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CHAIR BRACEY:  Welcome back to the second day of the 36th meeting of the Advisory Committee on Blood Safety and Availability.



This morning we have a special guest, Rear Admiral Steven Galson and the committee members will have the opportunity to ask questions of the Rear Admiral concerning our interface with the Department. But before we do that, we need to call the roll.



So, Executive Secretary?



DR. HOLMBERG:  Thank you, Dr. Bracey.



As a means of introduction to Dr. Galson, if we could-- as I call your name, if you could introduce yourself to Dr. Galson and give a little bit about yourself, not long, less than 30 seconds, if you could.  But at any rate, also we were reminded again yesterday, even though we did read the conflict of interest, that if there is something of a conflict of interest, please disclose that at the time, also.



First of all, let's start with Dr. Arnold.



Dr. Arnold.



DR. ARNOLD:  Good morning.  Present.  John Arnold.  I am a cardiac, thoracic, and vascular surgeon from Columbus, Ohio.  I have no special interest to disclaim this morning and we are pleased to be here and please to be able to participate in this committee.



DR. HOLMBERG:  Dr. Axelrod.



DR. AXELROD:  Hi.  I am Dr. Rick Axelrod.  Present.  Dr. Rick Axelrod.  I am President of LifeStream, which is a blood center in Southern California and a pathologist by training and transfusion medicine specialty.  And I am appointed by my peers to represent the blood centers as it relates to the committee here.



DR. HOLMBERG:  The next on the list is Miss Benzinger.  She is not able to be with us today.  Sir, she represents the Alpha-1 Advocacy Group and unfortunately but maybe fortunately, she was not able to attend today.



Ms. Birkofer.



MS. BIRKOFER:  Present.  Good morning.  I am Julie Birkofer.  I am the Vice President at the Plasma Protein Therapeutics Association, PPTA.  We are a trade association representing the manufacturers of plasma drive and recombinant analogue therapies.  My background is in particular Medicare reimbursement, health policy, coalition-building grass roots and communications.



Thank you.



DR. HOLMBERG:  Dr. Bracey.



CHAIRMAN BRACEY:  Good morning. Art Bracey.  I am a pathologist by training.  I am involved on a day-to-day basis in running a large transfusion service that supports a very heavy cardiovascular population.  I tend to tell people that I treat Cooley's anemia, Denton Cooley's anemia, associated with blood loss in surgery.  So, we have great experience with blood needs and the support of patients.  Thank you.



DR. HOLMBERG:  Ms. Finley.



MS. FINLEY:  Present.  I am Anne Marie Finley.  I am a Vice President of Calgene Corporation but I believe I have been appointed in my capacity as a blood policy person who has worked on those issues at the FDA and the Congress for about 15 years.  I am also a Trustee of the Hemophilia Association of New Jersey.



DR. HOLMBERG:  I am sorry I overlooked alphabetically Dr. Corash.



DR. CORASH:  Present.  Good morning.  I am Larry Corash.  I am a hematologist and hematopathologist by training.  I am currently Senior Vice President and Chief Scientific Officer of Cerus Corporation.



Cerus Corporation is developing and has developed technologies for pathogen and activation of blood components so that is clearly a topic of some conflict of interest at this Committee and I am happy to be a manufacturer's representative.



DR. HOLMBERG:  Thank you.  Dr. Ison?



DR. ISON:  Hi.  Present.  I am Mike Ison.  I am the Director of Transplant and Immunocompromised Host Infectious Disease at Northwestern University.  I am also the Chair of the OPTN/UNOS Disease Transmission Advisory Committee and I represent the organ transplant community to this committee.



DR. HOLMBERG:  And I overlooked another alphabetically.  Dr. Haley.



DR. HALEY:  Charles Haley.  I am infectious diseases from Dallas.  I was at CDC in the post-swine flu days 1977 to '81 and was at the local health department in Dallas for the years of the early AIDS days, the Hepatitis C days, and consulted with all of the blood banks in Dallas.



And then for the last dozen years, I have been with a Medicare contractor.



DR. HOLMBERG:  Dr. James.



DR. JAMES  I am Andra James.  I am an obstetrician/gynecologist and specialist in  maternal fetal medicine at Duke University Medical Center, where I run a clinic for women with bleeding and clotting disorders.  



I am active in the National Hemophilia Foundation and I serve on their medical and scientific advisory committee and I am a former chair of their Women's Task Force.



DR. HOLMBERG:  Thank you.  Dr. Kouides.



DR. KOUIDES:  I am a proud graduate of Henniger High School.  They are the forever rivals, the Nottingham Bulldogs.



(Laughter.)



My parents lived down the road from Dr. Galston the last 30 years and his mother interviewed me for a summer job one year.  So, it is a small road.  But I have since moved on.



I am now the Medical Director of Mary M. Gooley Hemophilia Center, Rochester, New York.  I am an adult hematologist.  And with Dr. James, I serve on the NHF Medical Advisory Board and also am involved in a number of initiatives for hemophilia and other bleeding disorder patients.  And I serve also with the Hemophilia Thrombosis Research Society as the Vice President and President-Elect.



DR. HOLMBERG:  The question is, did you get the job?



DR. KOUIDES:  No comment.



(Laughter.)



DR. HOLMBERG:  Dr. Lopez-Plaza.



DR. LOPEZ-PLAZA:  My name is Ileana Lopez.  I am the Division Head for the Transfusion Medicine Service of the Henry Ford Health System.  And I am in charge of overlooking the transfusion services for five different hospitals.



DR. HOLMBERG:  Mr. Klaus.  Klaus Nether.  I'm sorry.



MR. NETHER:  Present.  My name is Klaus Nether.  I am an Association Director of Operations at The Joint Commission, a not-for-profit accrediting body for health care organizations.  My background is in laboratory.



DR. HOLMBERG:  Dr. Pierce could not be with us.



Dr. Pomper.



DR. POMPER:  Hi.  My name is Greg Pomper.  I am the Medical Director of the Blood Bank and the Blood and Marrow Transplant Lab at Wake Forest University.  So, I run a busy transfusion service academic.



DR. HOLMBERG:  Thank you.  Dr. Sarode.



DR. SARODE:  I am Ravindra Sarode, transfusion and hemostasis specialist at UT Southwestern in Dallas.  And my main focus is to reduce misuse of blood products and other interests include investigation on breathing disorders.



DR. HOLMBERG:  Dr. Shander is not available.  Okay, Ms. Wade.



MS. THOMAS-WADE:  Good morning.  I am Linda Thomas-Wade.  I am the Executive Director of the Sickle Cell Association of Austin.



DR. HOLMBERG:  Dr. Triulzi.



DR. TRIULZI:  Darrell Triulzi.  I am the Director of Transfusion Medicine at University of Pittsburgh, where I have a large clinical practice in transfusion medicine.  I have several NIH grants and NHLBI grants in transfusion medicine and hemostasis.



I am a consultant for Fenwal and have been for Cerus as well.  And I am also on the AABB Board of Directors and I am here as an AABB representative to the Committee.



DR. HOLMBERG:  Thank you.  Dr. Yomtovian.



DR. YOMTOVIAN:  Good morning.  Roslyn Yomtovian and I am a pathologist and transfusion medicine specialist by training.  I am currently director of a large university blood bank.  I shifted years a few years ago to join the VA Quality National Fellow and Scholar Program.  I was also involved in their PH Program. 



My current interests are process improvement in transfusion medicine.  I have an interest in geriatric medicine, as well, and obviously public health.  And I was nominated by the VA Hospital System to serve on this committee.



Oh, I am also a clinical professor at Case Western Reserve University.  I do some research and teaching.



And I do have one conflict, and that would be with several of the companies that are involved in platelets activity.



DR. HOLMBERG:  Okay, thank you.  Is. Dr. Kuehnert on the phone?



So we are trying something new today and yesterday, we have had the telephone lines opened.  Dr. Kuehnert is down at CDC and handling the responses for the H1N1.  So, he will be joining us from there throughout the day.



And also later on we will also have a Webinar from Seattle so that we are looking at different technologies that we might be able to use.



Dr. Epstein.



DR. EPSTEIN:  Present.  So, I trained is in internal medicine physician, infectious disease specialist but I joined the FDA as a research fellow in 1981.  So I have been a career bureaucrat.  I started in virology vaccine development, herpes viruses, got involved with AIDS, was asked to help develop the HIV test, which I did, and subsequent to that was asked to join the blood program.  That was 1986.



I stayed in the blood program and under my watch, I can either be thanked or not thanked for bringing you HIV tests, HTLV, HCV, West Nile, Chagas, many donor policies, vCJD, malaria, gene-based testing, enumerable injectable and typical products and blood establishment computer software, to name a few.



So I have been director of the Office of Blood Research and Review since 1993.  And I have not conflicts to declare.  I don't earn enough.



(Laughter.)



DR. HOLMBERG:  Dr. Klein.



DR. KLEIN:  Good morning.  I am Harvey Klein.  I am an internist and hematologist by training with a specialty in transfusion medicine.  I have been director the Department of Transfusion at NIH from the beginning of time and been on this committee since the beginning of the committee.



DR. HOLMBERG:  Major Lincoln.



MAJ LINCOLN:  Good morning, sir.  Dave Lincoln from the Armed Services Blood Program.  I am the Deputy Director for operations there and this morning I am sitting on the committee representing the DoD Liaison, Dr. Hollis-Perry, who could not make it.



DR. HOLMBERG:  Dr. St. Martin.



LCDR ST. MARTIN:  Good morning.  I am a family practice and preventive medicine physician and I have been with FDA in the Division of Human Tissues in FDA/CBER since May of 2006.  I am a medical officer and I am the Chair of the Tissue Safety Team.



Prior to joining FDA, I was the Chief Medical Officer for the Division of Transplantation in HRSA, which oversees organ transplantation.



DR. HOLMBERG:  Is. Dr. Bowman here?  I'm sure he will be here soon.



Okay, very good.  We would like to take this opportunity to have a photo shoot with each one of the new committee members and Dr. Galson.



So, if we can -- where would you like them, in the front here?  Okay.  So, if I can have the new committee members come up to the front.



(Pause.)



DR. HOLMBERG:  Okay, Dr. Galson if you can just stay there.  Dr. Bracey, would you please come up here?



Dr. Bracey is finishing his tour as the Chairperson of the Advisory committee for blood safety and availability. Dr. Bracey has been on the committee since September of 2004.  He served as a committee member for a few years and then we asked him if he would move up to the position of chair.



Dr. Bracey, it has been an honor.  And I have to say, I have to tell the people that I always known when Dr. Bracey or the ASH is calling me because it appears that whenever he calls, his number doesn't come up on my caller ID.  And when the ASH calls, the number doesn't come up on my caller ID.  So whenever I see that, I am going, oh, I hope it is Bracey.



(Laughter.)



DR. HOLMBERG:  But Dr. Bracey, it has really been an honor.  I think that with your hands at the helm, we have been able to move forward and address a lot of issues.  The strategic plan, which it hopes we will be able to put specific work plans together under and then the biovigilant aspects and the pathogen reduction movement.



And so there have been a lot of things to your credit and I would just like to thank you and Dr. Galson would like to thank you also.



(Applause.)



CHAIRMAN BRACEY:  Maybe now my spirit will live on.



(Applause.)



DR. HOLMBERG:  So now we have the opportunity to hear from the Assistant Secretary.  So would you please share your comments with us?



RADM GALSON:  Absolutely.  Thanks.



Well I think -- let me just, a few words of introduction.  I am Steve Galson.  I am the Acting Surgeon General.  I have been the Acting Surgeon General since October 2007.  And since President Obama's inauguration, I have also been, as you know, the Acting Assistant Secretary for Health.



So it is really a great pleasure to be with you.  I have a sort of one step removed background in blood safety.  I was in charge of the drug part of FDA for a while and through helping to lead the Food and Drug Administration, I hear a lot and worked with Jay and all the folks at the Center for Biologics at FDA about blood safety over those period of years, although I was never directly responsible.  I think I probably learned a lot about the challenges that you all are facing in that period.



The intensity of work in the Department of Health and Human Services over the last few days and week or so has been around the virus that we are now calling the 2009 H1N1.  And I have been with the rest of the leadership team of the Department and all the folks at CDC working around the clock.



But it is a great pleasure to be able to step away from that for a little while, although I am getting right back in my car and going back into it in an hour or so.  We have got a briefing for all the international press who are in Washington, and there are a lot of them, a little bit later today and a number of key interviews as well. 



And I know you all have been watching the news.  And since you are all public health or medical or other technical experts, I don't have to really calm you all down but I do want to make sure that you understand that the key message that we are conveying is that we are concerned but there is no reason to panic.  We want to encourage you and have you encourage everyone in your families and in your professional circles to keep yourselves informed and the best way to do that is the CDC website that is updated almost hourly, and to encourage people to follow the hygiene precautions that are very, very well aware of.



And I don't have to go over with this group in addition to, of course, if you do get sick, stay home.  If you kids get sick, keep them out of school and stay away from places where there are sick people.  But again, I am not here to talk to you about that although I am happy after just a few minutes of remarks I am going to make, to answer any pressing questions from you, if you do have them.



I wanted to give you a brief update on another subject that I know you are all interested in.  Although I am a career physician in the public health service like Jay Epstein is a career physician a well, I am in these two political appointments and the President has nominated a person to relieve me of one of my jobs, which I am very grateful for.  Two of these jobs at one is something I wouldn't want to do for too long.  And he is Dr. Howard Koh, who the President nominated a few weeks ago to be the Assistant Secretary for Health.  And I am crossing my fingers, as I am sure he is, that the nomination is going to go through the senate very quickly and, within a few weeks hopefully, he will be moving to Washington and coming into the Department.



He is a professor at the Harvard School of Public Health, an interest in health care disparities, in emergency preparedness.  So it is a perfect fit for coming in in the middle of this as well.



The second thing I want to mention, I know you are probably all aware of this from the news is that we finally have a Secretary of Health and Human Services, Kathleen Sebelius started just a couple of days ago.  She has hit the ground running.



I have been meeting with her since, you know, met with her the first day she was in the office.  And actually within an hour of being sworn in, she was getting briefed about the flu cases and has really -- she was all over the media yesterday and very, very enthusiastic.  And I think we will have a very stable hand at the top there, which is really going to be good for the country.



So let me shift gears and I will have a few minutes to answer any questions from you at the end.  A lot of people have asked me well what is President Obama's perspective on advisory committees.  I know that you know the administration hasn't taken a particular position on this advisory committee, but I do want to read something to you from the very, very first days of the administration and that is, that there have been a number of policy issuances surrounding transparency.  And our commitment to openness means more than simply informing the American people about how decisions are made.  It means recognizing that government does not have all the answers and that public officials need to draw on what citizens know.



And that is why as of today the President directed members of his administration to "find new ways of tapping the knowledge and experience of ordinary Americans, scientists, and civic leaders, educators and entrepreneurs -- because the way to solve the problems of our time, as one nation, is by involving the American people in shaping the policies."



So with that quote that I somewhat garbled, I think it is very clear that the President and the senior leadership of the administration is very committed to the advisory committee process.  I don't think there should be any doubt about that.  And as they have already committed, there will probably be even more advisory committees or even more types of processes that may go beyond what we have in the Advisory Committee Act as well.



But you know that this Advisory Committee Act was put in place in 1972 and there are hundreds of advisory committees across the government.  I have been involved in hundreds of individual meetings in different areas in different federal departments where I have worked and it is a very, very important part of the decision-making at Health and Human Services.



I oversee an organization that has some very key advisory committees in HHS, including presidential-level committees on ethics and HIV and many, many other issues and this really is critical to us.  We can't do our job without your commitment.



And I know each and every one of you, by virtue of the fact that you were chosen for these committees and this committee, you are extremely busy.  You have a lot of demands on your time.  It is not because of the fantastic per diem that we are paying you that you are doing this.  It is because of your commitment to public service and I can't tell you how appreciative I am of that, how appreciative the rest of the leadership of health and human services is .  And as much as the public can understand what you are doing, I know the public is very, very supportive of it as well.



So we are asking you today to comment on elements that would characterize a robust and transparent decision-making process for transfusion safety policy.  I know you have been meeting for a day already and continuing to discuss this.  And the questions, as I understand it are to comment whether greater use of formal tools of policy analysis such as risk assessment and cost-effectiveness or utility modeling would be of value to enhance current decision-making processes and how they could be incorporated into the current system that we have.  



And then the next step is what do you recommend to enhance the quality and transparency of federal decision-making for transfusion and transplantation safety policy.  I hope those are still the questions that you are talking about today.



And I look forward, unfortunately I can't stay here all day, but I look forward to hearing from Jerry and the Chair about your deliberations and your recommendations at the end of the day.



So again, thank you for your commitment.  Thank you for the sacrifice of your time and your family's time to have you here.  And I am happy to take a couple of minutes of questions if you have questions at this point about the things that I have mentioned or anything else.  Take advantage of me being here.



Yes.



CHAIRMAN BRACEY:  If I may.  So, the committee has not been reticent in terms of issuing bold initiatives.  And this is a time where there are many bold initiatives that are being taken on by the Administration, as well as a time when there are significant, economic challenges.



Once concern in particular by members of the public is perhaps a concern that there may be too much focus on economic issues.  So the question being, as we identify new safety measures that require a certain degree of funding, recognizing that our healthcare system is undergoing intense review now, what is the chance that we can, from your perspective actually attain those higher levels of safety?



RADM GALSON:  Sure.  Well as you know, I am sure I am not a particular expert on the individual funding challenges that you have around blood safety.  I would probably turn that to Jerry and then Jay on specific government perspectives on specific scientific challenges or improvements that you want to make.  But I can tell you from my involvement in the leadership of the Department that yes, there is a large focus on the economy but that  includes support for the health sector.



There are around two hundred billion dollars of the Economic Stimulus Plan is going through the Department of Health and Human Services.  There are large funding increases for the National Institutes of Health, as you know, ten billion dollars.  There is funding in the prevention area.  There is funding in several other parts, comparative effectiveness which is certainly, this is administered jointly by NIH and by the AHRQ, the healthcare quality part of the Department.



And so there are opportunities for improved funding of areas that overlap with what you all are working on.



In addition, the funding situation for FDA in general has improved substantially over the last few years because of various issues that I won't go into.  But the trajectory for funding is very, very positive. 

So, I think it is a good time in that there is a recognition that there is a need for more attention to these issues.  That doesn't mean that there won't be challenges around funding in specific areas.



Yes?



CHAIRMAN BRACEY:  Questions from the committee?  Yes, Ms. Birkofer.



MS. BIRKOFER:  I guess I would be curious, sir, in your current role and then as you move into your new role as Surgeon General, what in particular do you see as some of the top priorities that you would like to see elements of health care reform?



And then furthermore, there is a lot of patients, consumers that rely upon access to blood, blood products, plasma drive therapies, as well as the blood components.  And you know, what would you say to patients in terms of safety and the role of this committee?



RADM GALSON:  Well, first a very, very high level of healthcare reform and I am not sure I can tell you all as a group things you don't already know about this.



The President is committed to healthcare reform.  He has had a team from his very first day, in fact well before his first day in the transition period, working on specifics of the healthcare reform proposal. 



And the focus is improved access, to make sure that every single American has access and has capacity to use the high-tech medical system that we have.  We have made dramatic improvements in healthcare in the United States, as you know.  But those improvements in healthcare and that access -- the improvements in healthcare are not equal across our population and there are groups that simply have much worse health statistics and worse health outcomes because of access issues.



Some of his key goals is to try to improve access through reform of the payment system.  And is there is a team working in HHS, in the White House and of course on the Hill to try to formulate the details of those proposals.  I don't know how they are going to end up, as you know, but certainly equal access to the amazing improvements that we have made around the country with regard to safety and therapy is a key goal.



In terms of specifically on this committee, I am not sure what you are getting at there.  Is there a specific question around input from this committee?



MS. BIRKOFER:  Just how would you view the main charge of this committee with regard to patient safety?  You know, there are a lot of folks in the audience that represent patient organizations and are themselves consumers.  If you had to characterize what you see from the Department's view as the main thrust of this committee, how would you capture it?



RADM GALSON:  Well you know, this is the first time that I have sat in on any portion of this committee.  I want to be really careful not to stick my foot in my mouth on this but I can tell you without being far away from Jerry, he can't kick me here, I know safety is at the very, very top of the priority list and we are extremely concerned that the U.S. blood system is safe.



I don't know if this is a trick question about whether it is number one or number two so I won't get into that.  But I can tell you it is a very, very high priority across the medical and healthcare, medical products system.  Safety is a very, very high priority.



Jerry did you want to elaborate on that at all?



DR. HOLMBERG:  No.



RADM GALSON:  Okay.



CHAIRMAN BRACEY:  Any additional questions?



MS. FINLEY:  Yes, Dr. Bracey.



CHAIRMAN BRACEY:  Yes, Ms. Finley.



MS. FINLEY:  Thank you very much.  Dr. Galson, in the 1995 Institute of Medicine  Report which laid out the ground work for revised decision-making in the Department for  blood policy issues, as well as establish this committee and the PHS Blood Safety Council, I think is what they call it, the internal working group, there was a recommendation that blood policy issues be housed in the Office of the Assistant Secretary for Health.  At that time, the ASH and the Surgeon General were one and the same.  There have been several different configurations of both offices.  They have been vacant a lot of the time and they are not always adequately staffed.



Where do you see the future of blood policy and decision-making within the Department, in the Surgeon General, in the ASH's Office or is that an issue that you will address?



RADM GALSON:  Good question.  I think it is a good question and a fair question.  There has been through the two Bush administrations, a tremendous amount of high rate of vacancy in these position and that is not good for the Department, wasn't good for the Department.  It is not good for public health and I certainly hope that we are entering a period of greater stability in terms of having those jobs filled at all times, as we move forward.  I do think that is very, very important.



I am not aware of any plans of this administration to change the organization of the Department.  But since we just go our first Senate-confirmed appointee this week and the Secretary, we are a little bit behind in the transition, as you know from reading the paper.  But I am hopeful that within the next few months, we are going to have a lot of the political positions filled and we will see.  It is too early to say whether there is going to be any reorganizations that take place.  



There are some groups that have made recommendations about increasing the visibility of the Surgeon General, increasing the visibility of the ASH, turning the ASH into an Undersecretary type of position.  I really don't know whether any of those propositions are going to move forward.



MS. FINLEY:  Yes, if I could just make an observation from having been around at the dawn of this committee.



RADM GALSON:  Yes.



MS. FINLEY:  This has now gone on through two Clinton administrations and two Bush administrations and now the Obama administration.  So it is a long-standing issue.  And you know, Congress is part of the problem because they have often cut funding for the ASH's Office, which unfortunately is where we tend to put issues like blood safety when we need to have a place to focus on.



So, as you are looking at the reorganization plans, I think it is immaterial whether it is the Surgeon General or the ASH.  It is just important that wherever this reside is well funded and that there is continuity.



RADM GALSON:  Yes.  And I would encourage you all, I am prohibited from lobbying, as you know, but it is very important that you help us in being strong advocates for that.  I will be a strong advocate for more support.  One of the amazing things in the Surgeon General and the Acting ASH position is that the scope of responsibility across public health that these positions are responsible for and there really isn't adequate budget and adequate staffing to manage all of those issues.



So, I will be a strong advocate for improving that situation.



MS. FINLEY:  Okay, well maybe we should consider making a recommendation in that regard.



Thank you very much.



RADM GALSON:  Yes.



CHAIRMAN BRACEY: Dr. Ison.



DR. ISON:  Thanks.  Just basically a comment.



We are continuing at theme yesterday where the focus is entirely on blood and the charge for this committee, the goal of this meeting is to cover issues related to blood, tissue and organs.  And so I continually get concerned that we are forgetting about the organ and tissue issues which are just as timely, just as critical.  And I just encourage the committee and the Assistant Secretary to continue keeping organ and tissue on an equal and high footing with blood because the needs are just as significant when it comes to safety.



RADM GALSON:  I am aware that they are pressing, yes.



CHAIRMAN BRACEY:  Dr. Axelrod.



DR. AXELROD:  And I also want to just reinforce what Dr. Bracey had said earlier but really get it to a little finer point about financing and safety.



The real challenge for the blood centers is as we supply the product to the hospitals is that when a safety decision is made.  So this committee is working on the proper algorithm for making those decisions.  Whatever decision is made, there really needs to be an alignment of the funding to go along with that decision at that time.  



For example, recently the decisions as it relates, at least to the recommendation of Chagas, that is a hundred million dollar a year decision.  It is a zero sum gain.  That hundred million dollars has to come from somewhere.  And the hospitals are the ones that we get our service fees from.



So that really puts us in conflict with the hospitals and then so a hundred million dollars has to come out of the system without a hundred million coming in.  And my fear is that we are going to undermine the safety gain that we had made by whatever decision we have made with some sort of cut in another area that is going to result in harm somewhere else and it is really getting close to that point at this time.



So, I just want to reinforce that our challenge is getting the alignment of the funding at the time that guidance or some recommendation has to be implemented.



CHAIRMAN BRACEY:  I think the Assistant Secretary has a hard cut here.  He has to get on to some other important issues.  We thank you very much --



RADM GALSON:  Thank you.



CHAIRMAN BRACEY:  -- for sharing your time and answering questions.  Thank you.



So as Dr. Holmberg mentioned, we have a new technical step ahead.  And the next presenter will be Dr. James AuBuchon.  Dr. AuBuchon will speak on cost benefit analysis and the factor of risk in advancing new technologies.



Dr. Aubuchon is President and CEO of the Puget Sound Blood Center in Seattle and he has a distinguished career in academic transfusion medicine involving improvements in blood storage, reducing transfusion risk and decision-analysis.  And in fact, was a member of this committee from 1997 to 2000.



So, are we ready for Dr. Aubuchon?



DR. HOLMBERG:  While we are waiting for Dr. Aubuchon to come on, I would like to emphasize to individuals that are potentially speaking from the floor, if you are recognized by the chair, please identify who you are, if there is any conflict of interest, and remember to limit your conversation.



AUTOMATED PHONE MESSAGE:  Welcome to WebEX.  Please press one to be connected to your meeting.



DR. HOLMBERG:  In the future, if we have to social distance, this may be the way we do it.



AUTOMATED PHONE MESSAGE:  Welcome to WebEX.  Please press one to be connected to your meeting.

(Whereupon, the foregoing meeting went off the record at 9:18 a.m. and resumed at 9:27 a.m.)



CHAIRMAN BRACEY:  Success.  Welcome, Jim.  This is Art here.



DR. AuBUCHON:  Good morning.



CHAIRMAN BRACEY:  You have been introduced and we anxiously await your presentations.



DR. AuBUCHON:  All right.  Thank you very much and it is a pleasure and an honor to be invited to speak before the advisory committee this morning.  I apologize for not being able to be there in person but I have to be in Seattle today.  But I am happy to be here and watch the sunrise.



On my title slide, you see a picture of the Seattle Space Needle, which you may be familiar with, celebrating a New Year's celebration with fireworks, as is done here in Seattle.  And I picked that as a picture to start off, I think, for two reasons.



One, I think we should celebrate that we have vanquished our primary foes over the last couple decades, and I will talk about that and our success against HIV and HCV, but also because New Year's is a time traditionally for people to set new directions, make resolutions, talk about redirecting the course of their lives.  And I think this a good opportunity for blood banking and transfusion medicine to think about its efforts in order to provide the safest and most efficacious transfusions possible for patients.



This slide you may have seen in other context.  It highlights the decline in some of the viral infectious risks over last several decades.  Note that the risks of HIV and HCV have decreased by four orders of magnitude.  That means ten thousand-fold.  I know of no other risks in medicine that have gone down ten thousand-fold over the last two decades.  This is really a success story that we are very happy with in blood banking and I am sure everyone is very happy with that the risks of HCV and HIV and now HBV also declining with new tests have dropped to such low levels.



How did we get there?  Well, our attention has certainly shifted its focus over the last several decades.  I mean, in the early 1970s we were aware that serum hepatitis or hepatitis B was a risk of transfusion.  And after syphilis testing, Hepatitis B surface antigen testing was the first testing introduced into blood banking in the modern era.  And this certainly had a large effect on reducing the risk of transmitting hepatitis B.



We quickly learned, however, that there was another virus out there that we needed to be worried about called non-A, non-B hepatitis.  And this increased in concern over the next few years and as we moved into the era of the 1980s and really continued to be a major concern until we were finally began introducing two surrogate tests to reduce the risk of non-A, non-B hepatitis in the mid-1980s.



But before that happened, HIV or AIDS certainly came to overshadow even non-A, non-B hepatitis as a risk and the introduction of HIV antibody testing in 1985 really did not reduce our concern about HIV or reduce its presence in the public's eye as a risk of transfusion.



HTLV-I popped up as a new concern in the late 1980s but a test was available for that and it quickly disappeared from our primary radar screen.  Not that we weren't aware of it, not that we weren't tracking it but this was not the risk that it might have otherwise been perceived as.



AIDS continued to be the primary focus of attention through the 1990s.  And really it wasn't until the introduction of nucleic acid testing where we really shrank the risk of HIV transmission to below one in a million or one in two million, now certainly even below that, that the public stopped being so fearful, I believe, of HIV transmission through transfusion and we were able to begin to look for other risks.



HCV, formerly non-A, non-B hepatitis was also a primary concern during that time period.  The introduction of HCV antibody testing in 1990 certainly reduced that risk and with the introduction of nucleic acid testing, at the same time as HIV, that further drove the risk of HCV down and allowed our attention to begin to shift elsewhere.



So in the new millennium, we recognize that those risks continued but now we had time and energy to look at other threats that had always been there, some of them were newer threats, but were not entirely new threats.  But because of the reduction in our attention that was being commanded by hepatitis C and HIV, we were able to pay attention to some of these other problems.  And indeed, there are new technologic opportunities at the same time that we could consider adding to the way that we approach blood banking and transfusion medicine in order to improve the outcomes of patients.



So one of the benefits of reducing HIV and HCV risk has been that we have been able to see that there are other risks out there beyond that.



Now, I believe that our goal in this field of medicine as in any other field of medicine should be continuous improvement in patient outcome.  We should always be looking for ways to improve safety and improve effectiveness.  I am not expecting that there is going to be a lot of debate on that issue.



The problem of course, two-fold.  One is time.  There are only so many hours in the day and where should we focus our attention.  And money.  There is only so much money available to the healthcare system.  And we would of course, like to be able to spend more to make transfusion medicine more effective and safer but we have to be wise about how we spend that money.



So that really is the problem that I see that we face at the moment.  We would like to make transfusion medicine safer and more effective but where do we spend our time and where do we spend our money?



This is a situation where decision-analysis I think can be very helpful.  Decision-analysis is just a modeling method that allows one to project the health outcomes of the choice looking at the resource consumptions that are involved in that choice and what comes from this intervention.



Now, decision-analysis can be applied in a microeconomic sense or applied to a single patient.  Which course of treatment should a particular patient take and physicians all the time talk with patients about predicting side effects and outcomes from surgery versus medical intervention, for example.



That is really not what we are talking about today.  Today I would like to give you a little bit of background on decision analysis as applied in a macroeconomic sense, where it can be used to determine the relative benefit for a group of patients when resources are directed at them.  How far will the resources go?  How much bang for the buck is there with a particular intervention?



This kind of analysis is very helpful when the outcomes of two different interventions are different because their effectiveness or maybe their side effects are different.  For example, medical versus surgical treatment of chest pain.  Or when the resource consumption required is different.  The costs of two different approaches are different.  And that could either be the direct costs or the indirect costs.  And certainly decision analysis is helpful when resources are limited.  Because we know that there is only so much money that we can apply to the healthcare system.  And we have many opportunities, even many new opportunities every day to use these resources to improve health if we direct more of the resources to one particular opportunity, there will be fewer resources available to be spent elsewhere.  So of course, we just have to be wise about how we use those resources.



In modern healthcare and certainly in transfusion medicine, I think the law of diminishing returns applies.  And that is as you put more resources in, you will get more benefit out to improve population health or improve transfusion safety for example.  But as you put more and more in, the curve flattens out and you get less and less out.



Now what we would all like to do is spend less money and have better health.  Have better outcome.  And if any of you have any ideas about that, I will be happy to give you my phone number later.  That is very tough to do.  There are few circumstances were can improve health and reduce costs but usually that is not the way it works.  What nobody wants to do, of course, is to spend more money for the same output, the same outcome, the same level of health.  That just doesn't make sense.  Usually however, the arrow is at some angle in between those two.  And that is, you can spend more money and you will get some improved population health.  The question is, just how much are you going to get for that additional expenditure.



There are different ways of approaching these kinds of analysis.  One is just simply a cost-minimization analysis;  which intervention, which approach costs the least.  The assumption of course with this is that the outcomes are the same.  So, if two cars are exactly the same in terms of their equipment and it is the same model, the same brand and they are priced differently, well you are going to pick the car that has the lower cost.  But usually that is not the case.  Usually, there is a difference in outcome, as well as a difference in cost.



Sometimes people refer to a cost-benefit analysis, which is an attempt to compare all of the costs and all of the benefits of two different approaches.  The problem however is that the comparison may be  difficult to have make sense.  Should we spend five million dollars to vaccinate children against childhood diseases or should we spend five million dollars on early detection of lung cancer?  Those two groups of patients are very different.  The outcomes of those interventions are very different.  They both involve the expenditure of the same amount of money but the benefits that will come out of the intervention are very different.  So cost benefit analyses can help identify what is being spent and what is being achieved.  But is difficult to make comparisons broadly.



Instead, I think a cost-effectiveness analysis approach or a cost-utility approach, as it is sometimes called, is most helpful.  Cost-effectiveness analysis is conducted through what is called a cost-effectiveness ratio.  It looks at a given health intervention and compares it to either the status quo or a different intervention.  You have an opportunity to compare both the cost and the benefit.



So in the cost effectiveness ratio, you capture all of the health effects of the intervention relative to some alternative that you state in the analysis and that goes in the denominator.  And all of the changes and resource use, that is the cost, the difference in cost relative to the alternative are captured in the numerator.  So, the marginal cost-effectiveness ratio shown here captures the differences in resources on the top and the differences in the outcome to health benefits on the bottom. 



The cost part of the equation is often relatively more straight forward.  You look for the cost, for example, of implementing new tests to make the blood supply safer, versus the cost of not implementing the test and maybe having more cases of that disease to deal with.



The denominator, the bottom, is where the outcomes are expressed.  And this is usually expressed not only in terms of change in overall life expectancy, years of life ahead of the individuals who are in this particular health situation, but adjusted for some quality adjustment factor.  And this is meant to capture the fact that most people believe it is important not only how long someone lives but the quality of life that they enjoyed during that time.



As stylized here, what we would all like to have of course is absolute perfect health throughout every one of our days until the day that we die.  And sometimes that happens but not always.  In this sort of case, the maximum would be that you would live for a certain number of years and have one hundred percent quality.  But of course the reality is often very different.  The quality of life can change over time, as well as someone's life span may be shorter than the maximum.



And so you end up with a reduction in this area under the curve.  And the two graphs on the right-hand side show a reduction compared to the one on the left.  And this means that in those situations, there has been a reduction in quality-adjusted life years.  So quality-adjusted life years, or QALYs as they are sometimes called, is usually the denominator that is used in the cost-effectiveness analysis.  Because without an intervention, the quality span for an individual might look something like this.  With an intervention, there might be an improvement not only in the longevity but also in the quality of life.  And so the difference between those two curves would be the difference in the outcome that that particular intervention would be said to provide.



So, I have been only able to give you a brief overview on decision-analysis but I hope you can see that through this means you can compare alternative treatments or alternative approaches to a particular health situation in a very objective manner.  There are some limitations.  For example, it not possible to readily include an evaluation of intangibles such as psychic distress.  One has to take into account the current versus future value of money, as well as the current versus future value of any benefits.  There are mathematical ways to do that.



One has to remember that this approach cannot really be applied to a particular patient.  This is a statistical approach that looks at a group of patients.  And finally, one has to remember that there are always assumptions of the model.  That is, you can't make the model completely replicate life and how you make the assumptions that are imbedded in the model can affect the outcome.



So these kinds of cost-effectiveness analysis have been performed in many different fields of medicine.  And shown here are the cost-effectiveness ratios for some commonly accepted medical practices.  Everything from giving Rh immunoglobulin to prevent hemolytic disease of the newborn to things such as cardiac transplantation and coronary artery bypass grafting.



In general, most commonly accepted medical practices have been shown to have a cost-effectiveness ratio of less than $50,000 per year of life extended or $50,000 per QALY.  There is no congressional mandate that they fall below that line but that is just commonly what has been found.



What about some interventions for transfusion safety?  Well, with a few notable exceptions, including testing for HIV antibodies, most of the transfusion safety interventions over the last several decades have cost-effectiveness ratios that are far above, orders of magnitude above the $50,000 stress point.  Some of these here range into the millions of dollars per year of life extended, which has cause some people to ask the question, you know, have we lost our minds.  What are we doing?  Why are we spending all this money on transfusion safety?  It would be much better to spend it somewhere else.  We would get a lot more bang for the buck.



And while that may be true, I would turn the question around and just say that I think we haven't been looking at the right thing.  I think that we can make some very cost-effective improvements in transfusion medicine but we need to be careful how we do it.



Let me give you some examples.  One of the first cost-effectiveness examples that I was involved with was looking at pre-operative autologous donation before coronary artery surgery.  And we then constructed a model looking at what benefits would be achieved if someone donated their own blood before their surgery versus if they did not donate their blood before that surgery.



As a result of the modeling that we did, as shown here, we were able to document that if an individual had two units of their own blood available before surgery, heart surgery, that would cost then an additional $81 and, on average, would add about six one-hundredths of a day for patients to their life, it amounts to about two hours, for a cost-effectiveness ratio of about $500,000 per quality-adjusted life year.



This analysis was actually performed 15 years ago and the risk of HIV and HCV were much higher then than they are now.  So undoubtedly, this cost-effectiveness ratio if we recalculated this today would even be higher.  Why is the cost-effectiveness so poor?  Why is the ratio so large?  Well, the reason for that is that here is relatively low risk of HIV and HCV and the other viruses we were modeling.  That was true in 1994 and it is even more true now.  Therefore, there wasn't much what is called yield.  There wasn't much benefit to having one's own blood available because the chance of running into one of those viruses was so low.



This has been seen in other analyses.  For example this one from a group at UCLA looked at the use of pre-operative autologous donation generically across all types of surgery and looked at different ages of patients and different likelihoods of the use of blood.  So the older patients are toward the bottom of this table and, as you move from left to right in this table, the probability of using the autologous units becomes greater.



As you can see in the upper right-hand corner, that is where the lowest cost-effectiveness ratio is.  That is the situation where cost effectiveness is the best.  Well, that is with the youngest patient and with the highest probability of needing blood in that surgery.  Conversely, at the lower left of the table, you have an older patient who is very unlikely to need blood during the surgery.  Well, that person is unlikely to get any benefit from having donated but yet of course, the donation and the whole process would have consumed resources.  So that is not very cost-effective.



So the difference really here is that with lower usage, a lower probability of usage, moving from right to left in the table, there is lower health yield, health benefit and, therefore, poor cost-effectiveness.  Similarly, with advancing age of the patient, there is the probability of shorter longevity just naturally occurring in that person's life an, therefore, less yield and therefore poorer cost-effectiveness.



So you probably already see where I am going with this and that is, the yield is really very important in determining the cost-effectiveness ratio.  This was also seen when we looked at cost-effectiveness of testing for non-A, non-B hepatitis.



When ALT testing was  introduced in 1985, the cost-effectiveness of that was actually a negative number.  Now that is not usually seen.  What that means is that it was less costly to do the testing than to not do the testing.  Not only did we get benefits from doing the testing but the overall cost of the health system was less.  Why is that?  Well, the test didn't cost very much and we got benefit from it.



Even after that, when we were introduced into anti-HCV, the test was more effective and eliminated more cases of HCV being transmitted.  And so it, too, had a negative cost effectiveness ratio.  In other words, it cost less to introduce the test.



But now with HCV testing, ALT testing had a cost-effectiveness of eight million dollars per quality-adjusted life year.  Why?  Well, it was a cheap test but there was little yield that it was going to offer.  What had happened is that in 1985, there was a much higher risk of ALT and so reducing that much high risk of non-A, non-B hepatitis, so reducing it even a small amount had a big impact.



However in 1995, most of that risk had been removed and therefore, ALT added very little additional safety.  So the yield was low.  This can also be seen for HIV nucleic acid testing.  The red line at the top is the situation in the U.S. when NAT was being considered for introduction.  The risk was very low.  And even if we had removed 80 percent of the residual risk with nucleic acid testing and gone all the way down to the left part of that curve at 20 percent residual risk, it was still, the cost-effectiveness was still well above 50,000.



In other countries, particularly some developing countries where the risk was perhaps much higher, well then the cost-effectiveness was much better because the yield would be much greater.  



So we can look at this in formal complicated mathematical models but we can also kind of look at it at the back of the envelope and look at, for example, what we could do for three major risks today, and what intervention we might try, and what the risk would be after that intervention, and what the cost would be.  Now, we could do formal cost-effectiveness analysis with each of these but now again, you can just quickly look at the yield for each one of these.  You see the yield would be much different.  And from that you can get an idea, rough idea of what the cost-effectiveness is likely to be.



So, in the next couple of slides here, I have just put together a list of some different potential safety initiatives or risks that we are facing, both high risk and low risk.  An estimate of the number of occurrences in the U.S. annually and the number of deaths.



I can certainly be taken to task for the absolutely numbers here.  These are only approximations.  So please don't take them as precise estimates at this time.  But I just wanted to give you an estimate of what I am looking at in terms of a different yield of different approaches.



So some personal commentary here.  With transfusion-related acute lung injury, we  have done a good job, I think.  We have done about what we can for the plasma risk by going to an all-male plasma supply.  And until we get a platelet additive solution that we can add into platelets and remove the plasma from platelets or a good test to detect which donors are really at risk of causing TRALI, platelets will remain a problem and there is not too much more we can tell if they do.



Transfusion-related circulatory overload however, is really an unrecognized epidemic.  It is a huge problem.  I can't tell you exactly how many times it occurs in the U.S. and I won't be able to until we have a biovigilance system in place and operating but it is a huge problem.  It is not a problem with the blood transfusion product itself.  It is a problem with how it is transfused and how quickly it is transfused and whether the patient's circulatory system is overwhelmed.



Data from the Hema-Quebec, Province of Quebec hemovigilance system, shows that this the number one cause of death after transfusion in that province.  So this is a major problem that we face.



Mistransfusion is a forgotten epidemic.  That is, patients getting the wrong unit of blood and potentially dying from an ABO error.  But of course, it never happens at my hospital.  It only happens in someone else's hospital.



Bacterial contamination has been addressed but only partially.  We are culturing almost all of our apheresis platelets in this country but we know that culture misses 70 percent of the contamination.  Should we add some post-storage detection?  I mean, ultimately what we would like to have is pathogen activation to remove bacteria.



For whole blood drive platelets, most of these platelets have no effective detection applied today.  Post-storage detection is usually said to be too expensive or too cumbersome.  This is a risk that is still out there.



We test for West Nile virus by nucleic acid testing in all of our donors all year round.  Why?  Well, we know that West Nile virus is really a risk in the last summer.  It is not a risk in January and February.  But turning the testing on and off, during our computer systems to look for this testing on and off, is too cumbersome.  If we could do that, we could get resources to do better testing in the summer when the risk is really there.



Chagas testing has been practiced for a couple of years and we now have data to show that that was a nice effort but it was really primarily symbolic, certainly expensive.  It really didn't do much in terms of reducing risk because the risk was not very large to begin with.



Babesiosis remains a risk, one I would call a geographic risk.  It is only in some parts of the country.  Should we defer individuals who have traveled to that part of the country?  Well what about collecting blood in that part of the country?  Should we provide a test for babesiosis?  We don't have one today.  It is a risk but if you look at this slide you can see it is certainly not the largest risk out there.



Malaria is a small risk today.  Where the cost of malaria comes is in the travel-based deferrals.  We defer thousands of individuals every year who have traveled to an area where they theoretically could have been exposed to malaria but really there has been very little risk from their travel to that area.  Will there ever be a test?  That is hard to know.



Chikungunya really illustrates a fact that we need a new paradigm.  Chikungunya is a virus of which there was a mini-epidemic on Reunion Island in the Indian Ocean several years ago that had to have some intervention from the French government by means of introducing pathogen inactivation in order to ensure the safety of the blood supply.  And I think that illustrates that we need a new paradigm.  We need pathogen inactivation, rather than always trying to add testing.  But again, chikungunya doesn't represent a risk today in this country but it certainly could in the future.



What are patients worried about?  Well patients are worried about AIDS and hepatitis, still.  Some might be worried about mad-cow disease.  These are the things that are in patients minds.  They don't think about all of the other risks that were on the previous slide.  They are worried about the risks that tend to fall in the upper right corner of this risk space, things that are not observable to them or not controllable.  These are the issues which really get people concerned.



So how can we roll all of these concepts together with out goal of continuous improvement?  Well I think we need to recognize that safety will never be achieved in terms of zero risk.  We can never eliminate all risks from any particular source.  Instead, I think a useful approach would be the one that has been adopted in the radiology community and that is to address risks to make them as low as reasonably achievable.  This is the ALARA principle and allows attention be directed at the greatest risks, to push the greatest risk down until some other risk becomes a larger risk.  And then move to that.



In terms of effectiveness, I think we have many opportunities yet to improve the effectiveness of what we are doing in transfusion medicine.  We need to look more at chemical studies, and animal models, and clinical trials, and not be unduly constrained by conservatism.  And by that I mean both conservatism in the field saying that this isn't really that much of a problem and we can't move forward until we are absolutely certain there is going to be an improvement, as well as conservatism from a regulatory perspective.  I think we can learn a lot from additional testing in animal models in order to advance the safety and effectiveness of what we are doing.



We are also focused on the continuous part of this goal because just because we have eliminated or greatly reduced one risk, that doesn't mean we can take the rest of the week off.  We need to then turn our attention to the next risk and improve safety and effectiveness in a continuous manner.



Now you say, well this is going to cost more money.  And I will say yes, most improvements to cost more money.  If we focus on the largest risks, apply the ALARA principle and focus on the largest risk, we will be able to have the greatest yield.  We certainly need to recognize and address psychological pressures from people's concern about HIV and HBV but we have to defer victory.  We have not eliminated but we really have vanquished those foes and we need to move on to the next largest risk.



And we should look for some combined opportunities where we can get two wins out of one particular intervention, such as platelet additive solutions would improve platelet quality and reduce the risk of TRALI.  Solvent detergent plasma, for instance, might reduce the risk of TRALI and reduce infection risk.  Pathogen inactivation would reduce the risk of bacterial contamination, of new threats like chikungunya coming into the blood supply, as well as reduce the risk of graft-versus-host disease.



So using these approaches, I think, will help us optimize cost-effectiveness and demonstrate that we are being careful stewards of the resources that we have available and in the end, provide transfusions that are safer and more effective.



Thank you very much.



CHAIRMAN BRACEY:  Thank you, Dr. AuBuchon for that excellent review.  I would open up the floor for questions or comments for Dr. AuBuchon at this time.



Perhaps I could ask one question and I believe this was raised yesterday.  In formulating some of the cost-effectiveness evaluations, if one starts at a time zero point, the cost of the given test or intervention might be much higher in its initial phase as contrasted to when that intervention has matured.  Would you comment on how that factors into the development of these analyses?



DR. AuBUCHON:  Well, that question raises a good point because usually cost-effectiveness analyses are only done at one point and that is prior to the initial implementation or the decision to implement.



For example, HIV antibody testing was very cost-effective when it was implemented in 1985 because of the risks we were then facing.  Now with HIV nucleic acid testing, if we were to go back and look at HIV antibody testing cost-effectiveness with the question should we keep that test or should we eliminate it and just keep nucleic acid testing, I have never seen one of those analysis but I would guess that HIV antibody testing would be very cost effective because almost all infected donors are going to be positive in the HIV map.  There would only be and a very rare individual who would have a low enough viral load that would be missed by nucleic acid testing but would be positive on HIV antibodies.  However, I don't think that anyone is anticipating that we are going to do that.  Perhaps HIV is not the best example because of all of the psychological overtones related to it.  But that illustrates that over time and with different circumstances, additional tests, and new approaches in medicine, the cost effectiveness of a particular intervention may change.



CHAIRMAN BRACEY:  Okay.  Any other -- yes.  Dr. Corash.



DR. CORASH:  Good morning, Jim.  Thank you for that presentation.  One of the questions I have for you is we have looked at quality-adjusted life year assessments.  It is very hard to quantify some of these issues because the information that we have is so poor and I think the biovigilance network is going to improve some of that.



I mean, a case in point is bacterial contamination where we really don't have good information about non-fatal complications.  We don't about delayed infections.  We don't know about catheter colonizations that lead to other measures.  And so we don't capture these things in terms of looking at cost-effectiveness and, therefore, we probably are underestimating the  value of some interventions.  Could you comment on that and how you think we can improve on that and what type of resources we  mentioned there?



DR. AuBUCHON:  I think you are --



DR. HOLMBERG:  Jim, just a moment.  Are you speaking through a speaker phone?



DR. AuBUCHON:  No, I am not.



DR. HOLMBERG:  Oh, okay.  We are having a little static on this end and we thought maybe that was the cause.



DR. AuBUCHON:  Yes, I have heard a little static also.  Sorry.



I think you are entirely correct, Larry.  Unfortunately, transfusion medicine  has evolved in a way that has not led to accurate and complete tallying of all of the consequences of what we have done.  And I think that that may be because of some of the negative effects taking place or being observed only sometime after the transfusion.  They don't come immediately with the transfusion and, therefore, we miss them.



It is difficult today to know what all of the negative consequences of transfusion are.  Indeed the biovigilance network will help.  But even then, we will be dependent on the individual taking care of the patient recognizing a potential association with transfusion, which two or three weeks later may be difficult to do.



So, I think we have to then take a rational approach to looking at what could happen, look to other fields of medicine, attempt to estimate how frequently, for example, bacteremia from a platelet transfusion could lead to catheter seeding and which could then lead to sepsis at a later time.  We would have to estimate that and it wouldn't be the strongest part of the analysis.



One would undoubtedly have to look at sensitivity analysis to see whether or not over the range of plausible frequencies of a particular event would it or would it not have a large impact on the outcome.  But that, you know, in essence, I will entirely agree with you.  That is a problem.



CHAIRMAN BRACEY:  Dr. Pomper.



DR. POMPER:  Thank you, Dr. AuBuchon for that presentation.  A question I had is can you describe some of the factors that go into the quality of life improvements.  So, what types of things are considered?  I think quantity of life is sort of easier to establish but I am curious what goes into the determination of improving quality of life.



DR. AuBUCHON:  The determination of the quality of a particular state of life is a whole sub-discipline in the area of decision-analysis and there are different ways of assessing that.



For example, you could ask a patient give a patient or an individual a theoretical that they have a particular illness or a particular morbidity and say we could eliminate that through surgery, for example, but the risk of your dying in that surgery to give you 100 percent quality again would be ten percent.  Would you take that risk?  Or the risk of death is 50 percent, would you take that risk.



And obviously, the higher the risk that someone is willing to take, the lower their quality of life with that morbidity.  That is called a standard gamble approach, for example.  There are a number of different ways of doing it.



One problem associated with determining quality is who you ask, particularly if you are talking about some chronic morbidity.  Individuals who have the chronic morbidity tend to rate their quality of life higher than those who do not.



For example, those of us who are blessed to be able to walk around on two feet might think it would be terrible to be confined to a wheelchair for the rest of our life and would rate that quality very low.  If you talk to people who have to use a wheelchair, however, usually their response is that their quality of life is quite good and it is not anywhere near what those of us who don't have that morbidity would assess it to be.



So the assessment of quality is not foolproof.  It is invariably something that is studied closely in sensitivity analysis.  That is the range of possible quality adjustment is considered in any cost-effectiveness analysis very closely.  It is a very interesting field.



CHAIRMAN BRACEY:  Dr. Epstein.



DR. EPSTEIN:  Yes.  Good morning, Jim and thank you for that very illuminating talk.



Yesterday we had a number of presentations, mainly from public speakers, raising concern about any movement toward, if you will, substituting a cost-effectiveness decisional paradigm for what is called the precautionary principle.  And I think the underlying heartbeat was, you know, don't let monetary considerations get in the way of safety.  So and you know, examples were put forward where considerations of cost may in fact have delayed helpful safety interventions.



So, how do you answer that core concern?  Because I think most of us would agree that with the point you made right at the beginning, which is everybody wants safety you have trade off what you do with your money and time.  But on the other hand if the ruling principle becomes cost-effectiveness, is there not some peril?  So, how do you look at that issue?



DR. AuBUCHON:  Good question, Jay.  Thank you.



I would draw a very clear distinction to a decision made based on cost to a decision made on cost-effectiveness.  



Cost-effectiveness decisions do not look at cost.  You can come up with a very cost-effective intervention that may be extremely costly.  If it is extremely costly but has a good cost-effectiveness ratio, you would then be able to infer that the yield must be very high.  So just because of high cost, that doesn't necessarily mean that it is going to have poor cost-effectiveness.



I think what is most important, the most important thing from a cost-effectiveness analysis is the yield determination.  For example, when we conducted the analysis of the prospectus of pre-operative autologous donation before coronary bypass surgery and presented it to our cardiac surgeons when I was at Dartmouth-Hitchcock, they didn't blink an eye at all at the cost because cost didn't mean anything to them.  They were focused on patient care.



What they did pay great attention to was the fact that, through another analysis I didn't show this morning, it was clear that patients coming to cardiac surgery stood a greater risk from donating blood than from getting HIV or HCV.  And they said gee, the safer thing to do is not to have these patients donate blood for themselves and they changed their practice right then and there.



So that was clearly a situation where it wasn't cost driving the decision, it was patient safety.



So, I think cost-effectiveness is a very good way to illuminate the yield, the patient health benefit and cost or decisions made on cost are an entirely different issue.



CHAIRMAN BRACEY:  Ms. Finley.



MS. FINLEY:  Thank you, Dr. Bracey.  And thank you, Dr. AuBuchon.  That was obviously a lot of concentrated work in presenting that.



I did want to have follow-up to Dr. Epstein's comment and say that yesterday we heard a number of presentations from public members and consumer groups and end-users about the issue of who assumes risk.  And when you talk about cost-effectiveness, you are talking about the cost to the blood bank and to the hospital and to providers.  But the risk is actually assumed by the patient.



And I was wondering if you had some thoughts on how we square those issues, particularly how we get input and acceptance of a cost-effectiveness paradigm by patient groups who know that is there is a transmission, they will pay for it.  Their insurance will pay for it.  They will pay for it as individuals.



DR. AuBUCHON:  Well the tenant of  cost-effectiveness analysis is that a societal perspective should usually be taken.  That is, you look at cost to society and benefit to society.  But I will agree with you to that risks are generally borne by the recipient.



My statement in response to that concern is that yes, the recipient bears the risk but the greatest risk is not the one that some people seem to be concerned about.  I mean, if I were to suffer a traffic accident today and need a transfusion this afternoon, it is not HIV and HCV that I would be worried about.  I would be worried about whether or not I got the right unit of blood and whether  or not I was going to have TALI as a result of that.



MS. FINLEY:  I think, Dr. AuBuchon, you misunderstood my question.



The question wasn't who bears the risk.  It is who bears the cost.



DR. AuBUCHON:  Ah, who bears the cost.



Well, in a perfect world, society would truly bear the cost.  In our imperfect world of healthcare economics, the cost sometimes gets stuck somewhere along the way.  That is, the blood center may not be able to raise their fees to the hospital or the hospital may not get reimbursed from third party payers or third party payers may not get the money that they are expecting from their sources.



I am not going to advocate a particular manner of healthcare reform this morning but clearly the system does not always  work the way that it should.  I think that if we focused our interventions in the future on large risks, then the cost would be more readily passed along because everyone would nod their head in the same direction and say yes, I understand why we need to take this step.



Thank you.



CHAIRMAN BRACEY:  Dr. Yomtovian.



DR. YOMTOVIAN:  Jim, thanks again for a wonderful talk.



I have a question about the concept of zero risk, which has been a paradigm in transfusion for oh, I don't know, 15 or 20 years.  And the, perhaps, alternative concept, at least philosophically of as low as reasonably achievable, it seems that this is a C change, a paradigm change in the way that blood bankers would be asked to think.  Maybe it is such a radical change culturally that it would take maybe a new generation of blood bankers to be indoctrinated in that.



So, I am curious about your thoughts.  I understand that in radiation where you go to get an x-ray, or a CT scan or, whatever you are getting, hopefully the physician and maybe the public is aware that there is inherent risk in that procedure.  You can't avoid it.



I don't think that same concept because we have been so indoctrinated in zero  risk yet has been applied to transfusion.  And so I am just curious of your thoughts on the philosophical conflict, almost.



DR. AuBUCHON:  Well, I understand the question, Ros.  I hope it doesn't take a whole new generation.  I would like to be around to see it.  But what I am working on, had been working on in my career I would say and I have found a lot of residents with is the precautionary principle.  And I do not believe the precautionary principle demands zero risk.  My reading of the precautionary principle is that when there is a credible risk, we need to take reasonable commensurate steps, proactive steps in order to reduce that risk.  Not eliminate the risk but reduce proportionately.  And I think the precautionary principle works very nicely with the ALARA principle.



Now, the ALARA principle is a little bit different when risk is assumed willingly versus when it is not assumed.  When you go for an x-ray that you need for some reason, yes, there is a risk but there is a benefit to you.  You are getting the benefit, as well as you are withstanding the risk.  In transfusion, you don't ask to be transfused, usually.  Transfusion is not a voluntary event.  That involuntary nature of the event certainly raises the concern about any risks that the recipient is going to face.  And so I think the ALARA principle applied to transfusion is a little bit different but it should say that, should allow us to look at the largest risk and provide the safest outcome.



I mean, at the end of the day, everyone wants to have whatever the medical treatment is, transfusion or x-rays, wants to have that event come off, get the maximum benefit and have the least risk.  The risk as we in blood banking seem to be defining, or at least I am trying to define it, relates to risk of mortality or risk of morbidity.  I think some others might not be calculating risk in quite the same way and are applying various psychological factors on top of that, such that a risk that is very low currently, such as HIV, overshadows a risk which is much, much greater and has a much larger chance of killing them.



CHAIRMAN BRACEY:  Dr. Axelrod.



DR. AXELROD:  Hi, Jim.  In following up on the question that Ms. Finley asked, I just wanted to make sure I understood.  In terms of the modeling, one of the issues that was brought up from the public related to core antibody testing as a surrogate for HIV at the time when HIV was first identified as a risk in the blood supply.  And the inference that it was cost that was used to make the decision as opposed to what you are talking about, cost-effectiveness.



If we were talking about your model and using core antibody, aside from the prevention or what you would assess as the prevention of HIV cases in the recipient, does the dollars that you are assessing also take into account all of the dollars that would be spend as a result of infection or does that have to be introduced separately?



DR. AuBUCHON:  Yes, in cost-effectiveness analysis, the cost that would be tallied would include the cost of care.  So, for any test that is considered, one would look not only at the cost of the test but at the cost of the care of the individual who got the disease, whether they got the disease because the test wasn't performed or they got the disease because the test was a false negative.



So you are right, Rick.  The cost of the care of the individual, the care of the individual, the cost of the disease, the morbidity is always included in the cost-effectiveness modeling. 



And so for hepatitis B core antibody testing, one could look at what it offered in terms of reduction in non-A, non-B hepatitis, as well as what it might have offered in terms of surrogate marker for HIV, I don't think I have ever seen that analysis performed.  And off the top of my head, I wouldn't even want to hazard a guess.  I really don't know how effective core antibody testing would have been in the mid-1980s.  So, I can't give you an estimate of what that would have been.



CHAIRMAN BRACEY:  Dr. Ison.



DR. ISON:  So, I basically want to raise a question.  What do we actually mean by zero risk?  Do we mean zero infectious disease risk or zero risk of an adverse effect?  And I think that this question actually would greatly inform where we would prioritize things.  Because you know, from looking at the one table that was put up there, greater than 10,000 TACOs.



AUTOMATED PHONE MESSAGE:  Thanks for using WebEx.  Please visit our website at www.webex.com.



DR. ISON:  All right, well we may not have the speaker to help answer this but again, if you are talking about something like TACO where it is greater than 10,000 events per year, that is a risk that would be in a whole number percentage, as compared to infectious diseases, which currently is now in the range of one in a million.  



So what do you mean by that?



CHAIRMAN BRACEY: Well that's a good question, and I think we'll have to get to that in our larger discussion.  I think it has been pointed out that in reality there is nothing that is without risk. 



And so the notion of zero risk, it is a false notion.  And so really the question then is what is that nadir that is the acceptable nadir.  But the reality is that whether you are tying your shoes or you know, everything has risk.  So there is really no such thing as zero.  And that we do need to discuss.



DR. ISON:  Yes, and then I think as a follow through also to think about is, is it that we have failed to educate the patients about what all of the risks are and is our way of consenting and whatnot unduly focusing on low-risk adverse events while minimizing the risk of higher risk adverse events.



CHAIRMAN BRACEY:  Mr. Nether, you did have a question for Dr. AuBuchon.  I am sorry that it seems that we may not be able to connect.  Do you want to state your question?



MR. NETHER:  Yes, the only thing I wanted to say was following Dr. Ison and what you had mentioned, Dr. Bracey, in terms of with this model, you know, you only looked at it one time and with the change with yield,  costs, all these variables that are added in, this is something that probably would have to be looked at over time, not just a one-time deal.



CHAIRMAN BRACEY:  Thank you.  Ms. Finley?



MS. FINLEY:  Well, --



AUTOMATED PHONE MESSAGE:  Welcome to WebEx.  Please press one to be connected to your meeting.



MS. FINLEY:  I thank Doctors Nether, Ison and Axelrod for their point but I wanted to clarify something here.



And it is an important concept that the committee must understand, which is that it is not an issue of patients demanding zero risk.  Nobody ever said zero risk.  We are probably never getting to zero risk.  But the issue is who bears the risk and the cost of that.



As long as it is not the people who make the decision about whether you get this test that eliminates the risk of Chagas or anything else and you are responsible for  covering the cost of that illness.



AUTOMATED PHONE MESSAGE:  Welcome to WebEx.  Please press one to be connected to your meeting.



MS. FINLEY:  You, as a patient.  And you know, I would defer to the HBV, HCV, HIV-infected hemophiliacs regarding what their monthly drug medical costs but they have got to be in the range of $6,000 at least.  They are bearing it.



AUTOMATED PHONE MESSAGE:  Thanks for using WebEx.  Please visit our website at www.webex.com.



MS. FINLEY:  Their insurance company is bearing it.  If we want to make a change in this, we have to deal with who is bearing the cost of an infection and failures.  And it is not the blood banking community.  They have some legitimate problems here.  There is no question about it.



But until we deal with it in a realistic manner, we are never going to get past this question of how much risk we are assuming because of who bears the cost.  It is the patient ultimately.  And we need to understand that to make a difference in this situation.



CHAIRMAN BRACEY:  I think we are going to have move on to the next presenter but go ahead, Dr. James.



DR. JAMES  Can you hear me?  I just had a comment about costs and one of the costs that doesn't seem to get factored in is the loss of confidence in the blood supply, the lack of trust on the part of potential recipients and the downstream consequences thereof when we talk about costs.  There is more than the financial cost and there is more than the immediate costs.  There is societal costs, etcetera.  The kinds of things that those of us who prescribe blood deal with every day.  Patients who should get transfusions who don't because of lingering concerns and fears.



CHAIRMAN BRACEY:  Thank you, Dr. James.



DR. KOUIDES:  Just a quick comment.  Also put into these calculations in terms of cost is the cost of litigation, and that should be considered, also.



CHAIRMAN BRACEY:  Dr. Epstein.



DR. EPSTEIN:  Yes.  Sorry to extend a late discussion.



You know, I think zero risk is actually a shorthand for a whole decision paradigm.  And what the paradigm is really about is making decisions of benefit independent of their cost and what that is really about is what do you do when the yield is low but it is real.



And I think why FDA ends up in the short hairs is because we are responsible for approving the products and making recommendations to the blood organizations. And when we have additive safety technologies that have a demonstrated benefit but, you know, would not have a beneficial cost-effectiveness, what should be done?



And the problem is that those are not, in the end, scientific decisions absent a rule.  And we don't have a rule.  You know the rule would say we accept a certain level of risk or we accept a certain level of cost benefit.  But absent that, what you are left with is you can measure it but it is not, we don't have a paradigm for deciding what to do with it.  And I think that is what underlies it.



And so the default option is always go with it.  Why?  Because it has some demonstrated benefit.  And I am putting aside the precautionary setting where we don't know if there is any benefit.  And then you are dealing with you know, likelihood estimates.  But with many safety technologies where we can actually define the benefit and the question is should the paradigm of decision-making be cost benefit or benefit.  I think that really is what zero risk is about.



CHAIRMAN BRACEY:  Thank you.  Dr. Lopez-Plaza, last comment.



DR. LOPEZ-PLAZA:  Actually, I just wanted to make the comment that when we talk about risk, we really need to think about the benefits.  A ten percent risk, depending on the benefit, might be an unacceptable risk or it might be a very acceptable risk.  So, I think that when we discuss that, we need to really counterbalance with what is the benefit to that risk.



CHAIRMAN BRACEY:  Thank you.  Let's move on then to our next speaker, who is Dr. Brian Custer.  Dr. Custer will present on modeling health economics of transfusion and transplantation safety.



Dr. Custer is an assistant investigator in epidemiology and health policy at Blood Systems Research Institute in San Francisco and has done extensive work on outcomes research.  Thank you.



DR. CUSTER:  All right.  Thank you very much for the opportunity to present to the committee.  I was being quite just sort of listening to the discussions and the debate going on.  And I am hopeful that some of the things that I say will add some additional perspective to it.



I want to start by saying from the get go that I do not think that cost effectiveness is what is used or should be used to make decisions but I think that it is an appropriate addition to the decision-making process.  And so with that perspective, I will sort of work through the things that I have to say.



To begin with actually, I am employed by Blood Systems which is the second biggest collector of blood in the country.  That might be classified as a conflict of interest.  I don't think it is.  I have received research grant funding from industry.



To set the stage, which I know other people have already mentioned, the red cell service fees have increased over time, even after adjusting for inflation.  So this is saying that we took everything to one common year and we said what is the cost of red cells on a year-to-year basis.



And you can see that actually based on this ABC newsletter information, thank you, that over time the costs have gone up now.  You can also see the various safety measures that have been introduced.  Those safety measure may or may not be the reasons why those costs have gone up.  But I think it is important to bear in mind that it is more expensive.  A packed red cell is more expensive today than it was in 1985.  And that is going to continue to be the case.



And that gets into the reimbursement issue.  So that is separate from  what I am going to talk about but I think it  still sets the stage that economics does have a role to play in this discussion.



Speaking of economics, actually, I have spent a fair amount of time trying to understand what role economics does play in this discipline.  In a recent review article a colleague and I looked at the various sort of safety interventions that are in place for blood donations.  And in my opinion there is actually very few that have any good quality economic evidence.  It really comes down to things such as HIV not, hepatitis C not than where you have sufficient amount of information to really say something about the quality evidence.  And a lot of it just isn't available so it is very difficult to say which interventions that we use in blood safety actually provide the biggest bang for the buck.



But before I get into some economics I want to step back and talk about  framing decisions.  It is important to say that how we ask the question truly influences the way that we answer something. 



And this is a classic example from Tversky and Kahneman.  If you have a disease  outbreak and it is expected to kill 600 people in the United States, you need to choose an intervention.  Intervention A, with that 200 people will be saved.  With program B, there is one-third probability that 600 people will be save and a two-thirds probability that no people will be saved.  Which do you favor?



Going on with this experiment, actually, they then went on to give two other  options.  Program C, 400 people will die or program D, there is a one-third probability that no one will die and a two-thirds probability that 600 people will die.  Which of those four interventions do you favor?



It turns out that the respondents said they favored A and then they favored D.  A and C are exactly equivalent and B and D are exactly equivalent.  But the way you ask the question influences the way you interpret the information.



So this Dr. AuBuchon already covered but I am going to cover a little bit more because I have some different perspectives on some aspects of it.



What is decision-analysis?  Well, decision-analysis is a whole body of theory that starts with the premise that decisions must be made and then asks well how will they be made.  And the goal in the decision-analysis is to make decisions that provide information in a systematic, quantitative and explicit approach that assess the relative value of the different options.



So the key here actually is transparency.  People may not like cost-effective analyses but if they are done well, they lay it out, including the assumptions, on the table.  Then you can decide whether you agree with those assumptions or disagree with those assumptions but that is the key thing here.  Who is going to make the decisions and is it going to be a transparent process?



This is closer to transparency than a lot of previous options that have been used in the past.



All right.  So, decision analysis.  Making real world decisions often involves assessing the probability and value of multiple outcomes.  It is difficult to analyze and assess these complex decisions.  So, decision-analysis allows for the incorporation of data from multiple sources, makes assumptions explicit and quantifies the decision parameters.  This often is a great process for highlighting both the strength and the weaknesses of the data.  What that actually is basically saying is where you might want to get more data or where you need to do more studies to understand things such as uncertainty.



The other thing it actually tends to do, it actually creates very good bright line in terms of where there are conflicts between competing goals.



So why would you include economics in decision-making?  The reason for including economics are based on the idea that there is scarcity, which is to say that there are insufficient resources to do all of the possible activities or interventions that you might want to do.  Therefore, you are faced with making choices.  You have to decide between those competing alternatives about which ones you will undertake, which ones you may not undertake for various reasons.



The additional thing which I think is the more subtle and the more challenging concept is something called opportunity costs.  When you actually have scarcity and choice that is facing you, opportunity costs says that by doing one thing, you willingly forego the benefits of using those same dollars, the same resources for doing something else.  So, that is a willing choice.



People would like to say that if we had an unlimited budget, we could actually do everything.  That is true but I think everybody understands that we do face submitted budgets.  And so that is when opportunity costs becomes an important concept.  And so you are looking for the interventions that perhaps provide the greatest health benefits.



All right.  So, the role of economic analyses.  The traditional hierarchy of importance of evidence for adopting a new technology or intervention in the U.S. is this:  safety, efficacy, and then effectiveness.  This is, I want to point out, the paradigm in the U.S.  This is not a paradigm that is shared in other countries.  Other countries actually also include cost-effectiveness and cost-utility as part of the decision-making process.



And at this point, I want to point out that the FDA is charged with questions of  safety and efficacy.  Justifiably and appropriately so.  And they excel at considering those factors.  When you get into this range of effectiveness or normal use and cost-utility or cost-effectiveness, that is when there is no mandate, as Dr. Epstein has already indicated yesterday, to even consider this information but this information does play a role.



So what these analyses actually ask or answer is a question of efficiency.  And the point of that is not necessarily to focus on what the final answer is in terms of what a cost-effectiveness ratio is but the process of doing these modeling exercises actually provide very useful information that I think I am going to try to highlight with an example.  That example is going to be Chagas  disease but I am going to cover a few more things before I get to that.



The requirements and the results of these analyses, I want to make very clear that for these analyses to be good, to be of good quality, they require a lot of data.  That is data on the real transmission risk.  Data on the epidemiology and recipient characteristics and disease progression information.  In addition what health economics can do is support decision-making on a local or national level so you can compare  something to establish the threshold.



This is the idea called willingness to pay.  And once again, Dr. Epstein asked a little bit about this yesterday.  The idea of willingness to pay is that society -- if all things were perfect, society actually would make a social decision about what they were willing to pay for blood safety, for other kinds of healthcare interventions.  That would then be used as a threshold that would say certain interventions exceed that threshold and are not candidates for adoption.  Certain interventions are under that threshold and should be adopted as a matter of course.



The other thing that you can do is actually compare between interventions.  And so I will come back here a little bit.  What it also does, I like sort of indicated these, these modeling methods and economic analyses highlight areas where you can get more information.  So areas that have high uncertainty or areas where you might do more research.  There are some additional things, too.



But I want to step back and say there are different kinds of economic analyses.  And one that sort of, the two cost and cost effectiveness clearly do get confused.  Cost question is a budget impact analysis.  It is simply a question of can we afford it?  What does it cost to do it?  It doesn't take into account any of the benefits that accrue.  I recognize that I am reiterating a lot of what Dr.  AuBuchon said but I just want to say it in my own way to make some points.  That is the question of can we afford it.



Cost-effectiveness gets into is it  worth doing.  So, you can have what is called the cost-effectiveness analysis or cost-utility analysis.  This is where the idea of a quality-adjusted life year comes in or you can have what is called the cost-benefit analysis.



Cost-benefit analyses are done all the time throughout this government when it makes decisions but we do not use them in health care.  And the reason that we don't is that cost benefit analysis requires that you put a monetary value on a human life.  And so it is not a very well accepted and it certainly is an extremely controversial methodology when you are thinking about healthcare and decision-making.



All right.  So you are already aware of what the basic model is.  This perspective issue keeps coming up.  It is absolutely true that the preferred perspective is a societal perspective.  A societal perspective is including all costs that accrue to all members of society.  A true society perspective includes even things such as indirect costs.  So, if you actually not only have a patient who requires treatment but you have care giver who actually has to then give some of that treatment or something like this, then you include those costs, too.  That is a true society perspective.



They are very difficult to do.  This is where actually economics falls down.  Those indirect studies are difficult and they are usually not available.  So you step back and you do a societal perspective that is based on direct costs of care.  So, the cost of the intervention and the costs of the healthcare associated with a given disease.



I already said that.  So they are data intensive.  I want to point out one thing.  A cost-effectiveness or cost-utility analysis is actually two things at once.  It is a risk analysis and it is a cost analysis being combined in the form of a ratio.  The comparator is critical.  By definition, these analyses are comparing one thing to another.  There is not an absolute value.  The cost effectiveness of nucleic acid testing for HIV is not a number unto itself.  It is only interpretable relative to what it is being compared to.



These studies are actually very good for comparisons of close substitutes.  I am going to give you an example that is not in blood safety but is related to blood safety.  And you can use them actually to choose between competing interventions in a resource-limited setting.



Going to QALYs.  QALYs as was discussed previously, QALYs are quality-adjusted life years.  They actually, when you have access to correct information, a quality-adjusted life year includes social preferences and social values, if they have been elicited correctly.  So often they are not elicited correctly and so you try to get a combination of patients, of the general population to actually do these theoretical games that Dr. AuBuchon was talking about that tell you the relative concern that people have for different kind of health states.



But implicitly and actually explicitly, they do include social preferences.  This is exactly why we have such a great concern for things such as HIV.  And so the societal perspectives can and should be included in all analyses.



All right, so just to briefly over this idea of a cost-effectiveness ratio.  So let's say you have a ratio of $150,000 per quality-adjusted life year.  Just exactly what does that mean?  That actually is a summary ratio.  It is an average.  So it is a broad result across all of the demographic and disease severities that were included in that analysis.  It is very important to recognize that just like any point estimate, from any kind of scientific study, that actually hides information.  And what I mean by that is that the summary point estimate or cost effectiveness ratio can obscure very important information.  So you might have patient populations where you would have that same result of $150,000 per quality-adjusted life year overall, certain people where it would be $30,000 per quality-adjusted life year, and other people where it might be $500,000 per quality-adjusted life year.



If that set of people for which it is $30,000 per quality-adjusted life year, is an important set of people, you may want to do the intervention regardless of the fact that it costs $150,000 per quality-adjusted life year overall because there is a clear parts of society in which there is evidence of a strong benefit.



All right.  So, I want to make a point.  This is the point of comparing close substitutes.  This is actually looking at treatment strategies for chronic hepatitis B, particularly E antigenia hepatitis B.  And so you can look at specific treatments and you can actually say compared to nothing, so no treatment whatsoever, what are these five different drugs that are available to treat.  These are clearly close substitutes.  They are all intended to treat the same condition.  But nonetheless, there are some that perform better in terms of a cost per quality-adjusted life year analysis than others.  



And so I am not trying to sell a particular product at all.  I am just trying to make the point that you can do this kind of close substitute analysis.  This is very important.  This kind of that clinical analysis, that level one clinical analysis or decision analysis that Dr. AuBuchon was talking about.



And blood safety of course, we don't have a ratio of something like $30,000 per quality-adjusted life year very often.  This point was already made but when we adopted HIV antibody testing, it was probably cost-saving effective.  I am actually certain it was cost-saving because it was interdicting HIV-positive units and preventing transfusion transmission and all of the associated healthcare costs that have stemmed from transmission of that infection.



HIV is not really as cost-effective, nonetheless, it is absolutely the appropriate thing to do because you are trying to prevent HIV transmission.



Likewise, for hepatitis C antibody, it was probably cost of savings.  HCV is probably not cost savings.  It is still a very expensive technology but appropriate to do in this setting.  



If you look at something like West Nile virus, the analysis says that perhaps screening is something around $500,000 to $1,000,000 per quality-adjusted life year at the height of the epidemic.  I am going to come back to that because I think it is an important thing, an important point that goes to the question that has been raised about the costs that are associated with adopting a technology and then how that has cost change over time because it goes both ways, actually.  Things can become less cost-effective and they become more cost-effective.  And I will point that out with West Nile virus.



And then finally, HTLV antibody testing is actually a very expensive endeavor because the prevalence in the population is relatively low.  Nonetheless, I don't think anybody is saying we should stop doing HTLV antibody testing.



All right, so getting to this question of the importance of prevalence.  For West Nile virus, different years because of the nature of this particular infection, being an arbovirus, you have different degrees of residual risk.  So if we were not doing anything and we had a baseline residual risk, in 2003 we had a very, the largest outbreak in the country.  And then as it spread across the country, the outbreaks in successive years were a little bit lower so that the baseline residual risk was lower in successive years.



So this cost-effectiveness ratio actually moved over time.  These are six different strategies that we are looking at.  That is not that important, actually, to get into the details there.  It is really the shape of the curve.  In 2004, which was a relatively moderate year for West Nile virus activity, the cost-effectiveness was not very good for doing this screening at all.  Nonetheless, you would use that and it still  is in formative to understand that.  So even if the baseline, the technology might get more expensive, it might get less expensive, but epidemiology also radically influences cost-effectiveness, which brings me to this sort of point.



All of the interventions that we think about in blood safety I believe on this, this is not the same risk benefit access or anything.  But looking at interventions that have high social value versus interventions that have lower social value.  And then looking at lower incremental cost per quality-adjusted life year and higher incremental cost per quality-adjusted life year, I would say that blood safety interventions are up here in this sort of C area.  They have high social value and because they have a high social value, we accept higher cost per quality-adjusted life years.



There are other interventions.  I am not going to give examples but there are other ones that are not deemed to have a very good social value.  They are not in blood safety at all but actually relatively speaking are in expensive.  Nonetheless, we don't use those interventions for various reasons.



So the point being, I think we all agree and we all understand that we are up here and we are not trying, at least I have never been an advocate saying that somehow cost-effectiveness in blood safety should be $50,000 or a $100,000 per quality-adjusted life year.  That is a threshold value.  It is not appropriate.  I think that society has very strongly spoken that it doesn't want to be there with respect to decision-making on blood safety.



Okay, so that leads me to T. cruzi.  And this is an analysis looking at the various screening options.  The point of the various screening options that I want to show here is that if you do no screening, there is a baseline sort of life expectancy in a transfused population.  If you look at screening based on just risk questions only, so asking people if they have gone to Central or South America or Mexico or if they were born there, you might come up with a result of $172,000 per quality-adjusted life year.  If you could target, in other words, you are doing a very targeted screening intervention, if you are doing universal screening for T. cruzi and you are comparing that to no screening, that is about 1.4 million dollars per quality-adjusted life year based on this model that we have developed.  Important things there.  That is relative to no screening.



If you ask what is called an incremental cost-effectiveness ratio, so what does it do compared to the next strategy above it, so let's for example look at if you were going to do a one-time screening of all donors versus two-time screening of all donors.  One-time screening of all donors is about $750,000 compared to no screening.  But incrementally, compared to just looking at first-timers and repeats with risk, it is about two million dollars per quality-adjusted life year.  The point I am trying to make here and I know it gets a little bit confusion is that once again, it is very relative what this information tells you and you need to keep that in mind.



And then I want to point out that this analysis that we have done here assumes that the cost of testing is going to be the same, whether you do a selective testing strategy or all-time testing.  If a company was to change the cost based on selective testing, then these numbers would no longer apply.



Likewise to what I said about actually certain members of society benefiting from an intervention, importantly if you look at people under 40 years of age or younger, you see actually that the cost-effectiveness of T. cruzi screening is relatively valuable.  And what that actually represents is this particular disease, which is it takes a very long time for the worst forms of Chagas disease to develop.  And so those people who are younger, who you prevent this disease in, that after 20 or 30 years of life, by having prevented that, you actually have a relatively cost-effective technology.



Nonetheless, if you look at incrementally compared to the next strategy, the are certain strategies that are not particularly cost effective.



T. cruzi is a really interesting situation because actually in doing these analyses some important things stand out.  So, this is called a two-way sensitivity analysis.  And what we are trying to do here is actually look at the joint effects of the prevalence T. cruzi in the donor population and the risk that T. cruzi will actually be transmitted by a transfusion.  If you do that, you actually discover that sort of the majority of the parameter space through what we think are the likely estimates for both the transmission efficiency and the prevalence of T. cruzi in the donor population, that one-time screening of all donors plus repeat donors who actually report risk covers a lot of this risk space.  But other strategies are potentially there.



Note, there is no cost whatsoever in this figure.  And this figure is a part of an economic model.  But nonetheless, I think you have learned valuable information about some of the factors that you would want to think about in making safety decisions regarding this particular infection.



Likewise, this transmission efficiency thing actually sort of if we delve into it a little bit deeper, we think that it isn't very easy for this to be transmitted, particularly by packed red cells.  Clearly, the highest risk product is platelets.  We recognize that.  But nonetheless, actually, if you get to an overall for all units transfused basis, transmission efficiency that is below about five percent, no strategy, including questioning, is particularly cost-effective.  So the point being here that these parameters like this become very important.



Well, that was actually borne out.  A couple of years ago, I did a preliminary analysis of this question and presented it at the ABC SMT Conference.  And the thing that came out of the model at that time was the fact that transmission efficiency was going to be very important.  It turns out that transmission efficiency is a very important parameter that really influences this.  So once again, the analyses, while not being used to make a decision, do actually, I think, provide useful information.  I think effort could wisely be spent understanding whether this particular parasite can actually stand the storage conditions of packed red cells and things like that and what the infectious risk is.  It comes out of an analysis like that as a way to perhaps guide researchers.



All right.  So, I am actually now getting ready to conclude.  I want to make a few points.  There are several reasons why these studies aren't applied to blood safety.  I think that blood component reimbursement has not been based on economic evidence.  That is not the same thing for that example that I talked about with respect to hepatitis B, chronic hepatitis B treatment.  A lot of decisions are made by pharmacy and therapeutic committees based on economic evidence.  It does get used in this country.  It doesn't maybe get used at the policy level in the same way that people think.



Nonetheless, the procurement of the blood supply is absolutely unique.  We do not have the control over the manufacturing process as you would for a pharmaceutical.  That means that you cannot remove all uncertainty that a donation may contain an unidentified infectious threat and it could cause an unexpected adverse reaction in a recipient.



For that reason, both transfusion and transplantation will always have risk.  So even if we could remove all of the infectious risks, we know that there are other adverse  events that could occur.



Nonetheless actually, I think that the goal of health economics is to determine the relative cost of producing health or preventing disease through different interventions.  The results are never intended to be the single deciding factor.  They are just intended to provide additional information.



A single acceptable threshold, such as a willingness to pay value, will not apply to all threats in transfusion safety.  And the methodology, to point out clearly, has some unresolved controversies.  How do you make a judgment about the relative value of preventing an infection in a younger population versus an older population?  That is something that health economics itself can't resolve.  So, nobody beyond health economics is going to be able to resolve that.  But I pointed out that it is certainly an imperfect methodology.  It can be used, though, to actually trade between computed alternatives.  I would say that there is no good example of that in blood safety.



I would also point out that actually analyses are often seen very much in error as being independent from one another.  It really is if you had, for that table that I showed at the beginning, if you had economic evidence for all of those, then you could then say which ones are producing the greatest health benefits.  Those are the ones that we would want to make sure that we focus on, making sure that we support with resources.



So, what I think the economic analyses can bring to our discussion actually are that they highlight important known and unknown factors in an analysis.  And over-emphasis of the cost-effectiveness ratio I think is one of the mistakes that is made.



Thank you.



CHAIRMAN BRACEY:  Thank you very much for that illuminating talk.  I will open up for questions or comments from the committee.



Dr. Axelrod.



DR. AXELROD:  I just want to make sure I understand and just to follow up on the other comment.  



As we are looking at these recommendations and the recommendation from the committee, what I want to understand, Ms. Finley, in terms of the patient part of this, if there is, as they are looking at cost-effectiveness, if there are two avenues to go in this five hundred million dollars of cost in the entire system; one that can result in two billion dollars of benefit, patient-related benefit and one that ultimately has a twenty million dollar cost to the end-user, to the end patient for their life-time health care and so on and so forth, is the comment you were making that if that decision is made to utilize the monies in a different way, that there has to be consideration and funds for the lifetime expenses of the patient?  Or was it even more than that, that that is totally an unacceptable decision?  I just want to make sure I understand.



MS. FINLEY:  Well thank you for the question but it is a combination.  First of all, there is no area in healthcare where those kinds of decisions are made.  So that is the first problem.  Now we may be getting there but we are not there yet.  



Secondly, the issue is who assumes the risk?  And the individual patient is assuming the risk in at least 48 of 50 states.  And all these patients that we heard from have been burned by that.  So, it is their insurance company, and a lot of these people are on Medicaid as a result.  They have been bankrupted by this.  Their families have been bankrupted.  And the psychological aspects of that in our interactions probably are going to go on through your and my lifetime, if not longer.



The third, the other question is, how do we, if I understand correctly, how do we address the issue of assuming the risk?  No-fault compensation is probably the best way to do that.  That is a personal opinion.  But and it has been talked about.  It was recommended in the Institute of Medicine Report and it was also recommended by the Congress.  The Department has consistently said that they won't take a position on it.  You know, that might be a recommendation we might want to consider. 



But I am saying that if you really want to get these important considerations and some very good economic research, although I might add that the blood center is doing the economic research and physicians doing it is not quite the same as having a health economist do it.  You know, we would have to look at all of those issues.



So again, it is a much bigger problem then the immediate funding problems that the blood banks are experiencing, which are real and we need to find a way to address them.



So I guess if I had to break down our recommendation, the first thing I would say is we need to address the relationship between the hospital and the blood banks and the reimbursement of blood.  And we looked at that a couple of times, you know, in industry and we didn't get anywhere.  But I would be interested in hearing what the blood collection organizations have to say about it.  There is a no-fault compensation issue that would address the assumption of the risks.



And then there is an additional part of determining exactly who makes the decision of this is too expensive per quality of life year versus something else.  We have to do that, as we discussed yesterday, in a very transparent manner.  And in the past, we have attempted to use scientific advisory committees and it hasn't worked well.  And that is one of the reasons this committee exists.  But there has to be efforts made to ensure that the public has the expectation and the input that is necessary to get public acceptance of that.  And unless we address all of those issues in our recommendations, we cannot move this forward.



CHAIRMAN BRACEY:  Dr. Pomper.



DR. POMPER:  Thank you, Dr. Custer.  It was a very wonderful presentation.  I wanted to ask you about in your summary you alluded to that the analyses can highlight the importance of known and unknown factors.  And so I keep thinking back to say unknown factors such as emerging infectious diseases at a time when one may not know something such as the transmissibility or the risk of the infection. 

And so, in that context when perhaps there would be competing opinions about the risk, is it reasonable then to consider that the model would provide a range of cost analyses, however, they might be widely different?  And in a case like that, I am curious as to how the modeling would not be dominated by the differing opinions.  And so how would one sort of sift through, in essence, what is the right opinion?  It seems like only time would tell in a case like that until more information is known.



DR. CUSTER:  Well so I think that the answer is correct in that only time and actual research would be able to answer the questions.  So, if you had a wide range of differing opinions and you would want to include that wide range of differing opinions in the model.  That means that you would get exactly what you said, this wide range of results.



That would imply that that is an influential parameter.  Certainly it was made so by the fact that there is a huge difference of opinion and you would probably say that is the perfect candidate to try to get the additional information to do the additional research studies.  So, the models actually essentially can be run backwards and they can tell you where your greatest uncertainty is and where you are going to focus effort.



Clearly, if there is wide-range of expert opinion across the board then that tells you you just don't know much about that in reality.  So, it would be informative but the truth of the matter is sort of kind of, in addition to what you said, that then reflects on the model saying, we really have imprecisely measured the cost-effectiveness and we have to acknowledge that.  We wouldn't want to imply that we have answered the question.



CHAIRMAN BRACEY:  Excuse me.  Dr. Custer, would it be fair to say to shrink your presentation down into several points, one is that these analyses A, are under utilized in making blood safety decisions as of today; and that B, these are very helpful as we have heard in terms of understanding the total context of the decision; and then perhaps C, that there clearly is a need to expand the capability of the healthcare system to provide these sorts of studies, to expand the research in this particular area?



DR. CUSTER:  Certainly I believe that your sort of your summary of three take-home points is fairly reasonable.  I think that they are an underutilized methodology and I think that they have this role to play, as I said.  



The methodologies are used in blood safety in other countries to a much higher degree.  One can debate about whether  that is a good thing or not.  But I think that at least turning to those countries and looking that information and how the decision-making process has been used is at least informative.



Those models don't fit the United States and I am not trying to imply that they should fit the United States but they do highlight that other countries are willing to do this more rigorously with blood safety.  The one that I would point out is actually not the U.K.  I would actually say the Netherlands does a very good job with taking these kinds of analyses quite seriously.



CHAIRMAN BRACEY:  Additional comments?  Dr. Yomtovian.



DR. YOMTOVIAN:  Yes, I just have a comment.  In general, when we are thinking about cost, cost-effectiveness, etcetera, we are thinking about it, first of all, mainly for infectious diseases because those are easily to quantitate and study.  I mean, there are clearly many risks which are much more difficult to get our arms around.



But in addition, we are usually thinking about a risk per unit because again that is a unit is a nice simple thing to work with.  But maybe it would be more informative and maybe one of the issues that is causing a little division, a little conflict, it is really more risk per patient.  So some patients are getting thousands of blood transfusions or even multiple thousands and, obviously, their risk will then be much greater than someone who is getting one or two or three.



So, I think that is an issue that may need to be added to the thought process, the equation somewhere along the way.



DR. CUSTER:  I think that is a very good point and absolutely clearly is true that you have the range of transfusion episodes.  We make a simplifying assumption in a lot of these analyses that one person gets one unit or one person gets three components from one unit or something like that.  And that clearly is an oversimplification.



The biggest problem with including that information in an analysis is the simple lack of that data in the U.S.  So, I think people understand how to include it and would like to include it but we don't have good patient-specific data, averages that we could say for certain patient populations.



So, it speaks back to probably the overarching theme, I think, is that we do lack data.



CHAIRMAN BRACEY:  Thank you, Dr. Custer.  I think we are set for our 15 minute break.  So, if we could reconvene at quarter after the hour.

(Whereupon, the foregoing meeting went off the record at 11:01 a.m. and resumed at 11:17 a.m.)



CHAIRMAN BRACEY:  Continuing this morning's meeting and the current phase that we are at is to have the session for open public comments.  We have a number of organizations that will make comments.  We would ask in the interest of time that if you could, if you would limit the comments to ten minutes or so.  But we will start with the first comment from the AABB and our own Dr. Triulzi is making that comment.



DR. TRIULZI:  Thank you.  And so this statement is in my capacity as the AABB representative to the committee.



The AABB believes that the time is overdue to achieve or create a new more achievable paradigm under which blood safety policies are adopted in the U.S.  As we face an increasing number of potential threats to the blood supply, we must carefully assess where the largest risks are and where the greatest benefit to patient care can be gained from implementation of new technologies or new safety interventions and prioritizing these risks is particularly important as our country enters a new recognition that our resources, both financial and human are not endless and must be allocated to the most urgent risk.



The AABB believes that we must begin to consider other than zero risk approach to blood and transfusion safety, which in its purest form can hinder the introduction of important new blood safety technologies, such as pathogen reduction and the prevention or elimination of redundant or unnecessary screening measures or tests.



The United States needs a robust well-funded biovigilance program to collect data about the risks of transfusions, as well as of the effectiveness of safety interventions to reduce these risks.  Biovigilance can help us make more evidence-based policy decisions about which transfusion risks the community should focus our limited resources.



In addition, continued funding should also be directed to donor and patient-oriented research from which the majority of blood safety interventions in place today have resulted.



The adoption of a new blood safety paradigm cannot be established or accomplished  within the blood community alone.  The public must be meaningful engaged in this dialogue to determine the prevailing tolerance for risk.  The following groups must be included in these discussions:  representatives of the public and patient community, physicians, blood centers, hospitals, representatives from the appropriate government agencies and industry.



Possible avenues for obtaining wide-spread public discussion need to be thoroughly explored.  Town hall meetings are one possibility.  The process for establishing community consent for blood substitutes may serve as another example.  



HHS at its highest levels must explore how best to obtain broad public input into this critical public health matter.  We may also be able to draw important information from an upcoming consensus conference in Canada.



The time is now for widespread discussion and action in moving away from the zero risk paradigm toward a new decision-making process.  AABB urges the secretary to work with the transfusion medicine community in establishing fora to gain information about the public's risk tolerance relating to blood safety.  Drawing from such public discussions as well as the best available scientific information, including that gain through biovigilance, we should all work together prioritizing risks and the most beneficial safety measures to advance patient care.



And this statement was an excerpt of a longer statement, which for time I chose not to read, within the minutes for each committee member.



CHAIRMAN BRACEY:  Thank you.  Questions or comments for Dr. Triulzi?  Ms. Finley.



MS. FINLEY:  In Canada, they have a different healthcare system and the government assumes the cost for risk.  I mean, if a transfusion injury occurs, they are paying for that.  Correct?



DR. TRIULZI:  They have had, for instance for hepatitis C, they have implemented patient --



MS. FINLEY:  Yes, and for HIV.



DR. TRIULZI:  Yes.



MS. FINLEY:  Yes and we have not done the same for hepatitis C, I might add.  



So the costs are in fact borne by the government for that kind of thing.



DR. TRIULZI:  Correct.



MS. FINLEY:  I don't think they have what is considered a no-fault compensation system but I don't think they need it under those circumstances.



So to draw an analogy to Canada, regardless of what comes out of that conference, we still have that same disparity --



DR. TRIULZI:  That would be correct.



MS. FINLEY:  -- about who is assuming the risk.



DR. TRIULZI:  Yes.  Now, I can't speak on behalf of the AABB's position on a no compensation policy but I would make the comment that I think incentives are not aligned in the process of blood safety.  We have a system in which the decision-making in blood safety and the funding for blood safety are misaligned, creating conflicts, inherent conflicts, in those of us who are charged with patient care.  So the physicians were patient advocates and yet our jobs are paid by hospitals or blood centers and have fiscal considerations that were inherently in the middle.



And I can assure you that the transfusion community would have a much easier time managing this process if blood safety measures that came out of a community-based scientific-based decision process came with the funding and it did not pit the transfusion medicine community against the hospital community.  We don't want to try and make the very difficult value judgments that come with small increments of safety at large costs.  It is putting it on a group of people that are trying to be patient advocates and have our jobs coming from the healthcare world.



So until that alignment occurs, I don't see these conflicts ending.  And even tools, introducing tools like decision-analysis are just a piece.  They are not going to answer those questions.



MS. FINLEY:  There is your recommendation right there.  I got some of it down but think about that and write it down as soon you sit down.



DR. TRIULZI:  Well what the problem is realigning funding with patient and physician incentives is not going to occur tomorrow or next week.



MS. FINLEY:  Right.



DR. TRIULZI:  So, in the short term, I think, everyone would agree that the transparency and the public input is something that we could do right away and today.



And I think the AABB statement is clear that the decisions on whether we adopt Chagas testing should not be viewed as the blood industry's decision and whoever died by that decision.  It should be a community-based decision where the public understand the risk and the public and transfusion committee and the hospitals and government agree to move forward with a decision to do it or not do it.



So, you know, it has been very difficult to be in the position that the transfusion medicine community has been in for the last 10 or 15 or 20 years.  And we want community to help guide in this decision and live with whatever the consequences may be to not do it or do it.



MS. FINLEY:  Well I think that is the crux of what could be a good recommendation coming out of the meeting today.



CHAIRMAN BRACEY:  Dr.  Custer, do you have a comment or a question?



DR. CUSTER:  Yes, I have a comment and actually it is just a point of clarification.



With respect to Canada, funding mechanisms were put in place to address hepatitis C and HIV from the past and those are government funded.  The current operators in Canada must and do have insurance to cover any liability moving forward.  So they actually are insured themselves.  There is no national compensation system for adverse events in Canada at this point.  It is only to address the problems from the past.



MS. FINLEY:  So the costs for a lifetime of care for transmission of HIV, for example, to a patient, would be covered based on that insurance.  The blood bank or the --



DR. CUSTER:  They have insurance, obviously, for liability.  But yes, the medical care system is different and so the cost of HIV care, if there was an inadvertent transmission now would be covered by the medical system.  However, they would be liable for compensatory damages and factors like this.



MS. FINLEY:  Okay so basically, the patient has recourse that is not limited by state law.  Right?



DR. CUSTER:  They have recourse that is limited by Canadian law but that is a different --



MS. FINLEY:  Okay but the costs are not borne by the patient is all I am trying to say here.  The costs are borne by the system.



DR. CUSTER:  That is true.



MS. FINLEY:  Okay, thanks.



CHAIRMAN BRACEY:  Okay, if there are no other comments, then we will move on to the next presenter.  The next organization presenting is America's Red Cross and Dr. Richard Benjamin, a former member of this advisory panel is presenting.



DR. BENJAMIN:  I would like to thank the committee for an opportunity to make comments here.  I do need to declare that I am an employee of the American Red Cross and I also act as an advisor to Fenwal, Inc. to Immucor, and on occasion to Cerus.



The Red Cross strongly endorses the AABB position put forward and we also thank Brian Custer and Jim AuBuchon for two great talks this morning.



We do hope that today's conversation or discussion will be the start of a further discussion in this area, because although we probably won't solve the issue today, this is an extremely important issue to the American Red Cross and to the whole of the blood center community.



So, I would like to just really emphasize a couple of points that I think have already been made today.  And it is around decision-making around patient risk and focusing on that issue, as we discuss this issue.



So, let me tell you about the world I live in.  We collect and distribute over 40 percent of America's blood supply.  We are a chargeable organization and we are reliant on volunteers and the generosity of the American public to serve our function.



You have already heard a much more eloquent description of economics and decision-making.  I am not an economist but this is what I understand.  That today, guidelines and rules and standards are pretty much divorced from funding decisions; and reimbursement from CMS and insurers for new technologies is often delayed for many years or not forthcoming; and that unfunded mandates from regulatory and standard city agencies really to us does result in a zero sum game.  And basic economic principles do apply every year.



Every year when we put a budget together, in fact for the last three or four years, our revenues have pretty much been flat.  Expenses have gone up and we have been losing staff and cutting back for a number of years now.  Resources are scarce.  Blood centers and hospitals are forced to make choices, very real choices, and every decision does have an opportunity cost.  An investment in one arena does prevent an investment to us in another.



So, the tools of risk benefit and cost-effectiveness are meant to help you make rational decisions-making, decisions in this setting.



I would like to concur with our patient advocates yesterday that I don't think cost-effectiveness is a great way to make decisions.  Because I don't believe we are making decisions yes/no decisions on these safety things or comparing this safety intervention in blood to CABG or heart transplant.  I do believe we are making decisions every day about one safety system versus another, more money into quality arena or R and D are the kind of decisions that we are making every year.



So there are two points that I would like to emphasize is that the opportunity cost of inappropriate investment to prevent rare adverse outcomes results, in my mind, in continued patient deaths and morbidity from the more common adverse events that we see, such as TRALI and TACO, hemolysis, bacterial infection, and Babesia.



So, I do want to disagree with the patient advocates who say that the system is working, don't change it.  Because I don't think the system is working.  We know that patients are dying today from these common problems.  And in fact, we are not doing -- we are investing our time and energy in theoretical risks at a time when patients are dying.  And so to my mind, when we decide that we are going to do ID-NAT for West Nile virus, based on a calculated risk, we are saying more patients are going to die from TRALI over time.  When we say we are going to invest in T. cruzi antibody testing, that is going to delay the R and D necessary to bet a Babesia test. 



And I would like to make a kind of a comment that a personal view that was brought up yesterday around the Red Cross Consent Decree.  I am very much aware that when the Red Cross pays a fine, that same year we cut back on the R and D budget and the Holland Lab gets downsized.  I see that connection every day.  I want to make the comment that the Red Cross is dedicated to getting out of the Consent Decree and is working very hard with the FDA to make that happen.  Because it is time for the Red Cross to be reinvested in R and D because we are mortgaging the future of blood safety today by not having a strong R and D program in the largest blood center in the country.



The second point share is that I would like to recommend that regulatory and policy decision-making be prioritized based on measurable patient risk derived from hemovigilance efforts first, rather than simply on the availability of new technology or theoretical risks that may not be substantiated.



So you may say well the U.S. doesn't have a hemovigilance system and I will say we have enough data to react to.  We have had FDA fatality reports, I don't know, for ten years now and every year we have documented 40 to 60 patient deaths and it is pretty much flat lined.



We have been preoccupied with other issues, theoretical risks, very low risks, while patients have been dying.  And I don't think that is acceptable.  We have enough data.  I think the agencies have a clear measure of ongoing patient harm and should, therefore, ensure that every available resource is invested in preventing these before mandating actions for rare events, based on theoretical risks.  Where is the corrective action plan for this?



So, let's talk about success stories based on relative risk.  When I came into the Red Cross National Office three years ago, I looked at our hemovigilance data.  It screamed at us TRALI, bacteria, Babesia, donor injuries.  And that is where we folks focused our effort.  TRALI and TACO, as you know, is a clear and present life-threatening danger of transfusion.  We have received little or no guidance designed to proactively prevent this most frequent cause of patient morbidity mortality.



We came forward three years ago with some crucial hemovigilance data to support the British conclusion that predominantly male plasma might be effective at preventing TRALI.  We worked with the AABB and the ABC and other blood centers to get the recommendations out there to make the change.



In the Red Cross we moved, as a business practice, to 95 percent male plasma.  We did that because it was a low-cost solution.  Yes, we could release female plasma is we were short of ABs or during shortages.  But I was also very much aware that we were avoiding regulatory and compliance issues because you won't find this anywhere in ISOPs.  When we release a female unit, I don't want to get a fine for doing that.  And we designed the system that is not going to happen.



So, we managed to offset some costs by moving to 24-hour plasma and we were able to put it through the system.  And this voluntary low-cost intervention has dramatically improved safety.  Because we were able to do it because we were not burdened with the cost of seeking zero risk or regulatory compliance.  We were able to move forward.  And the FDA's fatality report this year is a dramatic story of how a low-cost intervention that we could have done ten years ago but we didn't because we were focused on other things, really 



(Cell phone interference.)



DR. BENJAMIN:  Sorry.  I am going to turn this off.



Anyway, so what the FDA's report does show is that in 2005, there were 16 fatalities from plasma FFP.  It went up to 23 in '06, 12 in '07, and 4 in '08.  In '05 and '06, the Red Cross, which is at least half this data, was 50 percent male.  In '07 we were 78 percent male and in '08 we were 95 percent male.  A really nice indication of the data.



So, before I get to that, there are other examples where a risk-based approach has been helpful.  I would point to bacterial testing.  Again, there is no mandate to do that but most blood centers do that.  The Red Cross moved to universal bacterial testing.  We did not put in anaerobic bottle cultures at the time and we were criticized heavily for that.  Though initially people accused us of making a cost-based decision, there was also the issue of losing donors and losing products from high false positive rates.  And it turns out, there is still no evidence that anaerobic bottles have prevented a septic death.  And I think we were vindicated on going onto the effective system without taking on additional risk.



So let's talk about a bad example of decision-making in my mind, and that is T. cruzi testing.  The antibody test was developed based on a perceived risk and the Red Cross pushed very hard for this.  Basically, the industry had a desire to better understand the risk.  We worked with the manufacturers.  We got the test.



We then implemented the test and basically expended extensive resources in assessing patient risk of performing universal testing for two years.  We spent over 17 million dollars without reimbursement during a period where we, I think, laid off hundreds of staff and further cut back on our R and D program during those two year time period because of budgetary issues.



We have learned that the U.S. prevalence of T. cruzi antibodies is about one in 50,000 donations or one in 23,000 donors.  We have shown no evidence of donor serum conversion in 2.6 person years of surveillance.  We have also gathered all the data we can on published case reports of transmission and documented 12 cases of transmission in non-endemic areas.  That is U.S., Canada and Spain.



And I will show you the data.  All known transmissions of T. cruzi have involved platelets.  And that packed red cells, plasma and cryoprecipitate have never been shown to transmit this disease in non-endemic areas.  And here is the data.  These are the case reports in the literature that we can find.  And when you look at each case report and define definite transfusion transmission as cases where the patient definitely had T. cruzi, a donor was identified that was definitely infected and the patient had no other risk factors for infection.  All of the cases that are definite, both in the U.S., Canada, and in Spain, are platelet products.  There are a couple of probable and possible transfusion transmissions here but the products actually implicated are not well defined in these reports, although they probably are platelets in this Canadian case.



So the risk is platelets.  What do we get?  Basically a recommendation for universal testing, which is really going to cost the healthcare system a hundred million dollars a year to prevent a small number of predicted transfusion transmissions per year.  There has been no evidence to substantiate this theoretical calculation.  A packed red cell transmission has never been documented in non-endemic countries.



The Red Cross surveillance has recorded no definite transmissions in ten years.  Look-back  investigations to the last two years identified three possible transmissions, all involving platelet products.  It is clear to us that transfusion transmission is clearly very rare and limited to platelets.



To our mind, there is no data to support universal testing.  We have proposed a low-risk, a one-time testing only option which would cover the platelet risk but I think in the long-run we need to ask whether the benefit of T. cruzi testing universal or selective outweighs our need to invest further in preventing the real and measurable major causes of patient mortality and morbidity.



We do have --



CHAIRMAN BRACEY:  Excuse me.



DR. BENJAMIN:  -- systems in place.  The Red Cross has a system and this is one year's worth of data where we get some 600 reports of patient adverse reactions, whether they are infectious or noninfectious.  And when we look at the high probability cases, we have data screaming at us TRALI.  We have 20 to 25 deaths reported to us.  Most of those are then reported to the FDA and come out in the FDA data.  But sepsis, TRALI, Babesia, hemolysis, it is all there.  This is what we need to be focusing on.



CHAIRMAN BRACEY:  Dr. Benjamin, is this --



DR. BENJAMIN:  Last slide.



CHAIRMAN BRACEY:  Okay.



DR. BENJAMIN:  Conclusion.  The current life-threatening risks of transfusion are clear.  We need to make decisions regarding implementation of new technologies.  We need to consider the resource investment and whether those would be better made into areas that would be more, give a greater yield for patients.



And really, we are looking or policy-making, decision-making that is prioritized based on measurable patient risk, derived preferentially from hemovigilance efforts first, before theoretical or potential risk.  And to our mind, availability of new technology is itself not a sound reason to considering mandating an implementation.



Thank you, Mr. Chair.



CHAIRMAN BRACEY:  Thank you.  Perhaps we can have one or two questions or comments.  Any questions from the committee?  Dr. Holmberg.



DR. HOLMBERG:  In a previous presentation by Dr. Custer, the low hanging fruit appeared be HTLV-I.  What is your view of HTLV-I and what is the potential of keeping that in the -- is there a threat that this might not be developed or maintained by the vendor in the future?



DR. BENJAMIN:  I think we are on record that we would like to reassess the HTLV-I testing and how it is done.  Certainly, a one-time testing strategy or selective testing strategy should be discussed and looked at more closely.



CHAIRMAN BRACEY:  But would I take it the major emphasis would be looking, considering what we are doing with new, less frequent, rare, or even theoretical risk?  That would be your major point.



DR. BENJAMIN:  The major point is when I ask my organization to pay for HLA antibody testing for platelets where I have measurable risk, I need -- they are more receptive to that because I can demonstrate risk than a discussion about should we be doing ID-NAT testing for HBV or T. cruzi testing on packed red cells where there is no measurable risk and it is all theoretical.



There are substantiated measurable risks today that should be prioritized before we invest tens of millions of dollars into theoretical risks.



CHAIRMAN BRACEY:  Thank you.  We will move on then to the next presenter.  And presenting for America's Blood Centers is Celso Bianco, also a former member of this committee.



DR. BIANCO:  Thank you, Rich.



I represent the members of America's Blood Centers.  ABC is North America's largest network of community-based blood programs with 75 blood centers providing about half of the United States and a quarter of Canada's volunteer donor's blood supply.  ABC's U.S. members are licensed and regulated by the FDA.  



ABC is responding to an invitation made by Dr. Holmberg on behalf of the HHS Assistant Secretary for Health, the ASH, regarding current decision-making process.  The invitation noted the prevailing and for near-zero risk in safety decisions for transfusion.  The need for understanding other factors that affect introduction or of innovation.



Specifically we and you, the advisory committee, were asked to discuss whether there is a need to consider parameters such as cost and comparative affects, risk benefits, and societal mandates in determining safety federal policies and regulations.



We are very happy with the opportunity to present our ideas.  And what we want to emphasize before we go further in these discussions is that we base this position on the long-standing effort of our member centers and experience promoting the safety of the blood supply and guaranteeing the availability of blood components to all patients in need.



ABC members want to emphasize that patient safety is the major driver of decision-making and that the issue is not the cost of safety but the funding of safety.  It is not abandoning in the precautionary principle as has been raised here but funding its application.  And I am going to repeat these for Corey.  Is Corey here?



It is not the cost of safety.  It is the funding of safety.  It is not abandoning the precautionary principle.  It is funding its application.



All major governmental agencies contributing to blood safety and availability are part of HHS, including his advisory committee, FDA, CMS, CDC, and NHLBI.  ABC members propose that the HHS secretary align within her department efforts that promote blood safety and availability with cost benefit and reimbursement.  Specifically, the ABC members suggest that the Secretary seek advice from these advisory committees in major issues of blood safety.  And as was raised before by Dr. Triulzi and by Dr. Benjamin, this committee actually represents the community.  It maybe needs more balance but it has members of the patient community, it has members of the blood banking community, it has physicians involved in the issue.  So these are the committee that has the makeup to make the political decisions that are required for us to advance.



And what we want is the Secretary to ask this committee to help and within the limits of its charter to decide to review recommendations or guidances where the costs exceeds some large to-be-determined figure.  Let's say if an implementation of something is more than ten or twenty million dollars, require the performance of I learned that is not cost-benefit but cost-effectiveness analysis prior to issuance of recommendations or guidances on new blood safety measures in the same manner that those are required today for the issuance of proposed or final regulations.  And the analysis would be performed by the appropriate HHS offices.



And what is essential is that the Secretary instruct CMS to cover the corresponding costs in reimbursements to hospitals, should the Secretary approve the new measures.  In case of public health emergencies, implement mitigation measures but ask a retrospective review by this committee.



For the last 20 years or so, the pursuit of a blood supply as safe as possible, we have added scores of blood-safety measures costing billions of healthcare dollars, treating them as a pass-through cost to hospitals and to patients.  FDA has been one of the leading government agencies driving the implementation of measures that have provided America's patients with one of the safest blood supplies anywhere in the world.  However, FDA is not allowed to consider costs in its decisions and CMS is not part of the decision-making process for the FDA.



Unfortunately, little or none of the safety-related increases have been included in CMS reimbursements to hospitals through Medicare or Medicaid.  Under the DRG system, the diagnostic related system of reimbursements that currently includes blood and blood components, CMS provides hospitals and doctors a lump sum to treat patients.



Major blood safety costs have not been included in CMS annual updates.  Private insurers normally follow CMS policies and also do not capture these changes.  The consequence is that hospitals have been under-funded to pay for blood safety measures and squeeze blood centers to prize concessions, which in turn exacts a substantial pressure on manufacturers of donor-screening assays and the devices that we use.  Coupled with a mature blood market,  manufacturers have been reducing their investment in transfusion medicine and focusing their efforts in more profitable areas like pharmaceuticals.  Essentially, they are abandoning us because there is no financial incentive for them to continue operating in our field.



The result would be that everybody loses, especially patients who rely on innovation to assure that a safe blood supply will be there when needed.



In summary, ABC, we proposed to the Secretary the alignment of FDA, CMS, CDC, and NHLBI with advice from this committee in order to ensure the financial health that is fundamental to the maintenance and improvement of blood safety and availability.



And thank you for the opportunity to present our point of view.



CHAIRMAN BRACEY:  Thank you, Dr. Bianco.  Questions or comments from the committee?



(Pause.)



CHAIRMAN BRACEY:  I think it was very clear.



DR. BIANCO:  Thank you.



CHAIRMAN BRACEY:  Thank you.



CHAIRMAN BRACEY:  Our next presenter then is from AATB



MR. RIGNEY:  Mr. Chairman, members of the committee, my name is Bob Rigney.  I am the Chief Executive Officer of the American Association of Tissue Banks.  And I want to thank you for the opportunity this morning to present a few comments on behalf of our nation's tissue banks.



Like everyone in this room, safety is our highest priority.  It is in everything that we do, our standards, our accreditation program, our principle focus, our ultimate concern.  As evidence of that, I would simply note to the committee that AATB standards, which are the most comprehensive tissue banking standards in the world, predated FDA regulation in this area by approximately ten years.  And that most recently, we ordered implementation of NAT testing for HIV-1 and HCV three years prior to FDA recommending the same testing.



As a result of all of this, transplantation of tissues in this country has a remarkable safety record.  There are more than two million tissue grafts that are provided through hospitals and transplant centers annually in the U.S. and we estimate that there are more than a million tissue transplants that take place in the U.S. every year.



We have done all of this with a record where disease transmission is extremely rare.  The last confirmed case of communicable disease transmission from a tissue transplant occurred nine years and was what we all refer to as a window period case.  Despite these facts, more infectious disease testing is being proposed by FDA with what we fear is undue consideration for establishing science-based evidence that indicate human tissue allographs are at a risk for these disease ages.



It is not clear to us that a risk assessment analysis has been conducted where true risk benefit analysis is performed and measured.  Certainly none has been provided to us.  We are not certain that considerations for testing are being based on factors, for example, the type of population receiving HCTPs, pathogen reduction methods commonly used to treat HCTPs that are validated to remove, contaminants destroy bacteria, or inactivate viruses, the lack of recognized transmission of the disease by using tissue allographs, relevance to tissues recovered from deceased donors, the effect on other transplant recipients such as organs where there is a non-reproducible positive screening test or a flawed test.



I would offer you two examples to substantiate our concerns.  The first of which is West Nile virus testing, whose biology is not understood and whose characterization, at least by way of scientific studies related to tissue allographs, has not been studied.  But there is a proposal and as we meet today is being finalized that we must begin testing all tissue donors year-round for West Nile virus.



I would simply note for the committee that there has never been a reported case of West Nile virus transmission from a tissue transplant; that these tests, in our mind, raise a questionable high rate of false positives; that this test would add tens of millions of dollars to the cost of healthcare in this country; that it is not certain to us that West Nile virus would survive our processing methods and that even if it were to survive our processing methods; that it would effect patients who receive tissue transplants who were generally not severely immunocompromised.



The second example that I would raise is the recent FDA proposal to test all tissue donors for antibodies to T. cruzi, the disease agent that causes Chagas disease.  In our discussions with parasitic disease experts at the CDC, they informed us that simple freezing kills this parasite.  Over 90 percent of all allographs distribute annually experienced one or more freeze-thaw cycles during normal storage and handling.



With the exception of a designation for viable leukocyte rich tissues, FDA does not employ its tiered risk-based approach in evaluating the relevance of a disease to different types of tissues.  There should be more designations specific for different disease agents such as those containing red cells and those containing viable cells.



In addition, the regulatory process in place for tissue allographs throws us into being considered on a risk level with blood, when in fact our highly processed tissue allographs are more likely comparable to process plasma products.



I would note in conclusion the comments that FDA itself made in its January 12, 2007 task force report from FDA's Human Tissue Task Force where it stated "A strong scientific program and related expertise are needed to enhance FDA's understanding of tissue processing issues and to facilitate the development, evaluation and use of modern tools to better ensure tissue safety by prevention, detection and/or inactivation of pathogens that may affect the safety of these products.  Development of a scientific base could include core internal tissue testing capability as well, support for critical path activities and partnerships to evaluate and identify manufacturing practices that reduce infectious disease risks and that facilitate the development and evaluation of innovation methods to enhance pathogen detection and inactivation while preserving tissue quality."



We support any measure that would improve the safety of tissue transplants.  What we do not support is testing for testing sake, testing that has no measure of improvement for the safety of tissue transplants.  Like my colleagues who have gone before me in their comments this morning, we recommend a much more open, transparent, and collaborative approach, a much more risk-based approach.



I thank you for your time and for listening.



CHAIRMAN BRACEY:  Thank you.  Questions or comments from the committee for this presenter?  If not, thank you very much.



MR. RIGNEY:  Thank you very much.



CHAIRMAN BRACEY:  The next presenter is from UNOS, the United Network of Organ Sharing.



DR. METZGER:  Mr. Chairman, Dr. Holmberg and committee, I would like to thank you for the opportunity to come here and comment on patient safety and organ, solid organ transplantation.  I know you have been hearing from Dr. Ison throughout the meeting that there doesn't seem to be much of an emphasis on solid organ transplantation and I will be happy to go back to my board and report that he is here urging you on to recognize us.



I served on the Board of Directors of UNOS and the Organ Procurement Transplant Network for four years.  And I can't remember, maybe Dr. St. Martin who was at most of those meetings also could corroborate that I don't think we ever received a report from this committee.  And I am not sure that we were ever told that we had a representative on it.  So, I think that a large share of the blame for us not being involved on the committee rests with us, rather than with the committee itself.  So hopefully in the future, we will be looking into that.  And with Dr. Isom on the committee, I think that that is surely going to happen.



A little bit about our organization, if you are going to get involved with the patient safety and transplantation, I think you need to know a little bit about the constraints that we work under in terms of providing an organ rapidly to a recipient in hours, not days and weeks.  And so there are safety issues and risk-benefit analyses that have to be done that we don't have a luxury of a lot of time to consider.



The United Network for Organ Sharing is a not-for-profit organization that is headquartered in Richmond, Virginia and it has a contract to oversee the National Organ Procurement and Transplantation Network. The National Organ Transplant Act in 1984 created a task force to look into a national system.  It specifically prohibited the buying and selling of organs.  It created a modern organ procurement organization system where OPOs, every county in the United States is assigned to a specific OPO and the hospitals and transplant centers within that OPO's region come together in what is called a donor service area.  They created a scientific registry of transplant recipients, whose current contract is held by Arbor Research, a research organization with strong collaboration with the University of Michigan headquartered in Ann Arbor, Michigan.  And then it created the Organ Procurement and Transplantation Network.



This network floundered around for the first 15 years or so and then in 1999 we got a final rule from the Secretary that gave more direction to what the Organ Procurement and Transplantation Network should be doing.  That rule stated that we were to try to assure equitable allocation of deceased donor organs, based on best medical practice, that we were to develop donor testing to prevent the spread of infectious diseases, that we were to attempt to reduce socioeconomic inequities in organ transplantation, that we were to establish physician requirements for designated programs and that we were to determine and monitor practice standards in organ donation and transplantation.



The final rule at that time addressed primarily issues related to deceased donor transplantation and there really was no mandate within the final rule on living donor transplantation.  We requested clarification of this and received in 2006 from the Secretary, the mandate now to monitor the safety of living donors.  And then anything else the Secretary wants us to do, we are supposed to do.



I thought what might be best for me to do at this meeting, since I wasn't sure what exactly the committee would be interested in, is to give you some idea of the process that happens when we go from recovering an organ to getting a transplant.  And I will do that.  It is a rather complex process and I will do it rather briefly and hope everybody will be able to get to lunch.



So the minimum procurement standards for an organ procurement organization related to the transmission of disease are listed there.  We have to do ABO typing with sub-typing for ABO-A donors.  We have to an FDA licensed, anti-HIV-1 and -2 tests.  And the only donor that were mandated through the final rule not to use is a donor that tests positive for HIV.  Any other donor that tests positive for anything, the transplant center can still transplant the organs from those donors.



We have to do hepatitis screening, serological testing, including HV surface antigen, the core antibody in anti-HCV, a VDRL or RPR, and anti-HTLV-I and II testing, anti-CVM, EBV serological testing, blood and urine cultures, and a chest x-ray.



This is important here that in all cases the transplant center will ultimately make the clinical decision whether to accept or reject an organ based on available data or identify the need for additional information.  So the Organ Procurement Organization will make a determination to recover organs but the organs get transplanted when the transplant center determines that they are willing to accept that organ.



Some of us have developed NAT testing, although this isn't mandated for HCV and HIV and a few for HBV and that is currently being looked at.



As you know, Dr. Ison sits on this committee as chair of the disease transmission advisory committee that we have.  It is a multi-agency committee and so we are getting more information from that committee.  For the first 20 years of the Organ Procurement Transplant Network, we spent an unduly and the majority of our energy simply rearranging the chairs on the Titanic, trying to figure out how best to allocate a small scarce supply of organs to a huge waiting demand.  It has only been in the last five or six years that we were asked to focus more on patient safety and we developed a disease transmission advisory group.



However, even in that situation, when you are dealing with maybe four or five at most media events every year that have maybe two or three or four donor deaths or recipient deaths associated with donation, in the face at the transplant centers and OPOs of 17 or 18 patients alone dying each day for the lack of an organ, those weren't really big events for us.  They were not things we liked but we were sitting there with looking at five to ten thousand recipient deaths on the waiting list a year and these are large numbers that we are trying to deal with and to try to resolve that problem.



So, in terms of looking at a recovery timeline, we get a referral from a hospital on a potential donor that gets called into an OPO, and we will send somebody out onsite who will look at that person and if they progress on to brain death or the family decides to withdraw, then the coordinator will call either the administrator on call or the medical director and see if this is someone that we should pursue for organ donation.  And when that decision is made and the patient progresses on to death, then approach for consent.



If consent is obtained, then we immediately get blood for serology and send that off to our laboratories which may be at a hospital or an OPO itself may have the lab.  And the coordinator then will begin reviewing the hospital course, taking a medical social history from someone.  Obviously, we don't have the luxury of getting a medical social history from the donor himself, in most instances.  We have had that luxury on occasion when we have had a patient with ALS who wanted to donate and make that decision while they were still able to communicate.  And then they will do a thorough physical examination.  And through this, we will determine if this is a high-risk or a CDC high-risk donor.  And we are obligated to communicate that to the transplant center.



The serology results will usually return in about six to eight hours. During that period of time, the recovery coordinator begins to do an aggressive donor management to optimize organ function.  Because oftentimes the care given to someone with a bad head injury is detrimental to some of the organs, especially the kidneys.  And so they had to be resuscitated and there may be significant changes that can be made in lung and cardiac function that over time will allow us to recover those organs for transplantation also.  Oftentimes when you first see the donor, the lungs and the heart are not functioning very well at all but with the protocols that we have, we can resuscitate some of those.



So usually over the next 10 to 12 hours, we will be maximally trying to optimize organ function.



When the serology returns then, then we are able to offer out organ offers and this is done through an electronic system called DonorNet.  The recovery coordinator is able to make three to five blast offers to transplant centers, three to five transplant centers, depending on the organ.  And that transplant center then has one hour in which to decide whether they are interested in potentially having that organ for transplantation.



Once the first person agrees that they do want to look at it, then they will receive a direct call from the recovery coordinator who will then give them more information or the information they want, and get extra information for them.  And then that person, that center has another hour to make the decision whether they want to have that organ for their patient.  So that is about a two hour system.  It is usually a little longer by the time you get through the first batch of offers.



In the meantime, once the decisions are made to accept the organs, then the recovery coordinators coordinate the OR time and the recovery of renal teams.  We had an eight organ donor the other day where we had five different surgical recovery teams in the OR.  And this is a little bit different between brain dead donors and donors after circulatory death but we won't go into that here.



So the consent to recovery of the organs, characteristically will run 24 to 36 hours, the time that we are working in to assure safety of this donor organ to that recipient.  And this would depend a lot on ICU bed availability if the hospital is pushing us to move this along because they need that bed for another patient.  It will depend a lot on OR availability.  We are very will known for getting many surgeons upset with us when we take over ORs in the middle of the day and interrupt the schedule.  It will depend a lot on when the recovery teams are available, especially the thoracic teams because they are often doing other things like CABGs and things like that, not really transplantation.



And then it will also depend on the family wishes, especially for a donation after circulatory death because a family makes that decision to withdraw.  They want the withdrawal to happen pretty soon after they do that.



CHAIRMAN BRACEY:  Excuse me.  May I ask, are there many more slides?



DR. METZGER:  No, just this one.



CHAIRMAN BRACEY:  Okay.



DR. METZGER:  So this is the transplant center acceptance criteria.  That will vary with the center, depending on donor age, the cause of death, comorbid diseases, donor type and then serology, the medical/social history, specifically organ function, too.  And so they have to evaluate all of these things in making that determination.



So, it is a rather complex process that happens very rapidly.  We haven't focused a great deal of time on patient safety in the past.  We are mandated to do that.  The patient safety in the past has been primarily at the transplant center and at the OPO and there hasn't been an emphasis at the board, until the last two to three years.  And now with our Disease Transmission Advisory Committee, we are focusing on patient safety at the board level.  So thank you.



CHAIRMAN BRACEY:  Thank you.  That is indeed a great overview of a very complex process and a unique application of screening tests.  And we certainly appreciate your sharing that with us.  I will open for questions or comments from the committee regarding this.  Yes, Dr. Bowman.



DR. BOWMAN:  Thanks very much for that very nice overview of the whole process.  I think it is enlightening.



As you well know and maybe some of the others know that the organ procurement and transplant community is subject to a large number of oversight and regulatory bodies and agencies, both within and outside the government.  So at the risk of one more not necessarily a federal body but certainly an advisory committee interjecting themselves in your business, do you have any ideas how this committee might assist or any suggestions on what you would like the committee to do or not to do?



DR. METZGER:  Well I think, you know, I have been as a practicing clinician, very happy with the safety of the safety of the blood supply over the years.  I haven't thought very much about it.  I order blood and I have been very happy with the results.  I can't say that I am that happy with the safety  of organs that come to my patients for transplantation.



So there is a lot that I think we can learn from this committee from the experiences that you people have had in disease transmission in the past and I think that is where it can be very valuable to us.



CHAIRMAN BRACEY:  Okay, well we look forward to working closely with your group.  And as you know, you have a representation that is representing your interest.



The next presenter will be Paul Brasher from the Alpha-1.



MR. BRASHER:  Well, I am actually here as a consumer but I am on the Board of the Hemophilia Federation of America.



CHAIRMAN BRACEY:  Oh, okay.  All right, sure.



MR. BRASHER:  I'm here actually as a consumer but I do sit on the Board of the Hemophilia Federation of America and I also have a conflict.  I work for a home care company that delivers quality of life solutions to people with bleeding disorders in their home.



I would like to thank the Chair and members of the committee and the public for their time today.  I put together some comments that I thought I would share in light of the fact that I am dealing with a lot of the issues or the result of some of the issues you may make here.



As an individual with severe Hemophilia B, I administer a replacement clotting factor at the earliest indication of a bleeding episode.  Hemophilia may be actually one of the most expensive chronic illnesses to treat and it involves a weekly regimen of mixing a recombinant medication, drawing it into a syringe and injecting into my vein.  This medication is a life-saving therapy and as you can see, I am a fairly healthy individual.  Most of my joints are functioning and with cost-effective management of my bleeding disorder, I am able to work, ride my bike, enjoy my marriage as well as the excitement of owning a home.



There is no funding for me to lead an optimal life, only a cost which is managed by me.  Because I have severe hemophilia, which is less than one percent, I must take enough medication to achieve a therapeutic dose, 50 percent.  This amount of medication costs my insurance company approximately $6,000 per injection.  On most occasions, one injection helps to resolve the bleeding episode.  However, it is not uncommon for me to require two to three treatments in the span of one week for a full recovery.  As you may have calculated, weekly injections alone amount to an exorbitant sum.  Fortunately now I have group coverage with a six million dollar cap.  And without any hospitalizations, this policy could last up to 18 years.



In the last year, unfortunately, I was faced with a completely different scenario.  I had a health insurance policy with a lifetime cap of one million dollars.  It was three short years and in the final $100,000 of that policy that I had to scramble for a solution.  Each injection led me closer to the cap, which added to the stress of not knowing what to do without insurance.  The fragile balance of maintaining health insurance, my desire for an optimal quality of life, and the financial security of my family was threatened and actually led to the development of hypertension.



I will never make an insurance company money.  So, if you are going to consider it that way, my current situation provides little future value.



But at any rate, I am here to enjoy each day and to avoid a loss of coverage, I had to consider a change of employers, a relocation to a state with a high risk pool, or a small group market as well as my disability status.  To help slow the rate of my cap exhaustion I had to switch from a recombinant therapy to a less costly plasma therapy, potentially exposing myself to an unknown risk which could be in the blood supply.



While some may say it is too late, as I have already contracted HIV and hepatitis C, there are other costs involved, which might include a transplant in the next couple of years as an added component of the cost to consider.  Fortunately, my employer has helped me access a new policy before I was forced to change jobs or relocate.  However, just like many others with high cost medical conditions, I may face a similar scenario again.  The lifesaving medications required to treat hemophilia are not affordable without health insurance.  When insurance dictates the type of jobs available, state of residency or disability status, there is an unnecessary burden placed on individuals or their families who must confront the daily challenges of a chronic illness, which ultimately adds to the cost of care.



I am a survivor and I have every right and responsibility as anyone to pursue an optimal quality of life.  So, I hope my experience provides an insight into your cost-effective decision-making.  And in time of retrospective review, I hope you will keep my yield in mind.  Thank you.



CHAIRMAN BRACEY:  Thank you.  Questions or comments from the committee?  If not, we have a statement that will be read by the Executive Secretary.



DR. HOLMBERG:  This statement comes from the Alpha-1 Foundation.  Ms. Benzinger, who is the representative on the committee could not be here and this was sent to me by the Alpha-1 Foundation regarding comparative effectiveness, evidence-based decision making.



"The recent American Recovery Investment Act of 2009 included 1.1 billion dollars for comparative effective research to be allocated to the Agency for Healthcare Research and Quality, the National Institutes of Health and the Institute of Medicine and the Office of the Secretary of Health and Human Services.  The Alpha-1 Foundation formally welcomes the newly confirmed Secretary Sebelius and thanks the Advisory Committee for the opportunity to submit these comments regarding comparative effectiveness. 



Comparative effectiveness has come under attack as the latest effort to limit access to care and reimbursement.  If comparative effectiveness can enhance the use of evidence-based clinical practice guidelines and inform clinical decision-making, it will succeed in assisting healthcare reform, saving precious dollars and delivering improved and informed care.  However, steps must be taken to ensure that comparative effectiveness is conscientious, responsible, transparent and judicial.



Alpha-1 antitrypsin deficiency is a genetic condition that results in serious lung and liver damage at various stages of life.  Common signs and symptoms of alpha-1 are shortness of breath, chronic productive cough, frequent infections, unexplained liver disease, and elevated liver enzyme.  Alpha-1 is considered a rare disorder; however, it is the leading identified genetic risk factor for chronic obstructive pulmonary disease, presently the fourth leading cause of death.



Once diagnosed, an individual with alpha-1 is prescribed augmentation therapy derived from pooled human plasma and infused weekly.  Augmentation therapy arrests but does not reverse often severe lung function loss.  Individuals with alpha-1 describes this feeling as drowning in their own bodies.



End-stage treatment is lung transplantation with the all attenuating problems and high financial cost.  For the liver disease associated with alpha-1, the only current treatment is liver transplantation.  Alpha-1 is frequently life threatening and chronically debilitating and, therefore, significantly impacts quality of life.  If identified early, individuals can receive appropriate treatment, engage in preventive health measures and life style changes to delay disease progression.



The World Health Organization, the American Thoracic Society and European Respiratory Society recommends that individuals with COPD be tested for alpha-1.  The test for alpha-1 is a simple blood test but because the diagnosis is not based on observation, individuals are often undiagnosed and misdiagnosed.  Alphas are frequently told that they have COPD or asthma and is smoking, are encouraged to enroll in a cessation program.  Standard treatment includes the use of bronchodilators, anti-cholinergics, inhaled steroids, oxygen, preventative vaccines, and pulmonary rehabilitation.  With all of these medical interventions, physicians do not think to perform one more test, although this is the recommended standard of care.



The failure to administer these inexpensive and reliable tests means it takes an average of 8.3 years from the onset of symptoms for the individual to be accurately diagnosed.  An estimated 95 percent of people believed to have alpha-1 remain undiagnosed.



CER will need to be transparent in its review of evidence and recommendations to benefit rare disorders.  For instance, methodologies such as metanalysis as well as with statistics only reveals what has been examined, which is sometimes not the whole truth.  Approaches to overcome reduced statistical power will apply in the case of these rare diseases such as alpha-1.



The Secretary should seek a means to obtain technical assistance in the area under review, especially in the case of rare disorders.  If CER is to transform decision-making, the appeal and grievance process must be formalized and open to the public.  Comparative effectiveness must have front-end assessment and be publicly accountable, offering a way for patients and providers to have significant input.  We are all aware that CER will need to change financial incentives in the system and fully integrate health information technology to be truly successful.



The Orphan Disease Act was an historic humanitarian piece of legislation.  The government, public and industry have made great advances and investments in helping individuals with rare disorders access treatment and care.  It is not always possible to compare the benefit and risk of healthcare option A to healthcare option B in a small permanently under-diagnosed population.  Our hope is that new strategies for reform such as comparative effectiveness will enhance the healthcare delivery system and continue to improve promotion of early diagnosis and treatment for individuals with alpha-1."



CHAIRMAN BRACEY:  Questions or comments?  Comments, I should say.



MS. BIRKOFER:  Excuse me just real quickly.  I'm sorry.  With respect, Dr. Holmberg, I think that statement should be attributed to Miriam O'Day, not Ms. Benzinger.  It is from Miriam O'Day, the Senior Director of Public Policy for the Alpha-1 Foundation and the Alpha-1 Association.  I just wanted to correct that for the record.



CHAIRMAN BRACEY: Okay.  Thank you.



MS. FINLEY:  That was my question.  Who was it from?  So, thank you, Julie.



CHAIRMAN BRACEY:  All right, so we have one more comment from the Committee of Ten Thousand.  Mr. Dubin.



MR. DUBIN:  Celso, this one is for you.  It is not about cost.  It is about reimbursement.  We are missing terms.  The real issue on one level is reimbursement and how do we ensure, as you were saying to me, both you and Jim about mandates and unfunded, how do we ensure reimbursement.



A couple of points I would like to make.  A quick analogy.  In the 1960s, Kaiser Steel in Fontana was pumping a lot of pollutants, California, out of their stacks.  And rather than put the scrubbers in, which is what EPA wanted in the early '70s, they just kept breaking the law and paying the fines because it was cheaper for them to pay the fines.  We are still paying that social cost because of the lung disease and problems in Fontana from the level of pollution those people lived with.



I choose that analogy because I see something here.  I listened to Jim AuBuchon whom I have known for 20 years and others, and I don't the hear the costs.  I see a snapshot of a single transfusion event and the risk.  But I see that not in the context of the community like us or others who have thousands of events, be they infusions of factor concentrates, be they platelets, whatever they be.  So I see a continued lack of not looking at the cost.



And let me give you two costs that are a little shocking.  Six hundred and fifty million dollars, the cost of the Ricky Ray Hemophilia Relief Act.  Six hundred and forty million dollars, the settlement between the hemophilia community and the fractionators.  These are real costs that it cost the system for the colossal failure.  And I am sure some of you are troubled by the word colossal but we still see ten thousand infected as a colossal failure when you add in the roughly twelve thousand transfusion-associated cases who are not here and are not well represented because they don't have the same kind of community links that we do.  So you have not even heard their voice.



Just the cost of the two I named, one million two hundred and ninety thousand.  Let's talk about ten years of treating my HIV with ATRIPLA, if I live that long, one hundred and ninety two thousand.  Let's say I am on Medicaid or as I age I go to Medicare, these are the real costs.  



We are not unmindful of the issue of reimbursement.  It is an important issue.  But if we are going to have this discussion, it is incumbent to have this discussion in the way we needed to have it about Kaiser Steel in the 1970s because we are still paying on that bill.  And we are still paying on the bill with us, with the survivors, even though we are dwindling.



As I said yesterday and I guess I need to say it again because we are feeling a little frustrated about it, we don't believe in zero risk.  How many times do we have to communicate?  I think there is many of you that understand we think that way but I think there are still some that would like you to attribute this concept of zero risk to our thinking.



I don't know how to say it but other than you have got to be kidding me.  I am carrying hepatitis C for 39 years and the first infusion of factor concentrates in a human being.  I am carrying HIV roughly since 1983.  Something Jim AuBuchon said that I would love to have a couple of the scientists we worked with in the '90s debate was this issue of if surrogate testing for HIV in an immediate robust national donor screening program would have saved some of our lives.  I would like to see that debate because I strongly disagree with Jim, very strongly.



And I think again this discussion stacked.  Where are the scholars?  People that wrote "Rethinking Healthcare" Harvard comes to mind, others who have a different perspective.  I heard Celso say he was directly invited by the Secretary through you, Jerry.  We had to struggle with the Federal Register to find out what you guys were going to talk about.  We didn't get an invitation.  If we are going to talk about transparency and the value of end-users at the table, then let's treat end-users with a similar level of respect.



No, I don't have an M.D. after my name but I do pretty good for not being an M.D. and there is plenty of people who do.  And after years of a process with FDA, we all kind of agree that our presence on the Blood Product Advisory Committee and our presence elsewhere has been a positive exchange between FDA and the end-users.  I think our presence here has been a positive exchange over many years.  We would like to be treated with the same respect.



And transparency, I want to go back to the ethics, transparency is an important part of building trust.  If you really want to build the trust, then make sure the end-users are not only included but don't have to dig through the Federal Register or can't get an agenda before the Tuesday before the meeting.



As I said yesterday, I come about 2,400 miles.  It is important.  And I think when you look at Canada or Japan, for instance in Japan, part of the settlement was lifetime healthcare for every person with hemophilia infected.  Because of the Canadian system, as the doctor noted, they are covered for life.  We are very close with the hemophilia community in Canada and have done a lot of work.  They have compensated hepatitis C.  Your regulations, I think it is in 21 C.F.R. but I don't have the last three numbers, look-back.  Hemophilia was never looked back on hepatitis C.  The joke we like to say is, we never got our look-back.



So I think there is talk and there is walking the talk.  And I go back to the ethicist who talked about the moral courage.  We all need to have that moral courage.  Us, too.  We have to be a productive part of the process, which I think many people who know us would say we have been.



But it incumbent upon us to always strive to be a productive part of the process.  We need that respect back as end-users.  I am not saying we are not getting it.  I am saying there is a differentiation when I hear Celso say, I got an invitation from the secretary.  We are going to be in the process whether invited or not.  It would be nice to make it a little easier, especially those with hemophilia.



We first proposed a Blood Injury Act in 1993.  AABB basically told us we were a little crazy.  If you want us to shoulder the risk, then pony up the protection.  I frankly don't want to shoulder any more risk.  I have shouldered enough.  So have my mates in the community.



And we are concerned about other communities.  Sickle Cell.  We have a sickle cell member that many of you know, Larry Allen, on our Board.  We put Larry there because we were concerned about that community's ability to stay out of the water, so to speak, in terms of risk and education.



But I think it important to know that trust-building also says, okay, we have to do this.  We have to look at risk carefully, which we agree with.  We don't agree with cost driving the risk discussion.  But then let's have a No-Fault Injury Act.  We litigated for eight years.  Does anybody in this room think that was a good experience for us?  Committee of Ten Thousand spent $800,000 on that litigation.  We would have preferred to spend that money on services to the community.  We didn't really want to litigate but we had no choice.



We have got blood shield laws that also prevent our access to the remedies of the courts.  That is another issue.  Let's level the playing field.  If we are going to shoulder the risk, let's ensure people are protected.  And why we can't do that together at this committee and hammer out some looks at that, as Anne Marie Finley said and others have said, kind of gets away from us because we think that is a key issue for end-users that would not only protect them, it would build a whole lot of trust.  I know in our community, we would stop hearing kind of cynically, well, they wanted us to shoulder the risk, but nobody wanted to bother to take care of us after it happened.



I think that is an important concept and I want to leave you there today because it is about balance.



And as always, Mr. Chairman, thank you.



CHAIRMAN BRACEY:  Thank you for your comments.  We will -- yes, Ms. Birkofer?



MS. BIRKOFER:  Thank you, Dr. Bracey.  I have two comments.



One, Mr. Dubin, I hope you don't take the lack of timeliness and an agenda as a lack of respect because as a committee member, I did not receive an agenda either until Tuesday.  So, I just want to let you know that unless other committee members received theirs sooner than Tuesday, that is not at all a lack of respect.



MR. DUBIN:  I guess we would say the committee needs to do better for all of us, the members and all of us trying to input this.



MS. BIRKOFER:  But I don't think it was an intent to be disrespectful.



MR. DUBIN:  Oh, I agree.



MS. BIRKOFER:  Okay.



MR. DUBIN:  I agree.



MS. BIRKOFER:  And then the next point is with regard to your statement on no-fault compensation fund, on reading from Secretary Shalala's October 12, 1995 testimony to the House Government Reform and Oversight Subcommittee, on page four, a question was asked to the Secretary.  This is a quote.  "The IOM recommended a perspective no-fault compensation fund for anyone harmed by blood or blood products.  This is the only recommendation not addressed by your Blood Safety Task Force.  Why was this not addressed and what is your position on the recommendation?"



The answer from the Secretary is, "It was not addressed because the Task Force, comprised exclusively of public health experts, did not have the charge or expertise to consider legal issues.  My position on this is the same as my position on the Ricky Ray bill.  Compensation is primarily the responsibility of Congress.  The administration stands ready to assist Congress as it considers such recommendations or legislation."



So I guess my question would be, maybe it is rhetorical but if you have a comment I would be interested in it, do you feel this Committee has the legal expertise to consider a no-fault compensation fund recommendation?



MR. DUBIN:  I would answer it this way.  No, I don't think the Committee has that but I do think the Committee makes important recommendations up the chain.  And the Committee has a lot of important people both from the industry, from blood banking, from medicine.  A recommendation would be an important tool.



We initially made this proposal to Congress, not here.  And we will continue to make this proposal to Congress.  But it certainly wouldn't hurt to have the committee understand the joining, as Ms. Finley said, joining a no-fault recommendation as part of your larger recommendations would go a very long way to trust building.  A very strong not only an exercise in trust building but again, I spent eight years in court, to tell you the truth, it was a nightmare.  And it hurt.  It was too much for family, too much indecision.



And so rather than litigate, we just assume say you get harmed -- the Vaccine Injury Act is a good example.  You have a matrix.  You get harmed at this level, you get paid here.  You get harmed at this level, you get paid here.  We believe that is a humane and sane way to address what Ms. Finley was talking about and what we are talking about.  These shoulders are getting a little tired of risk.



CHAIRMAN BRACEY:  I think we need to move on because we do have a product that we need to generate later today.  Thank you.



I would ask the committee members to touch base with Miss Wilson regarding your arrangements for returning home and we will reconvene in one hour, which would be 20 minutes of 2:00.



(Whereupon, at 12:40 p.m., a lunch recess was taken.)

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

(1:43 p.m.)



CHAIRMAN BRACEY:  We have heard lots of presentations, very good presentations.  And we have had, I think, very good discussion of the questions at hand.  And now we are at the point of discussion.



I would remind the committee members that we had a specific set of questions from the Department and I won't go over the preamble again but I will talk about the specific question.



And the first question was to please comment on whether greater use of formal tools of policy analysis, such as risk-assessment and cost-effectiveness/cost-utility modeling, would be of value to enhance the current decision-making process and how they might be integrated into the current system.  In particular, what are the advantages and the disadvantages of comparative effectiveness models?



The second question being what next steps, if any, does the committee recommend to enhance the quality and transparency of federal decision-making for transfusion and transplantation safety policy.



Having restated the question, I would ask that we start some discussion.  Dr. Ison?



DR. ISON: So you know, again I am going to harp on the whole issue of organ and tissue.  And I think in this discussion we need to be very cautious because although the Federal Register notice suggested that this topic would be covered in detail for both organ, tissue and blood, we really have not heard much of anything on the organ and tissue front.  There has been a couple of sentences here and there but really we have gotten zero facts on the organ and tissue front.



And although there are many issues that cross between the two and I think that it might be reasonable for us to make some recommendations, I think the biggest recommendation with regard to organ and tissues are that number one that we dedicate  at least a full day in an upcoming meeting to issues related to organ and tissue and safety so that we can learn about some of the similar issues that we have learned about with regard to blood safety but focus them on the organ and tissue population.



Two, that we recommend to the Secretary that if truly this committee is going to have purview over organs and tissues that appropriate representation of that committee, including the tissue community, the organ community, the organ procurement community, and patients affected by those types of tissues be represented on the committee.



And third, if this committee truly is going to have a purview over these different groups, that they should consider an alternative name for the committee, taking into account that there is a purview over the organ and tissue population.



CHAIRMAN BRACEY:  Okay, I think that those are valid points to be carried forward and as we are addressing the questions at hand today that indeed most of the reference in discussion has revolved around transfusion and products derived from whole blood.  



Dr. Haley.



DR. HALEY:  Yes.  Dr. Bracey, I believe I have a question for Dr. Epstein because of your more than one or two years' experience in the regulatory environment. 



It strikes me that what we are talking about here today is how to maintain a product as a safe product.  And we have heard some economic models and other models for considering that.  But the utility of the models that we looked at I see as more useful models in comparing various therapeutic approaches to a particular illness or disease.  Very good in clinical medicine but may not be pertinent here.



I see that the regulation of blood is more analogous to the regulation of say the airline industry of how many cracks are permissible in the fuselage of an aircraft.  And I am sure that the FAA must make some economic analyses and must look at this but you know, certain cracks are not permissible, no matter how much it costs, even if it means retiring the aircraft and asking the airline to purchase a new aircraft.



And so I would think that within the federal government, there is a great deal of experience in this kind of safety approach that is different from the models, the economic models that we saw today and yesterday.



I think that currently under your regulations, under the regulations that you operate under, there is no consideration of cost but I am sure there must be some in the FAA or in some other federal agency that deals with safety.  Are you aware of any?  I'm just curious.



DR. EPSTEIN:  Well I personally am not.  I don't spend any time in the other agencies so I can't answer that. 



I think that the tension that arises really has to do with a uniform safety standard for blood.  FDA approves a product based on whether a product is safe and effective.  However, we govern what the blood organizations do when they manufacture blood products.  And so it becomes a question of whether the tools and technologies should be mandated or not.  Otherwise, what you end up with is some implement, some don't, and then you have a disparate blood standard.



So we always have this tension because we have to look at the product, you know, within the four corners of a product application.  A product may be safe and effective or, you know, as a biologic safe, pure, potent.  And then the question is well, what do we say about its use.  And I think a lot of issues then become much more complicated because those are societal decisions.  They involve risk assessment, you know, risk tolerance.  They involve also obviously decisions on resource allocation and the whole question of prioritization with competing priorities of different risks.



So it quickly gets very murky because we go from sort of a well-defined process of how do we assess the safety and effectiveness of a product to what in the world do we do with it.  And the question is, who decides.  And I think that FDA decides for us because we are the regulator of the blood system, you know, issues regulations and guidance but the decisions themselves in the end have to be more societal.  And I think that is where the tension lies.



As far as the applicability of the models, which is what you are asking me more specifically, my personal feeling is that they are informative but that they are not dispositive.  Because I don't think we should take a negative view toward assessments of risk benefit or cost effectiveness or cost utility, that we should be free to do those things, as long as it is in a larger context of trying to get to the right answer.



DR. HALEY:  And one of the points that Dr. Custer made was that in executing the model, you learn a lot.  You learn the tolerances of the variables used in the model and that you learn where you lack information;  that you need information to build the model; and if you don't have the right information, then that is motivation to try to perform the studies to obtain that information.  So, I think the modeling is very useful in that regard because you can use the modeling to inform you and to show you where you lack information.



CHAIRMAN BRACEY:  In terms of the discussion, and the presentations, and extract it I had is that it would seem that it is a good idea to in fact have a well-defined process in approaching these questions, which is a part of the question that we received from the Secretary.  And I mean, I think we could have some discussion of that.



It also seems that part and parcel in the process is ensuring that another recurring theme is inadequate funding on multiple levels.  Inadequate funding in terms of supporting systems that could develop enough information to make informed decisions upon inadequate funding to actually align the  safety policy recommendations with the final payment that can make them actually happen.



So, I guess I would be interested, is the consensus of the committee focusing on again, we are focusing a little bit more on the question rather than the broad total overview, but is the consensus of the committee that having tools, having a structured process, and what comes to mind is the material handed out from WHO and I forget the other group, the German, the Robert Koch Institute, where there is a template.  So whenever a decision is made, you start with a template, rather than a blank sheet.



So, what are the thoughts of the committee, vis-a-vis those issues?  Ms. Finley.



MS. FINLEY:  We have not discussed the WHO template and we didn't discuss the Koch Institute template.



We also have not resolved underlying significant issues regarding the application of specific cost-effectiveness models.  I am not comfortable at all that we have anything in the record to support recommendations on that second question.



I think it would be unwise to comment on the first because we are establishing a cost-effectiveness/cost-benefit model for this that we don't have for other medical technologies in this country.  We did not get full evaluation of the situation from other organizations and we are extremely limited in the voting on this committee in patient groups.  I think that is a significant policy risk.



Having said that, there are, we have identified clearly problems between the hospitals and the blood banking community, which we can address and we can make some suggestions in that regard.  We can address the issue of who accepts, who is the ultimate payer of cost associated with low levels of risk in the blood supply when those things occur.



I think we have two or three issues where we can make a number of very good policy recommendations to the Secretary.  I am comfortable with addressing the second question as well.



CHAIRMAN BRACEY:  So, you are saying that you feel uncomfortable in terms of addressing question number one?



MS. FINLEY:  The first part of question number one.  Question number two, I don't feel that the record supports any actual recommendations in that regard.



CHAIRMAN BRACEY:  Dr. Epstein?



DR. EPSTEIN:  My feeling is that before we try to answer or not answer these questions, it would be useful to review what happens in the last two days of presentations. 

And I personally think that I heard four things.  That there is an issue about the decisional paradigm, that there is a need to formally move away from the zero-risk mindset to the ALARA mindset.  And so perhaps we should discuss whether there is a recommendation along those lines.



Second, as you already said, Dr. Bracey, is the disconnects and inadequacies of funding mechanisms, which create tremendous distortions.  And I personally believe that they create distortions in the decisional process, not only in its end results about which a lot has been said, you know, who bears the risk, who bears the cost.  But I don't think we should forget that because money is at stake and because the viability of the blood establishment is at stake, many issues that are basically scientific or safety are opposed because of their cost implications. 



And this committee, I think, went through a very interesting exercise about leukocyte reduction, which to me illustrated how confounding that issue can be.  So, I think the second major domain then is funding disconnects and inadequacies and that we probably heard enough to say something about that.



Okay, the third thing that I heard had to do with prioritization.  We probably didn't explore enough what the barriers are to rational prioritization but I think that what we heard is that there is a need for it be risk-tiered and that it should be ultimately assessed based on outcome to patients.  That, you know, accepting that there are limitations of time and resources, accepting that therefore you are prioritizing whether you say you are or you are not, that we ought to have at least some formal or objective effort to prioritize based on risk.  You know, where are the risks of transfusion.



And then the fourth issue that I heard was about transparency.  And the key concept there, I think was that we have to make decisions in the broadest possible societal context, that that is especially important in terms of trying to understand risk tolerance/risk acceptance and that we need to figure out better tools to achieve that.  And again, I am not sure we had a robust discussion of the mechanisms that are in place.  I mean, we could talk about notice and comment rulemaking.  We could talk about advisory committees.  We could talk about scientific workshops, etcetera.  I don't think we had that conversation.  But still, I think what we heard was that there is a frustration that decision-making does not appear to be adequately inclusive of all the perspectives of all the relevant stakeholders.



So, I am not exactly sure where we do with the discussion about cost-effectiveness and other formal models.  I have my own opinions of course.  But I do think we should talk about these four domains; the essential paradigm, the funding disconnects, the difficulties of prioritization and the needs for transparency.



CHAIRMAN BRACEY:  Other comments?  Dr. Lopez-Plaza.



DR. LOPEZ-PLAZA:  I have a comment.  I don't know how related it is to this but it has bothered me all along during this meeting is that we talk about a cost, you know cost efficiency kind of assessment but at no time we have put in I think one of the biggest problems we have right now regarding safety that is dedication of the users.  And when I say users, there is two set of users; is that decision that orders the blood and the patients that receives the blood.



I mean I think in our system right now, the way this information, you know, the benefits and risk of a transfusion or even you know infusion of a blood concentrate, a plasma concentrate, are not really well-defined or actually well practiced.  I think there is some need to educate that physician that is ordering the blood so in turn they can educate that patient.  And indeed the patient that really makes the decision of why is worth, the weight is more for that person.  It is the benefit or it is the risk.



And I think that that is something that we really need to address.



CHAIRMAN BRACEY:  I think that the educational aspect is indeed important in terms of making these informed decisions.  One of the things that strikes me with respect to blood is that the decision about the level of safety of the individual unit is not left up to bodies rather than an individual.  So that what I am getting at is if you were going to receive a transfusion, there really is no, there is some variation in terms of alternate forms of red cells that you can receive.  But really, the cutting point is that that decision that is made vis-a-vis blood safety policy.  And so that is important.  And I think it needs to get emphasized.



But that is something that is a bit different from this discussion in terms of what are the issues -- what is the decision-making process in terms of the level of safety for all units of blood.



So I think that is an important component and we don't want to lose that but I think the larger picture is this overall blood policy picture.  The level, the threshold, the paradigm that we seek to address.



Ms. Finley.



MS. FINLEY:  I believe that Ms. Birkofer has the text for the recommendation  on the plasma centers.  It is a follow-up to the -- oh, you already have it?  I just didn't want us to lose the fact that there was a recommendation that was forthcoming.



CHAIRMAN BRACEY:  No, we do have that.



MS. FINLEY:  Okay, great.  Then I have a suggestion, which we talked about this morning, which would be a recommendation regarding highlighting the formal lack of home, for lack of better of words, for the blood activities.  In other words, specifying the importance of this to be housed consistently in either the ASH or the Surgeon General's Office or the need for a consistent placement so that it is not -- having the leader of the blood activities in the blood Department isn't constantly switching between either two individuals or two offices.



It is not inherently a decision that the Secretary is making.  It is really happenstance because of a history of not -- either having two people in those positions or having one person in a combined position.



CHAIRMAN BRACEY:  I understand that because of staffing issues that there has been that happenstance situation and I would ask the Executive Secretary to comment on this but I believe the plan overall is that it will sit with the Assistant Secretary of Health.  And so, that is more a reflection of staffing rather than structure.  And maybe that is not correct but would you comment on that?



DR. HOLMBERG:  Other than when Dr. Satcher was ASH and Surgeon General, there has always been a separated ASH from the Surgeon General.  In fact, the Surgeon General reports to the ASH.  The Surgeon General is a two-star and the ASH 9s --



MS. FINLEY:  We don't always have an ASH is what the problem is.



DR. HOLMBERG:  I realize that but there will always be somebody as an Acting ASH, whether that is a principal deputy or whatever.



MS. FINLEY:  I'm not going to fall on the tracks for this recommendation but there has been a consistent funding issue with the ASH office and also the -- it is a Congressional problem, an appropriations problem.  It is not necessarily a Department problem but I think there are some implications for blood.



And if we are looking for a more coordinated approach to making blood decisions, it is really important to have a central location and have it fully and adequately staffed and not overrun with additional issues like pandemic.



CHAIRMAN BRACEY:  Ms. Birkofer.



MS. BIRKOFER:  I just want to put a little more clarity on that point,  Ms. Finley.



Is your thinking that since we have a new Secretary for Health are you trying to reaffirm the importance of this and raise awareness and bring it to the new Secretary's attention, make sure it is on the radar?



MS. FINLEY:  I just think it has been something we have seen the Department struggle with and it is not necessarily the Department's fault.  But they have struggled with the placement of this for now this is the fifth administration.  And I think it is just useful to bring it to the Secretary's attention that it has been done a variety of ways in the last 15 to 18 years but that as we are looking for a more coordinated approach to blood policy, it is helpful to have, you know, an office that is in one location and/or reporting to one specific individual.



CHAIRMAN BRACEY:  So back to the question in terms of the presentations that we have heard over the last two days and the process of decision-making in the Department.  There were recurring themes.  Dr. Epstein put them in very nice crystallized form.  I would like to hear more from the other committee members in terms of your perception of the recurring issues.  Dr. Yomtovian.



DR. YOMTOVIAN:  To follow up on Jay's very succinct analysis of four points, I have a couple of suggestions, one of which we talked about yesterday.



So under prioritization, you obviously need data.  And one way to get data would be, I think, to support the biovigilance, hemovigilance program.  Make sure that is funded and supported in a way that it works and you get the data that we need to help us prioritize decision-making.  Without data, I don't know how you can do decision-making.  So, that is one suggestion.



Another suggestion regarding transparency and, obviously, that is a theme of our new president.  We heard that many times.  And since we heard for two days about the many infectious agents that plague blood, I think maybe one suggestion I would have is perhaps revisit it in an Advisory Committee workshop setting, whatever format it deems the most appropriate, a discussion on pathogen inactivation because certainly we are in a different place we were in five years ago, I think, when I was at an FDA advisory workshop on this where seemed to be a generally negative sense.



The landscape has changed.  There is tremendous usage around the world.  Infectious agents are blossoming again and I think it is just time to revisit that.  And that again will help prioritize and will have a tremendous impact on the amount of money.  Because obviously when one talks about PI today, other issues such as what testing needs to remain will come up.  So, there will be a lot of fiduciary information associated with that.  So, I would like to make that recommendation.



CHAIRMAN BRACEY:  Additional comments and discussion?  Oh, Dr. Ison.



DR. ISON:  I believe that there was a motion that was being prepared yesterday about the biovigilance.



CHAIRMAN BRACEY:  Yes, there is.  I was thinking though that before we get to that piece that we would tackle the larger challenge. 



So here is what I would propose.  I don't have a very big ego.  And I do have a  skeleton draft that we could work through.  And it only would serve to begin the fine-tuning of the discussion on the question of the decision-making process.



So, if the committee feels that we have had enough preliminary discussion, I could launch that draft to launch a larger discussion, a more in-depth discussion of the specific endpoints.



Okay, so Rich, you want to put this up?  You might need to --



MS. FINLEY:  Excuse me.



CHAIRMAN BRACEY:  Ms. Finley.



MS. FINLEY:  I can't see that.  Would it be possible to get a written copy of that, please, for everyone?



CHAIRMAN BRACEY:  I was wondering if we might be able to increase the font size.



MS. FINLEY:  And bold.



CHAIRMAN BRACEY:  Actually, that is not it.  Yes, that would do.  Okay, can you increase the font?



The first part is really rough and it just talks about the charter of the committee.  Clearly, it can be revised.



It was the Advisory Committee on Blood Safety and Availability is charged with  advising the Secretary and Assistant Secretary for Health on broad public health, ethical and legal issues related to transfusion and transplantation safety and the implication of these issues for safety and availability, including economic factors affecting the product cost and supply the committee considered the Department's approach to making decision on blood safety.



This really comes largely, the next sentence, from Dr. McCullough's presentation but the rest of the presentations as well.  Decisions regarding blood safety are often complex and require consideration of multiple features, including scientific, medical, economic, social, and political aspects of the issue in question.



Medical and scientific considerations should be paramount in guiding blood policy decisions.  However, the state of knowledge is often incomplete or imperfect.  In this context, action airing on the side of safety, in other words the precautionary principle, should be the course taken.



In making blood safety policy decisions, economic, social and political aspects also must be evaluated.  Ultimately, safety and not economic considerations should be the primary feature considered.  However, decisions should not be made in an economic void.  Blood decisions should be made in an ethical transparent matter, with adequate input from all involved stakeholders, including the public and expert resources from diverse backgrounds relevant to the question at hand.



To foster the highest degree of decision-making, a well designed decision-making process should be employed.  Elements important should include:



1) Development of robust reporting systems for determination of transfusion risk and assessing the impact of the intervention as mentioned by Dr. Glynn in the Phase IV trial;



2) Ongoing assessment of transfusion risk and prioritization, again getting at the prioritization piece, of threats including focus on the following sub-elements:  public concern and willingness to support added cost, prevalence/burden of disease, epidemiologic dynamics, impact on risk for the threat in question and overall safety;



3) Adequate funding is essential for enabling the system to garner information needed to make informed decisions.  Current support of governmental agencies, perhaps this should be more specific, must be enhanced to improve system capability.  Infrastructure enhancements needed to make the policy effective must also be considered.



The rationale for needing blood safety enhancement must be communicated to all stakeholders, including the public and treating physicians.  Where needed, adequate support should be provided to meet educational needs of these stakeholders.



When decisions are reached, there must be linkage of funding to ensure a system-wide implementation of desired safety enhancements.  That is just sort of a hanging tail.  And then there were just issues.



So, it is just a start of discussion.  So, Dr. Triulzi.



DR. TRIULZI:  Art, I think that is a good place to start.  I don't know intentionally or not you tip-toed around the biovigilance.



CHAIRMAN BRACEY:  Because I was going to leave that to you.



DR. TRIULZI:  Okay.



CHAIRMAN BRACEY:  But we can layer it in.



DR. TRIULZI:  But I think the word should be in there.  Where you mean it, we should put it.



CHAIRMAN BRACEY:  Right.



DR. TRIULZI:  And if we need to have separate --



CHAIRMAN BRACEY:  So that would be --



DR. TRIULZI:  As should talk about funding measures.



CHAIRMAN BRACEY:  Yes, so that would be here.



DR. TRIULZI:  Yes and why use euphemisms?  Why not just say exactly what it is?



CHAIRMAN BRACEY:  So development of a biovigilance system.



DR. TRIULZI:  Right.



CHAIRMAN BRACEY:  Development and support.



DR. TRIULZI:  Right.



DR. KOUIDES:  And sustained support.



CHAIRMAN BRACEY:  And sustained.



MS. FINLEY:  And robust.



DR. KOUIDES:  And not to be a broken record from prior meetings but for the record, could we insert mandatory biovigilance?



DR. TRIULZI:  We talked about that.  And because we want mandatory participation that may be different.  In other words, either through accreditation you have to send your data versus mandatory reporting.  Mandatory participation in a volunteer program?



DR. KOUIDES:  You are parsing words.



CHAIRMAN BRACEY:  Ms. Birkofer.



DR. TRIULZI:  We have to discuss about whether it should be mandatory reporting.



CHAIRMAN BRACEY:  Let's go back and discuss that.  So we will hold the mandatory component.  Ms. Birkofer.



MS. BIRKOFER:  Probably a minor point but to the very top when you describe the charge of the advisory committee, is that a direct quote?



CHAIRMAN BRACEY:  No because I didn't want to make it too long.



MS. BIRKOFER:  I guess my concern --



CHAIRMAN BRACEY:  It's missing one element, to define parameters around --



MS. BIRKOFER:  I guess my concern is the legal issues.  And we don't have, when I look at the committee list, any attorneys.  But do we have the expertise to consider the legal issues?  Is that within our expertise?



CHAIRMAN BRACEY:  Actually that is from the charter.



MS. BIRKOFER:  That's from the charter.  So we don't have -- we used to.  We don't anymore?



MS. FINLEY:  No, we don't.



CHAIRMAN BRACEY:  No but that is in the charter.



MS. BIRKOFER:  Okay.



CHAIRMAN BRACEY:  And one of the things that I think was discussed, at least in Dr. McCullough's presentation was that element of legal.  It is in the charter and I think it was discussed and it is, I think, relevant.



Ms. Finley.



MS. FINLEY:  It is also from the IOM report, that particular collection of concepts.



I think it is an excellent start.  Thank you very much.



CHAIRMAN BRACEY:  Okay.



MS. FINLEY:  I would suggest at the very first or second paragraph and then at the very end where you mention involvement of the public, I think there needs to be a specific mention of end-user communities.



CHAIRMAN BRACEY:  Okay.



MS. FINLEY:  In both locations.  I'll try and find it for you.



The very last phrase on the second paragraph.



CHAIRMAN BRACEY:  On the second paragraph?  Yes.



MS. FINLEY:  Yes, including the public or you want to say end-users.



CHAIRMAN BRACEY:  Public end-users?



MS. FINLEY:  Or product consumers.



CHAIRMAN BRACEY:  Well one of the things that I think, perhaps if we added end-users because the general public, in the transparency piece, we would like, I think ideally to have people who have never received the transfusion have some input into the decision-making process, as well as those --



MS. FINLEY:  Yes, that is the distinction I am making, that there is a role for end-users as well as the general public.



CHAIRMAN BRACEY:  So, --



MS. FINLEY:  Recognizing --



CHAIRMAN BRACEY:  -- add end-users.



MS. FINLEY:  Yes, just add end-users in there.



CHAIRMAN BRACEY:  Yes, just add end-users.



MS. FINLEY:  And number four.



CHAIRMAN BRACEY:  Number four?



MS. FINLEY:  Including the public, end-users and treating physician.  Thank you.



CHAIRMAN BRACEY:  Yes, end-users and treating physicians.  Right here.  Right there.



Dr. Epstein, I wanted to make sure because your four points were resonating throughout the meeting.  One of the points that you did make and perhaps it is not crystallized enough in this motion of, you know, the safety paradigm.  That didn't come -- that is not as clear.  You know, the verbiage about safety being the -- erring on the side of safety but I think it could be stated in a better manner.



DR. EPSTEIN:  I think one could say that blood safety decision-making should follow the paradigm of ALARA.



CHAIRMAN BRACEY:  Okay.  So --



DR. EPSTEIN:  Rather than zero risk.



CHAIRMAN BRACEY:  Right.



DR. EPSTEIN:  Zero risk bothers me because I think when we say zero risk, it is  implicit that what people really mean is lowering risk at all costs.  I personally don't like zero risk.  I don't know ever what it really means.



DR. HOLMBERG:  Does it really need to be in there?  Can you just use ALARA?



MS. FINLEY:  Can I raise an issue here?  I don't recall anywhere in the last 15 years anyone endorsing the concept of zero risk.  Anybody.



Secondly, ALARA, you know, again that is a concept that I don't think we have fully discussed.  We didn't have a presentation here about whether we should accept ALARA.



The implication from the conversations, of in particular the blood collection community, is we can't handle zero risk or we think we are being pushed to zero risk.  And they may very well feel that way.  But the reality is that no one ever said zero risk.



So, I am not comfortable with that recommendation at all.  I'm sorry.  I don't feel that the record supports it.  I don't know any -- I can't site a single reference in 15 years that endorsed those two concepts.



CHAIRMAN BRACEY:  But one of the things that ALARA implies is that there is a general consensus, minimum level of risk that one would accept.  Though that doesn't talk about how you reached that point of concern.



MS. FINLEY:  Well I think my response to that would be I don't think our record today supports a recommendation of that.  Secondly, that is a very complicated issue and it doesn't involve just the Department.  It involves often those decisions are made on a specific product by FDA.  And I am not comfortable with this committee getting involved in something that looks like it is prescribing to FDA a level of risk that we have not accepted full public input.



This committee as currently constructed, I'm sorry, does not have enough input for that to be sustainable as a policy.  I think if you want to talk about that, let's put it on the agenda for the next meeting.



CHAIRMAN BRACEY:  So let me ask the question.  The question is the committee feels comfortable -- no.  The discussion is whether the committee feels comfortable -- and we will put aside zero risk, we will put that aside.



The committee feels comfortable with the notion of maintaining the precautionary principle versus something like the concept of ALARA.



MS. FINLEY:  My only concern with that and I am going to let Dr. Epstein take a shot at that, is the concept of the precautionary principle means different things in different countries.  I don't know that we have ever said this in the United States is the precautionary principle and we agreed to that.  And that is the level of risk we, as a society are willing to accept. 



It has been pretty much on an incident by incident, product by product basis.  ALARA, we have not really explored in that regard.  So we have got potentially two unknowns.  I am not at all comfortable signing on to that concept and recommendation.  I don't think the record supports it, Dr. Bracey.



CHAIRMAN BRACEY:  So, what I hear is that you would rather not sort of redefine -- define that today --



MS. FINLEY:  I don't feel we have had the tools and the presentations.



CHAIRMAN BRACEY:  -- and have further discussion.  Dr. Epstein.



DR. EPSTEIN:  Well, I actually agree with Anne Marie.  FDA has never defined a paradigm other than what the statute tells us to do, which is that biological products should be found safe, pure, and potent.  And that is as far as it goes defining the paradigm.  So, I think it probably is overreaching for us to declare what it was or what it should be, especially using very, very charged words that don't have clear meaning. 



And I agree that we have never stated that the principle we follow is zero risk.  I don't believe that has ever been the case.  I appreciate that we have not talked enough about ALARA to know what we are talking about but I would add to that mix that the same is true of the precautionary principle that whereas everyone believes that we should err on the side of safety that what exactly we mean when we say we are following the precautionary principle is less clear and that FDA has never said that is our paradigm.



We do believe that we take prudent measures in the face or risk.  But again, we have never said our paradigm is the precautionary principle.  The Canadians have said that but we have not.  So, I actually do agree that is kind of overreaching for us to put a tag or put a name on the decisional paradigm, at least at this stage today.



CHAIRMAN BRACEY:  But would leaving reference to erring on the side of safety be a comfort zone.



DR. EPSTEIN:  Yes but what I do think is that the summary statements, the preambles could reflect the discussion that various models of decision-making have been discussed, including concepts of safety at all costs, risk as low as reasonably achievable, and the precautionary principle.  I mean, it is a fact that people discuss those things.  It is just not a fact that they are adopted decision-making principles.



MS. FINLEY:  I concur.  I think that would be acceptable.



CHAIRMAN BRACEY:  So, -- oh.  Dr. Ison.



DR. ISON:  The one thing I was going to say to actually pin us down further on this though is that one of the things that we were asked to do is comment on whether or not zero risk is appropriate.



MS. FINLEY:  But the problem is we have never adopted, in my 15-year career in blood policy, any policy that has said zero risk is where we are at in the U.S.  We don't have any statement at all that I am aware of that addresses that.  We never, ever states that zero risk is where we want to be.



And we know we can't be there.  I mean, we are not even there in HIV.  We are almost there but not yet.



DR. ISON:  But then again, getting back to what Dr. Epstein said, having that at least in the preamble, because I think that the fact that it is even in this document and the fact that it has been raised by several speakers as a potential is that by clearly stating that zero risk is not actually an achievable thing.



MS. FINLEY:  Well maybe not relative to known pathogens.  I don't know what we are seeing in the future.  I think we are spending a lot of time on something we haven't fully defined and that to my knowledge has never been defined.



So, I would say that Jay's recommendation is acceptable and about as far as I think we can go, based on the hearing record.



CHAIRMAN BRACEY:  Dr. Yomtovian, I will get to you in one second.



So, to include the fact that we list, we heard the models of I don't want to call it zero risk.  What was the term used?



MS. FINLEY:  Levels of risk.  Levels of risk comfort.  I don't know.



DR. EPSTEIN:  The term I had used  was lowering risk at all costs.



CHAIRMAN BRACEY:  Oh, okay.  So I'm just going to start typing.



Okay, so the committee reviewed presentations for lowering risk at all costs with a precautionary principle -- this is just a rough cut -- and ALARA, whatever that allowable risk -- ALARA, A-L-A-R-A, we can spell it out later.  As low a risk as reasonably accepted -- achievable.



MS. FINLEY:  The only concern that I have with that Dr. Bracey is that we never put a number behind any of those things.  We talked about them in very obtuse terms.  So you know, I just think we should be as specific as we possibly can with the Secretary.



We can just drop all of the specifics and say the committee reviewed presentations for lowering risk and levels of risk inherent in the blood supply or inherent in testing systems.



DR. ARNOLD:  We can also add -- we can leave that text in there and just say that we did not as a committee come to a consensus opinion on the exact definitions in these terms.  To continue to avoid these terms, obviously they come up every speaker that comes up we talk about them.



MS. FINLEY:  And not one of them defined it.



DR. ARNOLD:  Oh, we can see that we don't have a consensus opinion.  There is not a consensus term.  And I think zero risk, I don't know how far you have to define risk.



CHAIRMAN BRACEY:  Dr. Yomtovian and then Dr. Kouides.



DR. YOMTOVIAN:  A comment to Anne Marie's statement about zero risk doesn't really appear anywhere.  I would say it is maybe more of a perception than anything else.  It is a certain mindset.  It does appear actually in some publications and transfusion from many years ago.  I think when FDA Commissioner Kessler we heard from, I think, Dr. McCullough, one of the speakers invoked the NAT test thing for HIV, this was really pretty much a zero risk strategy he was operating under.



So whether it appears or doesn't appear in writing or in official documents, it is a mindset.  It is a perception that I think blood bankers have and really the public has.  I think we have heard from many people representing the public that that really is their expectation and anticipation.  And frankly, I think we are guilty in a sense of allowing that or promulgating that concept.  We have thrown precautionary principle.  We have thrown out ALARA.  I agree there hasn't been adequate discussion to say that we have reviewed these or discussed these.



I think these are very complex concepts and probably the less they are mentioned, I would say, except that the terms were thrown out the better because they imply very different things to different people.  So, I would be very careful, frankly, about the terms that we use.



CHAIRMAN BRACEY:  Dr. Sarode, you had a comment.



DR. SARODE:  I am not sure, should we be using the term all costs or reasonable cost?  Because all costs maybe you know, you may spend a billion dollars to get to the safety.



CHAIRMAN BRACEY:  Well I think that is one of the things that we struggle with.  So if there is a test and you could save one life with that test over 20 years, would you, should you apply that test?  That is my -- I know, but I am just saying that is just discussing that risk model.  Dr. Kouides.



DR. KOUIDES:  Yes, I agree there really hasn't been formal discussion focused on it.  I prefer to leave that sentence out.  This last sentence.



CHAIRMAN BRACEY:  Dr. Nether.



MR. NETHER:  Yes, I would agree as well.  I think we need further clarification on all of these terms.  It has been very limited.  We need more information.



CHAIRMAN BRACEY:  Yes, okay.  So is the consensus -- I sense there is a level of discomfort using terms that have not been explored in-depth, more defined clearly.  Is that the consensus?  Dr. Pomper.



DR. POMPER:  I would like to -- it is no for me.  Just because I have heard the terms used so much the last day and a half.  And just as a point of clarification, we heard from end users there was not the expectation of a zero risk but they used the term zero risk.  And it was used in the context of that never had there been an expectation that one would achieve zero risk.  But the fact is the term zero risk has been used.



So, I really like what Dr. Arnold had suggested.  Where these terms are used and I think that they are worthwhile to have somewhere in our document because people use them to discuss these issues but I like the comment that the definitions aren't hashed out.



CHAIRMAN BRACEY:  Ms. Birkofer.



MS. BIRKOFER:  Briefly from a communications perspective, why would we write in a recommendation to the Secretary that we did not reach consensus on definitions of these concepts?  I mean, to me the sentence has no value other than the fact, you know, we have no consensus.  I mean, why would we write that?



CHAIRMAN BRACEY:  Well, yes.  I think probably the notion was to sort of indicate that we had explored various models but your point is well taken.



Ms. Finley.



MS. FINLEY:  We can't define the models that we explored and nobody can.  So I would strongly recommend that we just eliminate that phrase.



CHAIRMAN BRACEY:  So, Dr. Epstein.



DR. EPSTEIN:  Well, not to skew the conversation but I am also concerned about the antecedent sentence, "The advisory committee considered the Department's approach to making decisions on blood safety."  Because I don't feel as though we actually did engage in a critical review of the current decisional processes.  We didn't go through any case studies.  The closest thing to that, I think, was Dr. Benjamin's presentation but it was not really a thorough exploration of how decisions were reached or what was considered or how we looked at risk and benefit, whether there were any ancillary discussions of cost, etcetera.



So, it makes me kind of nervous.  I think what we really did was look at the complexity of making decisions and talk about sort of the attributes of good decisions.  I don't think that we engaged in a critical review of the departmental approach.



CHAIRMAN BRACEY:  That's an excellent point.  Because really we, in essence, just simply addressed the questions as presented.  And yes, so that does need to be revised.



So but before we revise that --



DR. EPSTEIN:  My proposal is strike both sentences.



CHAIRMAN BRACEY:  Okay, so we will strike both.  Anyone want to fall on the sword about either one?  Okay, so great.



Okay, that's actually a good edit.  Dr. Isom.



DR. ISON:  So just to bring the issue up again because I do think we have talked about this.  Zero risk is defined as zero.  We have had a significant amount of discussion of the fact that I don't think there is anyone at this table feels that zero risk is achievable and that is a false sense.



Additionally, I think that it is taking, it is distracting the attention away from areas such as TRALI, TACO, for which there is significant risk that we are not addressing fully.



CHAIRMAN BRACEY:  That is a good point.  So in essence, I think there is consensus that it is not achievable for blood safely.  Ms. Finley.



MS. FINLEY:  I don't concur.  I don't think that any -- I mean, there are a couple of issues here.



The first thing that I am concerned about is that I don't want to be prescriptive to FDA on product approvals.



CHAIRMAN BRACEY:  Right.



MS. FINLEY:  We did not discuss that.



CHAIRMAN BRACEY:  Right.



MS. FINLEY:  And the level of risk of transmission is a factor in how FDA evaluates safety and efficacy.  So I don't feel that that is an appropriate comment for us to make, particularly since they make their decisions product-by-product.



Secondly as far as zero risk, as far as I am aware, there is no technology currently approved or currently out there that guarantees zero risk.  So that doesn't mean that in the future something like that wouldn't come along.  But I just, I don't see that there is any advantage here to make that point.



I also wanted to point out that we should say decisions regarding blood safety and transplantation are often complex.  Because we talked about that today.



CHAIRMAN BRACEY:  So, one of the things that I am just trying to think about gaps, there was great discussion.  And I think it was pointed out in the presentation this morning regarding the FDA -- again, we have to be careful about, you know, where we tread in terms of not getting into areas that we should not get into.  But there is indeed a difference from other international systems where the regulatory bodies are empowered to assess cost effectiveness in their reviews.



And so with this, we remain silent in terms of that notion.  And the question is whether that needs to be -- I mean, we layer it in overall in terms of saying that cost-effectiveness should be considered while these decisions are being made but we don't really get prescriptive in terms of saying well, you know, FDA has two levels, efficacy and safety but not cost effectiveness.  So, I guess the question is, is everybody okay with leaving that out?



MS. FINLEY:  If I may take a shot at that.



CHAIRMAN BRACEY:  Go ahead, Ms. Finley. 



MS. FINLEY:  I think there is no point in putting it in because you would have to change the statute and that is not the Secretary's area.  



CHAIRMAN BRACEY:  Right.



MS. FINLEY:  So, I think we might as well --



CHAIRMAN BRACEY:  Point well taken.  Dr. Triulzi.



I don't think you have your microphone on.



DR. TRIULZI:  Sorry.  Question for Jay.  Although it is not a statute for FDA that would allow that, could BPAC?  Could we recommend that BPAC consider that?  Does it actually preclude BPAC from considering that?



DR. EPSTEIN:  Well, the issue there is that FDA scientific advisory committees are supposed to advise the agency on scientific issues relevant to decision-making, you know, relevant to regulation.



So, when we bring issues to the advisory committee, we limit ourselves to scientific concerns.  Now, you would have to argue that a cost concern is a scientific concern to say it is within the purview of the committee but we generally don't go there at all.



We will talk about risk.  We will talk about benefit.  We will talk about public health implications.  But we don't explicitly talk about cost because it is not clear that that is a science question.



DR. TRIULZI:  So this is the inherent problem on the guidance part of your responsibility that by definition you can't take into account the broader issues that are societal, which include cost, as well as a whole other issue.



DR. EPSTEIN:  Well, I think Dr. Bianco stated that matter correctly, which is that with rule-making, we are in fact required to engage in economic impact analysis.  And there is actually a threshold.  I think it is a hundred million dollars is then a requirement for an economic analysis in a rule-making.  We don't have that formal obligation when we engage in guidance.



CHAIRMAN BRACEY:  So I will get to Ms. Finley in one minute.



Question for Dr. Holmberg.  So, given what you see thus far, you know, the committee has had a charge to address questions submitted.  You know, we obviously don't have a final product but we do have a draft.  The question is, is this helpful, not helpful?  Is this -- what are the missing pieces?



DR. HOLMBERG:  Well, I think that the way Jay laid it out, I think that that really summed it up and I think that would be very helpful.  Although, you know, people around the table do not feel that they have a good understanding of zero risk, or ALARA, or precautionary principle, or cost effectiveness, I think that what I would like to see, you know, what are the next steps?  I mean, if you don't have a full understanding about that, is there a recommendation that in the future we look at something like that, we take this into consideration.



So, I mean I think that the decisional analysis or the decisional paradigm, I would like to see at least something a little bit more concrete on that.  But you know, if it is mushy, then what are the next recommendations?  What are the next steps?  I would like to see something about funding.



And going back to what Anne Marie said, you know, about the role of the ASH and the role of the Surgeon General.  We used to have an Office of the Assistant Secretary.  I think you heard the SG talk  today about the  potential of maybe some reorganization.  But the Office of the Assistant Secretary went away and now it has the -- and it used to be that all of the agencies reported through the Office of the Assistant Secretary.  Now, everyone of the agencies report directly to the Secretary.



So, we now have an Office of Public Health and Science.  One of the problems that we have is that the Advisory Committee for Blood Safety and Availability is more than just the Advisory Committee for Blood Safety and Visibility.  And you all are the Advisory Committee for Blood Safety and Availability but our office has other responsibilities.



The problem is that we have no funding whatsoever.  The funding goes directly to the operating divisions every year with a hand out.  So, one of the things that Dr. Klein always mentions is we do a great job of talking but where is the effector arm? 



And so my office with its meager amount of money has tried to pick up on different programs and to leverage whatever we can do along with the agencies to move forward on some of the recommendations.  But we are handicapped because we do not have a line item.  And like the SG said today, you know, we can't lobby.  We can't go up to the Hill.  But while I am just throwing out the fact, is that we do not have a line item in the budget and that every year I have to go around to the various agencies with my hand out.



I would also like to see the prioritization.  I think that if we didn't clearly talk about prioritization, give me some steps.  What would you like to see in the future?  How do you handle prioritization?



Transparency.  You know, clearly that was a message also.  But give me something concrete that I can follow up on.  I think that the committee has been extremely effective over the last, since even 2000 and that is where I go back to, as far as the recommendations and the amount of action items that the operating divisions have taken in regards to those recommendations.  But I think we need some specifics.



CHAIRMAN BRACEY:  Okay.  All right.  Yes, Dr. Lopez-Plaza.



DR. LOPEZ-PLAZA:  I have kind of three questions.



Is there a possibility that we could recommend a consensus conference on what is an acceptable risk for transfusions?



DR. HOLMBERG:  If you think that that is a recommendation, then put it out there.



DR. LOPEZ-PLAZA:  I mean, can we bring experts of the end-users, the physician,  the patient and the scientific editors.  I mean would that be worth kind of bringing it all along so that we have like a one common --



DR. HOLMBERG:  One of the things that we have had, I wouldn't call it a consensus conference, I would call it maybe a workshop.  In the sense that I think that you also have the transparency there in making sure that the various communities are able to express.  Along with that, I think that there would be necessity to have transcripts and then also a report back to the full committee here on what was discussed. 



In a workshop type like that, you are not going to have consensus but you are going to have some highlights that have come out that this committee can fully discuss.  And if you wanted a workshop like that, then I would think it would be something that each one of you would attend in addition to the general public, that you would be there in attendance.



CHAIRMAN BRACEY:  So what if, you know, we have these more general statements and then, although it could be at some risk of being redundant, but we could have "The following list of specific items are requested for future action."



And you start one with developing a prioritized list of threats to the safety of the blood supply and transplant tissue and organ transplantation.  



Ms. Finley.



MS. FINLEY:  Okay.  I just wanted to note that I have a recommendation that I can give you and I can amend it to include the line item.  I knew that at one point but I had forgotten it.  It is very important and so I will give you something to work on if you are interested.



CHAIRMAN BRACEY:  Okay.



MS. FINLEY:  And then the second point I wanted to make to Darrell is that the second bite at the apple for an economic issue is supposed to come to this committee.  But currently we don't have economists, ethicists, lawyers or consumers and a number of other end-user communities.  As a result, I think we are really handicapped in being able to address some of these issues with the kind of expertise that I think would result in the most positive reception for our policy recommendation.



CHAIRMAN BRACEY:  Dr. Yomtovian.



DR. YOMTOVIAN:  But let's not lose the forest for the trees.  We didn't spend much time yesterday talking about the biovigilance, hemovigilance effort.  I mean, I think it got kind of lost.  I mean, that is  a very specific recommendation that we should make and make sure that it is a sustainable effort with the appropriate funding and it will provide important data, which will lead to prioritization and etcetera, etcetera.  I mean, that is a very specific and strong recommendation I think this group should make.



CHAIRMAN BRACEY:  That is an excellent point.  So instead of having it as a separate piece, as we discussed initially yesterday, layer it in as a specific piece for follow-up.



MS. FINLEY:  Dr. Bracey, didn't we make a recommendation on biovigilance a couple of meetings ago?  And didn't we make a mandatory recommendation?



CHAIRMAN BRACEY:  We did not make a mandatory recommendation.



MS. FINLEY:  Okay but it was an extremely well thought out and long recommendation.  I am seeing nods from PHS.



CHAIRMAN BRACEY:  It is there but the issue at hand, because there was activity along that front by the Department, but currently the issue is funding again.



MS. FINLEY:  Could we see the old recommendation?  The one that we actually presented?  Do we have access to the web and can we pull it up?



CHAIRMAN BRACEY:  I'll check.



MS. FINLEY:  Thank you.



CHAIRMAN BRACEY:  But the current issue --



MS. FINLEY:  Is we didn't fund it.  Yes.



CHAIRMAN BRACEY:  Well, it is partially funded but in order for it to be sustained, it needs additional funding.



MS. FINLEY:  Yes, I agree.  I think if we made a recommendation that is not funded, we should recommend then that our previous recommendation be funded.  But we should reference the old recommendation in the funding recommendation.



LCDR HENRY:  I think the old one has funding recommendations.



CHAIRMAN BRACEY:  Well so the funding, the infrastructure for the software, etcetera, etcetera, is covered by the government.  But the need right now is the sustained support and Darrell, you might want to talk about that.



DR. TRIULZI:  I will read some wording that Rich should have.  Hold on one second.



MS. FINLEY:  This is the old recommendation or the new one?



DR. TRIULZI:  No, this our new recommendation.



MS. FINLEY:  About funding.



DR. TRIULZI:  Right.



MS. FINLEY:  Our old recommendation.



DR. TRIULZI:  I have to read and see if the old recommendation addressed funding on an ongoing basis.



CHAIRMAN BRACEY:  Can we -- why don't we do this?  Let's pull up his current recommendation.  So let's just -- yes.



Yes, this is we talk about it but we talk about the elements of it.  I don't remember the funding piece, specifically.  But let's pull up his current recommendation.



DR. TRIULZI:  While they are pulling that up, I will just read to you what it says regarding funding.



It said, "The committee recognizes there are a number of potential long-term funding models, all of which include government funding, such as legislative set aside for direct payments or incremental reimbursement for the cost of all blood cells, organs and tissues.  And currently there is no committed long-term funding for biovigilance."



That would be the third paragraph.



CHAIRMAN BRACEY:  So specific actions here.



DR. TRIULZI:  At the bottom.



CHAIRMAN BRACEY:  At the bottom.  So here that the Department of Health and Human Services identify and provide short-term bridge funding to continue necessary pilot improvement phases.  And then two, convene a group of stakeholders to define the optimal long-term funding model for a national biovigilance program.



DR. TRIULZI: Right because we really didn't have time nor did we discuss the potential models.  I don't think we can pretend to solve what model is best and that is why the recommendation is in terms of a stakeholder.



CHAIRMAN BRACEY:  Dr. Ison.



DR. ISON:  The only thing that I would change is biovigilant programs.  Because actually the TTSN, which again we didn't hear  anything about, is through the pilot phase and basically stalled for similar reasons.  And so I think as we talked yesterday, keeping it open for both hemovigilance and other biovigilance programs.  Just so people are aware the TTSN is focused on tissue and organ biovigilance.



CHAIRMAN BRACEY:  So what we are talking about is extracting these two specific recommendations here and placing them at the end of the overall discussion and recognizing that the biovigilance programs would be a pool of data that would allow one to make informed decisions.  Does that seem fair?



Is that okay with you, Darrell?  Dr. Triulzi?



DR. TRIULZI:  That we --



CHAIRMAN BRACEY:  We are talking about taking these two specific recommendations and putting them at the end as specific recommendations --



DR. TRIULZI:  Yes.



CHAIRMAN BRACEY:  -- under the bigger point.  Okay.



Ms. Wiegmann.



MS. WIEGMANN:  Just one comment.  Theresa Wiegmann from AABB.  And other than being an AABB staff member, no conflicts.



On the biovigilance funding, one issue we are finding in trying to get funding for the program is that here is no funding to date committed to any of the analysis and the research that is needed to come out of the data.  So, I would urge that, if possible, if any resolution could address the need, that you not only need to collect the data, you need to analyze it so that you come up with whether the best interventions to improve patient care.



DR. TRIULZI:  It is in paragraph two.



MS. WIEGMANN:  Okay.



DR. TRIULZI:  If you scroll up.



MS. WIEGMANN:  Oh, sorry.  I missed that.  I'm sorry.  Great.  Sorry.  Thanks.



CHAIRMAN BRACEY:  Okay, so yes, Dr. Kouides.



DR. KOUIDES:  And are we going to put mandatory in there or in some other way?  I think, again, these don't have teeth if it is not mandatory.  I realize there is cost issues and the like but that is what we should move towards.  Any language we want to move towards that?



CHAIRMAN BRACEY:  Dr. Triulzi.



DR. TRIULZI:  Yes, I would be supportive of mandatory participation and to draw a distinction from mandatory reporting.



CHAIRMAN BRACEY:  Is that fair?  Dr. Sarode.



DR. SARODE:  I think it is important to make it mandatory because it then becomes part of the quality improvement in the hospitals and it is captured and reported in a timely fashion.



CHAIRMAN BRACEY:  Ms. Wiegmann.



MS. WIEGMANN:  Also on the end of that paragraph where you are right there, that last sentence is a little bit misleading because there is some very limited funding right now for biovigilance but there is no guarantee that it will continue.



So maybe it would say "Currently there is only very limited funding for biovigilance and no commitment to long-term funding."



CHAIRMAN BRACEY:  Okay.  So, one of the things that --



DR. SARODE:  But that is not correct.



CHAIRMAN BRACEY:  No she said that there is limited funding.



MS. WIEGMANN:  There is like Jerry's office has been generous in trying to piece together some money for whatever he can dig up for the donor program, CDC, Matt's office has some funding for the software and all.  And so there is some funding right now.  Obviously, we are doing something.  But it is not sufficient and there is no commitment guarantee that it is going to be there next year.



MS. BIRKOFER:  But can I just have a point of clarification, Teresa?  Are you referring to the National Biovigilance network that has funding now at one million?  Is that what you are referring to?



MS. WIEGMANN:  It is the hemovigilance side.



MS. BIRKOFER:  So there is funding but it is not sufficient.  It is limited.



MS. WIEGMANN:  And there is no commitment.



MS. BIRKOFER:  And it has a name, the National Biovigilance Network?



MS. WIEGMANN:  Yes.  It is really just an arm of it so it is the donor hemovigilance module and the transfusion recipient module of the U.S. Biovigilance.



CHAIRMAN BRACEY:  Okay, so a matter of process.  So, we have two documents.  One document is a larger question addressing decision-making and blood safety policy considerations.  And then we have the other document which specifically addresses biovigilance.  There is a need for additional, some meat or actionable items in the larger document.  And so what we are in the process of doing is transferring specific recommendations from the larger document -- sorry, from the smaller document to the larger document.  In doing so, some of the linkage may be lost, in terms of why is that necessary.  Although, it is within the larger document.  So the question that I have for the group right now is are we melding this into one document, rather than two?



Okay, so we are melding this into one document.  So, let's, you have made the first transfer, Rich, in terms of the -- okay.



So, what we want to do is we want to take, at the very end, there is specific action items under the biovigilance document numbers one and two.  And so we want to take numbers one and two and then transfer them to the end of the larger document.  And then we still need a piece that addresses funding not for the Department but for the Office.



Ms. Finley.



MS. FINLEY:  When you are ready --



CHAIRMAN BRACEY:  You have that piece.



MS. FINLEY:  For the Office?  Yes, I have that.  Well, at least something we can respond to.



But I want to go back to that biovigilance piece because it currently says no funding and that is not the case.  And I want specifics in this recommendation.  Do you have a rough idea, Theresa, how much money you are going to need to analyze the data you have or the data that you would like to get from the Biovigilance Network?



MS. WIEGMANN:  It is difficult to have a complete assessment of it because we don't know for sure how much it costs on CDC's side.  We tried to do some estimates from the private sector side that it would need approximately two million a year to do just the recipient side of it.



So, I would go back to saying again that there is either very limited or say woefully inadequate funding.  Something there.



MS. FINLEY:  No.  This is your chance to be specific.  Take it, please.  Say, you know, you think on a conservative estimate of two million dollars a year.  Put something in there that the Secretary can respond to, please.



But this is only the donor and recipient of hemovigilance and not including the TTSN.



MS. FINLEY: Okay well then, say that.  Just be as specific as you possibly can.



CHAIRMAN BRACEY:  So Rich, when you are at the longer document, we need to be specific about what it is.  It says, "The Department and Health and Human Services identify and provide short-term funding to continue the necessary pilot and recruitment phases of" -- and what is the title?



DR. TRIULZI:  National Biovigilance --



CHAIRMAN BRACEY:  National Biovigilance.



DR. TRIULZI:  Network.



CHAIRMAN BRACEY:  Dr. St. Martin.



LCDR ST. MARTIN:  I guess I think Mike Ison has tried to make this point clear before.  The very first two introductory paragraphs that just sort of lay down the background, we have added transplantation in there.  We have not had any in-depth discussion during this meeting.  But I did want to -- if it hasn't been clear to the committee that the hemovigilance part of what was presented and the gaps were presented, there is still work being done on the organ and tissue part of that report.  And the report is still in draft.  So what you have heard is not the final or it is not the full.  You know, you don't have the whole context of everything that was presented on the hemovigilance side.



Some of the recommendations I just am a little leery about making things too specific regarding what is needed for organs and tissues at this point, when you haven't received all of that information. There are some things that are cross-cutting that will probably serve for organs and tissues as well. Then there are other things that may be more specific that I don't want to put all of our eggs in this basket and not have another basket to use to clarify what we need for organs and tissues.



CHAIRMAN BRACEY:  So my point would be that the specific recommendations -- further evaluation of specific needs for biosafety decision and transplantation and tissue should be or need to be considered.  You know, a language that discusses that.



Would that be acceptable to indicate that work needs to be done on the tissue -- Dr. Ison?



DR. ISON:  Again, this is where we are being asked to make comments on something.  And by excluding and including the organ and tissue side, we may be actually limiting the capacity to fund some of this which is part of what makes me nervous.  Yet we haven't heard anything to really say, you know, where we should go.



I know for a fact that the TTSN has completed its piloting phase, has that data that has been collected and is in the process of analyzing that.  So in some regards, we may actually be a little bit ahead of the hemovigilance side.  But there is, as far as I am aware, no funding to move it forward and make it an established program.



So my personal feeling is that I do think that we need to get more information at the next meeting about the TTSN.  But that I think that we should still leave the recommendation broad for biovigilance so that it is a real issue for the organ and tissue population and at least my understanding is the TTSN part is a separate module in the whole biovigilance component and that there isn't a plan at this point to merge the blood and the organ and tissue as one unified system.  I may be wrong but that is sort of my understanding.



CHAIRMAN BRACEY:  So in terms of --



DR. ISON:  So basically what I am saying is I wouldn't specifically mean that the program --



CHAIRMAN BRACEY:  But included in the bigger picture of biovigilance funding to be used for this in the broader picture.



DR. ISON:  Correct.



CHAIRMAN BRACEY:  Okay.  Dr. Triulzi.



DR. TRIULZI:  Yes, Jerry, this would be a question for you.  Would you be comfortable if we did not put a specific number in and when the Assistant Secretary asked you for what are we talking about here, that you could provide, since you have been very much involved in the task force at least on the hemovigilance side, you could provide the ballpark numbers?  Or do you think that we should put those numbers in?



DR. HOLMBERG:  Well it would help to have a number in there but I think in the interest of time, I think that we can come back.  We can provide the details on that.



CHAIRMAN BRACEY:  So we have specific language on the biovigilance support, the need for funding in biovigilance.  We haven't addressed the statement that Ms. Finley has -- Dr. Ison?



DR. ISON:  I was just going to say I would actually be strongly opposed to putting a financial amount in this for a couple of reasons.  We haven't had enough information to really have an estimate of how much it truly would cost.  And it would really make me nervous if we put two million dollars in there, that was what was appropriated, and then transplant would be screwed over again and get zero dollars.



MS. BIRKOFER:  I'm sorry.  I just need to comment.  It is documented.  I mean, for whatever people, you know, value the internet, that the U.S. Biovigilance Network raised one million dollars in private contributions, so this is a public-private partnership, and they are seeking an additional two million dollars in support to complete development and implement the program.



So, I mean, there is no ambiguity with regard to the funding needed.  It is out there.  It has been out there since 2008.



And to Ms. Finley's point, we as a committee had a recommendation on this, I don't remember how long ago, but this is not new.



CHAIRMAN BRACEY:  Well, yes.  But the funding request is new because what we asked for didn't fund the entire program because of the partnership piece.  But -- Ms. Wiegmann.



MS. WIEGMANN:  That funding is just for the blood.  So it is not for organ and actually UNOS signed on to a letter asking for the blood but not for -- we didn't speak to organ.



CHAIRMAN BRACEY:  So I mean, specific numbers in the discussion that we have are problematic.  At least as I see it, I would rather leave it open.



Dr. Lopez-Plaza.



DR. LOPEZ-PLAZA:  Wouldn't it be easier if we, we cannot make a general biovigilance statement regarding funding a request for funding report to make this an extended supportable program.  And then under that make specific statements regarding the hemovigilance, the tissues and the transplantation.  And then that way, because one is a further step than the other one, you are still addressing them and giving them the same importance.



CHAIRMAN BRACEY:  Well I think Dr. Isom was saying his preference was to keep it --



DR. ISON:  Yes, but I think that is a reasonable issue.  And personally I think the way that at least sentence two is listed makes a lot of sense.  We are saying long-term funding for a National Biovigilance, including blood tissue and organ.  So that is relatively expansive.  But at the same time, I agree.  I think putting exact money numbers, number one, I don't think we have a good sense of how much money is actually really needed.  And again, we haven't had any response on the blood and tissue TTSN to have a sense even -- and I don't even know what the relative amount of money that would be needed.



CHAIRMAN BRACEY:  So in the interest of time, can we get Ms. Finley's statement to support the Office?  Statement of support for the Office.



MS. FINLEY:  The advisory committee notes a lack of -- you don't have to take this.  It is just you know, written down.  We can work on it.  Notes a lack of a consistent home for blood activities in HHS since the establishment of a blood coordination function by Secretary Shalala -- I'm sorry.  I was going way too fast.



The establishment of a blood coordination function by Secretary Shalala in 1995 in response to the IOM report.



CHAIRMAN BRACEY:  And so there is another element, which is that --



MS. FINLEY:  Yes, I am not done yet.



CHAIRMAN BRACEY:  Oh, okay.



MS. FINLEY:  The advisory committee urges the Department and the Secretary -- well actually the one element is that the responsibilities for coordination of blood activity in the Department have moved between the offices of the Assistant Secretary for Health and the Surgeon General.



LCDR HENRY:  They have never fluctuated between those two offices.



MS. FINLEY:  Okay then how do we want to say that we haven't -- all right, let me do the second part.  We can come back to that.



The committee urges the Department and the Secretary to situate the coordination of blood activities in a, do we want to say in its own office, and to ensure stable and adequate visibility, staff, and funding for blood activities.



CHAIRMAN BRACEY:  I like that.  Can you say that one more time?  Dr. Epstein.



DR. EPSTEIN:  I think a statement about stabilization of the responsible oversight within the HHS is important.



I have a technical question.  I'm not sure it ever left the ASH, to tell you the  truth.  I think the ASH has sometimes --



MS. FINLEY:  The ASH left.



DR. EPSTEIN:  -- been the Surgeon General.  No, no, but then there is always an Acting ASH.  I think the problem is that the ASH has sometimes also been the Surgeon General.



MS. FINLEY:  Okay.



DR. EPSTEIN:  But that the responsibility from the standpoint of the HHS has always been with the ASH or Acting ASH.



So I am not sure we should really focus on that --



MS. FINLEY:  Okay.



DR. EPSTEIN:  -- so much as the need to stabilize it.  And I think that has as much to do with a funded unit as anything else.



MS. FINLEY:  All right.



DR. EPSTEIN:  I want to come back through to the architecture of the statement as a whole.



CHAIRMAN BRACEY:  Sure.



DR. EPSTEIN:  First of all, with respect to the first paragraph, I don't think we need that paragraph because that is just a reiteration of what is already in the charter.  So you know, stating that that is our responsibility, well you know, that is true but we know this.  It is in the charter.



I think we can just start with the second paragraph.  In the second paragraph, we speak only about blood.  We have to decide if today's conversation and today's recommendations are of greater scope.  I think they are, as long as we craft them right.



So, I would say that it is just scientific consideration paramount in guiding policy making on blood, organ, cells, tissues.  Okay?



CHAIRMAN BRACEY:  Blood, organ, cells, and tissues.



DR. EPSTEIN:  Right.  Or however that wording is used in the charter, whether it is  transfusion and transplantation I think is the terms in the charter.



DR. HOLMBERG:  Transfusion and transplantation safety.



DR. EPSTEIN:  Yes, so it is decisions on transfusion and transplantation safety.



I think there is some redundancy here in the text, starting with the sentence, "In this context."  I think that sentence and the following sentence can be struck without any loss of content because it reiterates things said later.




So it would go on and say ultimately "safety and not economic considerations should be the primary feature considered.  However, decisions should not be made in an economic void."



I think that encapsulates why we have been talking about what we have been talking about today.  So, I think that is it and I don't think we need the antecedent two sentences.



MS. FINLEY:  Dr.  Bracey, I didn't get to put the line item in my recommendation.



CHAIRMAN BRACEY:  Oh, we will.



MS. FINLEY:  Okay.



CHAIRMAN BRACEY:  We will.



DR. EPSTEIN:  We will.



MS. FINLEY:  Okay, I just didn't want to lose that concept.



DR. EPSTEIN:  All right.  And then when it says blood decisions, it should just be decisions or safety decisions or transplantation or transfusion.  But it can just say safety decisions made in an ethical transparent manner.



Okay, so then what I think is needed is simply a little bit of a prelude that the advisory committee recognized certain specific issues and recommends certain enhancements.  Something like that.



CHAIRMAN BRACEY:  So prelude is right here.  So the advisory committee --



DR. EPSTEIN:  In the area of transfusion and transplantation safety policy making, the advisory committee recognized certain issues --



DR. ISON:  Transfusion and transplantation safety.  So this would be one area where I think this is where we need --



DR. EPSTEIN:  Yes, this is where I am trying to pull things together.



CHAIRMAN BRACEY:  The advisory committee --



DR. ISON:  The point that I am making though is this is where I think we start.  I agree being expansive is a good idea but we really only got information specific for transfusion.  So this may be where it would be time to --



DR. EPSTEIN:  Right but I am saying identified certain issues or certain areas where enhancements are needed.



And I think actually the recommendations needs a little antecedent statement about what the issue is.



So, I think you know, area one, you know just (1) or (A), however you want to put it, is stabilization of the role of HHS in the decisional process.  Something along those lines.  We can refine it.  And then sort of the problem statement is that the infrastructure and resource commitment of the blood safety unit at HHS has fluctuated.



And then we bring up Anne Marie's text on what the recommendation is.  The recommendation is, you know, firmly established the responsibility of the ASH for oversight of, you know, transfusion, transplantation and safety and ensure a stable funding of an appropriate staff.



MS. FINLEY:  Through a line item in the Secretary's budget.



DR. EPSTEIN:  Well that's fine.  I'm just getting at the --



MS. FINLEY:  No, I understand.  I am just following.



DR. EPSTEIN:  -- crux here of a problem statement and then a recommendation.



CHAIRMAN BRACEY: So the infrastructure --



DR. EPSTEIN:  So the issue is stabilization of the role of HHS in the decisional process.  That is the issue statement.  That is a heading.  Right.



And then we need something that states what the issue is, which is that the infrastructure and funding support for the blood -- I'm sorry -- for the transfusion and transplantation unit or component --



MS. FINLEY:  Or function.



DR. EPSTEIN:  -- or function.  That's better.  -- function of HHS has varied with time.



DR. HOLMBERG:  Would it be helpful then up above in the transfusion and transplantation decisional process?



DR. ISON:  I guess the question that I have and again, maybe it is my lack of understanding, but there is a marked difference in the way the blood organs and tissues are regulated and managed within the Department.



CHAIRMAN BRACEY:  That is a good point.



DR. ISON:  So again, this is where I think we didn't have enough information on this topic to really inform related to transplantation.  So this may be an area where --



DR. EPSTEIN:  See, what I think what is being missed here, the public health agencies will report to the ASH.  That there is a science infrastructure under the ASH which, you know, Jerry has been heading, and that issues related to transplantation and transfusion safety get discussed in a committee which we used to call the Blood Safety Committee.  It is now the what, the BSAAC.  How do you translate BSAAC.  And that they all are under the ASH but the infrastructure, the funding, the organizational structure, has simply been unstable.



You know, sometimes Jerry has reported directly the ASH, sometimes to a Deputy.  Sometimes ASPR is there.  Sometimes ASPR is not there.  The point is that it is not well-defined and it is certainly not stably funded.  So, there is an issue.



DR. ISON:  Can I ask, Dr. Bowman, do you feel comfortable with that?



DR. BOWMAN:  Well, it looks like the committee is getting rather prescriptive with some of the organizational functions and roles within the Department.  And I can't speak too much with long-term experience with that.  Maybe Jay or Jerry could.



But it might be more appropriate to express the sentiments of the committee that what you really want is some stability, and some cohesiveness, and I don't want to say  concentrated, but some focus and cohesiveness of blood and transplantation safety within some sort of a core role in the Department that can be addressed and access to.  This looks very prescriptive to me.



CHAIRMAN BRACEY:  Then you are saying that the problem is -- you think that is prescriptive?



MS. FINLEY:  No, this has been very well established and we did share with the committee the sworn testimony of the Secretary.  And in the report that has also been addressed that the committee was provided.



So I would say that we have discussed this as an issue or that we provided enough information that we can safely state that there has been a problem with adequate funding.  And like I said, it is a political problem.  It is a funding problem.  And it is not entirely a departmental issue.  But I am very comfortable making that recommendation.



LCDR ST. MARTIN:  And thee is no issue with transfusion in that statement.  I think the issues is transplantation.



MS. FINLEY:  Okay.



LCDR ST. MARTIN:  Organs and tissue.



MS. FINLEY:  Well then we can be silent on organs.



CHAIRMAN BRACEY:  If we are silent on transplantation will everyone be confident?  So then we will remain silent on the transplantation. 



MS. FINLEY:  Get to a microphone  ‑‑ he asked that you get to a microphone, Dr. Bracey.



CHAIRMAN BRACEY:  Sorry.  So at any rate, we are going to stick with transfusion rather than transfusion and transplantation.



Okay, so the infrastructure and funding for the transfusion safety -- well, we could just leave it as transfusion safety.  I don't know that we need to mention availability.



Function of HHS is then or has been unstable and under-funded.



DR. EPSTEIN:  I think unstable covers what is under funding.  And then under that would come the recommendation.  I am not sure we have reached consensus on the recommendation but it something about defining and supporting this function.



CHAIRMAN BRACEY:  So, Ms. Finley, you did have a funding line item.



MS. FINLEY:  Yes.  The committee recognizes the importance of stability in the tension staff and resources and recommends a line item for the office of -- for the blood and tissue office, whatever you want to call it, to ensure stable and adequate blood activities.



CHAIRMAN BRACEY:  So the committee recognizes the importance of stability -- how did you state it?  And recognizes a line item for support.



MS. FINLEY:  Yes, recognizes the importance of stability in staff and funding.



CHAIRMAN BRACEY:  Oh, yes.



MS. FINLEY:  For blood, etcetera activities.



CHAIRMAN BRACEY:  Yes, because as I said, blood safety.



MS. FINLEY:  Okay.



DR. HOLMBERG:  Well, would you consider that too prescriptive Jim, if it was funding for transplantation or transfusion and transplantation safety?



I mean, especially when we start talking about biovigilance.  We are trying to support the TTSN.



DR. BOWMAN:  No, I agree that the TTSN and other transplant safety issues are a whole different matter that hadn't even really been brought up at this.  And so a recommendation would probably be forthcoming at some point.  But I am not sure that you can actually make that, based on what we have heard in the last two days.



CHAIRMAN BRACEY:  And so we would recommend establishing a line item, a budget line item.



MS. FINLEY:  A budget line item or a line item in the Secretary's budget for, is it this office, these activities, to ensure stability and adequacy.



DR. HOLMBERG:  These activities.



MS. FINLEY:  Okay.



CHAIRMAN BRACEY:  It supports in establishing a line item budget.



DR. EPSTEIN:  This is just editorial but since it is the recommendation itself, I think it should say recognize the importance of stability in staff and funding, the committee recommends that.



CHAIRMAN BRACEY:  Oh, okay.



DR. EPSTEIN:  No, just take out the committee.  Just recognizing the importance.



CHAIRMAN BRACEY:  The committee supports, there will be a comma after safety.



DR. EPSTEIN:  No.  The committee recommends.  Recommending points of stability and staff and funding for transfusion safety within HHS.



MS. FINLEY:  And supports establishing a line item in the Secretary's budget.



DR. EPSTEIN:  No.  The committee recommends --



MS. FINLEY:  Okay.



DR. EPSTEIN:  -- establishment of.



CHAIRMAN BRACEY:  Yes, establishment of a line item for support of the office.



MS. FINLEY:  Yes.



DR. EPSTEIN:  In support of function.



CHAIRMAN BRACEY:  In support of function.



MS. FINLEY:  A line item in the Secretary's budget for support of the office.  Okay.



CHAIRMAN BRACEY:  Oh, okay.



MS. FINLEY:  Did we -- we didn't agree about OPHS.  Can we just take that out?  Because if there is a reorg, I don't want to tie it to something.



CHAIRMAN BRACEY:  Good point.



MS. FINLEY:  And I just wanted to state, Dr. Bracey, that I think there is one other issue that we haven't covered in the recommendation.  I have one and I just didn't want it to get too late --



CHAIRMAN BRACEY:  Okay.



MS. FINLEY:  -- without letting you know about that.



CHAIRMAN BRACEY:  Right.



DR. EPSTEIN:  So back to the architecture.



CHAIRMAN BRACEY:  Yes.



DR. EPSTEIN:  So I think the next item has to do with access to critical information.



CHAIRMAN BRACEY:  Okay.  As a header?



DR. EPSTEIN:  So again we need a header, which is access to critical information.



CHAIRMAN BRACEY:  No actually that would go further down.  Shouldn't it?



DR. EPSTEIN:  No, I think it is just your next header.



CHAIRMAN BRACEY:  Oh, yes, this is the reporting system.  Yes.



DR. EPSTEIN:  Yes, it is about reporting system.  And then we need again an issue statement, which is that you know, high quality decision-making requires access to information that would permit meaningful risk assessment and projection of the impact of decisions.  Something along those lines.



CHAIRMAN BRACEY:  And projection of the impact of decisions.



DR. POMPER:  Can you say "requires accurate information that would permit meaningful," rather than just access to?



DR. EPSTEIN:  Access to accurate information.



CHAIRMAN BRACEY:  Yes, access.  All right.



Now we need something for --



DR. EPSTEIN:  And then I would say, you know, in particular, you know, and this is about a robust and sustained biovigilance reporting system.



CHAIRMAN BRACEY:  Okay, you can delete everything up to "a robust."  Delete development through support of.



DR. EPSTEIN:  Again, the concept here is a robust and sustained reporting system for safety monitoring of transfusion.  Again, we can have a debate whether it is and transplantation.  But a robust and sustained. 



And then the recommendation item is going to be funding mechanisms.



CHAIRMAN BRACEY:  Add sustained right there.  All right.



DR. EPSTEIN:  You want to take out two,  and then just pull that back up to the sentence starting "in particular."  So, in particular a robust and sustained biovigilance reporting network for -- I just think it should say for monitoring transfusion safety.



DR. TRIULZI:  Yes, I would say if we are not going to put funding in for transplantation, we shouldn't put that in the statement above it.



CHAIRMAN BRACEY:  Or monitoring transfusion safety.



DR. TRIULZI:  Are you all right with that, Michael?



DR. ISON:  I was actually going to say no, I am not.  I think we should include transfusion and transplant safety because again, this goes back to some discussions that we have had at previous meetings that it is clearly recognized that we need a biovigilance system that addresses all of these areas.



My big concern is I think if you start putting actual numbers in, then it may not be appropriately inclusive.  So, I would include the fact that there are --



CHAIRMAN BRACEY:  So go down to the next --



DR. EPSTEIN:  Maybe what we have here already is the recommendation.  So, recognizing that a robust sustained system reporting network isn't essential.



CHAIRMAN BRACEY:  Move down there.



DR. ISON:  Is essential.



DR. EPSTEIN:  Is essential.



CHAIRMAN BRACEY:  Is essential, yes.



DR. EPSTEIN:  Is essential.  The committee recommends that.  And then we need  to pull up the piece about the funding.



CHAIRMAN BRACEY:  The piece from below.



DR. EPSTEIN:  There is a piece below about the funding.



CHAIRMAN BRACEY:  Right here.  Yes, both of those.



The Department of Health and Human Services identify and provide short-term bridge funding to continue the necessary pilot and recruitment phases of the National Biovigilance Network when we convene as a group of stakeholders to define optimum long-term funding for National Biovigilance including blood, tissues, and organs program.



Okay, so we get that piece but then the issue that --



DR. EPSTEIN:  I think your next piece is on prioritization.



CHAIRMAN BRACEY:  Yes.  So as a header, okay.



DR. EPSTEIN:  So prioritization --



CHAIRMAN BRACEY:  Of threats?



DR. EPSTEIN:  No, that is what we are going to prioritize.  But we are talking here, this is the larger picture is we are talking about the decisional process.  So we could say prioritization of interventions or issues.



MS. FINLEY:  We didn't take testimony on prioritization or how to do that.



CHAIRMAN BRACEY:  Well, we had discussion as to whether or not prioritization was active and needed to be incorporated.  And I think the consensus was that it was --



DR. EPSTEIN:  Yes, let me state what I think the issue is.  And if we feel we didn't deal with it then we can quash it.  But I think the issue that we were at least dancing around is along the lines that whereas optimizing transfusion and transplantation safety is a universally shared goal, policy making without overt consideration of costs can have adverse impacts on the allocation of limited health resources.



I do think that is what we have been talking about for two days.



MS. FINLEY:  Well, we have but there are some other issues here, including, you know, it is not just the cost of the technology that is driving this.  It is the reimbursements, which we all agree on.  And we have not, the reimbursement hasn't kept pace with these kinds of things.



This goes to hospital billing, which I can tell you from working on this issue, they are not billing.  Or they in many cases do not bill the way they could and collect that and then they turn on the blood collection organizations and say they won't pay.



DR. EPSTEIN:  It does say cost implications or system-wide implications.  Because I think what falls under that is several things.  What falls under it is the need to prioritize safety interventions based on outcome to patients, the need for alignment of funding mechanisms for transfusion, transplantation and policies with policy making.  And even I think the issue of no-fault compensation for injury.



MS. FINLEY:  Actually, I like the way you put that.  And I have the no-fault or the bearing of risk by the patient's issue written up.



DR. EPSTEIN:  Right.



MS. FINLEY:  So yes, I like the way you wrote that.



CHAIRMAN BRACEY:  So we have to take the problem statement, which is whereas --



DR. EPSTEIN:  The problem statement, as I framed it is that "Whereas optimizing the safety of transfusion and transplantation is a universally shared goal, policy making without overt consideration of cost and other systemic implications can have adverse impact on the allocation of limited health resources," and we can say "and on patient health."




CHAIRMAN BRACEY:  Yes, that is good.



DR. EPSTEIN:  And we can play with it but I think that is the core idea that a lot of recommendations will lie under.



CHAIRMAN BRACEY:  Thank you.



DR. EPSTEIN:  So I think the recommendations that we then bring under this are --



CHAIRMAN BRACEY:  Well I guess the question again though is how blah do you want it to be in terms of incorporating -- in our discussions we didn't have much that we dealt with vis-a-vis transplantation.



DR. ISON:  I think for this introductory statement it is very appropriate because again, safety is a shared interest, irrespective of whether it is tissue, organs or blood.  But recommendations should probably be specific to blood.



CHAIRMAN BRACEY:  Specific to transfusions.



DR. LOPEZ-PLAZA:  We keep bringing back that we have not talked enough about transplantation and I think that that should be a recommendation at the end that although we know, we need to actually focus one of these meeting on completely on transplantation.  I mean, I think that would be a very wise recommendation.



CHAIRMAN BRACEY:  All right.



So, is there a general agreement with the problem statement?  Dr. Axelrod.



DR. AXELROD:  Can I also comment again, you know the issue of cost versus cost efficiency or versus reimbursement.  I think we need to have reimbursement in there because that is the real issue, even if it is low cost without reimbursement.  It is again, is that zero sum game. 



CHAIRMAN BRACEY:  Right.  Okay.  Excellent point.



MS. FINLEY:  I have problem with introducing the concept of equalizing cost implications here when we don't do that for other health technologies.



CHAIRMAN BRACEY:  When you speak of equalizing you mean ensuring that there is an alignment between the --



MS. FINLEY:  No.  I don't have a problem with the alignment but the overall statement, I think, is too broad.  In other words, I don't think it is our job to state that the entire, you know, the healthcare system needs to consider cost.  I am not saying that we should not consider cost.  I am saying that I don't think, I think that as far as I am aware, the first introduction of the concept of cost in decision-making.



And again, decision-makings made by FDA on a lot of these products that are driving the concerns that the blood collection organizations have.  And it is a very sticky wicket to start stating that those kinds of decisions for both approval and adoption need to consider cost.  I am just not comfortable with the broadness of that statement.



CHAIRMAN BRACEY:  Yes, but I guess part of the duck trail --



DR. TRIULZI:  Just a suggestion, Anne Marie, if the word "goal" in the second line was changed to priority so that safety is a universally shared priority, policy making without overt consideration of cost implies that that is a secondary issue.



MS. FINLEY:  I don't actually consider the wording of that to be secondary.  And do we still have the concept early in the document that safety is first priority or did we take that out?



CHAIRMAN BRACEY:  I think we struck that.



MS. FINLEY:  Okay, then I am not really comfortable with that paragraph.



CHAIRMAN BRACEY:  Well actually, we struck out the other --



DR. EPSTEIN:  No, no.  It is still there.  It says "Ultimately safety and not economic considerations should be the primary feature considered."  That is still there.



CHAIRMAN BRACEY:  Right.  We took out the redundant piece.



MS. FINLEY:  Okay.



CHAIRMAN BRACEY:  No leave it in.  Leave it.  Don't take this out.



So on the preamble --



MS. FINLEY:  That was your change?



DR. TRIULZI:  Change that to priority.



MS. FINLEY:  Priority.



CHAIRMAN BRACEY:  So instead of shared goals, shared priority.



All right.  Well, let's --



MS. FINLEY:  I am not -- I have an issue also with patient healthcare because I think that in the record what we heard was TACO was cited as the example.  All right but that is in fact a human error.



CHAIRMAN BRACEY:  No, no, that is not a human error.  No, it is training people how to transfuse rather than the best --



MS. FINLEY:  I'm sorry.  I didn't hear you.



CHAIRMAN BRACEY:  It is training people how to apply blood transfusion in the safest manner.



MS. FINLEY:  But that is human.  



CHAIRMAN BRACEY:  Well, no, it is --



MS. FINLEY:  That is in there. That is a human factor issue.



CHAIRMAN BRACEY:  It is an unknown.  When you use any medical therapy, you have to explore how best to apply the therapy.



MS. FINLEY:  Okay but in this case, it is the speed at which you administer the product that is --



CHAIRMAN BRACEY:  Yes, but it is ‑‑ so there are patients that are more at risk for overload than others and it is unknown as to which categories of patients because it has been inadequately studied.  It is not really an error.



MS. FINLEY:  Okay and then it had a long and sorry history in this particular policy area of road assumptions by regulated industry about allocation of limited health resources and using that as a shield for other things that are more economic considerations for a particular industry.



I think that is explosive.  Those two phrases.



DR. HOLMBERG:  Can you cut it off at systematic implications?



MS. FINLEY:  That would be fine with me.



DR. HOLMBERG:  After implications.



CHAIRMAN BRACEY:  So, let's see.  So saying that "Whereas optimizing the safety of transfusion and transplantation a universally shared priority."  No, you are missing out --



DR. AXELROD:  Yes, I don't understand.  I mean, the whole issue is by focusing on using monies on one part is actually going to cause more patient harm in another area.  So, --



MS. FINLEY:  I don't think you made that case today.  I don't think that the blood collection organizations made that case, at least to my satisfaction for TACO.



CHAIRMAN BRACEY:  So what if we, instead of said "can," substitute "may" to soften it?  I mean it is something that is considered in many forums as possibly related because you shift your resources from one pot to another.



MS. FINLEY:  All right, yes.  I will accept that.  Thank you.



CHAIRMAN BRACEY:  All right.  Can you -- oh, you did it.



Dr. Lopez-Plaza.



DR. LOPEZ-PLAZA:  No, I was just, you know, I mean, we have to be careful how that is said because we can undermine what the initial statement.  I mean again, from hearing the end-users, the patients, they were very sensitive about this cost business so I think we need to be super careful on how we phrase that because we could undermine the entire statement.



I mean can we look at economic impact?  Can we use something that is -- I just, you know, I think that kind of, for me I read it and the one thing that focuses that we want to have some kind of cost containment.  That what we are doing is too expensive and we want to make it cheaper or less expensive or whatever.



CHAIRMAN BRACEY:  No, no. I think that the point that is being made here is that if you have a safety mandate, unless if it is funded, then there is an infinite pool of resources and so you will shift your resources.  And I mean, the reality is that you would have less money to use in promoting safety if you have to adopt unfunded mandates.



MS. FINLEY:  Well then that is what you should be saying.



DR. LOPEZ-PLAZA:  Yes, but we talk about funding not about cost.



CHAIRMAN BRACEY:  Dr. Yomtovian.



DR. YOMTOVIAN:  I think one of the context that this had come up in yesterday was again going back to the biovigilance where the blood centers, you know, would be struggling with the thought of putting a whatever, an increased price, a tax, whatever you want to call it, on blood and trying to recoup it from the hospital.  And that would be an area that certainly, you know, could suffer if you are spending money on other things.



So, I mean, there is a nice tie in there if we choose to use it.  I didn't really get it in terms of transfusion associated circulatory overload, per se but there are many potential applications but the one at hand that we are all trying to get funded and monies are not imminently available is the biovigilance program.  I mean, that needs money.  You need to get money in there.



CHAIRMAN BRACEY:  Dr. Bianco.



DR. BIANCO:  Just a suggestion.  Instead of over consideration just maybe without adequate means and then you could add the word cost.



CHAIRMAN BRACEY:  That is a good point.



MS. FINLEY:  Without adequate reimbursement is the suggestion. 



CHAIRMAN BRACEY:  Is that okay with the committee?



MS. FINLEY:  Reimbursement consideration.



DR. EPSTEIN:  I think that is one of the core issues but it kind of completely puts aside this whole issue of the cost benefit analysis, which is what we were asked to consider.



DR. BIANCO:  Cost effectiveness.



DR. EPSTEIN:  Yes, cost effectiveness, yes.  So it kind of skirts that  whole issue if you drop it. 



DR. TRIULZI:  I think we should be clear that there is two issues that are around finances.



DR. EPSTEIN:  That is right.



DR. TRIULZI:  Then I really think we can be clear.



MS. FINLEY:  But the issue of cost effectiveness was not presented by economists today.  And we didn't look specifically at case studies.  I don't think the record supports that.



CHAIRMAN BRACEY:  Well we are not saying that it is -- we are not prescribing a specific approach but the notion of cost.



MS. FINLEY:  Well except that the notion of cost effectiveness was declined by the House and the Senate in the recent Stim. Bill and replaced with the concept of clinical effectiveness.  And that was considered a big win by the bioscience industry.



So, I am not going to endorse the concept of cost effectiveness.  I think that is a very loaded term, especially in policy circles, and we do not have a record to support it.  There are clearly commercial concerns behind the issue of cost effectiveness, which is fine but I don't think the record supports and analysis of that, an endorsement by this committee of cost effectiveness.



CHAIRMAN BRACEY:  So, as opposed to addressing the issues of cost effectiveness, the recurring issue or comment was about funding.



MS. FINLEY:  Yes.  I mean, I think that is what the real concern is.



CHAIRMAN BRACEY:  What if we shifted it to state the policy making without  adequate consideration of funding or something to that sort.



MS. FINLEY:  Yes, that is fine.



DR. EPSTEIN:  Anne Marie, if we just strike the word cost, are you okay with the rest of it?



MS. FINLEY:  Without overt consideration --



DR. EPSTEIN:  -- consideration of reimbursement and other systemic implications.



MS. FINLEY:  Yes, that is fine.



CHAIRMAN BRACEY:  Yes, that sounds good.



MS. FINLEY:  Yes.  Thank you.



CHAIRMAN BRACEY:  Okay, so that covers the funding piece.  All right.



Comment.  Is it Dr. Triulzi you had a comment?  Okay, so then we go down to -- now under these specific items then, we need an action item.



Ongoing assessment of -- so this should include -- so the following statements -- this should include or -- any ideas on deleting?



Okay, this should include and then you would have ongoing assessment of transfusion risk and prioritization of threats, including focus on the following elements.



Comments?  Yes, Dr. Epstein.



DR. EPSTEIN:  Yes, a couple of things.  First, I think that it is an assessment of the threats, the available interventions and critical research needs.  It is not just an evaluation of threats.



CHAIRMAN BRACEY:  So --



DR. EPSTEIN:  There is also technologies.  Right?



CHAIRMAN BRACEY:  Yes.



DR. EPSTEIN:  It's basically threats and opportunities.  And I think that the opportunities sort of fall into two bins, which is what are the technologies at hand and what are the ones you could prioritize developing.  But I think if we just say threats and opportunities.



And then whereas I don't object to any of the specific A, B, C, D's, I think we shouldn't spell that out because there are lots of additional considerations that aren't necessarily captured in the particular A, B, C, D's.



All of them are correct.



CHAIRMAN BRACEY:  So rather than just not state them specifically.



DR. EPSTEIN:  I don't think we need to.  I think it implicit when you do an assessment that you are going to look at those things.



CHAIRMAN BRACEY:  Okay.  And so then we could scratch all the way back to threats and opportunities.  All right.



We have already talked about funding.



DR. EPSTEIN:  Yes.



DR. LOPEZ-PLAZA:  I mean, I think we need something that will very clearly show what is acceptable and what is not acceptable in our workshop.



CHAIRMAN BRACEY:  Okay, so well that really talks about really bringing stakeholders together for --



DR. LOPEZ-PLAZA:  No, I mean, I think we have different concepts.  What the scientists think is an acceptable risk may be very different from what the family -- and that  is a risk and I think we need to bring that to a discussion so there might be a more general concept for that.  And then I think the consideration of cost, priorities, and everything could be falling then in place, too.



CHAIRMAN BRACEY:  Can we put a hold on that thought about the workshop and then let's go back. 



And so currently -- did we get through --



DR. EPSTEIN:  Rich, I think it is better to make the topics alphabetic so that we can number the actual recommendations.



CHAIRMAN BRACEY:  Yes, that's it.  Specific recommendation.



LCDR HENRY:  Is number four a recommendation?



CHAIRMAN BRACEY:  Yes.



DR. TRIULZI:  So a recommendation under four could be the pathogen reduction conference, because that really allows you to assess that opportunity.



CHAIRMAN BRACEY:  Okay.



DR. EPSTEIN:  Could I just comment on that?  Because this committee spent an entire meeting talking about pathogen reduction, made recommendations, identified it as a high public health priority.  HHS has responded by creating a task group.  NIH convened a meeting of technical experts.  I'm not sure we need to repeat all of that.



CHAIRMAN BRACEY:  Can I just take it back to the top so we can make sure we have got everything covered in the landscape here?



So we have already, I think, pretty much agreed on the language in the preamble, more or less.



And then we get to the statement of problems.  Stabilization of the role of HHS in the decisional process.  And we have made the recommendation here.  We talk about access to the critical healthcare information.  We talk about prioritization of the issues.



And then, that's it.



MS. FINLEY:  No, there is still my recommendation.



CHAIRMAN BRACEY:  Okay but let me -- so right here, I am just wanting to make sure that we can -- the rationale for needing safety enhancements must be communicated to all stakeholders.



MS. FINLEY:  And may I add to that?



CHAIRMAN BRACEY:  Yes.  So this is something we haven't bulleted though, about communications.



DR. EPSTEIN:  Yes, something needs to be said about a need to increase transparency and inclusiveness.  And then that is what lead to the recommendation about communication.



MS. FINLEY:  But getting back to what Dr. Bracey --



CHAIRMAN BRACEY:  So can we say increasing transparency and inclusiveness?



MS. FINLEY:  No.  There are two things here.  I can give you the transparency inclusiveness.



CHAIRMAN BRACEY:  Okay.



MS. FINLEY:  But we need to recognize the role of risk and who bears the  risk and the cost here.  And that needs to be somewhere in the preamble.  And then there needs to be a recommendation that the advisory committee recognizes that the risk of blood injury is borne by the patient and as a result we need to, the Department should further evaluate the role of compensation for blood injuries in setting national tolerances for risk in transfusion and transplantation decisions.



CHAIRMAN BRACEY:  Committee -- thoughts on that?  I mean, I guess the one thing that I think is that our focus is largely on safety and not necessarily the reimbursement piece.



MS. FINLEY:  But we just covered reimbursement up here.



CHAIRMAN BRACEY:  No, I am talking about reimbursement for injuries.



MS. FINLEY:  We don't' have any reimbursement.  That is my whole point.  That the costs of the failure of the safety system are borne by the patients.  We took a ton of testimony on that.



CHAIRMAN BRACEY:  Right.  No, I understood.  But I guess what I am trying to -- so within our purview, the question is that something that is within our purview?



MS. FINLEY:  Yes, it is.



CHAIRMAN BRACEY:  So I ask the committee to discuss that.  Dr. Lopez-Plaza.



DR. LOPEZ-PLAZA:  I mean I understand the comment.  Are we going to go to the past, are we going to go forward to the future?  Anyways that should be something that we should be discussing completely separated and should we first look at what is the real, you know, what is an acceptable risk?  All the other things that come to then define what you are asking for.



MS. FINLEY:  No, you have to do them jointly, Ileana, and the reason is because, and I am not saying here we should consider a no-fault compensation.  I want it very specifically to say we should consider the role of compensation in blood injuries because of where the risk lies.  Until you address that -- that is why we haven't gotten anywhere in 15 years on this issue because we can't set, with those blood shield laws, we cannot get past that issue.



CHAIRMAN BRACEY:  But I think one of the problems that we face is that that issue has not actually -- It has been presented by the public but we need to have, we don't have enough information.



MS. FINLEY:  I agree.  I think we need to find a way to address not the issue of compensation but the issue of who bears the risk.  That is a matter of fact.  That is in all of the IOM recommendations and the Secretary's statement and the two reports of the House of Representatives.



CHAIRMAN BRACEY:  Dr. Holmberg.



DR. HOLMBERG:  Yes, I don't have a problem with identifying who bears the risk. But I think it was clear with Secretary Shalala's testimony that really it is Congress that has that responsibility.



MS. FINLEY:  She can make, the new Secretary can make those recommendations.  It has been 15 years and there is still, what I am trying to get you to focus on here is that it is not the issue of compensation.  It is the issue of who bears the costs for the failures of safety.  And we took a ton of testimony on that and there was a lot of discussion about that.  It is not a complete recommendation if we don't address it.



What I am saying is that we recognize here who is bearing and who has beared in the passed the cost of failures in blood safety and recognizes and requests a further evaluation of the role of compensation for blood injuries.



We are not saying we should do no-fault.  We are saying we recognize the relationship between these issues.  And that was very clearly established.



CHAIRMAN BRACEY:  I guess the only thing I can think of is that is a very important and very large issue that needs to be explored but has not been -- it has been explored in the past but I am not sure enough of the people around this table to vote on but I would ask to hear from the other members.



MS. FINLEY:  I just want phrase again because I am not sure that people are understanding here.  What I am asking you to recognize is the relationship between safety and the expectations of safety, and the relationship with who bears the risk of safety failures.  That is the issue.



CHAIRMAN BRACEY:  Right.  But again, we are focused, I think on safety decisions, which will have impact on the recipient and in some instances you have failures.  I am just not sure that that is appropriate for our recommendations.



MS. FINLEY:  I think -- I understand you point but I have to respectfully state that I feel it is very relevant.  And if we want to take a vote on it that is fine but I feel it was well covered and is a concern.  And the record has to reflect that.



CHAIRMAN BRACEY:  So, Dr. Ison.



DR. ISON:  Well I was just going to say I don't think it has been well.  We had some testimony from patients but we haven't had, going back to some of the cases that you made with some of the previous discussion, we haven't had an economic analysis of who should be responsible, what the potential costs are. I don't think it is appropriate for us to comment on that.



MS. FINLEY:  Again, I am not asking you to comment on it.  I am asking you to recognize the relationship between the issues not on a proposal.  We are not here to make economic decisions on this matter at this time.  That would be inappropriate.



What I am asking you to look at is the relationship.  Now, we have talked about assumptions of safety.  We want to hold a workshop on what constitutes the public's recognition of safety issues.  The public recognition of safety issues are all their neighbors, and their friends, and their family, who died of HIV, HCV, and HBV in the last 30 years.  That is what people are responding to.



If you want to make a change in the safety parameters of new technologies, you have recognize who bears the risk and why people expect as little risk as possible.



CHAIRMAN BRACEY:  So, can we try  ‑‑ make a motion to that effect.



MS. FINLEY:  Okay.  I make a motion that the advisory committee recognizes from testimony in this meeting that the risk of blood injury and the attendant cost have been borne in large part by the affected patients, by patients affected by hepatitis and HIV due to blood shield loss.



We recommend for further evaluation the role of compensation for blood injuries in setting national tolerances or determining national tolerances for risk in transfusion and transplantation decisions.



DR. KOUIDES:  I second that.



MS. BIRKOFER:  Before there is a vote, I have to have a little more discussion on this.  I represent the industry.  I need to make sure the plasma drive and the recombinant analogue manufacturers, when you are referencing blood shield laws, you are getting to a very granular level detail that by overturning blood shield laws you would potentially expose the manufacturers for suit and for compensation. 



MS. FINLEY:  That's why the patients have to bear the costs.  Because you are shielded from them.



I understand your point.



MS. BIRKOFER:  But I want the committee to understand that this recommendation has a tort and a legal impact.  And I don't know -- I am not an attorney and I don't see any attorneys on this committee.  So I think I would just urge caution and perhaps thought and deliberation.



MS. FINLEY:  Well I don't have any objection to removal of the words due to blood shield laws.  I think it is a fact, well established that patients have borne the risks of safety failure and the cost of their infection.



CHAIRMAN BRACEY:  And so we have a motion and a second and a discussion.  Dr. Lopez-Plaza.



DR. LOPEZ-PLAZA:  I just, Anne Marie told me I got form the discussion from the patient is not who is going to pay for the cost but they want to make sure that the cost that we are entering into to make blood safe is going to be one and the same.  So they are going use not to implement something.



So to me what they were complaining is to look at cost as a way of determining what we do not enter into a system to make the blood safer.  But I don't think that was something that -- I mean they did talk about how much it did cost to them but I don't see at any moment I perceived that they were bringing that in here as one of the requests they have.



CHAIRMAN BRACEY:  Dr. Axelrod.



DR. AXELROD:  And I was going to say and I have to go back to the beginning part where we included end-user.  I mean, you know, if you are using any sort of modeling at all or whatever decision is made and let's say there is one person who is going to have to be harmed in five years, the real issue is to make sure that the group that represents that one person has input into that decision.  And maybe other people could say well, one in five years is low but if it is my mother, that is how it comes about.



So I thought we addressed that the end-user was part of that in the beginning.  Having a separate recommendation for that and I felt that certainly the one that was recommended was beyond the scope of the committee and a little bit too prescriptive, I thought that we included the end-user earlier and I am not, I just don't --



MS. FINLEY:  No, it is not.  Again, this isn't about the end-user. It is about absorption of the risk.  If we are asking the public to evaluate the risk, you have to recognize the role of who pays for failures in the safety system.  That is what I am asking you to look at.  If you don't want to approve this, that is fine.  We can take a vote.



CHAIRMAN BRACEY:  So I think -- Mr. Nether and then we probably need to take a vote.



MR. NETHER:  I was going to say could this become part of the workshop?  Because there seems to still be a lot of confusion about this.  A lot of people have questions about it.  I would like to get further information.  Could this become part of the workshop, where we have all of the stakeholders, the end-users, the industry, you know, the physicians, everything.



CHAIRMAN BRACEY:  That is possible.  So let's call a vote.  Dr. Epstein.



DR. EPSTEIN:  Yes.  First of all, I generally agree with what Anne Marie is getting at, which is that there needs to be some relationship between risk acceptance or tolerance and mechanisms of compensation.  Because if you are asking people to tolerate a risk, they are not going to tolerate a risk if they know they can be irreparably harmed, whereas, if they know that the society supports them if they are harmed, then you have a different equation.



So let me take a stab at putting in other words.  Which is a workshop should be convened to explore public understanding and tolerance of transfusion and transplantation risk and its relationship to mechanisms of compensation for harm.



Now that is less prescriptive and I know you want to be more prescriptive.  But I think it gets at the link that you are trying to bring forward, which is that you can't disassociate risk tolerance without taking care of those who are harmed.



MS. FINLEY:  I would accept that but I would ask one more thing, that we ensure in our recommendation that all aspects of individuals in all of the groups that are affected are represented at that.  That includes economists.  It includes consumers.  It includes attorneys, legislators, whatever it is going to take.  And that we don't have a committee that is lacking in significant expertise to consider these issues.



CHAIRMAN BRACEY:  Dr. Ison.



DR. ISON:  I actually like that idea, with the exception we need to take the transplant side of things out just because the challenges with risk are very different and I think putting them together would be a challenge.  I think that would be something that comes out of the next meeting with transplant safety.



CHAIRMAN BRACEY:  So the motion was seconded.  Then we have had discussion.  Do we want to table the vote or do we want to proceed with the recommendation?



MS. FINLEY:  No, I said I would accept the substitute from Dr. Epstein.



CHAIRMAN BRACEY:  So we will accept the recommendation of Dr. Epstein.  So, Dr. Epstein, do you want to rephrase that for us or restate that?



DR. EPSTEIN:  So it is a workshop and I think we want to add a phrase "including requisite legal and ethical --



MS. FINLEY:  Consumer.



DR. EPSTEIN:  -- and consumer representation should be convened.  Legal, ethical and consumer should be convened to explore public understanding and tolerance of transfusion related risk and its relationship to mechanisms of compensation for harm.



CHAIRMAN BRACEY:  Of compensation for harm.



MS. FINLEY:  And could I add there including requisite legal, ethical, economic,  and consumer --



CHAIRMAN BRACEY:  Okay.



MS. FINLEY:  -- representation.



CHAIRMAN BRACEY:  So, yes, this will be a recommendation.  Back to the header, though and that would not be prioritization of issues.



DR. EPSTEIN:  Actually, since we have moved on to the whole transparency issue --



CHAIRMAN BRACEY:  Exactly.



DR. EPSTEIN:  But I don't think we actually reached closure on the prioritization issue because I don't think we worked -- maybe I just lost track.  But we needed a strong statement about alignment funding mechanisms.  I'm not sure where that is right now.



CHAIRMAN BRACEY:  Yes, that is actually just a hanging chad down here somewhere.  That is -- no farther down, I believe.  Whoops, did we take it away?



Here is when decisions are reached there must be a linkage.  Okay, so now we need to --



DR. EPSTEIN:  But there was actually an earlier discussion and maybe Darrell it was in your draft there.  Something about including CMS in the decision-making process or somewhere.



CHAIRMAN BRACEY:  Celso.



DR. EPSTEIN:  Celso, okay.



CHAIRMAN BRACEY:  All right.  Let me just go back.  Okay, I think we are all okay with the preamble.  Stabilization of the role of the HHS in the decisional process.  We stated that the infrastructure and funding support for the transfusion safety function of HHS OPHS has been unstable.  Recognizing importance of stability of staff and funding for transfusion safety within HHS, the committee recommends the establishment of a line item in the Secretary's budget for the support of these activities.  Access to critical public health information.  High quality decision-making requires access to accurate information, recognizing a robust and sustained biovigilance reporting network for monitoring transfusion transplantation.  The committee recommends, two, that the Department of HHS identify and provide short-term bridge funding to continue necessary pilot and recruitment phases of the National Biovigilance Network.  Three, convene a group of stakeholders to define the optimal long-term funding model for a National Biovigilance, including blood tissues and organs program, prioritization of issues.  Whereas, optimizing the safety of transfusion transplantation is a universally shared priority.  Policy making without overt consideration of reimbursement and other systemic implications may have adverse effect on the outpatient limited health resources.  This should, include -- that is not well stated.



Well, this should include -- anyone want to have a shot at this?  Does that sound right to everyone?  No, it doesn't sound right.



DR. BOWMAN:  You want something like the committee recommends the Secretary provide ongoing --



CHAIRMAN BRACEY:  Just going forward, it is the committee recommends ongoing assessment and then we can take out this should include.



DR. EPSTEIN:  Yes, or to address this issue, instead of this should include.  No, "to address this issue."



CHAIRMAN BRACEY:  Yes, the committee recommends ongoing assessment of transfusion risk and prioritization of threats and opportunities.



Transparency.



DR. EPSTEIN:  But wait.  We wanted to bring up the piece about alignment of funding there.



LCDR HENRY:  That is lower down.  I think you need to --



CHAIRMAN BRACEY:  We need to bring it up.



LCDR HENRY:  Yes, there.  Right?  Linkage of funding to ensure system-wide.



CHAIRMAN BRACEY:  Oh, okay.  Let's get to the funding.  Where do you all think the funding would best fit?  Stabilization of the role of HHS in decisional process --



MS. FINLEY:  Well technically the Department if paying for biovigilance or we want them to pay for it.  So it should be, I think it would fall under stabilization.



CHAIRMAN BRACEY:  Yes, okay.



DR. TRIULZI:  Here we are talking about alignment of funding.  Correct?



CHAIRMAN BRACEY:  Correct.



DR. TRIULZI:  As opposed to funding of biovigilance.



CHAIRMAN BRACEY:  Right.  That is  a separate piece I think.  That is a separate piece.  Yes, leave it as a separate piece.  We need a header.



DR. TRIULZI:  Given its importance in the whole issue, I think making it a separate item is probably a good idea.



CHAIRMAN BRACEY:  Yes, so what would the header be?  Adequate reimbursement?



DR. TRIULZI:  Alignment of funding.



CHAIRMAN BRACEY:  Alignment of funding.



DR. TRIULZI:  With policy decisions.



DR. POMPER:  Well, misalignment.



MS. FINLEY:  Lack of alignment.



CHAIRMAN BRACEY:  Okay.



DR. POMPER:  Need for alignment, yes.  Funding with policy decisions.



CHAIRMAN BRACEY:  So then you would bring this statement here up.



MS. FINLEY:  That makes sense.



CHAIRMAN BRACEY:  No that actually is not the one.  It is the one below that.  You can delete that or just put that at the bottom.



DR. POMPER:  Then you could call it misalignment.



CHAIRMAN BRACEY:  Yes, put it at the bottom.  Okay and then so the alignment at the -- right here.



DR. EPSTEIN:  Again, what is lacking is the issue statement.  That is actually the recommendation.



CHAIRMAN BRACEY:  Right.



DR. EPSTEIN:  And what is missing, we have to draft an issue statement.



CHAIRMAN BRACEY:  So something to the effect that the implementation of blood safety measures has been problematic.



DR. EPSTEIN:  But requires funding, which is not necessarily linked to the current system.



CHAIRMAN BRACEY:  Okay, so the implementation of blood safety initiatives requires funding that currently is unlinked with policy decisions.



LCDR HENRY:  Linked?



CHAIRMAN BRACEY:  Unlinked with policy decisions.  Okay.



DR. BOWMAN:  And Mr. Chairman, --



CHAIRMAN BRACEY:  Yes.



DR. BOWMAN:  -- that implies that it was previously linked when you say unlinked.  I think it would just be better to say it is not currently linked with policy decisions.  It probably never was linked.



MS. FINLEY:  No, it never was linked.



CHAIRMAN BRACEY:  Right.  Okay.



DR. BOWMAN:  You don't want to say " Currently it is not currently."



CHAIRMAN BRACEY:  Take out the first "currently."



DR. BOWMAN:  That currently is not linked.



CHAIRMAN BRACEY:  Okay.  All right, the policy decisions.



DR. EPSTEIN:  And we had this idea that that results in a zero sum gain for the blood operator.  We want to say something about how this creates a distortion.



CHAIRMAN BRACEY:  In other words, the blood system?



DR. EPSTEIN:  Okay, creating a tension.



CHAIRMAN BRACEY:  Creates tension or stress.  Well, tension is the same thing.  Within the blood system.  Okay.



So then we would need a statement --



DR. EPSTEIN:  And I think it also distorts the policy debate.



CHAIRMAN BRACEY:  Okay.  So we do this carry on distorting the policy debate.  Yes, Dr. Axelrod?



DR. AXELROD:  Yes, I just want to say I don't think it is strong enough to say tension within the blood system because it really is a zero sum gain and another decision is going to be made that is not a required decision, where you are going to make the tradeoff because you say well, I don't have to do that, if you have that decision to make.  So --



CHAIRMAN BRACEY:  Well, what if we use that language requiring trade offs in the blood system?



DR. YOMTOVIAN:  Excuse me, Art.  Not only that, it may actually delay implementation of the very safety item that you want to implement.



CHAIRMAN BRACEY:  So here creating tradeoffs and potential delay of implementation, of safety measure implementation within the blood system.



DR. EPSTEIN:  I would strengthen it.  Make it a sentence on its own.  "This disparity creates."  Just after policy decisions, period.  And then "This disparity creates."



CHAIRMAN BRACEY:  Creates tradeoffs and delays, and possible delays we should say, of implementation -- of safety measure implementation within the system.



DR. EPSTEIN:  Yes, creates adverse tradeoffs.



CHAIRMAN BRACEY:  Yes, adverse tradeoffs.



DR. EPSTEIN:  And again, even before that, I would say creates distortions to decision-making, comma, adverse tradeoffs, and possible delays of implementation of safety measures.  And cross out tension.  Just say within the blood system.



CHAIRMAN BRACEY:  Okay.  So then this would state under number five, "the committee recommends --



DR. YOMTOVIAN:  It should be safety measures.  Put, yes, put an S.



CHAIRMAN BRACEY:  So and then you can just, you can just delete all the way up to -- oh, we want to leave the bullet as a five to make it stand out.  Okay.



Okay, transparency and policy decisions.  Comments, further discussion?



DR. AXELROD:  Are we on transparency?



CHAIRMAN BRACEY:  Yes.



DR. AXELROD:  We need a statement, a problem statement.



CHAIRMAN BRACEY:  Oh, yes.  Decisions to the effect -- blood safety decisions -- oh, sorry.  Blood safety decisions require transparency.  No.  No.  Require inclusion of --



DR. AXELROD:  All stakeholders.



CHAIRMAN BRACEY:  All stakeholders, yes.



I don't know that we want to embellish it that much more.



DR. AXELROD:  Well, I think it is to ensure quality as well as to promote confidence and trust.



CHAIRMAN BRACEY:  That's good.  Okay.



DR. AXELROD:  There has to be a reason.



CHAIRMAN BRACEY:  To ensure quality as well as to promote confidence and trust.



DR. AXELROD:  And add the word public.  To ensure as well as to promote.  To ensure quality as well as to promote public trust and confidence.



CHAIRMAN BRACEY:  Okay.  So, here again, the committee recommends not a workshop but something to the effect of developing a workshop or offering a workshop.  What is the right term?  Hosting?



MS. FINLEY:  Or establishing.



CHAIRMAN BRACEY:  Convening.



MS. FINLEY:  Yes, convening.



DR. EPSTEIN:  But do we want to recommend a mechanism or specifically a workshop?



CHAIRMAN BRACEY:  Well, I think mechanism would also be important.



DR. EPSTEIN:  Again, it is closer to how prescriptive to be.



MS. FINLEY:  Well technically, this committee is supposed to be the mechanism for input.  And well, Dr. Bracey, I don't want to leave this to the last possible minute, that I do have a recommendation on transparency regarding this committee that I would like to bring up as well.



CHAIRMAN BRACEY:  Okay, is everyone comfortable with this?



DR. LOPEZ-PLAZA:  But I mean, don't you think Anne Marie say that we need a better combination of representatives in this committee?



So we are saying that we need to the work to convey more of the public input into what acceptable risk is.  So I think there is two different things.



CHAIRMAN BRACEY:  Well but I think what we are saying right here is we really need to understand the dynamics for what makes for a good decision and engaging the public. And then we can talk about this entity.



MS. FINLEY:  Okay are we convening a mechanism or a conference?



DR. HOLMBERG:  Convening a workshop.



MS. FINLEY:  But we are the mechanism.



DR. HOLMBERG:  Convene a workshop.  The mechanism is you all.  You all participate in the workshop.  Then we will come back and make a recommendation.



CHAIRMAN BRACEY:  Right.  So this would be a follow-up step.  It is not going to be -- so convening a workshop and then hopefully we would get to the mechanism after the workshop.  Comments?



All right, let's see where we are now.  We are down to transparency.  Is that the last --



MS. FINLEY:  No, no.  I have got a recommendation on transparency.



CHAIRMAN BRACEY:  Oh, you have?  Okay, Ms. Finley.



MS. FINLEY:  The mechanism for inclusion of all of these disparate groups is this committee.  That has been clearly established in both the IOM report and the Secretary's testimony in the House of Representatives report.



CHAIRMAN BRACEY:  Right.



MS. FINLEY:  What I want to bring to the committee's attention is that of 19 voting members, 13 currently are with transfusion, transplantation, or hospitals or pathology services.  There are three consumer seats or three seats held by consumers, one of whom is critically ill and absent.  And more importantly, we are missing expertise that was explicitly recommended by the IOM and in previous charters of the committee, including economics, ethics, lawyers, and some more consumers.  So there is a balance issue here.



CHAIRMAN BRACEY:  Right, right, right.  No, I understand that but I think that the committee as its composition is laid out, it has a diverse mixture of folks.  Currently, --



MS. FINLEY:  That's it.  What I am saying is it is not diverse.  It is not diverse enough and it is not consistent with the original committee.



CHAIRMAN BRACEY:  But that I think, whether that fits into this recommendation or it would be some other communication.



MS. FINLEY:  But we had a discussion by an ethicist about transparency and inclusion of all those groups and they are not represented here.  That is the issue.



CHAIRMAN BRACEY:  Dr. Holmberg.



DR. HOLMBERG:  Fourteen public members.  Ms. Benzinger, consumer; Art Bracey, transfusion medicine; Anne Marie Finley, consumer; Charles Haley, insurer, leader organization responsible for blood products used in reimbursement; Peter Kouides, bleeding disorder treatment provider; Ileana Lopez, transfusion medicine; Glen Pierce is a consumer and a researcher.



MS. FINLEY:  But he is in the industry seat currently because of his employment.  That is what we were told.



DR. HOLMBERG:  I'm sorry?



MS. FINLEY:  I was told that he was in the industry seat because of his employment with Bayer Corporation.



DR. HOLMBERG:  He no longer works for Bayer.



MS. FINLEY:  Okay, is he in a consumer seat now and not an industry seat?



DR. HOLMBERG:  He isn't a consumer.



MS. FINLEY:  Okay, so we have two individuals who are out.



DR. HOLMBERG:  He works for another industry now.



MS. FINLEY:  Okay, so he is industry.



DR. HOLMBERG:  He is industry for biogenics.



MS. FINLEY:  Okay, Jerry, the issue here is we are discussing the impact on the blood collection organizations and of the 19 voting members, 13 have a stake in that.  There is nothing wrong with that.  The issue is balance.



CHAIRMAN BRACEY:  I guess the question is that --



DR. HOLMBERG:  According --



CHAIRMAN BRACEY:  -- there actually is a requirement for the committee to be balanced.  And I understand how you feel about it but I don't think it really adds to this statement.  And if it needs to be addressed, then it can be addressed in another form of communication.



MS. FINLEY:  Yes, but we have no other mechanism except for this to address transparency.  You are asking us to address transparency and we are not including a number of consumers and we are missing economics, ethics, lawyers, and other representatives of consumer groups.



CHAIRMAN BRACEY:  That I think is important as a statement in the record, which it is.  But I am just coming from my perspective, I don't really see that adding to this statement.  But I would open that up to the committee for the discussion because I don't want to --



Dr. Kouides.



DR. KOUIDES:  Yes, I think if we have some reassurances, it will be addressed in some way.  I am not sure, Anne Marie, your point is this the only way it can be addressed.  Jerry, is there any other way we can?



DR. HOLMBERG:  Well, I mean the charter does not give us numbers of people that have to fill each position.  There is a long laundry list.  I mean, according to this, we should also have somebody from state and local public health and those people are few and far between to get.



But the things is that at one point, we had, I think, four lawyers on the committee.  To me, I think that was a little over balanced.



CHAIRMAN BRACEY:  What I could offer is this.  As opposed to the formal recommendation, when I write the letter to the Assistant Secretary, I do have comments.  So in the comments to the letter, I could state that there was some concern expressed regarding the balance of the committee.



DR. HOLMBERG:  Well, I can tell you that we will be going out with another Federal Registry notice with a call for frames by the end of June and there will be a call and there has to be replacements coming up.  And we will then clearly balance this.  You don't know how many hours I spend on this.



MS. FINLEY:  I do, Jerry and I feel your pain.  I really do.



DR. KOUIDES:  But can we specify during that call X number of consumers?



MS. FINLEY:  I beg your pardon?



DR. KOUIDES:  Could we specify in that notice that the committee requests to fill four positions for consumers?



MS. FINLEY:  It sounds easy but they have to balance the committee on a variety of things, including gender, geography, and a variety of other concerns.  So, it can be difficult.  But right now, we are going to be looking at issues of economics and ethics and legal issues and we don't have that expertise in the committee --



CHAIRMAN BRACEY:  So --



MS. FINLEY:  -- as well as a --



DR. HOLMBERG:  And one other factor here is that I do not make the decision.  It has to go through with the White House liaison is the final before the Secretary.



CHAIRMAN BRACEY:  Right.  So again, I am a bit concerned because we do need to have a product.  We have a major portion of that product and I would like to complete the product.  But I don't want to go, if the rest of the group feels uncomfortable about proceeding.  Ms. Finley.



MS. FINLEY:  If you would be so kind as to include those issues and specifically the backgrounds that we are looking for as we move forward on the issues we would like to consider involving transparency and risk, and liability, that would be fine.



CHAIRMAN BRACEY:  Okay.



MS. FINLEY:  All right.



CHAIRMAN BRACEY:  All right.  So, can we review the document?



DR. EPSTEIN:  There was one more element about communicating rationale policy that we really didn't talk about and it might go under transparency.



CHAIRMAN BRACEY:  Yes.  There is a piece on communicating further down.  Right here.  Right here.  The rationale for safety, needed safety enhancements.  That goes under transparency.



DR. EPSTEIN:  I think that could actually go ahead of the workshop.



CHAIRMAN BRACEY:  Yes, that is a good point.



All right.  So, is this acceptable?  The rationale for -- well perhaps we could strike needed and just say blood safety enhancements.  Just strike needed.



Does that seem fine?  Okay.  So we talked, you know, one of the things we talked about, I think we decided this would be too prescriptive, the piece here.  And the rest is just verbiage.  Strike that.  And that would be struck.  Okay.



All right, so the final document then --



DR. ISON:  So the one thing that I would recommend adding is one section recommending that we have a meeting focused on transplant and tissue safety.



CHAIRMAN BRACEY:  Okay.



DR. ISON:  With, you know, some background statement that although this was felt to be important in a charge of the committee for this meeting, we didn't have time, we didn't address that in presentations and that a near future meeting needs to focus on --



CHAIRMAN BRACEY:  Dr. Epstein?



DR. EPSTEIN:  Yes, I agree with the point, Dr. Ison, but I think that could be reflected also in Dr. Bracey's note when he communicates.  That isn't itself a recommendation on point.



DR. ISON:  But isn't it the Secretary that recommends what the topics are for the committee to discuss?



CHAIRMAN BRACEY:  I think that mechanistically if I put it in the letter to the Assistant Secretary, that we would expect a response and action.  So, it is not a recommendation embodied in this document but it in essence would be a sort of de facto recommendation.



DR. ISON:  Well, whatever you guys feel is the appropriate thing but again, this was billed as a meeting that would deal with all three issues.  We didn't deal with anything related to organ or tissue.  It is a critical issue that we need to get updated and make similar levels of recommendations.



DR. HALEY:  I think it would be fine to have it handled with a comment.



DR. ISON:  As long as everyone is comfortable with that, I am fine.



CHAIRMAN BRACEY:  Okay, so we will incorporate those two elements in the letter.



Do we need a read-through?



DR. KOUIDES:  Yes.



CHAIRMAN BRACEY:  Okay.  Of course.



Okay, so decisions regarding blood products, transfusion and transplantation safety are often complex and require consideration of multiple features, including scientific, medical, economic, social and political aspects of the issue in question.  Medical and scientific considerations should be paramount in guiding blood policy decisions on transfusion and transplantation safety.  However, the state of knowledge is often incomplete or imperfect.  Ultimately, safety and not economic considerations should be the primary feature considered.  However, decisions should not be made in an economic void.  Safety decisions should be made in an ethical transparent manner, with adequate input from all involved stakeholders, including end-users, the public, and expert resources from diverse backgrounds relevant to the question at hand.



In the area of transfusion and transplantation safety, the advisory committee identified certain areas where enhancements are needed.  To foster the highest degree of decision-making, a well designed decision-making process should be employed.  Elements important should include stabilization of the role of HHS in the decisional process.  The infrastructure and funding support for the transfusion safety office of HHS (OPHS) has been unstable.  Recognizing the importance of stability in staff and funding for transfusion safety within HHS, the committee recommends establishment of a line item in the Secretary's budget for support of these activities.



Access to critical public health information.  High quality decision-making requires access to accurate information that would permit meaningful risk assessment and projection of the impact of decisions.  Recognizing that a robust and sustained biovigilance reporting network for monitoring transfusion and transplantation safety is essential, the committee recommends that the Department of Health and Human Services identify and provide short-term bridge funding to continue the necessary pilot and recruitment phases of National Biovigilance Network.  Three, convene a group of stakeholders to define the optimal long-term funding model for a National Biovigilance (including blood, tissues, and organs) program.



Prioritization of issues -- yes?



DR. TRIULZI:  Before you leave that, move up to three.  Does that sufficiently convey the desire that we need, that we just don't want to convene but there has to emerge a long-term funding model.  Is that implicit or do we need to explicitly say that?



CHAIRMAN BRACEY:  Well, you could say --



DR. TRIULZI:  To define and implement?



CHAIRMAN BRACEY:  So, if you had the group to define -- how about define the need -- no.



DR. TRIULZI:  And ensure that there is?



CHAIRMAN BRACEY:  How about ensure --



DR. EPSTEIN:  And ensure implementation.



CHAIRMAN BRACEY:  -- development?



DR. TRIULZI:  Yes, that's the right.



CHAIRMAN BRACEY:  So define and ensure --



DR. TRIULZI:  The implementation of the optimal long-term funding of --



DR. EPSTEIN:  Of a stable funding mechanism.



CHAIRMAN BRACEY:  The implementation of a stable funding mechanism to support --



DR. EPSTEIN:  I don't think the stakeholders get to ensure it.  I think that comes at the bottom of that sentence.  If you convene a group of stakeholders to define it and the Secretary to ensure --



CHAIRMAN BRACEY:  Oh, that is a good point.  



DR. EPSTEIN:  Whose implementation  the Secretary will ensure.



CHAIRMAN BRACEY:  Whose implementation.  That would be whose as in S-E.  The Secretary will ensure.  All right, that is great.



DR. KOUIDES:  And then point two, could we add, and I sound like a broken record here, but could we add the mandatory participation to point two?



CHAIRMAN BRACEY:  Yes, we said mandatory participation.  Yes.



DR. KOUIDES:  Part of the National Biovigilance Network with mandatory participation.



CHAIRMAN BRACEY:  Yes, with mandatory participation.  Okay?



Dr. Bianco.



DR. BIANCO:  The question of mandatory is really contribution.  And I don't think that there was enough discussion here about the benefits of voluntary system versus a mandatory system.  It is the quality of reporting, the fear of retribution or the fear of legal consequences, the fear of regulatory actions.  So there is a balance there and I think that it needs more discussion.



CHAIRMAN BRACEY:  Yes, Dr. Ison.



DR. ISON:  I would agree with that.  Although I think that there are clear benefits, we didn't hear any discussion today about the downsides of mandatory testing.



CHAIRMAN BRACEY:  Dr. Kouides.



DR. KOUIDES:  Again, this goes back to the composition of the Board.  We could put it to a vote, I guess, but I would favor that language.



MS. FINLEY:  May I make a --



CHAIRMAN BRACEY:  Dr. Triulzi.



DR. TRIULZI:  Yes, again, Celso is pointing out the confusion between participation and mandatory reporting.  Those are two different issues.  For instance, it would be nice to have CMS reimbursement tied into a hospital that participates in the biovigilance network.  That is what I call -- that is not mandatory nor mandatory participation.  That is different than voluntary reporting, which is what Celso is suggesting.  And I am actually in favor that the reporting be voluntary.



CHAIRMAN BRACEY:  One of the realities, I mean just from a perspective of reality, I am not so sure that mandatory would actually -- well, it could be enforced but I am not sure that it would be enforced.  And I think that something is better than nothing.



And this would allow us at least to get to that some --



DR. TRIULZI:  I think we can be silent on that.



CHAIRMAN BRACEY:  Ms. Finley.



MS. FINLEY:  We have made a recommendation before on biovigilance and we were silent on it.  So, I think we should acknowledge the fact that there is a difference of opinion on the part of the committee by stating "and the Secretary should consider all aspects of this network, including mandatory reporting and voluntary participation options."



DR. KOUIDES:  That's reasonable.



CHAIRMAN BRACEY:  Okay, does that sound fair?



DR. EPSTEIN:  How about just with consideration or potential consideration of mandatory?



MS. FINLEY:  Consideration of mandatory.



DR. EPSTEIN:  With consideration of mandatory requirements.



MS. FINLEY:  That would be fine.



CHAIRMAN BRACEY:  Consideration of mandatory requirements.



DR. EPSTEIN:  Does that?



MS. FINLEY:  Yes.



DR. EPSTEIN:  It doesn't take a position.



MS. FINLEY:  No.  I think that is fine.



DR. TRIULZI:  Because there could be a mixed solution.  It may be mandatory to do serious adverse events and not mandatory to do something short of that.



CHAIRMAN BRACEY:  Okay.



DR. EPSTEIN:  And you know, there is also this ambiguity here when we say mandatory reporting.  Are we saying that it is to the regulator?



CHAIRMAN BRACEY:  Oh, yes.



DR. EPSTEIN:  That is also not clear but you know, that is part of this.



CHAIRMAN BRACEY:  Okay.  So with consideration of mandatory requirements and participation and reporting to be considered.



MS. FINLEY:  Yes.



CHAIRMAN BRACEY:  Okay.  Then moving down we get the convening a group of stakeholders.



Prioritization of issues.  Whereas, optimizing the safety of transfusion and transplantation as a universally shared priority policy making without overt consideration of reimbursement and other systematic implications may have adverse impacts on the allocation of limited health resources and on patient health.



To address this issue, the committee recommends ongoing assessment of transfusion risk and prioritization of threats and opportunities.



Alignment of funding.  The implementation of blood safety initiatives requires funding that currently is not linked with policy decisions.  This disparity creates distortions to decision-making, adverse tradeoffs and possible delays of implementation of safety measures within the blood system.



The committee recommends when policy decisions are reached, there must be a linkage of funding to ensure system-wide implementation of desired safety enhancements.



Transparency.  Blood safety decisions require inclusion of all stakeholders to ensure quality, as well as to promote public trust and confidence.



The committee recommends, six, the rationale of blood safety enhancements must be communicated to all stakeholders, including end-users, the public, and treating physicians.  Where needed, adequate support should be provided to meet educational needs of these stakeholders.



Seven, convening a workshop, including requisite legal, ethical, economic, and consumer representation to explore public understanding and tolerance of transfusion-related risk and its relationship to the mechanisms of compensation for harm.



And that is the --



DR. EPSTEIN:  All the way up.  It is just a technical question.



CHAIRMAN BRACEY:  Yes.



DR. EPSTEIN:  We have blood products and then we also say transfusion.  So, it is decisions regarding transfusion and transplantation.



CHAIRMAN BRACEY:  Oh, yes.  Excellent.



So, that is the statement.  Is the committee happy with the statement?



(Chorus of yes.)



CHAIRMAN BRACEY:  Is the committee ready to vote?



MS. FINLEY:  Yes.



CHAIRMAN BRACEY:  Do I hear a motion?



Okay, do I hear a second?



DR. KOUIDES:  Second.



CHAIRMAN BRACEY:  Dr. Kouides.  So, all in favor?



(Chorus of ayes.)



CHAIRMAN BRACEY:  All opposed?  Any abstaining?



So, it stands true.  Recognizing that we also will include those statements in the letter to the Assistant Secretary.



MS. BIRKOFER:  I have another statement.



CHAIRMAN BRACEY:  Oh, now, there is another statement.



MS. FINLEY:  Oh, no, we forgot that one.



CHAIRMAN BRACEY:  It relates to the plasma industry and its tiering and the pandemic.



MS. BIRKOFER:  Shall I summarize?



CHAIRMAN BRACEY:  Please summarize.



MS. BIRKOFER:  So we discussed yesterday that in light of the H1N1 and the potential pandemic, that in 2006 this committee recommended, Assistant Secretary Agwunobi agreed.  Assistant Secretary Agwunobi  sent a letter to Dr. Bracey saying he felt that blood, blood products, plasma collection facilities should all be in the tier one.  And when HHS put out their pandemic plan, it was an oversight.  So this recommendation just captures that this was an oversight and requests the Secretary to reaffirm it.



Dr. Holmberg, you have been supportive of correcting this oversight, I believe.  So, this is really just an administrative type of correction.



CHAIRMAN BRACEY:  It stands as a reminder.  



So basically, the way it reads is as follows.  It basically restates what was previously done.  So, in 2006 as a result of a global pandemic concerns with avian H5N1 flu, the Advisory Committee on Blood Safety and Availability to HHS Secretary Leavitt that the nation's safety and availability of blood products, including plasma products be available in the event of a critical public health need.



In response  to the ACBSA recommendations to HHS Assistant Secretary Agwunobi assured ACBSA chair, me, on a certain date, that the agency would carefully consider recommendations of HHS to secure blood and plasma products as a critical element in the comprehensive healthcare infrastructure.



Thus, to reaffirm ACBSA's 2006 commitment to ensuring that availability of plasma products are tier one priorities in the case of national pandemic crises, the following ACBSA recommendations to HHS Secretary should be taken as a consideration.



Whereas, evidence suggested the possibility in the near term for a global pandemic influenza type A based on recent highly virulent human infections with swine H1N1 flu and B, the HHS plan for pandemic influenza recognizes the priority to preserve critical infrastructure in our society; and C, ensuring the safety and availability of plasma-derived products as a critical public health; D, preparedness of the plasma collection facilities for pandemic influenza would contribute to general disaster preparedness.



The committee recommends that the Secretary take immediate steps to one, establish national recognition of plasma systems (collecting, processing, distribution) and use as key (1) elements of the critical infrastructure under the HHS plan specifically including facility staffing and committed plasma donors.



So basically -- so the question that I have is just how much of a, if it is a real problem, then we need to make the statement.  But I just didn't know how much of a problem it was.  Dr. Ison.



DR. ISON:  Well one of the things, I think this is really critical because one of the key interventions that can be used very quickly is serum from the patients.  And they are going to be the people that are going to be able to get it and process it for us.  So, I think this is a critical recommendation.



CHAIRMAN BRACEY:  Dr. Epstein.



DR. EPSTEIN:  Well, I am supportive of the statement but I have a technical question, which is whether the HHS pandemic plan identifies a blood and tissue as tier one.  Because otherwise, I would want the statement to be inclusive of blood and tissue.  So, I just don't know what is technically correct.



DR. HOLMBERG:  We do address blood but the tissue is not in there also.



DR. ISON:  But again, tissue is probably not a life-threatening intervention in the setting of pandemic.



MS. FINLEY:  I think this is the immune deficient patients that are concerned about this.  Right?  As I understood it, that is what talked to me about it.



DR. EPSTEIN:  Yes.  Okay, well second is a small point which is not to call it swine flu.  There has been a general agreement to call it 2009 H1N1 Influenza A.



CHAIRMAN BRACEY:  Yes, well I think actually we have lost the forum.



MS. FINLEY:  Can you put it in the letter?



DR. EPSTEIN:  Pardon?



MS. FINLEY:  Could you put it in the letter?



DR. HOLMBERG:  Dr. Bracey, you could put it in the letter to remind us of the 2006 recommendation.



CHAIRMAN BRACEY:  Okay.



DR. HOLMBERG:  Remind the Department that we are concerned about the 2006 recommendation about the plasma being in tier one.



CHAIRMAN BRACEY:  Okay.  Because I think we do not have a quorum.



MS. FINLEY:  That's right.



CHAIRMAN BRACEY:  No.



MS. FINLEY:  No because the public sector members don't vote.



CHAIRMAN BRACEY:  All right, sorry.  But we will include it in the letter.



(Whereupon, at 4:52 p.m., the above-entitled meeting was adjourned.)
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