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Guiding Principle

The greatest public benefit will be realized
If data from GWAS are made available,
under terms and conditions consistent
with the informed consent provided by

individual participants, in a timely manner
to the largest possible number of
Investigators.
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Presentation Notes
Core GWAS Messages

Improve Health – Genome-based research will enable medical science to better understand the health needs of people based on their individual genetic make-up and to prevent, diagnose and treat disease consistent with informed consent of research participants.

Maximize Public Investment – Broad, centralized access allows medical science to get the maximum value from knowledge about the link between genetic data and disease This maximizes the impact of the investment in research on the public health, while maintaining appropriate protections for the privacy and confidentiality of research participants. 

A centralized access process also provides consistency in data handling and security measures which are not available through distributed access procedures. 



The opportunities for scientific advances in our understanding of complex, common diseases are now extraordinary.

The richness of the data generated is far greater than what a single investigator or a group of collaborators can explore

Many different scientific questions may be addressed through a single dataset and multiple types of analyses may be needed

The opportunity for cross-study analyses increases the capacity to address complex biological questions and can enhance data quality by increasing power

Information which is not shared represents a lost opportunity to improve the health of the public.

NIH has been encouraging wide sharing of information for several years.



The cost of extensive genotyping has fallen rapidly, and continues to fall, making studies feasible which would not have been possible even 4 years ago.

NIH is receiving many applications for GWAS, representing many millions of dollars of research investment. 

NIH leadership believes that a consistent and robust GWAS policy across the ICs best serves the research community and the public (i.e., research participants)  






Participating Institutes, Centers, & Offices

NHLBI
NHGRI
NLM
NCI
NCMHD
NCRR
NEI
NIA
NIAAA
NIAID

NIAMS
NICHD
NIDA

NIDCD
NIDCR
NIDDK
NIEHS
NIMH

NINDS
NINR

OER
OIR
OSP
OGC
CSR
OBSSR
OLPA



— March 23 - April: GWAS Ad Hoc Working Group created and begins work

May 15: NIH GWAS Notice to Applicants of Pending Policy Development
and intention to track projects across the agency

——Aug 25— Nov 30: RFI for Public Comment (90 Days)

—— Sept — Nov: Public Consultation (e.g., Town Hall

Mtg., Science Mtgs.)

—— January — August: Develop Policy
& Final Approvals
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Phase I:
Planning

Phase Il:
Public Consultation

Phase llI:
Policy Dev.




GWAS Policy Elements

B Data Management
— Data Submission Procedures
— Data Access Principles
— Protection of Research Participants

B Scientific Publication

M Intellectual Property



GWAS Data Management Overview

Submission & Distribution &
Management of Data | Secondary Use of Data

Re_se_arch Submitting GWAS Recipient
Participants Investigators Data Repository Investigators

\\ Informed

- De-identified,

consent Coded Data
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Basic descriptive information available to the public through the web

Research access to genotype-phenotype datasets along with pre-computed analyses will be provided through NIH Data Access Committees (DACs)

PIs seeking data will submit a Data Use Certification that is co-signed by the local Institutional Official for approval by the appropriate DAC

Confirmation that the proposed research use is consistent with any restraints identified by the Institution submitting the dataset
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Age Related Eye Disease Study

7.21.1 Introduction.—The visual acuity of participants will be measured according to the
standard procedure developed for the Early Treatment diabetic Retinopathy Study (ETDRS)
and adapted for AREDS. The procedure is described i this section. The following equipment
is used imn AREDS: a set of three Lighthouse Distance Visual Acuity Test charts (second

edition), which are modified ETDRS Charts 1, 2, and R, 1 and a retroilluminated box providing
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r Procedures for participant identification, masking, distribution and management of the 10
o supplementation, adherence assessment, and home visit examination are also described. 11
g' Procedures for taking photographs of the lens and fundus are described in detail in Chapter 8. 12
o The schedule and description of participant visits in Chapter 6 outline the examinations 13
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Data Submission: GAIN/GWAS Similarities

Approval for submission to the central repository
rests with the local institution.

Investigators and home institutions are responsible
for compliance with relevant laws and policies

Data is de-identified and coded with a random,
unique identifier.

Information regarding any data use limitations is
provided at the time of data submission

Investigators and institutional officials formally
acknowledge the scientific publication and
Intellectual property policies
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Things for local inst. to certify

HIPAA (Privacy Rule)

45 CFR 46  

Local institutional review

OHRP has confirmed that if there is a written agreement not to share the key to the code within the data, the data is not considered “human subjects data” under 45 CFR 46

Such agreemnts will be required at the time of submission between the investigators and the repository




O
Data Submission: GAIN/GWAS Distinctions

B GAIN obtained agreement to policies and procedures
through an “Applicant Agreement” signed by
Investigators and an Institutional Official

B The NIH GWAS Policy seeks approval for data
deposition and agreement to policies through an
“Institutional certification” that includes review by an IRB
or Privacy Board:

— to assess the de-identification plans for a given dataset

— to assess the consistency of the informed consent with
Inclusion in the central repository

B GWAS will not accept datasets that include any of the
identifiers listed in the HIPAA Privacy Rule.
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OHRP has confirmed that if there is a written agreement not to share the key to the code within the data, the data is not considered “human subjects data” under 45 CFR 46

Such agreemnts will be required at the time of submission between the investigators and the repository




Data Submission - Points to Consider

B Intent is to provide investigators and IRBs reviewing
datasets for GWAS submission with information on
Important participant protection considerations

B Topics include:

— Background on the scientific opportunities presented by
GWAS

— Discussion of the ethical issues relevant to the review of
submission plans for GWAS datasets

— Specific points to consider in the evaluation of informed
consent documents



GWAS Data Management Overview

Submission & Distribution &
Management of Data  Secondary Use of Data

Re_se_arch Submitting GWAS Recipient
Participants Investigators Data Repository Investigators

\\ Informed

- De-identified,

consent Coded Data
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Basic descriptive information available to the public through the web

Research access to genotype-phenotype datasets along with pre-computed analyses will be provided through NIH Data Access Committees (DACs)

PIs seeking data will submit a Data Use Certification that is co-signed by the local Institutional Official for approval by the appropriate DAC

Confirmation that the proposed research use is consistent with any restraints identified by the Institution submitting the dataset
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Open Access (summary information)

Search for studies, review protocols and
guestionnaires

View summary phenotype and genotype data

View pre-computed or published genetic
associations (after embargo)

|dentify studies of interest, view their consent
conditions, and review terms for data access

Locate potential collaborators for follow up
studies

No individual data



=
Controlled Access (individual-level)

: Stud
Public Protggol_
Access P?scrlp%!ve
nrormation
Genotype & Phenotype dbGaP
Data Database

Coded

Controlled Genotypes
Phenotypes

Access Pre-computes

‘ Specific access rights

GAIN and GWAS policies
are the same in this area UL

4 +Request data for specific
research use

* Agreement by Pl and institution

to terms of access in the Data
Use Certification

Specific
Research Use
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OHRP has confirmed that secondary data users will not be conducting human subjects research under 45 CFR 46




Data Use Certification Agreement

The NIH is not currently planning to draft a single Data Use
Certification, but the intent is to produce a common framework
with similar elements across programs.

Within the GAIN DUC: Requestors and home institutions will
certify that they :

are responsible for compliance with federal, state, and local policies
will only use the data for the specified research use

will disseminate research results broadly and acknowledge GAIN &
Contributing Investigators in published or presented work

acknowledge GAIN policies on Publication and Intellectual Property

will submit brief annual updates on research progress and
publications

will immediately notify the DAC if a security breach occurs
will not identify study participants
will not transfer data

will be identified within the dbGaP as an Approved User of GAIN data
and their approved research use will be posted



Public Disclosure under FOIA

B dbGaP GWAS data will be coded and
deidentified.

B Policy concern remains that the extensive
genotype data in dbGaP is intrinsically
unique.

B NIH officials have agreed that FOIA
requests for individual-level GWAS data will
be denied.



GWAS Policy Elements

B Data Management
— Data Submission Procedures
— Data Access Principles
— Protection of Research Participants

B Scientific Publication

M Intellectual Property



Scientific Publication

B Period of exclusivity for Primary Investigators
— Maximum period of 12 months for Pls to publish

— Exclusivity to apply to any public dissemination of
the data or analyses

B Acknowledgement of contributing investigators
and funding organization



Intellectual Property

B NIH urges that genotype-phenotype associations
remain available to all investigators, unencumbered by
IP claims.

B NIH discourages premature claims on pre-competitive
Information.

B NIH encourages broad use of NIH supported
genotype-phenotype data consistent with NIH’s Best
Practices for Licensing with Genomic Inventions.



GWAS Oversight Structure

Advisory
Committee to the
Director

Senior Oversight
Committee

Technical Standards Participant Protection &

Steering Committee Data Management
Steering Committee




—— August: Notice in the NIH Guide & the Federal Register

Nov/Dec: Notice in the NIH Guide With
Implementation Details

Jan 25: Receipt Cycle |
Policy Applicable Trans-NIH

| Dec-Jan:

--------------- Investigators
Prepare

Applications

Phase IV:
Implementation

Watch Here: http://grants.nih.gov/grants/gwas/index.htm
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