 218 47469 

Cellular Pathology, University Hospital of Wales, Cardiff, CF14 4XW 

 

Great Ormond Street Hospital for Children NHS Foundation Trust 

Prof Thomas Jacques 

t.jacques@ucl.ac.uk 

020 7829 8895 

Institute of Child Health/ Department of Histopathology, UCL Institute of Child Health, 30 Guilford Street, 

London, WC1N 1EH 

 

Hull University Teaching Hospitals NHS Trust 

Jennifer Mitchell 

jennifer.mitchell22@nhs.net 

01482 875875 

Department of Pathology, Hull Royal Infirmary, Anlaby Road, Hull, HU3 2JZ 

 

Imperial College Healthcare NHS Trust 

Dr Javier Alegre Abarrategui 

javier.alegre@nhs.net 

020 7594 6683 

Department of Histopathology, Charing Cross Hospital, Fulham Palace Road, London, W6 8RF 

 

King’s College Hospital NHS Foundation Trust 

Prof Safa Al-Sarraj 

safa.al-sarraj@nhs.net 

020 3299 1958 

Department of Clinical Neuropathology, 1st Floor, Academic Neuroscience Centre, King's College Hospital, 

Denmark Hill, London, SE5 9RS 

 

mailto:s.brandner@ucl.ac.uk
mailto:zane.jaunmuktane@nhs.net
mailto:s.marino@qmul.ac.uk
mailto:kieren.allinson@addenbrookes.nhs.uk
mailto:Olimpia.Curran@wales.nhs.uk
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Lancashire Teaching Hospitals NHS Foundation Trust 

Prof Timothy P Dawson 

timothy.dawson@lthtr.nhs.uk 

01772 716 565 

Lancashire Teaching Hospitals NHS Foundation Trust, Neuropathology, Royal Preston Hospital, PO Box 

202, Preston, PR2 9HT 

 

NHS Greater Glasgow and Clyde 

Dr William Stewart 

william.stewart@glasgow.ac.uk 

0141 354 9535 

Dept. of Neuropathology, Laboratory Medicine Building, Queen Elizabeth University Hospital, Glasgow,  

G51 4TF 

 

NHS Lothian 

Prof Colin Smith 

col.smith@ed.ac.uk 

0131 651 5301 

University of Edinburgh, Academic Department of Neuropathology, Centre for Clinical Brain Sciences, 

Chancellor's Building, Little France, Edinburgh, EH16 4SB 

 

North Bristol NHS Trust 

Prof Kathreena Kurian 

Kathreena.Kurian@bristol.ac.uk 

0117 340 2386 

Department of Neuropathology/Institute of Clinical Neurosciences, University of Bristol, Learning & Research 

Level 2, Southmead Hospital, Bristol, BS10 5NB 

 

Nottingham University Hospitals NHS Trust 

Dr Ian Scott 

ian.scott@nuh.nhs.uk 

0115 924 9924 Ext: 63421 

Nottingham University Hospitals NHS Trust, Queen's Medical Centre, Nottingham, NG7 2UH 

 

Oxford University Hospitals NHS Foundation Trust 

Dr Olaf Ansorge 

olaf.ansorge@ndcn.ox.ac.uk 

01865 231 434 

Nuffield Department of Clinical Neurosciences, University of Oxford, John Radcliffe Hospital, West Wing, 

Level 1, Oxford, OX3 9DU 

 

Royal Free London NHS Foundation Trust 

Prof Sebastian Brandner and Dr Zane Jaunmuktane  

s.brandner@ucl.ac.uk and zane.jaunmuktane@nhs.net 

020 7676 2188 

Royal Free London NHS Foundation Trust, Cellular Pathology, Royal Free Hospital, Pond Street, London, 

NW3 2QG 

 

Northern Care Alliance NHS Foundation Trust 

Dr Daniel du Plessis and Prof Federico Roncaroli  

daniel.duplessis@srft.nhs.uk and federico.roncaroli@manchester.ac.uk 

0161 206 5013 

Department of Cellular Pathology, Neuropathology, Salford Royal Hospital NHS Foundation Trust, Stott 

Lane, Salford, M6 8HD 

 

 

 

 

mailto:s.brandner@ucl.ac.uk
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Sheffield Teaching Hospitals NHS Foundation Trust 

Prof Stephen Wharton 

s.wharton@sheffield.ac.uk 

0114 2711900 

Sheffield Institute for Translational Neuroscience, University of Sheffield, 385A Glossop Road, S10 2HQ 

 

South Tees Hospitals NHS Foundation Trust 

Dr David Scoones 

david.scoones@stees.nhs.uk 

01642 854 388 

The James Cook University Hospital, Marton Road, Middlesbrough, Cleveland, TS4 3BW 

 

St George’s University Hospitals NHS Foundation Trust 

Dr Leslie R Bridges 

Leslie.Bridges@stgeorges.nhs.uk 

020 8672 1255 

Department of Cellular Pathology, St George's Hospital, Blackshaw Road, London, SW17 0QT 

 

The Leeds Teaching Hospitals NHS Trust 

Dr Arundhati Chakrabarty 

arundhati.chakrabarty@nhs.net 

0113 392 2805 

University of Leeds, Level 5 Bexley Wing, St James Hospital, Beckett Street, Leeds, LS9 7TF 

 

The Newcastle upon Tyne Hospitals NHS Foundation Trust 

Dr Abhi Joshi 

Abhijit.Joshi@nuth.nhs.uk 

0191 282 1301 

Department of Cellular Pathology, New Victoria Wing Level 3, Royal Victoria Infirmary, Newcastle upon 

Tyne, NE1 4LP 

 

The Walton Centre NHS Foundation Trust 

Dr Nitika Rathi 

Nitika.Rathi@thewaltoncentre.nhs.uk 

0151 556 3542 

The Neuroscience Laboratories, The Walton Centre NHS Foundation Trust, Lower Lane, Fazakerley, 

Liverpool, L9 7LJ 

 

University College London Hospitals NHS Foundation Trust 

Prof Sebastian Brandner and Dr Zane Jaunmuktane  

s.brandner@ucl.ac.uk and zane.jaunmuktane@nhs.net 

020 7676 2188 

The National Hospital for Neurology and Neurosurgery, University College London Hospitals NHS 

Foundation Trust, Room 103 Level 1, Mailbox 126, Queen Square House, Queen Square, London,  

WC1N 3BG 

 

University Hospital Southampton NHS Foundation Trust 

Prof James A R Nicoll 

J.Nicoll@soton.ac.uk 

023 8120 5720 

Room LE63, University of Southampton, Level E, South Academic Block, Southampton General Hospital, 

Southampton, SO16 6YD 
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University Hospitals Birmingham NHS Foundation Trust 

Dr Ute Pohl/Dr Santhosh Nagaraju 

Ute.Pohl@uhb.nhs.uk and Santhosh.Nagaraju@uhb.nhs.uk 

0121 371 3302 

Cellular Pathology Level -1, Birmingham Pathology - University Hospitals Birmingham NHS Foundation 

Trust, Queen Elizabeth Hospital Birmingham, Mindelsohn Way, Edgbaston, Birmingham, B15 2GW 

 

University Hospitals Plymouth NHS Trust 

Dr David Hilton 

davidhilton@nhs.net 

01752 763 599 

Department of Cellular and Anatomical Pathology, Level 04, Derriford Hospital, Derriford Road, Plymouth, 

PL6 8DH 

  

mailto:Ute.Pohl@uhb.nhs.uk
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Appendix E: Consent to Research in Participating Centres 

 
BRAIN UK survey on consent to research practice for living patients in Participating Centres published: C. 

Mitchell, N.E. Bailey, H. Bulbeck, K. Hopkins, S. Price, W. Stewart, D. Hilton, J.A.R. Nicoll, K.M. Kurian.  

PO81 A Lack Of Consent To Donate Brain Tumour Tissue For Research Hampers Progress, Neuro-

Oncology, Vol. 17, Issue suppl_8, November 2015, Page viii14, https://doi.org/10.1093/neuonc/nov284.70 

  



BRAIN UK Protocol  Ref:19/SC/0217  V3.0  01/05/2022  - 61 - 

Appendix F: Consent to Research for Surgical Patients 

 

Example of a typical consent to research as part of a surgical procedure consent form from University Hospital Southampton. 
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Appendix G: Consent to Research for Post Mortems 

 

Example of a typical consent to research as part of a surgical procedure consent form from University Hospital Southampton.
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Appendix H: Material Transfer Agreement  

An example Material Transfer Agreement, as used by the University Of Southampton. 
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Appendix I: Annual Report to BRAIN UK 

 

Annual report that applicants are required to complete, can be obtained electronically. 

 

 

https://cdn.southampton.ac.uk/assets/imported/transforms/content-block/UsefulDownloads_Download/D0736EAA91F94A389411C9F1583086B6/Annual%20Report%20Template%20for%20Form%20Store.xlsx#_ga=2.7097394.128096689.1553595425-1850941217.1510739575
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With the following summative data: 
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Appendix J: Template Study Approval Letter 

Template study approval letter sent to applicants on approval by BRAIN UK. 
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Appendix K: Template Study Closure Letter 

Template study closure letter sent to applicants when BRAIN UK are notified of a study closure. 
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 Appendix L: BRAIN UK Approved Studies 

 

List of approved BRAIN UK Studies.  Further details can be found at www.brain-uk.org/studies-supported/lay-
summaries-home.page  
 
Annual reports to the Ethics Committee contain details of all studies approved in the previous year.  
 
  

http://www.brain-uk.org/studies-supported/lay-summaries-home.page
http://www.brain-uk.org/studies-supported/lay-summaries-home.page


BRAIN UK Protocol  Ref:19/SC/0217  V3.0  01/05/2022  - 79 - 

Appendix M: Participant Consent to Research Form  

 

An example of a participant consent to research template that could be used where a centre doesn’t have consent 

to research in place. 
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Appendix N: Participant Information Sheet  

 

An example of a participant information sheet to accompany the consent to research template, in Appendix M: 

Participant Consent to Research Form, which could be used where a centre doesn’t have consent to research in 

place.  
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