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HE HUMAN GENOME PROJECT HAS PRODUCED AN EX-
plosion of genetic information. Unfortunately, the
gap is immense between gene discovery and our abil-
ity to use genetic information to improve health and
prevent disease. Bridging this gap with population-based
knowledge about the contribution of gene variants and gene-
environment interactions to disease requires that genetics
be integrated into the public health research agenda. The
likely outcome of this research will be more effective and
targeted medical and public health interventions.

A significant challenge in pursuing these scientific aims is
satisfying the basic ethical principles of respect for persons,
beneficence, and justice.' How these principles are best applied
depends on the nature of the risks and potential benefits of a
particular study. Genetic research is typically considered sen-
sitive because much of it has been directed toward the inves-
tigation of highly predictive mutations in families with a heavy
burden of disease. Investigating BRCA1/2 mutations among
families that have multiple members affected with breast or
ovarian cancer, forexample, arouses grave concerns about the
psychological and social harms that could result from uncov-
ering information that has significantimplications for the health
of family members. These concerns are intensified when only
limited or unproven interventions are available. Thus, recom-
mendations for the protection of genetic research participants
typically call for close scrutiny by an institutional review board
(IRB), detailed informed consent procedures, and professional
genetic counseling, sometimes both before and after testing.?

Some highly penetrant gene variants should ideally also be
studied in a population-based setting. Although BRCA1/2 muta-

See also p 2326.
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Bridging the gap between gene discovery and our abil-
ity to use genetic information to benefit health requires
population-based knowledge about the contribution of
common gene variants and gene-environment interac-
tions to the risk of disease. The risks and benefits asso-
ciated with population-based research involving genet-
ics, especially lower-penetrance gene variants, can differ
in nature from those associated with family-based re-
search. In response to the urgent need for appropriate
guidelines, the Centers for Disease Control and Preven-
tion formed a multidisciplinary group to develop an in-
formed consent approach for integrating genetic varia-
tion into population-based research. The group used expert
opinion and federal regulations, the National Bioethics
Advisory Commission’s report on research involving
human biological materials, existing consent forms, and
literature on informed consent to create suggested lan-
guage for informed consent documents and a supple-
mental brochure. This language reflects the premise that
the probability and magnitude of harm, as well as pos-
sible personal benefits, are directly related to the mean-
ing of the results for the health of the participant and that
appropriate disclosures and processes for obtaining con-
sent should be based on an assessment at the outset of
the likelihood that the results will generate information
that could lead directly to an evidence-based interven-
tion. This informed consent approach is proposed to
promote discussion about how best to enable potential
participants to make informed decisions about population-
based research involving genetics and to suggest issues
for consideration by'research sponsors, institutional re-
view boards, and investigators.
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INFORMED CONSENT FOR POPULATION-BASED GENETIC RESEARCH

tions are thought to account for less than 5% of all breast can-
cers,® ascertaining their impact in the general population could
help scientists understand the risks and biological mecha-
nisms of breast cancer in general. Nevertheless, the most impor-
tant contribution of population-based research involving genet-
ics will be to elucidate the interactions between lower-
penetrance gene variants and environmental factors that
increase the risk of disease. The interaction between genes and
one’s chemical, physical, infectious, nutritional, social, and
behavioral environment plays a role in many, if not all, dis-
eases, including the common chronic diseases of public health
interest. Fulfilling the ultimate promise of the Human Genome
Project to benefit human health requires population-based data
about the prevalence of gene variants, their associations with
disease, and their interactions with modifiable risk factors.*

Although much has been written about ethical issues in
epidemiology,*® ethical, legal, and social issues in genetic test-
ing,"® and informed consent for genetic research,’’ there is
little or no guidance available specifically for population-
based studies of low-penetrance gene variants. Recommen-
dations developed for family-based research are not well suited
to most population-based research because they generally fail
to distinguish between studies expected to reveal clinically
relevant information about participants and studies ex-
pected to have meaningful public health implications but that
involve few physical, psychological, or social risks for indi-
vidual participants. Uniform application of these recommen-
dations to all genetic research could make some otherwise
beneficial population-based studies difficult or impossible to
conduct. As noted by Clayton et al,'® the risks involved in
identifying high-risk mutations must be distinguished from
the risks of identifying “common alleles that are neither nec-
essary nor sufficient for the development of disease.”

In response to the urgent need for appropriate guidelines,
the Centers for Disease Control and Prevention (CDC) formed
a multidisciplinary group to develop an informed consent ap-
proach for integrating genetic variation into population-
based research. This approach highlights similarities with other
population-based research; indeed, many argue that genetic
information is fundamentally similar to other kinds of health
information.'! However, society currently invests enormous
power in the concept of genetics, and, considering the his-
tory of eugenics and other research abuses in the United States
and around the world, clarifying the obligations of investiga-
tors to participants in population-based research involving ge-
netics is important. We propose this approach to stimulate dis-
cussion about how best to enable individuals to make informed
decisions about participation in population-based research in-
volving genetics and to suggest issues for consideration by re-
search sponsors, IRBs, and investigators.

METHODS

Our informed consent approach is based on federal policy
for the protection of human research participants, as codi-
fied at title 45, part 46, of the Code of Federal Regulations
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(45 CFR §46). The approach closely follows the document
Consent for CDC Research: A Reference for Developing Con-
sent Forms and Oral Scripts.'* We also considered litera-
ture on informed consent for human tissue research,'®!>¢
particularly the report of the National Bioethics Advisory
Commission (NBAC)." In addition, we studied 10 exist-
ing consent forms for population-based research involving
genetics from CDC and other major studies outside CDC.
Although these forms were developed in the absence of spe-
cific guidance, they received IRB approval and thus pro-
vided useful ideas for appropriate wording and disclo-
sures. Our purpose was not to critique or compare these
documents, however, so we do not cite them herein.

Using these and other resources, one of us (L.M.B.) cre-
ated an informed consent template that contained suggested
language for the collection of new, coded specimens in popu-
lation-based studies, a supplemental informational brochure
to accompany consent documents, and a draft of this article.
Following internal and external discussions, the CDC Office
of Genetics and Disease Prevention formed an ad hoc group
of nonfederal experts to review these materials. Members were
invited based on their (1) expertise in genetics and/or re-
search ethics; (2) representation of diverse backgrounds,
including genetics, medicine, public health, epidemiology, law,
ethics, and consumers; and (3) broad understanding of
public health research. Draft versions of the template, bro-
chure, and manuscript were circulated to group members elec-
tronically, providing a foundation for detailed comments and
expert input via an extensive e-mail forum. Group members
posed a number of questions for discussion and resolution,
and documents were revised approximately 10 times in re-
sponse to comments from group members and JAMA peer
reviewers. Group members reviewed all new versions of the
documents, and final versions were accomplished during an
approximate 12-month period.

RESULTS

The informed consent template, summarized in TABLE 1 and
found in its entirety on the JAMA Web site (http://jama.ama-
assn.org/issues/v286n18/abs/jlm10008.html) as well as the
CDC Web site (http://www.cdc.gov/genetics/info/reports/
policy/consent.htm), contains suggested language for in-
formed consent required by ethical considerations and fed-
eral regulations. The supplemental brochure, summarized
in TABLE 2 and also available online at the same address,
provides additional general information to prospective par-
ticipants about population-based research involving genet-
ics. The content and rationale for selected sections of the
template are described here.

Why Is This Study Being Done?

Investigators must explain to prospective participants the
purposes of their research (45 CFR §46.116[a][1]). Table 1
contains sample language that explains the research ques-
tion involved in a gene-disease association study. None of
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Table 1. Summary of Suggested Informed Consent Language*

Template Element

Excerpts of Sample Language

Introduction
Identify the organizations conducting the research and the
object of the study. Explain how prospective participants have
been chosen.

The Centers for Disease Control and Prevention (CDC) and the Heart Alliance are
doing a research study to find out more about how genes affect a person's
risk of getting heart disease.

Why is this study being done?
Summarize the problem and explain the research question(s) to
be addressed.

Scientists have also found many genes that may be linked with heart disease and
we expect they will find more in the future. The purpose of our study is to find
out which genes are the most important for heart disease. This may help us
begin to learn why some people get heart disease and others do not.

What is involved in the study?
Describe how the biological sample will be obtained, any
questionnaires or interviews, and whether participants will be
asked to grant access to their medical records.

If you decide to provide a sample for this study, we will draw about 2 tbsp of
blood from a vein in your arm, We will also ask you to fill out a survey about
your health, diet, and exercise and your use of tobacco, alcohol, and
medicines. There will be no medicines to take and no experimental treatments
to undergo in this study.

How will information about me be kept private?
Describe security measures and describe the extent to which
confidentiality of records identifying the participant will be
maintained.

Once we take your blood sample, we will assign it a code number. We will
separate your name and any other information that points to you from your
sample. We will keep files that link your name to the code number in a locked
cabinet. Only the study staff will be allowed to look at these files. We will only
release study information if it is ordered by a court of law.

What are the risks of the study?
Describe relevant physical risks, informational risks, and
potential group harms.

Although your name will not be with the sample, it will have other facts about you
such as your race, ethnicity, and sex. These facts are important because they
will help us learn if the factors that cause heart disease to occur or get worse
are the same or different in men and women and in people of different racial
or ethnic backgrounds. Thus, it is possible that study findings could one day
help people of the same race, ethnicity, or sex as you. However, it is also
possible through these kinds of studies that genetic traits might come to be
associated with your group. In some cases, this could reinforce harmful
sterectypes.

Are there benefits to taking part in the study?
Reiterate the object of the study.

You will not get any direct benefit for providing a blood sample for this study, but
you will help us learn more about genes and other factors that may lead to
heart disease.

Are any costs or payments involved?
Explain whether participants will be reimbursed for time or
travel and what compensation or treatment is available if injury
occurs. Explain arrangements regarding the development of
products with commercial application.

The aim of our research is to improve the public health. Sometimes such research
may result in findings or inventions that have value if they are made or sold.
We may get a patent on these. We may also license these, which could give a
company the sole right to make and sell products or offer testing based on
the discovery. Some of the profits from this may be paid back to the
researchers and the organizations doing this study, but you would not receive
any financial benefits.

How will | find out about the results of the study?
Include description of any general communication
(eg, newsletters) about the study.

The studies we do are to add to our knowledge of how genes and other factors
affect health and heart disease. We are gathering this knowledge by studying
groups of people, and the study is not meant to test your personal medical
status. For these reasons, we will not give you the results of our research on
your sample. However, you can choose to get a newsletter that will tell you in
general about the research studies we are doing. If you have questions about
whether any genetic tests would be useful to you, you should ask your doctor.

What will happen to my sample after the study is over?
Describe how the samples will be stored, where, and for how
long. Clarify plans for future research to the extent possible.

After our study is over, we would like to keep any unused blood left over for future
research. We don't have specific research plans at this time, but we would
like to use the sample for future studies of heart disease. An institutional
review board, like the one that helps protect you during this research project,
will review and approve all future projects.

What are my rights as a participant?
Include provisions for withdrawal following storage
for future research.

You may choose not to have your sample stored for future research and still be
part of this study. Also, you may agree to have your sample stored and later
decide that you want to withdraw it from storage. If so, you should call the
study person and tell him or her to discard your sample. He or she will discard
your sample, but any data from testing your sample until that peint will remain
part of the research.

Whom do | call if | have questions or problems?
Provide contact information for questions, rights, and injury.

If you have any questions about how this study works, contact . Ifyou
have any concerns about your rights in the study, contact _____ |
If you think that being in this study injured you,contact ______ .

Consents and signature
Include separate section for consent to storage for future
research. Offer option to receive general study
communications.

My choice about having my sample stored and used for future research under the
conditions described is (please check ONE box):
O | refuse to have my blood sample stored or used for studies of heart
disease. y
O It is OK to store my blood sample with a code number and to use it for
studies of heart disease.

| would like to receive a newsletter that will tell me about the research study and
what researchers are learning in the future studies about genes and disease.
Please circle ONE: Yes/No

*The examples used throughout the templates are fictitious and were not drawn from any actual research project. The right column contains only excerpts of sample language and
does not necessarily include all of the elements listed in the left column. See http://jama.ama-assn.org/issues/v286n18/abs/im10008.html for complete template and sample

language.
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B s s i s NS S i P S B e
Table 2. Summary of Supplemental Brochure*

Element Content Description

Introduction This brochure gives facts that can
help you decide whether or not
to take partina
population-based genetic
research project

Purpose of genetic research,
difference between family- and
population-based research, role
of institutional review boards

Purpose and process of informed
consent

Purpose of population-based genetic
research, societal benefits

What is population-based
genetic research?

What is informed consent?

What are some of the benefits of
population-based genetic
research?

What are some of the risks of
participation in
population-based genetic
research?

Will anyone know that the sample is
mine?

How likely is it that someone other
than the researchers could get
facts that point to me?

How likely is it that | will be harmed if
someone other than the
researchers gets facts that point

to me?
Will my sample be used for other ~ Storage and future use of biological
research? samples

*See http://jama.ama-assn.org/issues/v286n18/abs/|lm10008.htmi for complete text of
supplemental brochure.

the 10 existing consent forms we reviewed explicitly iden-
tified the genes to be examined. For some broad, explor-
atory studies, the exact genes may not be known, and for
still others, numerous genes and gene-environment inter-
actions will be under investigation. Specifying certain genes
may limit researchers to the study of only those genes even
though others may be related to the same disease, and, con-
versely, naming one disease that will be studied (eg, heart
disease) could be misleading if a gene under investigation
is also linked to other diseases (eg, Alzheimer disease)."® Fo-
cus group research could provide useful insight into the level
of detail that has an impact on prospective participants’ de-
cision making. In any event, researchers should be pre-
pared to answer all questions about the genes under inves-
tigation to the extent such information is known.

What Is Involved in This Study?

In addition to obtaining biological material, population-
based research involving genetics often requires gathering
information about participants’ exposures to environmen-
tal factors and their health outcomes, for example, through
questionnaires or interviews. Investigators and IRBs must
consider the problems raised if information about family his-
tory will be elicited, including the potential need to obtain
consent from all identifiable individuals.' This section of
the consent form can also be used to notify participants that
investigators would like to store remaining biological ma-
terial for future testing if the material will be unlinked (or
“anonymized”)."? Unlinking biological materials makes iden-
tifying the source difficult, if not impossible, and the po-
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tential for harm effectively disappears.'” If stored materials
will be coded or directly identified, a separate section is
needed to describe such plans (see section “What Will Hap-
pen to My Sample After the Study Is Over?”).

How Will Information About Me Be Kept Private?

One of the core ethical considerations of genetic research
is the privacy of biological materials and any information
derived from them.?**' Consent documents should affirm
that participants’ privacy will be protected and provide de-
tails about security measures and any legal protections that
are available (eg, a Certificate of Confidentiality).

What Are the Risks of the Study?

The investigator’s charge is to neither understate nor over-
state the risks involved so that prospective participants can
make informed choices about entering the study.'? The risk
of harm in genetic research is primarily related to the dis-
closure of information that could lead to insurance or em-
ployment discrimination, social stigmatization, familial dis-
ruption, or psychological distress. However, one important
factor in assessing the probability and magnitude of these
harms is the potential clinical relevance of the results. NBAC
states that “most research using human biological materi-
als is likely to be considered of minimal risk because much
of it focuses on research that is not clinically relevant to the
sample source.”'"®*" Similarly, much population-based re-
search involving genetics likely poses minimal risk be-
cause it focuses on questions expected to have meaningful
public health implications but few clinical implications for
individual participants. NBAC presents 4 questions for as-
sessing the extent to which a source could be harmed, which
may be useful for IRBs and investigators to consider when
describing risks'7");

* How easily identifiable is the source?

¢ What is the likelihood that the source will be traced?

» If the source is traced, what is the likelihood that per-
sons other than the investigators will obtain information
about the source?

« If noninvestigators obtain information regarding the
source, what is the likelihood that harms will result, includ-
ing adverse consequences arising from the reporting of un-
certain or ambiguous clinical results?

Another potential risk is that of group harms.” Population-
based research involving genetics may focus on particular
groups because of differences in disease prevalence. When
these groups are socially defined (eg, by race or ethnicity),
research on genetic susceptibilities could perpetuate dis-
crimination against or stigmatization of the group as a whole,
even when the increase in disease risk for the individual is
small. Current regulations for protecting research partici-
pants address risks and benefits to identifiable individuals.
Institutional review boards may consider group harms and
should consider consulting group members about cultural
and other issues that may be raised by the research. How-
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ever, the burden of considering group implications falls pri-
marily on the participants themselves, and reasonably fore-
seeable risks to groups should be disclosed in consent
documents (see Table 1 for possible language).

Are Any Costs or Payment Involved?

Some genetic studies may have the potential to result in a
product with commercial value. When this possibility ex-
ists, it should be disclosed along with a statement about
whether participants would share in any profits. Table 1 sug-
gests language when profits will not be shared.

How Will | Find Out About the Results of the Study?
According to NBAC,""*"® disclosure of research results to
participants should be an exceptional circumstance and oc-
cur only when all of the following apply: (1) the findings
are scientifically valid and confirmed, (2) the findings have
significant implications for the participant’s health con-
cerns, and (3) a course of action to ameliorate or treat these
concerns is readily available. The consent documents pre-
sented here reflect a policy of not disclosing individual re-
search results to participants. The justification for this policy
is discussed in the “Comment” section.

What Will Happen'to My Sample

After the Study Is Over?

Storing remaining biological material in a coded or directly
identified form may enhance its research value in terms of
the ability to link it with other clinical and epidemiologic
data, but this practice raises issues that should be ad-
dressed in a separate section of the consent form.'? This sec-
tion should clarify who, or at least what types of individu-
als, will have access to research samples** and whether third
parties (eg, outside investigators) will have access to the “key”
that links coded samples to identifying information. As noted,
the ease of identifying the source of a biological sample is
an important part of assessing overall risk. Thus, any ar-
rangements that either facilitate or block identification of
participants should be disclosed in the consent form.

To assist collection, storage, and appropriate use of bio-
logical materials and to help prospective participants un-
derstand the decision they are being asked to make, NBAC
recommends that consent forms be developed that provide
a number of options, such as the following!"¢*:

« refusing use of their biological materials in research;

¢ permitting only unidentified or unlinked use;

* permitting coded or identified use for one particular
study, but no further contact to seek permission for other
studies;

* permitting coded or identified use for one particular
study, with further contact allowed;

¢ permitting coded or identified use for any study relat-
ing to the condition for which the sample was originally col-
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lected, with further contact allowed to seek permission for
other types of studies;

* permitting coded use for any kind of future study.

In some situations, offering this number of relatively im-
precise options may be prohibitively complex. Our con-
sent documents suggest an alternative, which is to state that
investigators would like to store remaining biological ma-
terial for future research, describe plans for such research
to the extent they are known, and offer participants the op-
tion of consenting or refusing. Storing biological materials
for future research is essentially a separate project, and con-
sent forms should expressly state the right to refuse to have
one’s material stored irrespective of the decision to partici-
pate in the immediate project.!?

COMMENT

Much of the language in our consent materials is based on
the distinction between genetic research that is expected to
reveal clinically relevant information about individual par-
ticipants and genetic research that is not. The probability
and magnitude of harm, as well as possible personal ben-
efits, arising from genetic research are directly related to the
meaning of the results for the health of participants and their
families. When the meaning of the results is not known or
when they have only a small impact on the probability of
disease, the risks are reduced.

Much population-based research involving genetics will not
be expected to reveal clinically relevant information. We are
in the infancy of the “genetic revolution” and much is un-
known. Establishing associations between genes and disease
in the general population begins with quantifying statistical
relations, and even those that appear to be significant cannot
be applied with any precision to particular individuals. As in
other epidemiologic research, the interpretation of such data
requires a chain of evidence substantiating the validity of the
association and supporting a considered judgment as to cause
and effect. Building this chain is neither simple nor straight-
forward, and any single study is but one component.

In addition, many population-based genetic studies will fo-
cus on lower-penetrance gene variants. Family-based stud-
ies provide a unique framework for investigating highly pen-
etrant gene variants, ie, those that lead to disease expression
most of the time and, thus, through inheritance, produce fa-
milial aggregation. Lower-penetrance gene variants by defi-
nition lead to smaller increases in relative risk for disease and
a corresponding decrease in the probability of harms stem-
ming from misuse of the information. Research on lower-
penetrance gene variants may, however, allow better under-
standing of underlying disease mechanisms and the role of
environmental exposures on a population level, providing sig-
nificant opportunities for public health intervention.

There will be population-based studies for which the
approach suggested here is not appropriate. At some point,
the weight of existing evidence for a gene-disease associa-
tion or gene-environment interaction will mean that the
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next generation of epidemiologic studies will be confirma-
tory rather than exploratory. Furthermore, not all
population-based studies will involve lower-penetrance
gene variants, and in any event, drawing a dividing line
between low and high penetrance would be difficult.
When the risks identified in the study are both valid and
associated with a proven intervention for risk reduction,
disclosure may be appropriate. Thus, the decision to use
the approach suggested here should be based on an assess-
ment at the outset of the likelihood that research results
will generate information that could lead directly to an
evidence-based intervention. Our approach is intended for
studies in which such results are not expected, as is cur-
rently typical of most population-based research involving
genetics. This is the basis for our recommendation that
individual results not be reported to participants, which
merits further discussion.

Some IRBs have held that investigators are obligated to
offer participants in genetic research their individual re-
sults. This stance, perhaps based in part on justifiable con-
cerns arising in the context of family-based research, can
create serious problems when applied to most population-
based studies.

First, at this time, the objective of much population-
based research involving genetics is to help establish clini-
cal validity by characterizing gene-disease associations.® Un-
til a chain of evidence regarding risk associations has been
established, the results of such research will have no clini-
cal interpretation or significance.

Second, without independent confirmation, the analytic
validity of individual results may be in question. Federal regu-
lations require that results given to patients be performed
in a laboratory certified under the Clinical Laboratory Im-
provement Amendments (CLIA), which establish criteria for
quality assurance. Many research laboratories are not cer-
tified, because CLIA contains an exemption for “research
laboratories that test human specimens but do not report
patient specific results for the diagnosis, prevention or treat-
ment of any disease” (42 CFR §493.3[b][2]). This may cre-
ate a quandary for investigators if they are expected to of-
fer results. If a researcher discloses an individual’s result in
response to a request under the Privacy Act or other appli-
cable law, this is generally not considered a “report for di-
agnosis” because it is disclosed to comply with the law and
not for the medical purposes set out under the exemption.
However, the quandary may remain with regard to any rou-
tine expectation that individual results be offered when the
laboratory is not CLIA certified.

Third, when research involves existing biological mate-
rials and consent has been waived, offering results is espe-
cially problematic. Genetic information should never be given
to a participant who does not want it. Therefore, results
should not be returned unless a consent process is in place
that includes the opportunity for an informed decision not
to receive results.
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Finally, creating an ethical or legal obligation to provide
research results to participants could confuse the role of the
researcher, especially if the researcher is not a physician.
Physicians have an obligation to act in the best interest of
their patients. To the extent that generalizable knowledge
is generated and available for consideration of its relevance
to the standard of care, the researcher’s “obligation” to par-
ticipants to conduct good science and disseminate findings
widely is satisfied.

We believe that a reasonable means of addressing these
dilemmas may be to apply the criterion proposed here: an
assessment at the beginning of a research project of the like-
lihood that the results will generate information that could
lead directly to an evidence-based intervention. If such an
outcome is deemed likely on the basis of existing evidence
and the aims of the study, the approach suggested here should
not be used. The project should be established in connec-
tion with a CLIA-approved laboratory and participants should
be informed about the specific genes to be studied. They
should be counseled about the risks and benefits of clini-
cally relevant genetic information and offered the option of
receiving their individual results.

If such an outcome is deemed unlikely, the approach sug-
gested here (or a derivative version; see “Conclusion” sec-
tion) may be appropriate, including the statement that indi-
vidual results will not be provided. Attempting to define certain
exceptions under which an after-the-fact determination to of-
fer results might be made could prove problematic. Inform-
ing participants about these exceptions would be extremely
difficult, and researchers, IRBs, and participants are apt to dis-
agree about what constitutes a finding sufficiently certain or
significant to merit disclosure. Asking participants to con-
sent after explaining clearly that individual results will not be
provided may be the optimal ethical approach at this time to
broad, exploratory genetic research.

Participants should, however, be given the option to re-
ceive an aggregate report of overall study results, for ex-
ample, through a newsletter. In the rare event that results
unexpectedly have clinical significance, participants could
still receive through this mechanism any recommendation
to be tested for a particular trait in a clinical laboratory, with-
out revealing individual results. Participants who consent
to storage and use of their biological material for future re-
search should be given the option to receive aggregate re-
ports about studies conducted using samples from the “bank”
where their material is stored. One condition of obtaining
samples from the bank could be an agreement by investi-
gators to supply information about their studies and the over-
all results for dissemination to participants. The challenge
will be to find ways of presenting research findings in lay
language and to be clear about any clinical implications and
their meanings in different populations.

Our consent approach may need to be modified in cer-
tain instances to meet applicable laws. For example, the Pri-
vacy Act provides individuals the right to review and get cop-
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ies of their information (5 USC §552[a][d][1]). This act
applies when records are maintained by a federal agency in
a “system of records,” a term that means a group of records
under the control of a federal agency from which informa-
tion is retrieved by the name of the individual, identifying
number, or some other identifying factor. When research
is subject to the Privacy Act, informed consent documents
need to include the Privacy Act notification statement. In
addition, individuals should be informed in advance of their
right to see their information. However, although the Pri-
vacy Act permits individuals access to their records on re-
quest, it does not command affirmative steps to disclose re-
sults absent a request.

CONCLUSION

Federal regulations for the protection of human participants
apply to both behavioral and biomedical research, but their
articulation reflects an emphasis on clinical research,* eg, clini-
cal trials or other research that involves manipulation or in-
tervention. As NBAC noted, “Applied to non-clinical re-
search, the regulatory requirements seem to be either irrelevant
or insufficient to provide protection.”** Dr Francis Collins, di-
rector of the National Human Genome Research Institute, made
a similar observation when he stated, “The IRB guidebook is
dusty and out of date for genetics research.””

We attempt herein to begin to meet the need for appropri-
ate guidelines for population-based research that involves ge-
netics, especially lower-penetrance gene variants. Our pro-
posed informed consent approach and recommended issues
for consideration are not fundamentally different from butan
extension of existing guidance for other kinds of population-
based research. The materials contain suggested language for
use when the likelihood of generating information that is of
clinical relevance to individual participants is small, as is cur-
rently typical of much population-based research that in-
volves genetics. This language must be modified to address
the specific issues that arise within any individual study. Fur-
ther broad-based discussion will be important for refining this
informed consent approach, as will focus group research among
potential research participants. It will also be important to cre-
ate alternate versions of these materials, for example, for re-
search that involves anonymized or already existing speci-
mens, different types of study designs, and different study
populations, with culturally appropriate language and disclo-
sures. As epidemiologic research in this area evolves, it will
be important to continue reevaluating the optimal approach
to obtaining informed consent.
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INFORMED CONSENT TEMPLATE

Population-Based Research Involving Genetics

Study Title:

[A] are doing a research study on [B]. Please read the attached booklet, Informed Consent: Taking Part in Population-Based
Genetic Research. We would like to include asampleofyour __ in this research study because [C]. We
think thatabout __ people will give samples for our study.

A. Identify the organizations conducting the research.
B. Identify the object of the study.
C. Explain how prospective participants have been chosen.

Examples”

¢ The Centers for Disease Control and Prevention (CDC) and the Heart Alliance are doing a research study to find out
more about how genes affect a person’s risk of getting heart disease. Please read the attached booklet, Informed Consent:
Taking Part in Population-Based Genetic Research. We are asking you to provide a blood sample for this study because you
are one of about 5,000 people between the ages of 45 and 65 who we selected at random from the community.

* We are doing a research study to learn more about how genes and other factors lead to heart problems. This study
is being done by the Centers for Disease Control and Prevention (CDC) and the Heart Alliance. Please read the attached
booklet, Informed Consent: Taking Part in Population-Based Genetic Research. We are asking everyone who comes to this
clinic with certain kinds of heart disease to give a blood sample for our study. We are also asking some people who do not
have heart disease. We think about 500 people will take part.

Why Is This Study Being Done?

This study is being done because [D]. The purpose of this study is to [E].
D. Summarize the problem and/or explain the disease.
E. Explain the research question(s) to be addressed.

Example

Heart disease causes serious health problems for many people. We know that a person’s risk for heart disease is related
to factors like diet, exercise, and smoking. Scientists have also found many genes that may be linked with heart disease
and we expect they will find more in the future. [Add one of the following:]

 For gene prevalence studies: The purpose of our study is to estimate how many people have some of the genes that
may be related to heart disease. This is a first step in finding out how important these genes are for heart disease.

* For gene-disease association studies: The purpose of our study is to find out which genes are the most important for
heart disease. This may help us begin to learn why some people get heart disease and others do not.

e For gene-environment interaction studies: The purpose of our study is to learn more about which genes are the most
important for heart disease. We also want to know how factors like diet, exercise, and smoking affect people who have
those genes. This will help decide if changing these factors can prevent heart disease or keep it from getting worse.

What Is Involved in the Study?

If you choosetoprovidea ___ sample for this study, we will [F]. This process will take approximately
[G]. You will not need to [H].

[Add the following paragraph only if leftover specimens will be stored without identifiers (unlinked) for future testing. See
“What will happen to my sample after the study is over?” below if specimens will be coded or identified.]

We would like to store any that is left over after we do your test. We plan to use this sample for studies we
will do in the future. We will store your sample with some data about you, such as your age, race, sex, and about your
health problems. But we will not put your name on the sample and there will be no way for anyone, including us, to
know it is yours. You can decide tonot letusstoreyour ______ and still be in this study.

F. Describe the procedure for obtaining a biological sample and what will be done with the sample. Describe also any
questionnaires or interviews, and whether participants will be asked to grant full or partial access to their medical
records.

G. Estimate the amount of time participation will entail.

H. Describe procedures that will not be done, if appropriate.

*The examples used throughout the template are completely fictitious and were not drawn from any past or present reserach project.
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Examples

* If you decide to provide a sample for this study, we will draw about 30 ccs (2-2 tablespoons) of blood from a vein
in your arm. The blood will be sent to the CDC in Atlanta, Georgia to study genes that may play a role in why some
people get heart disease.

We will also ask you to fill out a survey about your health, diet, and exercise, and your use of tobacco, alcohol, and
medicines. It is all right to skip any question you don’t want to answer.

We will need less than 5 minutes to take the blood sample. The survey will take about 30 minutes. There will be no
medicines to take and no experimental treatments to undergo in this study.

* If you choose to be in this study, we will collect a sample of your cells by brushing the inside of your cheek with a
cotton swab. This sample will be sent to the CDC in Atlanta, Georgia for processing.

We will also need to check with your doctors to confirm whether you have had any of the heart diseases we are study-
ing. To do this, we will ask you to sign a form to let your doctor give us a copy of your medical record.

Nothing else is required. We will compare the results with tests on other people who have heart disease and on people
who do not have heart disease. The only genetic testing performed on your cell sample will be for conditions associated
with heart disease.

How Will Information About Me Be Kept Private?

Once we takeyour _ sample, we will assign it a code number. We will separate your name and
any other information that points to you from your sample. We will keep files that link your name to the code number
[1]. [J]. No one who reads or hears a report about this study will be able to identify you because, before any facts are given
out, we combine your facts with those of other people in this study.

1. Describe security measures.

J. Describe the extent to which confidentiality of records identifying the participant will be maintained.

Example

Once we take your blood sample, we will assign it a code number. We will separate your name and any other information
that points to you from your sample. We will keep files that link your name to the code number in a locked cabinet. Only
the study staff will be allowed to look at these files. [Add one of the following:]

* For legally unprotected research: We will keep private both the test results and the information you tell us in the
survey. We will only release study information if it is ordered by a court of law. Your name or other facts that might point
to you will not appear when we present this study or publish its results.

« When a Certificate of Confidentiality has been obtained: Records that identify you in this study are strictly private. No
one other than study staff can ever look at them unless you agree to it. This is because the study has been granted a
Certificate of Confidentiality under a federal law (Section 301(d) of the Public Health Service Act). This means that the
records of this study may not be disclosed, even under federal, state, or local court order, without your OK. No one who
reads or hears a report about this study will be able to identify you because, before any facts are given out, we combine
your facts with those of other people in this study.

* When an Assurance of Confidentiality has been obtained: Your test results at CDC are kept private by an Assurance of Con-
fidentiality under the Public Health Service Act (Section 308(d)). This means that CDC will not let results out with informa-
tion that identifies you for any reason unless you agree. The records of what you tell us on the survey will be kept at the Heart
Alliance here in Anytown. We will release them only if ordered to by a court of law. No one who reads or hears a report about
this study will be able to identify you because we will combine your facts with those of other people in this study.

What Are the Risks of the Study?

The physical risks to you for providinga _ sample for this study are [K]. [L]. [M].
K. Describe relevant physical risks.
L. Describe the informational risks based on the types of information expected and the identifiability of the sample.
M. Describe potential groups harms.

Example

The risks of drawing blood include brief pain, slight bruising, and rarely, infection where the needle went in. We take
every precaution to prevent infection. Some people feel dizzy when they have blood drawn, but this goes away when the
person lies down.

The kind of information we will look for in this study is not likely to tell you anything specific about your personal
health. Even so, there is a risk that if people other than the researchers got your genetic facts they could misuse them. We
think the chance of this ever happening to you is very small. To protect your information, we will not keep your name
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and address with the sample, only a code number. As we said, files that link your name to the code number will be kept
in a locked cabinet and only the study staff will be allowed to look at them. Although no one can absolutely guarantee
confidentiality, using a code number greatly reduces the chance that someone other than the study staff will ever be able
to link your name to your sample or to your test results.

Although your name will not be with the sample, it will have other facts about you such as your race, ethnicity, and sex. These
facts are important because they will help us learn if the factors that cause heart disease to occur or get worse are the same or
different in men and women, and in people of different racial or ethnic backgrounds. Thus, it is possible that study findings
could one day help people of the same race, ethnicity, or sex as you. However, it is also possible through these kinds of studies
that genetic traits might come to be associated with your group. In some cases, this could reinforce harmful stereotypes.

Are There Benefits to Taking Part in the Study?
You will not get any direct benefit forgivinga ___ sample for this study. The major benefit of the study
is [N].

N. Insert the object of the study.
Examples

* You will not get any direct benefit for providing a blood sample for this study, but you will help us learn more about
genes and other factors that may lead to heart disease.

* You will get no direct benefit from being part of this study. But the information and results from these kinds of
studies may help prevent and treat heart disease in the future.

Are Any Costs or Payments Involved?

It does not cost you anything to providea __ sample for this study and you will not be charged for
any research tests. [O]. In the unlikely event that you are physically hurt during the process of providing
M oS IR T o (38 2

The aim of our research is to improve the public health. [Q].

O. Explain whether participants will be reimbursed for things such as time, travel, and inconvenience.

P. Explain what compensation or medical treatment is available if injury occurs.

Q. Explain arrangements regarding the development of products with commercial application and value.

Examples

* It does not cost you anything to provide a blood sample for this study and you will not be charged for any research
tests. You will not be paid for participation in this study. In the unlikely event that you are injured while giving a blood
sample, we will give you first aid and direct you to proper health treatment. We have not set aside funds to pay for this
care or to compensate you if a mishap occurs.

The aim of our research is to improve the public health. Your blood will never be used to develop a process or inven-
tion that will be sold or patented.

* There are no dollar costs to you for being in this study. We will give you $25 to reimburse you for your time and
effort. If you are physically hurt because of this research project, we will help you to get medical care through your usual
doctor. You or your health insurer will need to pay for any such care that you get.

The aim of our research is to improve the public health. Sometimes, such research may result in findings or inventions that
have value if they are made or sold. We may get a patent on these. We may also license these, which could give a company the
sole right to make and sell products or offer testing based on the discovery. Some of the profits from this may be paid back to
the researchers and the organizations doing this study, but you would not receive any financial benefits.

How Will | Find Out About the Results of the Study?
The studies we do on the samples we collect are to add to our knowledge of how genes and other factors affect health and
disease. We are gathering this knowledge by studying groups of people, and the study is not meant to test your personal
medical status. For these reasons, we will not give you the results of our research on your sample. However, [R]. We will
also share what we learn with other health professionals through medical publications. If you have questions about whether
any genetic tests would be useful to you, you should ask your doctor.

R. Describe any general communication (e.g., newsletters) about the study that will be provided.

Example

The studies we do on the samples we collect are to add to our knowledge of how genes and other factors affect health and
heart disease. We are gathering this knowledge by studying groups of people, and the study is not meant to test your
personal medical status. For these reasons, we will not give you the results of our research on your sample. However, you
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can choose to get a newsletter that will tell you in general about the research studies we are doing. This newsletter will
not announce your results or anyone else’s, but it will tell you what we are learning about genes and heart disease. We
will also publish what we learn in medical journals. If you have questions about whether any genetic tests would be use-
ful to you, you should ask your doctor.

What Will Happen to My Sample After the Study Is Over?

After this study is over, we will throw away all the samples.

[OR]

After our study is over, we would like to keep anyunused ________ left over for future research. [S]. We
don't have specific research plans at this time but we would like to use the samples for studies [T]. We will store the
sample under a code number and we will keep the file that links the code number to your name private. We may share
the samples with other researchers for [U], but we will not give other researchers any information that would allow them
to identify you. We will always know which sample belongs to you, but other researchers will not.

An Institutional Review Board, like the one that helps protect you during this research project, will review and approve
all future projects.

You can choose not to have your sample stored for future research and still be part of this study. You will have the
chance to state your choice about this at the end of this form.

S. Describe how the samples will be stored, where, and for how long.

T. Clarify plans for future research to the extent possible.

U. Clarify the types of research that other investigators may be permitted to do.

Example

After our study is over, we would like to keep any unused blood left over for future research. [Insert one of the following:]

* For frozen samples: We will keep it frozen in a specimen bank at CDC and use it for as long as it lasts.

» When cell lines will be created: We will create a living tissue sample (called a “cell line”) from which we can get an
unlimited supply of genetic material in the future without the need to get more blood from you. Cell lines will be stored
at CDC.

We don’t have specific research plans at this time but we would like to use the samples for studies of heart disease as
well as other diseases. We will store the sample under a code number and we will keep the file that links the code number
to your name private. We may share the samples with other researchers for studies of genes and disease, but we will not
give other researchers any information that would allow them to identify you. We will always know which sample be-
longs to you, but other researchers will not.

An Institutional Review Board, like the one that helps protect you during this research project will review and approve
all future projects.

You can choose not to have your sample stored for future research and still be part of this study. You will have the
chance to state your choice about this at the end of this form.

What Are My Rights as a Participant?

You are free to take part in this study or not. No penalties or loss of benefits will occur if you refuse to take part.

If you decide to take part in this study, you may withdraw at any time. You may choose not to have your sample stored
for future research and still be part of this study. [V].

We will give you a copy of this consent form to keep for your records.

V. Describe withdrawal following storage for future research.

Example

You are free to take part in this study or not. No penalties or loss of benefits will occur if you refuse to take part. If you
decide to take part in this study, you may withdraw at any time. You may choose not to have your sample stored for
future research and still be part of this study. [Add one of the following:]

* For unlinked storage: 1f you agree to have your sample stored, you can change your mind up until the end of the
study, when we store the remaining samples. At that time we will remove all information that identifies you. After that
we will not be able to withdraw your sample because we will not know which one is yours.

* For coded or identified storage: Also, you may agree to have your sample stored and later decide that you want to with-
draw it from storage. If so, you should call the study person listed in this consent form and tell her to discard your sample.
She will discard your sample, but any data from testing your sample until that point will remain part of the research.

We will give you a copy of this consent form to keep for your records.
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Whom Do | Call if I Have Questions or Problems?

If you have any questions about how this study works,contact ____, the chiel study person, at

If you have any concerns about your rights in the study,contact ____ head of the ;
F- 1 o = (R

If you think that being in this study injured you,contact _____ the chielstudy person, at

Consents and Signature

lagreetogivea _ sample for this study. I have been given a chance to ask questions and feel that all of
my questions have been answered. T know that giving a sample for this study is my choice. I understand that my indi-
vidual results from the study will not be given to me. I have been given a copy of this consent form to keep.

I have read the part of this form about storing my sample for future research. My choice about having my sample stored
and used for future research under the conditions described is (please check ONE box):

O Irefusetohavemy _ sample stored or used for [W].

O ItisOKtostoremy ___ sample with a code number and to use it for [W].

W. Summarize parameters of future research, e.g., “future research on genes and heart disease” or “any kind of future
research.”

I would like to receive a newsletter that will tell me about the research study and what researchers are learning in the
future studies about genes and disease. Please circle one: Yes/No

Participant Dates 0" - RF

[Add the following if the signature will be witnessed:] 1 observed the process of consent. The prospective participant read
this form, was given the chance to ask questions, appeared to accept the answers, and signed to enroll in the study.

Witness Date
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SUPPLEMENTAL BROCHURE
Informed Consent: Taking Part in Population-Based Genetic Research

Introduction

This brochure gives facts that can help you decide whether or not to take part in a population-based genetic research
project.

What Is Population-Based Genetic Research?

Genetic research is an important way for us to learn about the role of genes in human health and disease. Every genetic
research project has its own purpose. The purpose may be to discover genes, find out how genes work, or learn how to
use what we know about genes to treat or prevent disease. The researcher should explain the specific purpose of the
project to you before you decide to take part.

In order to learn how genes affect health, researchers sometimes study large groups of people. Usually, some of these
people have the disease being studied or have a family member with the disease, and some do not. This way of looking at
genes is often called “population-based research.” Population-based research helps us find out more about the effect of
common genetic traits on the risk for various diseases. It also helps us learn how genetic traits work with other factors,
such as smoking or diet, to cause disease. This is the kind of research project that you have been asked to join.

Before a research project begins, a group called an Institutional Review Board or IRB usually reviews it. An IRB includes
scientists and non-scientists, such as clergy, social workers, lawyers, nurses, and people from the community. This group
makes sure that the researchers explain the project well and protect the people who take part. But, the decision to take part
is yours to make. There is a process called “informed consent” to help you make your choice as freely as possible.

What Is Informed Consent?

When researchers ask for your consent, they are asking for your voluntary agreement to take part in a research study.
Informed consent means more than signing a consent form. It means that you know about the benefits and risks of the
study. You need to know how the study may affect you. You need to know that you are free to take part or not, and that
your decision will not affect your health care now or in the future. The research team should give you the facts you need
to make your own choice. Be sure to read any forms the researcher gives you to sign. If you think you do not have enough
facts to make an informed choice, or there is something you do not understand, ask questions. You should give your
consent only when you are sure you know what the study involves.

What Are Some of the Benefits of Population-Based Genetic Research?

Population-based genetic research adds to our knowledge about the role of genes in human diseases. The goal is to one day
find better ways to prevent and treat disease. By taking part in a population-based genetic study, you will contribute to progress
in science and medicine. However, you should not expect any direct personal benefits. Researchers will not give you your test
results because they are studying groups, not individuals. The researchers should tell you the purpose of the study and how
it might add to our knowledge of health and disease. They may also offer to give you the overall results of the study.

What Are Some of the Risks of Participation in Population-Based Genetic Research?

Researchers will need a sample of your tissue, usually a sample of your blood, to do genetic research. The risk that you
will be injured giving a sample is very small. However, there is a risk that if someone other than the researchers got your
genetic facts they could misuse them. You can learn about the risks in a particular genetic research project by asking the
researcher:

Will Anyone Know That the Sample Is Mine?
In some studies, researchers will make the samples “anonymous.” This means they will remove forever your name and
all other facts that point to you. This greatly reduces the risk to you. No one will be able to link the genetic facts that
come from research on an anonymous sample to you. Although your DNA is unique, like a fingerprint, not even the
researchers will know that a sample is yours without getting another sample from you and then comparing the two.
There are disadvantages to anonymous samples. Although your name will be removed, researchers may have basic
information such as your race, ethnic group, and sex. This information is useful because it helps researchers learn whether
the factors that cause disease to occur or get worse are the same in different groups of people. However, it is possible that
over time genetic traits might come to be associated with people of the same race, ethnicity, or sex as you. In some cases,
this could reinforce harmful stereotypes.
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For other kinds of genetic studies, researchers mark the samples with code numbers. One reason for doing this is so
researchers can contact you if they discover they need additional information that will help the study. The study staff can
use this code number to know which sample is yours, but no one else can. The disadvantage is that genetic facts will exist
that could be linked to you. For that reason, you need to know how these facts will be kept private.

How Likely Is it That Someone Other Than the Researchers Could Get Facts That Point to Me?

If researchers make your sample anonymous, no one will know which sample is yours, not even the researchers. If re-
searchers mark your sample with a code number that is linked to your name, at least one person on the study staff will
have access to the files that tell which sample is yours. Researchers can take many steps to keep this and other study
information safe. For instance, they can keep research materials in a locked file or on a secure computer so that only the
study staff can look at them. But no one can completely guarantee that insurance companies, employers, or other people
will never get this information.

How Likely Is it That | Will Be Harmed if Someone Other Than the Researchers Gets Facts That Point to Me?

If someone other than the researchers gets your information, concerns that it will be misused are greatest in studies
where the results may have important meaning for your future health. It is not the aim of population-based genetic
research to produce these kinds of results, but it is impossible to say now what researchers may learn in the future by
studying genes.

Will My Sample be Used for Other Research?

Sometimes researchers want to store the left over part of your sample so that it is available for other studies or for more
work on the first study. The researcher should tell you how long your sample would be stored, who would be able to use
it, and what kinds of research it would be used for. You will get to choose whether you want your sample stored for
future research. The risks of research using stored samples are the same as described above.

Future studies are important to learn about genes and to find new ways to prevent and treat disease. An IRB will review
all the studies to make sure you are protected from most risks. But no one can tell you the exact risks and benefits of
future studies that researchers have not yet planned. You should think through your choice carefully, and you should be
able to do this without pressure and in a comfortable process where you receive answers to all your questions.

For general information about genetics and genetic research, you can call the Genetic Alliance Helpline at
1-800-336-GENE.
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Problematic Variation in
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Multicenter Genetic Epidemiology Study
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ROTECTION OF HUMAN SUB-

jects in research is an evolv-

ing process. The current sys-

tem of institutional review
board (IRB) assessment of human sub-
jects protection was established in 1974
in response to highly publicized hu-
man research scandals in the 1960s and
early 1970s."* Federal regulation of re-
search conduct and IRB function was
implemented in 1979. When IRBs were
created, the common paradigm for hu-
man subjects research consisted of a
single investigator at one institution en-
rolling local participants, with the ma-
jor emphasis of regulation on the re-
view of clinical trials.

Over the past 25 years, research strat-
egies and technologies have changed,
often bringing together investigators
from multiple institutions to enroll geo-
graphically diverse pools of partici-
pants into epidemiological studies.
However, IRB procedures and their fed-
eral underpinnings have not corre-
spondingly kept pace.?” Because of the
focus of IRBs on clinical trials, others
have asserted that IRBs “often have little
insight into the needs of epidemiol-
ogy.”* Indeed, it is worth noting that
one infamous human subjects re-
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Context Sequencing of the human genome provides an immense resource for stud-
ies correlating DNA variation and epidemiology. However, appropriately powered ge-
netic epidemiology studies often require recruitment from muiltiple sites.

Objectives To document the burden imposed by review of multicenter studies and
to determine the variability among local institutional review boards (IRBs) in the ap-
proval of a multicenter genetic epidemiology study.

Design A PubMed search was performed to determine the frequency of citations of
multicenter studies by 5-year intervals from 1974 through 2002. A 7-question survey
was sent to all participating study centers to obtain information on frequency of IRB
meetings, dates for submission and approval, use/nonuse of a specific consent form,
type of review performed, types of consent forms required, preparation time, and num-
ber of changes requested by the IRB at each center. Centers also provided a copy of
all consent forms they generated and IRB correspondence regarding the study.

Setting and Participants Thirty-one of 42 cystic fibrosis care centers in this single
US multicenter genetic epidemiology study of cystic fibrosis replied, yielding a 74%
response rate.

Main Outcome Measures Frequency of published research studies and consis-
tency among IRBs.

Results The number of all published single-center studies has increased 1.3-fold since
1985, while the number of published epidemiology and genetic epidemiology multi-
center studies increased by 8- and 9-fold, respectively, during this same period. Evalu-
ation of the risk of the same genetic epidemiology study by 31 IRBs ranged from mini-
mal to high, resulting in 7 expedited reviews (23%) and 24 full reviews (77%). The
number of consents required by the IRBs ranged from 1 to 4; 15 IRBs (48%) required
2 or more consents, while 10 (32%) did not require assent for children. The most com-
mon concern (52%) of IRBs pertained to the genetic aspects of the study.

Conclusions Review of a protocol for a multicenter genetic epidemiology study by
local IRBs was highly variable. Lack of uniformity in the review process creates uneven
human subjects protection and incurs considerable inefficiency. The need for reform,
such as the proposed centralized review, is underscored by the ever increasing rate of
genetic discoveries facilitated by the Human Genome Project and the unprecedented
opportunity to assess the relevance of genetic variation to public health.
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search scandal—the Tuskegee Syphi-
lis Study—involved an epidemiology
study rather than a clinical trial.!

The incorporation of genetic infor-
mation into clinical and epidemiologi-
cal studies has raised additional prob-
lems for the current IRB system. There
are few standards set by the Office for
Human Research Protections for ge-
netic studies, and substantial disagree-
ment exists within the research com-
munity about what constitutes minimal
risk in studies that are not clinical trials.’
According to Greely,® “Research into hu-
man genetics has stretched current regu-
lations of human subjects research be-
yond the breaking point.” The inherent
rarity of the outcome and the large num-
ber of subjects needed to unravel com-
plex gene-gene and gene-environment
relationships often require a multi-
center study design to attain sufficient
statistical power to generate meaning-
ful results.

Although Silverman et al” have
reported variability in the review of mul-
ticenter clinical trials, there have been no
published reports examining IRB
approval for sites involved in multi-
center genetic epidemiological studies.
In addition, current regulations are not
well suited to the complex issues raised
by genetic studies. According to Jam-
rozik, “The current systems of ethical
oversight designed primarily to regu-
late intervention studies involving indi-
vidual patients associated with single
institutions have been completely over-
taken by developments in clinical,
molecular, and epidemiological
research.” When IRB committees do not
allow a consistent method of consent
among the participants, “selection bias
may be introduced and statistical power
is certainly decreased.” Therefore, IRBs
are largely without guidance in the review
of studies that incorporate genetics.

The current method of multicenter re-
view involves approval by each local IRB
involved in the study. This results in
variability in the type of review, type of
consent form, time to approval, changes
requested, and the quality of human sub-
jects protection afforded.”® Compound-
ing the problem is the variability inher-

©2003 American Medical Association. All rights reserved.
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ent in the interpretation of regulations
by the estimated 3000 to 5000 IRBs in
the United States.” To assess the bur-
den imposed by review of all types of
multicenter studies, we determined the
yearly volume of single-center and mul-
ticenter studies published in the litera-
ture since 1974. One method of evalu-
ating the impact on the current IRB
multicenter process is to submit a com-
mon protocol to multiple IRBs.”

We are conducting a multicenter ge-
netic epidemiology study to identify
modifiers of cystic fibrosis (CF). Imple-
mentation of this study required the
participation of CF care centers across
the United States. Institutional review
board review of the same study proto-
col varied considerably. Here, we pre-
sent results of a survey of participat-
ing CF centers to document current IRB
issues in conducting a multicenter ge-
netic epidemiology study.

METHODS

A PubMed search was performed to
assess the number of English-language
human multicenter studies in the litera-
ture since 1974.° Abstracts, letters to the
editor, review articles, and publication
types not containing original results were
excluded. In addition, collaborative stud-
ies of disease mechanism, disease treat-
ment, or health care delivery were
excluded. The frequencies of citations
of published, multicenter, English-
language human studies in PubMed from
1974 through 2002 were tabulated in
5-year increments. (The algorithm used
in the PubMed search is available on
request from the authors).

The CF Twin and Sibling Study is a
multicenter genetic epidemiology study
that was used as a case study to illus-
trate variability in IRB review. The study
involved collection of medical record
data along with a blood sample from CF
patients who attended CF care centers
throughout the United States. A study
protocol and consent form developed
by the researchers at Johns Hopkins
Medical Institutions and approved by
the Johns Hopkins University School of
Medicine IRB, Baltimore, Md, was dis-
tributed to each center. This protocol

and consent form was provided as a
template for the IRB application at each
center. Each center was provided with
additional information that included the
guidelines for genetic banking pro-
vided by the American Society of Hu-
man Genetics.'?

To document the process of IRB
approval, a 7-question survey (avail-
able on request from the authors) was
sent to all participating CF centers ask-
ing the study staff to provide informa-
tion on the following: frequency of IRB
meetings, dates for submission and
approval, use/nonuse of the Johns Hop-
kins University consent form, type of
review performed, types of consent
forms required, preparation time, and
number of changes requested by the IRB
ateach CF center. Each center was also
asked to provide a copy of all consent
forms generated at their center and all
IRB correspondence regarding the CF
study. Variability among IRBs regard-
ing approval of this study was derived
from review of IRB correspondence and
approved consent forms. Issues raised
by centers and differences among con-
sent forms were categorized and tabu-
lated.

A matrix of consensus statements
published from 1987 through 2001 was
created to assess the most frequently
cited guidelines for genetic studies and
to illustrate variability in use of these
statements in the consent forms. Data
on number of beds, obtained from the
American Hospital Association, were
used as a proxy for the size of the in-
stitution.!! Extramural research rev-
enues obtained from the National In-
stitutes of Health (NIH) were used as
a surrogate for volume of research per-
formed at each institution.'* Number of
beds and level of NIH extramural fund-
ing in centers that did and did not re-
spond to the survey were compared by
t test. t Tests were also performed to as-
sess differences in number of days to
approval between centers requiring full
review vs those that used expedited re-
view and between centers with chil-
dren vs those with adults. P<<.05 was
considered statistically significant. A
stepwise linear regression analysis was
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Table 1. Frequency of Multicenter Studies in PubMed, 1974-2002*

Multicenter Studies
All Studies Genetic : Nonmulticenter Studies
Epidemiology Epidemiology 1
Interval, mo/d/y No. No./y Studies, No. (%)t Studies, No. (%)t No. No./y
1/1/74-12/31/79 385 64 19 (4.9) 1(0.2) 499917 83319
1/1/80-12/31/84 990 198 99 (10.0) 1(0.1) 545534 109107
1/1/85-12/31/89 3016 603 245 (8.1) 17 (0.6) 680170 136034
1/1/90-12/31/94 5541 1108 789 (14.2) 39 (0.7) 777 493 155499
1/1/95-12/31/99 8632 1726 2007 (23.2) 156 (1.8) 940360 188072
1/1/00-12/31/02 6521 2174 1904 (29.2) 154 (2.4) 634443 211481
1/1/00-12/31/04 (Projected) 10870 NA 3173 (NA) 257 (NA) 1057 405 NA

Abbrewviation: NA, not applicable
*Data compiled as of May 12, 2003
tPercentage of all multicenter studies

performed with number of days to ap-
proval as the outcome variable. All sta-
tistical analyses were performed using
SAS software."

RESULTS

The overall number of multicenter stud-
ies and the number of epidemiological
and genetic epidemiological research
multicenter studies published since the
establishment of IRBs are presented in
TABLE 1. The number of citations for
multicenter studies increased by 1.6- to
3-fold for each of the 5-year periods
from 1985 to 1999. However, the num-
ber of epidemiology and genetic epi-
demiology multicenter studies in-
creased 4- to 5-fold every 5 years during
the same period. Between 1985 and
1999, the number of multicenter epi-
demiology and multicenter genetic epi-
demiology studies increased approxi-
mately 8- and 9-fold, respectively, while
the increase in single-site studies in the
literature was 1.3-fold. Numbers for
2000 through 2002 are consistent with
this trend continuing. Thus, multi-
center studies of epidemiology and ge-
netic epidemiology comprise an in-
creasing fraction of the multicenter
studies reviewed by IRBs.

Thirty-one of 42 CF care centers in-
volved in a multicenter genetic epide-
miology study replied to the survey of
their IRB approval process, yielding a
74% response rate. Twenty-four (77%)
of the 31 institutions required full IRB
reviews, and 7 (23%) considered the
blood draw and medical record review

362 JAMA, July 16, 2003—Vol 290, No. 3 (Reprinted)

in the protocol to be of minimal risk and
eligible for expedited review based on
their interpretation of the federal regu-
lations."* Twenty-nine centers (94%) re-
quired use of consent forms from their
own institution. Three centers (10%) re-
quired 4 forms (adult, minor, parental,
and assent). The number of centers re-
quiring 2 or more consent forms was 15
(48%). Ten centers (32%) did not re-
quire an assent for children. Of the 21
centers that did require an assent, 10
(48%) provided a separate assent form
that included an explanation of the
study; the rest required a signature or
initials of assent on a consent form writ-
ten for an adult. The specific age range
of patients for which assent was re-
quired varied considerably among cen-
ters. Ages specified for assent ranged
from a minimum of 7 years to a vari-
able maximum of 12 to 18 years. Nine
assent forms (43%) did not specify age.
There were no statistical differences be-
tween centers with children vs centers
with adults. The number of consents re-
quired by a center was independent of
whether the review was full or expe-
dited. To assess the issue of response bias
due to differences in the familiarity of
centers with human subjects research,
the number of beds and the level of NIH
extramural funding in the centers were
compared between the those who did
and did not respond to the survey; no
differences were found.

The mean time to obtain approval for
an expedited review was 32.3 days
(range, 9-72 days), and the mean time

to obtain approval for a full review was
81.9 days (range, 13-252 days). The
range of preparation time for the full re-
view varied from 2 hours to as many as
40 hours. Predictably, the mean prepa-
ration time for an expedited review was
shorter than that for a full review (5.8
vs 14.8 hours) and the mean number of
changes requested was lower for an ex-
pedited review (5.7 vs 8.6). Prepara-
tion time was not separated into time to
 initial submission to the IRB and time
to make changes and resubmit to the
IRB. This information may be useful in
future studies of this type. Prior to re-
gression analysis, correlation analyses
were conducted for all variables regard-
less of review type, all variables for cen-
ters using full review, and all variables
for centers using expedited review.
Days to approval, an indicator of the
difficulty of review, correlated with the
number of changes requested when both
review types were combined (P=.004)
and with full review (P=.01) when the
data were stratified by review type. No
other significant correlations were ob-
served. t Tests were performed for com-
parison of the full and expedited re-
view groups. There were no significant
differences between the groups except
in preparation hours (P=.01). How-
ever, the paucity of numbers for the ex-
pedited review groups requires cau-
tious interpretation of this result.
Although the sample size was small, a
stepwise regression analysis was per-
formed with number of days to ap-
proval as the outcome variable. Num-
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ber of changes required was the only
variable that predicted number of days
to approval.

The large variability in days to ap-
proval was not explained by the vari-
ability in meeting schedules, hours of
preparation, number of consent forms,
size of the institution, or volume of re-
search dollars received by the institu-
tion. The large variability in the con-
tent of the consent forms and the
number of changes requested was ex-
plained in part by differences in the
amount of genetics-related informa-
tion provided and the high percentage
of questions regarding the genetic as-
pect of the study. Institutional review
boards from smaller institutions with
lower research revenues tended to ask
more questions, which, in turn, led to
longer preparation time.

Review of correspondence between
the IRB and the study principal inves-
tigator at each center revealed that a
substantial fraction (52%) of issues
raised by local IRBs related to genet-
ics. Most genetics questions related to
DNA banking and risk-benefit analy-
sis (TABLE 2). Questions related to non-
genetic issues of confidentiality ac-
counted for only 35%. There were also
several questions that referred to clini-
cal trial design tools that were not a part
of this observational study. Only 2 cen-
ters (6%) explained that the study was
observational and that there would be
no treatment involved.

A review of consent forms consis-
tently revealed language required by
each individual IRB for all studies at
their institution. In general, the required
templates were not well suited to a
genetic epidemiology study.'” For
example, most consent templates pro-
vide information regarding data and
safety monitoring boards. An IRB in this
study requested that this information
be included in its consent form despite
the fact that this study did not contain
an intervention for it to monitor. In
addition, items necessary for genetic
studies are not found in the templates,
such as assurances of confidentiality for
family members, since families are a unit
of research in genetics. Finally, although

©2003 American Medical Association. All rights reserved.
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each center was provided with DNA
banking guidelines'® and other guide-
lines were available, few consent forms
contained information relating to pur-
pose/advantage, location, use, and con-
fidentiality procedures or withdrawal
procedures (TABLE 3).

COMMENT

Since the early 1980s, the growth of
multicenter studies in the scientific lit-

erature has been dramatic. This in-
crease has raised researchers’ con-
cerns about the adequacy of human
subjects protection.'”'® In 1998, the
deputy inspector general issued a re-
port calling for the reform of IRBs. The
report noted the inability of IRBs to cope
with rapid advances in biomedical re-
search and changes in the research en-
vironment, from conduct of small
single-institution studies to larger multi-

[LSTHIRST RS S ER S S R R e S e VS S S s e
Table 2. Issues Raised During Local Institutional Review Board Review

No. (%) No. of Mean No. of ltems
Issue Category of Centers Items per Center (Range)

Administrative/grammar/spelling/punctuation* 12 (39) 41 3.4 (1-6)

Language level 7 (22) 10 1.4 (1-5)

Total DNA/genetic 16 (52) 68 4.2 (1-12)
Banking 11 (69) 30 2.7 (1-8)
Risk-benefit/privacy 10 (62) 23 2.3 (1-4)
Resultst 6 (38) 6 1.0
Miscellaneoust 7 (44) 9 1.3 (0-2)

Confidentiality 11 (35) 23 2.1(1-8)

All other§ 18 (58) 77 4.3 (0-11)

Check-boxes|| 13 (42) 31 2.4(1-7)
Genetic 10 (77) 16 1.6(1-3)
Other 7 (54) 15 2.1 (1-4)

*An example of administrative issues is verification of human subjects training.
tlssues conceming results of genetic studies (eg, who should receive results)
1Other genetic issues (eg, need to list all candidate genes to be investigated)

§For example, need to submit written assent,

|IProvision of check-boxes on consent form to opt in or out of various aspects of the study (eg, for genetic studies: “I
agree that my anonymized DNA may be used by other researchers”; for other studies: “| verify that my participation

is voluntary”).

Table 3. Use of DNA Banking Guidelines by IRBs

Source of Guidelines,
Guidelines Reference No. No. (%) of IRBs

Right to and procedure for withdrawal 10, 22, 25, 27, 30 8 (26)
Certificate of confidentiality 16, 25, 28, 30 0
Anonymous storage (coded) 16, 29, 30 14 (45)
Description of genetic risk 10, 22, 25, 28 11 (35)
Commercial development 22, 27,30 7 (22)
Rignt to refuse genetic results 22, 26, 30 6 (19)
Duration of bank 10, 22, 25, 30 5(16)
Operation and quality assurance of bank 10, 22, 25, 28 13
Benefit of bank 10, 16, 25, 27 1(3)
Location of bank 10, 25, 30 10 (32)
Oversight of sample access 16, 22 4 (13)
Ownership of DNA 10, 25, 26 2 (6)
Rules for release to researchers 10, 22, 25 1(3)
Research limitations on samples 10, 25 24 (77)
Obtaining results 30 20 (64)
Purpose of bank 29 3(10)
Procedure for unexpected findings 10, 25 3(10)
Sample reidentification 30 3(10)
Depositor communication with bank 10, 25 13

Abbreviation: IRB, institutional review board
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institution studies, and inadequacy of
reviews due to increased workload, due
in part to an increase in multicenter
studies, lack of resources, and insuffi-
cient scientific expertise, with many
IRBs spending “only 1 to 2 minutes of
review per study.”"”

The dramatic increase in the num-
ber of all multicenter research studies
supports previous reports of the im-
pact of this research strategy on re-
view of clinical trials.'”'*?! The num-
ber of multicenter genetic epidemiology
studies found by our search of the
PubMed database may be underesti-
mated because of the infrequency of the
term genetic epidemiology in the data-
base during the early years. This limi-
tation was in part overcome by use of
a series of Medical Subject Heading
terms that describe epidemiological
studies (eg, case-control) and by com-
bining them with multiple genetic de-
scriptors (eg, hereditary). Indeed, a re-
view of 10% of the results of the search
strategy yielded a maximum of 8% false-
positive results.

It was not possible to differentiate be-
tween multicenter studies with sepa-
rate IRB approval and studies in which
review was performed only at the origi-
nating center. Because of the nature of
the PubMed database, publication bias
may also reduce the number of genetic
epidemiology studies found in our
search. However, this would result in an
underestimate of the numbers, thus im-
plying stronger results. Although the
number of multicenter studies consti-
tutes a small fraction of all research stud-
ies, the amount of work involved in the
multiple reviews of a multicenter study
imposes a disproportionate burden on
the IRB system. Thus, the rapid in-
crease in use of the multicenter re-
search strategy underscores the ur-
gency for changing the current process
of IRB review of multicenter studies.

Using a single multicenter genetic
epidemiology study as a case study, we
observed considerable variability in lo-
cal IRB assessment of type of review re-
quired. There were differences among
local IRBs as to what constituted mini-
mal risk when coded rather than anony-
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mous data were involved and when any
genetic information was involved. The
definition of minimal risk in research
has been a source of debate during the
last decade.>” Many IRBs struggle with
the ideas of risk and benefit in nonin-
tervention studies. Researchers and
ethicists are divided as to whether ge-
netic studies should always be consid-
ered to be of higher risk than other
forms of research.”

All participants in this study were pa-
tients with a well-defined genetic dis-
order, CF. However, IRBs seemed con-
fused about what risk information they
needed to provide the participants. It
has been noted that IRBs lack experi-
ence in finding the equipoise in a risk-
benefit analysis in which the risk is psy-
chosocial and any benefit is solely
scientific knowledge and, hence, indi-
rect.” Genetics introduces probabilis-
tic risk information that incorporates
the concepts of penetrance and vari-
able expressivity’* and, often, uncon-
firmed estimates of risk perception,
which further complicates determin-
ing risk-benefit ratios. These issues were
illustrated by considerable variability in
how IRBs dealt with DNA banking
within their consent forms.

As shown in Table 3, guidelines for
consent for genetic studies have been
issued by several organizations.'®25%°
However, these guidelines are not con-
sistent. Sometimes conflicting guid-
ance has been offered, which, we specu-
late, contributes to the observed
inconsistency among the IRBs. As noted
by Francis Collins, “Many groups have
made recommendations; researchers
and IRBs are still confused. The IRB
Guidebook is dusty and out of date for
genetics research.™

The National Bioethics Advisory
Commission found considerable dis-
agreement across IRBs regarding “when
informed consent should be required,
and what constitutes proper con-
sent.”** Variability in IRB review was
also revealed in this study by the types
and numbers of consent forms re-
quired and the content of the consent
forms. In this study, the lack of con-
sensus among IRBs regarding assent was

exemplified by variability in the as-
sent requirement. Institutional review
boards are required to set ages of mi-
nority and majority based on local laws
and their own judgment, taking age,
maturity, and psychological state into
consideration.'* State definitions of mi-
nority age range from at least 12 years
to at least 17 years, while age of major-
ity ranges from 18 to 21 years.** Most
IRBs appear to apply the local legal defi-
nition when preparing assents.

We observed that some IRBs pre-
pared an assent form with a grade 2 to
grade 4 reading level, while others only
furnish a space for a signature on a con-
sent form requiring greater reading
skills. This practice introduces consid-
erable variability in the level of protec-
tion afforded to children participating
in the same research. Thus, variability
in multiple local IRB reviews uncov-

_ered differences in review criteria that

could lead to uneven protection of hu-
man subjects. In addition, the ineffi-
ciency of multiple and variable IRB re-
views of a single research protocol
postponed the time to study initiation
and resulted in redundant allocation of
valuable IRB resources without add-
ing substantially to the protection of hu-
man subjects.

A possible solution would be the cre-
ation of an independent national mul-
ticenter IRB review system overseen by
the Office for Human Research Protec-
tions. An independent but federally ac-
credited central multidisciplinary IRB
program for multicenter studies could
obviate concerns regarding inad-
equate staffing and education of IRBs,
the burden multicenter review places
on local IRBs, variability among IRB re-
views, continuity of human subjects
protections among all participating in-
stitutions, IRB availability at smaller in-
stitutions, and institutional conflict of
interest.”* Membership could be drawn
from a pool of qualified individuals with
various levels and types of expertise. To
ensure the quality of the review, mem-
bership should be recognized within the
scientific community with the same
level of recognition attributed to mem-
bership in a study section at the NIH.
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Local IRBs would review multicenter re-
search approved by a federally accred-
ited, independent central IRB in an ex-
pedited fashion. Full local IRB review
would be undertaken only if the expe-
dited review revealed a potential for ad-
verse effects on a community within
their catchment area, conflict with lo-
cal or state regulations, or overlap with
ongoing studies within their institu-
tion. Cooperation would be essential to
make it work.*

Several other solutions to the mul-
ticenter dilemma have been proposed
and implemented to greater or lesser
effect >33 The NIH is cur-
rently considering establishing re-
gional multicenter IRBs. Although this
approach may decrease the burden on
the local IRBs, it does not address the
issue of variability among IRBs, does not
deal with the issue of indemnification,
and would require a centralized sys-
tem for resolving conflicts among re-
gions.**

The debut of the new Health Insur-
ance Portability and Accountability Act
(HIPAA) privacy regulations, written
with an emphasis on single-institu-
tion clinical trials, could cause review
of multicenter research to be even more
prone to variation in human subjects
protection and inefficiency. This is par-
ticularly true for genetic epidemiol-
ogy studies, which often require the
participation of many centers. The re-
quirement for detailed disclosure docu-
mentation has raised apprehension that
“this is a very complicated and expen-
sive task, and some healthcare organi-
zations will simply choose instead to
deny researchers access to the infor-
mation.”* Concerns regarding a crite-
rion for minimal privacy risk seem to
echo those previously expressed, and
unanswered, regarding minimal risk in
federal research regulations.*' No at-
tempt has been made to create a stan-
dard individual privacy authorization
or data use agreement. This leaves the
regulation and the language to inter-
pretation at each institution. Based on
our experience with IRB review in this
study, we anticipate that local IRBs
will differ in their interpretation of the
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HIPAA, thus adding another layer of
variability in the review of multi-
center studies and further complicat-
ing the execution of studies evaluat-
ing the contribution of genetic variation
to common disease.

CONCLUSION

In summary, the dramatic increase in
multicenter studies has substantially in-
creased the workload of local IRBs. A
result of the Human Genome Project
has been an increased interest in the ap-
plication of epidemiological tech-
niques to genetic research, which will
lead to continued increases in the num-
ber of multicenter genetic epidemiol-
ogy studies. However, the current mul-
ticenter approval process is onerous
because of inexperience with new tech-
nologies and science, outdated regula-
tions, and a lack of unified comprehen-
sive national standards. The current
approval process results in variability
in the review of multicenter research.
The observed variability is due to an ab-
sence of uniform standards to protect
subjects in studies addressing disease
etiology. The HIPAA will very likely add
more variability. A centralized review
board for multicenter studies, particu-
larly genetic epidemiology studies,
could reduce the variability in human
subjects protection among medical cen-
ters, ensure that proper expertise is ap-
plied to each study, decrease the time
required for review, and lessen the bur-
den on local review boards. The need
for reform appears necessary if we are
to reap the full potential of the Hu-
man Genome Project.
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From http://www.cdc.gov/genomics/population/publications/consent.htm#lnvolved, see Beskow et
al, Beskow et al JAMA 2001;286(18):2315-2321 (used with permission.)

Informed Consent Template for Population-Based Research Involving
Genetics

CDC Genomics and Disease Prevention

**Please Note: The examples used throughout the template are fictitious and were not drawn from
any actual research project.**

Study Title

Why is this Study being Done?

What is Involved in this Study?

How will Information about me be Kept Private?

What are the Risks of the Study?

Are there Benefits to Taking Part in the Study?

Are any Costs or Payments Involved?

How will 1 find out the Results of the Study?

What will Happen to my Sample after the Study is Over?

What are my Rights as a Participant?

Whom do I call if 1 have Questions or Problems?

Consents and Signature

STUDY TITLE:

[A] are doing a research study on [B]. Please read the attached booklet, Informed Consent: Taking

Part in Population-Based Genetic Research. We would like to include a sample of your in
this research study because [C]. We think that about people will give samples for our
study.

A. Identify the organizations conducting the research.

B. Identify the object of the study.

C. Explain how prospective participants have been chosen.

Examples:

The Centers for Disease Control and Prevention (CDC) and the Heart Alliance are
doing a research study to find out more about how genes affect a person's risk of
getting heart disease. Please read the attached booklet, Informed Consent: Taking



Part in Population-Based Genetic Research. We are asking you to provide a blood
sample for this study because you are one of about 5,000 people between the ages
of 45 and 65 who we selected at random from the community.

We are doing a research study to learn more about how genes and other factors
lead to heart problems. This study is being done by the Centers for Disease
Control and Prevention (CDC) and the Heart Alliance. Please read the attached
booklet, Informed Consent: Taking Part in Population-Based Genetic Research. We
are asking everyone who comes to this clinic with certain kinds of heart disease to
give a blood sample for our study. We are also asking some people who do not
have heart disease. We think about 500 people will take part.

Why is this Study being Done?

This study is being done because [D]. The purpose of this study is to [E].
D. Summarize the problem and/or explain the disease.

E. Explain the research question(s) to be addressed.

Example: Heart disease causes serious health problems for many people. We know that a person's
risk for heart disease is related to factors like diet, exercise, and smoking. Scientists have also
found many genes that may be linked with heart disease and we expect they will find more in the
future. [Add one of the following:]

For gene prevalence studies: The purpose of our study is to estimate how many
people have some of the genes that may be related to heart disease. This is a first
step in finding out how important these genes are for heart disease.

For gene-disease association studies: The purpose of our study is to find out which
genes are the most important for heart disease. This may help us begin to learn
why some people get heart disease and others do not.

For gene-environment interaction studies: The purpose of our study is to learn
more about which genes are the most important for heart disease. We also want
to know how factors like diet, exercise, and smoking affect people who have those
genes. This will help decide if changing these factors can prevent heart disease or
keep it from getting worse.

What is Involved in the Study?

If you choose to provide a sample for this study, we will [F]. This process will take
approximately [G]. You will not need to [H].

[Add the following paragraph only if leftover specimens will be stored without identifiers (unlinked)
for future testing. See "What will happen to my sample after the study is over?" below if specimens
will be coded or identified.] We would like to store any that is left over after we do your
test. We plan to use this sample for studies we will do in the future. We will store your sample with



some data about you, such as your age, race, sex, and about your health problems. But we will not
put your name on the sample and there will be no way for anyone, including us, to know it is
yours. You can decide to not let us store your and still be in this study.

F. Describe the procedure for obtaining a biological sample and what will be done with the
sample. Describe also any questionnaires or interviews, and whether participants will be asked to
grant full or partial access to their medical records.

G. Estimate the amount of time participation will entail.
H. Describe procedures that will not be done, if appropriate.
Examples:

If you decide to provide a sample for this study, we will draw about 30 ccs (2 to 2-
1/2 tablespoons) of blood from a vein in your arm. The blood will be sent to the
CDC in Atlanta, Georgia to study genes that may play a role in why some people
get heart disease.

We will also ask you to fill out a survey about your health, diet, and exercise, and your use of
tobacco, alcohol, and medicines. It is all right to skip any question you don't want to answer.

We will need less than 5 minutes to take the blood sample. The survey will take about 30 minutes.
There will be no medicines to take and no experimental treatments to undergo in this study.

If you choose to be in this study, we will collect a sample of your cells by brushing
the inside of your cheek with a cotton swab. This sample will be sent to the CDC in
Atlanta, Georgia for processing.

We will also need to check with your doctors to confirm whether you have had any of the heart
diseases we are studying. To do this, we will ask you to sign a form to let your doctor give us a
copy of your medical record.

Nothing else is required. We will compare the results with tests on other people who have heart

disease and on people who do not have heart disease. The only genetic testing performed on your
cell sample will be for conditions associated with heart disease.

How will Information about me be Kept Private?

Once we take your sample, we will assign it a code number. We will separate your name
and any other information that points to you from your sample. We will keep files that link your



name to the code number [I]. [J]. No one who reads or hears a report about this study will be able
to identify you because, before any facts are given out, we combine your facts with those of other
people in this study.

l. Describe security measures.

J. Describe the extent to which confidentiality of records identifying the participant will be
maintained.

Example: Once we take your blood sample, we will assign it a code number. We will separate your
name and any other information that points to you from your sample. We will keep files that link
your name to the code number in a locked cabinet. Only the study staff will be allowed to look at
these files. [Add one of the following:]

For legally unprotected research: We will keep private both the test results and the
information you tell us in the survey. We will only release study information if
ordered to by a court of law. Your name or other facts that might point to you will
not appear when we present this study or publish its results.

When a Certificate of Confidentiality has been obtained: Records that identify you
in this study are strictly private. No one other than study staff can ever look at
them unless you agree to it. This is because the study has been granted a
Certificate of Confidentiality under a federal law (Section 301(d) of the Public
Health Service Act). This means that the records of this study may not be
disclosed, even under federal, state, or local court order, without your OK. No one
who reads or hears a report about this study will be able to identify you because,
before any facts are given out, we combine your facts with those of other people in
this study.

When an Assurance of Confidentiality has been obtained: Your test results at CDC
are kept private by an Assurance of Confidentiality under the Public Health Service
Act (Section 308(d)). This means that CDC will not let results out with information
that identifies you for any reason unless you agree. The records of what you tell us
on the survey will be kept at the Heart Alliance here in Anytown. We will release
them only if it is ordered by a court of law. No one who reads or hears a report
about this study will be able to identify you because we will combine your facts
with those of other people in this study.

What are the Risks of the Study?

The physical risks to you for providing a sample for this study are [K]. [L]. [M].
K. Describe relevant physical risks.
L. Describe the informational risks based on the types of information expected and the

identifiability of the sample.



M. Describe potential groups harms.

Example: The risks of drawing blood include brief pain, slight bruising, and rarely, infection where
the needle went in. We take every precaution to prevent infection. Some people feel dizzy when
they have blood drawn, but this goes away when the person lies down.

The kind of information we will look for in this study is not likely to tell you anything specific about
your personal health. Even so, there is a risk that if people other than the researchers got your
genetic facts they could misuse them. We think the chance of this ever happening to you is very
small. To protect your information, we will not keep your name and address with the sample, only
a code number. As we said, files that link your name to the code number will be kept in a locked
cabinet and only the study staff will be allowed to look at them. Although no one can absolutely
guarantee confidentiality, using a code number greatly reduces the chance that someone other than
the study staff will ever be able to link your name to your sample or to your test results.

Although your name will not be with the sample, it will have other facts about you such as your
race, ethnicity, and sex. These facts are important because they will help us learn if the factors that
cause heart disease to occur or get worse are the same or different in men and women, and in
people of different racial or ethnic backgrounds. Thus, it is possible that study findings could one
day help people of the same race, ethnicity, or sex as you. However, it is also possible through
these kinds of studies that genetic traits might come to be associated with your group. In some
cases, this could reinforce harmful stereotypes.

Are there Benefits to Taking Part in the Study?

You will not get any direct benefit for giving a sample for this study. The major benefit of
the study is [N].

N. Insert the object of the study.
Examples:
You will not get any direct benefit for providing a blood sample for this study, but

you will help us learn more about genes and other factors that may lead to heart
disease.

You will get no direct benefit from being part of this study. But the information and
results from these kinds of studies may help prevent and treat heart disease in the
future.



Are any Costs or Payments Involved?

It does not cost you anything to provide a sample for this study and you will not be charged
for any research tests. [O]. In the unlikely event that you are physically hurt during the process of
providing a sample, [P].

The aim of our research is to improve the public health. [Q].

0. Explain whether participants will be reimbursed for things such as time, travel, and
inconvenience.

P. Explain what compensation or medical treatment is available if injury occurs.

Q. Explain arrangements regarding the development of products with commercial application
and value.

Examples:

It does not cost you anything to provide a blood sample for this study and you will
not be charged for any research tests. You will not be paid for participation in this
study. In the unlikely event that you are injured while giving a blood sample, we
will give you first aid and direct you to proper health treatment. We have not set
aside funds to pay for this care or to compensate you if a mishap occurs.

The aim of our research is to improve the public health. Your blood will never be used to develop a
process or invention that will be sold or patented.

There are no dollar costs to you for being in this study. We will give you $25 to
reimburse you for your time and effort. If you are physically hurt because of this
research project, we will help you to get medical care through your usual doctor.
You or your health insurer will need to pay for any such care that you get.

The aim of our research is to improve the public health. Sometimes, such research may result in
findings or inventions that have value if they are made or sold. We may get a patent on these. We
may also license these, which could give a company the sole right to make and sell products or offer
testing based on the discovery. Some of the profits from this may be paid back to the researchers
and the organizations doing this study, but you would not receive any financial benefits.

How will I find out the Results of the Study?

The studies we do on the samples we collect are to add to our knowledge of how genes and other
factors affect health and disease. We are gathering this knowledge by studying groups of people,



and the study is not meant to test your personal medical status. For these reasons, we will not give
you the results of our research on your sample. However, [R]. We will also share what we learn
with other health professionals through medical publications. If you have questions about whether
any genetic tests would be useful to you, you should ask your doctor.

R. Describe any general communication (e.g., newsletters) about the study that will be provided.

Example: The studies we do on the samples we collect are to add to our knowledge of how genes
and other factors affect health and heart disease. We are gathering this knowledge by studying
groups of people, and the study is not meant to test your personal medical status. For these
reasons, we will not give you the results of our research on your sample. However, you can choose
to get a newsletter that will tell you in general about the research studies we are doing. This
newsletter will not announce your results or anyone else's, but it will tell you what we are learning
about genes and heart disease. We will also publish what we learn in health journals. If you have
questions about whether any genetic tests would be useful to you, you should ask your doctor.

What will Happen to my Sample after the Study is Over?

After this study is over, we will throw away all the samples.
[OR]
After our study is over, we would like to keep any unused left over for future research.

[S]. We don't have specific research plans at this time but we would like to use the samples for
studies [T]. We will store the sample under a code number and we will keep the file that links the
code number to your name private. We may share the samples with other researchers for [U], but
we will not give other researchers any information that would allow them to identify you. We will
always know which sample belongs to you, but other researchers will not.

An Institutional Review Board, like the one that helps protect you during this research project, will
review and approve all future projects.

You can choose not to have your sample stored for future research and still be part of this study.
You will have the chance to state your choice about this at the end of this form.

S. Describe how the samples will be stored, where, and for how long.
T. Clarify plans for future research to the extent possible.
u. Clarify the types of research that other investigators may be permitted to do.

Example: After our study is over, we would like to keep any unused blood left over for future
research. [Insert one of the following:]

For frozen samples: We will keep it frozen in a specimen bank at CDC and use it for
as long as it lasts.



When cell lines will be created: We will create a living tissue sample (called a "cell
line") from which we can get an unlimited supply of genetic material in the future
without the need to get more blood from you. Cell lines will be stored at CDC.

We don't have specific research plans at this time but we would like to use the samples for studies
of heart disease as well as other diseases. We will store the sample under a code number and we
will keep the file that links the code number to your name private. We may share the samples with
other researchers for studies of genes and disease, but we will not give other researchers any
information that would allow them to identify you. We will always know which sample belongs to
you, but other researchers will not.

An Institutional Review Board, like the one that helps protect you during this research project will
review and approve all future projects.

You can choose not to have your sample stored for future research and still be part of this study.
You will have the chance to state your choice about this at the end of this form.

What are my Rights as a Participant?

You are free to take part in this study or not. No penalties or loss of benefits will occur if you refuse
to take part.

If you decide to take part in this study, you may withdraw at any time. You may choose not to
have your sample stored for future research and still be part of this study. [V].

We will give you a copy of this consent form to keep for your records.
V. Describe withdrawal following storage for future research.

Example: You are free to take part in this study or not. No penalties or loss of benefits will occur if
you refuse to take part. If you decide to take part in this study, you may withdraw at any time.
You may choose not to have your sample stored for future research and still be part of this study.
[Add one of the following:]

For unlinked storage: If you agree to have your sample stored, you can change
your mind up until the end of the study, when we store the remaining samples. At
that time we will remove all information that identifies you. After that we will not
be able to withdraw your sample because we will not know which one is yours.

For coded or identified storage: Also, you may agree to have your sample stored
and later decide that you want to withdraw it from storage. If so, you should call
the study person listed in this consent form and tell her to discard your sample.
She will discard your sample, but any data from testing your sample until that
point will remain part of the research.



We will give you a copy of this consent form to keep for your records.

Whom do I Call if 1 have Questions or Problems?

If you have any questions about how this study works, contact , the chief study person, at
If you have any concerns about your rights in the study, contact , head of the

, at
If you think that being in this study injured you, contact , the chief study person, at

Consents and Signature

| agree to give a sample for this study. | have been given a chance to ask questions and
feel that all of my questions have been answered. | know that giving a sample for this study is my
choice. | understand that my individual results from the study will not be given to me. | have been
given a copy of this consent form to keep.

I have read the part of this form about storing my sample for future research. My choice about
having my sample stored and used for future research under the conditions described is (please
check ONE box):

I refuse to have my sample stored or used for [W].
It is OK to store my sample with a code number and to use it for [W].
W. Summarize parameters of future research, e.g., "future research on genes and heart

disease" or "any kind of future research."

I would like to receive a newsletter that will tell me about the research study and what researchers
are learning in the future studies about genes and disease. Please circle ONE: Yes / No

Participant Date

[Add the following if the signature will be witnessed:] | observed the process of consent. The
prospective participant read this form, was given the chance to ask questions, appeared to accept
the answers, and signed to enroll in the study.

Witness Date




DRAET

Suggested elements for Population Genomics Studies consent forms:

Consistent with and in addition to those elements required by 45CFR46, the following
elements specifically apply to Population Genomics Studies and may be considered.

These elements are included in part, and some, verbatim, from Beskow et al JAMA
2001;286(18):2315-2321 with additions based on the specific goals of public posting of
genotypic and phenotypic data and sharing with both academics and commercial
entities. Additional draft language is highlighted in yellow.

Element

Sample Language

Comment

Introduction

The (Institution) is doing a research study to learn
about how genes may influence the risk of getting
(disease).

Identify organization conducting
research, objective of study,
how participants will be chosen.

Why is this study being
done?

Scientists have found genes that may be linked to
health and disease and hope that more will be
found in the future. The purpose of this study is to
find out which genes impact the risk of (disease).
This may help us to learn why some people get
certain diseases while others do not.

How many people will be
participating in this study?

In this particular study, X people will be included, Y
who have (disease) and Z who do not, for
comparison. Because the information from this
study may be combined with that collected via
other studies, the approximate total number of
subjects in studies where this data may be used is
not possible to predict.

What is involved in the
study?

If you decide to participate in the study, we will
draw about 2 tbsp of blood from a vein in your arm.
We will also ask questions (about...) and do a brief
physical (including...)

Describe how the sample and
phenotypic data will be
collected.

How will information be
kept private?

Your blood sample will be given a code number that
is different from your birth date, medical record
number, or any other number that could be used to
identify you. only (name of PI, collaborators) will
be able to link your identify with the code. No
information that can be used to identify you will be
made public or shared outside of the study itself.

Genetic information that is unique to you will be
available publicly. If another blood sample were
drawn from you, and used for genetic analysis, and
if it were also associated with your identity by the
party that you donated it to, it could be used to
identify your in the public database.

Should additional language be
included regarding how a
database may protect privacy,
i.e., such as requiring a
password?

What are the risks of the
study?

Medical
Genetic

The risk of having your blood drawn, from a vein, is
minimal. You may experience discomfort or
bruising at the site where the blood is drawn.

Although your name and any medical information
that may identify you will not be kept with the
sample, other facts such as age, sex, ethnicity, and
diagnoses in you and that run in your family will be
associated with the sample. Additionally, genetic
information that is unique to you will be associated
with the sample. The risks of this information,

The particular use of genotyping
data on a publicly accessed
website may have risks that are
currently unforeseeable.




which will be available publicly, may have future
risks which we believe are minimal but are
unknown.

Will the study identify
genes that can predict who
will get a disease?

Genes that may be discovered are expected to
increase or decrease the risk for (disease) but not
to cause it. (Disease) has many causes, which
include genes. Even though we believe there may
be genetic risk factors in (disease), the fact that
you have this disorder does not mean your children
will or will not get this.

Many subjects (as well as IRB
members) may be confused
regarding the difference
between causal (Mendelian)
genes and genetic risk factors.

Are there benefits to taking
part in the study?

You will not get any direct benefit for providing a
blood sample for this study, but you will help us
learn more about genes and other factors that may
lead to (disease). (Beskow et al 2001). This study
will not directly impact your health.

Are there costs or payments
involved?

(Cite any compensation for participants).
Sometimes research such as this results in findings
or inventions that may have value if they are made
or sold. These would not result in«your receiving
financial benefits. Additionally, there may be costs
in sharing your sample and the de-identified data
and the repository that stores these may charge a
fee to help offset costs of that banking and sharing.

Per the First generation
Guidelines for NCI
Biorepositories (4-06), “for
profit” was felt to be
inappropriate for repositories,
other than to cover costs. See
http://biospecimens.cancer.gov
/biorepositories/guidelines_over
view.asp

How will I find out about
the results of the study?

The studies we are doing we hope will-add to our
knowledge of how genes and other factors that
affect health and disease. We are gathering this
knowledge by studying groups of people, and the
study is not meant to test your personal medical
status. No personal feedback on results will be
given to you. This study also does not predict the
risk for any of your relatives. This study does not
do genetic testing for any disease. (if the study will
have a newsletter, mention here).

Some investigators provide a
newsletter, others do not.

What will happen after the
study is over?

After our study is over, we would like to keep any
unused blood left over for future research. We
don’t know specifically now what those research
projects may be. The blood sample and the de-
identified information (such as age, gender,
ethnicity, diagnosis) will be kept indefinitely for
future studies.

What if | want to have my
sample or the information |
gave you removed from the
study or the public
database?

If you wish to have your sample removed from the
study, let (Investigator) know. However, because
the information you’re your sample have had all
identifying information removed, it may not be
possible to track your sample and data in order to
remove it from a public data source. Additionally,
since the information and the sample may be
shared with other researchers anonymously, it may
not be possible to track those who have used the
information or have the sample and are using it for
their study. Despite this, (Investigator) will make
every effort to comply with your request.

Whom do 1 call if I have
questions or problems?

If you have questions about this study,

contact . If you have concerns about your
rights in the study, contract If you
think that being in the study injured your, contact




