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MRC National Survey of Health and Development (NSHD)

NSHD Data Repository

Guidance on use


1.0 Introduction

1.1 The MRC National Survey of Health and Development (NSHD) is an ongoing cohort study of a representative sample of 5,362 men and women born in England, Scotland and Wales during one week in March 1946. Thus far, the full sample has been followed up 24 times since birth; there have been additional surveys conducted amongst various sub groups of the cohort as well. The study’s scientific strengths are the range and depth of information collected including:
a) physical growth and development, and changes in adult body size and physical function, 
b) cognitive development and cognitive ageing 
c) lifetime physical and mental health and health-related behaviours and 
d) indicators of the physical and social environment. 
e) cardiac and vascular imaging, whole body DXA scans and pQCT scans of the radius, and a growing range of biomarkers from blood, urine and saliva samples taken at 60-64 years

Buccal and blood samples were collected at age 53 years and blood and buccal DNA for 2,900 study members is held in the NSHD DNA repository.[footnoteRef:1] Blood, urine and saliva samples were collected at age 60-64; DNA was extracted from the blood sample; and a number of biomarkers have been measured.  Blood samples were collected at 69 years, spun within the home and stored for biomarker assay/DNA extraction   [1: 
 If your project involves genotyping and you wish to access the NSHD DNA repository, please also refer to ‘NSHD DNA Repository. Guidance for Use’.] 


1.2 The MRC Unit for Lifelong Health and Ageing at UCL (LHA) is responsible for the MRC NSHD. The LHA Data Services Group is responsible for the day to day running of the NSHD data repository. There are approximately 27,000 variables in the repository

1.3 Data sharing: The LHA supports the core principles of the MRC with regard to data sharing[footnoteRef:2] and is committed to sharing NSHD data with bona fide researchers for high quality research projects. As such, all proposals should also support and adhere to these core principles, namely: [2:  https://www.mrc.ac.uk/research/policies-and-guidance-for-researchers/data-sharing/] 

Equitable: All proposals should recognise and balance the needs of researchers who generate and use data, other researchers who may want to reuse those data, and communities and funders who expect health benefits to arise from research.
Ethical: The privacy of individuals and the dignity of communities must be protected, while simultaneously respecting the imperative to improve public health through the most productive use of data. 
Efficient:  Approaches should be proportionate and build on existing practice and reduce unnecessary duplication and competition.

Data sharing must be within the bounds of consent given by study members and meet rigorous MRC data security standards. A data sharing agreement must be in place between the applicant’s institution and the LHA, and the applicant’s institution must fully subscribe to the terms and conditions of the agreement. Any data requests made using an existing data sharing agreement will be on the basis of the terms and conditions set out in the original agreement (or as amended or supplemented from time to time). Additional conditions apply for researchers outside the UK.

1.4 SWIFT: The Secure Web Interface for the NSHD (SWIFT-NSHD) has been partly funded by the MRC Data Preservation and Sharing Initiative which aims to improve accessibility to anonymised scientific data across the research community. 

1.4.1 SWIFT-NSHD allows registered users to explore the NSHD metadata (descriptions of the data) to enable them to formulate proposals for using variables from the NSHD. Following submission and approval of a project proposal registered users can create a basket of variables for analysis which will be supplied as an encrypted data file once approved for release.  It should be noted that being granted access to browse the metadata via SWIFT is no guarantee that any subsequent project proposal will be approved. Likewise the approval of one project does not guarantee the approval of any subsequent project.

1.4.2 Electronic Metadata: Within available resources and constraints, the study team have converted the historical ‘in house’ paper-based metadata system into an electronic version to make it easier to search for, and understand, the metadata. The current version of SWIFT contains around 27,000 NSHD variables which have been linked electronically to their associated Metadata. Please recognise that the provision of good quality Metadata is an on-going and evolving project. It is possible that some of the sets of variables may not have been used by the current study team. Any scientist wishing to use such data may be expected to improve the data and the Metadata to a required standard, in collaboration with the study team, as a condition of their use.  


2.0 Procedures for accessing NSHD data

2.1 Data discovery: NSHD Metadata can be viewed through the SWIFT search tool and bona fide researchers may register to view these metadata. Please send initial enquiries to mrclha.swiftinfo@ucl.ac.uk.
Informal advice on whether the research question can be addressed using NSHD data can be given via email. In the first instances please email an outline of your research topics together with the questions you wish to address to mrclha.swiftinfo@ucl.ac.uk. External researchers are also welcome to visit the archive to learn more about this complex data set. 

2.2 Data requests: If the NSHD is a suitable dataset, then a data request form will need to be completed. This form can be obtained by emailing mrclha.swiftinfo@ucl.ac.uk. The data request form will require researchers to provide a brief description of the project, the rationale for using NSHD data, and the list of variables requested. The description of the project should also include an indication of the types of analysis that are envisaged. The form should then be returned in accordance with the instructions supplied.

2.3 Review process: Your proposal will be reviewed by members of the LHA/NSHD Data Sharing Committee and by specialist reviewers if necessary. Proposals are considered by the LHA/NSHD Data Sharing Committee on a monthly basis. This meeting is chaired by the Director of the NSHD and consists of senior LHA scientists and NSHD operational heads. 

The research proposal must meet the following criteria:
· No breach of confidence should be incurred. 
· The use of the data should be within the bounds of consent given by study members, and comply with MRC and UCL guidance on ethics and research governance.[footnoteRef:3] [3:  https://www.mrc.ac.uk/documents/pdf/good-research-practice-guidelines-and-standards/ ] 

· There should be no risk to the viability or reputation of the study from use of the data supplied. 
· The proposal should be from bone fide researchers working within an MRC recognised organisation who have the necessary expertise to undertake the project. In the case of students applying for access, their supervisor must be a co-applicant and ensure that appropriate academic and data security guidance are adhered to at all times.
· The science of the proposal should have been peer-reviewed prior to submission. However, all proposals will be peer-reviewed by the Data Sharing Committee and may be reviewed by their expert advisers. 
When proposals are similar to projects already approved, or are similar or complementary to LHA scientific programmes, researchers are encouraged to collaborate on a common project.
The LHA/NSHD Data Sharing Committee reserves the right to prioritise applications where necessary. Projects that will incur significant extra work by LHA data management staff may be subject to a charge to cover the additional costs incurred by the LHA. Any such costs will be notified in advance.

2.3.1 Review process for proposals that include access to biological samples 
The Central Manchester Local Research Ethics Committee gave approval (07/H1008/168) in 2007 for the LHA to organise the review of requests for distribution or genotyping of NSHD DNA samples by external researchers provided the request was for a genetic study of lifelong health and ageing and the data request forms had been reviewed and approved by three members of the Samples Access Advisory Group, at least one of whom must be an expert in genetics. For further details, please see ‘NSHD DNA Repository, Guidance for Use’ (page10). A similar system operates for accessing other biological samples (for example blood, urine, or saliva). 

2.3.2 Review process for proposals that include access to specialist databases 
The LHA relies upon expert collaborators to invest time and energy working with the LHA data collection team to produce specialist databases that enrich the NSHD resource. These key collaborators are members of project management groups with responsibilities for the provision of specialist data and their use, including supporting other researchers wishing to use these data. 


Specialist databases and Project Management Groups also exist for parameters derived from the cardiac, vascular, bone and body composition scans undertaken at the clinic data collection at 60-64 years.
2.4 Correspondence and timings for review of submissions
Receipt of your application will be notified using the email address you supplied. If you have not received an electronic confirmation of your submission within 10 working days please contact mrclha.swiftinfo@ucl.ac.uk. 

The LHA/NSHD Data Sharing Committee meets once a month to assess all new applications to use NSHD data. In normal circumstances a decision will be taken by the LHA/NSHD Data Sharing Committee within two months of receipt of the proposal, This is dependent upon the timing of the original proposal in relation to the meetings. Applicants will be notified by email if their application to use the data is delayed beyond these time lines.

2.5 Rejected proposals and appeals procedure: 
In the unusual situation that the LHA/NSHD Data Sharing Committee decides not to approve a proposal, the external researcher can appeal to the Risk Management Sub-Committee of the LHA/NSHD Steering Committee. Full details of the appeals procedure will be supplied to the applicants should this prove necessary.

2.6 Collaborative working: 

When the LHA/NSHD Data Sharing Committee approves a proposal it will recommend the level of collaboration required with the NSHD study team. The collaboration required takes into account the quality, sensitivity or amount of data/Metadata requested, the extent of biomedical data requested, and the scientific investments of the NSHD study team and their key specialist collaborators

The title and description of all approved projects will be made available on the NSHD website to registered SWIFT users.

2.6.1 A NSHD co-ordinator may or may not be assigned to a research project by the LHA/NSHD data Sharing Committee. Research projects requiring access to limited curated and quality assured data that contain little biomedical, specialist or sensitive data and do not significantly overlap with the study team’s scientific objectives may not require a NSHD co-ordinator. Please see the NSHD website for further information on the current research objectives (http://www.nshd.mrc.ac.uk/research.aspx).

2.6.2 Facilitated collaborations between the external researcher and the NSHD study team are encouraged. This means that a NSHD co-ordinator (either from the study team or one their key expert collaborators) is assigned to help the external scientist make the best use of the NSHD archive, advise on interpretation of a specialist database, or supervise the use of sensitive or restricted data. In some circumstances this may lead to a full scientific collaboration.  Facilitated collaborations are required in the following circumstances and may involve additional conditions for use of the data: this list is indicative rather than exhaustive.

· Proposals that require access to a specialist database created by a key collaborator or have required significant investments in time by the study team.

· Proposals that require access to sensitive data. Sensitive data include, but are not limited to, the cause and date of death of a study member, data on residential or emigration history, and medical and other information with small cell counts (e.g. some ICD hospital admissions, or childhood enuresis variables). 

· Proposals requiring access to data or Metadata that have not yet been through vigorous quality assurances protocols in place and will require a significant amount of time to check and/or clean.

· Proposals requiring access to extensive biomedical data or that significantly overlap with the current scientific programmes of the NSHD study team. 

· Proposals from researchers outside the UK.

2.6.3 All outputs from the project including any derived variables, cleaned data as well as electronic copies of all publications must be submitted to the Director of the NSHD, regardless of whether a research project is undertaken collaboratively or not (see also 2.8). 

2.7 Data sharing agreement and confidentiality form 
A master data sharing agreement has been drawn up to ensure that the data are released under applicable laws and regulations, used in a responsible and appropriate way, that any incidental costs of supply are covered and that UCL and MRC’s interests are protected. This data sharing agreement must be in place between the LHA at UCL and the academic institution employing the researcher(s) before any NSHD data are released.  Once an agreement is in place, subsequent projects that are approved from researchers in the same institution will be linked to this agreement

Before a scientist can access the data they must undertake an information security/data induction and sign a confidentiality form.  

2.8 Submissions of manuscripts, reports and newly derived variables 
2.8.1 A copy of any manuscript must be sent to the NSHD Director at least two weeks before submission to a journal, conference or research funder. An electronic copy of any published reports, articles or chapters must be submitted to the NSHD Director once they have been accepted for publication. In addition, a lay summary of any publication that uses NSHD data and a copy of all derivations or special codings of the data used in a publication must be sent to the NSHD Director as soon as a publication is ‘in press’. Full details on the procedures to submit derivations, special codings or cleaned data will be supplied to the researchers and scientists when their data are provided. The researcher must complete a progress report every 6 months or when requested to do so by the LHA.
2.8.2 The Director reserves the right to veto any article for publication or other means of dissemination of results where:
· A breach of confidence would be incurred, or 
· the use of the data is not within the bounds of consent given by study members, or within the MRC code of ethics, or
· There is a risk to the viability of the study. 
Publications using NSHD data must acknowledge the NSHD survey members and study team.


MRC National Survey of Health and Development (NSHD)

NSHD DNA repository

Guidance on use
1.0 Preamble
1.1 The MRC National Survey of Health and Development (NSHD) is an ongoing cohort study of a representative sample of 5,362 men and women born in England, Scotland and Wales during one week in March 1946, and followed up, so far, 24 times since birth. The MRC Unit for Lifelong Health and Ageing at UCL (LHA) is responsible for the MRC NSHD.

1.2 The purpose of the NSHD DNA repository is to support genetic studies of human health and disease that make the best use of the available genotypic and phenotypic resources and are of the highest scientific calibre. We expect that proposals may involve genotyping several cohorts at the same time and NSHD procedures for approval of requests, genotyping, and merging with the phenotypic data are designed to meet such requests efficiently and effectively. 

1.3 Buccal and blood DNA samples are available for 2,900 study members, collected at age 53 years. DNA was also extracted from a second blood sample taken at 60-64 years. Besides these resources, the study’s scientific strengths are the range and depth of prospective data collected on 
a) physical growth and development, and changes in adult body size and physical function, 
b) cognitive development and cognitive ageing, 
c) lifetime physical and mental health and health-related behaviours, and 
d) indicators of the physical and social environment. 
e) cardiac and vascular imaging, whole body DXA scans and pQCT scans of the radius, and a growing range of biomarkers from blood, urine and saliva samples taken at 60-64 years

It is the combination of these well-characterised longitudinal phenotypes and the DNA resources that make this study particularly valuable. 

1.4 Ethical approval has been given by the Central Manchester Research Ethics Committee for genetic studies of lifelong health, disease and ageing (07/H1008/168). This can include studies of developmental traits, biological function, physical and cognitive capability, physical and mental illness and morbidity, health-related behaviours, and survival. 

1.5 The NSHD Samples Access Advisory Group has been set up to assess all applications for use of the NSHD DNA resources according to a set of guidelines that will make the best use of the available resources. Applications will be considered by members of the Samples Access Advisory Group and a decision taken by the NSHD Director within two months of receipt. 

2.0 Guidelines  
2.1 The Director and the Samples Access Advisory Group welcome peer-reviewed research proposals from MRC recognised institutions for informed genotyping to replicate established genetic associations, or new associations that appear to be particularly strong from genome wide analysis, in relation to NSHD phenotypic measures of lifelong health and ageing. 

2.2 Priority will be given to proposals that exploit the longitudinal nature of the phenotypic data to elucidate underlying biological pathways to lifelong health and ageing. 

2.3 Approved genotyping requests will be undertaken by the NSHD DNA repository wherever possible, using the minimal amount of DNA resources and established quality control procedures. 

2.4 Distribution of DNA to collaborators’ labs will only occur in certain circumstances; for example, where non-standardised tests have been optimised and are readily available in the requesting lab.

2.5 Requests for a selection of a subset of samples for distribution or genotyping will be discouraged. In rare circumstances where the Committee approves such a request, the applicants will incur extra charges to cover the additional costs.

2.6 It is expected that applications will have been peer reviewed prior to submission. All applications will be reviewed by the Samples Access Advisory Group. At least three members will assess scientific priority, technical requirements, and whether the proposal meets the conditions required, and falls within the scope of current ethical approval. At least one of these members will be an external genetics expert. If a consensus cannot be reached up to 3 more advisory group members will assess the proposal.

2.7 Applicants will be asked to demonstrate there is sufficient statistical power to answer their research question. The study of quantitative traits is recommended to enhance power. 

2.8 Applicants will be asked to provide sufficient detail of their analysis plan to allow the Samples Access Advisory Group to assess the full extent of the phenotypic data requested and the scientific value of the proposal. The Data Sharing Committee may ask for clarification if insufficient detail is provided in the proposal.

2.9 Any proposal that overlaps with the study team’s scientific programmes at the LHA will actively involve a member of that team who will act as guarantor for the original data in relation to its design, mode of collection, reliability, maintenance and analysis.  Other proposals may involve a member of the LHA study team. 

2.10 Applicants are required to sign NSHD confidentiality forms before any data can be supplied. In addition, there will be a clinical sample transfer agreement signed between the MRC and an authorised signatory at the institution where the applicant is employed setting out the terms and conditions of access.  This includes the date that the project will commence and its anticipated end date. Any breach of the confidentiality forms or the institutional agreement may result in action against both the individual researchers and their institution.

2.11 Once the genotyping data have been entered onto the NSHD database, the gene frequencies will be made available within 6 months to other external researchers.
 
2.12 Any 3rd party costs incurred in the use of the DNA (for example genotyping) will be payable directly by the applicant to the processing organisation. In addition, the LHA reserve the right to charge for any clerical, data processing and/or statistical support incurred in the distribution of DNA. Any such costs will be notified in advance.

2.13 All new data arising from any paid work on the DNA will be supplied directly to the LHA and the LHA study team will merge any such data into the NSHD data repository. If deemed necessary LHA can subsequently supply the data combined within any additional required variables to the scientists under the access to data process as set out in the Guidelines. All new data will be retained by the LHA and used to enhance the NSHD data archive. 


11
NSHD guidance for use of data and DNA repository. Last updated 09/10/2017




	





MRC National Survey of Health and Development
Request to access data and/or biological samples 


	1. Name of all applicants, affiliations and contact details (include telephone numbers and email addresses and extend form as necessary where there are more applicants)

Principal Applicant:
Position:
Discipline:
Institution:

Co-applicant (1)
Position:
Discipline:
Institution:

Co-applicant (2) 
Position:
Discipline:
Institution: 


Has your application been discussed with anyone from LHA team?: If yes, please state name 



	2. Title of project (less than 30 words):

Start Date:                                                             End Date:     

	3. Funding: Has/will the project be(en) peer reviewed and funded? 
(If yes, please state organisation which has reviewed (or will review) project and their decision. Please enclose grant proposal, response, and referees’ comments as an appendix)




	4. Brief description of project (no more than 1-2 sides A4 with up to 10 key references.



	5. Rationale for undertaking this project with the MRC NSHD data set



	6.  Are other datasets included on this project? (If yes, please specify the other studies involved)




	7a. Does your project involve genotyping? 
(If yes, please a) list of SNPs to be genotyped, b) pre-existing data on genotype frequency and c) reference any of the applicant’s previous experience in this area)




	7b. Does your project involve DNA?  
(This is only provided in certain circumstances, please see guidelines. State amount, rationale for request for DNA, and describe the processes to be carried out, then continue to  questions 7c, 7d and 7e)



	7c. DNA samples: Are there any special requirements for the DNA extraction or potential problems with using pre-amplified rather than genomic DNA? Please specify




	7d. Does your project involve RNA or other cellular material? 
(If yes, please state amount and rationale for request, and describe the processes to be carried out. Also answer questions 7e)


	7e. Feasibility and quality control: Does(Do) the applicant(s) have sufficient experience and expertise to carry out the DNA or RNA investigations described? (please cite relevant publications) 



	8. Have you undertaken a sample size calculation? (If yes, please provide details of sample size calculations on your proposed study. If no, please justify why these have not been undertaken. Applications that have not considered sample size requirements adequately may be rejected.)




	9. Analyses: What variables from the NSHD database will be required for statistical analysis? 
(If you need clarification on our existing variables, please email mrclha.swiftinfo@ucl.ac.uk to arrange a time to visit to look at study materials and discuss your request with the study team)




	10. Do you require statistical input from NSHD statisticians to undertake the analyses? 



	11. Electronic data: Will the project require deriving or producing new variables from existing data? (Please specify)





	Signature  ________________________		Date ___________

Name  ___________________________






