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Monday, March 27, 2006 

Welcome and Opening Remarks 

Reed V. Tuckson, M.D. 
SACGHS Chair 

Dr. Reed Tuckson, Chair, stated that the publ ic was made aware of lhe meeting through notices in the 
Federal Register, as well as announcements on the Secretary's Advisory Committee on Genetics, Health, 
and Society (SACGHS) website and through the SACGHS [istserv. 

Ms. Sarah Carr reviewed the Committee's 12 study priorities. Dr. Tuckson commented on the extensive 
progress of SACGHS on these issues. 

He noted that since the last meeting, the coverage and reimbursement report was finalized and 
transmitted to the Secretary. He indicated that the final report was being released to the public fo r the 
fi rst time that day and described the methods in place fo r its active dissemination. Dr. Tuckson asked 
Committee members to take a leadership role in further disseminating the rcport . Tbe Committee agreed 
tbat a slide presentation witb the report's recommcndations should be preparcd and posted on the 
SACGHS website for Committee members to usc for their individual activities. The full report has been 
posted on the site. Dr. Leonard suggested scndi ng the report to in vitro diagnost ic organizations such as 
BID or AdvaMed. She a lso askcd when and how the Secretary would rcspond to each reconunendation. 
Ms. Carr noted that it would take time to considcr all the implications of the recommendations, including 
cost. 

Dr. Tuckson told the Committee that the letters on the incorporation ofgenetics, genomics and family 
history into the electronic health infonnation infrastructure and on direct-to-consumer (OTC) marketing 
of genetic tests also have been finalized and transmitted to the Secretary of Health and Human Services 
(HHS). The OTC letter recommended that the Federal Trade Commission (FTC) and the Food and Drug 
Administration (FDA) consider developing a joint statement infomling consumers about genetic tests 
marketed directly to consumers. Dr. Steven Gutman reported that an interagency work group on the issue 
was developing a final product for consumers and continues to survey the lntemet for examples of 
websites making false claims in their marketing of genetic tests sold directly to consumers. Dr. Gutman 
asked the Committee to let him know of any potential targets. 

Regarding the letter on the health information infrastructure, Dr. Tuckson planned to call Mr. David 
Brailer, National Coord inator for Health Infonnation Technology, concerning the incorporation of 
genetic and family hi story into electronic health records. 

Reviewing the agenda, Dr. Tuekson stated that on Day I, the Committee would continue to develop the 
reports and reconunendations on large population studies and pharmacogcnomics. On Day 2, they would 
hear a bri efing on the Nati onal Academy of Sciences' (NAS) report on the impact of genomic and 
proteomie patents and licensing practices on innovation in public health. They also would hear the 
conclusions of the SACGHS Patents and Access Task Force review of the NAS report, as well as its 
rcconunendations for the Committee's next steps. SACGHS was to be updated on the status of Federal 
genetic nondiscrimination legislation and hear about a new survey of public attitudes on this topic. Public 
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comment sessions were scheduled for both days. 

Hc stated that the results of the October 2005 survey on the effectiveness ofthc Committee's aclivities 
were provided in the table fo lders. In general, thc survey results indicated that the Committee was 
considered effective, with room for improvement in some areas. Some members wanted more feedback 
from HHS concerning SACGHS's work and priorities. 

Dr. Tuekson thanked Dr. Joseph Telfai r for his liai son activity with the HHS Advisory Committee on 
Heritable Disorders and Genetic Diseases in Newborns and Children and Dr. Debra Leonard for her 
liaison activity with the CDC Evaluation of Genomie Applications in Practice and Prevention (EGAPP) 
Working Group. Highlights of the recent meetings of these two groups were provided in the table folders. 
Dr. Tuekson also noted that written updates from the ex officio agencies were provided in the bri efing 
materials. 

Dr. Tuckson infonned the Committee of changes in SACOHS membership, ex offici os, and staff. 
Christopher Hook had resigned from SACGHS duc to fami ly and professional obligations. The Secretary 
was expected 10 fill the vacant scat in the ncar future. Dr. Tuckson reported that two ex officio positions 
also had changed. Dr. Cri slina Beato, Principal Dcputy Assistant Secretary of Health, was appointed to 
serve as the ex officio for the HHS Office of Publ ic Health and Science. The Department of Defense was 
to be represented by Lieutenant Colonel Scott McLean, Chief ofMedieal Genetics at Lackland Air Force 
Base in Texas. Ms. Amanda Sarata, SACOHS staff, accepted another job in December and was replaced 
by Ms. Ami la Mehrotra. 

Large Population Studi es Session 

Overview ofLarge Population Study Policy Issues alld Possible Approaches 
Huntington F. Willard, Ph.D. 
Chair, SACGHS Task Force on Large Popula tion Studies 

Dr. Huntington Wil lard reviewed the Committee's development of a draft report on large population 
studies. He reminded the Committee that the Nalionallnstitutcs of Health (NIH) encouraged SACGHS to 
weigh in on the va lue of a large population study on the interactions among genetic variation, the 
environment and common diseases nearly 3 years ago. During the Committee'S priority-setting process, 
this issue was categorized as one that required in-depth study. In March 2005, SACGHS held a full-day 
meeting to hear about the policy issues a largc population study would raise. In June 2005, the 
Conunittee approved an outline for a report to the Secretary to identify key policy issues, potential 
approaches, and recommendations. In October 2005, another day-long session was held that focused 
primarily on public engagement mechanisms. These activities provided the Committee with sufficient 
information to move fOlWard in drafting a report and reaffirmed the notion Ihat the public must be 
involved in a ll stages ofa proposed study. 

Dr. Willard noted several related developments, including the Gene and Environment Initiative (GEl); 
the Genelic Association lnfonnation Network (GA IN); a Request for Applications (RFA) released by the 
National Human Genome Research Insti tute (NHGRI) fo r the conduct of a pilot public consultation 
study to obtain public input on a possib le large U.S.-based longitudina l cohort study of the role of 
genes and envi ronment in health and disease; and progress on the Nationa l Chi ldren's StUdy. tn addition, 
the Department of Veterans Affairs (OVA) announced that it was fanning an advisory committee on 
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genomic medicine. 

Dr. Willard explained that there were three steps in the Committee's charge from the NIH Director. First, 
they were asked to deli neate the policy issues and questions policymakers wou ld need to address. 
Second, they were charged with exploring the ways in which these questions might be addressed. Third, 
they were asked to provide an opinion on optimal approaches that would form the basis for 
recommendations to the Secretary. The first step was accomplished in the draft report and the lattcr two 
steps were the key topics for thc day's di sc uss ion. 

Dr. Willard stated that the scien tific background in the draft report described the mcthods that would be 
used to identify the genetic basis of disease. discussed various biobanks created through large population 
studies around the world, and provided an overview ofa hypothetical large popul ation cohort study in the 
U.S. This approach was initially outlined in a paper by Dr. Francis Collins and subsequently addressed 
by an expert working group convened by NHGRI. 

Dr. Will ard listed the six kcy issues identified by the Task Force that servcd as the framework for the 
draft report: 

• Need for publ ic engagement; 
• Research policy considerations; 
• Research logistics; 
• Regulatory and ethical considerations; 
• Public health implications of research results; and 
• Social implications of results. 

Public E"gagement. Describing why public engagement is important, Dr. Willard referred to the 
problems in public perception concerning the U. K. Biobank, which has many critics. Although the study 
was discussed in public many times, there are still mi sunderstandings about its purpose. He stated that 
public engagement matters because of the potential study's unprecedented cost, scale (i.e., one balfto 
one million Amcricans), duration, and potcntial social implications. The Task Force idcntified severa l 
questions for thc report, including: At what level docs one engage the publ ic? What is actually meant by 
"the public" (e.g., the indi viduals who might participate in the study, the scientifi c community, elected 
officials at the Federal, State, and locallcvels)? When does one engage the public? What questions might 
be asked? Which subgroups of the public need to be engaged? Dr. Willard said these were overarching 
issues to keep in mind during the discussion. 

Research Policy Considerations. Five kcy policy topics also werc identified, the first of which was 
research policy considerations. Questions includcd: Is such a study needed? What is its value and cost? 
What would the effccts of funding this program have on other research prioritics? Can existing studies be 
used to achievc the same goal s? Should the U.S. collaborate with other countries conducting similar 
studies? Which agencies should be involved and which should take the lead? What role should the 
private sector bave? What intellectua l property policies should govcrn the study? Given tbat tbe long­
term cost required to mount such a study would be unprecedcnted, would it be possible to sustain support 
at public, scient ific, and po litical levcls over such a long period of time? The Task Force identified a 
number of re levant research poli cy issucs, including the need for and potentia l benefits of the project, its 
costs and effects on othcr research priorities, the current capacity to conduct such interdisciplinary 
science, the nced for various partnerships, and intellectual property concerns and access. 
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Logistics. T he second key policy topic identified related to the logistics of the study. Questions included: 
How will representativeness be defined and achievcd? Given that the study's benefits to individual 
participants may be indirect, would it be difficult to recruit a broad range of study participants? What are 
the ramifications of using racial or ethnic categories for sample stratification? Wi ll the underinsured or 
underscrved be part of the study, and if so, how docs one ensure that these individ uals arc recruited in 
sufficient numbers? How will non-genetic study variables be defined and studied? Will the lack of a 
universal health care system make a study of this scale difficult or imposs ible to implement? Will new 
technologies be required to col lect environmental data? The issues that were flagged in the report 
concerning research logistics involved enrollment criteria and recruitment of racially or ethnically 
defined groups, mcasuri ng various differences in the population across many sites, and coordi nation 
across multiple institutions and health care systems in the U.S. 

Reglliatory alld Ethical Considerations. The third key pol icy topic was regulatory and ethical 
considerations. Thc questions posed in the report were: What arc the regulatory requirements and how 
would they be met? Are there unique informed consent considerations for a long-term study of this 
magnitude? Would the study provide health care to uninsured participants, and ifso, how would that 
work'! Are special protections needed fo r chi ldren or adolescents? Who will have access to study data, 
and under what circumstances? Are special arrangements requircd to give participants some measure of 
control over their samples and data? Would the study be able to meet partici pants' expectations regarding 
confidentia lity? Will additional privacy protections be necessary and for how long? How wou ld the 
rescarch data and samples be stored? Would the study results be returned to participants and under what 
circumstances? What f'ederallaws and regulations would be needcd regarding whethcr or not to return 
research results to participants and family members? How docs one deal with the issuc of family 
membcrs who, although not be participating in the study. wou ld be interested in the information because 
of its relevance to their own health? Issues flagged as a result of those questions pertain to IRB review 
and whether in formed consent is possible. Other issues relatc to the misconceptions subjects may have 
about the medical care they will recei ve in the study, privacy and confidentiality issues, control of 
biological samples and data, and returning research results. 

Public Health Implicotions. The fourth key policy topic addressed public health implications. Questions 
identified were: Will the statistical genetic associations be robust enough to lead to new therapeutic or 
preventive strategies? Would a large population study widen the gap between what can be diagnosed and 
what can be treated? Would the data gathered at the broad population level be applicable to individual 
communities and groups? How would study results be implcmented by regulatory health and safety 
agencies, given the complexity of population risk assessmen ts and the balance between population risk 
and individual risk assessments? Do regu latory agencies, public hcalth departments, and health care 
providers have sufficient resources to translatc the knowledge that such a study would generate? 

Socio/lmplications. The fi fth key policy area invol ved the socia l implications relevant to a large 
population study. Could such a study create new health disparities? Would the findings cxacerbatc 
ex isting vulnerabilitics? If the study led to the identification of new vulnerable populations, would there 
be suffici ent public health or social resources avai lable to rcspond? If the study generatcd clinically 
useful information, would it benefit only those who have access to the health care system? Can study 
results be applied in the current decentralized and fragmentcd health care system? Could the findi ngs 
from sucb a study exacerbate racial di scrimination or other types of discrimination and group 
stigmatization? What are the views of minority communities about the study's implications? Would the 

5 




study increase risks ofgenetic discrimination? Would the study findings lead to reductionist explanations 
of the role of genetics in disease? The social implications issues identified in the report address questions 
that relate to elucidating andlor exacerbating bealth disparities, the risks of genetic determinism, and 
developing reasonable social and policy responses to anticipated research findings. 

Full Committee Discussion 

Dr. Willard stated that the goa! for the session was to discuss and prioriti ze the policy issues he described 
and to ensure their completeness and relevance. The group also would discuss the possible approaches 
identified in each area that cou ld provide the basis for speci fi c recommendations to the Secrctary. 

Bcginning wi th public engagement, Dr. Willard said a number of mechanisms could be employcd, e.g., 
national or loca l surveys, State referendums, seeking Congressional support and funding, town meetings 
around the country, focus groups, and online collaborations that provide Web-based materials for the 
public . Each of these methods had been used in other countries to obtain support for large population 
studies. 

To engage the public concerning design, planning, conduct, follow-up, and reporting, Dr. Willard 
suggested town meetings, focus groups, or Web-based collaborations. He stated that NIH created a 
design considerations work group in 2005 that addressed these issues and he displayed a slide showing 
the stages of public consultation they identified. The slide depicted the large number of groups that need 
to be engaged; the issues concerning protocol development, education and training (not j ust of the 
research participants, but of physicians, scientists, and policy experts); and the substantial issues related 
to database devclopmcnt, privacy, access, and structure. 

Dr. Willard slated that many disease advocacy groups would want to be involved in the study and noted 
that their buy·in would be important. They would represent their organizations ' interests and help engage 
the public. It also would be necessary to obtain the support of scientific and professional organizations 
that have experience wi th study design, recruitment and data collection. Various levels of public 
consultation would provide va luable feedback, possibly resulting in changes to the study goals or design . 
After multiple rounds of consultation, HHS, Congress, and other groups would be called upon to make a 
decision on whether to move forward with the study. 

Dr. Tuekson asked for a timcl ine delineating the overall report development process, including the 
development of recommendations. Ms. Carr suggested that the report go out for public comment aftcr 
this meeting. She said the final report and reeommcndations could be ready for the Committee's approval 
by the November 2006 meeting. 

Regarding the RFA for a specialized center to seek public input about a large population study using 
surveys, focus groups, and public meetings, Dr. Collins noted that NHGRI set aside SI .SS million over 
the course of2 years to fund the effort. He said leiters of intent were due April 10, applications were due 
May 10, and that review of the applications would take plaee during the summer. He expects projects to 
be funded by the end of September 2006 and the results to be available in September 2008. Dr. Coll ins 
clarified that the RFA represented an opportunity to collect public input, but was not a commitment to 
undertake the study. He said that ultimately, the public may not think it is a good idea or funding may 
never be allocated. 
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Dr. Tuckson asked how the NHGRl initiative and the SACGHS effort overlapped. Dr. Collins said the 
RFA effort was not intended to be a fu ll publ ic consultation, but rather a first step. He listed some areas 
that would be surveyed under the RFA: the acceptability of the initiative 's goals; concerns about data 
use; expectat ions for privacy protection; acceptabi lity of open-cnded consent; acceptability of a central 
insti tutional review board; opti mal approaches to recruitment; the need for tailored approaches for 
individuals or communities with special needs; expectations about the return of research results to 
individuals, conununities and the public at large; the need fo r an ongoing dialogue with participants 
concern ing study goals and processes; the advisabiJj ty of incl uding or excluding chi ldren; and inte ll ectual 
property concerns. Dr. Willard e1arified that the NHGRl effort would serve as a pilot project to conduct 
first-round public engagement. Dr. Collins added that SACGHS input was welcome on the current grant 
because the speci fics of the consultation were still being worked out. 

Dr. Tuckson asked whether the public comment solicited through the RFA was meant to be part of a 
future "go/no-go" decision or to provide advi ce on how to conduct the study. Dr. Coll ins said there was 
no certa inty about whether the public engagement effort would lead to a decision to go forward with thc 
study and there were no funds in the FY07 Administration budget to support a large-sca le U.S . 
prospective cohort study. He also noted that no funds were allocated in the FY07 budget to support the 
National Children's Study (NCS), a prospective cohort study that had been in the planning slages fo r 6 
years. Dr. Collins felt the task at hand was to explore publi c receptivity to and the scicntific value of the 
effort, while waiting to sce if the funding climatc changed. He noted that since budget discussions begin 
during the sununer, a report from the Committee in June would be useful to influence funding. Dr. 
Tuckson agreed that SACGHS needed to make a statement on the issue by June. 

In response to a question from Dr. Telfa ir, Dr. Collins responded that the proposals would be reviewed 
by an internal or external committee . 

Dr. Willard asked why the grant was a UO I rather than an R mechanism. Dr. Coll ins said there was 
debate about which of the two mechanisms to use, but they ultimately decided to use the VOl 
mechanism, which allows for more involvement of staff in the ongoing conduct of the program, because 
the agency had success in simi lar circumstances. 

Ms. Cynthia Berry wondered whether NHGRl or the NIH Task Force had considered conducting a 
comprehensi ve media campaign to educate the publi c prior to conducting focus groups and surveys. Dr. 
Coll ins expressed concern that a large media campaign could be misleadi ng since the agency docs not 
know whether there will be a study. 

Dr. Julio Licin io read from the announcement for GEl, which said therc would be two components to the 
project, a genctic aspect and a technology development program to devise new ways of monitoring 
personal environmental exposures that interact with genetic variations and result in human disease. He 
said this approach does not account for the psychosocial components of the environment, such as 
poverty, death, separation, trauma, or abuse. He asked if that also wou ld be true for the proposed large­
scale study. Dr. Collins agreed that the environment consists of more than toxin expos ure and said they 
are sensiti ve to these other components as they design the $40 mill ion-a-year GEl effort. However, he 
said there is a great need to develop better technologies fo r measuring specific environmental exposures, 
which also would be rclevant to a large-scale population study. 

Dr. Emily Winn-Decn asked Dr. Collins if NIH had identified a specific level of acceptance that would 
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be needed on the part of the public to move forward. Dr. Collins said they had not defined a threshold; 
they were depending on the RF A applicants to develop these specifics. He said be did not expect the 
public engagement efforts to raise strong objections to the concept, but rather to ident ify areas of concern 
so the study design could be adjusted. He felt the public would be mostly positive about the study as long 
as certain protections were included. 

Ms. Agnes Masny asked if NCS (or other studies) conducted public engagement in the development of 
their programs and whether thcre lessons had been learned from those efforts. Dr. Collins repl ied that 
NCS conducted extensive public engagcment efforts in various settings. He said these data could be 
made available to thc Committee. 

Dr. Telfair asked Dr. Collins what information would be provided to potential participants of the public 
consu ltation activities, given that there would be no media campaign. Hc also asked what the next step 
would be after the pilot study. Dr. Collins stated that those who partic ipate in the consultation process 
would receive some initial cducational materials on large population studies, followed by a di scussion in 
a focus group or survcy fonnat. He did not know what the next steps would be after the pilot. If the 
arguments in favor of the study did not create budgetary enthusiasm, NHGRJ may not conduct any 
further activities. If therc were momentum based on the scientific value of the study, they would likely 
start actual collection of clinical information and DNA samples on a pilot scalc. Only later would they 
contemplate scaling the study up to a half- or I million participants. 

Dr. Debra Leonard expressed concern about the difficulties of engaging uninsured and underserved 
populations. She also stated that the terminology used should be clear about whether the study would 
creatc a biobank, a biorepos itory, medical data, or an environmental data repository. She said it is 
important to distinguish whether the plan is to bui ld a repository that could be used for any type of 
gene/environment disease studies or whether it is intended to target specific di seases. Dr. Coll ins agreed 
with her first comment about engaging the underscrved. He stated that perhaps they should not use the 
word "study." They are planning to create a resource for discoveries about every disease that is conmlOn 
cnough to have sufficient incident cases during the lifetime or tbe project. Dr. Collins said the goal ought 
to be creation ofa conununity resource to which hundreds or even thousands of scienti sts will have 
access. 

Dr. Jim Evans commented on the difficulties that would arise because of the fragmentation of the health 
care system, especially for minority populations. He asked about thc poss ibility of coupling ongoing 
electronic health records efforts with the pi lot study. Dr. Collins replied that there had been di scussion 
about whether an electronic health record system could be used for the study. Dr. Evans suggested that 
the public be asked about thi s in the NHGRl consultation process. Dr. Collins agreed that this would be a 
useful question to ask the publi c. 

Ms. Chira Chen described a simi lar, smaller-scale, prospective study of the high incidence of breast 
cancer in Marin County, Cali fornia driven by patient advocates. Ms Chen said it is important to find out 
if patient advocates would support a large population study. Dr. Collins agreed that the study must 
engage advocacy groups, particularly for common disorders such as heart disease, cancer, diabetes, 
obesity, asthma, and hypertension. He stated that NIH typical ly conducts research of this sort through a 
prospective study on a specific disease, e.g., the Framingham Study or the Jackson Heart Study. He said a 
large population study might incorporate some of the work of these existing studies, but with no more 
than 25 to 30 percent of their subjects. The rest of the part ic ipants would have to be recruited de novo to 
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obtain a valid snapshot of the population. 

Dr. Lieinio raised the issue of the tight budget climate. He said it wou ld be important to expla in the study 
to Congress so they understand it wi ll serve many purposes. 

Ms. Sylvia Au asked to what extent input from the various NIH institutes and HHS agencies would 
infoml the pilot study. Or. Colli ns replied that during NHGRI's l8·month study design effort, input was 
received from a large number of NIH institutes, many HHS agencies, and other agencies outside thc 
Department, such as the Environmental Protect ion Agency (EPA). When developing the RF A, they 
obtained input from several NIH institutes and were planning to draw on the discussions of SACGHS. 

Or. Ellen Fox updated the Committee on a genomic medicine program tbat OVA is developing that 
builds on ongoing genetic and genomic research. The plan is to make use of OVA's unique assets, which 
include a comprehensive and sophisticated electronic health record system and a very large, stable, 
patient population of almost 8 million enrolled veterans. They have a centralized and integrated national 
health care system that is not fragmented and a robust intramural research program that allows them to 
apply unifonn standards across the country. OVA's genomic medicine program will be the largest adult 
genomic mcdic ine research and clinical resource in the United States. It will involve the collection and 
storage of ovcr 1 million patients' specimens, with relevant demographic data and links to individual 
clinical records. It wi ll managed by their Washington, DC central office, which wi ll coordinate with the 
Department of Defense, HHS. and other agencies and resources in OVA's central office. The genomic 
medicine activities will be conducted at multiple sites throughout the VA health care system. Or. Fox: 
said a Federal advisory committee also had been established, which wi ll assess the potential impact of a 
V A genomic medicine program on existing V A paticnt care services; make recommendations on policies 
and procedures for tissue collection, storage and analysis; make recommendations on a research agenda; 
and recommend approaches by which research resu lts can be incorporated into routine medical care. Ms. 
Fox said she would keep SACGHS updated on this effort. 

Discussioll ofPossible Approaches 

The Committee discussed possible approaches that could provide the basis for recommendations to the 
Secretary. 

Dr. Willard first asked thc Committee if they were comfortab le with the depth, breadth and 
comprehensiveness of the draft report and the goal of final izing it at the June meeting. Or. Telfair 
suggested prioritizing the issues as a first step and then addressing time frames for each. Or. Kathi Hanna, 
primary autbor ofthc report, explained that issues discussed in the report were organized temporally. Ms. 
Carr suggested that the recommendations section of the report provide advice to the Secretary concerning 
which issues should be addressed first. Ms. Au wondered if the report could be broken into smaller, morc 
access ible sections. Ms. Carr said an Executive Summary that highlights key points would be dcveloped 
before it was fina lized. 

Ms. Au suggested developing a seri es of shorter reports over a period of time, adding information from 
the pilot and other studies as data emerged. She suggested that the first rcport be prepared by June and 
address the key priorities decided on by the Committee. Ms. Carr felt it was important to create one large 
report to make the Secretary aware of the large number of issues invo lved. Or. Leonard agreed that the 
big picture shou ld be presented to the Secretary in onc report. Or. Robinsue Frohboese agreed and added 
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that other efforts, such as the V A project, should be highl ighted in tbe report, along with suggestions for 
coordination with other studi es. Dr. Winn-Dcen said the Secretary should be in formed of both the 
arguments for and against a large population study. She agreed that the Secretary should receive a 
comprehensive report that includes lessons learned from past efforts. 

Dr. Willard displayed slides listing four research policy approaches for di scussion. The first was the need 
for consultation with the broad scientific community, not just the publ ic . Dr. Willard explained that a 
large number of peop le in the scicntific community know little or nothing about the study. 

Dr. Tclfair wondered if thi s was a redundant recommendation; he fe lt this step had already been taken. 

Dr. Leonard asked if a detailed review of scienti fic data on large population studies exists. She said two 
versions were needed. one for the scientifi c commun ity and one fo r the public. Dr. Coll ins said Dr. Teri 
Manolio , a well-regarded genetic epidemiologist, was writing such a review for Nature Reviews Genetics 
that would be available soon. 

Ms. Masny asked whether existing ease-control and cohort studies could be poo lcd together to answer 
some clinical uti lity questions. Dr. Coll ins noted that ease-control studies do a poor job of identifying 
environmental contributions and biomarkers that might predict disease before it is diagnosed. He said 
that both casc-control and prospective study designs arc needed. 

Dr. Leonard moved to accept the first approach and it was passed with no opposition. 

Dr. Wi llard described the second approach fo r consideration. It noted the value of a highly collaborative 
model of project leadershi p and management on the part of the Federal agencies and departments that 
have an interest in the study. Dr. Telfair thOUght it would be helpful to examine other projects that 
involved multiple institutes and agencies. The Commi ttee agreed to accept the second approach. 

Dr. Willard explained that the thi rd approach related to the need to consult with the international 
conununity and the pri vate sector. Dr. Leonard agreed and stated that one benefit of collaborative 
arrangements with other biobanks would be cross-validat ion of the markers studied. The Committee 
agreed that the spirit of the approach was to encourage the Secretary to take advantage of the knowledge 
available from other sources. 

The fourth approach under the category of rescarch policy urged the Secretary to ensure that there is 
widespread and ongoing support for the study to sustain a long-tenn, stable investment. Dr. Collins noted 
several studies that were consistently funded for many years, such as the Framingham Study and the 
Human Genome Project. The Committee agreed on the fourth approach. 

Dr. Willard reviewed approaches for addressing research logistical issues. The first approach dealt with 
the issue of developing clear definitions and parameters for stratifyi ng tbe projected sample population. 
A related statement asked the Secretary to seck public input on the best approaches for identi fying 
subpopulations for recruitment. Dr. Leonard added that she wanted to ensure that an approach to 
environmental stratification was well thought out. Dr. Telfa ir said it would be necessary to have clear and 
consistent definition parameters for systematically identifying and ensuring adequate representation. Dr. 
Collins stated that the NIH Work Group identi fied age. gender. race and ethnicity. urban versus rural. 
geographic location, socioeconomic statu s, and level of educational achievemcnt as the parameters that 
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would be logistically possible. 

The lasl point under research logistics stated that the Secretary should consult with health care providers 
to develop uniform and secure approaches fo r collecting, storing, tracking, and centralizi ng clinical 
information to be gathered over the course of the study. Dr. Winn-Deen suggestcd adding language to 
allow fo r the use of new technologies as they are developed, including electronic health records. 

To address regulatory and ethical considerations, Dr. Wi ll ard said one approach would be to encourage 
the Secretary to convene Federal agency representatives to develop regulatory and ethical best practices. 
He stated that publ ic input also should be sought on these issues. Dr. Fox commented that because 
regulations do not address ethical issues, the two concepts should be described separately. 

The next approach for discussion recommendcd that project leadership consult with study participants on 
an iterative basis about the adequacy of confidentiality protections. Dr. Telfair noted that this 
recommendation affects the power relationship between researchers and subjects. Dr. Willard and Dr. 
Telfair agreed that there arc models for this type ofsubject participation that should be taken into 
consideration. 

The Committee moved to a discussion of publi c health implications. The fir st approach stated that the 
Secretary and project leadership should disseminate findings with the public hcalth and health care 
communi ties as they emerge. Dr. Collins said that it was NIH 's intent that anyone who agreed to the 
database's privacy stipulations would be able to access the data collected on study participants. Those 
interested in a particular disease would be able to mount a sophisticated analysis using a type of case­
control model , identifying incident cases and possibly conducting additiona l laboratory studies. Dr. 
Licinio felt that in the initial engagement process, participants should be told that anonymity could not be 
guaranteed . Dr. Coll ins agreed that there would always be some risk of identification. 

Dr. Willard described the second possible approach, which stated that project leadership would convene 
on a regular basis to revicw research results and allow for public input. 

The last approach recommended that the Secretary consider establishing a standing advisory commi ttee 
for the duration of the project to periodically assess soc ial impl ications and routinely seek publ ic input. 
Dr. Telfair pointed out that the mechanism under which the project wou ld be funded would in part 
determine to whom the committee was accountable and how it functioned. Dr. Willard asked the ex 
officios if there was value in having thi s type of independent, freestanding committee. Dr. Collins felt 
there should be oversight from the outside, and suggested that this might be a function ofSACGHS or 
another conmuttcc that already exists. 

Dr. Willard concl uded the overview of straw man approaches and asked if the Committee had anything to 
add. Dr. Leonard said the collection of environmental data had not yet been addressed. She also felt there 
were gaps concerning specimen handling and storage, methods for accessing the biobank, translating 
results into cli nical practice, and internal oversight. Dr. Bernard Schwetz identified the need to work 
through the infrastructure to protect minority populations from research abuscs, the need to address 
regulatory issues early in the process by forming an advisory group, and the need to develop guidance on 
sample usc. 

II 




Next Steps 

The Committee discussed methods for proceeding with development of the draft report. They agreed that 
Dr. Hanna and OBA staff would incorporate the Committee's comments and put the next draft out for 
public comment. Staff members would summarize the publ ic comments for the Task Force, which would 
decide how to address them. A revised draft would incorporate public comments and be ready for final 
action by the Committee at the June meeting. 

Pharmacogenomics Session 

Update/rom tile Pharmacogellomics Task Force 
Dr. Emily Wino-Deen, Ph.D. 
Chair, SACGHS Pharmacogenomics Task Force 

Dr. Winn-Deen reviewed the Committee's work on pharmacogcnomlcs (Pgx) to date. SACGHS heard 
prcsentations on pharmacogcnomies (Pg.x) in June and October 2005. Based on this information, the Pgx 
Task Force deve loped a report outline. Also, staff assembled information on reports and 
recommendations on this topic from other groups such as The Nuffield Council on Bioethics and the 
Royal Society. In addition, the Task Force compi led a table of efforts related to Pgx underway within the 
Federal agencies. Dr. Winn-Deen reviewed the findings of this effort. Within the area of research and 
development, Dr. Winn-Deen remarked that NIH and VA support investigator-initiated research on new 
and post-market therapeutics, and FDA has been proactive in working with diagnostics companies and 
drug companies to understand their respective viewpoints. She also mentioned several specific research 
and development initiatives supported by the agencies, including NIH's Pharmacogenomics Research 
Network, CDC's EGAPP program, and the Agency for Healthcare Research and Quality' s (AHRQ) 
DEcIDE (Dcveloping Evidence to Inform Decisions about Effectiveness) Network. Dr. Wino-Deen 
stated that there is a need for extensive researcb in Pgx, including a novel research team approach. 
incentives to study post-market and gencric drugs, evidence of effectiveness, pharmacoeconomic modcl s, 
and coordination between the drug companies and test developcrs. 

In addition to gathering scientific evidcnce, Dr. Winn-Deen said that cl inical practice must change, or the 
desired result of improved health care will not be achievcd. She discussed barriers to integrating new 
sciencc into clinical practice, including a lack of relevant evidence, the cultures of different medical 
specialties that make them unrcceptive to change, lack of awareness by providers and the public, and a 
lack of coverage and reimbursement for Pgx testing. 

The key infrastructure issues include the need for electronic health records and data standards, which 
affect whether a healtheare provider has the information necessary to gu ide clinical dccis ion making. The 
Office of the National Coordinator for Heahh Infonnation Technology, Health Resources and Services 
Administration (HRSA), and OVA are very active in addressing these issues. 

The ovcrsight issue addresses how and when phannacogenomics should be uti lized. Dr. Winn-Deen 
noted CDC's new program to develop quali ty con trol materials for genetic tests as wcll as an interagency 
effort involving FDA, NIH, Environmental Protection Agency, and National In stitute of Standards and 
Technology on microarray data quality, so datasets from diffcrent studies can be pooled. Dr. Winn-Dcen 
said FDA has been extremely proactive in working with the pharmaceutical companies by encouraging 
them to submit their rescarch data related to biomarkers. FDA recentl y issued a guidance document that 
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serves as a model for public/private collaborations. Dr. Winn-Deen said there is still a need for guidance 
on labeling changes for ex isting and newly released drugs. 

Education is another key issue. Dr. Wino-Decn said patients need information that allows them to makc 
educatcd decisions about Pgx testing, and healthcare providers need education to help them understand 
when Pgx testing is appropriate. Toward this end, NIH has produced brochures to help inform thc public 
about Pgx, NIH and HRSA provide funding to the National Coalition for Health Professions Education in 
Genetics for educational efforts, and AHRQ's Ccnters for Education and Research on Therapeutics 
(CERTs) help to educate providers. 

Effective surveillance systcms also are necessary. Dr. Winn-Deen noted FDA's Adverse Even t Reporting 
System (AERS), CDC's mission to protect Amcricans' health and safety, and AHRQ's Integrated 
Delivery System Research Network (lDSRN). She questioned whether these surveillance systems were 
effective or sufficient. She noted that pharmaceuti cal companies have good data on utilization patterns 
but that these data are proprietary. 

Dr. Winn-Deen said better coordination across Federal agencies and more mechanisms fo r data sharing 
like NIH's PharmGKB database and CDC's Human Genome Epidemiology Network (HuGENet) arc 
needed. The inclusion of personalized medicine in Secretary Leavitt's SOO-Day Plan and FDA 's Critical 
Path Initiative indicates that the issue is receiving high-level interest. 

Finally, ethica l, legal, and social implications (ELSI) of Pgx also are important to bring to the Secretary's 
attentlon. Key topics include allocation of resources, health disparities, infonned consent, privacy 
protections, the role of race, psychosocial harms, gene patents, and genetic exceptionali sm. Federal 
efforts include NIH 's ELSI programs, HRSA's work on improving access to care, and the Office of 
Minority Health's focus on protecting ethJlie and racial populations. 

Dr. Wi nn-Deen explained that the goal for the Pgx session was to identify broad areas on which to focus 
recommendations, including an assessment of whether the Task Force had identified all relevant issues. 

Dr. Winn-Deen also informed the Committee that The Lewin Group, through its contract with Office of 
the Assistant Secretary for Planning and Evaluation (ASPE), is preparing a review of the Pgx literature 
for review at the June meeting. 

FDA Draft Guidancefor Industry and FDA Staffon Pharmacogenetic Tests and Genetic Tests for 
Heritable Markers 
Steven Gutman, M.D., M.B.A. 

Director, Office of In Vitro Diagnostic Device Evaluation and Safety, FDA 


Dr. Gutman described FDA's draft guidance on pham13cogenetic tests and genetic tests for heritable 

markers. The draft guidance was developed by the FDA Office of In Vitro Diagnostics and released in 

February 2006. Public comments are currently being sought on this draft guidance. This draft guidance 

replaces a broad document on multiplex testing that was issued in February 2003. Public comments on 

the multiplex testing document indicated that it was 100 ambitious and should be divided into two 

documents - onc on less complex testing and the other on more complex testing. Based on that advice, 

FDA prepared the current pharmacogenetic tests draft guidance with updated infonnation and a narrowed 

focus. The second guidance has not yet been developed. 
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The purpose of the draft guidance on phanl1acogenetic tests and genetic tests for heritable markers is to 
help shorten development and review timeli nes by creating a roadmap for sponsors that describes FDA's 
data expectations fo r new products. The agency is anxious to facilitatc rapid transfer of new technology 
from thc bench to the clinical laboralory and to encouragc the infonncd use of phamlacogenomic and 
genetic diagnostic dcvices. Thc draft guidance is directed at manufacturers, particularly diagnostic device 
companies; traditional sponsors of new diagnostic devices; FDA review staff; venture capitalists; 
phannaceutieal companies; academics; government researchers; and entities that might fund translational 
research. 

The foremost elcment emphasized in the draft guidance is intended use. Intended use detennines the 
types of risks FDA anributes to a device, the regulatory threshold needed to bring a device to market, and 
the types of data the agency expects to see. The clinical purpose and target population for the new 
product also are key. FDA acknowledgcd in the guidance the challenge of address ing rare events and 
defi ning the performance of predictive tests when the pred icted outcomes occur far in the future as well 
as the low prevalence of some diseases. 

The document describes device design and explains the infonnation needed for a quality submission, 
including a description of and infonnation on samples, methods and controls. FDA ensures quality 
through a comprehensive program, including dcvice authority for ensuri ng minimum data and labeling 
thresholds prior to the marketing of new diagnostics, quality system regulations to ensure consistency in 
thc manufacture of the product over time, and mandatory and voluntary reporting ob ligations for 
laboratori es and health care users. A good FDA review will focus on the analytical performance of the 
assay, including core studies that demonstrate analytical performance, issues of accuracy and precision, 
levels of detection or measurement, and thresholds, as well as its clinical performance, refcrring to the 
Standards for Reporting of Diagnostic Accuracy statement. FDA also carefully examines labeling 
according to the relevant Code of Federal Regulations, including intended usc, quality control, 
interpretations and precautions, stabili ty, and performance parameters. In addition, FDA is interested in 
data processing and validation of instrumentation that will drive the methodology. 

The draft gu idance defers in part to a draft concept paper on co-development of drugs and diagnostics, 
whi ch was being revised for issuance as draft guidance. This co-development draft guidance would 
clarify regul atory routes and continue to promote informal or fonnal early interactions with sponsors, 
wh.ieh would allow FDA to understand what is coming down the pipeline. These interactions would 
ensure that the agency has the requisite expertise to evaluate submissions. 

Full Committee Discussion 

Dr. Winn-Dcen and Dr. Leonard asked about FDA 's role in making dosing recommendations for 
individuals who are slow or rapid drug melabolizers, as there are no guidel ines for healtheare providers 
or pharmacists. Dr. Gutman said FDA recognizes the problem but does nol believe that it is his agency 's 
sole responsib il ity. He said the hope is that some work wi ll be initiated through the Critical Path 
Initiative, by phamlaccutieal companies, and by academics. Dr. Gutman asked for suggestions on how 
this issue could be addressed in the guidance. Dr. Winn-Deen suggested using warfarin as a model. In 
this example, people were optimized to the most effective dose of warfar in and genotyped to see if their 
HER-2C9 and VeOR I variants were predictive of this dose. The conclusion was that the correct dosages 
could be pred icted based 0 11 those two genotypes. Shc suggested that drug manufacturers who know that 
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their drugs are metabolized by CYP2D6 do the same kind of look-back studies and that dosing guidance 
be developed based on their findings. Dr. Gutman thought that was reasonable. 

Dr. Gutman asked whether his colleagues who are responsible for labeling should be asking for more 
data before making labe ling changes or whether they should be more conservative in labeling. Dr. 
Leonard said that from a liability perspective, it would bc disturbing to have labeling that warns about 
polymorph isms that affect dosing. 

Dr. Evans said an important recommendation that could be made to thc Secrctary would be for FDA to 
have the abi lity to conduct prospective clinical outcome studies. He stated that it would be hard to argue 
for tbe adoption ofPgx testing without them. Dr. Collins said the National Heart, Lung, and Blood 
Institute was actively mounting such a study. He asked Dr. Gutman about the nature of discussions 
within FDA about how the AmpliChip P450 would enter clinical practice when it was approved. Dr. 
Gutman said Strattera served as thcir model and that an analysis of the literature on psychiatric 
ncurologic discases was perfonncd, noting that some publications make tentative dosing 
recommendations. Based on Strattera and the literature review, FDA expected two things of AmpliChip: 
there would be a long transi tion before the necessary in formation was available and a tremcndous 
educational burden because healthcare providers would not know how 10 use the infonnation. 

Dr. Leonard pointed out that the Federal efforts table stated that the National Institute for General 
Medical Sciences obtained approval to solicit proposals to fund research on cthical, economic, legal, and 
social issues related to pharmacogenetics research, specificall y the hurdles of translating basic research 
into clinical practice. She wondered if they could be encouraged to fund the prospective outcome studies 
that might be needed. Dr. Collins said they were not planning to conduct c linical studies; rather, these 
would havc to be done by the rcspective institutes interested in the topic areas. Dr. Collins added that 
dleyare complicated, expensive studies to undertake. Dr. Winn-Dcen suggested encouraging tbe 
Secretary to ask NtH to make broader use oftbeir funding to take on this cha llenge fo r one or more drugs 
related to their remit. Dr. Collins said that although that was an option for SACGHS, there was no extra 
funding to conduct such studies, and that if they did so, some othcr effort would have to be cut. Dr. Julio 
Licinio thOUght it was important to recommend dedicated funding for such an effort in the report. Dr. 
Willard agreed that since this is an important priority, thc Committee should consider recommending that 
it be considered a specia l initiative that merits specific funding. Dr. Evans agreed that the demonstration 
of efficacy in phannacogenctics looms very large and should be considered a prioriry. Dr. Winn-Deen 
commented that this was an opportunity for SACGHS to influence the health of the American people in 
the near-Ierm. She suggested recommending some actions that arc immediately applicable as well as 
activities that will yield rcsults in the futurc. Dr. Evans said it was reasonable to try to shift some of this 
burden to the companies that develop the drugs by asking them to conduct studies that demonstrate 
clinical outcomes. Dr. Gurvaneet Randhawa stated that given limited resources and the largc number of 
drugs dcveloped, it is not feasible to mount observational studies de novo to dctermine the efficacy of 
new drugs and their interaction with genes. He suggested that the Committce instead focu s its attention 
on improving ongoing hospital-based data collection systems and conducting studies that utilize existing 
databases. He indicated that this would help determine the genes and conditions that require new studies. 
Dr. Linda Bradley agreed and said that the EGAPP Work Group is discussi ng the use of databases that 
al ready exist. 
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Public Comment 

Ms. Gail Javitt 
law and Policy Director, Genetics and Public Policy Cenler, Johns Hopkins University 

Ms. Gail Javitt addressed the Commitlee on genetic testing quality and pharmacogenetics. She stated that 
the success ofpham1acogenetics is predicated on a robust pipcline of genetic tests that reliably deleet 
variations in DNA. The laboratories that do the testing need to be capable of performing thc tests 
accurately, the tests must provide clinica lly val id information, and healtheare providers must know how 
to interpret the results. She expressed concern that current regulation of genetic testing is not strong 
enough. There is no specialty area fo r genetic testing laboratories under the Clinical laboratory 
[mprovemcnt Amendments (CllA), even though there was significant support for it. In November 2005, 
the Genetics and Public Policy Center sent a white paper to the Centers for Medicare & Medicaid 
Services' (CMS) Administrator Mark McClellan, urging him to issue a proposed regu lation for a genetic 
testi ng specialty undcr CLlA. The Genetic Alliance sent a simi lar letter. 

Ms. Javiu's second point was that there are gaps in oversight for the genetic tests themselves. A genetic 
test can come to market through genetic testing laboratories supplying a test kit or they can make the test 
themse lves in-house. She stated that the vast majority of tests arc perfomled using in-house technologies, 
which arc not subject to pre-market FDA review. Of the morc than 900 genetic tests available, only a few 
are sold as test kits. In add ition, once a test ki t is approved for a particular indication, a laboratory can 
offer its own proprietary test for the same indication. She felt FDA's intention to regulate 
pharmacogenetic tests wi ll be undermined unless FDA's requirements apply to a ll pharmacogenetic tests, 
regard less of how they arc produced. 

Ms. JaviU commented that the absence of adequate oversight means that heallhcare providers and the 
publ ic are hard-pressed to distingui sh between good and bad tests, and they have li tt le assurance that the 
tests they are using to make profound heallhcare decisions are reliable and rel evant predictors of disease 
risk or treatment outcome. She asked that the Conunittee recommend that CMS issue a proposed 
regulat ion for a genetic testing specialty under e llA and that the Secretary establ ish a regulatory 
framework for genetic tests to ensure that they are clinically valid, regardless of whether they are 
performed using a test kit or an in-house developed method. 

Pharmacogenomics Session (continued) 

Development ofRecomme"datiolls 

Dr. Winn·Dcen introduced two questions on translational needs for the Committee to discuss: I) Do the 
current research activities meet the needs identified by SACGHS; and 2) How should research to 
determine the effectiveness of pharmaeogenomic-based drugs and tests be conducted, especially in a 
diverse population? She stated that the Conunittee agreed earlier in the day that funding is deficient for 
trans lational research and suggested adding a recommendati on to address it. She opened the noor fo r 
di scussion of the two proposed recommendations for addressing this issue: the first urging FDA to 
promote the inclusion of diverse populations in Pgx studies; and the second encouraging healthcare 
organizations to become active in Pgx research. 

Dr. Leonard questioned the feas ibility of the first recommendation, stating that FDA is not required to 
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conduct Pgx studies. Dr. Gutman believed the recommendation would apply to some products. Dr. Winn­
Deen suggested rewording the recommendation with the caveat that when Pgx data is utilized as part of a 
drug review, it should be gathered from a diverse population. Dr. Randhawa pointed out that "divcrse 
populations" was not defined. Dr. Winn-Dceo said they could clarify the languagc to make it clear that it 
refers 10 genetically diverse populations. 

Ms. Berry suggested a recommendation be crafted that would provide an incentive for companies to 
conduct Pgx research and submit data. The Committee agreed that HHS can influence trials but does not 
have control over private industry. Dr. Leonard suggested that a representative of FDA Center for Drug 
Evaluation and Research (COER) parti cipate in future SACGHS meetings. Dr. Gutman said he would 
convey that request to COER. 

Dr. Telfair asked for clarification on the types of health care organizations referred to in the second 
recommendation. Dr. Winn-Deen gave the example of Kai ser Permanente, i.e., hea lthcare organizations 
that manage a great deal of data. The Committee agreed that Secretary Leavitt could be asked to take 
steps to foster public/private partnerships. 

The Committee discussed a potential recommendation to increase funding of translational studies, either 
by encouraging each of the NIH institutes to fund translational research within thei r scope or by 
designating a separate source of funding for such studies. Dr. Tuckson stated that it was not practical to 
recommend new funding streams bccause NIH is already short on funding. Dr. Winn-Deen agreed, but 
said she would like to see each agency charged with funding Pgx research as much as possible within 
their various components. Dr. Coll ins suggested narrowing the types of studies for which the 
recommendation would apply. He said the Committee had previously said they would like to see more 
funding of prospective Pgx trials. Dr. Winn-Deen noted that part ofSACGHS's mandate is to teach the 
field that work in genetics must take place across all NIH rcscarch areas. 

Dr. WinD-Deen moved on to regu latory issues for drug/diagnostics co-development. The Task Force had 
identified several specific needs: better coordination between those conducting research and those 
regulating the technology, incorporation of Pgx into the design of clinical trials, and guidance from FDA 
on how and when Pgx will influence label ing practices. 

Dr. Licinio stated that a national registry or database for adverse drug reactions is needed. Dr. Gutman 
noted FDA's MedWatch program, which has both required and voluntary reporting mechanisms. In 
addition, COER was being reorganized to provide the group examining adverse drug events with greater 
independence. Dr. Licinio pointed out that these efforts are not equivalent to a network that would share 
infonnation among researchers. Dr. Gutman explained that MedWatch has a mechanism for contacting 
companies, hospitals and laboratories, and for directing inspections. He said the rcgulations mi ght be 
flexible enough to allow samples to be collected and analyzed, although such an effort would be difficult 
operationally. 

Dr. Coll ins noted that the AERS database is not an easy or uni foml solution because it is vol untary and 
captures only about 10 percent of adverse drug events. He fell the time was right to work with health 
maintenance organizations that have a large number of membcrs and computerized systems for tracking 
adverse events. Dr. Tuckson noted that he works with a company called lngenix that collects POSI­

marketing, adverse event infonnation based on a database of over 70 million people. They monitor new 
drugs and provide feedback to FDA and others. 
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Dr. Winn· Deen summarized by stating that there should be a recommendation address ing the need for 
surveillance of adverse drug reactions, through MedWatch or any private adverse drug reaction 
databases. Dr. Randhawa asked if the Committee was considering making a separate recommendation for 
using such databases to ident ify non-responders who could participate in Pgx studies. 

Dr. Winn·Dcen moved on to the topic of incentives and barriers for companies to co-develop drugs and 
Pgx tests. The first issue identified by SACG HS was the different designation thresholds for orphan 
drugs and orphan devices. Dr. Wion-Decn asked if FDA had addressed thi s disconnect. Dr. Gutman said 
he was not awarc of any internal discussions on the issue. Dr. Winn-Deen suggested that the Committee 
ask FDA to look into this. The Committee acknowledged that the Orphan Drug Act does not faciUtate 
development of therapeut ics fo r subpopulations with genetic variations that affect the progression of 
conditions and their response to treatments. 

Dr. Winn-Deen addressed infrastructure, not ing that surveill ance bad already been discussed. She said 
tbe Committee posed a recommendation to incorporate genetic analys is in both the drug approval and tbe 
post-marketing process to encourage broader utilization of phannacogenclics. She noted some overlap of 
this idea with the recommendation on translational studies. Several Committee members agreed that the 
two recommendations should be incorporated into one. 

On the topic of direct-to-consumer marketing, Dr. Winn-Deen said FDA and FTC were working together 
to examine false claims about genetic tests. She asked if the Committee wanted to propose that these 
agenc ies develop consumer alerts concerning genetic tests. Dr. Gutman said FDA was working on a 
consumer alert process that would be completed in the ncar future. Dr. Winn-Deen said that the language 
of the report would be modified to re flect that a consumcr alert was inunincnt. 

The Committee discussed the possible need for a consumer alert when a drug label changes. Dr. Gutman 
said current efforts in this area are directed at healthcare providers unless the labeling change involvcs an 
over-the-counter drug. Dr. Leonard was concerned that consumers who know about a labeling change 
will take the infonnation to thcir healthcare providers, but the healthcare providers will not know what to 
do. Dr. Evans was more concerned about the momentum of individualized medicine, including the 
cottage industry ofunelhical salesmen who sell ineffective or dangerous DNA·based products. Dr. Winn ­
Deen explained that FDA and FTC were investigating such products. 

The next topic addressed was coordination of international, Federal, and private efforts. Dr. Winn·Deen 
stated that there had been some di scussion about the appointment of a "genetics czar" or coordinator 
within HHS. Dr. Collins believed it was better to continue the current coordination efforts among 
agencies. He said that appointment of a czar would make it someone else's problem and could create a 
disincentive for the agencies to work together. The Committee and ex ojJicios agreed. Dr. Coll ins added 
that the international lines of communication concerning genetics also arc working well , citing the 
success of the Human Genome Project and the HapMap project. 

The Committee moved to the next topic of education. Dr. Wi nn-Deeo stated that SACGHS has developed 
a resolution on the need for continuing genetics education. She asked the Conunittee whether they 
wanted to consider addi tional ways to move infonnation about genetics into society more broadly. The 
Committee agreed that it was important to provide infonnation to healthcare providers who might be 
prescribing Pgx drugs but fe lt it was too soon to educate the general publ ic about Pgx.. Such an effort 
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should not be started until efficacy has been established and there are good studies that support the drugs ' 
claims. Dr. Randhawa asked who will provide the education and at what stage. He said tbat there was a 
need for buy-in from professional organizations at the outset so that they could be involved in crafting 
the message. 

The next proposed approach dealt with healthcare providers' acceptance ofPgx in their clinical practices. 
Dr. Winn-Deen asked Dr. Gutman to describe the system he mentioned previously for educating 
heal thcare providers. Dr. Gutman stated that, depending on the level of risk involved, in fomlation might 
be communicated through a mai ling or through drug firms, as it is their responsibil ity to provide it. In the 
case of a signi fi cant labeli ng change in a high-risk situation, FDA would create a communication plan in 
coll aboration with the relevant drug company. Dr. Evans said it was important to explore the potential for 
existing and novel partnershi ps that can relay infom13tion to healtheare providers. Dr. Leonard suggested 
that Pgx testing be included in recertification processes for healthcare providers. Dr. Licinio suggested 
talking to the American Board of Medical Specialties 10 requesttbat questions on Pgx be included in 
board examinations. The Committee also discussed electronic reminders, such as pop-up a lerts and 
emaiis, which could provide healthcarc providers with new information. Dr. Evans stated that drug 
fonnu [aries at hospitals could be used to alert providers about Pgx infonnation. Ms. Berry commented on 
clinical decision support lools used by various organizations. 

Dr. Winn-DeeD moved 10 the next topic on Ihe influence of liability on standards of clinical practice. 
Thi s topic addressed whether healthcare providers leave themselves open to malpractice suits if they do 
not use new Pgx tests. Ms. Masny stated that heahhcare providers who participated in a conference she 
attended felt that once infonnat ion about a test appears on a label, they are liable for providing it. Ms. 
Berry felt that trial lawyers would devise innovative ways to create legal liabilities related to this issue. 
She said the Conunittee should recognize the phenomenon but not Jet it interfere with the best practice of 
medicine. She felt that there is no way to shield the medical profession from lawsuits. 

The Committee also discussed the efTect of health insurance coverage on whether patients receive certain 
tests and therapies, noting that coverage decis ions may not be consistent with FDA actions. Dr. Winn­
Deen suggested that SACGHS highlight the disconnect between FDA approval o f tests or changing of 
labels and coverage decisions. Dr. Leonard asked Dr. James Rollins whether eMS wou ld provide 
Medicare reimbursement for Pgx testing if a healtheare provider dctcnnines that a patient needs a drug 
and the label stales that certain genetic variants predict proper dosing. Dr. Rollins stated that 10 his 
knowledge, Medicare docs not address the threshold for proper dosing. Dr. Randhawa explained that 
because FDA looks at safety and effectiveness and CMS looks at what is reasonable and necessary, there 
is no way to achieve lOa percent agreement between Ihe two agencies. 
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Tuesday, March 28, 2006 

Genetic Discrimination Session 

Dr. Tuckson introduced the session on genetic discrimination in health insurance and employment, which 
is the Committee's top priority. SACGHS had closely monitored Federa l legislative act ivities on the 
issue. In May 2005, they sent Secretary Leavitt a compilation of public corruncnts, a DVD of testimony 
highlighting public perspectives, and a legal analysis oflhe adequacy of current law. He introduced Ms. 
Chri sty White orCogen! Research, who reported on recent survey results on public attitudes toward 
genetic technol ogies and discri mination. 

SUrl'ey on Public Altitudes loward Gellet;c Technologies and Genetic Discrimi,lQtioll 
Christy White 
Principal, Cogent Research 

Ms. White previously presented data from a 2005 survey on genetic technologies to SACGHS. She 
reported at that time that a follow·up study was underway. Based on SACGHS input, the follow-up 
survey included questions on Americans' awareness of current laws and protections and their feelings 
about them. Since the new data was received so recently, Cogent Research was sti ll in the process of 
analyzing it. From preliminary results, however, the data appeared to remain fa irly stable since the 
previous year. She focused her presentation on the new questions, which related to awareness of specific 
protections, perceptions of those protections, and feelings about what should happen concerning the 
pending nondi scrimination legislation. 

Cogent interviewed a random sample of 1,000 Americans over age 18 through an on line survey. The 
sample was representative of the U.S. population by age, education, gender, income, and cthnicity. The 
data were weighted by education and clhnicity to ensure that it accurately represented the U.S. adult 
population. 

Ms. White said that about one quarter of survey respondents arc aware that genetic information can be 
used to understand and optimize health, and almost half arc interested in using genetic infornlation to 
understand their own health. Concern about mlsuse, however, was still very high. Seventeen percent of 
respondents mentioned genetic di scrimi nation as a drawback of genomics. Sixty·s ix percent were 
concerned about how their personal genetic information would be stored and who would have access to 
it. Thirty percent said this fear would prevent them from having a genetic test. 

Numerous entities were implicated by survey respondents in terms of who might try to gain unauthorized 
access to personal geneti c infonnation. Ms. White stated that, as with the previous survey, tbe extent of 
mi strust was extreme. Sixty·five percent of respondents suspected life insurance companies, the 
government, or health insurance companies. About half of Americans expressed concern about banks, 
financ ial institutions, or their employers. Sixty-five percent said insurance companies will do everything 
possible to use genetic information to deny coverage, and a simi lar number said insurance companies will 
use information to deny coverage for drugs 10 those whose genetic profile indicates a low chance of 
responding. Only eighteen percent of respondents believe there are currently laws that protect them, 
twelve percent hold the viewpoint that there are not any protecti ve laws, and seventy percent have no 
awareness of any current laws or protections. 
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Those who thought there were laws protecting them were asked whether current medical and health 
privacy laws arc sufficient or whether more protection is needed. Only onc·fourth of respondents 
believed that current laws are sufficient. 

Ms. White reported that the desi re for protections is very high. Seventy·two percent agreed that the 
government should establish laws and regulations to protect the privacy of individuals. 

The researchers then educated participants and told them that Congress is considering new legislation 
that would specifically prohibit employers from using cmployees' personal genetic infonna lion to make 
hiring decisions or set insurance rates. The researchers presented two views and asked participants which 
they agreed with more. Only fifteen percent agreed with the first view that business owners would not 
misuse their emp loyees' personal genetic infornlation and therefore the new law would on ly add costly 
and unnecessary burdens for busi nesses. Eighty-five percent agreed with the second view that, without 
amending current Jaws to prohibit employers from misusing their employees' personal genetic 
infonnation, it is only a matter of time before they use this infornlation 10 discriminate aga inst some 
individuals. 

Cogent also asked questions about a national databank. Participants were told that a major public health 
initiative has been proposed to create a national databank that would include detailed DNA and 
environmental information on up to one·half million individuals. They were told that thi s information 
would provide a powerful tool for scientists to understand links between genes, other factors, and 
specific diseases affecting millions of Americans. Only twcnty·four to thirty-one percent agreed that a 
national database should be created. 

Questjons and Answers 

Dr. Tuckson asked if thcre was a mechanism for determining whether people knew morc about genetics, 
genetic discrimination, and genetic legislation than in the previous survey. Ms. White said there was very 
little change in awareness about the field of genetics and a slight increase in the number of people 
fami liar with the idea of genetic discrimination . 

Dr. Collins askcd if there was a way of assessing the correlation coefficient bctween the people who arc 
most worried about access to information and those who oppose the databank. Ms. White said Cogent 
would analyze tbis correlation. 

Dr. Evans wanted to know if the survey asked whetber the thirty percent of people who would not have a 
genetic test would be reassured by passage of legislation. Ms. White said that sixty percent of 
participants would be more interested in gcnet ic testing if legal protections were in place. 

Dr. Frohboese asked which ethnic categories were used in the survey and what the response rates were 
for each category. Ms. White said they used the key Census demographic categories. She explained that 
because Hispanics and African Americans arc typically underrepresented in Web surveys, these two 
groups were oversampled. 

Ms. Au wanted to know if a question was asked about participants ' general feelings toward the 
government and whether it was cross·matched with the negative databank responses. She wondered 
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whether individuals' opinions of government affect thei r viewpoints about the need for a national 
databank. Ms. White said they did not ask about general feelings toward the government, but noted Ihat 
only one percent oftbe respondents indicated they would want the governmen t 10 have their genetic 
infonnation. These numbers jumped to twenty· four and thirty percent if the respondents knew there 
would be a benefit and that their identity wou ld remain anonymous. 

Update on tlte Status o/rlte Gelletic III/ormation Nondiscrimination Act 2005 (S. 306l1l.lt 1227) 
Sharon F. Terry, M.A. 
Chair, Coalition for Genelic Fairness 

Ms. Sharon Terry displayed a timeline of events since 1996 related to genetic discrimination. She stated 
that H.R. 306 passed unanimously in the Senate for the second time in a second Congress. H.R. 1227 was 
introduced and referred to three committees in March 2005 , and since then had acquired 170 sponsors. 
Ms. Terry said that Republicans were usually signing on once tbe legislation was on their radar screens. 
She stated that the Coalition believes that if an equal number of Democrats and Republicans sign on, the 
committees will move the legislation forward. 

The Coalition also had been engaging the Chamber of Commerce, National Association of Manufacturers 
(NAM). and Society of Human Resource Managers in dialogue to find eommon ground. She felt they 
would soon be able to give Congress an indication that the legislation could move forward because of the 
substantial dialogue these parties engaged in. The Coal ition also was working with trade associations and 
companies such as IBM, which established a policy endorsing the principles of the legislation 
company·wide on an international level. 

Ms. Terry presented a list of steps that SACGHS could take to encourage legislative action, including: 

• 	 Requesting a meeting with the Coalition for Genetic Fairness, Chamber of Commerce, and 
National Association of Manufacturers; 

• 	 Asking the Secretary to invite these same organizations and the White House Domestic Policy 
Office to a meering; 

• 	 Reminding the Secretary that as he works with Congress on funding for GEl, he should explain 
the importance of H.R.1227 and its potential impact on this initiative; 

• 	 Making a strong statement expressing concern about the chilling effect that the lack of Federal 
legislation is having on research and its impact on the country' s investment in biomedical 
research; 

• 	 Sending the genetic discrimination public comments to the new chairman of the Education and 
Workforce Committee, Howard McKeon (R·CA); and 

• 	 As individuals, working with their constituencies as knowledgeable experts on this issue. 

Q&A and Committee Discussion 

Dr. Tuckson rcviewed these recommendations and commented that the Committee spent a considerable 
amount of time the previous year with the Chamber of Commerce and America's Health Insurance Plans 
(AHlP), although not NAM. He said that the time may be right for the Committee 10 talk with these 
organizations again. Dr. Tuckson said AHlP's concerns related to the unintended consequence of being 
unable to use infonnation to coordinate care for complex cases that required a variety of medical and 
non·medical social supports. Ms. Terry reported that AHIP has stated while they would not actively 
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endorse the legislation, they would not actively oppose it. 


Dr. Licinio asked Ms. Terry what roadblocks are preventing passage of the legislation. She said the 

employer conununity currently has the most concerns about the legi slation . She said Congress does not 

like to be at odds with entities such as me Chamber ofConunerce or NAM. However, sbe believed that in 

the next few months, their concerns would be minimized. Another roadblock is that there arc many bi lls 

waiting to be processed and the genetic nondiscrimination legislation was a low priority for most people. 


Dr. Tuckson asked if the legislat ion had becn changed to address concerns about frivolous lawsuits. Ms. 

Terry repli ed that there would be Slight changes to the language of the bill. She explained that the bill is 

moderate in tbat it requires those who feci they arc experi encing discrimination wi ll have to go through a 

step~by·stcp process to seek a remedy prior to bringing a lawsuit. 


Dr. Frohboese agreed with the Coalition that another meeting should take place with the groups that still 

have concerns about the legislation. Dr. Tuckson suggested sending a letter to the Secretary as 

expeditiously as possible urging him to bring these organizations together with the White House 

Domestic Policy Office and the chairs of thc committees that are responsible fo r thc legislation. The 

Committee agreed that the meeting should take place quickly. 


Dr. Leonard suggested adding to the letter information on the effect of H.R.122 7 on GEl and a strong 

statement about research concerns. Ms. Masny suggested the Jetter also ask the Sccretary to send the 

compil ation of public comments and DVD to those in new positions in Congress. In addition, the 

Committce decided to add some of the new survey data to the Ictter once the data analys is has becn 

completed. 


The Committee also agreed that thc section of the large population sllIdies report on privacy and 

confidentiality should include a stronger statement supporting genetic nondiscrimination legislation. 


Public Comments 


Anthony Lakavage, J .D. 

Preserve the Research Usc Exemption Coalition 


Mr. Anthony Lakavage stated that he was representing the Preserve the Research Use Exemption 

Coalition. He explaincd that the Coalition consists of life sciences and biotechnology companies and 

organi zations dedicated to maintaining the fundamental objectives of the patent system. The Coalition 

strongly supports preserving the existing research use exemption. 


Mr. Lakavage said thc fundamcntal policy underlying the patent system is to provide exclusive rights for 

a limited time period to investors in new and useful technologies, in exchange fo r those tcchnologies 

being fully disclosed to the public. He said that disclosure promotes further innovation by allowing 

newer technologies to be developcd building on the disclosed information. Mr. Lakavage said there are 

only a few limited ci rcumstances under which the use of a patented invention is in the broader public 

interest. The research use exemption allows conduct that would otherwise constitutc infringement of the 

patents when that conduct is purely fo r philosophical and non-commercial inquiry. 


In its report, the National Academy of Sciences' (NAS) Committee on Intellectual Property Rights in 
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Genomics and Proteomie Research and Innovation diverged from the current application of the research 
use exemption by recommending that it be expanded and codified to provide a regulatory or statutory 
exemption from infringement for research on a patented invcntion. However, he said the committee 
acknowledged that there has been little evidence to suggest that the research use exemption as currently 
applied imposes a significant burden on biomedical research. 

The Coalition believes that any expansion of the research use exemption, such as th at proposed in the 
NAS report, would be counterproductive, discourage innovation, and have serious consequences for 
those who would have traditionally invested in the innovative research tools industry. Mr. Lakavage 
stated that expanding the research use exemption would dimini sh the value of research tool inventions, 
undermi ne innovation, increase litigation, delay access to technologies while litigation is in the courts, 
and limit access to valuable research. He said that the committee's research usc exemption 
recommendation is not based on sound public policy or legal reasoning. He asked that SACGHS consider 
the Coa lition's views and not support any expansion or cod ifi cation of the research usc exemption. 

Jaydee Hanson 
International Center for Technology Assessment 

Mr. Jaydee Hanson stated that the International Center for Technology Assessment opposes gene patents. 
They believe there are ethical, scientific and health reasons for not patenting genes and are concerned 
that developments in gene therapy could be significantly limited by gene patents. 

Hc noted that recent estimates suggest that approximately 20 percent of human genes have been patented. 
Me Hanson said that patents covering human genetic matcrial claim exclusive control over naturally 
occurring human genes and limit how they can be used in research and diagnosis. He stated that thi s 
exclusivity cou ld hinder health care and the advancement of seicntific technology. He said that gene 
patents arc being challenged in courtrooms and legislatures. International organizations, such as the 
Unitcd Nations Educational , Scientitil" (Iud Cultural Organization and the Council of Europe's Committee 
on Legal Affairs and Human Rights, view genes as belonging to thc common heritage of humanity. Mr. 
Hanson said that as we learn more about the human genome and how genes interact, we need the ability 
to look at all genes togethcr. He said there also is concern that the current monopoly over genetic testing 
will inevitab ly lead to a loss of expertise and information among researchers and healthcare providers, 
which will hinder improvements in current testing mechanisms. 

Mr. Hanson said that in the United States. 35 percent of geneticists reported that sharing basic data and 
research malcrial substantia ll y decreased between 1992 and 2000, and 21 percent claimed that their 
inabi lity to access data from another rcsearcher resulted in the abandonment of a promising line of 
research. A 1998 survey of2oo genetic testing laboratories found that 25 percent had been prevented 
from offering a tcst due to the enforcement of a patent or license. In addition, approximate ly 50 percent 
reported that they did not attempllo develop new tests due to the patent constraints. Mr. Hanson 
recommended that the U.S. follow Europe's example in protecting its citizens by denying broad patent 
claims on genes that corrclate with particular diseases. 
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Joann Boughman, Ph.D. 
Executive Vice President, American Society of Human Genetics 

Dr. Joann Boughman reportcd that the Board of the American Society of Human Genetics (ASHG) mel 
with e ight House offi ces and ten Senate offices to express their views on genetic nondiscrimination. They 
received commi tments from four representatives to co-sponsor H.R. 1227. 

Dr. Boughman also provided an update on AS HG's educational efforts, stating that they have greatly 
expanded their educational resources for K through 12 through a Web portal called GenEdNet, (the 
Genetics Education Network). GenEdNet contains teaching standards and genetic content for every grade 
in every State and province. Dr. Boughman said Phase 2 oftbe website'S development was underway, in 
which every standard was being related to at least one vetted websitc with age-appropriate and accuratc 
information. Phase 3 will add active teachi ng and hands-on activities fo r the classroom. AS HG also is 
deve loping undergraduate ed ucation activitics.89 

In addition, ASHG is working with NHGRJ on DNA Day, which was to take place on April 25lh
. DNA 

Day sponsored an essay contest that received almost 400 submissions. A special DNA Day initiative was 
taking place in the Northeast, with 50 to 100 geneticists planning to go into classrooms. 

Pa tents and Licensing Session 

Session Overview and Framing the Topic 
Debra Leonard, M.D., Ph.D. 
Chair, SACGHS Patents and Access Task Force 

Dr. Leonard stated that in March 2004, SACGHS ranked DNA-based patents and licenses as a 
high-priori ty issue. However, around that time, NIH had commissioned NAS to review the patenting and 
licensing of human genetic material and proteins and thc impact on rcsearch and clin ical practice. Thc 
Committee decided to defer its consideration of the topic until NAS completcd its work. In November 
2005, when thc NAS Committee published its fi nal report, SACGHS charged the Patents and Acccss 
Task Force with reviewing the NAS report and detennining whether therc were sti ll areas that warranted 
the Committee's attcntion. 

Somc of the original questions identified by SACGHS were: Do DNA-based patents bl ur the distinction 
between natura l phenomena and inventcd products? Are DNA-based patents too broad? Have the 
changes in the U.S. Patent and Trademark Office's (USPTO) utility guideli nes been effective in rcducing 
DNA-based patent submissions whose utility is questionab le? Which licensing tenns are creating thc 
majority of problems for genetic/genomic test providers (e.g., high royalty fees, tbe field of usc, 
subli censing, reach-through rights, exclusivity c lauses)? Do exclusive licenses raise particular concerns 
for genetic/genomic tcst providers? How prevalent arc exclusive licenses? 

SACGHS al so raised questions about the impact on rcsearch: Do gcne patcnts and licenSing practices 
inhi bi t research progress? To what extent do delays in publication duc to patent submissions affect the 
progress of science? Does patent stacking inhibit scienti fi c discovery and technology development by 
making it di fficult for a researcher to obtain all the licenses necessary to carry out specific research 
projccts? Is the impact of the 2000 amendmcnt prohibiting federaUy fundcd researchers from imposing 
undue restrictions on future research and discovery being monitored and anal yzed, and if so, has it had an 
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effect? 

In the area of cl inical practice, SACGHS questions included: Do patents faci litate or inhi bit the 
translat ion of scientific information into medical practice? Are patent incentives needed fo r the 
translation of genetic/genomic discoveries into genetic/genomic technologies? How do patent and 
licensing policies affect the availability of and equitable access to cl inica l genetic tests? Do CUfTent 
patenting and licensing practices for genetic technologies affect the train ing of laboratory clinicians? Is 
exclusive licensing in the best interest of publ ic health, given the difficulty of sending samples to 
multiple laboratories, lack of competi tion for testing, and absence of independent test validation? Do 
DNA-based patents and licenses reduce access by eithcr increasing costs due to licensing fees, reduced 
availabi lity, or other reasons? Is there a mechanism for balancing the protection ofan inventor's 
intellectual property with the broad utilization of gene discoveries for health care purposes? Do 
DNA-based patents require spce ial consideration due to their potential to improve pub lic health? 

In the area of economic impacts of patents and liccnses, the questions raised includcd: Do patent and 
licensing pol icies increase the cost of medical products, incl uding gcnetic tests and gene 
technology-based treatments? Are current patenting policies and practices critical to the success of the 
biotechnology and pharmaceutical industries? Could changes in current law underminc innovation, doing 
more harm than good? 

Briefing 0" tire Report o/tlre National Academy o/Sciences Committee 0 11 Intellectual Property 
Riglrts in Genomic a"d Protei" Researclr alld I"novation 
David Korp, M.D. 
Member, NAS Committee on Intellectual Property Rights in Genomic and Protein Research and 
Innovation 

Dr. Korn stated that NAS was asked to fo rnl a eomminee to examine how well the U.S. patent system is 
working with regard to tcchnologies in gcnomics and proteomies, to evaluate U.S . systems compared 
with those of Europe and Japan, and to investigate whether the application of patent law and practice is 
inhibiting research and innovation. The study was conducted primari ly by NHGRl and the National 
Institute of General Medical Sciences. 

The committee found that patenting practices vary greatly among biotechnology categories; that patent 
numbers has leveled off in most categori es but pendency has increased, creating a large backlog of 
genomic and proteomic app lications at USPTO; and that U.S. in ventors and their signees dominate 
patents in almost all categories of interest. Dr. Korn stated that this is a U.S. problem, rather than an 
international problem. 

The committee found that the chief diffcrence in approaches to patenting among the U.S., Japan and 
Europe relates to "non-obviousness," i.c., that a claim to a patent must not be obvious. In Europe and 
Japan, this is called the " inventor's step," which implies that the inventor has done something creative. 
This concept relates to the di ffcrence between discovering something and inventing something, whieh 
Dr. Korn said is respected more in Europe and Japan than in the U.S. Also, most other countries have a 
statutory provis ion for compulsory licensing and shield research on patented inventions from 
infringement liability. 

Dr. Korn describcd the conccrns that were raiscd by the NAS committee. First was "anti-commons," 
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referring to the inhibiting effect of numerous patents on val uable research and the commercia lization of 
new therapies resulting from having to marshal licenses or permission for projects from many different 
patent owners. The second concem was access. Dr. Korn said that in 1980, the Supreme Court ruled that 
anything made by man is patcntable, which opened up floodgates of biotechnology patents. The courts 
have bcen trying since then to detcrminc the limits on patenting, if any. The last concern related to the 
possibility of an erosion of the nonos of open science that would inhibit research and create restrictions 
on sharing research material s. 

To address this concern, a survey by Walsh ct al. asked about motivations for rescarch among academics 
that were involved in substantia l commercial activity. Twenty-two perccnt of respondents had personally 
engaged in patenting their own discoveries during the previous two years. Thirty-fivc perccnt of these 
academic researchers had been involved in business activities, such as start-ups. When askcd about the 
main reasons why they werc conducting the research they were involved in, the most frequent responses 
were scientific importance, interest, feasibility, and sufficient funding. Health benefit was a priority for 
only sixty percent. Patentabi lity and personal income also were found to be very low motivators. 

Reasons fo r not pursuing projects included no funding, being too busy, lack of feaSibility, lack of 
scientific importance, not bcing interesting, and little social benefit. Only a tiny fraction of respondents 
thought there were too many patents being held or that they would not be able to patent their work or 
obtain income from it. The economics of research did not seem to be predomi nant motivators for either 
pursuing or not pursuing projects. Only eight percent of respondents thought they needed knowledge or 
information that was covered by patents. 

About seventy-five percent had requested materials from some other person or institution duri ng the 
previous two years, and nineteen percent said they did nOI receive the last requested input. This caused 
some delay in their research, cspec ially when the request involved pure intellectual property. Dr. Korn 
explained that about forty percent of such transfers require a material transfer agreement (MTA), a legal 
document that describes the tenns under which the recipient may usc the research tool. MTAs usually 
restrict dissemination. 

Dr. Kom stated that the NIH has been very concerned about MTAs fo r years. In 1999, a report to NIH 
pointed out that this kind of restriction was very threatening to research. The report proposed a simpli fied 
one-page agreement for material transfers and urged NIH to enforce it. Although NIH urged grantees to 
use this agreement, the agency did not enforce it. Dr. Korn said problems have arisen because of the 
" reach-through rights", which requires the recipient to share a portion of the returns ofany 
commerciali zed project with the patent holder. Multiple MTA projects, each with its own research rights, 
can result in most or all of the bcnefits going to others. Royalties and manuscript review are other 
frequently terms of MTAs. Dr. Korn said that when scientists do not provide requested materia ls it is 
usually because of scientific competition. 

The NAS committee concluded that access to patents or infonnation inputs into biomedical research 
rarely impose a significant burden for academic researchers. Howevcr, the committec agrced that the 
patent landscape could become much more complex and burdensome in the future. Their reasons for 
concern about the future included thc following; 

I. A lack of substantial evidence for a patent thicket or a patent blocking problem is clcarly linked to a 
general lack of awareness or concern among academics about existing patents. This could change 
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dramatically, however, if institutions, aware that they have no protection from legal liabi lity, become 
more concerned about their potential patent infringement liability and take more active steps to rai se 
researchers' awareness or even to try to regulate their behavior. Patent holders, equally aware that 
universities are not shielded from liability by a research exception, could take more active steps to assert 
thei r intellectual property rights. 

2. As scientists increasingly usc hi gh-throughput tools to study the propcrties of many genes/protei ns 
simultaneously, the burden on the investigator 10 obtain intellectual property rigbts to these 
genes/proteins cou ld become insupportable, depending on how broad the scope of claims is and how 
paten t holders rcspond to potential infringers. The large number of issued and pending patents relating to 
gene-cxpression profiling and protein-protein interactions contributes to this concern . 

3. Survey data revealed substantial evidence of another, potentially remediable burden on private and 
public research stemming from difficulties in accessing proprietary research materi als, whether patented 
or unpatented. Impedimen ts to the exchange of biomedical research materials remain prevalent and may 
be increasing. 

Dr. Kom stated that after almost a year ofdifficult deliberations, the NAS committee agreed on the 
fo llowing reconuncndations: 

Recommendation I: NTH should continue to encourage free exchange of materials and data. NIH should 
monitor the data and material sharing actions of grantees and contractors and, if neccssary, require 
grantees and contractors to comply with their approved intellectual propcrty and data sharing plans. 

Recommendation 2: NIH should adapt and extend the "Bermuda Rules" (which were the basic operating 
agreement for the human genome sequencing project) to structural biology data generated by N1H-funded 
centers for large-scale structural genomics efforts, making data promptly and freely ava ilable via the 
prolein database (POB) at Rutgcrs University. 

Recommendation 3: The POB should work with USPTO, the European Patent Office, and the Japanese 
Patent Office to establ ish mechanisms for the efficient transfer of structural biology data in published 
patent applications and issued patents to the POB for the benefit ofthc larger scientific community. To 
the extent feasible within commercial constraints, all researchers, including those in the private sector, 
should be encouraged to submit their sequence data to GcnBank, the DNA Databank of Japan, or thc 
European Molecular Biology Laboratory and to submit their protein structure data to the POB. 

Recommendation 4: The committee endorscs NIH's Principles and Guidelines for Recipients ofNIH 
Research Grants and Colllracts on Obtailling and Disseminating Biomedical Research Resources and 
Best Practices for the Licensing ofGenomic InventiollS. Through its Gllidefor Grallts and Contracts, 
NIH should rcquire that recipients of all research grant and career development award mechanisms, 
cooperative agrcements, contracts, institutional and individual Nationa l Research Service Awards, as 
well as NIH intramural research studies, adhere to and comply with these guidance documents. Other 
funding organi zations (such as other Federal agencies, nonprofits, and for-profit sponsors) should adopt 
similar guidelincs. 

Recommendation 5: Universities should adopt the emerging practice of retaining in their license 
agreements the authority to disseminate their research materials to other research institutions and to 
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permit those institutions to use patented technology in their nonprofit activities. 

Recommendation 6: In cases in which agreements are needed for the exchange of research materials 
and/or data among nonprofit institutions, researchers and their institutions should reco,b'11ize restri ctions 
and aim to simplify and standardize the exchange process. Agreements such as the Simple Letter 
Agreement for the Transfer of Materials or the Unifonn Biological Materia l Transfer Agreement 
(UBMT A) can facilitate streamlined exchanges . In addition, NIH should adapt the UBMTA to create a 
similar standardized agreement for the exchange of data . Industry is encouraged to adopt similar 
exchange practices. 

Recommendation 7: USPTO should create a regular, formal mechanism, such as the formation of a 
chartered advisory committce or a regularly schedul ed forum, comprising leading sc ientists in re levant 
emerging fields , to infoml examiners about new developments and research directions in their field; NIH 
and other relevant Federal research agencies should assist USPTO in identifying experts to participate in 
these consultations. 

Recommendation 8: In detennining non-obviousness in the context of genomic and protcomic inventions, 
USPTO and the courts shou ld avoid rules of non·obviousness that base allowances on the absence of 
structurally simi lar molecules, and instead should evaluate obviousness by considering whether the prior 
art indicates that a scienti st ofordinary skill would have been motivated to make the invention with a 
reasonable expectation of success at the time the invention was made. 

Recommendation 9: Principal investigators and their institutions contemplating intellectual property 
protection should be fami liar with the USPTO utility guidelines and should avoid seeking patents on 
hypothetical proteins, random single nucleotide polymorphisms and haplotypes, and proteins that have 
only research, as opposed to a therapeutic, diagnostic or preventive, functions. 

Recommendation 10: Congress should consider exempting research "on" inventions from patent 
infringement liability. The exemption should state that making or using a patented invention should not 
be considered infringement if done to discern or discover: a) the validity of the patent and scope of 
afforded protection; b) the features, properties or inherent characteristics or advantages of the invention; 
c) novel methods of making or using the patented invention; or d) novcl alternatives, improvements or 
substitutes. 

Recommendation II : NIH should undcrtakc a study of potential uni versity, government and industry 
arrangements for the pooling and cross· licensing ofgenomic and protcomic patents as well as rcsearch 
tools. 

Recommendation 12: Courts should continue to decline to enjoin patent infri ngcment in those 
extraordinary situations in which the restricted availability of genomic or proteomic inventions threatens 
the public health or sound medical practice. Recognition that therc is no absolute right to injuncti ve relicf 
is consistent with U.S. law and with the Agreemcnt in Trade·Related Aspects of lntellectual Property 
Rights (the TRIPS Agreement). 

Recommendation 13: Owners of patents that control access to genomic· or protcomic·based diagnostic 
tests should establish procedures that providc for independent verification of test results. Congress 
should consider whether it is in the interest of the public 's health to create an exemption to patent 
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infringement liability to deal with situations in which patent owners decline to allow independent 
verification of their tests. 

Questions and Answers 

Dr. Lieinio asked whether biotechnology companies or rich universities arc at a greater disadvantage 
because of patent restrictions. Dr. Kom stated that large research universities often have thousands of 
facul ty members, each pursuing hi s or her own research. This, combined with the spontaneity needed for 
basic research, makes it difficult for universities and academic researchers to plan ahead for the patent 
clearance process. A company, however, has a centrally managed research plan, and they know up front 
whether they will need to check on patents. These companies have sufficient time and a team of lawyers 
to facilitate the process. He stated that those who invent and market research tools are entitled to make 
money from them, but there must be an appropriate mechanism for doing so. In the past, NIH has 
negotiated license agreements with the makers of important research tools on behalf of the agency and its 
awardees. 

Ms. Masny asked whether any actions on the recommendations are anticipated. Dr. Coll ins said that the 
report came back primarily to NTH as a key sponsor of the initiative and that Dr. Elias Zerhouni, NIH 
Director, formed a committee to review all thirteen of the recommendations. The NIH committee is in the 
process of developing a report, but Dr. Coll ins was not surc when the review would be complete. 

Perspectives o/tlte Task Force on the NAS Report and Proposed Recommendatiolls 
Debra Leonard, M.D., Ph.D. 
Chair, SACGHS Patents and Access Task Force 

Or. Leonard explained that the Patents and Access Task Force was charged with reviewing the NAS 
report and assessing whether the questions raised by SACGHS had been sufficiently addressed by the 
report or warranted furthe r exploration. She said that the gene patenting and licensing issue also was 
raised by the Secretary's Advisory Committee on Genetic Tests (SACGT). SACGT sent a letter to the 
Secretary recommending that HHS should assess the issue more full y. HHS agreed and tasked the 
NHGRl ELSI program with gathering data on the effects of DNA-based patents on access to and the cost 
and quality of genetic tests. 

Dr. Leonard stated that the Task Force was generall y supportive of the first 12 NAS recommendations, 
whieh address research issues and focus on ensuring that the public investment in genomics and 
proteomies is optimally benefiting society. However, the Task Force felt Recommendation 13 was 
untenable as written, because it is unrealistic to expect other laboratori es to undertake the hardship, 
expense and work of validating a CLIA-<:ertified test conducted by a sole provider. 

The Task Force also fe lt that the NAS committee had thoroughly investigated the research and 
innovation issues, but that clinical practice and economic impact issues were not adequately addressed by 
the recommendations. 

Based on this initial analysis, the Task Force recommended that SACGHS write a lcttcr to the Secretary 
supporting the first 12 NAS recommendations, emphasizing those over which the Secretary has authority 
to have some effect (i .e., Reconunendations 1,2,3, 4 and 11, with Recommendation 4 emphasized). In 
addition, SACGHS should urge the Secretary to educate researchers and clinicians on their rights and 
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responsibilities with regard to intellectual property, especially on the lack of a true research exemption 
for the usc of patented in formation and materials. 

Dr. Leonard stated that the second part of the charge to the Task Force was to determine whether there 
are areas that warrant further attention by SACG HS. The Task Force made three official 
reconunendations on issues that SACGHS may wish to explore further: 1) licensing of genomic 
inventions and its impact on cl ini ca l practice; 2) the economic impact of patenting and licensing of 
genomic inventions; and 3) patent thickct (patent pooling) and related legislation. 

Some areas of clin ical impact on cli nical practice identified in the NAS report overlap with the concerns 
previously raised by SACGHS. These incl ude patient access to genetic and genomic technologies; 
competitive improvement of tests; IRB·approved cl inical research in academic medical centers regardless 
of fundi ng sources; profcssional education and Iraining; independent validation of test results; and 
regulatory compliance. 

Dr. Leonard summarized the goals for the Committee's discussion. First, the Committee was 10 reach 
consensus on whether to forward a letter to the Secretary supporting the first 12 recommendations, 
highlighting Recommendation 4, and encouraging educational cfforts for researchers and clinicians on 
intellectual property issues. Second, the Committee was to dctcrmine whether SACGHS's research 
Questions were sufficiently addressed by the NAS rcport. Given that the rcport docs not address 
SACGHS's concerns related to clinical practice and economic impacts, Dr. Leonard suggested that this 
issue be addressed by SACGHS, noting that the Task Force had developed proposed steps to move 
forward on the issue if the full Committee decided to take action. Possible next steps included: 

• 	 Hearing from the NIH intellectual property (IP) worlcing group established to address the NAS 
recommendations; 

• 	 Reviewing NHGRJ ELSI program's research findings on the effects of DNA-based patents on 
access to and the cost and quality of genetic tests; 

• 	 Exploring the areas of clinical practice identified by the NAS report through a pancl discussion 
with those who reported 10 NAS; 

• 	 Exploring the experiences and patent policies of other countries (e.g., Canada, European Union); 
and 

• 	 Monitoring the outcome of the Supreme Court patent case involving LabCorp and Metabolite 
Laboratories. 

Full Committee Discus.\·ion 

Dr. Coll ins provided an update on GAIN's IP policy. GAIN was described as a new publ icJprivale 
partnership that would provide resources to enable whole genome association studies of common 
diseases. Investigators with 1,000 cases and controls of a common disorder were bei ng invited to file 
applications by May 9, 2006 indicating their desire to participate in this genolyp in g. Once genotypes arc 
determined, all of the de-idcntified data, genotypes, and phenotypes will be entered in a database 
constructed by the National Center for Biotechnology In formation, and accessible to anyone who signs a 
user certification agreement. Dr. Coll ins said there was an obvious concern about handl ing the IP rights. 
He reported that the strong sense in both academia and the pri vate sector was for the data to be 
considered pre-competitive and not the subject of IP claims, although fo llow--on discoveries might have 
appropriate lP value. The GA IN IP policy document uses strong language to communicate these 
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expectations for users of the database. 

In response to a question, Dr. Collins said there is not much that can be done about existing patents on 
genes already in this system, bUI hoped that the general philosophy might influence the USPTO in (he 
future. Dr. Winn· Deen asked Dr. Collins what he thought should be the threshold for determining when a 
discovery would be considered patentable. Dr. Collins said tbat NIH has been attempting to make the 
case that public benefit should be the standard for determining whether something should be patented. He 
said NIH 's philosophy is that the IP is in the platform, not necessarily in the discovery of the association. 
He stated that multiplex analysis of genetic variants will not be feasible if researchers are tangled in a 
thicket of patents owned by multiple individuals and the cost ofdealing with this patent thicket is high. 

The Conunittee agreed with the Task Force's conclusion that the clinical and economic access issues 
were not fully addressed. The Committee discussed whether to move from monitoring these issues to 
actively working on them. The Committee discussed at length whether to look at the impact of patents on 
access and cost. Dr. Korn recommended not attempting to change patent law because oftbe tremendous 
difficulties that would be involved in working with Congress. Rather, he suggested focusing on licensing 
practices and exploring an amendment to the statute that allows physicians and surgeons to practice 
medicine without fear of infringement. He gave the example that although a surgical incision can be 
patented, a surgeon cannot be prevented from using that incision in violation of a patent. He said thi s 
protection applies to physicians but explicitly excludes laboratory diagnostics and biotechnology patents. 
Dr. Leonard remarked that wording of the bill suggested by Dr. Korn was already available in a bill 
previously introduced by Representative Lynn Rivers. 

The Committee agreed that they would have time to address new issues because other SACGHS projects 
were coming to a conclusion. Ms. Berry asked whether SACGHS was the appropri ate group to assess and 
review the data on access and make an evaluation of the potential effect of this issue on clinical practice. 
She thought the Committee should examine whether another body was bettcr suited to this work. 

Dr. Tuckson sununarized the discussion by suggesting that Dr. Leonard and the Task Force revisit the 
recommendations they presented and come back to the Committee in June with a plan for moving 
forward. Dr. Leonard pointed out that many ofthe members currently on SACGHS were not part of the 
original priori ty·setting process and may not have extensive knowledge of gene patcnt issues. She 
suggested that an informational session, arranged by the Task Force, be held at the June meeting. Dr. 
Tuekson agreed and said lime would be allocated for this session on the next agenda. 

Planning for June 2006 SACGHS Meeting and Concluding Remarks 

Dr. Tuckson led the discuss ion of next steps and priorities for SACGHS. Regarding OTC marketing, the 
Committee decided that they wou ld like to receive an update on the issue from FDA, FTC and possibly 
CDC in June. On the issue of oversight , the Committee agrecd to ask CMS to provide an update on the 
status of the genetic testing specialty section oflhe CLiA regu lations at the next SACGHS meeting. Dr. 
Tuckson asked if, in preparation for that presentation, staff could develop a chart that indicates where the 
authority lies for oversight of genetic tests. Dr. Sherrie Hans suggested that a timeline ofCLIA 's actions 
to date be devcloped. Dr. Tuckson agreed and also asked staff to identify FDA's plans in this area and 
remalDmg gaps. 

Ms. Carr sununarized the deci sions of the Committee. Regarding the large population studies report, she 
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said that as a result of a discussion with the Large Population Studies Task Force during lunch, it was 
agreed that the timetable be revised slightly. StafTplanned to revise tbe report in April to reflect tbe 
deliberations of the Committee and would put out a solicitation for comments through various 
mechanisms, including the Federal Register, SACGHS listserv, SACGHS website, and a targeted effort 
to reach the scientific conununity, genera l public and paticnt communities. Ms. Carr said they wcre 
waiting for clarification from Dr. Zerhouni on whether the Committee should write a letter to the 
Secretary prior to the next meeting or immediately after it providing an update on the status of the draft 
report, sol icitation of public conunents, policy issues identified, and importance of seeking broad 
scientific and public input. 

Ms. Carr said the Pgx Task Force wou ld further develop its recommendations and, with thc assistance of 
ASPE and The Lewin Group, prepare a draft report for the Conunittee's consideration in June. Once the 
Committce accepts the draft report, it will go oul for public comment. 

Concerning genetic discrimination, the Committee bad agreed to write a letter to the Secretary urging 
him to request a meeting wilh the Coalition for Genetic Fairness, Chamber of Commerce, and NAM to 
di scuss unresolved concems about the pending Federallegislalion to prohibit genetic discrimination in 
employment and hcalth insurance. The letter to the Secretary also wou ld express SACGHS's concerns 
about the cffects of fea r of genetic di scrimination on research, which is especially important given ncw 
research projects related to genes and the environment and potcntial for a large population study. In 
addition, it would ask the Secretary to send the compendium of publ ic comments and the DVD to the 
Housc committee chairs. Ms. Carr said that in preparation for this letter, the Task Force would meet with 
the Coalition, the Chamber, and NAM. 

Reporting on the Committec's decisions on patents, Ms. Carr stated that the Patcnts and Access Task 
Force would organize an informational session to be hcld at the lune meeting. 

Dr. Tuckson asked Lyla Hernandez to speak briefly on an Institute of Medicine (10M) Roundtable on 
Translating Genomics-bascd Research for Health . Ms. Hemandez stated that the roundtable will be 
chaired by Wylie Burke and composcd of representatives of public and private entities such as NIH, 
FDA, pharmaceutica l companies, and genetic technology companies. Some of the planned topics for 
discussion include clinical utility, val idation of clinical tests, provider education, workforce issues, and 
ELSI issues. The group was working closcly with staff to make sure there was no duplication of effort 
with the Committee's work. 

Dr. Tuckson adjourned the meeting. 
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We certify t,~o {he best of our knowledge, (he foregoing meeting minutes of the Secretary's Advisory 
Commit eIn Genetics. Health, and Society are accurate and correCL 

. . ~C-

Sarah Carr 
SACGHS Executive Secretary 
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