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INTRODUCTION

Dr. Nelson:

Good day everyone. This is Bill Nelson. I am the Chief of the Ethics Education Service at the VHA National Center for Ethics in Health Care. I am very pleased to welcome you to today's National Ethics Teleconference. As you probably noticed, my colleague, Dr. Ken Berkowitz who usually serves as moderator for these regular calls is not here. Ken is on a well-deserved vacation this week so I will be serving as the moderator.

By sponsoring this series of calls, the Center provides an opportunity for regular education and open discussion of important VHA ethics issues. Each call features an educational presentation on an interesting ethics topic followed by an open, moderated discussion of that topic. After the discussion, we reserve the last few minutes of each call for our 'from the field section'. This will be your opportunity to speak up and let us know what is on your mind regarding ethics related topics other than the focus of today's call. 

ANNOUNCEMENT

Remember that CME credits are available for listeners of this call. To get yours go to http://vaww.ees.aac.va.gov/ethics.

Before we proceed with today's discussion on “The Ethics of DNA Tissue Banking for Future Genetic Research,” I need to briefly review the overall ground rules for the National Ethics Teleconferences:

· We ask that when you talk, you please begin by telling us your name, location and title so that we continue to get to know each other better. During the call, please minimize background noise and PLEASE do not put the call on hold.

· Due to the interactive nature of these calls, and the fact that at times we deal with sensitive issues, we think it is important to make two final points: 

· First, it is not the specific role of the National Center for Ethics in Health Care to report policy violations. However, please remember that there are many participants on the line. You are speaking in an open forum and ultimately you are responsible for your own words, and 

· Lastly, please remember that these Ethics Teleconference calls are not an appropriate place to discuss specific cases or confidential information. If, during the discussions we hear people providing such information we may interrupt and ask them to make their comments more general.

As our regular listeners know, the calls focus on programs within the three basic areas of health care ethics, that is, clinical, organizational, and research ethics. Today we are discussing an issue in research ethics – “The Ethics of Tissue Banking for Future Genetic Research.” The discussion will begin with a brief presentation elucidating the need for and the goals of a genetic tissue bank. This will be followed a discussion of the ethical issues of tissue banking for future research. 

Our guests today are Dr. Louis Fiore, MD, MPH — the director of the VA Biorespository Initiative and Dr. Daniel Deykin, MD an ethics consultant to the VA Biorespository Initiative. They will be talking to us from Boston, MA. They have thought long and hard about the scientific and ethical issues concerning tissue banking for future genetic research and arrived at ways of addressing these issues. Following the presentation, I will open the discussion to include your participation, especially to address any questions regarding these intriguing research ethics issues.
Also with us is Andrea Ott. Ms. Ott is an Ethics Center’s intern in the New York office and a PhD student in Philosophy with an emphasis in health care ethics at SUNY-Buffalo, NY. Thank you all for joining me. 

I would like to begin by first asking Dr. Louis Fiore to give us a brief overview of the purpose and need the Cooperative Studies Program (CSP) DNA tissue bank and review how it operates. 


PRESENTATION
Dr. Fiore:

I am also going to discuss the new initiative called, “The VA Biorespository” which complements the CSP DNA Bank. By way of background, the need for Biorespository or banks arises in the scientific arena of course. With the recent cloning of the human genome, several new technologies in biomedical research have become ubiquitous. These include the areas of genomic, proteomics, gene expression studies, and a new area called metabolomics. Basically, what these fields try to do is use clinical data, along with tissue, to arrive at etiologies for disease or determine responses of diseases to medications by looking at both genes and proteins. This technology has really exploded over the past few years. The need for good clinical data as well a biological specimen from patients with and without disease has really become manifest in a furious way. In the past, this need was not quite so great, and was met by individual researchers who were able to collect a limited number of specimens, along with some clinical data, and use it in their own research, as well as making it available on limited basis to other researchers. 

However, as the field grew a bottleneck developed in the provision of clinical data and tissue to the ever-expanding number of researchers. This bottleneck is believed to be rate limiting today in medical progress. As a result of this bottleneck, several institutional level biorespositories have arisen over the past few years. There are governmental ones available at the NIH, and the CDC. Several universities have created such a resource, and in industry there is about a half dozen places that are attempting to create these very same resources. The problem here is that as the different resources develop in different arenas, the ethics are changing very rapidly over time. They are different within centers and the scientific clientele that they service varies from location to location. So the field is really in a state of flux and quite disorganized. 

Well enter the VA. Why would the VA want to participate in this arena? Well first of all, as the largest single provider of health care in the country, the VA has a huge patient database from which to draw upon to make clinical information and tissues available. In addition, VA clinical data is aggregated in a uniform way. Having this large patient base as well as information system which allows for relatively inexpensive collection of patient data the VA has an infrastructure to really contribute to the biorespository field. In fact, there are some of us who believe that it is the responsibility of the VA to make these resources available. By resources I mean, clinical information and tissue from patients. No other health care system can deliver these resources because of the unique infrastructure present at the VA. Finally by participating in this, the VA affords its own researchers the opportunity to become important and critical players in these emerging technologies. In terms of the operationalization of the process, the VA first entered this in a formal way through Cooperative Studies Program DNA bank. 

For those of you who are not familiar with the cooperative studies program, it a relatively large program that sponsors large-scale clinical trials on diseases that are common in veterans. Once these trials are concluded the results are published, and the study is over. A few years ago, Dr. Philip Lavori at the Palo Alto Coordinating Center, decided it would be a good idea to collect blood from participants in these studies, and once the study was over, they have that blood banked for future best use. As a result, this project moved forward and was funded and is now ongoing as the CSP DNA Bank. The very first study where blood was collected is now being accessed, the blood is being analyzed and the clinical database on that study is being used to make correlations between patient’s genes or genotype, and what happens to them in the study. As a result, there are some very productive results that are being generated by collecting blood within the confines of that study. 

Well, there are several limitations of this approach; mainly you could only collect blood, from patient who is in that study. The next step that VA research is considering is collecting not just blood, but also tissue. And not just from patients who are in randomized clinical trial, but from any veteran in the VA who is approached and decides to participate. This is a much broader program that has not yet been launched. It has served our discussion for the past year, as we have consulted scientists and ethicists around the country that have designed such programs, and the result of those discussions will be discussed today. 

Let me say that the release of resources—from either the DNA bank which is a cooperative studies program initiative or from the yet-to-be-created VA Biorespository—will be available to VA investigators, non-VA academic investigators at universities, as well as commercial parties, big pharma and biotech companies. The VA does not envision making this resource available and then limiting it only to VA researchers. Finally, the release of the resources will be of two specific types, cross-sectional and longitudinal data release. 

The former is data that is collected on all patients who agree to participate in the program. This data is collected at the time that the tissue was collected, and is relatively limited in its preparation. Those data will be made available along with the patient’s sample of tissue to investigators who will be able to make discoveries using that limited clinical data set. 

However, many scientists require not just cross-sectional data but longitudinal data. Longitudinal data is data that is accrued over time on the same patient. In order to release this longitudinal data, there is an IRB process that will need to be followed and perhaps we will have a chance to talk more about that in the future. The point here is that cross-sectional and longitudinal release of data is a key distinction, which we will be able to elaborate on later.  

Dr. Nelson:

Thanks for that helpful overview. A paper authored by Dr. Lavori and Dr. Fiore and several of their colleagues, entitled, ‘Principles, Organization, and Operation of a DNA Bank for Clinical Trials’, was published in 2002 in Controlled Clinical Trials. The article highlights the basic ethical principles that underpin the tissue bank and its use for future research. (By the way, the follow-up summary of today’s program will provide a full citation to the article and other related material) Dan, as a member of Ethics Oversight Committee to the tissue bank, would you list the ethical principles that your group sees as central to the operation of the tissue bank?

Dr. Deykin:


First let me correct, I am not a member of the Ethics Oversight Committee, that a separate committee that we will talk about later. I am involved with helping the planning of the Biorespository think through some of the ethical issues. I am working within the purview of the Biorespository. There is a separate, distinct and outside ethics oversight committee. We have listed series of prior concerns that we have addressed and we welcome discussion of and these are:

· Respect for autonomy - which will center around informed consent issues

· Protection of privacy – going beyond HIPPA to the longitudinal phase

· Appropriate disclosure - concerns about what information should be disclosed or not disclosed to the individual participant.
· Protection groups as well as individuals from harm - such as veterans as a group

· Dealing fairly with commercial interests - which are in the background of this whole biorespository venture

Underneath all of that is our concern that everything that we do be transparent, open, and evident to the entire research committee.

Dr. Nelson: 

That is quite a list of ethical issues, regarding the use of this tissue bank. You mentioned respect for autonomy as the first guiding principle. This principle is facilitated in health care and research through the informed consent process. The idea of informed consent is one of the cornerstones of ethical research practices because the process preserves and promotes a patient or research subject’s right to autonomy. Briefly, please comment on the tissue bank’s informed consent process and how it works.

Dr. Deykin: 

First let me bring to your attention, the totally new world in which this consent form operates. We are used to thinking of the consent form that arises in the context of a defined therapeutic trial, a therapeutic test. That consent is limited to the world of that clinical trial. At least there is an altruistic hope that, in some way, the information generated from that particular therapeutic test will some way go back either to the individual patient or to groups of patients with that same disease and a consent is limited to that world.

Here we are in a totally different world, which patients are entering from a different perspective. Most of the patients who are going to be giving tissue will be those who will be solicited to give additional pieces of tissue that might have otherwise been discarded during operations. They come in, not in a world with clinical trial, but in a totally different clinical context. Or, they may be recruited just to give blood, but again, not in a clinical trial context, and not in a therapeutic context. We are approaching them and asking them to give us their blood or their tissues for genetic purposes that may have absolutely no immediate relevance to their first reason for entering into the clinical databank.

When we talk to patients about informed consent, we have to bring in a whole new range of issues. We have four levels of consent, and these are the kinds of consent that we ask the patient to give us:

· First, we ask the patient for his or her permission to donate their tissue for unspecified uses in the future

· Second, we ask them to allow future data to be collected

· Third, we ask them for the opportunity to contact them in the future should that need arise in the context of longitudinal studies

· Fourth, we deal with the issue of giving them levels of options about disclosure. Do they want to have any disclosure? Do they want to have only certain forms of disclosure, or do they want to have no disclosure at all? 

We also want to inform them that there may be potential commercial use of their product and we ask them to release all interest from commercial use. We advise them of the potential, although we think quite limited, that there might be inadvertent information disclosures out of the very secure limits that we set around it. We have gone through this consent form over and over again and we offer it up to you for discussion. 

Dr. Nelson:

That is really a helpful overview of both the context as well as the detailed information that is presented to the patient. The informed consent process sounds very thorough as you articulated. However, since the DNA bank is oriented towards the future research and hypotheses, that may not or cannot be framed at the outset, does the concept of a fully informed consent becomes strained when dealing with future, unspecified research? It may not be viable to fully inform a patient about all the future potential risks, and maybe even benefits as well. In fact, some people have argued or that to take the position that it is unethical, if not impossible, for a subject to ever consent to future research. Can you please clarify your group’s position on this issue?

Dr. Deykin:


That is a very important point. To reduce it to the absurd state, if a patient could not give consent for future open-ended research in the area of genomics, then the concept of genomics comes to a halt. Because the field is moving so rapidly, and the technology is evolving in such a way that really even two or three years ago it would have been impossible to understand what we can do today. And it is only our best imagination about will come forward in the future. To preclude VA patients from participating in this would be, in a sense, a limit to the VA’s role in one of the leading research entities in this country. Now having said that, we have put in place three levels of outside advisory groups that we hope will serve as the surrogate protectors of the individual veteran:

· First, is a scientific advisory group, which was impaneled by Dr. Lavori to look at the quality of the research proposals that came into the DNA bank. So, at one level we have a scientific review of the potential use of this data that will be rigorous.

· Second, we have impaneled a veterans advisory group that represents veterans in the aggregate. They separately review the ethical issues, and the hope of the scientific protocol. I would say that the veterans advisory groups have been our strongest advocates and really pushed us forward, more than we would have expected.

· Third, we have an outside ethics committee, which again is part of the DNA bank, which has wrestled with us, and has helped us understand some of subtle points. For example, with the issue of disclosure we had said that the veteran could opt not to receive critical information of any sort, if that was the choice the veteran wanted to make. The ethics committee said, “that’s intolerable,” because if potentially life-saving information arose during the course of the studies, it would place everybody in an untenable ethical position. And if the veteran insisted on not having any disclosure, even if potential life-saving information, then the ethics committee thought that that veteran patient should not participate. So then we would have to say that someone who absolutely refuses to receive potentially life saving information should not participate. 

I will ask Lou to talk about these three committees in more detailed.

Dr. Fiore:

These committees meet twice a year, face-to-face and have several conference calls. They have really provided us with some good insights and provide a systematic ways to make decisions on how to proceed from where we stand. Navigating through the waters over the past year in planning this initiative has been quite tricky and it has been a luxury to have people to bounce ideas off.

Andrea Ott, Ethic Center Intern, NY:

Another ethical concern that arises that you mentioned is one of privacy and confidentiality. There is little doubt that patients are concerned about their privacy. Today, protecting the patient or research subject’s privacy is critical to ensure ethical practices. The U.S. government took this concern over privacy, and revised and subsequently tightened HIPAA regulations. Within genetic research, the concern seems especially important. Information leaked from a study could negatively affect the subject’s life in many ways even beyond social stigmatization. The resulting discoveries can affect insurability, employability, and even paternity. How does your group ensure privacy?

Dr: Deykin:
First, I think there are certain mechanical steps besides the obvious ones of assuring the HIPPA regulations. These include elaborate separation of files, elaborate systems of codes so that patient information is separate and gets segregated from linked information. We are very much aware of the need to protect information, and there are at least five different levels that we work with. That is, the need for medical research privacy of access as a working assumption, and we would emphasize the difference between linked and unlinked studies, and of cross-section and longitudinal data. Dr. Fiore will comment a little more about this. For the safety of subject samples, we have very detailed separation of subject samples from any information that is potentially linkable, and these samples are kept in secure freezers that are actually on VA property and cannot be entered by any one other through the VA permission systems. And we have the tissue bank experience in maintaining and securing samples. 

I will ask Dr. Fiore, to take a look particularly at the linked and unlinked or cross-sectional or longitudinal data and tell us more about that because I think that would help explain to you how we are going at that.

Dr. Fiore:

Thanks Dr. Deykin. When a patient enters the biorespository program, information about that patient will be gathered and put into an electronic database, that is referred to as cross- sectional data, and a tissue sample from that patient will be collected. Now, as it is currently designed, we would be authorized to release that tissue sample along with that limited cross-sectional data to a third party who requested it for research purposes. In order for us to do that, we would strip the database of any patient identifier. This is referred to as unlinking. We strip the identifier from the sample as well and link it only to the clinical data. So in effect, what we would deliver to our third party who wanted access to the cross-sectional data and the tissue, is a bunch of values about the patient as well as the sample, but we nor anyone else would ever have any way of identifying who that patient is. This is referred to as unlinking. Once unlinked, the sample is forever unidentifiable back to the originator of the tissue and the data. We feel that affords the patient a fantastic degree of protection because there is no way that we or anyone else could identify whose sample that is, at least not without extraordinary means. 

However, this really limits the scientific value, because should something interesting be discovered in that sample, there would be no way of identifying the patient from whom it was obtained, and we would not be able to go back and get either more tissue or more information. As a result, the preferred approach would be to release tissue and clinical information to third party not unlinked but de-identified. By de-identifying samples, we would assign a tissue sample and the patient clinical information a new number that is unique and that it is not traceable to the patient’s true identity. We would scrub from the patient’s clinical information the fields that HIPPA has deemed identifiable fields. And deliver to third parties the useful clinical information along with the tissue, but no way of linking the information or tissue back to the patient, except through us. Such samples are not unlinked, they are de-identified. De-identified sample carry a real risk of re-identification, and hence expose the patient to greater vulnerability then unlinked samples.  

It is for this reason that we insist that all de-identified samples and data be released after full IRB review of the intended use and notification of the scientific advisory committee, ethics sight committee, as well as the veteran advisory group that the tissues will be used for the stated purpose. We feel this both protects the patients against inadvertent release of information and allows for our review of the science such as patients have someone who at least is considering what the intended use of the tissue will be.

The final point here is that of all the tissue samples are renumbered immediately upon arrival and a walk-across file maintained. If someone should gain access to the tissues themselves, there would be virtually no way to identify from whom these sample were obtained without the master walk-across file which is kept in a separate location from the laboratory itself.    

Dr. Nelson: 


So as I understand this, and from reading some of the background material, there is no 100% way to guarantee privacy. Yet you have made Herculean efforts and developed practices to really try to come as close as one can to eliminate that or bring it close to zero inappropriate disclosure as possible. Would you agree to that?

Dr. Fiore:

Absolutely, It has been our most difficult task over the past year, I would say. 

Dr. Nelson:



It sounds like your group is seeking ways to protect the needs of the subjects while maintaining the goals and integrity of the tissue bank research. I would imagine as both you and Dr. Deykin have said, that occasionally a researcher discovers something that represents a health concern to regarding the subject’s samples. What do you see as your group’s obligation to identify that subject and to share that information? As you both know, some people have argued to just say we will not disclose any information and then we will put that into our consent. But it seems you have taken the approach that there may be times where disclosure is appropriate. Do you want to just tell us a little bit about your practice or policy?

Dr. Fiore: 

We ask the patient to consider this with us and we are guided primarily by the patients concerns, and we have four levels of permission from the patient to give or not give information:

· The patient may want us to get all information that is released from the study that has no particular immediate concern 

· The patient may want to get information about scientific results only 

· The patient may want to get information that is pertinent to the critical condition for which they donated the original samples

· The patient may elect not to get any information at all 

But, again we have this final level that if something arises, that we consider to be of urgent health concern to that particular patient, and that patient opts not to receive that, then we don’t feel that we the patient should be put in that ethical conundrum. And that patient will not be included in the study. 
Ms. Ott:
Thank you very much for that clarification. The article Bill referred to by Dr. Lavori and Dr. Fiore and among others mentions a need to protect individuals from discrimination from inappropriate disclosure of information such as from insurance or employment discrimination or even personal psychological problems. What about possible harm to groups as well as individuals?

Dr. Deykin: 

There is always that lurking concern. Remember that in the cross-sectional data we have scrubbed all the fields of interest that HIPPA would consider to be potentially damaging to groups such as race, psychological problems, HIV infection, alcohol, all those potentially damaging fields are eliminated from the scrubbed data. So it would be very difficult to get back to that.

Ms. Ott: 

Thank you, it sounds like you really try to do the best you can to protect patient privacy. Another question, let’s say I have consented and provided a tissue sample, who owns that DNA? At first blush, most people would say that they are the ‘proper’ owners. But is that really true? In the case of research, which has an actual consent document, can a person really sign away his or her rights to their own unique genetic information? Clearly, as you know, the issue is not so simple. In fact, the seminal court case regarding this issue is Moore v. Regents of the University of California, sort of infamous case actually, the plaintiff sued for profits gained by a development of a drug due to his rare genetic information. The court denied Moore’s request. 

Now, Dr. Deykin, or Dr. Fiore, could you illuminate for us the policy your group is using to think about these ownership issues? Is it really true that if a subject donates DNA that turns out to hold the link needed to cure cancer; he or she cannot profit from future earnings? What is the ethical practice?

Dr. Deykin:

Well first, remember in the new consent form we do ask them to release us from any commercial interest in the future. But the best answer is to that is that one has to consider the stages of what happens to the tissue. The tissue is owned by the patient and/or subject. The subject can withdraw that tissue from further consideration up to a certain point. That is, once a sample of that patient’s tissues has been blended, analyzed together with let us say with 30 or 40 or hundreds of different samples, from other patients, then that information becomes pooled. There is no way that the patient at that point can withdraw that information out of the pool. Because no one can know which particular fragment of that information is related to a specific patient. So up to the point where the study is progressed to pooling of the data, the patient could withdraw the sample. If there is any residual sample, the patient can decide at anytime, that he or she may want to withdraw that from further scientific study. Therefore, up to the point where the information is pooled, the patient has the perfect right and ownership of the data. After the pooling, it becomes anonymous and mixed, and the patient cannot withdraw that information.

Dr. Fiore:

With respect to the profitability of samples, most of advances are made really with the pooling of many samples. Therefore, it is an unusual situation where one patient’s sample leads toward a discovery of significance. The case that you mentioned is such an example. We can foresee those examples and we do not expect that they will be many, if any at all. But, more important, a lot about the profits that are generated by these tissues being supplied to industry and then those industries generating revenue streams from findings.

We foresee an arrangement such as the following: A biotech pharma company is interested in obtaining 50 samples of clinical data to test a particular hypothesis. If it sounds as if our contribution is meaningful, that is to say those samples that we are providing are otherwise difficult to obtain. We can negotiate with that third party to participate in deriving some of the financial benefits should these findings be relevant.

The VA again, has an office that arranges for such tech transfer and makes the monetary transfers. The issue is who benefits from this? Is it the clinical side of the house? The research side of the house? Or, is there an attempt made to reimburse patients directly? We have not dealt with it because the biorespository has not yet been created, but clearly all the issues have not been settled.

Dr. Nelson:

I think that your point of the issues have not been settled is really a key point. It seems like this list of ethical issues regarding the implementation of a tissue bank just continue to go on and on.  

Thank you, for clarifying how you have addressed several these ethical principles within a context of a tissue bank. We discussed respect for autonomy and protection of privacy disclosure, protections from individuals and groups, as well as dealing with commercial issues. But as you said at the outset, setting up a tissue bank and the use of it is under rapid change, and because it is so dynamic, having these various oversight committees is very useful.

Before we move to the open discussion, I want to point out a couple of resources available to practitioners and administrators as they confront the ethical issues involved with tissue banking for future research:

· VHA Directive 2000-043, "Banking of Human Research Subjects' Specimens" Office of Research and Development

http://vaww.va.gov/publ/direc/health/direct/12000043.pdf.

· 
Lavori, P.W. et al., ‘Principles, Organization, and Operation of a DNA Bank for Clinical Trials: a Department of Veterans Affairs Cooperative Study’ Controlled Clinical Trials 23 (2002) 222-239.

MODERATED DISCUSSION 

Dr. Nelson:

At this point in the call, I would like to open the teleconference for a general discussion of ethics issues raised during today’s presentation. We ask that when you talk, you please begin by telling us your name, location and title so that we continue to get to know each other. Are there any questions for Dr. Fiore or Dr. Deykin?
Chaplain Ben Davis, Buffalo, NY:

Will the minutes of this teleconference be available, so that information can be looked at, at a deeper level of understanding? Hearing all of these things a lot of valuable information has been offered, but I do not think hearing it will help me retain what was said for the last 45 minutes.

Dr. Nelson:
Chaplain, yes, we will issue a detailed summary of today’s call. And at the close of today’s call, I will tell you how to get a copy of that. It is on our Center’s website.

Linda Williams, MD, Little Rock, AK:

I wanted some information about a case that I had heard briefly about, but never received the final outcome. It was the case where some researchers went into a remote area of Papua New Guinea, and they found an individual who had a very special cell marker. And the pharmaceutical company was benefiting or had the potential to benefit enormously from that specific person, and yet the person was not getting anything type of reimbursement. Does anyone know that case, and know what the outcome was?

Dr. Nelson:

Does anyone have a quick response for Linda? I guess you stumped our presenters.

Dr. Williams:

Since that is at the heart of the profitability and the distribution of profit issues, I think if we could follow up and find out more about that, that would be very helpful to know how that was eventually settled. Since that was an international case.

Dr. Nelson:

If I learn, or we can gather some information about that we will certainly pass it on.

Dr. Williams:

Thank you, the other question related to that is, in the informed consent how much disclosure about the potential profitability of such material is going be made available. Because many people in the lay arena, have absolutely no clue at the profits that can be generated from this.

Dr. Nelson:

Dr. Fiore or Dr. Deykin, do you want to speak to that?

Dr. Deykin:

We ask that they be released from any potential commercial value of their tissue. So far none of this has turned out to be profitable. As Dr. Fiore mentioned, that will be handled through the VA Technology Transfer Office. So whatever profit potentially could arrive will come back to the VA in some form. It would be unlikely to come back to a specific patient. 

Dr. Nelson:

I am actually looking at the sample consent form. Let me just read the sentence where it says, “These products might have some commercial value. By signing this consent form you give up your rights to any commercial application related to the information or samples that you have given to the DNA bank.” The consent seeks to try to make that as clear as possible, Linda.

Dr. Williams:

Thank you, for reading that. I guess if I were writing it I would consider a modifier in there that stated something like, “The extent of the compensation or the potential income is unknown. It could range from minimal to non-existent, to enormous …” some kind of wording in there which allow the people to really pass on something of the range of possibility. That is simply because I am rather compulsive about things like that. 

Donna Conwell, Washington, DC:

I work on studies that are part of the tuberculosis trial consortium. We are affiliated with the CDC and there are both VA sites and non-VA sites involved in the consortium. Historically, we had studies where we enroll patients for pharmacokinetic sampling and asked the patients to allow us to bank specimens. What I want to understand is that tissue banking is not the sole reason for which patients are recruited. They are being recruited into a study for some other reason, but also are being asked to allow us to retain specimen for possible future testing. Is it possible to enroll the patient in the parent study or the main study and still have them refuse the tissue banking portion? 

Dr. Fiore:

In the CSP DNA bank program, we have two separate consents to specifically address that issue. So that by joining the parent study, the patient is not obliged to participate in the secondary banking study. In fact, a separate consent process is required. I would quickly add though, that other groups have taken a different approach. For example, in the Southwest Oncology Group many of their studies are nearly worthless unless tissue accompanies their clinical data. And so they choose, in certain instances, to not enroll patients in the parent study without their participation in the tissue study as well. But, that is not the approach we have taken. 

Dr. Deykin:

Again, we make the distinction about the biorespository. Virtually all of the samples will arrive not in the context of the clinical trial but in the context in the clinical need for surgery and donation of extra tissue taken at the time of surgery.  So it is quite a different world.  

Dr. Nelson:

So, whether it is in either clinical treatment where the sample is collected or in research, there is specific consent for that specimen going to the bank. 

Dr. Deykin:

Correct.

Jude Lopez, Center for HIV Research, Palo Alto, CA:

What about remnant samples taken during clinical care that has been bagged? What they are now calling “legacy samples.”

Dr. Fiore:

Legacy samples are very difficult to handle, and depends upon how they were collected, your intended use, and the composition of your IRB. We have not tackled the legacy issue, because it really is a Pandora’s Box. In the simplest case scenario, if you unlinked the sample, and remove any identifiers from the tissue and remove them from the clinical data as well, then you have an unlinked data set. If your IRB permits you to use them however you wish, they could choose do to so under an exemption call “minimum risk to patients” because the samples have been unlinked. So, you really are at the mercy of your local IRB as to what you can and cannot do and under what conditions. It is not impossible to get things done; it just requires a process that is variable from location to location.

Tia Powell, MD, Ethics Center:

You mentioned earlier the issue of informing patients when you later discover information that has critical life-saving importance. I am wondering if you can define that so that I understand it more clearly. I am actually thinking about genes like BRCAI or BRCA2, which in some studies have such a high estimate or link between having that gene and getting breast cancer. At what level do you think you have enough information that you need to contact a patient?

Dr. Fiore:

Currently there are no new gene studies that we would find represented a life- saving intervention for the patient. In fact there are a small handful that are sufficiently valuable to notify that patient should they select to be notified of interesting and relevant finds. That includes mandatory notification for life-saving interventions is strictly a “just in case” scenarios. I do not suspect that that will happen often if ever at all.

Dr. Deykin:

That was added at the oversight committee; they thought it was something that needed to be put in. There is no experience for that yet. 

Dr. Nelson:

I was wondering if there might be any need to disclose any information that could have an impact on the family, and not just the patient him or herself?

Dr. Fiore:

We brought this up with the veterans advisory group and in fact our initial proposal was quite paternalistic. But we as a body had decided to recommend that we would only disclose information for which there was a therapeutic intervention for either the patient or the family member that would be of value. And we had decided that we would not inform patients of information that was prognostically meaningful, but for which there was no therapeutic intervention available because we would just be inducing anxiety and not be able to do anything about it.

The veterans advisory group heard that proposal and suggested that we not be so paternalistic and incorporate the option for patients to hear of any relevant information whether or not there was a therapeutically meaningful intervention. It does include family members as well. Again, the options the patients have are to not be informed at all, or to be informed of anything that is prognostically or therapeutically meaningful. And by joining the bank all patients must agree to this — probably never to happen — notification of a life-threatening or life-savings intervention capability.

Dr. Nelson:

What would you say are some of the unexplored, undeveloped ethical issues regarding tissue banking? What are some of the issues that maybe no has even really dealt with yet?

Dr. Fiore:

We have been trying to do that for the past year and a half so anything we thought of has been discussed today. But I think that the most difficult area to grasp is where will the science be in five or ten years from now, because we really are preparing a resource for a time distant from now. How would we use the samples and what the risks will be at that time, are completely alien to us. You can imagine that despite any efforts to keep patients confidentiality intact, if you have their genome in hand, there are all sorts of things you can do with it and banks that could be created and sequences that can be publicized. It really is a brave new world. So I guess the area is really that of uncertainty in the direction and the power that science will hold in a few years from now. That is my biggest concern.

FROM THE FIELD

Dr. Nelson:

Now I want to turn to our “From the Field” segment, where we take comments from our listeners on ethics topics not related to today’s call. Please remember, no specific consultation requests in this open format, but I invite you now to make your comments on other ethics-related topics, or to continue our discussion on the ethics of tissue banking for future genetic research.

Peter Krumpe, MD, Reno, NV:

I read with interest the cover sheet for the “Banking of Human Biological Specimens Collected from Veterans for Research,” dated March 31, 2003, VHA Directive 1200. It looks like it is a done deal.

Let me move ahead, with what I think is partly the law of unintended consequences. For example, as a clinician investigator I have been actively involved in many clinical trials. These trials physically involved patients being randomized, double blinded, typically multi-center, and orchestrated by one pharmaceutical company or another. Most all of them are now involved in pharmacogenomics, and it is essential to have linkage between the outcome of the trial and the blinded data outcome. This particular memo is going to enjoin most VA study sights from participation in those types of trials. There is no possible way that any of the regulatory requirements you have identified could possibly be met. Therefore, the unintended consequences of this would be to exclude the investigators from essentially all trials that involve pharmacogenomic.

Dr. Fiore:

This has nothing to do with the biorespository initiative. It is a Central Office directive. The answer to this or the rebuttal here would be—and speaking for them which I am not authorized to do—is that banking is very different than collecting tissue and blood samples as part of a study. So that a trial that needed a blood sample to look at levels of drug or even look at the genes, provided they were specified in the protocol, is technically not banking and that is authorized. What that memorandum speaks to directly is saving of tissue for future unknown, unintended use and they are quite strict about that because, as you have heard a lot of mischief can come of this if it is not handled in a satisfactory way. I would just make that distinction and I agree there is unintended outcome here of limiting research but it reduces the liability of having veteran samples off-site in the hands of the pharmaceuticals company who can do what ever they wish to do with these samples. That is uncomfortable as well. 

CONCLUSION
Dr. Nelson: 

Well, as usual, we did not expect to conclude this discussion in the time allotted, and unfortunately we are out of time for today's discussion. We will post on our Web site a very detailed summary of each National Ethics Teleconference. So please visit our Web site to review today's discussion. We will be sending a follow up email for this call that will include the links to the appropriate web addresses for the call summary, the CME credits, and the references referred to.

FINAL THOUGHTS

I would like to thank everyone who has worked hard on the development, planning, and implementation of this call. It is never a trivial task and I appreciate everyone's efforts, especially, Dr. Fiore, Dr. Deykin, Mr. Leland Saunders, and Ms. Andrea Ott, other members of the Ethics Center and EES staff who support these calls.

· Let me remind you our next NET call will be on Tuesday, August 26, 2003 at 12 noon. Please look to the Web site at vaww.va.gov/vhaethics and your Outlook e-mail for details and announcements.

· I will be sending out a follow-up e-mail for this call with the e-mail addresses and links that you can use to access the Ethics Center, the summary of this call and the instructions for obtaining CME credits, and the references that I mentioned. 
· Please let us know if you or someone you know should be receiving the announcements for these calls and didn't. 

· Please let us know if you have suggestions for topics for future calls.



· Again, our e-mail address is: vhaethics@hq.med.va.gov.

· Thank you and have a great day!
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� The Papua New Guinea case involved the discovery of a variant human T lymphocyte virus (HTLV-1) among the indigenous Hagahai tribe by medical researcher Carol Jenkins from the New Guinea Institute of Medical Research, and NIH virologist Carleton Gadjusek. HTLV-1 usually produces a severe form of leukemia, but the Hagahai variant was benign, and therefore of particular interest to medical researchers, and potentially lucrative. Jenkins and colleagues applied for a patent on the HTLV-infected cell line and related bioassays in 1991, and the patent was awarded to the US Department of Health on March 14, 1995. Before applying for the patent, Jenkins discussed the idea with the Hagahai people, and they agreed that any royalties deriving from the infected cell line or bioassays would go to the Hagahai tribe.





Trouble began when the Canadian-based Rural Advancement Group International (RAFI) broadcast a news release via the internet with the headline, “Indigenous Person in Papua New Guinea Claimed in US Government Patent.” This set off a storm of controversy and editorials about the rights of indigenous peoples and the ethics of patenting human tissues in general. In response, ethicist Henry Greely argued that, “the patent doesn’t patent a person. It doesn’t even patent human genetic material. It’s the cell line, a viral preparation derived from the cell line, and three different bioassays to see whether people are infected by this virus. And the idea that the US government owns this person or his genetic material is absolute rubbish…the donors involved can continue to use their own DNA to run their bodies. They could also, if they chose, patent anything they wanted to patent that was an ‘invention’ from their DNA.” (Science 1995; 270:1112) Sandy Thomas, a medical anthropologist from the science policy research unit at Sussex University in England stated in the British Medical Journal that, “They’ve been patenting human DNA for years. This case only caused an outcry because it was an indigenous person, not a US citizen.” (BMJ 1995: 311;1452)





The patent for the Hagahai HTLV-1 variant was never challenged legally, and under current patent law it is due to expire August 12, 2011. —Leland Saunders
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