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This document describes a revised and expanded CHS policy on use of genetic materials based on the expanded consent directives obtained from participants in year 11.  It has two major components: distribution and use of genetic material from CHS participants, and reporting genetic information to participants and their physicians.

I.
Distribution and Use of Genetic Material from CHS Participants

A.
Application of informed consent directives

1.
Elements of year 11 consent forms: At the end of the form, participants were asked specifically to grant or refuse permission for the following six items:

a.
Preparation of DNA from blood cells

b.
Transformation of blood cells to cell lines

c.
Tests of genes related to the main CHS goals: heart and vascular diseases

d.
Tests of genes related to secondary CHS goals: other health conditions

e.
Access to participant DNA by researchers from private companies who wish to develop diagnostic tests or therapies

f.
Notification of physician that a potentially serious genetic condition has been identified

2.
Categories of consent for genetic research: full, partial, no, and implied

a.
Full Consent: consent to all items related to genetic research including preparation of DNA and cell lines, investigation of cardiovascular and non-cardiovascular disorders, access to DNA by private companies, and notification of the participants’ physician 

b.
No Consent: refusal of item I.A.1.a or all of items I.A.1.b-e above

c.
Partial Consent: refusal of one or more (but not all) of items I.A.1.b-f above

d.
Implied Consent: Participants not completing the year 11 consent form but having consent forms from prior years on file

3.
Elements of prior consent forms: Prior to the implementation of the year 11 DNA consent process, the CHS consent forms did not give options to decline specific aspects of DNA consent but included wording that allowed extraction and analysis of DNA.  Almost all participants thus had DNA extracted prior to the year 11 consent process, and for several studies DNA analysis is complete and manuscripts are in various stages of preparation.

B.
Implementation of Consent Directives by Consent Category 

1.
Full Consent (n = 2,719)

a.
Samples will be retained and fully utilized for all DNA studies.  DNA samples will be distributed without identifying information.  Investigators not affiliated with CHS will be required to provide IRB approval of their study and sign a Data and Materials Distribution Agreement stating that they:

i.
Will not attempt to identify participant.

ii.
Will not try to contact participant directly.

iii.
Will not release research information to relatives or third parties.

iv.
Will not redistribute DNA or analysis results to other investigators or third parties.

v.
Will make every effort to avoid inadvertent disclosure of any kind.

vi.
Will use the DNA or analysis results only for the specified agreed-upon purpose.

vii.
Will proceed at all times through established CHS procedures for ancillary studies, publications, and genetic research.

2.
No consent (n = 268): For participants refusing consent for DNA preparation or refusing all of items I.A.1.b-e above, DNA will be destroyed and/or existing data related to DNA deleted.

3.
Partial consent (n = 253).  Note that to each of the following, those with No Consent need to be added to obtain the total refusing consent for each item.

a.
Refusal of consent for cell transformation (n = 14): Cell lines will not be created from cryopreserved cells but these cells will remain in the CHS repository to be used as auxiliary sources of DNA if needed.

b.
Refusal of consent for genetic investigations of heart and vascular diseases (n = 8): DNA will be excluded from studies relating genetic factors to vascular conditions.  For genetic investigations initiated prior to the year 11 consent forms, data will be deleted as described below.  Although major risk factors for vascular disease might not be considered vascular disease per se, genetic investigations of these factors in relation to cardiovascular diseases will not be allowed.  For these purposes, hypertension is considered a vascular disease.  Alzheimer’s Disease and vascular dementia also fall into this category.

c.
Refusal of consent for genetic investigations of other health conditions (n = 19): DNA will be excluded from studies relating genetic factors to nonvascular conditions.  Included among these are conditions such as non-vascular dementia, arthritis, cancer, frailty, and osteoporosis.  For genetic investigations initiated prior to the year 11 consent forms, data will be deleted as described below.  

d.
Access by private companies (n = 246): DNA will be excluded from any sampling request from a private company, whose intent will otherwise be difficult to determine.  

4.
Implied consent (n = 2,649; 1,884 deceased as of 2/8/01): Such samples will be retained and fully utilized for all DNA studies.

C.
Implementation of directives on previously collected samples

1.
Disposition of centrally stored DNA for which DNA consent was not given in year 11:  This DNA will be incinerated at the CHS Central Laboratory.  Documentation of destruction of these samples will be provided to the Coordinating Center and the NHLBI Project Office.

2.
Disposition of DNA previously sent to other laboratories for analysis:  There are 22 approved ancillary studies that have proposed use of DNA; for several of these, DNA was sent to other laboratories.  The PIs of each study will be sent a letter providing a list of the identification numbers of samples for which consent was not given and directing them to destroy these samples within one month and confirm in writing to the Coordinating Center that this has taken place. 

3.
Disposition of data generated and analyzed from existing studies:  There are over 25 CHS manuscripts in progress that include genetic test results.  The first author of each manuscript will be sent a letter providing a list of identification numbers of samples for which consent was not given and directing them to remove these participants’ data from all analyses of genetic information and confirm in writing to the Coordinating Center that this has taken place.  When any manuscript so affected is submitted for review by the Publications Committee, it will be accompanied by a cover statement that the author did remove the relevant participants from analysis.

II.
Reporting of Genetic Results to Participants

A.
Selection of results to be reported

1.
Criteria for selection: Reporting is restricted to mutations proven to be associated with increased risk of adverse outcomes and for which effective treatment is available.  Decisions on reporting will be made on an individual basis for EVERY genetic test that is performed.  Examples of mutations meeting these criteria include homozygous hemochromatosis and homozygous factor V Leiden, both of which are associated with high risk of adverse outcomes and have proven effective treatments.  2.
Determination of increased risk and effective treatment: At the time of submission of an ancillary study or a manuscript proposal that includes genetic information, the PI will indicate whether he/she believes the results should be reported to participants’ physicians based on existing literature and current practice. This will be reviewed by the CHS Ancillary Studies Committee or the CHS Publications Committee and the CHS Steering Committee, following consultation with relevant experts in these areas as needed.  The CHS Ancillary Studies Committee and Publications Committee will periodically review DNA studies in progress or completed to determine whether reporting of results, even results obtained many years previously, should now be undertaken.

3. Oversight of selection of results to be reported: The CHS Ancillary Studies Committee and Publications Committees will assess the PI’s initial recommendation on reporting and will indicate concurrence or non-concurrence in their approval of the proposed study to the Steering Committee and NHLBI.  Periodic reviews of plans for results reporting will also be presented to the Steering Committee and NHLBI in case sufficient evidence has accumulated to mandate a change in reporting plans.

4. When deemed clinically appropriate, the ancillary study PI or Coordinating Center will provide a list of participants with genotypes whose results should be reported to the Field Center PI.

B.
Consent considerations

1.
Participants denying consent for reporting at year 11 (n = 101): No reporting of genetic results of any kind will take place.

2.
Participants giving consent for reporting at year 11 but deceased at time of availability of information: Genetic results will be reported to deceased participants’ physicians with a statement recognizing that the participant is deceased.  The physician will be advised that he/she may wish to share the information with the participant’s family, if the physician is in contact with the family, as appropriate.  For participants without a physician at the time of death, genetic results will be provided to the field center PI, who will assume the responsibility of further dissemination.

3.
Participants with implied consent who are deceased at the time of availability of information: No reporting will be done.

4.
Participants with implied consent who are alive at the time of availability of information: Genetic results will be reported to physicians as described below.

5.
Participants who consented to reporting of genetic results: For participants who have a physician, results will be reported to that physician to share with the participant as appropriate.  For participants without physicians, results will be sent to the Field Center PI, who will be responsible for further dissemination.

C.   Letters transmitting genetic results to participants’ physicians:

1.
Content: As most DNA testing in CHS participants is done in research laboratories without Clinical Laboratory Improvement Amendments (CLIA) certification, direct reporting of DNA results is forbidden.  The “results letter” will thus not report the actual result for those with a condition, but will state, “Research-based testing suggested that (participant name) has the genetic condition/trait of (name of condition).  This finding was made in a research laboratory, so it cannot provide the basis for clinical decision making.  It should not be transmitted to the patient as anything other than a research finding, which must be measured in a certified clinical laboratory before clinical decisions can be made.  It is recommended, if medically indicated, that this test be repeated in certified laboratory.”  A list of certified laboratories performing the test will also be sent to the physician.

2.
Preparation: Draft correspondence describing the results of genetic tests to be reported will be prepared by the PI of the CHS Central Laboratory (for genetic testing performed as part of the CHS protocol) or the ancillary study PI (for genetic testing performed in an approved ancillary study) within two months of the decision to report the results being approved by the Steering Committee and NHLBI.  Results letters should include:

a.
Language as above (II.C.1) regarding research nature of testing

b.
Explanation of why the finding has health implications to the participant or their family and relevant findings from other studies

c.
Description of potential implications for family members 

d.
Relevant contact information, such as a phone numbers for relevant public advocacy or patient organizations that might be of assistance to the physician or participant 

The Steering Committee and NHLBI, as facilitated by the Publications Committee Assistant, will review and approve the letter. The approved letter will be electronically disseminated to the field centers for transmission to the physicians.  Involvement of local IRBs, as needed, will follow local Field Center policies.
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