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Human Cell Atlas
Ethics Submission Guidance Document


What is this document for?
This document is intended for researchers and institutions planning to contribute research data to the Human Cell Atlas (HCA). It is meant to accompany the Ethics and Data Governance Document (forthcoming), the consent form templates, as well as the Data Contributor Agreement (forthcoming). It aims to provide an overview of the ethical aspects involved in the data contribution process, and summarizes key elements of the Ethics and Data Governance Document.     

What is the Human Cell Atlas?
The Human Cell Atlas (HCA) is a comprehensive reference map of all human cells, meant to serve as a basis for both understanding human health and diagnosing, monitoring and treating disease. The HCA aims to achieve this by defining all human cells in terms of their distinctive patterns of gene expression, physiological states, developmental trajectories and location. Google Maps serves as an analogy for the HCA – instead of geographical features such as continents, countries, cities, streets and houses, the HCA’s map of the human body will zoom in on molecular and organizational features of organs, tissues and cells.

The HCA will use the data contributed by researchers like you to create open access reference maps of tissue and biological systems that will be useful to scientific researchers. It will also begin by hosting individual datasets in a public database (open access) for further use by scientific researchers.

The HCA Data Coordination Platform (DCP) supports datasets that have been consented for open access, as well as managed/controlled access. 

How should I use the HCA ethics toolkit and HCA research consent templates?
The HCA Ethics Working Group has developed a toolkit to help both researchers and ethics committees understand the ethics aspects involved in the HCA, and to provide templates for researchers to develop their own local ethics material (e.g. consent forms, information pamphlets, recruitment materials, etc.).

Although these templates and tools are meant to provide general guidance, you are still responsible for ensuring that your donor recruitment procedures and consent materials comply with local ethics and legal requirements applicable to the type of research you are undertaking. In particular, you should adapt the consent materials developed by the HCA to your local legal requirements, and to the requirements of your particular project and ethics oversight body.

What types of templates for research consent forms/tissue donation forms does the ethics toolkit provide? 
Templates and guidance have been developed for the following types of tissue donation scenarios:
· autopsy and organ donation (consent form templates - forthcoming); 
· research projects (consent form template);
· leftover clinical tissue (e.g. biopsy retention) (consent form addendum - forthcoming)
· fetal / embryonic tissue (consent form templates - forthcoming)
· tissue from commercial vendors (retrospective assessment tool - forthcoming)
· tissue from other repositories (e.g. existing biobanks) (retrospective assessment tool - forthcoming)

Additional consent clauses are available for certain sampling situations (e.g. pediatric populations, vulnerable populations, etc.). 

Do I need research ethics approval or other approvals to contribute data to the HCA?
Whether or not you require research ethics approval in order to submit data to the HCA may depend on the tissue type and the context in which you are sampling the tissue, or where the tissue originated, as well as the laws and policies applicable in your country. In most cases, oversight of the collection of tissue samples for your study, as well as contribution and upload of research data to the HCA should be reviewed by and ensured by your local institutional research ethics committee (where applicable), or the legal department of your institution or organization. In particular, local regulations or policies may require you to obtain research ethics or legal approval prior to transferring datasets to external entities, or to other jurisdictions. Also, depending on your local regulations, ethics approval may be required for certain tissue sampling contexts (e.g. organ donation/anatomical gifts, research with fetal/embryonic tissue, etc.).

Who can access the data I contribute to the HCA database?
The HCA hosts the contributed data on a cloud-based platform called the Data Coordination Platform (DCP). The DCP is used to perform data upload, data storage and data access. 

The HCA DCP supports open acess and managed acess datasets. While the HCA fosters sharing of data as openly as possible, it is understood that certain datasets may require such managed (controlled) access, due, for instance, to certain sharing conditions, data sensitivity, or data protection regulatory requirements. In case you are unsure whether your datasets can be shared under the open access tier, you should consult with your local research ethics committee, data protection officer, or equivalent group. 

What should I minimally include in my research consent forms to submit the research data to the HCA database?
Data Contributors should note that the requirements for informed consent to donate tissue samples may differ from other types of consent requirements (e.g. consent to the processing of personal data under data protection laws). Therefore, for the sake of transparency towards HCA tissue donors, informed consent for the use of tissues in the context of research as an international bioethical norm (and enacted in several national laws on research with human subjects), is treated here as distinct and separate from other consent requirements that may be applicable.

The HCA recommends the inclusion of the following Core Consent Elements in research consent forms: 

Obtain consent to:
· Genetic analysis of data from the tissue sample and the collection of metadata related to the sample 
· International sharing of data 
· Any future, unspecified use of data
· Use of data for commercial purposes
· Sharing of all data through a public database with an open-access mechanism with no controls or tracking over who is able to access data or for what use 
· Indefinite data storage
· Storage of data outside the country where it was collected [i.e. consent language does not restrict storage of data on cloud servers, including private/commercial cloud storage providers] 
· Not possible to withdraw data that has already been distributed and used
· A risk that the participant could be re-identified in the future, including through linkage with external databases

These elements are suggested to foster interoperable, ethical, broad, and, transparent public (open) data sharing in the HCA. However, institutional and research ethics committees may have varying requirements, which the Data Contributor should always verify. 

Managed/controlled access: 
Some projects collecting data to build next phases of the HCA may not be able to deposit certain datasets in public (open) databases and thus need to obtain consent for managed/controlled access (for example, due to ethical or legal constraints). Please consult the core consent elements and template consent form document for examples of language to use if your datasets requires controlled/managed access. 
 
Is there other information to include in research consent forms/tissue donation forms to submit the research data to the HCA database?
The collection of samples and development of local consent forms is left to the sole discretion of the research team. The HCA does not directly participate in tissue collection, storage, use, bio-banking or disposal. Nonetheless, in addition to the minimal Core Consent Elements, it is also recommended to provide additional information such as:
· Types of tissue collected
· Types of metadata collected
· Whether access to the donor’s medical record is required
· What procedures will be involved in the collection of the tissues?
· Where will the tissue analysis be undertaken? Will the tissue be sent to other sites for sequencing?
· What disposal or bio-banking is anticipated at the local site?
· Benefits of taking part in the HCA (as further detailed in the Ethics and data governance document);
· Risks of taking part in the HCA (as further detailed in the Ethics and data governance document);
· Where applicable, appropriate data protection information.

How should the datasets be coded before contribution to the HCA DCP?
The coding procedure is at the discretion of the data contributor. However, the HCA requires that any directly identifying information (e.g. donor name, contact information, hospital identification number, etc.) be removed. 

You should consult your local Research Ethics Committee, data protection office, or legal department as data protection (e.g. coding, de-identification, pseudonymization and/or anonymization, etc.) standards can change across countries and across institutions. The following elements are generally recommended in genomic research:
· Removal of all directly identifying data (e.g. name of donors, contact information, official identification numbers (e.g. healthcare number), etc.) from the research data and the metadata contributed to the HCA’s DCP.
· Consider single- or double-coding the data – replacing all identifiers with an alphanumeric code – prior to submission to the HCA DCP.
· Only you and/or your institution should retain the ‘linking log’ that allows you to link the data back to the research tissue donor’s identity.
· When referring to the data as ‘anonymous’ or ‘fully anonymized,’ explain that it is difficult or impossible to guarantee that genetic / genomic data can always be fully anonymous because of its unique, individuated nature.

What risks exist for the research donors that contribute their research data to the HCA database? 
The following risks– among others – may apply and should be communicated to research donors: 
· As technology advances, there may be new ways of linking data back to tissue donors that cannot be foreseen today. 
· If HCA donors or their biological relatives provide genomic data to another database or to social media, it may be possible for third parties to re-identify donors by comparing and linking data from different sources. 
· If the donor is re-identified, the transcriptomic data the HCA stores does not currently reveal any sensitive information about individuals. New technologies could cause this type of data to reveal information that was previously unforeseen.
· There is a risk that information revealed through projects using HCA data be used to make certain statements or conclusions related to individuals, families, groups or communities, which could lead to discrimination or stigmatization;
· The metadata being made available could reveal the donor’s age, geographic location, limited clinical information, cause of death, ethnicity, etc. 

How can I use legacy samples or contribute legacy datasets to the HCA database for retrospective secondary use? 
The HCA ethics toolkit’s retrospective assessment tool can be used to help assess whether legacy samples/data have adequate consents to be used in the HCA, or whether additional steps are required (e.g. re-consent of donors, obtaining a waiver from a research ethics committee, etc.). 

Generally, you should consult with your local research ethics committee or, where applicable, with other regulatory bodies concerned, to determine whether data derived from legacy samples or datasets are suitable for contribution to the HCA’s DCP. 

Will the tissue donors benefit from submitting their data to the HCA database?
There will be no personal benefit for the tissue donors. Research will take a long time to produce medically useful results. Their contribution will be helpful in the future and will advance the state of medical research and scientific knowledge.

Who is responsible for the withdrawal of tissue donor data from the HCA database, if withdrawal is requested?
The possibility for the donor to withdraw data means that, as a data contributor, you are responsible to follow-up on requests from tissue donors to have their data withdrawn from the HCA DCP. If a donor contacts you to have their data withdrawn, it is your responsibility to contact HCA and specify the dataset that must be removed from the HCA database. If required, you should ensure that you are able to receive requests from tissue donors that their data be withdrawn from the HCA database. In particular, you ensure that the coding mechanism you use enables individual datasets to be singled out for removal. The HCA does not have any donor identifying information, nor the key to link datasets to individual donors, and therefore cannot directly receive withdrawal requests from donors. 

As a note, data cannot be withdrawn if other researchers have used or published it after accessing it on the HCA database. Furthermore, neither anonymized data nor individual-level datasets included in aggregated datasets (e.g. summary-level data), can be removed from the HCA DCP. 

What do I agree to when I contribute data to the HCA database?
As part of the Data Contributor Agreement, you and your institution will be asked to agree to the following, among other obligations:
· Obtain required approvals from regulatory authorities
· Conform to anonymization or coding standards and the removal of donor identifiers that meet local standards;
· To obtain required research consent / exemptions / ethics waiver / regulatory approval, as is most appropriate;
· To retain all documentation required to demonstrate with the agreement, with the law, and with other obligations you are subject to; 
· To provide the HCA with contact information, update the HCA if your contact information changes, and to serve as a contact point for the queries of donors;
· Warrant that the dataset meets the HCA’s identifiability and data quality policies;
· Notify the HCA if you breach the terms of the agreement.
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