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P R O C E E D I N G S


Time:  8:35 a.m.



CHAIRMAN TILDEN:  Good morning, and welcome to the sixteenth meeting of the Secretary's Advisory Committee for Human Research Protections.



I have a number of -- a few more substantial remarks than usually I have at the beginning of these meetings.  But this morning we are going to go through a bit of an exercise.



We are going to recognize members who are rotating off the Committee, which is Dan Nelson and myself.  We also are going to welcome this morning two new members of the Committee, and that is Barbara Bierer -- is that correct? -- and Barbara, I understand, is Vice President of Research for Partners Health System in Boston.  Is that correct?  From Brigham and Women's Hospital -- thank you, Barbara -- and is well known, I believe, to the research protections committee.  And also David Forster, who is head of compliance for Western IRB in Olympia, Washington, and is also a member of the SIIIDR Subcommittee on SACHRP.  So welcome to both of you.



I would like to remind everyone that in the back there is a sign-up sheet.  There will be public comments today at the end of today's meeting and tomorrow's meeting, and if anyone in the audience or any member of the public wishes to make a comment, please sign the list just outside so that we can hear your comments.



I would like to notify the Committee and others that we have received one notice from a Mr. Wilson DeCamp who had contacted Julia Gorey in advance and wanted to make a public comment and submitted a document, Declaration of Clinical Research Rights and Responsibilities for People with Parkinson's Disease.  That is located under Tab S in your meeting book.



Also tonight there will be -- At 6:30 there is a dinner to welcome the new members of the Committee, and it will be down in the Reagan Room here at the hotel.



Before we get started, I usually read part of the charter for the Secretary's Advisory Committee as we get started, in relevant part.  



The purpose of the Committee is:  "The Secretary's Advisory Committee on Human Research Protections shall provide expert advice and recommendations to the Secretary of Health and Human Services and the Assistant Secretary of Health on issues and topics pertaining to or associated with the protection of human research subjects."



The function -- under the Function heading:  "The Committee shall advise, consult with and make recommendations on matters pertaining to the continuance and improvement of functions within the authority of the Department of Health and Human Services directed toward protections for human subjects in research.  



"Specifically, examples include, but are not limited to, advice relating to the responsible conduct of research involving human subjects with particular emphasis on special populations such as neonates and children, prisoners and the decisionally impaired, pregnant women, embryos and fetuses, individuals and populations in international studies, populations in which there are individually identifiable samples, data or information, and investigator conflicts of interest.



"In addition, the Committee shall be responsible for reviewing selected ongoing work and planned activities of the Office of Human Research Protections and other offices and agencies within HHS responsible for human subjects protection."



So that is a relevant, I think, part of the charter.



For the agenda today, this morning we are going to have remarks from Ivor and then from Dr. Wright, who is the Principal Deputy Assistant Secretary of Health.  Then we are going to have a panel discussion on tissue repositories and specimen repositories and databanks, followed by the report from the SIIIDR Subcommittee.



So without further ado, I will turn it over to Ivor for his remarks.



DR. PRITCHARD:  Thank you, Sam.  



I would like to start off by welcoming you all here, and first recognizing that we have a new Executive Director of SACHRP, Julia Gorey, who I am sure you will find very a helpful and competent person who is going to be actually running this show behind the scenes for the foreseeable future, and I appreciate Julia's willingness to step in from the Policy Branch to assume that role.



I need to also strike a somewhat sour note.  When you are paying people below market, the least you can do is actually pay them their below market compensation.



I recognize that we are having a  problem with this, that this has been going on for a while.  It may either alarm you or console you to know that this is not peculiar to this particular committee.  



There are other committees, Federal Advisory Committees, in OPHS that have had the same problems, and I have been reassured by Dr. Wright that we are going to make a renewed effort to try to straighten this out.



We are also going -- I understand that there has been a little bit of difficulty with people's travel arrangements.  We are a bureaucracy.  So we can't make things easy for you, but we are going to try to make things a little bit easier than they have been and provide as much flexibility as we can for your making travel arrangements, and we will be trying to communicate with you about what flexibility we can get.  



I would like now to express my thanks to both Dan and Sam for their participation on SACHRP.  Dan has been always cooperative, always thoughtful, always hard working, always sensible, and I really appreciate all of the work that he has done.



I can't be quite as direct about Sam, because Sam has this rural, country boy thing down pat.  So he makes me a little bit more wary, once I have gotten to know that he is, in fact, an extremely cagey, insightful and effective Chair, but still I want to express my appreciation to them both.



I just want to mention by way of things that are going on at OHRP two initiatives, one of which I think you are already aware of, the other of which I think -- I hope we will have begun or announced before your next meeting.



You may recall that sometime ago SACHRP made a recommendation about educational requirements, and earlier this month we published in the Federal Register a request for information and public comment about whether we should make training requirements mandatory; if so, what form they should take and who should be required to fulfill those education or training requirements.



There is a 90-day comment period, but we look forward to receiving that public comment and following up on the spirit of SACHRP's recommendation.



The other initiative, which will tax your memory even further, goes back to a recommendation in 2004 having to do with trying to encourage alternative arrangements for cooperative review of research studies that are taking place involving several different sites.



This led to two different conferences in 2005 and 2006.  As you may know, we are very soon, in conjunction with the Food and Drug Administration, going to put in place an IRB registration rule requiring all IRBs to register at a shared location between OHRP and FDA.



What we are going to do is publish a request for information and comment on an idea or a proposal having to do with using the IRB registration and the IRB authorization agreement between an institution and an external institutional review board to hold the external institutional review board directly accountable for whatever responsibilities that organization has accepted in the IRB authorization agreement.



In this way, we will be able to hold that external IRB directly responsible for what they have taken responsibility for.  Presumably, this will reduce administrative burden.  



Hopefully, it will not have any kind of negative consequence in terms of the protection of the rights and welfare of human research subjects, and it will make -- Hopefully, it will make institutions more willing to go ahead with these kinds of arrangements in view of the current situation in which, apparently, institutions are somewhat reluctant to do this, because they feel as if our current compliance mechanism of going through the institutional assurance to require corrective action of an external institutional review board is in some ways unsatisfactory.



So we are going to be asking the public to give us comments about whether they think this is, in fact, a good idea or whether there are difficulties with it and, if we go forward with it, whether they have any thoughts about exactly how we should craft such a mechanism.  But, hopefully, this is something which we will have put out to the public for public comment by the time we meet again in October.



That is it for me, Sam.  Thanks.



CHAIRMAN TILDEN:  Thank you, Ivor.  I hope that you are able to charge a little bit for the registration and keep the money for programs and things.  I will suggest $100.  That is what the Treasury Direct charges for you to keep an account with them and, if you have 5,000 of those, you might be able to keep SACHRP running in a way it has been accustomed.  I hope you take that to heart, Don.



DR. WRIGHT:  I have written it down.



CHAIRMAN TILDEN:  And I am just a simple old country boy trying to make good in the big city -- or the Beltway, whatever it is.



Our next item of business, moving forward, is we are happy to have Dr. Don Wright here today.  Of course, Dr. Wright was here at the last meeting, and we all know him.  So I am glad to see you back.  



So, Don, just to refresh our memory and also for the new members, is Principal Deputy Assistant Secretary of Health, and he acts as an advisor to the Assistant Secretary for Health on matters involving the nation's public health and science.



During the transition after Dr. Agwunobi left, he was responsible for SACHRP, and we are glad to have him here today.  His responsibilities include planning and execution of public health policy as it relates to disease prevention, health promotion, women's and minority health, reduction of health disparities, HIV/AIDS, blood safety and pandemic influenza planning, and he also has broad management and policy responsibility for the HHS Office of Public Health and Science.



So prior to becoming the Principal Deputy Assistant Secretary, Dr. Wright was Director of the Office of Occupational Medicine and Occupational Safety and Health Administration and had led an educational effort after 9-11 related to hospital emergency preparedness.  



He received his medical degree from the University of Texas, and he also has a Master's of Public Health degree.  



So we are glad to have you here today and have your remarks.  Thank you.



DR. WRIGHT:  Thank you, Dr. Tilden.  Let me say it is my privilege to be with you again.  I think I had an opportunity to address this group several months ago, and it is good to be back, and welcome you, and really share my appreciation as well as that of the Secretary for the tremendous amount of work that this committee actually does.



So we went from one country boy to another.  I am a life-long Texan who actually came to Washington, D.C. five years ago and have worked my way through the Federal system.



You know, it is no secret here in Washington that we are in a period of transition, that we are about to be in a big period of transition as we move from one administration to another.  Regardless of which political party triumphs in November, there is going to be a change of administration coming up in January of next year.



I did want to let you know that I am not a political appointee.  I am a career public servant, and I will be serving in this capacity during the transition.  



You know, the work of this Advisory Committee and really the work of the other 13 advisory committees that we oversee in the Office of Public Health and Science --  the work of each of those committees is much too important to take a rest as we go through a transition.



The work of this Committee will continue and, hopefully, in a very smooth manner during the transition period.  I consider that part of my responsibility, is to provide some consistent leadership within the Office of Public Health and Science, as well as the advisory committees during that natural period of transition.



Let me say that I am well acquainted with the tremendous work that this Committee does. I know that you were chartered in 2002, rechartered in 2006, and I think we are expecting another recharter to occur in the fall of this particular year.



You know, in reality, much like Dr. Tilden mentioned, your charge is pretty clear, that we have asked you to provide advice, recommendations to the Secretary and to the Office of Public Health and Science as well as the Department as a whole on the ethical treatment of human subjects that are involved in research.



Like all our advisory committees, I certainly know that the majority or much of the heavy lifting occurs at the subcommittee level.  We have been very impressed with the work that has come out of your subcommittees in the past as it relates to children involved in research, as well as prisoners involved in research. 



I understand that there currently are two subcommittees that are very active, and I know you are going to hear from them later today.  The Subpart A Subcommittee really looks at the Common Rule and clarifies the policies related to the Common Rule.



Then the Subcommittee on the Inclusion of Individuals with Impaired Decision Making has been a very active subcommittee.  I know you will be looking forward to hearing the recommendations from that particular subcommittee later on today.



Let me say, the Secretary has received six sets of recommendations from SACHRP.  A seventh group is pending in the near future.



I have looked at the agenda, and I think Dr. Tilden did a very good job of enumerating what lies ahead for you today.  I understand that there is going to be a panel this morning that is going to look at issues related to repositories and biological specimens, and really address it from a variety of spectrums, including issues involved in informed consent and then HIPAA regulations.



The Subcommittee on -- or SIIIDR will also present its recommendations that they have worked hard on later in the day.  I wish I could be around for Panel 2, because that is your opportunity to speak, and we are going to hear from many of the panelists what their feelings are on our current recommendations and whether we feel that those recommendations need minor tweaks or major overhauls, and I will be very interested to hear the results of that particular panel.



You know, before I actually conclude, I want to take just a moment and, first of all, thank Dr. Tilden for his steady leadership over SACHRP for the last year or so, as well as Daniel Nelson and his contributions that he has made to this Committee.  But I want to take just a moment, really, to thank all of you.



In reality, as I said, we have 13 advisory committees that we actually oversee in the Office of Public Health and Science, and I have the opportunity and, really, the privilege to go and address many of those advisory committees.



Before I attend those advisory committees, I certainly read the bios of the individual committee members that we have.  let me say, I am incredibly impressed with the quality of the individuals that we have that are willing to share their time.



You know, in reality, all of you are very busy individuals with tremendous credentials, and it just speaks to your sense of generosity that you are willing to share your time and your expertise, really to the benefit of the Department of HHS and the American people as a whole.  



I just want to express my appreciation and the appreciation of the Assistant Secretary for Health, as well as Secretary Leavitt, for the tremendous contribution that you have made.  



So again, Dr. Tilden, thank you for the leadership that you have provided, and Daniel Nelson as well.  I understand that we have two new Committee members, that this is actually their first time to join the group, and as a part of protocol I actually have to swear you in.



So I would ask the two new Committee members, which are Barbara Bierer from Harvard and David Forster, to meet me at the front.  We will administer the oath.



(Swearing in of new members.)



CHAIRMAN TILDEN:  Indulge us for a moment while we get some pictures of the new formed Committee.  This goes in my basement on the wall.  



(Whereupon, the foregoing matter went off the record at 8:57 a.m. and went back on the record at 8:59 a.m.)



CHAIRMAN TILDEN:  Well, at this point, I think we are ready to start off with the business.  I need to do one other item, and that is I would like to take a motion to approve the minutes from the previous meeting.  Okay, it is moved and seconded.  Yes?  Oh, you have some other business?  Uh-oh, okay.  Well, let's -- Excuse me.  Let's just table that motion until Dr. Wright is done.



DR. WRIGHT:  As is our tradition, I want to present certificates to both Dr. Tilden and to Dan Nelson for their contributions to SACHRP over the last couple of years.  Dr. Tilden, I know you have provided some very distinguished leadership.



When I left HHS yesterday, they said these were not actually ready.  So somehow we got these ready for you, but it is a certificate of appreciation for your tremendous service.



CHAIRMAN TILDEN:  Thank you.



(Applause.)



DR. WRIGHT:  And, Dan, thank you so much.



(Applause.)



CHAIRMAN TILDEN:  Thank you, Don.



So now we will bring back our motion here for the minutes.  Perhaps you had time to read it while we were getting our pictures taken.  So we have a motion to approve the minutes from the last meeting, and seconded.  Anyone object?  No?  Okay, so the minutes are approved.



Now we will move on to the business of the day and to begin our discussion of our -- our panel discussion on tissue repositories and consent related issues.



The charge states:  What are the issues of informed consent in HIPAA which most affect tissue repositories and use of biological specimens in research? 



What approaches are needed to protect patients, donors or racial, ethnic or cultural communities?



Human specimens and associated data provide critical resources for basic scientific discoveries and for translating those discoveries into improved medical care.  They have become invaluable in supporting emerging technologies that focus on causes of human diseases and the discovery of predictors of development and course of disease, and in the development of new therapies.



Sophisticated information technology has the potential to make an unprecedented amount of accompanying clinical data available for research using human subjects which will accelerate the pace of discovery.  Although these developments offer great promise, the power of these molecular and informatics technologies has heightened concern about privacy and confidentiality and the need to protect the rights and welfare of persons from whom specimens and data are obtained.



Recent publication of the report of the PRIM&R Human Tissue Specimen Working Group and Federal activities related to data specimen/data banking such as the NIH Genome-Wide Association Study have brought attention to ethical and regulatory issues created by tissue data banking activities.  



Particularly problematic are issues involving informed consent in banking activities such as the appropriateness and validity of consent for unspecified uses, when may consent be waived, the appropriateness and role of community consent versus individual consent, sharing of research results/findings with subjects whose data and specimens were provided from banks, appropriate use of pediatric specimens signed consent, and relevant third party considerations.



This panel will consist of a series of presentations, including a representative of PRIM&R summarizing the recommendations of its report on banking activities, a director of a large tissue banking enterprise, and three other individuals with expertise in ethics regulation and legal aspects of conducting research in the area of tissue banking repositories.



To begin, we are pleased to have Dr. Pearl O'Rourke.  



DR. O'ROURKE:  If I stand here, do I get my picture taken?



CHAIRMAN TILDEN:  Only with me -- if I can be in it.  



Dr. O'Rourke is famous.  So I had to cut down her biography by about 20 pages.



Dr. O'Rourke is Director of Human Research Affairs at Partners Healthcare Systems in Boston, and Associate Professor of Pediatrics at Harvard Medical School.



As the Director of Human Research Affairs, she is responsible for the systems that support the regulatory and ethical oversight of human research and the responsible conduct of research.



She is also Chair of the Partners Healthcare System Embryonic Steam Cell Research Oversight Committee.  



Prior to her current role, Dr. O'Rourke had a distinguished career as a pediatrics intensivist at both Children's Hospital in Boston and Children's Hospital in Seattle where she performed clinical research related to a variety of life sustaining therapies in children.



In 1995 and 1996 -- that's the same year I got out of ICU and started law school -- Dr. O'Rourke did a Robert Wood Johnson health policy fellowship and worked for Senator Edward Kennedy as a member of the Labor Committee staff.  Following this fellowship, she became Deputy Director of the Office of Science Policy and the Office of the Director at NIH where she worked on issues such as privacy, gene therapy, embryonic stem cells and genetic discrimination.



So I am pleased to have Dr. O'Rourke here today to discuss this issue.



DR. O'ROURKE:  So in summary, I can't keep one job more than three years.



My part of this presentation is to introduce you to the findings of the PRIM&R white paper and to, hopefully, share with you just how complicated and convoluted tissue banking is, and sort of the nightmare that we are facing locally.



So I am going to talk about the complexity, the white paper and other gnarly issues.



Starting out, everybody talks about banking, and I just want to be certain everyone realizes there are different components to banking.  I think these are the three basic.



You have to have a bank.  You have to have a source of specimens and a mechanism by which they get into the bank, and you have to have someone who wants them and some mechanism for giving them out.



There is just innumerable variables on each of these.  Just to go through a few, such as the bank:  What does it look like?  Is it single site, multiple sites?  Is it virtual?  Is it like your ATM machine?  What is it?  Who owns it? Who is responsible?  Is it an academic medical center, for profit, advocacy organization, government?  What does the HIPAA status?



What is banked?  Is it disease specific or no focus, clinical and/or research specimens?  Is there associated data?  If so, is it identifiable limited dataset, coded, anonymized?  Will specimens be processed within the bank?  Will the diagnosis be validated or will there be other processing, such as going to RNA/DNA? Will the specimens be updated with future medical data and/or research results?



So that is just questions you might think about for the bank.



In terms of specimen sources, who can provide the specimens?  Anybody or only approved persons?  And what does that approval mean?  What specimens will be accepted?  Only those obtained during clinical care?  How about those for research purposes, solely for research or as an addenda to clinical care?



What data will be collected?  If it is collected with identifiable information, what gets sent to the bank?  There is a variety of options, as you can see there.



Will the specimens be collected with a limited dataset?  Will they be collected with no data?



The specimen source:  Again, will there be permissions, informed, authorization?  Who will obtain it?  Anyone?  Does it have to be someone affiliated with the bank or not?



Then the specimen recipient -- you may notice, these aren't like color coded.  Who can access specimens?  Anybody?  Is the access restricted based on either affiliation with a bank, domestic, international, not for profit, commercially?  You can make up any rule you want here.



What can be accessed?  Will you give out specimens by identifiable information, no information, limited dataset, etcetera?



Can a recipient recontact a tissue donor or have access to an individual's medical records?  If so, how is that reviewed and approved?  How does a bank decide who is worthy to get specimens?  Will the bank have some ethical standard?  Will there be a  consistency check with informed consent and authorization?  What if it is trivial research?  Will the bank just say no?



So we get back to this three-part piece here, and each of them raise a lot of questions, and each of them have issues regarding IRB action, informed consent authorization.



You say, well, that looks pretty simple; it is only three steps.  Unfortunately, this is what we end up locally.  This is for identifiable tissue, and I am not going to go through all of these numbers, but you can see why our investigators are not really enthusiastic about setting up a bank. Even with a bank that has no identifiable tissue, there's lots of lights and whistles that you have to be aware of.



So in response to sort of this nightmare and these daunting issues, PRIM&R, which is Public Responsibility in Medicine and Research -- a group of us there met at one of the meetings here in D.C., actually, and put together a working group; and we came out -- We met a few times in person.  We had multiple phone calls.  We had multiple e-mail back and forth, and came out with this white paper in March of 2007.



It has two parts.  One is the assessment and recommendations, which I will just go through the barriers we found, we identified, and the recommendations that we have with those barriers.



Then the second part are tools for investigators, and there is actually a spectacular tool that, particularly, Julie Kaneshiro helped with in terms of a chart with all of the Federal regulations on each of the various aspects of tissue banking.  So I really do suggest you look for that, and that just gives you the very long website, but if you just go to the PRIM&R website, you can just hot-link to it.



The purpose was to identify barriers and to, hopefully, come up with strategies.  We all agreed that tissue banking is incredibly important.  Protection of human subjects is incredibly important, and this was to find a way to go forward with banking and to make specimens available.



The group involved all of the usual players, as you can see here.  And again, if you want to see particular people, I suggest you go to the website.



So I would like to really just delve in.  There are seven barriers, and because of the limited time, I am really going to run through these, and I think that these will also inform much of the discussion that we have with the next panel members are going to be presenting, as well as on the discussion part after the break.



The first barrier we identified was that, because of the diversity of banks -- and part of the slides I just went through with you -- there's huge confusion about what types of banking activities constitute research activities or human subjects research under existing regulations.



In other words, is it a bank, and does it fall under the regulations?



Our recommendations:  OHRP should provide criteria for and examples of when a collection of human specimens is considered a research activity under the Common Rule, with specific attention to multiple use and research support collections, particularly, an aside here, was like pathology departments.  That would be an example of a multiple use, both clinical and research.



OHRP should reevaluate whether the mere collection of excess specimens for possible future use constitutes research for the purposes of regulatory oversight.



The second barrier was the lack of a single comprehensive, ethical and regulatory framework that addresses the full spectrum of activities related to banking.



Currently, we have a patchwork of regulations and guidance that have different definitions of some basic terms, and all address various aspects of banking.  So, really, it is difficult at the local level to figure out to which regulation should you refer.



Recommendation regarding barrier 2 was that OHRP, FDA, NIH and other relevant Federal funding agencies should work with other stakeholders, identified there, to develop a comprehensive framework for the collection, banking and use of human specimens in research.



Barrier 3:  Lack of harmony, and this is not just with tissue banking, but that was the topic.  We have several suggestions for here.



Federal regulatory and funding agencies should develop standardized language and definitions for use in regulations, policy, documents and educational materials for specimen banking.  Just agreeing on what is identifiable, what is a human subject, would be very helpful.



FDA should explore whether there are ways to more closely align the FDA definition of human subject with the Common Rule definition, which I think everyone here is aware of that definition, also with barrier 3.  Remember, this is the fact that the regulations are different.



OHRP should define more specifically when research using human specimens and associated data is or is not human subjects research and when it is exempt under the Common Rule.  Case studies and examples would be extremely helpful.



DHHS should modify the privacy rule to exempt all research that is exempt under the Common Rule.



The fourth barrier:  Misunderstanding and over-interpretation of the risks associated with the banking and use of specimens, and particularly genetic risk.



Recommendations to this barrier:  OHRP should develop additional guidance to help IRBs assess the level of risk related to all aspects of tissue banking and banking of associated data.



DHHS and OCR should work with OHRP to develop additional guidance to help IRBs and privacy boards evaluate the risks to privacy and confidentiality, with a few toward improving consistency of subject privacy protections.  We really need to get HIPAA and the Common Rule on the same page.



Federal regulatory and funding agencies should work with appropriate stakeholders to develop additional educational materials for all players about how to evaluate the benefits and risks in participation in genetic research on human specimens.  



As an aside, we felt that too many IRBs are over-calling genetic risk and not making differentiation between various types of genetic information, and we heard from many people that they basically were unable to bank stuff if the genetic studies were going to be done, without any further drilling down.



The fifth barrier -- there are only seven; so don't get too nervous:  Differing and confusing regulatory requirements for obtaining informed consent for the use of specimens and the HIPAA privacy requirement for authorization for the research use of protected health information.



The first suggestion on this:  OHRP should issue guidance clarifying when waiver of informed consent for collection, storage, distribution and use of specimens is appropriate.  This should include guidance on determining when research using specimens is minimal risk, also better interpretation of what the word practicable means in this word practicability.



OHRP should provide additional guidance about the use of generalized informed consent for future use of specimens and associated data, and develop acceptable consent models for banking.



This was -- We would like to have a piece of you, and we are going to use it for anything at all in the future.  Is that informed consent or not under the Common Rule?  So that is what that was getting at.



  FDA should explore additional approaches to permit specimens and data to be used without consent for minimal risk research.



DHHS, OCR, should explore approaches for removing the requirement that the authorization for research use of PHI obtained from a research repository or database be study-specific.  Here is really where authorization and consent take -- veer.



Privacy rules should be revised to allow authorization for use of protected health information collected as part of a clinical trial to allow that authorization to cover both that particular clinical trial as well as banking, and not require two separate authorizations.



The privacy rule requirement to account for disclosures of PHI pursuant to a waiver of authorization should be eliminated.



Barrier 6:  Practical implementation issues related to informed consent and authorization.  Funding agencies should support the infrastructure to enable institutions to implement processes for obtaining and tracking informed consent for future use of specimens.  This is a huge investment that institutions are making.



OHRP should consider the acceptability of using alternative approaches to informed consent, such as opt out  notification as a tool to be used, in concert with the waiver of consent for future research on residual specimens.



For example, the concept of the privacy notice saying we are going to use your data for future research or future issues going forward -- could there be something like that with specimens?



Barrier 7:  The HIPAA privacy rule imposition of additional requirements for research that is covered by the Common Rule adds unnecessary burden to patients, researchers, IRBs and institutions.



DHHS should modify the privacy rule to exempt research that is subject to the Common Rule, because the Common Rule provides appropriate and equivalent protections.



We also definitely recognize that we did not go into all the barriers  I would just like to mention a few others.



Those not addressed by the white paper group, but we felt definitely merited further discussion was a lack of clear guidance on how to deal with the issues of ownership of specimens, intellectual property, and particularly with regard to the discoveries made with the use of specimens.



The issue of whether or not research results should be returned to subjects; if so, how and when and, I would  add, also by whom?



Other gnarly issues:  Assessing community risk, specimens from children:  When minors become majors, what happens?  



So I will leave it there, and look forward to the other presentations and the discussion.  I apologize for the number of slides and the number of words, but I just wanted to start out with having everyone be aware of what this white paper group went into, and the report itself goes into, obviously a bit more detail on each of these.  Thank you.



CHAIRMAN TILDEN:  Thank you.  Our next speaker is Dr. Bill Grizzle.  Bill is Profess or Pathology and Senior Scientist at the Comprehensive Cancer Center at the University of Alabama at Birmingham.



For the past 25 years, he has directed UABs, tissue collection and banking facility, including tissue bank components for the Early Detection Research Network, the UAB Oral Cancer Research Center, and tissue research and molecular study course for the ovarian, breast and pancreatic spores as well as others.



He is one of the founders of the International Society of the Biological, Environmental Repositories, and a past President of the organization.  He has published extensively on issues related to tissue resources and effects of tissue processing on the evaluation of biomarkers.



He has taken time out from his vacation to be here today.  So I want to thank him personally for doing that.  Dr. Grizzle.



DR. GRIZZLE:  My slides are a little different from those that were supplied to you.  I can't stop monkeying around with things.  So some of them will be slightly different.



When we are dealing with tissues, we have a lot of demands upon ourselves.  We want to get the maximum out of tissues.  We want them collected rapidly.  We want them collected according to specific specification.  We want uniform collections with standard operating procedures.  We want quality control done, and we want the whole operation to be cost effective.



There is a huge amount of material.  Some are collected from remnant patients -- or remnant specimens from patients.  In other words, there is no contact with the patient.  Others are collected directly from patients.  These might be blood, saliva, urine.  



So there is a whole range of material that is collected, and as Pearl mentioned, there is also aspects of the processing of these materials and even the various components like RNA and DNA may be saved.



There is a big difference in patients you see and specimens.  So you generate a lot of specimens from just a few patients.



There are some major problems that are really not usually expressed to you.  One is the relationship of tissue resource personnel to the patient and this is a big problem.  The patient is a source of tissue, but the tissue resource personnel have no relationship to the patient, and that is a big issue.



Then there is the issue of informed consent, confidentiality, and security, which is becoming more and more important.



The relationship of the tissue resource personnel -- Basically, we don't know the patient, and yet this causes a lot of problems.  First, we have no direct access to patients.  We have to identify the patients from which tissues we might be interested in.



It is basically a cold contact.  Our personnel walk into the room, introduce themselves.  This is not really optimal, I think.  



The efficiency of collection and informed consent and HIPAA authorization:  We really basically have to go back and forth until we are able to get the patient's consent.



Then the patient's physician may object to our contact.  So we sort of walk a razor edge, I think, at all times.



Pearl showed you something like this.  We may have a tissue resource.  The patient's remnant or diagnostic material goes into it.  We have IRB and HIPAA requirements from that.  If identified tissue or information is put out, we have IRB and HIPAA requirements on the material leaving the resource, and then if it is de-identified or anonymized or a limited dataset, we have IRB requirements for leaving the dataset.



Now all tissue resources are not the same.  Basically, when you think of a bank, you basically think of material going  into the bank and material coming out of the bank.  



Well, in general, there is a big effort to get material into the bank, but most true banks -- not a lot of material flows out of them.  In contrast, there is something basically in which we supply tissues to investigators that request the specimens, and they basically tell us what they want, and then we supply those tissues.  



That is a different type of resource, and that is one that is even more of a case where it is difficult to collect patient information or have a direct relationship with a patient.



Now the regulations of IRB and HIPAA -- we can interpret them very loosely.  We can interpret them very strictly.  But often we do not think that, depending on who we interpret these materials, our research is affected, and we can definitely have too little research from too much regulation.



One of the things that most IRBs do not think about is the issue of, well, what does it mean if we don't do this study?  What does it mean if we make requirements that are so strong that only a portion of this research can be performed?



So I think that, actually, that should be part of the IRB's consideration:  What is the effect of the regulation on the information that we are gaining on disease, because that is the critical issue.  We have to get information on disease.  We have to get it quickly, and the IRB and HIPAA can be a block to this.



Basically, in the informed consent area, if tissue is anonymized or de-identified, should informed consent be required?  You may think that has been decided, but each IRB approaches this differently.



So you might put the same proposal to 10 IRBs, and you would probably get seven different answers.  Now they might say, well, this is a community -- difference in community standards.  It is really not differences in community standards.  Let's be very honest.  What it is, is that the IRBs can't agree.



In many cases, IRBs are very restrictive, because they are covering themselves, and they are not approaching it from the standpoint of necessarily what would really be best for understanding disease.  They are basically saying what is best to make our IRB as safe as possible from outside facilities criticizing us?



The informed consent -- There may be a clinical protocol.  We may get tissues that are saved after a clinical protocol, and  the issues there might be did the informed consent allow these tissues to be saved for other things?



There is the operative model, and actually, we are talking many times about the operative model, and the operative model is:  A patient goes in for an operation.  Tissues are obtained.  We try to obtain remnant tissues, and basically that is the operative model.  But there are many, many non-operatable diseases, and these are the diseases that really suffer:  Type II diabetes; hypertension.  



All these diseases do not have an operative model, and material is not being removed in the operating room.  So how do we get material to study these diseases?  In some cases, this is one of the main limiting factors in studying some of these diseases.



The role of the autopsy:  The autopsy is critically important.  As a pathologist, I can tell you that there is probably 30 or 40 percent unsuspected findings at autopsy, and this hasn't changed for the last 100 years.



Informed consent affecting populations:  You know, we basically has cystic fibrosis, we have sickle cell anemia, Type II diabetes.  Some of these are single gene disease.  Some of them, like Type II diabetes, are really dominant, but there are multiple genetic aspects.



The issue of informed consent:  When do we obtain it?  For what tissues do we obtain it?  Who will obtain the consent?  Where will it be obtained?



To obtain directly bodily fluids or blood from a patient, obviously, you are going to be getting direct consent of that patient.  



What do we do about inheritable disease?  I don't see genetics, because genetics is not the issue.  It is inheritable disease that we are worrying about.  The issue of re-contact?  What do we do about re-contacting a patient?



The negative concerns of population:  I think that is one of the trickiest issues.  You know, do we study violence in a particular population based on certain features?  I review all our requests very carefully to make sure that we are not treading in dangerous areas.



Then when to obtain informed consent:  Do we obtain it on admission, at the clinic, immediately preoperative, postoperative, after discharge?



Obtaining informed consent on admission:  Well, there is the greatest access to patients.  It is most efficient, but some hospitals have many points of admission.  So it is difficult to have personnel at all those sites.



Then we have the training of those personnel.  Sometimes it is sort of chaotic when you enter a hospital.  You've got 1,000 forms put in front of you.  Is this really the right time?  Patients and families may be upset, and again this may shift costs to medical centers,and medical centers may object to this shift of cost.



The clinic might be another site.  It is maybe a little calmer time.  The patients are focused on their disease, but space in clinics is always a problem.  The tissue resource personnel are always guests, and there is no room, and there are just too many clinics at the same time for me to have personnel at all those clinics.



In the pre-operative area, that is truly an area of high stress.  There is space constraint.  Again, we are a guest, and it only deals with operative patients, and we have said that there are many diseases we need to consider besides operative patients.



Then there is post-operative consent.  There, there is mild sedation.  The patient is focused.  The time prior to discharge has gotten so short that it is very hard to contact all those patients.  You may have to go back and forth and back and forth before you get to one patient, but the advantage is you only consent patients that you have obtained tissues from.



All right.  We have talked about some of those practical issues.  There is confidentiality.  How do we protect patient health care information?  



Certainly, we can get all our personnel to sign confidentiality agreements.  Our informatic system has to be protected, and then one of the easier things to do is to provide only de-identified limited dataset information or anonymized specimens to investigators.



Security:  Basically, we need to protect the health care information.  We need to prevent unauthorized access.  We need an audit trail, and we need to keep the database structure secure.



We monitor access.  We have an audit trail.  We limit who can write to the database, and we limit who can modify the database.  



Does it need to be online always?  Maybe limited hours, maybe never.  Then we can use our server as a control or we can code everything.



So these are some of the practical issues that I wanted to mention as we deal with this.  We have done several studies.  We know that we cannot rely on doctors and their nurses to obtain consent.  They just don't have time. 



So, basically, getting consent is falling upon us, the tissue resource group, and it is quite a burden.  It is an expensive one.  One to two full-time equivalent nurses have to be assigned to this, and this can cost hundreds of thousands of dollars a year, and  those costs are not available today with our cut-back in medical care.  So it gets to be a real problem in meeting these issues.



The alternative might be to anonymize specimens, but then those specimens are much less useful in medical research.  We do need to be able to have some type of trial back so we can find out information about clinical outcome and other aspects which make the specimens truly valuable.  



CHAIRMAN TILDEN:  Thank you, Bill.  

Our next speaker is Professor Mark  Rothstein.  He holds the Herbert F. Boehl Chair of Law and Medicine as Director of the Institute for Bioethics, Health Policy and Law at the University of Louisville, School of Medicine.



He received his B.A. from the University of Pittsburgh and his J.D. from Georgetown University.  Professor Rothstein has concentrated his research on genetics, health privacy, occupational health, public health law and employment law.



From 1999 to 2008 he served as Chair of the Subcommittee on Privacy and Confidentiality of the National Committee on Vital and Health Statistics, the statutory advisory committee to the Secretary of Health and Human Services on health information policy as a former President of the American Society of Law, Medicine and Ethics.



As the author of -- or editor of 19 books and numerous articles and leading journals of bioethics law, medicine and public health.



PROFESSOR ROTHSTEIN:  Thank you very  much.   It is a pleasure to be here, and I want to talk about the relationship between the Common Rule and the HIPAA Privacy Rule with respect to tissue repositories.



They are, obviously, part of the same family, but it is quite a dysfunctional family, and I am hoping that I can at least give you some thoughts on how to address this problem of the common rule and the Privacy Rule with regard to this topic.



So the first thing we need to keep in mind, of course, is that the coverage is different for the Common Rule and  the Privacy Rule, and neither of these rules has comprehensive coverage.



The Common Rule is based on the relationship to the Federal government, whereas the Privacy Rule is based on the relationship to electronic claim submission, and there are only three covered entities under the HIPAA Privacy Rule.



So they are both -- or neither of them are comprehensive, but they are not parallel in terms of the gaps, and there have been efforts, as you know, to expand the coverage of the Common Rule and have a more across-the-board research statute, and that has never been successful, and the same efforts have been at least considered with regard to the Privacy Rule, and they have gotten no further along either.



One of the things that complicates your problem and the issue in general is that neither the Common Rule nor the HIPAA Privacy Rule were designed to address the issue of tissue repositories.  Certainly with regard to the Common Rule, which is 30 years old, you can understand that.  But even the Privacy Rule, which is much later in developing, never had in mind these kinds of repositories.



The world of research has changed dramatically over the last decade.  The one investigator/one protocol/one consent/one sample world is, in many respects, over in terms of research, and now the scale has increased tremendously.



So we've got these repositories with hundreds of thousands of samples that may be linked to vast networks of electronic health records.  We use very powerful analytical tools such as genome-wide association studies that basically are not testing a hypothesis.  They are trying to generate hypotheses, and you've got these huge studies going on, and our existing framework is not designed to handle that.



Now there are many differences between the Common Rule and the Privacy Rule, and it is not that one is more burdensome than the other.  They are just different, and they vary in the degree of regulation or the type of regulation, and that makes it even more complicated to address.



The PRIM&R report, I think, does a nice job of identifying many of these discrepancies.



I should note that two letters drafted by the NCVHS and submitted to the Secretary, the first in 2001 and the second in 2004, recommended harmonization of the Common Rule and the Privacy Rule, and there is a working group in place at HHS that is in the process of considering these issues.



Now I want to mention a few specifics with regard to tissue repositories.  The first one to consider is consent for unspecified future uses, which was alluded to previously.



The IRBs do vary in how they deal with these, but overall IRBs are not crazy about the idea of blanket consent to all unspecified future uses.  In many instances, tiered consent is becoming sort of the way to go for IRBs.



So in other words, you give individuals a menu, and they will check or agree to have their tissues used for research in AIDS or cancer or mental health or whatever you want, even though the individuals cannot possibly identify what specific protocols, because they haven't even been designed yet, and it may be years in the future before it is used.



When you get to the Privacy Rule, that is not good enough, and the Privacy Rule currently requires study-specific authorization or a study-specific waiver of authorization for the disclosure of PHI, protected health information, and this is a source of great frustration to many in the research community, and something needs to be done along these lines.



There is a separate problem, in my view, with prospective authorization or open-ended -- for open-ended disclosure of health records.  So today I sign up and agree to participate, and I am going to allow the researchers to use my sample for whatever purposes I designate, but it is very important for them to be able to correlate that with my health records.  But when I sign an authorization, is that my health records as of today or is that my health records forever and ever?



Well, I think it is problematic for individuals to give authorization indefinitely prospectively, because if you are giving authorization for researchers to access someone's health records in the future, in the future their health records may contain information that they wouldn't give you authorization to look at, if they knew it was going to be there, such as STDs or mental illness or some other sensitive information.



So one way of addressing this -- and I will just put it on the table -- is to consider allowing individuals to give consent retroactively to any and all parts of their health records, but perhaps to limit the  prospective authorization to a period of years.  So, let's say, every five years you need to come back and get new authorization for all their health records.



Here, you are trying to balance the privacy interests, obviously, of the individual with the burden that you are placing on researchers.



The second issue I want to mention is the issue of identifiability.  Of course, you know that this is one of the main areas in which  the Privacy Rule and the Common Rule differ.  



It is somewhat arcane what the differences are, but basically, it is easier to satisfy the Common rule in terms of de-identification than it is satisfy the requirements of the HIPAA Privacy Rule, and especially with regard to coded data.



I think both of these rules are based on the same premise, and that is, if the specimens or the data are not identifiable, then there are no risks or no significant risks to either the welfare or privacy of the individual.



I would like to contest that assumption.  I think that identifiability should not be an on/off switch for whether the information or the specimen is subject to any protection.  I think de-identified information may produce substantial harms to individuals, and I think these risks need to be recognized.



Last year, NCVHS held a whole series of hearings on the issue of de-identified information, and it was informative, and I want to share a couple of things that we learned from that.



Number one is the ease of re-identification.  Even supposed de-identified information can be re-identified by experts who need very little in the way of information and, combining it with publicly available source, can re-identify information.



The more specific you get in terms of the information, the easier it is to re-identify.  So just to give you an example, you may take all the names and identifiers off something, but there are only three people who were discharaged on a particular date from a hospital or there are only two people in this tiny little ZIP Code who have these characteristics or this rare illness.



It gets, obviously, much more sophisticated, but that gives you an idea of how it is very easy to re-identify even supposedly de-identified information.



Second is a concern for group harms.  You don't need identifiers to hurt people when you release information that says our study indicates that XYZ racial or ethnic group or some other identifiable group is much more likely to have some genetic predisposition to -- pick whatever stigmatic condition you want to think about.  So you don't have to identify individuals to have group based harms.



Third, there are many uses of information that individuals would consider highly objectionable.  let me just give you a illustration of how this might come about.



Suppose I, either in the clinical setting or giving consent for one particular form of research -- suppose that institution and researchers at the institution de-identified my sample, and then use that sample to do research on genetic markers, and the research identified a gene that predisposes individuals to some terrible conditions, and now there is a genetic test that's developed to identify individuals who have this particular allele, and now this test is used prenatally, and as a result of the prenatal use of the test, some women elect to terminate the pregnancy on the basis of this genetic test.



If I were someone who is staunchly pro life, I might be very upset to think that my sample, without my consent, has been used to develop a test that has increased the number of abortions.  



I could give you two or three other examples and other kinds of ways in which even de-identified research would be used for what individuals would consider to be objectionable uses.



A number of studies have shown that, if you ask people for consent and authorization for research purposes, they will give it to you, but they want to be asked.  I appreciate the burdens that seemingly are placed on this, but if the information and the tissue are used without permission, I think trust is undermined, and that is very difficult to regain once it is lost.



Very briefly, I want to comment on the PRIM&R recommendations.  I think overall the report does a nice job of raising issues, but I do not support all the recommendations.  I think many of them are just totally unacceptable to me, and I would just want to go through two of them and explain why.



First, the PRIM&R report recommends that the notice approach of the HIPAA Privacy Rule should be used instead of the informed consent approach of the Common Rule.  I think this would be a terrible mistake.



In terms of the Privacy Rule, the notice provision is clearly the most controversial part of the Privacy Rule, the most criticized part of the Privacy Rule, and arguably the greatest failure of the Privacy Rule.



For those of you who have seen a doctor in the last couple of years, let me describe or remind you what probably happened.  You went in to see a new doctor, and besides presenting your insurance information, they asked you to sign a piece of paper acknowledging that you received something that you had never received.



If you ask to receive something, then they will give you a piece of -- or sheets of paper that you don't have time to read, you don't understand, and then you will sign this information.



It is just not a very good system.  I can talk about what is wrong with it, in my view, later.  This is not something to replicate.



Also, I think it would be a mistake to adopt a policy of subjecting the -- to exempting from the Privacy Rule any research subject of the Common Rule.  Here, we are now going to be setting up two different types of Privacy Rule, that for research and that for everything else.  If you think about de-identification, some things can be de-identified one way, and some things can be de-identified another way.



The better approach, in my judgment, is to harmonize the rules, so if you comply with rule A, you have automatically  complied with Rule B, not by saying we will exempt you from Rule A if you are doing a certain kind of research.



Briefly, I want to say that privacy and the interests of researchers are not a zero sum game, in my view.  I think both are vitally important.  Without individuals, many research enterprises are out of business, but at the same time, all individuals have a vested interest in the success of research, and we are all patients.  We all have family members who have disorders of various types.



We have a stake in research.  We want research to succeed.  So it is not an either/or.  The challenge is to develop -- and it is a simple challenge -- thoughtful, nuanced, forward looking, simple, clear, minimally burdensome regulations that will also do the following things:



Safeguard the welfare and privacy of individuals; empower them to make informed decisions; contain a level of transparency and accountability; and obtain and maintain individual and collective trust in the research and health care enterprises generally. Thanks.



CHAIRMAN TILDEN:  Thank you.  Our next presenter is Ellen Wright Clayton.  Dr. Clayton is the Rosalind E. Franklin Professor of Genetics and Health Policy and Profess of Pediatrics, Professor of Law and Co-Director of the Center for Biomedical Ethics and Society at Vanderbilt University.



She has been working on issues of research ethics for many years.  She chaired the CDC NCHGR Working Group on Informed Consent for the use of tissue samples for research, consulted with the Council of International Organizations of Medical Scientists regarding genetics research, co-chaired the ELSI Working Group of the International HapMap Project, and is currently chairing the Consent and Community Consultation of the eMERGE Consortium, which is focused on using electronic medical records and DNA samples for the GWAS studies.



She has published many articles addressing research ethics and has spoken about these topics throughout the world.



DR. CLAYTON:  Well, thank you very much for inviting me to address you.  I am going to tell you at the front end what my general conclusions are, and then we will go through it.



My general conclusions are that there are a variety of types of individual information that could potentially be returned to research participants; also that research is conducted in a variety of ways by a variety of investigators.  



All of this makes things very complicated, but one of my bottom line conclusions is that, if one is going to return individual information, then it becomes very important to consider informed consent and require some kind of discussion about what kind of information is going to be returned before the research is undertaken.



This is, obviously, very complicated, since much research is done without informed consent, but the idea of returning individual information makes the idea of informed consent much more salient, even though it is much more complicated at the front end to tell people what to expect.



So what are the variables?  First of all, who is the research participant?  The research participant may have been recruited for a specific project, whether they be a healthy volunteer, a control, or a affected, or they may not have been recruited for a specific project.  



There could be secondary uses of tissue and health information that were not what was contemplated when research was initially conducted, or they were never recruited, as in general patient populations as, increasingly, we are seeing that patients who go into the hospital have leftover tissue, leftover blood used in conjunction with their medical records for research.



Then, of course, as I mentioned to you, what was here.  She told about the return of results.  In some cases, they may have been told something.  In many other cases, they are not told anything, either because it wasn't included in the initial consent process or because, in fact, they weren't necessarily told that research was going on at all.



It also matters who the investigator is.  Is it the patient's physician who is actually conducting the research, in which case the various laws about physician-patient relationship may come into play, and there may be blurring of the line of the obligations of a physician and the obligations of an investigator toward the patient.



Is the investigator the one who initially started the research project, not in the course of clinical care but a completely separate investigator who is specifically engaged in doing research, or is it some other investigator who the patient or who the individual may not know from Adam.  They will never have had any idea that there is another investigator.  They will never have met this other investigator.  So there are many variations on that theme as well.



Also, what is the finding?  Here, I think, is something that we have not paid as much attention to before, but which is enormously important, particularly in the area of biobanks.



It could be that there was some preexisting information in the medical record such as a missed or overlooked clinical result.  To give you an example, suppose someone is looking at the efficacy of ACE inhibitors to treat hypertension.



One fairly well known side effect of ACE inhibitors is angioedema or swelling that can compromise breathing, and it is well known that, if you have an event of angioedema, that you ought to stop giving somebody ACE inhibitors.



Unfortunately, it turns out that doesn't always happen.  So the question is:  Suppose you are an investigator, and you are looking at this particular topic.  You discover that there is somebody in your dataset who you are actually interested in looking, for instance, at genetic variants that may tell you something about efficacy of ACE inhibitors, and you find that there is a subset of individuals in the dataset who are on these drugs, who have had this side effect, and who, nonetheless, continued to be on these drugs.



That is a problem, and that is a preexisting finding that we need to think about.



Another type of finding are incidental findings that emerge in the course of research.   Now this may sound slightly self-aggrandizing, and I don't mean it to.  But the Journal of Law and Medicine Ethics last month had published a series of articles having to do with what we ought to do about incidental findings.



Incidental findings are findings that concern an individual research participant, that have potential health importance, and that are discovered in the  course of conducting research, but beyond the aims of the study.



So in genetics, the classical example of this is finding mis-attributed paternity.  So what do you do with that kind of information?



Then finally, you can have the research result itself.  Now at least in consented studies, you know, research participants know what the subject of the research is about, and so they can at least have some idea that what you are looking for in a particular study is, for instance, looking at things that contribute to pulmonary arterial hypertension, that that is what the research is about, and they may be very interested in getting those results, which is problematic for a reason that I will come back to shortly.  But you have a different hierarchy of issues here.



You have things that are already in the record, things that emerge in the course of the research that, for other reasons, may be clinically validated, and then you have the research results.  So all of these present different complexity.



Another issue that is really important for this is when was the finding made relative to the collection of the data or samples?



It may be one thing to think about this, if somebody is a research participant recently enrolled in a study.  They are in ongoing conversation with the investigator, and so the results come up.  



It may be entirely another when you are using residual samples that have been stored for 10, 20, 30 years, and then find a particular -- make a particular finding.



Does it make sense to go back to somebody whose samples were collected 30 years ago in the course of an operation without consent and then tell them, oh, by the way, we have discovered something in the tissues that were collected 30 years ago.  So there are issues of timing there as well.



Then, of course, there is the issue of the potential clinical significance for the finding.  Here, there is a fairly -- I mean, there is a fairly classical hierarchy that we use to approach this, looking to see whether, in fact, a finding is analytically and clinically valid, so whether in fact the finding is probably likely to be accurate, the level of risk, both the severity of the health risk and the likelihood that it is going to occur, and the potential efficacy of intervention.



Now having identified this as a classical approach that has been supported in numerous documents over time, I will tell you that there is tremendous pressure on this and that a large number of research participants really don't care about this, that particularly issues of lack of efficacy of intervention is just not something that they are particularly concerned with.  They want knowledge for its own sake, and the idea that someone knows something about them that they don't know is something that is really offensive to them.



Then what is the process?  As a lawyer, I like process.  I think it is actually fairly important.  So there are a couple of really important process issues.



One is for assessing the significance of the finding.  I think there is a growing consensus that research findings of various types need to be reviewed by some external group or person, if for no other reason than to make sure that, in fact, the results of what they say they are, that their clinical significance may or may not be understood, that the possibility of intervention is well understood, and that it is not just left to the investigator to decide what is important or not.



There also needs to be a process for communicating results.  Of course, this becomes more complicated if the investigator has no prior interaction with the research participant.



The classical way of dealing with this is to say, well, what we ought to do is go back to the research participant's primary care provider who can then pass on the information to the patient.  



There are least a couple of problems with this, that particular in the areas of breaking research findings, it may very well be that the primary care provider doesn't know very much about what the research results mean, and this can be a real problem.  

Then the other ethical problem that arises with this is whether, in fact, the primary are provider has ethical standing to act as an arbiter about what information goes forward to the patient and what information does not.  



Some patients would argue -- Research participants would argue that they want the information, and it is not up to somebody else, and particular somebody who is not engaged in the research process, to tell them what it is that they want to know.  



So another process that one might want to consider is a process in which the information is communicated directly to the research participant with information going to the primary care provider and with counseling about what the significance of the information is going directly to the research participant.



The picture that I am trying to paint for you right now is that this is a very complex question with many variables.  So it is not going to be subject to a really easy rule about how you are going to go forward.



In terms of legal and regulatory issues, at least some would argue that there is a duty to report all research findings, whether they are the ones that were intended in the research, whether they are incidental findings, whether they are missed preexisting findings.



Bartha Knoppers has argued that there is an international consensus that there is an ethical duty to report.  There are arguments made that there are a number of possible legal bases for these in regulation, in tort, and in property.



One thing that I will say is that it is clear that, if the practice becomes reporting individual findings to research participants, it will create a duty.  That is the way law works in our country.  Once you start doing it, once it becomes standard of care, then it is legally required, and then you do have to do it.



So there needs to be, I think, some level of caution about that, and there are concerns about what the scope of this conceivable duty to report individual findings in research ought to be.



So I raise that as a question rather than providing you with an answer about that.



Another huge problem, which many of us have been focusing on for quite sometime, particularly with regard to reporting the results of the research itself, is the implication of CLIA, the Clinical Laboratory Improvement Amendments, which says that these requirements that govern the way labs are supposed to work include labs as a facility for examination of materials derived from the human body for the purpose of providing information for the diagnosis, prevention or treatment of any disease.



It exempts research laboratories that test human specimens but do not report patient specific results for the diagnosis, prevention and treatment of any disease or impairment.



Now a working group of the National Heart, Lung and Blood Institute a few years ago recommended, well, the way to deal with CLIA was to report results, individual results, as "research results" so they don't fall under CLIA.



My view about this is that the reason that you report individual research results to research participants is because they want to know the information and because they want to do something with it.



That means that it does not fall under the exempt of CLIA, and it is a real problem.  So one of the things, if you are going to come up with guidelines about reporting individual research results, those  that were obtained in the course of a project that was designed to go after specific information, is that you have to deal with the implications of CLIA, which most research labs do not comply with.



So this is a legal issue that has got to be addressed fairly squarely.



So the fundamental tensions that, I think, we are addressing in this area are these:  First of all, that individual information arises in many different ways in research, and there are legal barriers to reporting some of this information that need to be addressed.  CLIA is the big one, but there are others.



Many but not all people want this information, and so we have a tension between the right to know, which many people assert, as well as the right not to know.  Again, I would look to the information about genetics to suggest that the right not to know is not trivial.



I mean, if we look at the uptake of genetic test information, when people have the opportunity at the front end to decide what information they are going to get, what we find is that they vote with their feet. 



I have been engaged in research  for a number of years looking at the psycho-social implications of genetic testing for pulmonary arterial hypertension, a fairly rare disorder that, if you have a mutation, you have about a 20 percent chance of developing the disease, which is not very well treatable.



Before the gene was identified, about 70 percent of people said that they wanted the test.  It turns out, now that the test has been clinically available for a few years, that the uptake is less than five percent.  



The data about this are overwhelming, and we have to take into account the idea that people may not want to know.



One possible thing that you might want to consider is the proposal by Isaac Kohane looking at a system where people can access research results, if they want them.  I am not sure that that is a perfect solution, but at least it is interesting to think about.



It is clearly optimal to address the issue about returning individual results of whatever type before the research is undertaken.  This increases the desirability of obtaining informed consent before the research begins and, where consent was not obtained, then I think this is going to require different schemes for reporting results.



For instance, in the report on incidental findings one of the recommendations is in the research that is done without prior consent, that the threshold for reporting individual results is going to have to be higher, that the idea of clinical utility is going to have to be more stringent, that the process is going to have to be -- It is going to have to be more clear, and that more consideration is going to be given to how you return research results.



So that is really all I have to say.  I think this is an enormously complex issue.  It has changed -- I can honestly say, it has changed 180 degrees in the 15 years that I have been thinking about these issues, and the pressure to return research results has gotten enormously high.  But I think that there are still a number of really vexing ethical and, certainly, regulatory issues that are going to need to be addressed as you come up with guidelines for how to proceed in this area.  Thank you very much.



CHAIRMAN TILDEN:  Thank you very much.  



Our next speaker is Barbara Koenig, who is an anthropologist who studies contemporary biomedicine.  She is Professor of Medicine at the College of Medicine, Mayo Clinic, and faculty associate at the Center for Bioethics, University of Minnesota.



She serves as Co-Director of Mayo Clinic's program in professionalism and bioethics.  Previously, she served as the Executive Director of Stanford's University Center for Biomedical Ethics where she helped establish the Stanford program in genomics, ethics and society, an endeavor devoted to multi-disciplinary research and policy analysis of the challenges engendered by molecular genetics.



At Stanford, she conducted in-depth analyses of the social, ethical and legal implications of DNA testing for breast cancer genes, as well as genetic testing for Alzheimer's disease.



Her current research examines the ethical and policy implications of emerging knowledge in the genetics and neurobiology of addiction, as well as human subjects protections in DNA bio-repositories linked to electronic medical records.



She has formerly served on the Department of Health and Human Services Secretary's Advisory Committee on Genetic Testing.



DR. KOENIG:  Thanks.  Sorry that was so -- If I knew you were going to read it, I would have made it shorter, and I know I stand between you and the break.  So apologies for that, but I will do my best to go at lightning speed here.  I am the last person to speak.  



I apologize.  You don't have my slides, but then at least you don't have the difficulty that I am one of those pfutzers.  So they would have been different anyway.  So don't worry about it and just try and pay attention to what I am actually going to say.

This is mostly an outline.



I was asked to address the issues, we might say, beyond consent.  So if we think about tissue --  The charge was tissue repositories and consent related issues, but I am not sure:  Is consent the correct starting point?  I want to even question that and move us a little beyond individual informed consent.



So biobanks and tissue repositories present some unique challenges to human subjects protection, and one of those challenges, I think, is how much work can informed consent do as opposed to the many other means we have at our disposal to help protect human subjects; and should we rely more on governance and best practice kinds of models, and how would those work, and how would that intersect with consent and, if so, how might those things be implemented?



So the overview of what I am going to say, quickly, is again issues of moving beyond consent and governance.  By that, I don't mean just the issue of when can you do waivers.  



So since I am an anthropologist, I am more involved in trying to think about and study practice.  I am not so much involved in the nature of the rule, the HIPAA versus CLIA versus Common Rule, etcetera.  I am less involved in what the actual words say on pages, and I am going to try and focus more on some practice issues.



One of the main things I am going to cover is a different way of doing sort of the entry level or thinking about how biobanks should be set up, and tissue repositories, models based on one particular form of community engagement which is usually called deliberative democracy, a deliberative democracy kind of approach.



I am also going to make the argument that one of the things we haven't done in human subjects protection -- we haven't relied very much on empirical research in our policy making.  



So I am going to give you a 30,000 feet overview of a whole bunch of studies that are currently underway that are trying to gather some important evidence about where we are about what people want.  Ellen alluded to some of those, and I will just do it really quickly.



Then finally, at the end I have about three sort of leftover concerns that I will try and put on the table.



Another reminder -- other people have said this -- what is at stake in this?  There is a huge amount at stake.  At this point in time, we are at this point where the rhetoric of individualized medicine is dominant.  We see it all the time, and  predictive genomic risk assessment based on these biorepositories is really important.  



So we really need to get this right.  There is an enormous amount at stake, because if we have so many privacy protections that this research can't be done, the main outcome is going to be that all of these products are going to go onto the market -- and let me show you just two examples in terms of direct to consumer issues.



This was considered by another advisory group to the Secretary last week.  All of these things are going to flood on the market without being evaluated, and I don't think that is an outcome that any of us want.  So we do have to -- The balance is going to be complicated.



So we also have -- this has been mentioned -- a rapidly changing research environment, but in contrast I think we have a static regulatory environment, which has been based on incrementalism, maybe a little -- We've gotten so -- Belmont and HIPAA are so enshrined that we are really sort of afraid to try and change them, because we've gotten that far.  If we change them, uh-oh, what will happen if we change them?



I know a lot of people share that concern, but the research environment is changing enormously.  Mark Rothstein made that point.  We have these very, very comprehensive now NIH data sharing requirements.  



All of the Genome-Wide Association data that is done with NIH funding are going to need to be shared.  This is the website of the dbGaP, the data base of genomics and phenotype.  So this is a different way of doing research.



I can tell you, since I studied under one of the framers of the Belmont, they did not have this kind of research in mind.



I also would suggest that what we are going to be facing in the next few years is an expanded view, a changed view, of the research therapy continuum and the boundary.



When we say with words on paper something is researched, something is clinical, that appears to be fairly simple and straightforward, but in the world of practice, as we all know, that is much more complicated.



One of the issues we -- One of the debates on the table is the increasing awareness of what some people -- Henry Richardson, for example -- have called ancillary care obligations.  He talks about it in research-poor settings, but I think we see this a lot.



I am at the Mayo  Clinic.  The individuals who agree to be part of our biorepositories have a unique kind of trust in our organization, and we can't just say, well, this is research, so that doesn't apply.



The incidental findings study was just mentioned by Ellen.  Incidental findings are going to increasingly be an issue as we store all this material.  And there is also the technological change, I think, in the way the research is done, in and of itself, is a challenge.  



By that, I mean if we are soon to the point that DNA is collected on every patient as part of personalized medicine endeavors, how is that going to change the research therapy, the boundary; because, clearly, we are not going to get another sample and re-do their whole genome or re-do their whole sequence, because we are now calling it research.  



So it is going to be an interesting dynamic, and I think it might fundamentally transform the way we have to think about this.



Returning results is another issue Ellen just mentioned.  My former Stanford colleague, Hank Greely, also has made the same point as Bartha Knoppers, and this is from a recent article of his, "The choice not to return clinically meaningful results seems, at least in extreme situations, immoral, possible illegal, and certainly unwise, and he uses a particular example of colon cancer genetics.



So these are -- We are increasingly seeing these very, very strong statements about this change.



Okay.  So we need to start thinking about how to plan for a brand new way of doing research.  Can we rely on lessons from the past?  I thought a bit about the HapMap.  You have people -- You have Patricia Marshall on your committee, who was part of that group, as well as Ellen.



I think that the HapMap, in terms of thinking about working with communities or community consent engagement as opposed to individual consent -- that was a very different project.  



I don't think it is going to help us much with this next phase, because that was a focus on identifiable communities.  It was definitely an experiment in community engagement, about the desires of communities and their expectations for research, but it definitely did not define a new model of community consent.



Rather, the community engagement went forward, and there was no abandonment of individual informed consent.  I just want to make that clear.  Hopefully, I got that right.  So I don't think it -- It doesn't provide a model for engaging with citizens more generally also, partly because it was focused on unique communities in the U.S. with, in some cases, identifiable communities that already had a consent -- a group understanding of their own relationship to each other.



So let me turn now to the issue of empirical studies to advance our understanding of these issues, and there are many of them in process.  I will make a couple -- I will just talk about a couple of them, just so you are aware of them.  



That might actually be a recommendation that I would make, is that as you are seriously taking up this issue, you might want to -- Most of these studies are still in process, but you might want to think about having the results presented here.



So one study is Making Every  Voice Count: Public Consultation on Genetics, Environment and Health.  Another is something called the eMERGE network.  I will say more about that.  It is an NHGRI U award mechanism.



Then there is an expanded network of individuals through the Center of Excellence on ELSI research, working on some of these issues, and I will say a bit about some of those other studies.



The CTSA mechanism has taken this on a little bit but not very comprehensively yet.  



So the Every  Voice Counts study, Kathy Hudson at Johns Hopkins -- her group is in the process, and they are just -- They've got a lot of work in press -- or under review, but nothing -- but it will be very interesting, because they have tried to do a comprehensive assessment of what the community really wants.  They have done a lot of focus groups.  They have done community leader interviews.  



They have done a big national survey, and they have also conducted some town hall meetings to try and get advice about how the United States should proceed, if we do a large study, essentially a biobank linking, to look at environmental disease risk.



The NHGRI eMERGE Consortium, which stands for electronic medical records and genomics, includes the five groups I have listed on this slide.  I won't -- I can provide the Committee with a document summarizing all the studies, but there are many, many studies going on that include analyses of deliberative democracy approaches, of focus group studies, of stakeholder deliberations, and many different studies which are very interesting.



One of the unique things about this particular model is that it integrates the bioethics research into the ongoing projects, and I think that is an ideal way to do this and, therefore, it is very promising.



This is just a schematic of what we were doing at Mayo.  You can see on the left side are these studies of biorepositories for heart disease, and on the right side in yellow are our consenting and deliberation studies, which are literally being done in parallel.  It is just an interesting model which I point out to you.



Deliberative democracy is a somewhat different and unique approach.  It has been used more in Europe and Canada and other parts of the world than in the United States.  These are two slides.



I have been part of a collaboration with the University of British Columbia.  We have also done a deliberation in Olmstead County, Minnesota.  It is a plan for a specific Mayo Clinic biobank, and I am going to now tell you some of the key features of deliberation, because I think it is -- and why we did that.



A big issue is that genomic research, in particular, elicits profound hopes, desires, and social anxieties.  It is really something where you want to engage with the public, because the public has a lot to say about this, and we need to balance scientific gains with social concerns.  



They are not just technical issues, but they are social and political.  So it is appropriate to use a more political process to deal with this.



Finally, there is a need to address these issues in an open, informed manner, engaging the community before implementation.  So most of these deliberation exercises are done in advance.



It is a practice with roots in political theory.  It is an attempt to compensate -- and this is really important -- to compensate for a deficit in direct participation in contemporary democracies, because we all know how these Secretarial committees work.  I have served on them before, and we follow the rules.  



We post things on the Federal Register, etcetera, but we all know that it is particular interest groups that are more likely to have their voice heard.  We don't have a lot of good ways to get the voices into the debate of individuals who don't have a preexisting stake.  This is a means of trying to do that.



It is not mediated by political parties or organized lobbies or interests or any form of expertise.  So you try and put that aside.  And it assumes that individual actors with -- The deliberation approach assumes that individual actors with divergent interests can reach a productive exchange of ideas, not merely restate entrenched positions.



So it has some lofty idealistic goals, but then so does American democracy.



Let me give you a couple of examples.  This is a tradition within the Anglo-Saxon system.  It is related to trial by jury.  It has been used -- Citizens' juries have been used for many complex science projects, and it has been extended to inquiry about contentious issues.



The CDC, for example, has used deliberation to think about some of their planning for pandemic flu, and it has been very successful in that arena. 



It has also been used for more traditional democratic issues.  For example, how should we change a voting system in a province in Canada, British Columbia.



So the goal -- it is not just to inform or educate the community.  It seeks genuine discussion among representative community members, and this is also critical:  You try and get the members of the community to elicit their values so that they can then make non-binding recommendations about implementation, governance, and long term community oversight.



So think of it -- These techniques are really meant -- and this is why it moves beyond consent.  You are essentially asking people to rely on the deliberations of their fellow citizens to think about how the governance of biospecimens repositories should work.



So then some of those complicated questions -- You don't specify things ahead with consent, but people agree, basically, to listen to what their fellow citizens have recommended, and often these longstanding procedures will recommend things like ongoing community oversight, and there are many examples in the field.



Marshfield Clinic has a very successful community advisory board, etcetera.  So I think it is a promising approach.



So in summary about the deliberative democracy, it provides a substitute for expert knowledge.  The goal is not simply to let different perspectives or points of view be expressed, but to make real tradeoffs and compromises and encouraging the formulation of policy recommendations.



Let me tell you just quickly -- I have changed the slide format.  These are slides that we just -- We just did a session at the ELSI meeting in  Cleveland.  It was an anniversary celebration of the Ethical, Legal and Social Implications Program.



Two of my colleagues who have made real progress in this area of empirical research -- I am going to just highlight Laura Beskow and Wylie Burke's projects very, very briefly.



So Laura Beskow has just published a really interesting article in Cancer, Epidemiology and Biomarkers Prevention which you may want to take a look at about participants understand.  I won't say anything more about it, other than to say that I think it is really an important piece of work.



I am going to skip through this, because you can read those studies.  She is also working very hard on simplifying informed consent for biorepositories.



Now this is something that -- We hear this over and over again.  If I can think of one thing I have heard in the Federal arena, everyone wants things shorter, simpler, easier to understand, and we can't seem to make it happen.



So I am not sure if this round of reform will do it but, nonetheless, some of us are still trying.



So she is really working hard.  We are going to do the same thing at Mayo, actually, in terms of developing simplified consent processes which can then be tested.  So she is testing a long versus a short version.  We are going to be doing the same thing as part of this eMERGE consortium at Mayo.



Wylie Burke has another set of studies as part of this consortium.  Actually, Laura's is not part of the consortium, but we have brought here into our midst.



They are doing a particularly problematic set of issues, especially patients in an Alzheimer's disease database.  So it is a particularly interesting project.



So she is doing a whole bunch of things.  They are just summarized on this slide.  They are doing a year-long deliberative small group process, different than the one I just described, for Rochester; because there are many ways of doing deliberation.  



They are doing a set of deliberations with different stakeholders, one with consumers, one with researchers, and one with IRBs and group health leadership.  The goals are to develop a shared understanding and to achieve consensus and to contribute to the larger discussion.



I think I am going to skip these two.  Okay, so let me -- because I see I am just close to the end of my 15 minutes.



So the leftover concerns that I want to mention very, very briefly:  One -- and this, I think, hasn't been mentioned explicitly, but we need to harmonize HIPAA, CLIA, etcetera, but I think we also need  some additional harmonization with the newly released NIH genome-wide association studies, because that is another area where I think some consistency would be useful.



Certificates of confidentiality, for example, are an issue.  The new NIH policies require certificates, and yet it's the same issue that we have talked about before.  



Certificates were designed for study by study, but they don't have any provision for ongoing biospecimen repositories that are set up to be a resource.  So again, it is the issue, it doesn't really quite fit the model.



The other leftover concern is Mark Rothstein talked about the identifiability issue.  I think the question of DNA as a unique identifier is something that you might want to reconsider.  I know that OHRP did consider the contradictions arising from -- I think that you might want to consider the contradictions arising from the ruling that DNA does not constitute a biological identifier under existing rules.



Essentially, that has led to a changed policy for sharing that is controlled by data access committees rather than by IRBs.  I don't have strong feelings about this, either one way or the other, but the one thing I am concerned about is the potential problem with what is happening on one side versus the other.



So we have -- In the context of the IRB review and the data access committee, we are declaring DNA not to be a unique identifier.  Then when we turn over to the issue of potential FOIA issues, meaning that if this data is held in databases that are protected under -- held by NIH, for example, we have a completely different argument, that we don't need to worry about this being subject to subpoena, etcetera, because the DNA is excluded under FOIA because it is personal information.



I think that we are not going to be able to have it both ways.  It can't be -- You know, possibly there is some preliminary legal rulings that this may hold, but I'm a little nervous about it.  So I just would like some more discussion and debate about that.



The protection from group harms is another area which I think we need more discussion on.  The categorization of -- and one of the ways to think about that is to think more seriously about categorization of biorepository samples in terms of how they are put in these repositories.



Often, that is not thought of as an ethical issue, but I think it really needs to be.  Do we talk about these things?  Do we talk about ancestry, race or who is considered a racialized group, or self-identified ethnicity?



I think how we do that counting and collection is going to have an impact on our health disparities research agenda.



So an additional leftover concern is that I think we should try and expand our discussion further than just the bounds of the United States.  I think we might need to consider more international harmonization, and there are many, many discussions going on internationally, because all of these samples and the research -- they are all going to cross boundaries.  They are not going to stay in one area.  So I think we need to think about that.



Mark Rothstein made the point, I think quite well, that patients will give consent and authorization to use their tissue and records, but they want to be asked, and I agree with that. 



One of the things that I think this body of empirical research can do is to help us expand that.  So that is essentially my conclusion, is that the devil about this is in the details.  So exactly who to ask and how to ask is not yet fully clear.  We don't have the answers.



The role of the community in developing governance and in long term oversight must be developed, nurtured and sustained.  We don't know yet how to strike the right balance between upfront consent and later governance, but that is the real challenge.



So we need to move -- We need to develop that balance between consent to governance models.  Thanks.  So please take your break.



CHAIRMAN TILDEN:  I'll second that motion.  We will take a 15-minute break, and come back and have our discussion with the panelists.



(Whereupon, the foregoing matter went off the record at 10:37 a.m. and went back on the record at 10:58 a.m.)



CHAIRMAN TILDEN:  So, David, I hate to start off like this, but generally, I just go around the table, and I will start over on that far end.  Lisa knows this process.  So she has probably arranged to be at her seat.  Ah, here she is.  Okay.  Hi, Lisa.



Dr. O'Rourke has graciously offered to be a moderator for the panel.  So in response to your questions, she may ask the panelists or different panelists to respond to try to get a complete answer.  So, Lisa, if you want to kick off then, if you have any questions or comments of our panelists.



DR. LEIDEN:  First of all, thank you all very much for putting together these presentations and taking the time today to come here and present, because I think it is only with the collective knowledge that you all represent that we are -- at least, I will admit that I have learned a great deal.



I did hear quite a bit of variety about the issue of consent and reporting back results to individuals.  I also heard about the involvement of community, and I know that some places -- certainly, in Texas we have seen a great community model with some of the work with the bio-safety level 4 facility that they had, but engaging the community, which is actually a part of the accreditation standards would be something to consider for this area.



So I think more than anything I was intrigued by the differences in some of your presentations in striving to come to probably, hopefully, uniform conclusions.  I am wondering what we can then do for you as you make your steps forward.  So I will turn the floor back to you all.



DR. O'ROURKE:  Okay.  So the jump ball is what can they do for us.



DR. LEIDEN:  Correct.



DR. O'ROURKE:  All right.  Mark?  I like being moderator.  



DR. ROTHSTEIN:  Could I be moderator?  



DR. O'ROURKE:  No.  



DR. ROTHSTEIN:  Well, let me give you one suggestion, and I don't know how this plays out in the HHS hierarchy.  But in many areas there were recommendations from the various speakers about HIPAA and the Common Rule.  We need to do X, Y and Z.



The thought occurred to me that maybe there could be a joint working group of this committee and NCVHS which works on the recommendations to the Secretary on, among other things, the Privacy Rule.



I think a joint recommendation from this advisory committee and the advisory committee that deals routinely with HIPAA would have more weight and force, but I must admit, I don't have a model for that, and there may be some law that makes it a Federal offense to suggest it or something.  But I would recommend that it be looked into.



DR. O'ROURKE:  Others? I'll call myself.  I agree.  I think any action forward that could help with harmonization or even a concordance of definitions.  I think anything in that direction would be helpful.



The other elements that, I think, would also be extraordinarily important are things that go beyond just banking.  Genetic risk:  We are having a devil of a time figuring that out in the local community.  I think the whole issue of, you know, is DNA identifiable or not -- we have heard the various aspects of that, but maybe a dialogue on how we should be approaching genetic risk.



As I said in my presentation, I think there is oftentimes over-reading of the risk of genetic risk.  So that is one.



The other issue is children.  What do you do with children and tissue banks?  There is a lot of very important diseases, a lot of very important valuable tissue that we do have to go to the pediatric groups with:  Neonates, etcetera; what happens when -- you know, as they get older, do we do reconsent, etcetera?



I also think the issue of the research infrastructure.  If you talk to some folks who are getting -- I have heard as high as 30 minutes per subject to get consent for tissue banking.  



If you listen to these panels, there is a lot to go over there.  How are we going to do that, particularly when we hear personalized medicine -- everybody who comes through our front door, we are going to get a piece of you so that we can study all the stuff for the good of mankind.



Well, we never see the footnote and how exactly are you getting that consent, and what does that consent be, and how do you say, well, it is really not identifiable except some people think it might be, and how do you do that in eighth grade language?  It is hard.  Bill?



DR. GRIZZLE:  One thing I think you could be of help is to realize what practically happens when you are operating a tissue resource and the requirements go up and up.  What happens is that we basically do less and less.



For example,it becomes difficult to collect specimens on children, and I think that is a good example.  So what we will do is we will try to collect specimens on children, and then if the requirements are too high, we will just stop collecting tissues on children, because we don't have the resources to collect them.



I notice a big look of horror.  Well, that is the way it works, and so I think that you have to realize that.  For example, my budget in tissue resources have been flat for five years, and the choices are to pass the cost on to investigators at increasing charges, because I have to give my people raises every year, because they are very good.  They are very dedicated.  They have been with me a long time.



So I think, if you think about it clearly, you see something has to give.  What has to give is basically what we can do most efficiently for the greatest number of investigators.



So I think you can easily legislate us out of existence.  So I just urge you to realize that tissue resources perhaps may not be as dangerous as giving a drug to a patient, and yet many times we are subjected to some of the same type regulations.



DR. O'ROURKE:  I think we are ready for the next question.



MR. FORSTER:  All right.  You know, I have tried to come up with policies on this issue for my IRB, and of course, there's the difficulties that you have.  



You have DHHS agencies.  You have all the other agencies that have signed onto the Common Rule.  You have private companies that aren't under HIPAA, such as pharmaceutical companies.  You have institutions that are both private and public, and then you have state laws on ownership of DNA, etcetera, scattered cases of that.



So since there's a few lawyers up there on the panel, I was curious.  Many of you recommended that there be some overarching legal approach to this issue.  Have any of you thought of any legal way that you could come up with such an approach, given the diversity of the groups involved and the laws that are already existing?



DR. O'ROURKE:  The non-moderator pointed out that Ellen hasn't spoken yet.  







Neither, would I say, has Mark.  



DR. CLAYTON:  Well, the legal strategy to do that is for the Federal government to assert supremacy and to just say we are establishing a rule that governs the entire country.



Now that requires the Federal government, I would say -- I mean, if the Federal government is going to do that, it would be nice if they would go and become consistent among themselves.



I would say that another area where harmonization needs to take place is between the whole idea of returning results and CLIA.  It is not just a matter of saying CLIA is bad, because in fact, CLIA is a really good idea, in that it actually makes a difference when you track your samples to make sure that they actually belong to the particular person you think they are supposed to go to.



So the way the Federal government can do it is just to say that we are going to occupy the entire field a la ERISA.  On the other hand, I would certainly urge that,  before the Federal government were to do that, there is a lot of work that needs to be done.



DR. O'ROURKE:  Bill had a comment on this.



DR. GRIZZLE:  I want to take off my tissue hat and put on my researcher hat.



Nothing scares me more than to hear the idea of research results being returned to patients.  For example, I am one of the validation laboratories of the Early Detection Research Network that looks at the detection tests to detect cancer.



We had 10 proposals that came before us from well published tests in the literature, and we gave them blinded test samples to go off and to repeat and to come back to us with disease or no disease.  Nine out of 10 failed those tests.



So I would urge you, do not take research results too strongly.  I personally think that many, many tests in the literature are not valid at all, and to take a test or take something and apply it without many, many groups confirming it -- I think there is a great, great danger in this area.



DR. O'ROURKE:  Okay.  Barbara?



DR. KOENIG:  If I could just follow up on that a little bit.  I agree with the concerns about just returning anything for any reason, but I think one of other things we haven't really thought about are how do institutions come up with the policies and procedures and process for making determinations about when something should be returned.  



So I think of it more -- not just in the frame of what are the rights of people to have uncertain information, but also can we set up -- How do we figure out what those thresholds are?  I don't have any idea of how to do it, but I think it is -- I think we do have some obligations because of the changing nature of research.



I do think there are some things that meet that floor, and also then in terms in that we can involve communities and ongoing oversight boards in helping us to then ascertain whether the time is now right, so that it is not just a unilateral decision based on the research.  Obviously, then it also requires harmonization with CLIA as well.



DR. O'ROURKE:  Mark?



PROF. ROTHSTEIN:  I want -- Two points.  First on the recontact:  I think the question is not do you recontact individuals.  It is whether you offer to recontact them, because there are many people who don't want to be recontacted under any circumstances.



We had testimony from cancer survivors who said you can basically -- you can have my tissue on one condition; don't ever, ever, ever come back to me; I don't want to know anything about what you find; I'm psychologically putting this behind me, and so forth.



So you may want to offer individuals sort of tiered recontact options:  Get back in touch if you have information of clinical utility; get back in touch with me only if there are reproductive implications of your finding, etcetera, etcetera, etcetera.  Then at that point you would have experts determine whether there was, in fact, a clinical utility before you get back to them.  But I think, clearly, the offer needs to be conveyed at some point.



The other thing I want to emphasize -- and I am very aware of the burdens that we are placing on researchers, because you are not funded as a researcher to recontact anybody, and you are not funded in many instances at institutions to develop the kinds of informed consent mechanisms before the fact in terms of developing biobanks.



I think NIH and other funding agencies need to recognize that resources need to be put into the human side of research, not just to buy the latest whiz-bang sequencer or whatever equipment you need, but to recognize that there are human costs associated with doing right by the research participants, whether that is making the time so that they understand what they are getting involved with and what the risks and benefits are or whether it is facilitating the appropriate recontact when you've got information to share with them, etcetera.



This has, I think, been neglected for too long, and much -- maybe too much of the funding is focused on the actual -- you know, the manipulation of tissue and data and not on the people who started with the process on the front end and who are going to be most affected on the back end.



DR. O'ROURKE:  This conversation, I hope you don't mind, has sort of veered from what Federal legal thing to do to kind of recontact.  I would like to maybe continue on that for a little bit.



I also think -- and this is a very gnarly issue.  I think Ellen's various categories of types of recontact like a clinically valid, useful test that was overlooked versus, you know, 58 years ago you had my tissue and now you have found a marker, quite different.  But I get very nervous every time I hear tiered consent.



I love the concept.  The logistics are impossible, and particularly, we are talking huge banks.  I don't think I am good enough at writing a consent form that people can truly say, yeah, I checked this box, "cardiac, no lung."  Well, geez, those two live kind of close together; what about the pulmonary circulation?  Ah, I didn't mean that.



So both in terms of types of research, and then also in terms of coming back to you -- I don't trust you for making the judgment whether or not the information you have I am going to need for my reproductive decision making. 



I just think we get ourselves into knots on this.  This may sound punitive, but my feeling is that, if we can use your tissue, please -- these other rules and regulations we will use.  There is no tiered.  It is everything or nothing.  I hope, Sue McAndrews from OCR, you are closing your ears.



I don't think I can truly deliver what maybe you think it is I am delivering.  So maybe tiered consent would be another thing to get other people to think about.  Bill?



DR. GRIZZLE:  There are some other issues here, and I have gotten involved in them before.  It never fails, when you try to do a favor, somebody comes and says, oh, please take this tissue from me, because I have this specific disease, and I really want to help in knowledge of this area.



You take it, and then they come back to you and say, well, what research was done with it, and you sort of give them some vague descriptions.  Then they say, well, no, I wanted my research to go for other things.



So this becomes a Pandora's box when you start talking about -- I am, again, I guess, coming back to recontact and tell people results that came from the research done with the disease, because I place tissues where investigators need tissues to solve problems.  I cannot place tissues according to how you want them placed as a patient.  



I don't have time.  I don't have the effort, plus I will never be able to satisfy you that the tissues have gone in the right direction.



I would like to go back to this idea, well, to me, the dangerous person is an investigator who thinks their test is the greatest thing since sliced bread, because inevitably it is not.  That researcher can do more harm by contacting patients than we will ever do.



So, therefore, I really can't tell you how frightening it is to me to have the idea of research results going back to patients.



DR. O'ROURKE:  So, Bill,  how do you feel about research results going back to patients?  Okay.  Mark, then Barbara.  First, Barbara.



DR. KOENIG:  Well, just to follow up a little bit -- I am actually following up on Mark on the idea of offering results.  I appreciate that distinction, that we are not saying it, but I also think that we don't really have -- I mean, I think that is again a theoretical construct.



I think, yes, it is the case that there may be people who say up front, don't ever contact me again, but do they really mean it, and do they really understand it when they are making that suggestion?



So I think there may be a small number of people who really do, but I think often we haven't, I think, phrased it -- we haven't offered them other opportunities like, you know, a group of people very much like you will help make that decision; because I agree that we can't do the dial-up consent forms up front.  We are just not smart enough.



We can't -- The tiered consent models are so general, I am not sure that they are really meaningful.  It is almost like I am recreating in my mind an earlier debate in bioethics in which we spent a lot of time and ink on the issue of whether, in advance directives, we should make people specify all of the level of things:  Do you want a ventilator?  Do you want dialysis?  Do you want this, that and the other thing?  And it turned out that that whole enterprise just failed.  It didn't really work very well, because we don't have the ability to do that.



So anyway, I do agree that there are some people who really -- There are a small number of people who may want to just never be contacted, but maybe they should just not -- maybe it should be a yes or no, and maybe that small number of people should just be out.  I don't know.



PROF. ROTHSTEIN:  Well, I'd like to attempt to answer the actual question that was asked dealing with law and how that may play a part in this.



As Ellen mentioned during her main talk, it turns out that people tend not to want to take the tests that they are offered for two reasons.  One is they psychologically can't deal with the results, and this has been shown in all the Huntington Disease studies.  The other is they are worried about the consequences of getting a result for themselves and their family members in terms of employability, insurability and so forth.



As I am sure everyone knows, on May 21st of this year the President finally signed the Genetic Information Nondiscrimination Act, which had been pending in Congress for 13 years.  The ostensible purpose of this law is to give individuals assurances that they can have genetic testing and engage in genetic research and so forth without fear of the consequences.



Unfortunately, the law does not deliver what it promises, and it would be a long discourse to tell you why GINA is unlikely to be effective at all, but I will give you sort of the snide response.



That is, how effective is any law that passes both houses of Congress that only one person voted against?  How likely is that to actually do anything?  The answer is it is not very likely.



I don't want to go into details, but the point of my bringing this up is that we, I think, do not -- We should not rely on the existence of this law to allay the fears of individuals who are worried about participating in research and availing themselves of clinical genetic services



I will just give you one brief example.  The law only applies to health insurance and employment discrimination.  People are worried about disability insurance, long term care insurance, and life insurance and other uses of the information that GINA doesn't even attempt to address.  So it is not clear to me that people will now be confident enough to participate in genetic research thinking that no bad things can happen to them.



DR. O'ROURKE:  Okay.  Since we seem to have answered giving research results back, if there are any comments on this topic, recontacting?  No?  Okay, Patty, did you have your hand up?



DR. MARSHALL:  I did.  Thank you, Pearl.  First of all, thank you all for your excellent presentations.



I was sitting here feeling just so in touch with the scope and the breadth of the issues and challenges that we face in relation to tissue repositories, but the comment that I wanted to make was directly related to the potential -- or how people feel about recontacting.



All of you -- I have said this before, but it seems so particularly relevant to this issue of informed consent and how people make sense of the options.  So I apologize if this finding is stuck in your brain, but it just seems so relevant.



I am doing a multi-site,  international study, randomized trial looking at the impact of an educational video tape on comprehension of informed consent to genetic epidemiological research.  One site, we've got preliminary analysis available at the Cleveland site.  



This involves a sib study of colon cancer.  What we found is that the people who are involved in our informed consent study -- the ones who saw the video tape, not surprisingly, are much more likely, significantly more likely to understand, to report that they are involved in a study of the genetic inheritance of colon cancer.



When we compared our cohort, those who participated in this educational study, with all of the other people, close to 2000, who have donated samples for the sib study, our people look different.  



Our people were significantly more likely to be conservative in their willingness to allow future use of their sample, and  significantly more likely to either say that they only wanted the sample used in just the one study or that they had to be contacted -- recontacted.



The other thing that you should know about our cohort both here in the United States and in Nigeria, we have got a cohort of now more than 1200 individuals, everyone here in the United States is someone of African heritage, African -- self-identified African Americans and, in Nigeria, Yoruba.



That was just a comment.  



DR. CLAYTON:  I am going to follow up just a minute.  I was going to say something about returning research results, and now I will.



First of all, I think it is important to realize that the CDC NCHGR Working Group that addressed this issue a long time was actually formed in response to two things, or formed in response to one thing and then another thing arose.



One was that the CDC in the NHANES study had actually promised to return results to people, and the dilemma that they faced was that they all of a sudden were doing genetic testing, and they hadn't talked enough about genetic testing to know whether to return results.



So that was actually, you know, one of the instigators for this particular project.  



The second thing that happened at that point was that this was shortly after BRCA I and II were identified, and I know Bill is very well aware of this.  But there were some reports of pathologists calling people up out of the blue and telling them that they had germ line mutations in BRCA I and II, which Francis was hearing a lot about.  So we were hearing a lot about it, too.



So I just want to say that this -- you know, this issue about whether research is a source of information, clinically relevant information, is really a deeply seated one that goes back a long way.  It is not brand new.



The other thing that I would say is about the issue of offer, and this comes up in the incidental findings.  I want to identify a particular problem that I have with that.



Given that people who are at risk for a particular disorder, when offered a screening or a diagnostic test at the front end, may or may not pursue it, for the reasons that Mark identified, whether it be genetic, whether it be colonoscopy, whatever it is that you are screening for, by whatever modality.



It is one thing to make that decision in that setting.  It is another thing for someone to call you up and say, we've done the test and we know the result, do you want to know it.  



I just think that feels bad.  I mean, I think that you can -- You know, it is still possible to say no, but I think that the idea that someone knows something about you, and you suspect, well, they wouldn't have called me unless it was bad, and then you are just fretting.



So  I think the idea -- So I think this issue of offer, which a lot of people have talked about, you know, once research results is in hand, is particularly problematic, even more problematic than having people get -- you know, them be offered the test clinically and make up their mind whether to do it or not.



To be really clear, Bill and I are on the same page on this one.  I am really reluctant in general to say that people should be given individual research results, for all the reasons that he identified.  



Incidental findings may be something else.  Preexisting, clinically valid information may be something else, but the idea of research results really makes me frightened, for the reasons that Bill so well identified.  He asked me not to leave him hanging out there.  So I'm not.



DR. BIERER  Okay.  So I wasn't going to talk about research results, but now I will.  First, I want to also thank the panel for having educated us so well about the real complexities in this entire area.



Around research results, there are two questions that I have, neither of which you really illuminated.



One was the role of the IRB in adjudicating when, how and to whom the research results should go.  In other words, if there is a time when research results, not incidental findings, not missed findings, are found to ask the investigators to go back to the IRB with a plan and with all of the sort of nuanced, to borrow a word, issues at that stage, and let the IRB, if they so choose, to call upon an expert panel for the biomedical advice, but really think through some of these issues.  That is the first question.



The second is my great concern, whether we interpose a patient's physician in this mix or not, which I think they duly belong, is that we have a workforce that is absolutely unable in general to interpret, understand and think through with their patients the relevant information, implications and conclusions of the work that we are doing.



I think that one thing that we haven't talked about here is the education not only of the community, but also of the  workforce itself, the health care providers, in this area.



DR. O'ROURKE:  Ellen is jumping.



DR. CLAYTON:  Well, I think I can answer both of those.  First of all, the process that you identified for IRB review plus/minus scientific oversight is exactly what I had in mind, and I think different institutions will handle it in different ways, but that is certainly one way of approaching it.



I also had in mind that -- and I also said that in many cases the PCP is not going to know what the research results mean.  So that, therefore, means that, if information is going to go back to the research participant, something that I think should only rarely happen, then it is incumbent on the investigator and the IRB or whatever the oversight body to make sure that there is somebody in the loop who knows what in the world this means and how to deal with that.  But the idea of just calling up a patient and/or the patient's physician and saying, here we go, we got some results, and just leaving them out there is probably unacceptable.



DR. KOENIG:  I just want to get on board with Bill and Ellen to say that I actually am also not in favor of just sort of randomly returning completely speculative, unproven research results just so everyone -- just on a sort of rights based approach that, because it is information about me, I can have it, I sort of own it and whatever.  I don't think that is a productive approach.



On the specific two questions about the role -- especially, the role of the IRB, I actually think that would be a hugely -- a huge, huge, huge mistake, because my assessment -- and I may be wrong, but my assessment of the state of the IRB system nationally is that it is not functional, that it is not functional enough.  



It is wildly overburdened, that if we put anymore things on it, it is going to be a catastrophe.  So I don't think it actually -- I don't think it is actually an IRB responsibility.  



I would much rather have it with another group closer to the management of the repositories, and maybe they would have some consultative relationship with their IRB, but I just think it is the wrong place, and I totally agree with all the issues about physicians not having knowledge.



PROF. ROTHSTEIN:  I just want to clarify my position on the offer of recontact.  I am not suggesting that this should be done after the researchers find anything.  I want to get in line with the prevailing sentiment, that  (a) recontact should be a very rare occasion and should be disclosed in most places up front.  But the offer to recontact should be part of the informed consent process, not after the fact, and no phone calls saying I know something that you don't.  So that is not at all what I am suggesting.  



The other thing I want to present to you is that, when we are thinking about public policy with regard to genetic information, I think that too often at both the Federal level and the state level decision makers, policy makers, have jumped for the genetic specific answer or approach to a problem, and this makes things, in my judgment, worse.



There are 12 states that have laws that require explicit informed consent before you can do any genetic test in the clinical setting, and 10 of the 12 require that the informed consent be in writing.



Now think about -- I mean, the idea was you are going to do some either genome-wide test or a test for a rare monogenic disorder that would have major impacts on the individual.  But if you think ahead to all the sort of the pharmacogenomic tests that are likely to be given in clinical settings, I think it is impractical, unwise, unnecessary, etcetera, to require a written informed consent before you can do a specific tiny test to see whether you want to give drug A or B and in what dosage all the time.



That should be part of the regular informed consent process that clinicians exercise on a day-in and day-out basis, and that is where, I think, bodies such as yours and others need to convince policy makers who are trying to do the right thing that you are maybe making things worse by layering on additional requirements just because it is "genetic" in nature.



That makes things more expensive.  We don't have the people to do this, and they are getting forms filled out for no value and so forth.



DR. O'ROURKE:  Since I have the moderator role here, what I would like to do is maybe take one or two last comments on this return of research results, because we are assuming we got the specimens in there to have research results, which I think is also a major issue; and I think one piece of this, to my mind, is if we are looking at the construct as people who donate tissue into a repository are research subjects, if there is going to recontact, I do think the IRB at least has some authority and responsibility over that process, because it really is an amendment to whatever the protocol was.  I'm sorry, you had a comment? 



DR. POWE:  So I wanted to speak to the research result issue.  The way I think about this is research is incremental.  You know, often what will happen, study one, someone looking, let's say, at genetic variation, trying to establish that the presence of a marker might be related to pathophysiology.  



So let's say someone donates their specimens, and the researcher is looking at that, looking at genetic variation or variation in other biological processes and, for whatever reasons, let's say, doesn't return the results to the participants.



Then five years later, another researcher comes along, maybe in this study or in another, and relates that genetic variation to disease progression.  Does that then heighten the responsibility to pass that information?



Let's say then another three to five years goes by, and a researcher comes and shows that they actually have an intervention that would halt disease progression.  To me, that is where we are getting give the information back to me so that it actually is actionable, and I can do something about it.



You know, let's say that final study comes along, and a participant says, well, can I go back to the researcher and get my result to know what happened, you know, what my risk was.  



So I just wanted to see what the panel thought about those kinds of issues.



DR. GRIZZLE:  The problem with that scenario you described is it was one researcher looking at one thing, and another researcher looking at another thing, and another researcher looking at an additional thing.



There has to be many researchers looking at the same thing, and they all get the same results before that can be made clinically useful, and I am really concerned, because somehow I am not getting my message across.  I guess my message across is really that probably 10 percent of research is correct in the literature, and I know that is hard to accept.  But it might be 20, but it is certainly not 50.



That's what I always tell my graduate students.  If you are trying to confirm research in the literature and you can't confirm it, do not feel bad about it, because it is probably wrong.



Let me give you another example.  There was a test that was published in high peer reviewed journals that said that with a 99 percent confidence and 100 percent specificity, they could detect prostate cancer on serum.  Okay?



Then somebody came out and said they could do it to detect ovarian cancer on serum, and a company was set up, and it was almost pushed through the FDA when the FDA said stop.



Now we were left to confirm that results, and the initial investigator worked with my lab, and we used an independent set of samples, and guess what.  We couldn't do it even with a 50 percent probability.  We were at a flip of a coin.



So no research can be used in clinical decisions, and the idea of, well, let the IRB decide.  Let's set up a group.  Well, to get that paper published, it had to go through at least three peer reviewed groups that were supposedly experts in the area, and they have passed on it.  Why do you think that another group might not make the same mistake?



Research is research.  It is not valid clinical information, and we are heading down a very bad road.



DR. GOLDKIND:  So I would like to ask the flip side of this question.  Recognizing that the return of research results is very nuanced and complex and that scientific results are subject to error and are difficult to duplicate at times, I am going to ask a general question.



Suppose the informed consent document states clearly that research results will not be returned to the subjects, and during the course of the research the investigators decide that there is information that has been gleaned that a reasonable person might want to know.



How binding do you all think -- Does that change your discussion of the return of research results?



DR. GRIZZLE:  No.  Again, research is research, and I am not talking about my tissue hat.  I'm talking about a researcher and, you know, out of my lab we usually confirm things three or four times before we publish it, but that doesn't mean it is correct; because in the case that I gave you about the ability to identify prostate cancer, we went back and looked at the initial test set, and that initial test set could still identify prostate cancer.



So what was the problem?  The problem was there was a bias in the initial test set.  The samples of the cancer cases had not been collected the same way as the cases of non-cancer.  So the technique was identifying a bias.  It was not identifying the difference between cancer and non-cancer.



There is no statistical method that can identify a bias, and many times the bias is the major problem with a lot of research results.  



So if I am going to have my left arm removed as a cure for XYZ, I do not want one article in the literature to make that decision or one investigator telling me that I need to get my right arm or left arm removed.  I want it done by multiple investigators with multiple sample sets, and that is not the standard that you are talking about.



DR. O'ROURKE:  I am going to call on Sam just for a second here, because I want to respect sort of getting other questions out.  So I will ask for your advice at this point.



CHAIRMAN TILDEN:  I think you got several more committee members who probably have questions of a different variety.



DR. O'ROURKE:  Okay.  So we can return to this, if need be.



DR. GENEL:  Well, I will make an observation, as prompted in part by Mark Rothstein's comments earlier regarding the limitations of the Genetic Information Nondiscrimination Act.



My observation should not be taken as a political statement, but I think to a great extent, our nation's obsession with privacy really relates to a fragmented health care system in which insurance is tied to employment and provided by for-profit insurance companies that seek to calibrate risk with cost.



I think, if we fix that and provided some sort of system of universal health care, a lot of the issues with privacy -- not all of them, but a lot of the issues, I think, would go away.  



It is certainly not the case that privacy is as much an issue in, say, Western European companies where there is a universal health care system as it is in this country.



So that is my observation.  I don't know that this is anything this committee can do anything about, but it is an observation, for what it is worth.



The other thing I would want to ask is a follow-up on something also that you mentioned, Mark, and that is the interagency committee on harmonization.  



We have been talking about harmonization for a couple of years, and it's the first time I have heard that there is, in fact, an HHS committee.  Can anybody provide me with an update on what exactly is going on with that?



MS. BLEDSOE:  Yes.  This is a committee.  It is an HHS trans-agency task force that is trying to address some of the legal and ethical issues related to human specimens and research.  



It is specifically looking at areas of inconsistencies between the Common Rule, the FDA regulations, and the Privacy Rule.  We have -- It is being led by our office, the Clinical Research, Policy Analysis and Coordination Program at the NIH.



We have representatives from OHRP, from FDA, from OCR, AHRQ, CDC, and ASPE, and we have begun to look, in particular, at some of the inconsistencies and other recommendations that were mentioned in the PRIM&R white paper, looking at where regulatory change might actually be needed and where additional guidance might be helpful.



So we are beginning to go through there and tease out some of those issues, recognizing that most of the change would have to be within the agency and not from this task force.



We are also looking at ways we can try to address or at least clarify some of the differences in terminology, particularly around identifiability.



DR. GENEL:  May I follow up on that?  Are you only looking -- Is the task force only looking at tissue samples and not some of the other cases?



MS. BLEDSOE:  It's specimens and data, because many times the issues are very closely related.



DR. GENEL:  And to whom does the task force report?



MS. BLEDSOE:  Well, we are -- Each of the agencies has a representative on the task force, and we go back to our agencies with ideas and the concepts that we discuss in the group.



DR. GENEL:  If I may say so, that does not seem to me like anything that is likely to prompt quick action.  That is an observation.



DR. BOTKIN:  I have a couple of quick comments, hopefully quick, and then a fairly specific question.  



The first goes back to Barbara's comment, just noting that the increasing development of data repositories is raising a lot of the same issues the tissue repositories do, and as we are digitalizing images and getting expression profiles and ultimately cheap DNA sequence information, those will all be deposited on a hard drive someplace, and those are raising a lot of the same kinds of problems that we are talking about with tissues.



Our university, like many others, is tackling the tissue repository issue, and the long term development of that initiative is to link those tissue resources with public health databases, Utah population databases which is pedigrees, medical records both within our institution and outside, etcetera.



We are perceiving the problems associated with tissue banking to be significant, but they may well pale with the complexities of linking those databases increasingly.  



So I know there is some activity around the country with those kinds of issues, and at least from my perspective, I very much appreciated Barbara's perspective on this, which is that we may need to think through other ways to approach these problems other than an individual consent model; because as these data and tissues exist outside the direct participation of a lot of individuals with the research, we need to think of ways of appropriately protecting their interests without necessarily directly involving them in the research activity.



Another quick comment, and it may spark some return comment, is that what our institution is consistently seeing with the conduct of research associated with tissue banking is that sponsors want tissues, and they want blanket approval for doing whatever they choose to do with them in the future.



This is particularly true of a lot of the cancer collaborative groups.  They want open-ended consent.  They don't even want it restricted to just cancer related research, and we are certainly seeing it with commercial sponsors who want the tissues, and they don't want any restrictions on what they can do with it.



Our institution has had a failing battle to try to uphold the HIPAA standard here, and we are losing.  What we are hearing from those sponsors is why is it that your institution is different than everybody else?  Nobody else is paying attention to this.



Now maybe this is -- Okay, so this may well be a comment of rhetorical approach, but perhaps that leads to the question.  What do we know about -- if anything, about institutions' compliance with this HIPAA standard?  



I am suspecting that a lot of institutions are simply ignoring that requirement, and I am not aware of anybody having been sanctioned for ignoring that.  



It is not a solution to the problem, but to the extent that there is a conflict between the Common Rule and HIPAA in this regard, it is perhaps being resolved simply by institutions ignoring the HIPAA requirements in that regard.



So I would be interested in anybody who has any information or perspectives on that.



Then lastly, this is a more specific question.  In 2004 OHRP did provide some guidance on tissue banking.  I don't think anybody touched on that with their presentation, but basically, the concept being that the investigator who receives tissues, if he or she does not have identifiers associated with those tissues and enters an agreement that says they won't try to identify the tissue source, that that is not even human subjects research.



Now I don't know how many investigators or centers are aware of this, how often it is being used, and I would be interested in your perspective on that.  But perhaps more importantly, is this an appropriate standard to hold?



I would say that I have concerns about it specifically related to the return of results issue in that the downstream investigators may well generate information that could find its way back to the primary tissue source under that rubric, even though the research being conducted downstream is not even considered human subjects research.



DR. O'ROURKE:  I would love to respond to everything, but I will control myself and just -- On your second issue, I think the OHRP guidance -- I personally have a problem with it, because I think one of the prime issues is how was the tissue initially obtained.



I think, if it was obtained under a research informed consent, that you are going to come in, this is the research protocol I am doing -- Bill now has my tissue sitting in his bank, and I just wanted my cardiac stuff done, nothing else, and if I read it correctly, if Bill then de-identifies it and gives it to another investigator, it is no longer human subject.



Well, I'm sorry.  My contract as a research participant was limited to just that one use.  I feel very differently on the initial source of the tissue, be it from clinical care versus from a research "contract."  I don't think the OHRP guidance makes a differentiation on that.



At least with clinical care, I am assuming the data and the tissue was obtained for, you know, my health and this is secondary year, as opposed to I am voluntarily having a skin biopsy so Bill can study cardiac disease.  I think I have a right to know whether or not that is going to be de-identified and used for something else.



So that is my personal on that piece of it.  I think the other thing that we are all very aware of is, even if it is not "human subjects" under the human subjects regulations, how do you know whether or not ethical research is being done?  We are really being called to task on that, I think, with the whole concept of HRPPs as opposed to just IRBs anymore, you know, that just because this maybe doesn't need to go to the IRB for full committee review, if you are cloning Nazis from that, it is probably not where you should go.



So you do need the ethical review.  Others?  Ellen?



DR. CLAYTON:  Well, the first answer to your question, Jeff, is that, of course, a lot of people are thinking about that and are utilizing it.  In fact, what we are doing at Vanderbilt is that we have taken the entire medical record, over a million patients, have put it through a one-way hash, removing identifiers, and permuting the medical record.



We also take leftover blood from people who are having their blood drawn, put it through a one-way hash, and put it in our DNA repository and, in fact, in our eMERGE project -- Laura Rodriguez is here in the room -- we are -- and Barbara Koenig also knows about this, too.  We are using this de-identified or, I should say, permuted because I think it is hard to say anything is de-identified -- We are using DNA and permuted medical information to do research.  That is what we are doing.



Our mechanism is opt out, and our system is very heavily dependent on the point that Barbara made, which is that our protections are almost entirely in oversight, and we have a huge -- even though OHRP has twice said that our DNA database does not involve human subjects, we nonetheless have an enormous oversight by our IRB, our ethics community, a community advisory board, external advisors, both scientific and ethical, who are overseeing every request to use this information.



One thing that is interesting is the idea of data sharing and dbGaP.  That is an interesting issue.  Another thing that is interesting is that we can't go back and give people research results, because of the way we have done it, which we have done specifically to protect patient identifiability.



So I think -- I mean, I am happy to give you much more detail about what we are doing at  Vanderbilt in our DNA databank.  But the issue of returning research results -- We can't.  We just plain can't.  And that's all there is.



DR. STRAUSS:  I just wanted to ask just a quick follow-up, because I am interested in the details of that.  But in terms of what Pearl O'Rourke just said, what's the terms of what the original consent -- the original agreement by which you collect the clinical data and the biological specimens?



DR. CLAYTON:  When patients sign their consent to treatment form, they have a highlighted box in which they can opt out being in the DNA databank.  If they check it, they are not in.  If they don't check it, they are in.



With regard to the medical records, that was done with IRB oversight, but not specific patient consent.  Every single person who has been seen at Vanderbilt who has something in the electronic medical record is in this entity which we call the Synthetic Derivative.



DR. O'ROURKE:  And I would like to clarify.  Since this is clinically obtained, and we have a very similar system also of using clinically obtained -- The differential I am making is, if it is obtained solely for a research protocol versus this.  Bill?



DR. GRIZZLE:  Yes.  Again, I want to emphasize the difference between something obtained for a clinical protocol and remnant tissues that are collected, because they are really totally different, and you do have to go back to the -- as part of the clinical protocol, what did the original consent form say?



Now from the standpoint of the issue of HIPAA, the main problem with -- I think HIPAA has done some great things.  The main problem is its requirements that you have to specify the type of research tissues are going to be used in, and that is impossible for a tissue resource.



Now HIPAA gives you the permission to go into a tissue bank.  So we authorize that, if they are going put their tissue into a tissue bank and basically are very open to the patients, that the research can be in a broad range, and we don't specifically say one type of research.



So we are not ignoring it, but it is just impossible to meet that issue.  But the idea of giving a tissue to a company and saying you can do with it what you want, we really wouldn't agree with that.  



We basically -- We require anyone using our tissue to explain how they are using it, because I would really be concerned that they might be using it to, for example, attack a population or something like that, and that's what it does if you give them carte blanche to do with it what they want.  



So I would be very concerned about that.



DR. BOTKIN:  Yes, and these are projects in which the sponsor is funding the acquisition of the tissues and the research, and the banking then is a by-product of that, and as part of the banking language they want to say no restrictions and just the tissues are ours, and we will do with them as we wish.



DR. GRIZZLE:  Well, the patient has agreed to that then?



DR. BOTKIN:  Right.  They are asking that to be as part of the consent process, and indeed people do agree with that.



DR. KOENIG:  Not to commit heresy here, but the issue of whether the distinction between clinical and research is so absolutely clear, I think it is clear in our minds.  I don't think it is at all clear to the people we are serving and who are -- where everything is a gmish in the real world in terms of -- you know, you are sometimes a patient, sometimes doing research.



At Vanderbilt you don't know which -- I mean, it gets mixed up.  I think it always gets mixed up.  We raised the question of this idea within the pathology and the banking community, this concept of leftovers or, you know, as something that has become a term of art.



If you raise this, people out in the real world, they don't make that distinction.  They literally do not make that distinction.  It is purely in our world.



So just to point that out.  I think that we are not going to be resequencing people's genome three times for each different project.  So I think we have to start considering what that is going to mean.



DR. O'ROURKE:  I think that is an important comment, and I think, to go back to the very first question which is what can you guys do for us, I think one of the PRIM&R recommendations was help looking at these dual use repositories.



An issue came up for us.   You have a pathology department, which by state law you have to keep the specimens for -- what? -- six years or 10 years -- seven.  You could have just said six and agreed.  But anyway some number of years.  Certainly, I think institutions make those specimens available to investigators for research purposes, usually pursuant to a waiver.



So these are really dual use, and I know some people came out and said, well, hence your pathology department is a research repository and should be IRB approved, and people should be having full consent.  Well, but it is also there in case your tumor recurs, and you need to get another piece of your tissue two years later or for quality improvement.



So I think this is an area that has, I think, gotten a lot of controversy and confusion.  So I think, in terms of what you could do, maybe shine some light on those dual use collections.



Going on down the line here?



DR. MARSHALL:  The discussion has been pretty broad sweeping so far.  I am not sure I have a question that would help us move along the discussion.



I know, just based on what we have said now, I imagine a moral continuum between governance and oversight on one hand and consent, whether you are thinking of community permission or individual consent, on the other.



So one question that I ask of this continuum in my mind is how much governance?  How much oversight?  Who are the stakeholders there, and what are the implications for permission and consent?



It is just a way I am thinking about it in my head, based on the conversation, and also for me there are questions that arise about giving something back to the people who are our donors, whether as individuals or as a community.  How do those -- What are the different obligations to individuals and communities?



DR. GRIZZLE:  Actually, I have thought about this a lot.  You know, I will fight against returning researchers also.  But what I have thought about doing is to take all manuscripts that come out of our tissue resources studies and put them in the patient library on their computer.



This does several things.  It at least informs them, and they can look it up according to their disease -- informs them that research is being done with their tissues, that it is being published.  It is ultimately going to affect them and their families, but only after basically it is confirmed by other people.



So by putting it in the library, one, it shows that things are being done with their tissues.  It shows that there are advantages being done in their disease process, but it takes the sort of weight that here is research results, and the patient thinking, oh, these are wonderful -- It takes it from that standpoint to the way it should be used, that, one, we do science by publishing the peer reviewed literature.  Hypotheses are put up.  Data that agrees with the hypothesis is accepted or the hypothesis is rejected.



I think that is a much better way.  So at least that is the way I've thought of giving something back, so that the patient can physically see something that is being done with the research.  



I think that is somewhat of the philosophy of this new requirement that you make available your research results after a particular period of time, but I was going to go a step further and not just stick it in the general literature but actually put it in the patient library.



PROF. ROTHSTEIN:  Well, one of the things that I have recommended to several biobanks that have contemplated the commercialization of information that comes from the research is some level of benefit sharing.



Now it is impossible to give each donor a slice of the pie, but what I have suggested is that in the agreement the entity set aside a certain proportion of either revenues or profits or however you want to put it for the benefit of donors in general.



So in other words, if you are doing research on asthma, let's say, a certain proportion of the profits generated by some new asthma drug would be used to fund treatment for indigent patients with asthma, or something like that.



So that people are making a donation of their medical information, of their sample, and in many instances they feel some degree of offense if someone is -- some entity, some corporate entity, is seen as making a profit on the basis of their donation, and they are much more comfortable if they feel like other people are going to benefit as well.



DR. O'ROURKE:  One thing that we have also used -- We have a number of large cohort studies.  It is mailings.  You know, here is what we have used.  This is more data stuff than it is specimen stuff, but I think it is the same issue, but again a huge expense when you have thousands going out.  You know, a stamp is pretty expensive these days.



Many of these are older people.  So we are a little nervous that they may not be, you know, e-mail-able, but again it goes to the infrastructure of doing all of this correctly.  Barbara?



DR. KOENIG:  Can I just ask quickly about -- This was raised very briefly, and I am not sure what OHRP or SACHRP has been doing about it, but the issue of where we are with requiring the resources for the human side -- I think you said that -- of this research.



I know that in the past there were suggestions about changes to allow certain kinds of expenses to go in direct cost budgets rather than indirect cost budgets.  Is that something that your group is still addressing?  I don't know.  Would it help to have more specific -- a question from us about that?



DR. O'ROURKE:  I think we are asking you, Sam.



CHAIRMAN TILDEN:  I don't believe SACHRP has addressed this, but it sounds like that is something that would be -- Maybe we could discuss it, but it sounds like from a funding perspective that would have to come from the funding agency, really, that type of discussion in terms of the cost of consent.



Now in general, with industry sponsored studies, etcetera, you know, you can put in your budget costs for consent, and frequently that is done.  But on the Federal side, I don't know if that is allowable.



DR. GRIZZLE:  Pie in the sky is what comes to mind.  There ain't no money.  The well is dry.



DR. MARSHALL;  It is very complicated.  You know, if you look at the model of the HapMap -- I mean the HapMap, the international HapMap project for the development of a haplotype map for the human genome.  



This project was being carried out in many places throughout the world, and there was -- It was very unique because of the explicit requirement to do, to conduct different forms of community engagement, and then also to provide ongoing feedback about what was happening with the HapMap samples at Coriell.



It was very unique, because that was expensive, and it doesn't happen in general with studies that are carried out like this.



DR. KOENIG:  I admit, it's pie in the sky or perhaps it is, but we could also do slightly less research and do it better.  I don't know.  



Laura Rodriguez, could you address what -- I mean, I thought that some of this had been solved in the past, like I am going back to like 10 years ago or eight years ago that there was a rule passed that you people, especially in NHGRI -- Do you know or am I just dis-remembering this?  Thanks.



DR. O'ROURKE:  Other questions from SACHRP?



MS. BANKERT:  I think we have covered most of my notes here, but I can't believe it, but I am actually going to defend IRBs, because the conversation that we have had here shows how complicated this is.



I think, if IRBs were presented with the information up front, it wouldn't be so difficult to get a protocol through them.  For example, if the researcher up front said this is a fishing expedition, we have no idea what we are going to do with the research results, please waive consent, that is more likely to happen versus what most IRBs see in protocols, which is you have no idea what is going to happen with the data or with the samples.



So I am thinking, when we develop these protocols, putting this information up front, easy for IRBs to review and match the consent form to it.  



I mean, we have talked about everything for a specific study looking for Huntington's Disease gene, completely different consent form than needed for a GWAS study where you have no idea.  The chance of anything coming out that is going to affect that person is probably close to zero.



So, to me, a completely different process is needed.  If we think about that ahead of time, I think it might be helpful. But my question is:  Once these tissue banks are established -- now you have mentioned Vanderbilt, even though it is a completely de-identified bank, is very well -- is looked at. For every study that comes out, there is oversight.



Is that the case with most of these tissue banks?  Is there some kind of oversight or review every time there is a request from a researcher?



DR. GRIZZLE:  Each of the uses of our tissue bank is accompanied by an IRB -- Either they claim exemption or they will do an expedited review, and we accept what the IRB says, like some of them come from outside, but no research is done without at least the IRB looking at the proposal.



MS. BANKERT:  Okay.  So we mentioned that already.  If there already is that IRB oversight, wouldn't that be the place to put a lot of these questions, especially about returning research results, which for us to spend as much time as we have on that issue that very rarely happens, if ever.



DR. GRIZZLE:  Again, I wouldn't trust the individual researcher to make the decision of whether their research results were returned.  Again, I consider the most dangerous of all situations is when a researcher thinks their test is the best thing since sliced bread, because that is when the harm can occur.



I would much rather leave it beyond the researcher.



MS. BANKERT:  Right.  The default should be no research results are going back.



DR. CLAYTON:  The only thing I would say is that I would urge you to address this, because I can tell you this is an exploding issue, and the pressure to return all kinds of results is just mounting on a daily basis.



I will tell you that the push-back -- I mean, for a decade many of us have been saying you can't return research results, because it is illegal.  I mean, that's a problem.  And yet -- and I am referring to CLIA here.  But the pressure to come to a different solution is enormous.



MS. BANKERT:  So the patients -- the subjects are asking for the results, even though the consent form has said, no, you won't receive your results?



DR. CLAYTON:  The pressure is coming from investigators, and it is coming from patients, patient/research participants.  I would really urge you that this is an area that really needs your attention, because it is just -- you know.  



As we do more and more GWAS, we are actually going to learn that some stuff actually is predictive of something, and then -- and at least in some proposals have been to say that you should return results that increase your relative risk by two.  Well, that's a pretty low threshold.



So this really needs your attention.



DR. O'ROURKE:  I think, to make this even more complicated, it is just not return of research results.  It is return of existing tissue.  I mean, we are hearing people saying, I now know there is a genetic test, I signed up for this research protocol 10 years ago; I would like my tissue back.



In fact, at one NCI tissue banking meeting, one of the advocacy group representatives got up and said that every -- not every -- that tissue banks for research should also keep a nugget of tissue available at a clinical level for future use.



So I would just put that out there, but we are getting a lot of people who want a piece of themselves to do a test, because I've had this before I had my chemo or my radiation, etcetera.



DR. KOENIG:  And not only just the individuals themselves, but family, later after they are dead.



PROF. ROTHSTEIN:  I just wanted to add one other thing.  There is another practical problem with returning information, and that is, if you've got like a home brewed test that was designed in a research setting,  you can't get any confirmation from a CLIA lab anywhere, because by definition nobody else is doing that.  So it is something that can't be followed up on.



I would like to reserve a footnote somewhere or an asterisk that in some circumstances I do believe it is appropriate to return results, and I would ask for that permission up front.



DR. KOENIG:  I think there may be significant differences between the tissue world and Bill's world of validating, you know, cancer diagnostic tests and certain early stage genetic tests.  I am not sure that the -- I mean, I think that there are some subtle distinctions between the two, just to throw that off.



I mean, we have lumped them altogether, but I am not sure that that is a good idea.



DR. O'ROURKE:  Okay.  So un-lumping.  On to next question.



DR. STRAUSS:  Thanks.  Sam took the microphone away from me.  He says I talk too much at these meetings.  So he has found a solution.



There is no simple solution, obviously, to this enormously complicated problem.  There is not a lot of consensus, even within the panel, on most points.



We are about human research subject protections, less about researcher protections.  We heard a lot today about barriers to research, and without doubt, there are some barriers to research, and it is a pain to be involved in the business of looking out for the rights of research subjects, and IRBs do get in the way, and actually having to interact with human subjects is indeed burdensome and costly.  



With that said, I want to talk about the point that Mark Rothstein made about benefit sharing, and really it taps into what Myron was talking about, suggesting that in other societies they  may have a slightly different solution to these problems.



Consent, as we know in these circumstances, is imperfect, to say the least.  Dr. O'Rourke was talking about the 30-minute consent form, but I got a call two weeks ago from one of our Alzheimer's researchers who said, for his simple community based genetic epidemiology study where he mostly has 80-year-old folks in the community, if he wants them to understand what the consent form says, it takes a good hour, not because they are dumb but because they grew up in an era before these concepts of DNA and genetics and biobanking were part of their world view.  It means nothing to them.



So if we are going to take for granted that consent is going to be imperfect at best, then we need to have some other kinds of protections in place.  I think that is what Barbara Koenig is talking about, and they have to occur at a higher level.



I think it is really important to think about how we can do that.  People are willing to assume certain risks from benefits which seem worthwhile to them.  That doesn't necessarily have to happen on an individual basis.  



People would be willing to give of themselves, to give a piece of themselves, as you put it, whenever they entered Vanderbilt  Hospital, whenever they entered Partners System, whenever they participated in research, if they knew that it was going for some greater good and that was clear to them and, frankly, even more so if the results of their altruism was somehow tangible to them.



I think that places like Vanderbilt, which are skimming off the top of samples and using them for the benefit of researchers and ultimately the subjects, are likely putting some of that effort back and informing subjects about the results of the research, telling them where they can go to the patient library to find out more about the kind of research that can happen, and to use you as an example, telling them that now five years later they should go and have that first test repeated, because it has been enhanced.  It is available clinically, and it could inform them about their risk or response to treatment.



I think that the way we protect subjects here -- and I suspect this is what happens in certain European countries where they see the idea of collection of specimen as the researcher assuming a stewardship role of those specimens and has to give something back.  But that is the way that we have more beneficence in this business, and we can move away from this unrealistic and impractical idea of consent.  It doesn't work, but we need to give people something back.



DR. O'ROURKE:  Bill can comment only if you make that comment even better.  That was a great comment.



DR. GRIZZLE:  I would say that every time -- You know, again I am very skeptical on the validity of much results.  But every time you do research, you are giving back to patients, because basically you are trying to identify the factors of their disease and therapy, etcetera, etcetera, etcetera.  



One other comment I want to make is that do not get -- and this is a general comment.  Do not get the results form tissues mixed up with drug tests.  The type of information that we get from tissues is really relatively modest, and we really have to work hard to get any results from tissues, because there is, obviously, a lot of problems with trying to collect the perfect tissue.



So do not -- Whatever you do, always realize the limitations of what we get from tissues.  It is not the same type of information that you are getting from putting a patient on a drug.  At least, that is the type of tissues that I collect.



DR. STRAUSS:  Let; me just respond to that.  I don't disagree with anything that you've said about research results, but I don't think that research is research, as you said, and I think that some research results can be meaningful or more meaningful than other research results.



We as scientists and we as investigators and we as people involved in the informed consent process are capable of sharing some information with subjects in a qualified way that helps them to understand the limitations of the information.



Whether you want to provide them with individual information, I think there are real risks to that, but for example, we have people who want to see what their scans look like.  They want to see where they fall in the risk categories.



If people want the information, the only risk to the operation in providing it is that it costs money, and it takes time to do that.  You can debrief subjects to the extent necessary, so they understand the limitations of the information provided, and we do that as a matter of routine, when possible.



DR. O'ROURKE:  Sam, I am going to look to you again for a time issue here to keep us on track.



CHAIRMAN TILDEN:  Let's keep going.



DR. O'ROURKE:  Okay.  Sorry, Bill.



DR. GRIZZLE:  I was going to take a issue, even a scan.  You show someone an accurate  X-ray that has a mass on it, and you say, well, we judge this mass to be benign.  You have affected that person really greatly, and they make the decision to go someplace else and have that mass removed, while it might likely be benign.



DR. O'ROURKE:  Okay.



DR. POWE:  I just wanted to ask a question a little bit about the intellectual property issue.  I think, Professor Rothstein, you brought up issues about returning financial benefits back to patients, participants in research.



I am aware of, I think, some recent evidence that in the conflict of interest area that patients don't really care so much about the kinds of, I would say, financial conflicts of interest that their providers or researchers might have in studies where they disclose versus didn't disclose those conflicts.



So I just want to ask, is there any evidence, any real evidence that participants care that, if they put their specimens into a repository, that someone might make a lot of money on that, and that may actually deter them from doing that?  



I just want to know, is there any evidence on that?  It sounds like some people might be, but in general, would most people?  And how is that different than any other type of participation in research in that you use data.  Is this any different in the area of biospecimens?



PROF. ROTHSTEIN:  Barbara has an answer, and then I will --



DR. O'ROURKE: Barbara, Mark, Ellen.



DR. KOENIG:  Just very anecdotally, and Ellen may be saying the same thing.



There appears across the eMERGE consortium so far of people doing some of this investigation that there is a huge -- there is a considerable difference, depending upon the nature of the institution asking for people to be in biobanks, and some of that issue does hinge around whether the resource will be kept for certain kinds of uses and not allowed in certain kinds of for-profit settings or certain kinds of other, for example, military kinds of settings that people are concerned about, etcetera.



So I think -- I don't think there is a definitive answer to this.  Just to give you an example, we were sensing a real difference between the sort of what's happening in some of these community engagements and focus groups in the group health, in Seattle group and Mayo as opposed to some of the other more standard academic medical centers that don't have -- that have a different kind of relationship.



PROF. ROTHSTEIN:  Well, I just want to comment briefly that there are some very well known cases in which individuals had their cell lines used for purposes that they did not authorize.  



The Moore case is probably the most famous one, but there are other examples in which cell lines were appropriated without any consent or authorization that generated substantial revenues.  



There are many researchers in this room probably who have used the HeLa cell line that was developed without consent or any compensation whatsoever, and the Canavan Disease case is another recent one in which the researcher received specimens and financial support, in fact, from patient groups, and then patented the genetic test that was identified.



So there are many illustrations.  From my experience in being on an IRB and chairing an IRB, in terms of the consent of individuals even to participate in drug development trials, who is doing the trial makes a lot of difference to individuals.



I think that is one of the things that ought to be disclosed and is not routinely disclosed.  There are many people who would altruistically say I will sign up, even though there is a risk that I might have some adverse reaction, because it is for the benefit of humanity, but they are less willing to sign up if the benefit is derived mostly to the shareholders of XYZ biotech or pharmaceutical company.



DR. CLAYTON:  I have to say that this has come up over and over and over again, and going back to the National Action Plan for Breast Cancer where we did focus groups about what women were concerned about, you know, one can argue that the concern about commercialization is somewhat misguided since, unless a product is commercialized, it isn't available clinically. 



Nonetheless, it is an enormous issue, and there is just a ton of actually published evidence about that.



CHAIRMAN TILDEN:  I think at this point we have other ex officios here, and we are getting short on time.  So I would like to ask if any ex officios have any questions or comments.



DR. LESS:  I just wanted to thank the panel for their excellent presentations and the discussion.



Coming from FDA, we fully agree that harmonization across all the Federal agencies would be ideal, but even in a perfect world, it will take us years to get there.



In the interim, we have put out a guidance document on the use of leftover specimens which the PRIM&R white paper references in their document, and seems to actually like it, to the extent that you did recognize it in the document.



I was just wondering.  We have been asked by the most recent law that was passed about a year ago to revisit that document and see if there is anything else that we could do along those lines of furthering research with leftover specimens.  

I was wondering if the committee had anything that you would like to offer on that document as we consider revisions of it.  And if you need me to sort of tell you the gist of it, I can certainly do that.



DR. GRIZZLE:  Actually, I'd like to congratulate the FDA for taking that action.  I think it was an immense help.



To some extent, you've got to realize practical issues.  If the FDA sets really high standards as to what tissues go into its device studies, then you may find that there are no tissues available to support those studies.  That was actually what was happening.  



So I really congratulate the FDA.  I think that it was a great move forward and a great effort at harmonization.  I think, actually, that was done after the white paper, as I remember.  So that is why the white paper did not refer to it -- or very close to it.



DR. LESS: Actually, it is in the white paper.  It is referenced there.



CHAIRMAN TILDEN:  I guess we will ask for the last word from Ivor Pritchard here, and see if he has any comments.



DR. PRITCHARD:  First of all, I would like to add my voice to thanking the panel for an extremely illuminating discussion.  I would have, suppose, loved to have heard more consensus than we did hear, but the reason for having the panel is because I suspect in part we didn't expect there to be consensus.



I just have a couple of small points that I would like to make.  The first is in response to something that Pearl said.



The issue of if an informed consent form contains a provision that speaks directly to the issue of stripping the identifiers from the specimen and then having it be de-identified -- a de-identified specimen which doesn't fall under the purview of our regulations, because it doesn't meet the definition of the human subject anymore.



This is an issue which, actually, we have been talking about internally quite recently, and it is one which we still are trying to wrestle with an appropriate response to.



The second thing, which I wonder whether anybody has a comment about or whether enough has already been said -- Gave a talk at a Genetic Alliance meeting this past Saturday, and I have to say that on the one hand, I find the notion of tiered consent intellectually appealing, but at least one of the participants at this meeting in the discussion basically said to me, it doesn't make a difference, because their experience was that when they had used a tiered consent form, practically universally either people checked all three tiers or they checked no tiers.



So they had actually eliminated it, because they never got any differentiation.  Everybody was distributed at one end or the other..  So they decided it made no point.



Now I don't know, because this person didn't say, what kind of research they were representing and what kind of institution they were representing, but I wonder whether that is really, in fact, empirically a universal condition, such that even if,  ethically speaking, we liked the idea; practically speaking, it makes no difference.



DR. GRIZZLE:  We actually have very few people who consent that basically don't also consent for the genetic.  So I think we've found the same situation.  Actually, the line is some of them don't agree to an extra stick for blood, but that is more of the thing they disagree with.  But if they agree to consent, they usually agree for the genetics.



PROF. ROTHSTEIN:  I think you are making my point for me, and that is that the practical implication in terms of interference with research or burdening research is not there.  People are going to allow you to do that.  But they want to feel empowered to make those choices for themselves.



One of the things that we learned when we were taking testimony from a number of European countries on giving individuals control of their personal health information and what these other countries did, they built in all of these steps where individuals could elect to opt out and elect to parse information.



Nobody did it, or very few people did it, but they all loved the ability to do it, because they felt that they were in control.



So I don't think you have anything to lose by doing this.  It is just sort of an extra step.  You are going to get, by and large, the same number of samples, the same number of subjects, but I think it is worth it.  Other people may disagree with that. I think it is worth it to do that for the people who make research possible.



DR. MARSHALL:  A real quick comment.  Several of you have said that it appears as if people don't seem to care that much about what box they will check or they will check all boxes or no boxes and so on.

But empirically, what do we really know about what people are doing?



I mean, empirically, what is the data?  My own research suggests something different.  It suggests that people do care about what they are checking off, but I can tell you, I personally have issues with the complexity of a tiered system.



I have issues with informed consent and how real it is for most people, because there are so many other factors that impact the process of consent and how people make a decision to either join a study or not, or in this case donate a sample or not, including the issue of trust.



For me, one question is do we have empirical evidence about how people feel concerning these tiered boxes and how they play out in relation to the choices that we see being made?  You know, what boxes do people check?



If they do check any box, then for me the next question is, well, so what do we know about what that means.



DR. STRAUSS:  To follow up on what Patty just said, I think the preference issue relates to a large extent to comprehension and understanding.  At our institution, we've found that the research assistants who were charged with obtaining consent themselves didn't understand the distinctions between allowing a sample to be used for a particular disorder, study of a particular disorder, versus allowing the creation of cell lines and banking for unspecified future use.



So we actually had to conduct a special training, because the RA's wouldn't -- So you have to wonder about how much is getting through to subjects.



CHAIRMAN TILDEN:  Well, unfortunately, the hour is getting late.  We are past time.  So we will have to thank the panel profusely for an outstanding panel and discussion, and would -- Hopefully, we have all been more informed, and maybe something good can come out of it next time.



So thank you so much.  It was really quite exciting and provocative.



We will reconvene around 1:30.



(Whereupon, the foregoing matter went off the record at 12:42 p.m.)


- - -


 A F T E R N O O N   S E S S I O N


Time:  1:45 p.m.



CHAIRMAN TILDEN: This afternoon's order of business is to have the report from the Subcommittee on the Inclusion of Individuals with Impaired Decision-Making in Research (SIIIDR), and then we will have a break maybe, and then intend to have the Public  Comment Period and any other business before adjourning for the day.



So without anymore, I will turn it over to David to discuss what SIIIDR has been up to.



DR. STRAUSS:  Hello.  It is a pleasure to be here again and to bring to you this update of the activities of the Subcommittee on the Inclusion of Individuals with Impaired Decision-Making in Research.



Today I am going to do a couple of things as a starting point and background.  We are actually not submitting any proposals for approval today, but are proposing some things for discussion and comment.



As you see what we are working on, I think you may come to understand why we are following that pathway.  In large part, it is increasingly clear to us as we work our way through the many different components of regulatory guidance or new regulations to govern research with people who are unable to consent, we find that there is a large interdependence of the many components.  Any of them, in and of themselves, may not provide adequate protections.



As we work our way through the different components as well, we didn't want to necessarily lock ourselves into specific recommendations that had been previously made and approved by this committee.  So we will talk more about that as we go on.



I don't have handouts for the slides.  There are a couple of background handouts that are in the briefing book that I may refer to.



For those of you who are like me, who just find themselves extraordinarily  impatient not knowing how many more slides there are to go, there are 34 slides, and I have numbered each of these.  So you have 33 after this one.



The SACHRP charter specifically made reference to the decisionally impaired and wrote:  "The Committee shall advise, consult with and make recommendations to matters pertaining to protections for human subjects," and then it says, "with special emphasis on special populations such as the decisionally impaired."  I will talk more about how that came to be in a moment or two.



Our specific charge was that we would develop recommendations for consideration by SACHRP about whether guidance and/or additional regulations are needed for research involving individuals with impaired decision-making capacity, and early on in our deliberations we answered that question in the affirmative:  Yes, we believe that additional guidance and/or regulations are necessary.



At prior meetings we have actually proposed and had approved three preliminary recommendations.  I will mention those in a moment.



It has been clear to us and to this Committee as a whole as we have moved through this terrain that existing Federal regulations and regulatory guidance relevant to individuals with impaired decision-making do not adequately address key ethical concerns regarding the rights and welfare of this most vulnerable category of research participants.



I call this slide Regulatory References, because the regulations, the existing regulations, merely refer to certain categories of subjects without providing specific rules on how to conduct or oversee research with those populations.  Further, there is very little in the way of guidance, official guidance on research commenting on these regulatory references.



In approval criteria under (a)(2), we are told that the risk to subjects have to be reasonable in relation to anticipated benefits.  The question that challenges the subcommittee and challenges those who have looked at this issue in the field is what is reasonable when the subject is not someone who is making a decision for him or herself, and is that the same reasonable as for other categories of research subjects?



In 111(b), the regulations say to us that, when an IRB is reviewing research involving subjects who are likely to be vulnerable to coercion or undue influence -- and it specifically lists the mentally disabled -- it says that additional safeguards have been included, but the regulations are silent on what those additional safeguards ought to be, and there hasn't been specific OHRP guidance on necessary additional safeguards for this population.



Let me say further that what is meant by "vulnerable to coercion and undue influence," what is meant by "mentally disabled" is also not specifically referenced in regulations or regulatory guidance.  Really, that issue was the subject of our early deliberations and the subject of our first three recommendations.



Also in 111, we are told that when vulnerable populations are included in the research that subject selection must be equitable and that IRBs must be "particularly cognizant of special problems with these populations."



Again, what that means in detail for an IRB deliberating on the inclusion of subjects who lack consent capacity has not been specified in formal Federal regulatory language or in OHRP guidance.



Under 46.107 which describes membership criteria, we are told that, if an IRB regulatory reviews research that -- I think the regulations don't include that additional "g;" that was my addition -- mentally disabled persons, consideration shall be given to the inclusion of one or more individuals who are knowledgeable about and experienced in working with these subjects.



So here in a relatively what I will call weak reference, we are simply told that an IRB that regularly reviews research, not one that may review it on occasion, merely needs to give consideration to the inclusion of individuals who are knowledgeable.  



Again, membership is one of the areas where historically groups have considered an opportunity for additional protections, as is SIIIDR at present, and I will talk more about that in a little bit.



Then finally -- and we saw this as much as an opportunity as anything else -- the regulations on informed consent at 46.116 includes the phrase "information shall be in language understandable to the subject."



What is quite clear as we began to think about regulations and regulatory guidance that the field doesn't really have a grasp on what constitutes legally effective informed consent, at least not the "effective" part of legally effective informed consent.



We also don't know exactly what it means that language needs to be understandable to the subject.  It doesn't say in a language understandable to the subject.  It says language understandable to the subject, and we take this to mean, and we have taken this to mean -- and this was part of an earlier recommendation that was approved by this Committee -- was that there is some affirmative obligation on the part of an investigator to ascertain or at least be cognizant of the fact that a subject consenting to research has an understanding of what the research entails.



It is quite striking to step back and say that that has not been clear in regulations or regulatory guidance, but it hasn't been; in other words, whether we assume understanding or whether the investigator has some affirmative obligation.  We have decided with SIIIDR the latter.



So these regulatory references -- each has provided us with some opportunities to expand in our thinking about Subpart A as it may pertain to research with people who lack consent capacity.



Recommendation Number 1, which was approved at the last meeting here, specifically referenced this term consent capacity, and we decided and made the recommendation that HHS use that as the term to refer to that state in which subjects are unable to understand or use consent related information.



So the second background, in addition to, as I said, the fact that the regulations have been all but silent, is that there have been a number of prior efforts to develop regulations or regulatory guidance or take other actions with regard to this population of subjects.



The National Commission, of course, some 30 years ago endeavored to create a Subpart E.  NBAC 10 years ago made a number of recommendations, NHRPAC, the NIH Points to Consider each sought to address this important area of research and research oversight.  



I wrote that they have not been successful.  Certainly, the National Commission's regulations were never enacted,  NBAC's recommendations were met with enormous conflict and uncertainty in the field, ultimately had little impact.  Same with NHRPAC.  



The Points to Consider from NIH have had, I think, influence, limited influence in that their nature is really guidance and again not specifically HHS-wide, but the revised NIH Points to Consider has been used and has influenced our thinking on SIIIDR.



The revised NIH Points to Consider with regard to research with people who lack consent capacity was issued earlier this year and, in fact, we borrowed the term consent capacity from that guidance document.



Background and challenges, number 3:  For those prospective subjects who are unable to consent for themselves, the absence of adequate, consistent or, in many cases, any state law creates significant problems for research protections.   Let me just describe this in the next slide.



It is what I have been referring to as the regulatory dead end, and that is that Federal regulations require consent by the subject or the subject's legally -- I'm sorry.  The Federal regulations require the subjects legally effective informed consent.  

They also allow consent by a legally authorized representative "to the procedures used in the research," but the Federal regulations do not define LAR, and this by consensus and by law is left to applicable state and local law.  



This area is not one that the Federal regulations tend to endeavor to regulate, and instead states ordinarily cover this territory regarding informed consent, but the states, with rare exceptions, have not defined LAR for research, and some do not define it at all.



So we have a circumstance in which the regulations are pointing to local law to guide IRBs and investigators with regard to who may consent on behalf of a subject who is incapable of consenting, and we find that state laws are certainly inconsistent from state to state and absent in some states.



The extent to which laws that do not specifically govern research can be applied to the research context has similarly given rise to a good deal of controversy and inconsistency and created problems for the field in terms of compliance and, I think, in some jurisdictions significant inability to conduct critically important and much needed research.



As we come to background and challenges, number 4, the solutions that we seek must provide appropriate protections and address the need for advancement in clinical therapeutics and knowledge of disease processes and their broader psychological and social context.



We are on the committee quite tuned into the need for a careful balancing of the need to protect human subjects, specifically these human subjects for whom the protections afforded by individual informed consent are not present, people who are unable to provide consent for themselves.



The extent to which proxy consent or consent by a surrogate or an LAR provides the same protections depends on a number of factors.  Some would argue that it is never the same unless the subject's wishes have been detailed in advance, and they rarely are.



So we are very interested in providing appropriate protections.  At the same time, we recognize that, perhaps now more than ever, research aimed at understanding the nature of brain functioning, understanding the diseases that affect the brain, understanding diseases which are part of aging processes that are more common as the population ages are ones that we desperately need to find answers for.



An entire area of research which, oddly, was not specifically addressed by the National Commission or NBAC but involves subjects who lack capacity to consent involves, for example, subjects in intensive care units and neuro critical care settings. 

As I have commented at previous meetings, increasingly Americans find themselves in the last days of their lives in those settings.  It is an area where we need to make headway and where research is all but impossible without careful changes that are necessary to be made.



So these are the handsome and beautiful members of SIIIDR.  I will name the players, just out of really thanks and their enormous dedication and hard work in what has turned out to be, I think, an extremely interesting and at times daunting endeavor:  Paul Applebaum -- some faces you will know; Jeff Botkin, Anne Donahue who is a legislator from Vermont and a consumer of mental health services; Laurie, to my left; Dave Forster, another new SACHRP face -- we are well represented here now; Lisa Leiden; John Luce, who is an intensivist from San Francisco General Hospital; John Oldham who is a psychiatrist from Texas; Laura Roberts, also a psychiatrist, empirical research ethicist, well known; Gustavo Roman, a neurologist; and me.



Since the March SACHRP meeting, we have had three teleconferences and one face to face meeting in Rockville at OHRP headquarters.  They have been a good home to us for our recent meetings.  And we have a two-day meeting coming up in three weeks.



So I want to just make a brief thanks to the folks at OHRP who have provided all the logistical and more than logistical support to the committee all along as we go forward.  



A special thanks to Julia, and it is actually great to have an Executive Director of SACHRP who is also a content expert, and Julie is the place to go when I forget anything about how the regulations work.



Anyway, this is supposed to be intimidating and more than you could read, but what it lists -- and don't even try to read it.  What it lists -- although some of you have it, I think, at your place; it is in the binder.



This lists the nine recommendations that we are either -- that either have been approved, that are in progress, or that you will see today.  



If you look at the column -- you may be able to see this -- marked "Type," you will see that some of these are recommendations for guidance.  We have talked about, and hope to talk with you today about,  recommendations for a new subpart, regulatory subpart, and there is also a recommendation that we will be making at some point in the near future for the development of model state legislation.  We will come back to this.



I made the point earlier that there is an interdependence of the recommendations.  In large part, there is a balance of permissiveness and restrictiveness.  For example, we are trying to -- Let me read through these, and then I will explain what I mean.



We are dealing with the fact that we also have varying timelines for enactment of certain of the components that we recommend.  So, for example, if we recommend a new regulatory component -- this is Recommendation 7, which you will see shortly -- which might take the form of a new subpart of the regulations, and what it would do, it would define legally authorized representative in jurisdictions where there is no such definition.  



When it is enacted, we want to make sure that we have in place at the same time not just a rule that says, if you don't have capacity to consent, here is the person who can consent on your behalf, but we also want to have in place a series of what I would call more restrictive or human subjects protections oriented guidance that would guide IRBs about how to go about approving that research.



The impact of regulations versus guidance is something that we have to be mindful of as well, because it may be that, for example, guidance would carry no effect or no weight in the jurisdiction that didn't define legally authorized representative.  But these three components, how prescriptive we are, how permissive we are in terms of this kind of research, considerations of when regulations versus guidance would become enacted and the varying impacts of regulation versus guidance, are background issues that will emerge, and I think we will wind up discussing as we discuss these later today.



This is, I think, my last slide before we get into the specifics.  SIIIDR set out to see how we should go about defining and how IRBs and investigators should identify populations regarding additional protections.



We are, and were, very mindful of the fact that NBAC, for example, focused almost all its attention on psychiatric disorders, mental disorders.  We thought that that made little sense in the context of contemporary research.  We thought that it had significant drawbacks to the field, and we didn't want to proceed in that direction.



We have defined the population at issue differently.  Those definitions are in Recommendation 2.



How do we decide who may provide consent for those who are unable to consent for themselves is the second area that we have undertaken, and we have begun to do work on this.  



Finally, and we are hard at work at developing approval criteria and what is a reasonable risk/benefit relationship when consent is provided by the legally authorized representative.



These three components are interdependent on one another.  Recommendations 1, 2 and 3 -- So recommendation 1 simply asks that we adopt the term consent capacity.



Recommendation 2 essentially guides institutions, IRBs and investigators on the nature of consent capacity.  We actually felt that understanding what it meant to have capacity to consent or to lose or have impairments in that capacity to consent was of vital importance, specifically as it relates to research participation.



So for example, consent capacity occurs along a continuum, and that is part of the definition or the terms of recommendation Two, and so on.



Recommendations 3 actually encouraged IRBs to develop policies to enhance the identification of individuals who may have impaired consent capacity.  Again, not to go through all these recommendations.  They have been viewed and wordsmithed to death at this committee and approved at the last meeting, but it is important to know that recommendations 1, 2 and 3 capture the population that we are talking about, capture what it means to have impairment in consent capacity, and makes recommendations to IRBs as to how to go about identifying those individuals or the individuals to whom additional safeguards will apply.



Recommendations 4, 7 and 9 actually will address the issue of legally authorized representative.



Recommendation 4, which again is described in the table and will be seen today, simply is an elaboration on current OHRP interpretation of the definition of legally authorized representative.



Recommendation 7, which we are considering as a component of a new subpart, a new regulation, seeks to identify a hierarchy of legally authorized representatives to apply in those situations, those states, where there is no specific applicable law defining LAR for research.



Recommendation 9, which will be forthcoming, is an attempt by the committee to encourage HHS to promote a national model state legislation on legally authorized representatives that states could adopt.



Recommendations 5 and 6 really speak to the relationship of the individual who lacks consent capacity to the legally authorized representative, and recommendations 5 and 6 grow out of the principle that the LAR has certain obligations to the research subject beyond simply signing the consent form on his or her behalf.



In addition, these two recommendations for guidance will capture this idea that we believe that, through the process of assent and ongoing involvement in research decision making, where possible we want to promote the continued involvement of the subject in research decision making process to the extent possible.



Recommendation 8, which we are developing at this point and which will not be proposed today, is something that, I think, is probably the hardest area and speaks to the issue of reasonable risk and approval criteria.  



Embodied in a recommendation 8 will be specific guidance for how IRBs go about selecting subjects, the level of review for research involving this category of subjects, membership criteria, and the relationship of the subject to the LAR.  Let me comment a little bit on that.



We -- and again in a preliminary way, we have come to try to think about reasonable risk as somehow being related both to the extent of prior specification of wishes by the research subject -- in other words, people who have in advance specified the kind of research that they may wish to participate in may be able to participate in research which is riskier.



We also recognize that not all legally authorized representatives are the same and that, depending on the relationship of the LAR to the subject, different levels of risk may be reasonable for an IRB to approve.  Again, this is more a preview of coming attractions than it is material for you to digest at present.



We are going to talk about recommendation 7 now, which is a draft, and we want to think with you about it.  Laurie, do you want to run through this?



MS. FLYNN:  All right.  Again, this is presented to you in draft for discussion and comment.



The Subcommittee on the Inclusion of Individuals with Impaired Decision-Making in Research, informally known as SIIIDR, recommends that HHS develop a Subpart to 45 CFR 46, to include new regulations related to the inclusion of adults who lack consent capacity.



While this subpart will describe additional safeguards for IRB review and approval of research with adults who lack consent capacity, its primary intent is to define a hierarchy of individuals who may provide consent on behalf of individuals who lack consent capacity when a legally authorized representative for research is not defined in state or local law.



As we have seen, that is a dead end.  It is a problem, and we are seeking now to address it.



SIIIDR makes the following recommendation for inclusion in this subpart:



1.  When an IRB approves the conduct of research under Subpart A and determines that it is appropriate for consent to research to be obtained from the legally authorized representatives of adult subjects who lack decisional capacity to consent on their own behalves:



Such determination must be made at a convened meeting of the IRB and not by means of expedited review, unless the research qualifies for waiver of consent.



Here, I don't know if you can read, but there is an important footnote:  An initial determination must be made by the convened IRB.  Subsequent review and approval of the research with regard to the inclusion of individuals lacking consent capacity would follow guidance on continuing review.



DR. STRAUSS:  Sam, do you want to -- Should we pause and discuss these?



MS. FLYNN:  Yes, I think, don't you?



DR. STRAUSS:  Or should we --



MS. FLYNN:  Do you want to go through the whole first?



CHAIRMAN TILDEN:  If it is not too long, it seems like, if we could go through it and then come back and discuss each one individually.



MS. FLYNN:  All right.  Thank you.



CHAIRMAN TILDEN:  To put it in context.



MS. FLYNN:  All right.  Thank you.  Okay, moving on then:



Where applicable law exists to determine who is authorized to serve as an LAR to consent to a subject's participation in research, consent may only be obtained from an LAR in accordance with this law.



In the absence of applicable law determining who is authorized to serve as an LAR to consent to a subject's participation in research, one of the persons listed below, in the following descending order of priority, shall be considered the subject's LAR and may consent to participation on behalf of the subject:



i.  A person designated by the subject, while retaining the decisional capacity to do so, to make decisions for him/her regarding participation in research;



ii. A person designated by the subject, while retaining the decisional capacity to do so, to make decisions for him/her regarding non-research health care decisions;



iii. The subject's legal guardian with authority to make health care decisions for the subject;



iv. The spouse or, if recognized by applicable law, the civil union partner or domestic partner of the subject;



v. An adult son or daughter of the subject;



vi. A parent of the subject;



vii. An adult brother or sister of the subject;



viii. An adult who has exhibited special care and concern for the subject.



The LAR shall make a decision regarding consent on behalf of the subject in accord with applicable law.  In the absence of applicable law, the decision shall be based on his/her judgment as to the decision that the subject, if he/she retained decisional capacity, would have made.  If the LAR is unable to determine the decision that the subject would have made, he/she shall make the decision that appears to be in the subject's best medical, psychological and other interests.



A footnote here:  It is not the intent here to exclude without further consideration studies which are not anticipated to offer direct benefit (and, therefore, are not in the "subject's interests") but which do not qualify for waiver of consent.  Reference here to "medical, psychological, and other" is meant to capture interests beyond those specifically related to health care.



So that is the Recommendation in total.



CHAIRMAN TILDEN:  So you want to go back to that first part?



MS. FLYNN:  Go back to the beginning and discuss it?  



DR. STRAUSS:  So, certainly, one of the things that is new is that this is a -- we believe that a recommendation for a new subpart would be an effective and relatively efficient way of addressing what we think is a dire need for some Federal guidance in this area.



CHAIRMAN TILDEN:  Any comments.  I think it sounds good.  Mike?



DR. GENEL:  Let me ask the obvious question.  Why is a new subpart necessary rather than guidance?  Couldn't guidance saying the same thing be just as effective?



DR. STRAUSS:  I think I need to take my coat off for this.  I may have to call on Julie here.  In other words, right now the regulations say -- It says what an LAR is, and it defines LAR as being specifically someone who is authorized under applicable law.



So in a relatively -- I think that there is nothing to provide guidance on, number one.  Number two, I think that the authority of guidance, I think -- Let me just say that the question of what kind of authority even a Federal regulation would have in relation to state authority on consent issues, I think, has been the subject of considerable debate.



The thought was that regulations would carry more weight than guidance would.



CHAIRMAN TILDEN:  I think the answer is that right now the definition, if you turn to the definition of LAR, it is going to be defined in terms of state law and the judicial body with suitable authority or jurisdiction.



There is no mandate or no way to get at making that somewhat uniform across states.  So I believe the idea of having a regulatory piece is to try to send a message and have an adoption that this is a reasonable approach for Federal research, and not despite, but independent of the jurisdiction.



MS. FLYNN:  And if I could add, I think we saw in reviewing what staff brought forward in terms of what exists and in noting the confusion that we heard as we interacted at meetings with members of IRBs, it seemed to us that this was, in fact, an important protection that we could build in an area where there is a gap that we think is both potentially compromising protections for a very vulnerable population and also potentially slowing down, if not stopping, research in an area that is much needed.



DR. GENEL:   I don't question that at all.  The sense I have gotten is that getting additions or changes to the regulations is a formidable task, and the route that has been taken to circumvent that is basically to issue guidance.  So that is a sort of a pragmatic affair.



The question I am really asking is if this were issued as guidance, is it then your view, SIIIDR's view, that it really would not be -- it would not really have the effect that is intended, because it would be ignored, it would not be followed?  State law might supersede, although I am not so sure, if state law is silent, how it would supersede this.



I am really asking as much a pragmatic question as -- more pragmatic than philosophical.



CHAIRMAN TILDEN:  I think it would be preferable to have a statute passed by Congress, but short of that, I think having guidance -- the sense of the subcommittee, as I understand it, and advice that was given from the Office of Counsel, etcetera, is that guidance would not be worth the paper it is written on, basically.  It doesn't have the power to really -- to do what you would like to do here, from the Subcommittee's perspective.



DR. STRAUSS:  And in the scheme of formidable regulatory tasks, a new subpart is relatively easier to accomplish than a change to the Common Rule or an addition to the Common Rule.



DR. BOTKIN:  I guess -- I think, David, you said this, but I guess my conception is that guidance is an  interpretation of existing regulations, and when the regulations don't exist, you can't make up the guidance to fill in the gaps.



MS. FLYNN:  That's right.



DR. STRAUSS:  Although we try.  One of the issues that we are working on, and it says here that this subpart will describe additional safeguards, is we want to have additional safeguards in place at the time that this new regulatory subpart is -- should it be enacted.



In other words, we don't want to create a scenario in which suddenly we have defined for the field the ability to go ahead and conduct research using surrogate consent without addressing what may be important additional safeguards or considerations for IRBs.



We think that it would be considerable push-back, and I think it wouldn't represent the necessary balance of the wish to enhance research and at the same time be to protect the interests of research subjects.



So we are looking at what I called before recommendation 8, which is approval criteria, and somehow either yoking that or making that a component, a regulatory component, or simply having that developed as guidance.  We haven't sorted that out yet.  But in a sense, these recommendations to permit surrogate consent won't stand alone.  There will be other safeguards in place.



I think this is self-explanatory.  I don't think there is anything to comment on here.



This issue here, I think, is an example of something which is -- We might say that it is restrictive or protectionistic, and that may give rise to some discussion.  Again, we've put this in here.  As we developed further regulation -- I'm sorry, further guidance and further considerations about protections, we may want to or need to amend it, but at this point we are saying that a decision as important enough to allow a surrogate to consent on behalf of a research subject is a decision that shouldn't be made by even a qualified individual.  It is a decision that should be made by a convened IRB.



The extent to which that convened IRB needs to have expertise with the subject population at issue is something that we can talk about in the future, but the notion is that the convened IRB would have to make the initial determination about the inclusion of subjects who lack consent capacity in the study.



We recognize that there are, certainly, research studies that will involve, for example, specimens that were previously collected or a chart review, studies that would qualify for waiver of consent anyway, and those studies would not require review at the convened meeting, according to this construction.  



MS. BANKERT:  Minimal risk research would have to go to the full committee.  Does that contradict some of our previous recommendations in Subpart A?  I think we just better think about that.  



Where we say just because the population may be more vulnerable doesn't mean it has to go to the full committee.  I think we have said that before, but this one, if it was a survey study, let's say, minimal risk, you would waive -- There's two different things, waiver of consent versus waiver of documentation of informed consent.



So you are saying you would want a survey study involving this population to go to full committee?



DR. STRAUSS:  That is what it says.  And I don't think it is saying the same thing as what Subpart A was worried about, and I think that a lot of the field in psychosocial research and those concerned with the blanket use of the term vulnerable and how vulnerable equates to requiring full board review -- we are talking specifically about a decision to allow consent by a surrogate to the research, and as I said, I think that this is -- I will call it protectionistic, but -- Well, there you have it.



DR. BOTKIN:  I support this.  I'm just trying to think through what the implications may be, and we haven't consistently talked about studies that target this population versus studies that may on occasion enroll such patients.  If you were doing a project that was looking at hospitalized patients, you anticipate that some subset of those were people who lacked consent capacity.



With this sort of determination, would we be encouraging investigators simply to exclude those individuals in order to facilitate the IRB review process, and might that work against the interests of these individuals?  Kind of free thinking here about whether we are setting up a barrier that is going to backfire in some circumstances.



DR. STRAUSS:  That is one of the points that we have been debating and struggling with, because in the approval criteria we lay out rules for subject selection, and those rules, for example, would address whether people who lack consent capacity should be enrolled incidentally in research studies, because they happen to be ascertained or in the process of subject recruitment or whether studies that involve -- that subjects who lack consent capacity should only be involved in research that seems to specifically address the problems that they have, and that only those subjects are appropriate for involvement.



We are going to need to balance that against this issue.



DR. BIERER:  So could you just clarify formidably, why you think this is necessary to have a convened meeting for minimal risk in that specific sort of small or potentially small added benefit of a convened meeting for the incidentally enrolled, minimal risk patient population?



DR. STRAUSS:  I am not talking -- Well, again, whether the incidentally enrolled subjects who lack capacity should be included in research at all is a matter that hasn't yet been resolved.



In other words, many -- Much work in the field -- if you look at a lot of the international ethics statements in this domain talk about only studying people who lack consent capacity when they are involved in scientifically necessary research.  



First, let me say that one person's minimal risk is another person's pretty risky research protocol.  I think the protections that you gain is the balance that is afforded by a convened IRB representation by people who may be familiar with the population at hand represented as non-scientist community members who may be sensitive to ethically complex and procedurally burdensome research which, nonetheless, is minimal risk.



You know, whether -- So for example, a survey research -- or for example, at my institution we call minimal risk certain research which is labor intensive, which could be many hours, or research involving surveys or three or four-hour instrument, psychiatric assessment, etcetera.  



Whether we would want to be -- Whether we would want our loved ones who lack consent capacity to be enrolled in such studies is a matter of, I think, some debate.  It would depend on the circumstances.  We think those decisions should not be made lightly.  We want all the protections afforded by full board review to be applied to the consideration of whether that research is approved and whether it should involve subjects who lack consent capacity.



A big issue there has to do with expertise.  Now I understand that, when you do expedited review, that the reviewer is intended to have the necessary expertise, but that is additional protection.



You don't like the idea?



DR. BIERER:  Well, you know, I do think that presumably -- I mean, there is a presumption that the person who shoulders the responsibility of providing the expedited review has the ability to refer to appropriate -- and that this allows them opportunity and could be written in a nuanced way to allow for that possibility, number one.



DR. STRAUSS:  I don't disagree, and one of the reasons that, in a sense, we tentative about a lot of the proposals today is that there is a -- There will be tradeoffs in certain other aspects of review.



So, for example, where we go in terms of limits of risk will be of some consequence.  In other words, there are many who have proposed that studies that involve such populations that are more than minimal risk would require review by a Federal panel.



So we are not headed in that direction.  So I think there is going to need to be some -- there will be some tradeoffs in terms of the extent of protections and different components of our thinking here.



DR. BIERER:  You know, emotionally I am hesitant to go down a path where we restrict the latitude and options for the community, but that is personal, not --



DR. STRAUSS:  Which community?



DR. BIERER:  Of the community of the individuals who serve to protect our human subjects, IRBs and the human research protection programs.



MS. FLYNN:  And with a great deal of respect for the work of IRBs, I would just say, going back to David's earlier point, I have to say I have been very struck over time by the often very limited expertise around some of these populations that individuals may have.  



That, I think, was part of our thinking here, that it is such a big thing to have someone else make that decision on behalf of another human being who is in a vulnerable place that we just wanted to build in this notion that you can't do this except with the exception noted without a full board.



DR. BIERER:  So you know, there are two different levels of protection here.  One is the -- whether it is full board or an individual that has the right to refer to the full board, number one.  



The second is we have now -- or you have, but we have sort of aligned a series of people that will be acting on behalf of the individual, the subject that is in need of consent and who has impaired consent capacity.



We would still assume that that list of individuals will be acting in their behalf, and you have appropriately ensured that everyone with impaired consent capacity will have that by this subpart.  



DR. STRAUSS:  One of the thing is that is -- There is enormous -- There are numerous areas that are unknown here, because of the patchwork nature of state laws that define who may make decisions on someone's behalf.  



So for example, this set of recommendations can't supplant or replace the existing state law.  Right.  So while we will defer to the -- While we have to defer to existing law on who may provide consent, we may find that that law doesn't -- we may believe that that law doesn't provide an adequate floor of protections, depending on who they allow to make decisions.



In other words, if they simply list a hierarchy of individuals, you can work your way down the hierarchy to get to an individual who hardly knows the research subject.  While that may fulfill the requirements of applicable law, it may not fill the requirements of someone who knows the patient well or has the patient's interests in mind.



So in a sense, we may find that we need to create a floor or compensate for looseness in the LAR rules through some other mechanisms, but this is -- certainly will be the subject of ongoing consideration and debate within the subcommittee.



CHAIRMAN TILDEN:  Neil, you have something to say?



I was going to say after you finished that one of the reasons to present this here is to get sort of the committee's sense of what is going on, so that it can go back to the subcommittee.



So after Neil makes his comment, we might want to get a sense of just where the committee is, if they have any idea where they are right now, regarding this so that then when it goes back, at least he will be informed.



DR. POWE:  I was going to say, arguably, one might say that, you know, for a study where you might incidentally enroll someone in a minimal risk study, that right now the state of affairs is that most investigators might avoid such subjects just because of not being able to get informed consent directly from the participant.



On the other hand, I think by requiring this, you will almost assure that applications will come in specifying that this group is excluded from such studies.



The question would be what is the impact of making the sample for the study less representative of the population from which the subjects were drawn by excluding this group, because I believe that you will have investigators saying explicitly this is an exclusion criteria for the study.



So I think that is something to think about.  Is it making the research less valuable by putting this barrier here because of the representative-ness of the population?



DR. STRAUSS:  That's a good point.



MS. BANKERT:  Could I just say one last thing?  The issue is wanting the expertise to review the study and, as you've said, it should be at the expedited review level it should have the expertise.



As you say, just going to a full board doesn't mean you are going to get more expertise in this area.  So I am wondering if you could think about just trying to concentrate on that point, that you want someone, whether it is at the expedited review level or if you decide to go to the full committee, with that expertise there.  



It is kind of already part of the regs, but if that is really the point you are trying to make here -- I mean, just because it is going to go to full committee doesn't mean it is going to get more expertise, if you have good expertise at the expedited level.



DR. STRAUSS:  That's a good suggestion.



DR. LEIDEN;  So you -- here I am jumping in.  But that would be equivalent to the prison rep, asking that you have a specific representative or member identified whose area of expertise was the decisionally impaired.  It would be similar to how we review at the expedited level studies that have prisoners.  



DR. STRAUSS:  I think one of the discussions that we have had -- and I think this is useful to talk with the whole Committee about this -- is -- I want to call it a kind of tokenism that exists in terms of identifying experts.



So if the study involves people with stroke, does any neurologist have the necessary expertise?  You know, we could make anything look like it fulfills the regulatory requirements for that membership expertise.



I think that that was one of the concerns that the subcommittee had in talking in a preliminary way about membership requirements, and I think it would apply here, too, is being too prescriptive in terms of requiring specific kinds of expertise, because again it tends to be nominal rather than actual in its impact.



You know, I've got 20 shrinks on my IRB, and I'll tell you that they lack the necessary expertise to review certain categories of psychiatric research that we do, period.  So it is a hard call.



DR. BOTKIN:  I think another aspect of this is the potential for institutional conflicts of interest, and not of a financial nature, but having one selected expert on the panel be gateway to a conduct of a lot of this research.  That person may well have a vested interest or close collegiate relationship with a lot of the applicants that go through.



So I would be more supportive of more eyes looking at these proposals than a single individual, which isn't to say that those larger numbers of eyes should have the appropriate expertise to do that.



DR. STRAUSS:  Yes.  You know, the committee is very sensitive to the idea that many efforts on the Federal and state level to address this topic have failed and received significant push-back, complaints, backlash from communities of patients, subjects, etcetera.



It is a delicate balance.  This committee here, SACHRP, has been listening to groups of panelists meeting after meeting telling us about unnecessary regulatory burden, and our committee hears that and recognizes that, and I think we want to be very mindful of not introducing regulatory burden where it is not essential.  But we also need to be careful in this particular domain that we don't underprotect the people. 



I think that the success of these recommendations ultimately is that they are going to require -- will require a kind of careful balance of those needs.    



CHAIRMAN TILDEN:  Mike.



DR. GENEL:  Well, I will make the point in my presentation tomorrow, but I just wonder, in terms of membership, if there is a role for development of regional IRBs that have the type of expertise that we are talking about to deal particularly with those specific subjects, such as subjects with impaired capacity.



I realize there are a number of practical aspects to that, but I just raise that as one potential solution, and I will discuss it more tomorrow.



MR. FORSTER:  So, David, just one other question, just so I understand what Liz  is saying.  Unless the research qualifies for waiver of consent, what is the difference between that phraseology versus unless the research is minimal risk?  



So what one is saying, even if it is minimal risk, if it is a survey and it is minimal risk, it gets full board review; but if it is not, it doesn't involve an interaction or an intervention, and it could be waived.  But surveys and studies could be waived, too, possibly, or just be exempt.



DR. STRAUSS:  It's just, if the IRB has made a determination that consent isn't required, then this doesn't become an issue.  If the IRB has determined that consent is not required,  then this is not an issue, but if consent is required, then the decision to allow consent by someone other than the subject, we are saying, takes place at the full board.



CHAIRMAN TILDEN:  David?



MR. SHORE:  Could we assume that, if the research is considered exempt or not human subjects, that this likewise would not apply?  That might simplify the survey question.



DR. STRAUSS:  My understanding of the algorithm is that, if it gets to the -- if it is human subjects research and it is research which is exempt, then it doesn't get to approval.  You don't apply the approval criteria.  So, yes, it would be considered exempt.



MS. FLYNN;  Yes.



MR. FORSTER:  You know, David, is it worth noting that this was also kind of a compromise, in that I didn't think this was a good idea at all.  So we ended up with the waiver of consent being the only stuff that doesn't have to go up to full board.



DR. STRAUSS:  Yes, that's what I was trying to say more delicately.  



MS. FLYNN:  We had a very useful discussion on this point.



DR. STRAUSS:  We will talk about some of the issues where I think -- Again, this is restrictive, and I think there are other things that seem  to some of us to be more permissive.



CHAIRMAN TILDEN:  I believe, though, this is really a fundamental change from Subpart A, because the IRB does not make a determination if the consenter, the individual making the decision to proceed, is adequate or sufficient in Subpart A.



They just make the determination that consent will be provided, but the calculus for the IRB is risk/benefit, sound research design, etcetera, and that it will be legally sufficient.



In this case, we are saying we are going to put in a consent process where we are identifying legally authorized representatives, and in addition to that, we are going to put in a process for the IRB to determine that, even though we identify that in the law, we are going to have the IRB decide those individuals are capable or not of providing consent, because it goes to the individual, the decision maker, and not the other pieces in 46.111.



So I think it is fundamentally a different approach and that it would be important to understand what the purpose of this is.



DR. STRAUSS:  You mean that it goes to the full board or that the IRB is even considering --



CHAIRMAN TILDEN:  Both.  It is a fundamental -- It is fundamentally different, I believe, because of the justification and reasoning for why the IRB is going to the full board.



DR. STRAUSS:  I think that, when we present any additional safeguards or approval criteria that the IRB -- and by that, I mean the IRB or expedited reviewer -- would need to make, then I think we will be in a better position to consider whether those determinations are best made on an expedited basis or at a full board meeting.



Again, I think traditionally it has been the case that separate approval criteria of sorts have been applied where subjects aren't able to provide consent for themselves, and I think it has also been the case that, for subjects who lack consent capacity, that there have been restrictions on the kinds of research that those individuals may be consented for by somebody else.



So it is not simply the case that the surrogate simply replaces the subject as the consenter with no other considerations being provided.



DR. BOTKIN;  I think there just may be a terminology confusion here.  Such determination -- maybe we just want to say approval must be made at a convened meeting, because I think the determination is not -- "such a determination" isn't entirely clear which determination you are talking about in reference to the previous paragraph.



DR. STRAUSS:  Yes, that is vague, and whether the determination is that research approved under Subpart A can include subjects who lack capacity is one option, or whether the research is approved under Subpart, you know, M or whatever we will be by the time this gets there, is a second issue.  But the idea would be that the approval would be done by Subpart A, and then the additional subpart would apply, and depending on what that subpart looks like, it may simply be that a determination is made that you may include subjects who lack capacity, or it could be something else.  We have to get to that, as I understand it.



Are there any other comments on B?  I think it is --



MS. FLYNN:  Pretty straightforward.



DR. STRAUSS:  "In the absence of applicable law determining who is authorized to serve as an LAR to consent to a subject's participation, one of the persons listed below in the following descending order of priority shall be considered the subject's LAR and may consent on behalf of the subject."



I think that there could be considerable discussion, just looking at this alone, as to what constitutes applicable law.  by the way, that is something that we are seeking to clarify elsewhere.



I think the problem now in the field is that there is a good deal of uncertainty about what counts as applicable law.  And after this, there is hierarchy.



Again, the hierarchy here was meant to, in a sense, honor the idea of autonomy, to the extent possible, and to also recognize that an autonomous subject who is specifying his or her wishes should have those wishes recognized and honored.  



So the person who is the highest up on the hierarchy is somebody who is designated by the subject to make decisions regarding research, in particular.



MS. BANKERT:  So would there be a mechanism you would recommend for doing that?  I know there is the durable power of attorney for health care.



MS. FLYNN:  There are advance directives for research.



MS. BANKERT:  Oh.  



DR. STRAUSS:  Would we recommend a mechanism for doing this?  You know, it may be the case that, with the development of this kind of regulation or perhaps with the model state regulations or legislation that we are talking about, that it may prompt localities and states to redefine or define -- give them permission to do so, provide some parameters within which to act.



I don't know that it is the purview of HHS to define the local mechanisms.  We are certainly trying to -- We are defining the hierarchy, should those possibilities exist.



In looking at state to state rules here, one of the many complexities that we are struggling with is that, for example, in certain localities durable power of attorney specifically is not applicable to research.  



So it is hard.  We are trying to find a reasonable lowest common denominator in terms of how we can influence the field.



Again, number ii follows number i by recognizing the subject's ability to choose the surrogate, and then iii follows that, again a guardian who wasn't specifically chosen by the subject.



Spouse, civil union partner, adult child, parent, sibling, and then adult who has exhibited special care and concern for the subject, derived from some existing rules that we saw, and recognizing the fact that it is often not the family member who is available or interested.



Any comments?



DR. BIERER:  Can I ask a question about that?



DR. STRAUSS:  Only if it is an easy one.



DR. BIERER:  Yes.  How much precedent is there for this sort of detailed hierarchy?  I sort of feel like, particularly by the time you get to v to viii, you are pretty down in the weeds of family dynamics, and I just wanted to make sure that this is similar to many other regulations that exist, because I don't know.



DR. MARSHALL:  I agree.  I think that this level of detail -- Some IRB members might look at this for guidance and feel that -- believe that they ought to follow this hierarchy very specifically, and I do think that family dynamics and dynamics with loved ones can be more complicated.



So I could see where someone would go down the list in their interpretation and say, okay, we've got to stick to this.  So how binding would this language be?



DR. STRAUSS:  You know, I don't know what -- I don't know if anyone is here from California, and I don't really know what kind of data there is on the success or the problems that have arisen with the structure and the hierarchy that they have created.



This hierarchy is not one that we have invented.  It is derived from many such hierarchies that have been applied to both clinical and research decision making, DNR.  A whole bunch of things have used this.



I think the point about allowing flexibility is an important one.  I am not sure whether that would be applied at the IRB level or whether that would be left to the discretion of the researcher or the research clinician, but I think that that is an important point.



DR. BIERER:  So the way this is written shall be considered in descending order.  If it is in the regulation, it is not an IRB.  It is a regulation, in my interpretation.  Somebody would have to follow this.  So maybe one wants to play with that language.



CHAIRMAN TILDEN:  Maybe I can make a comment on this.  This hierarchy is very similar to the Uniform Healthcare Decisions Act, but it is not as -- it is not fleshed out with a lot of the issues, but in that Act, for instance, they would say, if the individual is available to serve and some things like that.



I think that the subcommittee -- I don't know that we would have to flesh that out as a committee for the Department.  I think the idea is that there is a hierarchy.  There are various laws out there, research laws, with hierarchies, and there's at least 11 states that I have counted with hierarchies for research, you know, that address research.



So -- But I do think that this is not an unusual -- I think the only thing unusual about it is the acknowledgment of the civil union partner or domestic partner, and that is because of regulations I have seen, and maybe New Jersey is the most recent.  But they have not -- You know, that piece isn't in there, but it is fairly standard, I think, in terms of the hierarchy.



Going to your point, if an individual in that hierarchy can serve, then they would have priority.  Many times, if there are two or more individuals in a class and one in the class objects, then the health care does not go forward.



So I think there are other pieces here that aren't as detailed, but these are sort of well known pieces in these types of treatment acts.



DR. STRAUSS:  Yes, and I don't know the research on this, but I think you are right.  I think that, given the complexities of family dynamics, having clarity in terms of order of priorities is essential, because otherwise there will be more disputes and disagreements.



In terms of the language, subcommittees tend not to draft language that we think is going to find its way into regulation.  The concept is here.  But I think that we should build in some notion of flexibility or whose is available, etcetera.  We could talk about that.



DR. POWE:  Is there any provision, if someone higher on the list seeds their authority to someone lower in the list, and how would that have to be documented?



MR. FORSTER:  I have never seen that in any of the state laws that address clinical treatment.  You know, usually there's often provisions about if there's two people in the same class and they disagree, but I have never seen anybody deferring.



CHAIRMAN TILDEN:  I think there is.  I think they have the option to be unavailable.



MS. FLYNN:  They do.  I think that is right.  You see it in DNR situations where people do not wish to make that decision and will defer.



CHAIRMAN TILDEN:  Because it is a big -- In some respects, it is a big commitment, and so the surrogate who might be in position to serve doesn't want to assume that commitment.



DR. POWE:  And it might be an urgent situation as well.  But then for the researcher, do they have to -- Should there be guidance about how they would have to document this to say that someone ceded their authority?  



CHAIRMAN TILDEN:  I believe that would be wise.



MS. FLYNN:  That is helpful.



DR. STRAUSS:  This last point is really about the basis of the surrogate's decision, and it says that the LAR shall make a decision regarding consent on behalf of the subject in accord with applicable law.  In the absence of applicable law, the decision -- In other words, an applicable law in which there is specific guidance provided about the basis of the decision.  But in the absence of such law, the decision shall be based on his or her judgment as to the decision that the subject, if he retained capacity, would have made.  



If the LAR is unable to determine the decision that the subject would have made, he shall make the decision that appears to be in the subject's best medical, psychological or other interests.



So it is a substituted judgment.  The footnote here -- We actually had considerable debate about the last sentence, "the subject's best interests."  The concern was that, if you are strictly using the term best interests as it is often applied in clinical decision making, then you are effectively or by implication allowing only decisions that are in the subject's best clinical or medical interests and thereby excluding research which may be nontherapeutic.



It wasn't our intent to exclude nontherapeutic research, as I say here, without further consideration.  So it says:  "Reference to medical, psychological and other is meant to capture interests beyond those specifically related to health care."



I guess the exempt would be the subject throughout his or her life was very interested in contributing, volunteering for research, etcetera.  So even though the subject may not have specified, if I lose capacity, I'd like to be a research subject, the surrogate could make a decision in accordance with what might be in that subject's interests.



I think what are other interests is something that we could debate or discuss.



CHAIRMAN TILDEN:  Jeff?



DR. BOTKIN:  I guess I am still struggling with that same sentence, too, whether -- I mean, is there a role in this context for altruism?  If the subject himself or herself was altruistic, then you could make a substituted judgment, but we don't want surrogates to be altruistic by enrolling someone else.



MS. FLYNN:  That's right, and we had that discussion.



DR. BOTKIN:  And is it that we want them to promote the best interests or simply not be contrary to their interests, or is  there a difference?  In that last circumstance, of course, you've got equipoise.  You don't know what is in the subject's interest in the research context.  If it is clearly contrary to their interests, then  obviously you don't want somebody to be a surrogate, provide consent, if you don't know or it is neutral.  Does that fulfill this criterion?



DR. STRAUSS:  What do we want here?  If it is genuinely the case that we don't know if the research is in the subject's best interests, let's just say you could make the case that a clinical trial is absolutely and certainly of uncertain benefit.



Do we want -- and the subject hasn't specified in advance.  There is no advance directive.  We don't know what the subject's wishes are with regard to research participation.  Do you want such subjects to -- and under what circumstances should such subjects be entered in research?  That's the question.



DR. BOTKIN:  I would at least like to think about the option of just saying that it should not be contrary to the subject's interests.  I am trying to tease out -- I mean, if you are looking at a PK study for a new drug for Alzheimer's Disease, nontherapeutic study, would enrollment in a PK study that involves 10 blood draws, single dose of the drug, 10 draws -- is that in the subject's interest?  Not really.  It is not contrary to their interests perhaps.



Wouldn't necessarily want that excluded, because it doesn't appear to be in the subject's interest to participate.



CHAIRMAN TILDEN:  But wouldn't that be for the surrogate to decide?



DR. BOTKIN:  But you would be telling the surrogate that you need to decide this consistent with their interests.  So you would be giving them guidance about what standard they ought to be using.



MR. FORSTER:  I still think, if you don't know what the subject would have thought, if you don't have any substitution judgment to rely on, that it should be best interests.  And again, we are stuck with this problem that we are talking about interests benefit without comparing it to standard of care.  So without that calculation in there, it is very difficult to say what is best interests.



DR. BIERER:  So you are suggesting striking "medical, psychological and other."  Right.  Is that -- 



MR. FORSTER:  Right.



DR. BIERER:  Okay.  I would like to suggest changing "and" to "or," so at least they can be independently considered.



DR. STRAUSS:  That's what it should have been.  It was an "or."  



Again, I think that members of the committee who were -- you know, didn't want to restrict it to medical.  They wanted to expand it to psychological.  They wanted to expand it further.



David, is that the point you are making?



MR. FORSTER:  I was just responding to Jeff's question about is it best interests or is it -- you know, not contrary to their interests, and I was thinking that we should go for the higher standard, given that we are past substituted judgment now.  We are to trying to decide best interests.



DR. STRAUSS:  David?



MR. SHORE:  I think some of this relates to the point about how you are making the judgment.  David referred to a durable power of attorney, and certainly that would be the most explicit way for the person to describe their preferences, but the way that I read that, it says the decision shall be based on the surrogate's judgment as to the decision that the subject, if he or she had retained decisional capacity, would have made.



Now that seems much broader, much more, say, based on medical, psychological and other interests, for instance, than a durable power.



So if, in fact, the surrogate is making a decision based on a broad range of life experiences with the individual when capable, I don't see why that wouldn't cover it, if it is meant to be that broad.  Then I would agree, you probably don't even need to bring in that last part.



DR. STRAUSS:  It was meant to be broad.



MS. FLYNN:  It was meant to be broad, yes.



DR. STRAUSS:  And not only was it meant to be broad, but the second aspect of it, as I mentioned earlier, in a sense, it is a way of linking how well the surrogate knows the subject to their authority to make different kinds of decisions for them.



The person may say, hey, listen, you know, he would certainly allow himself to be admitted for 24 hours to a research unit and have a PK study done, even if it wasn't going to serve his interests, because he desperately wanted to help find a cure for this problem. 



MR. SHORE:  Wouldn't that be part of his judgment as to the decision that the subject would have made, had he retained decisional capacity?



DR. STRAUSS:  Yes, it actually would.



MR. SHORE:  So I'm still not clear on how the second part contributes.



DR. GENEL:  I agree.  I would  delete the last sentence.  I think it only confounds the issue.



DR. STRAUSS:  Well, I think what it was meant to do -- I mean, maybe -- If there is a surrogate who doesn't know the subject at all -- you know, they get down the list, and they get to the adult child who lives in a different part of the world and hasn't seen the parent in a long time -- but the study at issue is one that clearly serves the interests of the parent -- right? -- they say I don't really have any idea what my father would want to do, but this study looks like it will help treat his problem.



MR. FORSTER:  The other time you might want a best interest standard around is when you have adult subjects who have never had capacity, say severe Down Syndrome, etcetera, and you have to use some standard.



DR. STRAUSS:  These are the two scenarios that we talked about, and it may be that it needs to be reframed or phrased differently in here to be more precise.  We will go back to the drawing board on this.



DR. BOTKIN:  One other point is just that the literature tends to show that surrogate decision makers are lousy with anticipating what others would want. You know, obviously, around life and death decisions is where this literature lies, but even spouses are slightly better than flipping a coin in terms of determining what their loved ones would want.



So that may suggest softening of  the language here a little bit, just in terms of determining what subjects would likely have made or some such thing, rather than suggesting that there is firm knowledge about what people want or don't want.



CHAIRMAN TILDEN:  So does that take care of this recommendation?



DR. STRAUSS:  It does.



CHAIRMAN TILDEN:  Well, how about a little break for 10 minutes or so, and then we will come back and pick up the -- finish up the rest.



We are on Slide 28.  Thanks for numbering those.



(Whereupon, the foregoing matter went off the record at 3:20 p.m. and went back on the record at 3:42 p.m.)



CHAIRMAN TILDEN:  So, David and Laurie, whenever you get ready, we can get started.



DR. STRAUSS:  I wanted to just take a minute to clarify something, and it relates to what I was talking about earlier, which is where we need to be aware of the various timeliness in which these guidance or regulatory additions might be enacted; because Recommendation VII as we have proposed it is intended to provide more specific recommendations and replace existing OHRP guidance in part.  I'll talk more about that in a minute.  



Item B under recommendation VII says "Where applicable law exists to determine who is authorized to serve as an LAR to consent to a subject's participation in research," that is different from the current broader, more permissive OHRP determination.



OHRP interpretation of what LAR can be -- Let me go ahead and talk about our recommendation IV, and then maybe that will put it in context.



Do you want to do this?



MS. FLYNN:  Okay.  Looking at --



DR. STRAUSS:  We were on Slide 28, if I am not mistaken.



MS. FLYNN:  That's right.  Okay, Recommendation IV.  All right.  



"A legally authorized representative is defined at 45 CFR 46 and 'an individual or judicial or other body authorized under applicable law to consent on behalf of a prospective subject to the subject's participation in the procedure(s) involved in research.'"



Our recommendation is:  HHS should support the development of guidance to clarify the current HHS interpretation of "applicable law."  This guidance should include the basis for the Department's interpretation of what constitutes applicable law.



DR. STRAUSS:  One of the things that we are hoping for is a kind of consolidated guidance and, in fact, it would be preferable, as I imagine it and as the subcommittee has discussed it, to have a kind of one-stop shopping for guidance related to research involving subjects who lack capacity.



Currently, there are some FAQs related to legally authorized representative, but what we are imagining for this whole domain is, again, this kind of consolidated guidance document for IRBs and institutions that do this kind of research.



MS. FLYNN:  "Specifically, as the laws defining who may provide consent to research for a subject who lacks consent capacity take many forms and vary widely among the states, guidance should describe the sources upon which an institution or IRB may rely to determine who may serve as a legally authorized representative.



"Guidance should describe examples of sources of 'applicable law' in states with laws or regulations that address consent to treatment but do not specifically consider consent to research.  This guidance will serve to clarify the current HHS interpretation that permits institutions and IRBs to allow research consent by individuals authorized under laws that allow consent to the 'procedures involved in the research.'



"Guidance should clarify that individuals defined by community or other standards, such as institutional policies, standards of care, in the absence of specific judicial, statutory or regulatory authority do not constitute legally authorized representatives."



I'll go back to the beginning here.  



DR. STRAUSS:  So this recommendation, again just for some clarification of current guidance, grew out of our understanding that not only did the states present a patchwork of different rules, but that there was a vast amount of uncertainty about what constituted legally authorized representatives.



The impact -- and again, I could speak from experience in New York state particularly, but the impact on states where there is no law and the impact on states in which there is some law of, let's say, clinical surrogate consent is that IRBs simply don't know what to do or what rules to rely upon, and that in some instances this means they are making up their own rules literally or institutions are making up their own rules or IRBs are, and in other circumstances they are simply not conducting research which, in fact, they might otherwise be able to conduct, but the impact is at times overly lenient and at times overly restrictive to the point of not doing some critically important research.



MS. FLYNN:  There was also some concern, I think, expressed on the part of some of the members of the committee that there was a somewhat casual assumption that consent to treatment, that the ability to provide surrogate consent for treatment was being conflated with the ability to consent for research.  Part of the effort here is to try to draw some clarity and distinction between those.



DR. STRAUSS:  So IV and VII are related in that -- and this is really IV even though it says VII; that is how related they are.  But IV seeks to -- It is quite permissive, and it recognizes OHRP's current broad interpretation, which basically says, even if your state doesn't have applicable law specific to research, if there is applicable law allowing consent to the procedures used in the research, then we will count that as applicable law for research.



The subcommittee felt that it shouldn't comment further or make further distinctions on that rule, with the idea being that ultimately Recommendation VII would come into place, and it would supplant the vague rules that exist that are nonspecific to research.



So Recommendation VII and its hierarchy would take the place of state law that is simply -- from which we simply infer that research consent is okay.



I think that ethically there is some -- that some consideration needs to be given to the assumption that a law that allows for clinical decision making should simply be applied to the research context, regardless of the kind of research involved, which is why we came up with VII ultimately, which is more specific to research consent.



So Recommendation IV basically says, in the meantime, let's have OHRP inform IRBs and institutions where to look to find applicable law.  You know, it may be the case that big institutions who have teams of counsel are expert at sorting this out.  In general, I think small IRBs and small institutions have a hard time understanding  what laws count and what the local rules are with regard to surrogate consent.



CHAIRMAN TILDEN:  David, I am a little concerned about -- we are talking Recommendation IV and VII, and I am looking at the slide.



DR. STRAUSS:  Sorry.  Let me just fix that.



CHAIRMAN TILDEN:  I think I am just a little confused.



DR. STRAUSS:  That whole Roman numeral thing there really -- I don't know.  Okay, VII is IV, and the next couple of IV, too.



CHAIRMAN TILDEN:  So all the remainder are going to be IV?



DR. STRAUSS:  These are IV, regardless of what it says.  I apologize.



CHAIRMAN TILDEN:  That's all right.  I just want to make sure for the audience and me, in particular.  I'm tracking this.



DR. STRAUSS:  I'm not going to replace them all.  I can delete it, if that is better for you.  Anyway, we will just leave it, and you will have to remember that IV is VII.



CHAIRMAN TILDEN:  Okay.  Everything after 30 is IV.



DR. STRAUSS:  I'm sorry.  So again, basically, the idea here -- the only idea here, really, is that we want to make it easier for IRBs and institutions to understand what laws count as applicable law and to give examples of those laws or regulations that address consent that might count in this research context.



Here, too, we are essentially acknowledging OHRP's broad interpretation of the definition of legally authorized representative under the current regulatory definition of 102.



We go on to say here -- and again, this is in accordance with OHRP compliance position on this, is that where there is no applicable law, an institutional policy or simply practice doesn't count as applicable law in the jurisdiction.



So again, what we have done here, really, is restate OHRP's current position.  We have done no more than that, and we are interested in ultimately creating more specific guidelines here.  



I think there is considerable room for debate on the issue of whether a law that permits consent to the procedures involved in the research -- whether that should count as a law which would also permit consent to research, whether it is the same thing.  



It is not clear what "procedures involved in the research" means exactly, I think, to many IRBs.  I could give examples.  We have debated this considerably at the subcommittee.  Jeff?



DR. BOTKIN:  Since we have some OHRP experts here, I wonder how OHRP is interpreting that phrase at this point.  You know, I'm in Utah.  I've got Parkinson's disease.  My wife is my designated surrogate for clinical decisions, but they want to do a stem cell transfer research project and enroll me.  Are those -- Is that outside my spouse's prerogative to consent under the current OHRP interpretation?



DR. GOREY:  I'm sorry.  You said that your spouse -- is that merely the hospital policy?



DR. BOTKIN:  No, that is state law that says that for --



DR. GOREY:  No.  So that would be applicable.



DR. BOTKIN:  Okay.  So does that mean then this interpretation means that, as long as there is state law that designates a surrogate for clinical decision making, then any sort of intervention in the research context would be under my surrogate's authority to provide consent for me?



DR. GOREY:  OHRP has not gone so far as to parse what medical procedures -- how we would interpret that.  As David said earlier, we do have some FAQs that are on point in this regard, and the FAQ that is really most pertinent is the one that asks who can be an LAR for the purpose of providing consent on behalf of a prospective subject.



It says in part, most states have no law specifically addressing the issue of consent in the research context.  



In these states, laws that address who is authorized to give consent on behalf of another person to specific medical procedures or generally to medical treatment may be relevant if the research involves those medical procedures or medical treatment.  However, OHRP has not to date issued further guidance on how we would interpret those medical procedures.



I don't know if other OHRP staff would like to comment on that.



DR. PRITCHARD:  I am just trying to get a handle first on the question.  Is your question focused on a procedure which is designed to improve the health of someone but which has, at least to this point, never actually been used for a therapeutic purpose, and so that is why you are not sure that ought to count as a medical procedure, because it is a procedure that is never actually used -- that specific procedure is never actually used for a clinical purpose?



DR. BOTKIN:  Yes.  I think that is exactly right.  It is clearly a procedure that is not part of normal clinical practice and, therefore, this language tends to suggest that the research authority is limited to those interventions that are normally encompassed in clinical care.



So the example sort of posing the question about something that is highly experimental, outside normal clinical boundaries, and is the guidance supposed to exclude those types of things or not?



DR. PRITCHARD:  And I'm not sure that we have taken a position specifically on a case involving that issue.  Mike?



DR. CAROME:  I think, if the procedure you are talking about is used clinically in your state, and under state law at your hospital you could consent on behalf of your spouse to that for clinical reasons, and now you are doing it for research purposes, and you, the investigator, and the IRB assert that under that state law you can be a legally authorized representative for this procedure, we wouldn't challenge that interpretation.  We would accept that as a reasonable interpretation of the definition of a legally authorized representative.



DR. GENEL:  I am not sure we've got an answer to the question, at least as I interpret it.  The question is not that it is a clinical procedure used for research purposes, but it is a research procedure used for research purposes for which the state law provides permission for an LAR.



The question, I think -- Is that right, Jeff?  The question asked is, is that applicable for what is not a clinical accepted procedure but is strictly a research procedure.  I guess the answer is we don't know.



CHAIRMAN TILDEN:  Well, let me ask you this, Mike.  Would it be a procedure that would have to be performed by a practitioner?  Does it look like, act like and appear to be something that would be provided by, in your case, a physician, but it is a procedure that is research, not clinical care?  



Is that the scenario, versus Lisa doing a study where she is diving a patient under hyperbaric oxygen or something over in a research lab, not in a hospital, nothing to do that looked like, acted like clinical care by a licensed practitioner to do those types of activities?  



I think that is really -- I am trying to just tease out, because this is an important issue, I think, that it would be wonderful to discuss here:  You know, what are we saying is valid law.  But the issue, to me, is those sorts of things.



If you are going to do research as an endocrinologist using procedures, and you are a doctor and it is in a hospital, etcetera, it may not be -- it may be a research procedure, but it looks like and you are acting like a physician, you know, then I suspect that is what Mike was addressing.



When you are an unlicensed person like Patty or somebody doing something -- excuse me, Patty -- you know, I think then this definition, to me, is problematic.



DR. GENEL:  No, no.  I'm a physician who wants to infuse embryonic stem cells into a patient with Parkinson's disease.  Now the intent here long term is therapy, but the short term intent, basically, is strictly research.  It is being done by a physician.



CHAIRMAN TILDEN:  In a hospital?



DR. GENEL:  Yes, in a research center.  



DR. PRITCHARD:  I mean, I think the thing that -- I think the problem that underlies this question is the fact that we accept as appropriate medical treatment in some circumstances what is usually called innovative care, which may be something that a clinician has never done before to a patient.  Right?



So innovative care does include something nobody has ever done before for a patient's wellbeing.  



DR. GENEL:  Yes, I know, and the paradox is that we will allow practitioners to do that as innovative care, but if they are going to do this systematically to try and generate useful data, then it becomes research.  You know, that is so -- So the answer is it is innovative care if I am going to infuse one patient, but it becomes research if I have a proposal to infuse embryonic stem cells into six patients with Parkinson's Disease.



DR. STRAUSS:  I think the complexity here goes beyond those kinds of concerns, and it has to do, to some extent, with intent, too, because you may as a physician practicing in a hospital have the authority to allow a surrogate to consent to a diagnostic CT scan.



Whether this permits you -- Well, whether this permits the LAR to consent to a research CT scan, and to quote one of our panelists this morning, "and research is research," doesn't serve the same purpose.  The intent is not to help the individual but to do the CT scan.



I don't even know what this rule -- I don't know that this rule has been applied to parse that issue.  It hasn't been further interpreted.  So whether we wanted to apply it to say, since the clinical law allows  you as an LAR to consent to the CT scan, and the CT scan is the procedure used in the research, therefore, you can consent to the research CT scan -- What we've felt is that this language, the procedures involved in the research, is problematic and confusing.



It is one of the reasons why we hope that Recommendation VII ultimately taking the form of a regulatory subpart will supplant it and do away with this uncertainty, but given that, at best that is a few years off.



We were also mindful of the damage that might be done to existing and ongoing research by offering a very strict interpretation of this rule at the present time.  We didn't really feel that it was appropriate to pull the rug out, and we felt that we would, again even through the promotion of regulatory language, encourage the development of existing rules in other states until that regulatory piece came into play.



CHAIRMAN TILDEN:  I think you are right on target here, that to me it is a glitch in the way things operate, and the glitch is there because the state apparatus has not been developed, and indeed because of that, actually, in my opinion, looking as an outsider in, the Department has become very resourceful in applying a definition that is very flexible or broad to allow procedures that are typically ordered by physicians in a context that looks like patient care, even though it is research -- to allow that decision making process to go forward, because otherwise there would be a tremendous handicap related to performing research, because you don't have the LAR machinery in place to do it.



Now my solution, which everybody hated, and it's okay -- I'm leaving -- My solution would be, because it is definitional and foundational, that generally when you try to build regulations on a poor foundation or build a process that it is weak, and that it would be nice to begin to address this and announce this and give a five-year window or whatever, but to let individuals know and states know, etcetera, that this is a weakness and that states now ought to look at this and address it; because maybe someday somebody might want to enforce it.



So that is my view of how to try to begin to move this in that window, but nobody likes that.  So I think, you know, things are moving in a different direction.  But I think it is an important foundational issue as one looks at this, because when you start doing DNA research, etcetera, which a lot of other individuals, not physicians, not etcetera, are doing and you are getting the consents done, and then you go to LARs, then really the issue is, well, what do you apply.  

I think there is a weakness there, and the Maryland Court of Appeals picked up a weakness with children, and I could think  other courts could do the same.



DR. GENEL:  Not to belabor the issue, but I really think that the question of treating -- trying to treat Parkinson's Disease with embryonic stem cells is not that far distant.  I am aware of active research that is intended to go just in that direction, including a study that is on the way in  Connecticut, and it is not theoretical.



DR. BIERER:  This is a tactical question, but if one exposes the weakness of the foundational definition and then it is a five-year window or three- to five-year window until hopeful, new regulations pass, will we not motivate states to fill in the gap in the meantime, such that the window of states that have no defined LAR and thus avail themselves of the utility of a well crafted recommendation VII becomes very small, and further push OHRP into the position of having to define further an issue, study-by-study guidance, around questions as that arises?



I don't have an opinion about that, but I think we want the subcommittee to think about it again.



DR. STRAUSS:  I think that the timeline is less than five years for this, but regardless -- I think that --



DR. BIERER:  But more than one.



DR. STRAUSS:  Yes, certainly.  It is one of the reasons why Sam and Ann on the committee and others have fairly forcefully wanted to pursue efforts to promote model state rules and to find out how we can get HHS to support or promote that, not simply by, as you point out, revealing the current weakness, which is evident, but to actually provide a solution, a framework.



DR. BIERER:  So given the law of unintended consequences, I would only hope to caution against putting OHRP in a position where they have to back into a response that we may not hope for.



One other little point, which is: In your introduction you talked about the definition of individual or judicial or other body authorized under applicable law.  Yet when you get to Recommendation VII, there are only individuals in a hierarchy of individuals.  And if there are no -- I wonder how you think about judicial or other body, which is part of the definition that is absent in Recommendation VII?



DR. STRAUSS:  Are you talking about institutions making decisions on behalf of individuals?



DR. BIERER:  If you go to the first -- try like 31 or something -- 30.  So in IV there is an LAR which is defined as an individual or judicial or other body authorized.



You get to VII, you have only authorized a hierarchy of individuals.  So I think we should have a consistent sense of what that judicial or other body is by the time we get to VII, and may not have a hierarchy of individuals.



MR. FORSTER:  I wouldn't recommend that, because the point of VII is when there is no state law.  So if it is a judicial body, by definition judges are acting -- they are defining state law, or other body.  And I don't think we have the authority to designate other bodies.



DR. BIERER:  But you will have in VII individuals who are compromised and have no one else.



MR. FORSTER:  True.



DR. BIERER:  And then you say, well, then they just can't participate in research.



MR. FORSTER:  That could happen.



DR. BIERER:  Even if it is life saving, unbelievably wonderful.



MR. FORSTER:  The prospect of direct benefit, can only obtain in the research?



DR. BIERER:  Yes.



CHAIRMAN TILDEN:  But most states have guardianship laws and things, if there is an individual without -- I mean, this is surrogates where it is a deemed status.  You have a status, and you are deemed to be a surrogate, but we did talk about agents and, I think, guardians.



So I think, once you get past the guardianship piece, though, it is not so clear.  States may have other avenues, but including they might be a ward of the state.  So there might be another body that could consent.



I think that is a catchall phrase for a lot of different things, but that may not be particularly applicable to adults who are incapacitated.



My sense right now is that, for these two recommendations, for the subcommittee that there are two issues that came up.  One was the issue about the full board review for protocols that would undergo expedited review.  I think it might be helpful to maybe get a sense of the group here, you know, not a vote, just a sense of if that is problematic, more so problematic than not for the individuals here, just so it could be informative.



Then if there is -- Then if there is any other thing that came up to the Committee in terms of giving some feedback, it would be helpful.  Is that okay with you, David, or are you not finished?



DR. STRAUSS:  No, no, I am.  The second issue had to do with substituted judgment, best interest and clarifying that component there.  I think that is important for us to look at more carefully.



In terms of the first that you bring up, the full board review, I think that, obviously fairly strongly, people are concerned about the added regulatory burden, and we hear that.



I think that it may or may not be part of the next incarnation of this, depending on what other safeguards or protections are in place, and it may have more or less appeal to the parent committee, depending on what other kinds of safeguards are in place.



So, I mean, I don't object to a roll call on it, but I think it is pretty clear that it is something that people have identified as an area of concern, and that we will take back to the subcommittee, especially since some of our members were among those who objected.



CHAIRMAN TILDEN:  You won't have me long to kick around, David.  



Is that okay with the Committee right now?  Okay.  



Then the other thing, the best interest -- You want some feedback on that at this time or you think you've gotten feedback, adequate feedback, with respect to that as well?  You are free to ask.



DR. STRAUSS:  I think some feedback -- it would be helpful there.  I wonder if I could -- I was talking to Tia Powell formerly of the New York State Task Force who had been looking at this issue in New York State, who made a point that somewhere in between the terrain of the subject wrote down what he wanted to have happen to him in the future, on the one hand, and a therapeutic benefit that will affect the subject today, is a lot of territory.



I think that we are trying to figure out where in that spectrum we want to land in terms of allowing a surrogate to make a decision.  But other thoughts or comments that you all have would be helpful.  I said the "you all" for your benefit.



CHAIRMAN TILDEN:  Thank you very much.  I like the best interest piece without much more, because it is such a standard piece in legal thought, etcetera.  But that is my bias.  Anybody else want to comment on the substituted judgment first, and best interest second?



My sense is that, if there is really a lot of concern about the length of the list of surrogates or concerns about the ability of a surrogate to consent, then I would promote shortening the list, and maybe not have it so long.  But then, by shortening it, try to get closer to surrogates who would be in the position to make good decisions for individuals.  



That is just -- you know, and not have to promote limiting that piece, then kind of take that out or reduce the need to try to limit the concern that individuals can't make the right decision for their loved ones.  That is my sense.



MR. FORSTER:  You know, we did in the subcommittee meeting already shorten the list a bit.  So I guess, if there is a sense here that it should be further shortened, it would be good feedback for the subcommittee.



DR. STRAUSS:  Well, I did hear the feedback that we should be mindful of the need for flexibility in the language, in any case.



CHAIRMAN TILDEN:  Any other comments?  Okay, well, thank you for sharing that with us.  It's a really great job.  This is an easy topic and easy to understand, and you do a really good job with it.  So thank both of you.



DR. STRAUSS:  Thank you.



CHAIRMAN TILDEN:  So that moves us on to public comment.  No one has signed up for public comment, but that has never stopped people before, Julia.  



So is there anyone in the audience that wants to make a public comment?  Okay.  You will have another chance tomorrow, if you decide differently.



Okay.  So that is the -- So finally, we are here at the wrap-up and getting ready to adjourn.  I thought that it would be best right now, since we don't want to get finished early, to open up maybe for a little discussion, the Tissue Repository Panel, and get a sense of SACHRP about the panel and maybe where one should go from here.



To begin that discussion, I would point to one of our newest members, Barbara, to start us off in terms of what did she think about this Tissue Repository Panel and what should be done.  You can ask for help.  Ask David.



DR. BIERER:  Thank you.  So I found the discussion this morning really extraordinarily informative, well balanced, reviewed many aspects of tension for institutions trying to enable research, much of which we as a community wish to see go forward.



I also heard no singular focus in an area that the panel members wished us to focus upon, and a lack of considered consensus amongst them, at least in the elements that they shared with us and chose to discuss.



Underlying the dissonance and range of topics that they reviewed, I thought there was consensus about several elements that, I think, are worthy of further consideration by SACHRP and potentially by others.



Specifically, I think that each in their own way alight to the fact that the difference in definition in various regulatory language has been difficult and cumbersome for interpretation and for future work, and it is foundational to much of what they wish -- or we wish to accomplish as a community.



While they spoke to elements such as the definition of human research that differs in OHRP and FDA, and we did hear that there is a committee working on that, I think it is important to emphasize that that is, I think, one of the -- an effort that we wish to see move forward with alacrity and with a deliberativeness, if that is a word, that would help propel this work.



So that is the first thing.  I think the definition, I think beyond that harmonization, and the third was the confusion around tissue sharing, data sharing, HIPAA covered, HIPAA not covered, how the Privacy Rule intersects with the Common Rule is a third area that is fundamental to these bio-repositories, as to much data sharing work.



So those are three.  I think we spent much of the time talking about return of results, and that is a very interesting and compelling issue.  I am not sure that I left there with a sense -- or left this morning with a sense of where we might go with that.



So that starts us off.



CHAIRMAN TILDEN:  Thanks.  Anyone else want to comment before I call on you?  



MR. FORSTER:  I will make one comment.  I think that probably the most helpful thing that this committee could do for the IRB community -- and I won't speak for other groups -- is recommend harmonization between HIPAA and the Common Rule as far as to whether or not authorization for future research that is unformed at the time has to be disclosed study by study.



In other words, can you have kind of a blanket consent for future use of specimens or data?  That causes a lot of confusion, and there is a great variety of approaches by IRBs around the country.



What I don't remember, if that was in the first SACHRP recommendation about HIPAA.  I haven't looked at that for a while.



CHAIRMAN TILDEN:  Lisa?



DR. LEIDEN:  I am compelled by the question about whether results from the procedures should be shared, and I would like to see some kind of breakdown, guidance on when an IRB should consider sharing results of data from a repository and when it shouldn't.



I know that the IRBs that I have seen have been conflicted by that.  They have not known how to answer it, and could really use some direction.



CHAIRMAN TILDEN:  Yes, Neil?



DR. POWE:  I was struck by the fact that a lot of current research is going on in this area.  They talked about convening groups and focus groups and surveys, and even some recent work that was done and published.



You know, I am a little concerned that, in fact, we see the results of those efforts and the evidence that emerges from them before we might provide some recommendations as to how to proceed.



I would like to see it somewhat evidence based than are judgments about this, and I think that I was impressed, in fact, that there is a lot of data now that is being collected that could bear on many of the issues for which there was no clear consensus.



CHAIRMAN TILDEN:  Do you think those issues run more to returning results and getting consent with the option to get results back or is it the HIPAA Common Rule definitions, or both?  I mean, is it more specific to one area?



DR. POWE:  I think, actually, to both.  You know, how individuals would feel about the use of remnant specimens in clinical care.  I think the issues about what types and when research results should be returned to individuals.



CHAIRMAN TILDEN:  Okay.  



DR. POWE:  It seems there were a number of groups, even NIH supported, that were looking at these issues.



CHAIRMAN TILDEN:  So you don't think it is ripe for doing anything right now?



DR. POWE:  I think I would like to see some of that evidence before those recommendations would be made.  I think this panel could not agree on that nor did they cite what I thought -- I thought there was a lot of anecdotal evidence but not clear research done, systematic research.



CHAIRMAN TILDEN:  Mike or Jeff, either one?



DR. BOTKIN:  I guess I was impressed, too, with the breadth and complexity of the issues, and it does seem to me, too, that the vast majority of those aren't really ripe for any sort of regulatory attention, other than the conflicts in HIPAA and the Common Rule and the issues that, I think, a lot of people have touched on, and I think those conflicts are something that we may want to try to push the process to try to resolve, because I do see those as particularly problematic.



We might think about other broader alternatives, which is perhaps to say maybe we should encourage the IOM to take a look at this issue and try to develop best practice standards for the development and conduct of research in this area.  That would be, well, short of a regulatory thing, but it might provide the sort of guidance that the community might welcome out there in a number of these problematic types of issues.



I think one other point that might be potentially amenable to guidance and relates to the return of results.  What I have found through our IRB is quite consistently the investigators fail to say in their protocol what they are going to do with the results, which isn't to say that there is a right answer, because it depends on all the different sorts of variables that folks have been talking about.



There may be circumstances in which results are appropriate return, other circumstances, but I think research subjects consistently want to know whether they are going to get results back or not, and I would say that it is not consistent that they are told that.



That is not one of the basic elements of informed consent, but it would be potentially feasible to shoehorn some guidance in there that says the informed consent process ought to tell research participants whether they are going to get any results back from the research or not, and then the IRB can make a judgment about whether the investigator's plan is appropriate in that regard or not.  



DR. GENEL:  Well, I found this a very interesting discussion this morning, and a number of take-home points.



I think the need to get some sort of clarity and harmonization between the Privacy Rule and the Common Rule in the various agencies, I think, was well illustrated by what we heard.  



I think that was one area where  there was clear agreement on what needs to be done, though not any agreement on how to do it or any suggestions.



I thought Mark Rothstein's suggestion that this committee and the National Committee on Vital and Health Statistics join in a statement,  I think, is something that we ought to pursue, and I think that a statement ought to go to the highest possible levels, because I think that, if anything is going to be implemented here, it is going to be implemented by a strong impetus from the top down rather than having it come from the bottom up.



Obviously, you need to have all the agencies involved, but I think there has to be some sort of clear recognition that this is a problem that needs to be addressed.



In terms of reporting of research results, I agree.  I thought it was a fascinating discussion, but I am not sure quite what to do with it.  I think we ought to -- It is something, I guess, we ought to keep on our agenda, because I think it is an integral part of the research contract, at least implicit, and how it is handled and some guidance and some recommendations might be of value.



I just don't know at this point what I would recommend, and I think it probably underlines the need for really good empirical data on this that we can look to.



DR. MARSHALL:  I agree.  I think that we need to address the issue of harmonization between HIPAA and the Common Rule.  I think that is important.



I think that the challenges associated with reporting results is -- that is going to be something that we will have to address for both individuals and also at the community level.  I don't think that we are in a position to make any recommendations at this point. 



I think that there are people right now who are doing studies, collecting empirical data on a broad range of issues, and we heard people make reference to those, including, Barbara, you had a nice list of some of the studies that are going on, some of the groups that are doing research.  But we didn't hear about the findings of these studies.



So we've got some challenges to address down the road that will be there for a while.



CHAIRMAN TILDEN:  You are the doer person.  So we have an issue.  It looks like we have an issue here.



MS. BANKERT:  Well, I was just going to echo David's sentiments, that there is a lot of IRBs out there looking for help.  Really, they are looking forward to results of this panel discussion.



So it is discouraging not to be able to provide something that is going to help IRBs in the near term.  So maybe we shouldn't let that go completely.



I know at the PRIM&R conference, they were actually holding off on naming workshops until they find out what happened at this panel discussion.  So I would like to keep it on the front burner, because this is a huge issue for many IRBs.



As far as returning research results, though, I think there was some consensus that, in general, the default is you don't return research results.  Honestly, I was surprised that people are getting so many requests for it, and if they had some body or some paper that they could read to the patients that said, no, this is really way more complicated than we can explain right now, but there is a group of people that have thought about it, and even they say you shouldn't be getting these research results back -- I don't know.



This was news to me, that this was such a growing issue.



CHAIRMAN TILDEN:  Well, I do think -- and I would like to have the ex officios weigh in as well.  I don't think what they are saying is research results in terms of results of the study.  I think what the issue is -- and HIPAA may have some -- and we had a little discussion about this.  HIPAA may be part of the problem there, because I think -- and I am going to talk about this tomorrow.  So I don't know why I am saying it today.



HIPAA was never designed to cover research, and I don't know much about the whole world.  But if you read the regulation, to me, research got a pass, and every time you ask OCR for guidance, you got more of a pass.



So the idea is that this regulation wasn't written to cover research.  I think it was written to get the research -- the information out of these covered entities out of that HIPAA umbrella and get it over in the Common Rule.  But now --



MS. BANKERT:  Well, if OHRP could make that statement --



CHAIRMAN TILDEN:  I believe, though, that that has not happened, for whatever reason, and I am not going to make up reasons I don't know.  But because of that, we have overlapped the regulation that doesn't necessarily go over research with a research regulation, and we can talk about that.  But I think that is an issue that is really causing a lot of problems.



Now for instance, HIPAA, I think -- and I am not a HIPAA guru.  I haven't read it except like a couple of days ago when I came here before this meeting, but you know, it guarantees certain rights and obligations to individuals, like maybe seeing your record.



If you are a HIPAA covered entity and you have happen, like UAB did, make that a designated record, then that gives each person a right to see their record.



Now you get to maybe protected during the randomization, etcetera, but then you get a right to amend the record.  You get a lot of things you can do with information, and I think that it may actually be promoting the idea that individuals who are in research should get all this information back.  But it has its risks.



That is different than providing them with the results of a study and conclusions, etcetera.  I don't think anybody -- Personally, I didn't hear anybody saying you shouldn't get the results back.  If giving information that you find that may not be valid information to an individual that could be quite -- You know, that requires a discernment, a judgment, etcetera, and then who helps them?



Are they in a position to decide; and if not, who is in a position to decide, and if it is research information, maybe even the researcher isn't in a position to decide.  

So it is a real -- an area of so many unknowns, but if you complete a study and are able to get a result, and many times now you have to publish it.  You know, you have FDA Amendments Acts.  You are going to have to put results up.  The Act says that you are going to have to put -- you know, from NIH.



I think there are vehicles now for people to get results out, but I think those are some of the issues.  But it may not be quite ripe enough to make a strong recommendation, although there are, I think, some elements there that you can see where it might go.



So I really feel like this whole idea of HIPAA and the Common Rule and stuff -- you know, if I sense the committee, we ought to somehow again make some sort of push or recommendation to try to bring awareness up regarding that, at the very least.



Then the question is, should we do it by tomorrow afternoon before we convene, or some other mechanism?



DR. GENEL: May I -- I had planned to speak about this, but I think a lot of what I had planned to say, we have already said.  So I will be very brief tomorrow.



One thing -- One conclusion I have come to, listening especially to the panel this morning, is that it is not enough to simply recommend that the recommendations of SACHRP from 2004 ought to be adopted.



I think those -- four years have passed, and those really are probably insufficient, and there are some of those recommendations that are outdated anyway.  



So that we can't use that as a starting point at all, which is what I had, frankly -- I implicitly thought of pushing.  But those are -- I mean, the '04 recommendations are outdated and are inadequate.



CHAIRMAN TILDEN:  Ivor, as the Executive Secretary here, could you help us out a little bit?  Mike had mentioned something about getting a Joint Committee statement, etcetera.  Is there any possibility or obstacles or impediments to trying to form bridges with another -- that type of committee?



DR. PRITCHARD:  Not that I know of.  I would imagine it may be something as simple as a circumstance in which, if you have a statement that both committees are willing to separately endorse and you can point out that both of them endorsed it, then fine.



I think the issues become more complicated if we are actually talking about those committees deliberating together in some way or negotiating, particularly in view of the Federal Advisory Committee requirements.



So we can explore that, but in principle it doesn't seem like something that -- You know, I don't see any reason why two Federal Advisory Committees can't both agree on the same recommendation.



I just want to make one other point on behalf of my ex officio colleagues, which was:  In the process of putting this panel together, there was a meeting of the ex officios to talk about what their interests were.



I think the theme that they were most interested in, perhaps in part because it was fairly directly related to the current regulations, were issues that had to do with consent under the various scenarios pertaining to research involving biological specimens.



If any of my colleagues want to pipe up about that, please feel free, but that was, I think, the general direction in which they were hoping you would go.



DR. BIERER:  So it is interesting that the panel -- I mean, you say that we would go, but the panel didn't lead us there, and they didn't spend -- None of the 11 of us came out having said that that was one of their points, that they sort of helped us even sort of think about the path forward.



They brought up many of the issues, but you would have to look back to their talks to find when they mentioned them.  So I don't think we did your colleagues justice in this panel addressing that question.  We didn't spend the time exploring the specific issues that need resolution.



I wonder if the white paper that PRIM&R has spent so much time doing doesn't help us, help us in practice, more than the panel this morning did, and whether it is worth sort of reviewing that somehow, since there were, obviously, some points that were endorsed by all, but some points that were clearly complex and a source of disagreement, to see whether there were common elements that we would wish to endorse from that.



I don't know exactly what the form of that work would take, but it is one idea.



CHAIRMAN TILDEN:  Any other comments?  



DR. BOTKIN:  Well, a brief comment.  I would support that idea.  I think that provides us with a nice structure without reinventing the wheel here, and maybe an opportunity to walk through their recommendations and see whether there is consensus within our group about endorsing those recommendations or not.



DR. POWE:  I would like to speak to not just leave this tabled.  I hope I -- My comment, though, wasn't saying, you know, that we should table this.  I think this is extraordinarily important.



I would love to be able to make recommendations.  I just wonder whether we can do anything to stimulate empirical research or to collect and look at the evidence that would allow the community to reach some consensus about many of these issues.



Then, let's say a year from now, we would be in a position to actually make some recommendations based on some evidence and consensus by the research community.



DR. STRAUSS:  I was interested in hearing -- You know, we heard a little bit about an example of a way to proceed that is being done at Vanderbilt, for example.  



I think looking at the details of that would be interesting, to see whether, in fact, we felt it met regulatory -- you know, whether it met ethical and regulatory standards.



I suspect that it does, if they are doing it and doing it openly, but nonetheless, it could rub us the wrong way.  We could be concerned about it.  



It may challenge our notions of what is acceptable consent, but I think that -- Frankly, I was -- I also agree with what everybody is saying, that no specific problem to solve with particular recommendations on our part leapt out at me.



There is inconsistency in the field.  Clearly, the standards for consent, the standards for anonymization are not uniform, and it seems to me that that is the problem that was discussed, more than any other problem.



It is just not clear to me that there is a regulatory solution here.  I am with others, that I would be interested in seeing more or reading more about this, including these case examples or examples of best practice, and to have an additional -- some additional opportunity to think about it or to look at these things.



CHAIRMAN TILDEN:  Yes, Marianna?



MS. BLEDSOE:  Yes.  I would just like to bring you up to date on a few things that NIH is doing, and other things, efforts to develop best practices.



There have been a series of best practices that various groups have developed.  One is the International Society for Biological and Environmental Repositories has a series of best practices that cover technical standards as well as legal and ethical standards.



The NCI has developed some best practices for specimen resources that are available on their website, and the NIH is also exploring the development of a trans-NIH policy related to repositories, looking at some of the areas that aren't currently covered by regulation but are important ethical issues.



That effort is in very early stages of development, but the expectation would be that at some point we would go to the regulatory agencies as well as going out for public comment on it.  



So there are some things underway already in those areas that you should be aware of.



CHAIRMAN TILDEN:  Then we will move to adjourn.  So moved.  Done.  We are adjourned.  Have a good evening.



(Whereupon, the foregoing matter went off the record at 4:54 p.m.)
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