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CHAIRMAN BRACEY:  Good morning.  Welcome to the 36th meeting of the HHS Advisory Committee on Blood Safety and Availability.  As you know, this is our first meeting under the Obama Administration.  The Committee, like the Administration, has changed somewhat.  I extend a warm welcome to the new Members, many of whom I know from past activities in the Blood Center and others that are new faces to me, but as welcome as the old faces.



And I would also like to express my sincere gratitude to the returning Members as well as the interested parties of the public and industry.



While there is change in our respective compositions, that this the Administration and the Committee, there is one constant and that is the threat to an adequate and safe blood, tissue and organ supply.



Our task is to ensure that these threats are managed well by those entrusted to protect the interests of our fellow citizens with respect to these matters.  No doubt in the current early phase of a serious influenza threat, our previous deliberations and their outcome resonate the importance of our task.



Today and tomorrow, we will hear updates on matters of patient safety.  We will hear from the PHS Biovigilance Task Force and we will hear about the evolving H1N1 Influenza threat.



A major portion of this meeting will address approaches to decision making relevant to our area of responsibility as stated in our charter.  With that, we will go ahead and take the roll call.



DR. HOLMBERG:  Dr. Bracey, I'm going to make a little bit different approach to the roll call.  What I will do first is I'm going to introduce the new Committee Members and these individuals are not in alphabetical order, but I'll read them as I have them on my list here.



Dr. John Arnold is with us today.  He is a public member.  He is a skilled cardiothoracic and vascular surgeon with 16 years of experience.  Dr. Arnold has an executive position within health care organizations and serves as a patient advocate and is interested in advanced health care in the United States.



He is knowledgeable in transfusion, blood product therapies, plasma therapies and fusion and blood banking.  He has extensive experience in bioethics and is very well-suited for the Committee.  He will serve a four year term and he is nominated by the Ohio Cardiac Thoracic and Vascular Surgeons.  Welcome.



Dr. Yomtovian is also a public member.  Welcome.  Dr. Yomtovian is well-known in the transfusion medicine community with over 25 years of experience, a leader in the effort to reduce the platelet transfusion associated bacteria septicemia.



She has been deeply committed to quality improvement research.  Dr. Yomtovian will serve a four year term.  And she is recommended and supported by The Louis Stokes Cleveland VA Medical Center.



Dr. Ravi Sarode is a public member also.  Welcome.  Dr. Sarode is experienced in pathology and transfusion medicine with performed basic research in coagulation and blood disorders.  He is a professor of pathology at the University of Texas Southwestern as well as a diplomat of the American Board of Pathology with recognition in clinical pathology and blood bank.



He is well-published in peer reviewed literatures and he will serve a three year term.  And he is nominated by the University of Texas Southwestern Medical Center, Department of Thoracic -- I'm sorry, Orthopedic Surgery.



Aryeh Shander is not able to be with us today.  Dr. Shander is a public member.  He is currently a clinical professor of anesthesiology, medicine and surgery at the Mt. Sinai School of Medicine.  He is a recognized leader in the field of anesthesiology as well as in clinical blood management with many publications and research projects to his credit.



He brings a perspective not currently represented on the Committee and he is currently practicing at Englewood Hospital and Medical Center in Jersey.  He was nominated by the Society for Advancement of Blood Management.



Dr. Andra James is also a public member.  Welcome.  Dr. James is a board-certified obstetrician gynecologist with certification in maternal fetal medicine and assistant professor of obstetrics and gynecology at Duke University Medical Center.



She is the Co-Director of the Duke Comprehensive Hemostasis and Thrombosis Center and Director of the Woman's Hemostasis and Thrombosis Clinic.  Dr. James provides the community with insight from both the consumer and the professional perspective.  She has over 10 years of experience in the bleeding disorder community and has published extensively on women with blood and clotting disorders.



Dr. James will serve a three year term and she is nominated by the National Hemophilia Foundation.  Welcome.



We do have representative members.  First of all, let me mention that we do have a new member that could not make it as far as coming from the Department of Defense, Dr. Monique Hollis-Perry was chosen by the DoD to participate as a non-voting member.



In her absence today we have Major Lincoln filling in for her at the Department of Defense.



Our representative Member nominations:  Ms. Julie Birkofer is currently the President of the North American Plasma Protein Therapeutics Association.  Julie has been on the Committee previously and this is an extension of her commitment to the Committee.  And she will serve a three year term representing PPTA.



Dr. Frederick Axelrod is the America's Blood Center's nomination to represent the Blood Community on the Committee.  The Blood Community is represented every other term by either the America's Blood Center or the American Red Cross.  Dr. Axelrod has varied experience in clinical transfusion medicine at clinical -- at community blood centers and at several medical device and donor screen and test supplies.



His experience cuts across the nonprofit as well as the commercial sector in operational research.  Dr. Axelrod will serve a three year term.



We also have with us Dr. Larry Corash.  Dr. Corash is the manufacturer representative on the committee.  He is the Medical Director of Cerus Corporation.  Dr. Corash is not a stranger to the Committee.  He has spoken numerous times before the Committee, most recently regarding his work -- the work that his company is doing in the field of pathogen reduction technology.  Dr. Corash will serve a three year term.



If I can have the new individuals come to the center of the room here, I'll have Ms. Wilson swear you in.  And tomorrow when the Acting ASH comes, we will have a photo op, so -- with the ASH.  But at this time, we just want to make sure things are legal and get you sworn in.  So, Ms. Wilson?



MS. WILSON:  Okay.  And repeat after me.



(Whereupon, the new members were sworn.)



MS. WILSON:  All right.  Congratulations.



DR. HOLMBERG:  Congratulations.



Let's then go through the roll call here.  Okay.  Dr. Bracey?



CHAIRMAN BRACEY:  Present.



DR. HOLMBERG:  Dr. Arnold?



DR. ARNOLD:  Present.



DR. HOLMBERG:  Dr. Axelrod?



DR. AXELROD:  Present.



DR. HOLMBERG:  Ms. Benzinger?  Ms. Birkofer?



MS. BIRKOFER:  Present.



DR. HOLMBERG:  Dr. Corash?



DR. CORASH:  Present.



DR. HOLMBERG:  Ms. Finley?



MS. FINLEY:  Present.



DR. HOLMBERG:  Dr. Haley?



DR. HALEY:  Present.



DR. HOLMBERG:  Dr. James?  Dr. Ison?



DR. ISON:  Present.



DR. HOLMBERG:  Dr. Kouides?



DR. KOUIDES:  Present.



DR. HOLMBERG:  Dr. Lopez-Plaza?



DR. LOPEZ-PLAZA:  Present.



DR. HOLMBERG:  Mr. Nether?



MR. NETHER:  Present.



DR. HOLMBERG:  Dr. Pierce?  Dr. Pomper?



DR. POMPER:  Present.



DR. HOLMBERG:  Dr. Sarode?



DR. SARODE:  Present.



DR. HOLMBERG:  Dr. Shander?  Shander is absent.  Ms. Wade?  Dr. Triulzi?



DR. TRIULZI:  Present.



DR. HOLMBERG:  Dr. Yomtovian?



DR. YOMTOVIAN:  Present.



DR. HOLMBERG:  Dr. Kuehnert, for a non-voting member, is not able to be with us today.  He will be with us at 10:00 by power of the phone.  He is actively monitoring the H1N1 situation from CDC.



Dr. Epstein?



DR. EPSTEIN:  Present.



DR. HOLMBERG:  Dr. Klein?



DR. KLEIN:  Here.



DR. HOLMBERG:  And for the Department of Defense it's Major Lincoln.  Unfortunately, we don't have a rep from the Center for Medicare and Medicaid Services.  Dr. Bowman, is Dr. Bowman here?  Dr. Bowman has moved from CMS to HRSA and he should be here later.



Dr. St. Martin?



DR. ST. MARTIN:  Here.



DR. HOLMBERG:  Let me just read a short statement concerning the Conflict of Interest and it also describes the purpose of our Committee.



The Department of Health and Human Services has convened the April 30th and May 1st meeting of the Advisory Committee on Blood Safety and Availability under the authority of the Federal Advisory Committee Act of 1972.  With the exception of the industry representatives, all participants of the Committee are special Government employees or federal employees.



Federal employees of various operating divisions of the Department are subject to the Federal Conflict of Interest Laws and Regulations.  The Federal Employees are non-voting Members of the Committee.



The Secretary is responsible under Section 301, 351 and 361 of the Public Health Service Act, as amended, and various provisions of the Federal Food, Drug and Cosmetic Act for issuing and enforcing regulations concern the collection, preparation and distribution of blood, blood products, human tissues and human organs, for issuing and enforcing regulations related to the transmissions of communicable diseases, and for carrying out research in health fields, including diseases involving these products.



The Advisory Committee on Blood Safety and Availability shall advise, assist, consult with and make policy recommendations to the Secretary and to the Assistant Secretary for Health regarding these broad responsibilities.



The Department has determined that all Members of this Advisory Committee are in compliance with the Federal Ethics and Conflict of Interest Laws.



We would like to remind the participants that if they have personal or financial interest in a topic being discussed, the Conflict of Interest should be disclosed.  Thank you.



CHAIRMAN BRACEY:  Okay.  With that then, we will move on to the business of the meeting.  What I would like to initially do is to review the charge to the Committee.  There is a handout that has been distributed, but I think I would like to, at this point, read it, because it really is important to much of the work that we will be discussing later.



Specifically, the -- and this is related to the charge.  The quality of Governmental decision making on safety policies for blood, organs, cells and tissues is a matter of great significance to public health and to public confidence in our medical system.



President Obama commented on transparency and the Government's decision making process on January 21, 2009.  Quotes:  "Our commitment to openness means more than simply informing the American people about how decisions are made.  It means recognizing the  Government does not have all the answers and that public officials need to draw on what citizens know.



"And that's why, as of today, I'm directing members of my 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 problem of our time is as one nation by involving the American people in shaping the policies that affect their lives."



So continuing, within the United States, blood, organs, cells and tissues are supplied by non-governmental organizations that operate under Government oversight.  In general terms, practices and policies related to safety of these newly derived resources have been established under federal statutes and through Agency regulations.



However, the authorities and decision making processes vary from setting to setting and they are not always comprehensive compared with current practices.



Additionally, there is not a straightforward linkage between policy making and the funding of incremental safety measures.  In this context and at a time of transition and leadership at HHS and the Public Health Service agencies, it is timely to ask whether the decision making processes currently in place are meeting the challenges inherent in addressing new technology opportunities and new safety threats.



In particular, the Committee is asked at this meeting to consider whether greater and more orderly use of formal tools of policy analysis, such as risk assessment and cost-effective/cost utility modeling would be a value to enhance the current decision making process for new safety measures.



Implementation of a new safety strategy is often limited.  One, in the face of scientific uncertainties.  Two, with limited information due to a crisis.  Three, without adequate evaluation of the comparative effectiveness of the new safety strategy against the value of intervention or alternative interventions.  Four, without considering a prioritization strategy.  And five, lacking a process to decide under what circumstances a safety strategy should be continued, modified or discontinued after implementation.



The question then arises whether these limitations can be mitigated to a more standardized policy making process that incorporates use of formal assessment tools.



The goal then of this meeting, of the ACBSA, is to ask the Committee to comment on the elements that would characterize a more robust and transparent decision making process for transfusion safety policy.  Transplantation safety policy will be discussed at a later date.



So in particular, the charge is:  One, please, comment 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 disadvantages of comparative effectiveness models?



Two, what steps, if any, does the Committee recommend to enhance the quality and transparency of federal decision making for transfusion and transplantation safety policy?



So those then are the charges that we should keep in mind as we hear specifically the portions of this meeting that will address the decision making process and the tools that we will hear about later.



With that, we will move into the first speaker of the day and that will be Dr. Amy Helwig from the Center for Quality Improvement and Patient Safety of the Agency of Healthcare Research and Quality.  She will present an update on patient safety organizations and the potential role of these entities and transfusion and transplantation safety.  Dr. Helwig?



DR. HOLMBERG:  While Dr. Helwig is coming forward, I just want to introduce Ms. Linda Wade, Wade-Thomas -- Thomas-Wade to the Committee.  Thanks for being here.



DR. HELWIG:  Thank you, Jerry.  First, just on behalf of AHRQ, I would like to thank everyone for inviting me here today to present information to you on the Patient Safety Act and the rule that was recently effective as well as the PSOs or Patient Safety Organizations that have been created since this real pass.



The common formats which is a method for the patient safety organizations to exchange patient safety information in a common manner and finally what we refer to as our network of patient safety databases that is designed to aggregate on a very large level of patient safety information from the PSOs.



Well, first, the Patient Safety and Quality Improvement Act, believe it or not, it was almost four years ago in July 2005 when that Act passed.  And at the time, it allowed for the creation of Patient Safety Organizations or what we commonly refer to as PSOs.



These organizations would be up to form with the specific intent of conducting activities with health care providers to analyze patient safety information and provide feedback to the providers on different methods that they could use to improve and reduce risk to patients and their institution.



Another level of learning that was called for was what we refer to as a Network of Patient Safety Databases.  And the Act specifically called for an interactive evidence-based network where researchers could have aggregate level learning to learn further on patient safety.



As you can imagine, we want to have much learning at an aggregate level without common language.  So the Act did authorize the establishment of common formats for common data elements and common definitions for reporting patient safety events.



And finally, the Act required the Agency for Healthcare Research and Quality to report findings from this Network of Patient Safety Databases in our annual National Health Care Quality report and Health Care Disparities report.



We also have a report due to Congress using the data.  It's specifically called for in the Act reporting on trend in medical error using the information that we obtain.



Most of you that are familiar with AHRQ know that we are primarily a research-based agency.  So in fact, in order for AHRQ to administer the patient safety organization program, we did have to have an amendment aid to our enabling legislation.



Within Health and Human Services, we have a partner agency and that's the Office for Civil Rights.  The Office for Civil Rights handles the enforcement aspects for the confidentiality and privilege protections that are granted with this Act.



It is almost similar to the role in HIPAA, but AHRQ is the one that is most often identified with the patient safety organizations.  It is important to note that all aspects of this are voluntary at all levels and it does not replace any current mandatory patient safety reporting systems.



The main aims of the Patient Safety Act were to, first, address the fear of malpractice litigation by establishing a national uniform level of protection to patient safety information that is submitted to the Patient Safety Organizations.



Prior to having the Act and the rule, there really was a patchwork of different levels of protection given state-by-state around peer review as well.  So this provides a national uniform level.



And finally, prior to having the Act and the rule, we really didn't have a way to aggregate patient safety information on a large level to see that regional variances and national level or even at the low level depending on how you want to aggregate the data.



We began listing patient safety organizations after we published internal guidance.  And this was prior to the publishing of the final rule.  So AHRQ began listing PSOs on October 8th.  We published the guidance that day and by the end of the day we already had an application that had received via email.  We have been quite busy since then.



The final rule did then get published on November 21st and it's effective date was January 19th.  So it's still a relatively young law or young rule.  And since October, AHRQ has listed 58 PSOs.  We had set our estimate that we thought we would get 50 PSOs in the first year, so already at three or four months, we had exceeded our goal.



We continue to receive 1 to 2 applications for PSOs each week.  There is no limit to the number of PSOs that can be listed and there is no geographical limits either.  There are 25 states and the District of Columbia that are currently represented.



One of AHRQ's activities is to make sure that we maintain the accurate list or the official list of PSOs and we do maintain that at our website.



So who can be a PSO?  Almost any type of organization can apply to be a PSO.  You can be profit, you can be nonprofit.  You can be public, you can be private.  There are several distinct ineligible organizations.



The first is health insurance issuers.  And they have a specific, I want to say, double -- they cannot be either a PSO and they also cannot establish a component PSO.  A component PSO would be if they dedicated one division or if they established a separate legal entity and then health insurance would be considered a parent.  But they can't do that.  They cannot do either PSO or component PSO.



Other organizations that cannot apply include accrediting and licensing bodies, regulatory bodies, and this includes agents, and we bring that up because that includes QIOs and mandatory public reporting systems.  Those last three, the accrediting and licensing bodies, the regulatory bodies and the public reporting systems can establish a component PSO.



In fact, we do have several QIOs that have established a component PSO.



You are probably familiar with this PSO, it's AABB's Patient and Donor Safety Center.  They were officially listed on December 17, 2008.  I'm just wondering is anyone from AABB here today?  So that's your press release when they became a PSO.



Other types of PSOs that we have seen:  State Hospital Associations, we have quite a few of those.  An example would be the California Hospital Patient Safety Organization.



We have several PSOs that are from organizations that were already well- established in patient safety prior to the rule.  One would be ECRI, which is well-known for its work with device patient safety.  Another would be the Institute for Safe Medication Practices and their work with adverse medication errors.



Another example of the type of PSO that we are seeing would be Quantros Patient Safety Center.  If you recognize the name Quantros, Quantros is a company software for our patient safety reporting.  And they established a component PSO.



University Health System Consortium is a very large consulting group to academic medical centers.  They also established a component.  And that is the operable software and consulting.



How does one become a PSO?  It's really quite a straightforward process.  There is an application that we call the Certification for Initial Listing form and that's available on AHRQ's website for download.



The organization that is applying then goes through a self-attestation process where they will note whether or not they comply with the different statutory requirements.  Some folks say does that seem stringent enough?  And we do -- we are authorized to do audits and spot checks and we are beginning putting together those protocols right now at AHRQ.



Once listed, you are listed for three years.  At the end of those three years, these organizations do have to reapply and go through the attestation process again.



So what will these PSOs do?  Their main charge really is to collect patient safety information directly from providers, whether it be hospitals, chains of hospitals, outpatient clinics, even individual physician practices and then analyze that patient safety information and provide feedback to the provider, so that they can work on reducing risk to patients.



They also like to work on encouraging a culture of safety.  Again, really trying to build the infrastructure that allows for sharing of patient safety information.  And of course, with the confidentiality and privilege protection rule, they do need to maintain strict standards of confidentiality and security of the data.



There is an interesting requirement in the rule and that is that PSOs do have to collect information that allows for comparisons of similar events among similar providers.  And in order to do that, former Secretary Leavitt authorized AHRQ to form and build, what we call, common formats.  And this would be -- these would be made available to help the PSOs meet this requirement.



AHRQ released and published our first version of these common formats and we refer to it as 0.1 Beta, because it really is an initial set of common formats for which we specifically are looking for feedback.  We released it last August 2008.  So these were released just a couple months prior to having the PSOs, so that as soon as the PSOs did come live, they would have these common formats available.



They were published on paper.  We have had lots of questions about that, knowing that paper is not always practical and can be cumbersome, but we had several reasons.  First, we wanted to make sure the PSOs had at least something when they went live.  And the other is that we really specifically wanted to have a mechanism where we could get feedback on these.



It was -- the development was limited to the federal agencies and we needed to get the user feedback and the public feedback to find out how well these would work before we developed future versions.



Of note, these PSOs do not have to use the common formats from day one.  So if we're looking at the ones we'll be reviewing this week at AHRQ, once we list them next week, they are not required to have those common formats on board.  However, when PSOs recertify at three years, they will be asked whether or not they are using AHRQ's common formats.  And if they are not using AHRQ's common formats, they need to then provide information on the method they are using to allow similar comparisons among similar providers.



Our initial set of common formats, if you look at the scope, it's pretty much limited to safety right now.  And I bring that up primarily because the Patient Safety and Quality Improvement Act applies to safety and quality.  So it's really quite broad, but our initial common formats are just representing safety.



Further, there is an additional limit that they primarily reflect the hospital setting.  It doesn't mean that you can't use an ambulatory setting.  It's just more reflective that if you look at the common formats to see the types of events that we are gathering information on and the language used, it tends to be more reflective of the hospital environment.



We have had inquires though from ambulatory facilities that would like to know if they can use them and we say yep, absolutely.



The initial common formats are limited to the initial reporting phase of the quality improvement cycle.  AHRQ does plan to do common formats for the remaining three phases of the quality improvement cycle in subsequent years.



Another aspect of the common format's design is that we saw these in modules.  We saw two broad sets.  First, there is what we refer to as the generic modules or that information that is common to any event.  It has to be who, what, where or when, location, etcetera.



And then we have modules that are more specific to the type of event.  So for example, in the fall's module, it only collects information that is relative to falls.  Medication errors only has information relevant to medication errors.  Similar with blood.



Importantly, our common formats apply to all patient safety concerns, so they are very broad.  We capture incidents, which we define as patient safety events that reach the patients, whether or not there was harm.  We also are able to capture information on near misses or close calls.  And finally, we have a category that we call unsafe conditions that we capture information on and that we define as any circumstance that increases the probability of a patient safety event.



A great example of this would be two look alike medications being stored next to each other in the cabinet.  No patients have been harmed yet, but certainly the potential is there.



Since this is a voluntary system, the information that we gather is, in the end, pretty much numerator data only.  And this is really reflective of the way that the Patient Safety Act was written, in that it called for a voluntary spontaneous reporting system.  And we know that with that, there will be variability in the rate and consistency of reporting.  So those are some of the challenges that we face as we go forward.



This is just a quick list of the different event-specific types that we are capturing information on and these are the nine forms that we have released in our Beta version.  And you can see we have a combined form for blood, tissue, organ transplantation and gene therapy.



Well, who were these developed and how are they maintained?  I mentioned that we did not have private sector input in the initial phase due to limitations.  But we did -- AHRQ formed a broad patient safety work group which was comprised of all that major federal agencies that have an interest in patient safety.  And Jerry Holmberg is on that work group with us.



That work group performed the initial sets.  They are continuing to work on drafts and will be involved with the future versions as well.



AHRQ has a contract with the National Quality Forum and this was set up to specifically solicit feedback from the public and various private stakeholders.



After those common formats were released in August, we then began a process of gathering feedback through the NQF that went from August 31st to December 31st and we received over 700 comments related to the common formats just by asking -- suggesting better ways to perhaps phrase some of the questions or identifying areas where we maybe missed and we need to fill in a little bit more and also identifying areas that they thought we really didn't need, you know, if we wanted to slim these down and minimize information gathered.



We now are in the process of revising that Beta version.  We are about halfway through.  We're going to be working on blood in the upcoming months.  And once we have our revisions complete, we will be releasing the next version late this summer, probably August.



That version will have technical specifications that follow very shortly after the paper forms are republished and this will allow any software vendors to incorporate the common formats into their patient safety reporting systems.



We not only have the common formats -- what happens to the data?  So what this screenshot shows is in the upper left hand corner we have providers and multiple providers can associate with a PSO.  The PSO can then just provide information directly back to that provider or they can work with the provider to send the information after it has been made non-identifiable, both stripping off things such as the reporter name, the patient name, the provider name, but also making it contextually non-identifiable, and that's what is called for in the rule, so that it can go to the NPSD.



But before it can get there, we realized that some PSOs since they are voluntary and they are not funded by the Government, we did set up a technical assistance center, we call that the PPC, that yellow box, or Privacy Protection Center.  That's AHRQ's technical assistance center that will assist the PSOs in making that information non-identifiable to all follow the same standard and then the information that goes to the NPSD should be an apples-to-apples comparison.



The right hand side just shows that many different types of reports that we anticipate that will be able to do with the Network of Patient Safety Databases.



So where are we going next?  As I mentioned later this summer, we will have our Version 1.0 released.  We are currently working on revisions to the blood common formats.  And then once those are published, the National Quality Forum will again begin their cycle of gathering comments and we will do this on an annual basis going forward, so that we can continue to really refine the common formats based upon user feedback.



So this version with the technical specifications should be used by the PSOs to ultimately get information to the Network of Patient Safety Databases.



For those of you that may have seen or Beta version, you might have noticed that the organ common formats are pretty slim.  In fact, it's just one question.  What organ was involved with the event?  That is there primarily as a placeholder, because we do realize it's an area that we need to develop and it's one of the areas that is on our short list for development in a future version.



We will also be expanding two additional sites, mostly likely going to long-term care or nursing homes next and revising the common formats, so that they reflect that setting.  We are hoping in Version 2.0 to have common formats available for root cause analysis, realizing that's one way that we can substantially help the field of patient safety, since the root cause analysis doesn't have a standardization right now.



And then finally, we are working on development of a better Network of Patient Safety Databases.  It is in the early developmental phases right now.  And it will become finalized after we get the technical specifications out later this fall.  And that we do anticipate that patient safety organizations will be able to submit information to the Network of Patient Safety Databases in 2010.



And this will allow for multiple levels of aggregation.  And with that, I would be glad to take anyone's questions.



CHAIRMAN BRACEY:  Dr. Epstein?



DR. EPSTEIN:  Thank you very much.  This is very illuminating.  My question is whether a given PSO reports all categories or they sign up by category?  And then I have a particular interest in how many PSOs are reporting in the area of blood collection and transfusion and what percent of our system does that now cover?



DR. HELWIG:  Yes.  For PSOs, there are some PSOs that are broad and won't capture anything.  I think a great example of that would be PSOs that had been formed by state hospital associations, so those would be quite broad.  But then there are PSOs that are more specialty-based.



We have one that is called Wake-Up Safe.  And that's specifically pediatric anesthesia.  And then of course, we have AABB, which is more blood-related.  So it is likely that the different PSOs will take the different modules that they want and that applies to the information that they are gathering and just use those common formats.



What we have seen with some of the early PSOs is, for one I say, they are tending to be more specialty-based.  They can actually receive and they need to be prepared to receive data from anyone.  As long as you have -- you are a listed PSO on our list, you really can't say no to people and say no, we won't take your data.



You're supposed to have contracts, but, theoretically, a provider could just send information with no contract and then that PSO would be liable for making sure that they maintain that without any unauthorized disclosures.



What we have seen is that some specialty PSOs have set up what looks like it will be consulting services with out specialty PSOs so that they can flesh out maybe some areas of expertise that they don't have.



CHAIRMAN BRACEY:  Yes, I have a question.  In terms of global models, are there any models?  This is a public/private partnership.  And in some counties, I would imagine, that this is all sort of controlled at the government level, but are there models existing of public/private partnerships and what has been the outcome?



DR. HELWIG:  AHRQ's common formats are completely public.  In terms of the private partnership, they are made available for public and private organizations, but it is considered the public domain.  We work closely with WHO's ICPS or International Classification for Patient Safety.  And that is a taxonomy that is being developed through the WHO involving many countries throughout the world.



And this -- making sure that we have people that sit on that Committee and we'll make sure that our's lines up with the way their taxonomy is being structured.



CHAIRMAN BRACEY:  Questions or comments from the Committee?  Dr. Yomtovian?



DR. YOMTOVIAN:  How would --



CHAIRMAN BRACEY:  Turn you microphone on.



DR. YOMTOVIAN:  Sorry.  How will this interdigitate, especially, vis-a-vis, the AABB's role with the biovigilance program that is also being rolled out?  How will the two talk to each other?



DR. HELWIG:  The biovigilance efforts, they actually capture quite a bit more.  We have seen the information that they are gathering on, so our's is just a limited view of all the elements they have captured.  But through our Patient Safety Work Group with the different federal agencies, we do have the CDC on board there and then we have Jerry.  I know Jerry you are working with the biovigilance trying to make sure that we don't have all these different silos of efforts just within the Federal Government capturing the same type of information, but in different ways.



Another example where we see that is with our health care associated infections.  And the CDC has their NHSN, which is National Healthcare Safety Network, which they -- it's a software system that they have.  It's for surveillance of healthcare associated infections.  Our's is a little bit different, but we want to make sure we -- whatever question they are asking, that the hospitals are required to gather on healthcare associated infections, that we are not asking variance of that, but we really are capturing the same information to minimize the double reporting and such.



CHAIRMAN BRACEY:  Questions from Dr. Pomper and Dr. Triulzi.



DR. POMPER:  More of a comment, but one of the PSOs was the UHC University Health Systems Consortium and our institutions participate with that.  And this is a comment towards the scope of data collection.



There is a Patient Safety Net through the UHC and I do not speak for the UHC at all, but it's just our experiences.  The Patient Safety Net is integrated into the hospital.  It collects information from anywhere and any event within the hospital system.  So it would capture not just blood transfusion events, but any nursing events, anything related to the scope of transfusion, but also anything related to -- in essence, safety-driven.



Anyone can contribute to the PSN, so that it's open to all participants in the hospital, so the scope, at least for the UHC, is very broad, but would capture many aspects of patient safety, not just in blood transfusions, but elsewhere.  I find it helpful because it doesn't just capture the transfusion events, but events surrounding the potential for transfusion errors and events.



DR. HELWIG:  Yes, we have met several times with UHC and they are very interested in our public formats because of their Patient Safety Net and at some 68 academic medical centers that they currently work with and many of them are lining up to have PSO contracts as well as just the consultant and software contract that they already had in place.



The only thing that UHC does in order to capture so broadly is they have an error tip section, which allows if you can't find the structure questions, you can always put a narrative.  And our common formats do contain a narrative as well, because many individuals recognize that the narrative carries a lot of important information that does not always fit nicely into structured questions.



CHAIRMAN BRACEY:  Dr. Triulzi?



DR. TRIULZI:  Can you comment about the voluntary nature and the deliberations that went on about voluntary versus mandatory and work, providers involved in those discussions about what degree they participate in voluntary versus mandatory?  You mentioned in one of your slides about legal implications as there is other adverse event reporting systems being debated and how to structure those.  I'm interested to hear what were the deliberations for this in making it.



DR. HELWIG:  I'm not able to comment directly on the deliberations, not having been a participant in that, other than knowing that one of the main aspects of having it be voluntary is we have heard from many that not another mandatory system from the Government that is maybe different and not -- different mandatory programs, we heard that first.



And then I think the other is along that culture of safety and really recognizing that you are going to get more for culture of safety through the voluntary program than something that is mandatory.  Other folks have also said that really all mandatory programs are in the voluntary, but so --



CHAIRMAN BRACEY:  We have a question from Dr. Sarode and then Ms. Finley.



DR. SARODE:  I just have a comment about UHC PSN.  We do participate in reporting on PSN.  And our focus is actually on -- under transfusion.  For example, sometimes patient sit in the ER with INR greater than 15 for more than 24 hours and we report that.



And these things, I think, are more important to capture, because not every hospital is reporting that kind of stuff.  Similarly, a patient who is sitting with hemoglobin at 3.8 for more than 24 hours, we report all that.



DR. HELWIG:  Yes, I think -- well, we have seen through the years that hospitals keep that patient safety information in their own silo.  They don't share it for various reasons.  In some states they are not allowed to share it.  But this now -- such a structure where there is a protective space where hospitals can share with other hospitals to learn about similar events, they can do that through the PSO or through the Network of Patient Safety Databases.



So I think we are really looking forward to seeing how these PSOs will work with each other and develop new patterns.



CHAIRMAN BRACEY:  Ms. Finley?



MS. FINLEY:  You had mentioned the role for providers, but what about the role for patient organizations and patient groups?  I mean, are they -- do they provide input into this?



DR. HELWIG:  Consumers?



MS. FINLEY:  Yes.



DR. HELWIG:  Consumers did provide input into the initial shaping of the Act.  And I know that it was -- I wasn't involved with that, but I do know that it was considered and I think in the end it was limited some.  So folks have asked well, how can consumers get involved now?  And will that change in the future? 



I mean, it is possible that it may change in the future.  And I think now it would be more that a consumer is welcome to report anything to their provider and the provider can submit.



MS. FINLEY:  Okay.  But we have no guarantee, if it's not mandatory, that the provider is providing that information provided by the consumer, correct?



DR. HELWIG:  Correct.  There is no guarantee.  And I know that various consumer groups have raised concerns and have wanted to know why there's not much room for consumers in this and I should say direct room for why a consumer can't just directly report.  And I do know that it may be considered in the future how this might change.



MS. FINLEY:  Do we have any mechanism for tracking how accurately we are getting reporting of all incidents that should be reported?



DR. HELWIG:  As a voluntary system, I think that it is unclear right now what we will see in terms of numbers and whether that really truly represents all patient safety events.  I think we are going out with -- right now, with a limited set trying to capture as much information as we can and then seeing how, I think, as we get these PSOs set up and see how they work with providers, I think it's probably just too early to tell.



MS. FINLEY:  But if there is no mechanism for trying to do some kind of benchmarking here, then we are not going to get to that information, correct?



DR. HELWIG:  I think the question about benchmarking, whether we have true benchmark to trends comes to the issue of numerators and then do you have a denominator?  And one of the aspects of it being voluntary is it really is just numerator.  The GAO is doing a report on the program and I believe that would probably be one of the issues that they would look at.



MS. FINLEY:  Do you know when that is initiated and when it will be completed?



DR. HELWIG:  It's currently under process.  They have just begun and it is due to Congress the first week of February 2010.



MS. FINLEY:  Okay.  But that wouldn't -- that looks at the overall structure of the program.  It wouldn't tell you what percentage of information you are missing.



Also, in the blood area, which patient organizations provide it, consumer organizations provide input?



DR. HELWIG:  That I don't know.



MS. FINLEY:  Could we get that information for the record, please?  Thank you.



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



DR. KOUIDES:  Do you plan to expand the data collection on each event?  In other words, trying better to understand that event, are there other comorbid conditions or issues, simply data like age, but additional medical conditions, someone prone to fall maybe because they have also had an underlying stroke and many other conditions?  And some of these often are inevitable problems and they are not necessarily a direct patient error.



DR. HELWIG:  In the current set of common formats we have very few items that collect comorbid.  One that -- way that it might be captured is we have two optional fields.  One is for principal diagnosis, which is the final diagnosis at discharge, which may not be what the Patient Safety Net was, as well as principal procedure.



One of the limits that we have right now with -- there is 197 data elements that released and I think it's just did we get the right number?  Do we need to expand it some?  Do we need to shrink it some?  In a voluntary program, if you make it too big, no one is going to fill it out.



So we're in that balance right now, but the type of feedback you provide is certainly something we can consider in the future.



CHAIRMAN BRACEY:  Could you comment on there are some events that, I suppose, are required reporting.  For example, the never events with CMS.  Is there any linkage with your activity and some of those--



DR. HELWIG:  Well --



DR. CORASH:  -- reporting requirements?



DR. HELWIG:  -- the information that goes to PSOs does not go to CMS.  So that I think is, of course, important to know.  If -- the information that goes to PSOs doesn't affect payment.  It may through other records, but not through PSOs.  You can't have that type of disclosure.



One item that we have added, based upon the feedback we received from the public, we have added an item on the NQF Serious Reportable Events.  I believe there is 27 or 28 of those.  And we added a question into the generic set that is: is this considered a serious reportable event?  And if yes, then which one was identifiable?



But again, that doesn't get reported out.  It has to stay within that confidential space.  It's more just to look for analysis.  



CHAIRMAN BRACEY:  Dr. Ison?



DR. ISON:  I was just going to follow on with Ms. Finley's comment.  I think we need information on what gives us our reporting for blood, but also for organ and tissue, especially considering that there is that single question I worry that it is an area that is being ignored.



CHAIRMAN BRACEY:  Dr. Holmberg?



DR. HOLMBERG:  I think Dr. Kuehnert is on the line.



DR. KUEHNERT:  That's right.



DR. HOLMBERG:  Okay.  Very good.



DR. KUEHNERT:  Thank you.



DR. HOLMBERG:  I have two questions.  First of all, I don't think you answered Dr. Epstein's question as far as numerous or how many blood organizations are currently in the PSO.  And have you had anybody step up to the plate for other groups like the tissues, the clotting factors, the organs?



DR. HELWIG:  Actually, AABB is the only PSO that I'm aware of that is specific to blood, at this time.  We've had some phone calls with others, but no specific applications being put in.



CHAIRMAN BRACEY:  Okay.  Thank you very much.  One other questions from Dr. Yomtovian and then we will take a 20 minute break.



DR. YOMTOVIAN:  Thank you.  I know that the VA Hospital System has the patient safety officers all throughout the system.  Is there any discussions and relationship between the program and the VA Hospital System, at this point?



DR. HELWIG:  The relationship is that the VA has a -- they have a membership on the patient safety work group and they actually helped move the authorship of several of the modules.  Surgery, anesthesia specifically, and also co-leader falls, they have a fall center that they know quite a bit of work on patient safety.  And that they are involved with review, all the common formats.



We pilot tested the common formats in federal health centers and one or a series of those were veterans hospitals using those patient safety officers or the patient safety measures and their staff who are the ones that would be, in fact, going through these reports to see how workable they were.



We also used Department of Defense health facilities and Indian Health Services.



CHAIRMAN BRACEY:  Thank you, Ms. Helwig.  Dr. Holmberg?



DR. HOLMBERG:  I just want to put a final comment on here, not directed to you, but to the Committee Members.  I think that what we have heard this morning has been very enlightening.  And I think that it will compliment very much our biovigilance program.



But there is still a real need to develop the organ aspect of things.  And also there is some great opportunity for maybe some of the hemostasis aspects of the utilization of the various products.  So as you heard from Dr. Helwig that we are in the process right now of looking at the 0.5 Beta version, and I always emphasize that that's .5 Beta, because it means that it is just a placeholder really and that we really need to work on that.



So I would encourage you to provide my office with information, if you think that there are suggestions.  And I'll try to get copies of the common data format out to the Membership of this Committee.



DR. HELWIG:  If anyone wants to view them or print them, the site where they are available is www.psoppc.org, that's the Technical Assistant Center.



CHAIRMAN BRACEY:  Thank you, Ms. Helwig.  We will now take a 20 minute break.



(Whereupon, the above-entitled matter went off the record at 9:32 a.m. and resumed at 9:59 a.m.)



CHAIRMAN BRACEY:  Okay.  We are at the point in the meeting where we will hear from the Public Health Service Biovigilance Task Group.  And one of the speakers, our own Committee Member, Dr. Kuehnert, is being patched in.  We will hear --



DR. HOLMBERG:  Dr. Kuehnert had to leave the building.  There was a fire alarm in his building, so he is sending us an email by his Blackberry saying he had to vacate, but as soon as he is permitted to come back into the building, he will call back in.



CHAIRMAN BRACEY:  Okay.  



DR. HOLMBERG:  So you know, Murphy is really active here.



CHAIRMAN BRACEY:  So with that, we will move then on to Dr. Alan Williams, who will present a report on biovigilance in the U.S.



DR. EPSTEIN:  Jerry?  Yes, you know, the FDA has a Pandemic Flu Task Group that meets every morning.



DR. HOLMBERG:  Yes.



DR. EPSTEIN:  And every afternoon.



DR. HOLMBERG:  Yes.



DR. EPSTEIN:  And I suspect that that teleconference is still ongoing.



DR. HOLMBERG:  Oh, okay.  Okay, understood.



DR. EPSTEIN:  It's supposed to go from 9:30 to 10:00, but --



CHAIRMAN BRACEY:  Oh, okay.



DR. EPSTEIN:  -- you know.



CHAIRMAN BRACEY:  I understand.  So with that actually then, we need to make a change in our -- 



DR. HOLMBERG:  Hopefully, Dr. Williams will be back in soon.  Just to give a little bit of background on the biovigilance activity in the years of 2004 and 2005, the Committee was asked to take a look at the various activities -- or to look at what could be a strategic plan or what should be the strategic plan for blood safety and availability.



And out of that came various initiatives.  And one of the initiatives was biovigilance.  When we use the word biovigilance, we are incorporating blood, organs, tissues and cellular products.  And so we had another meeting in August of 2006 that was totally dedicated to biovigilance.



At that time, we looked at the various systems that were currently available as far as reporting adverse events, errors, just what was available there.  And so what happened was that -- this is the recommendation and the recommendation came out that the DHS coordinate federal actions and programs in support and facilitate biovigilance in partnership with the private sector.



What they Committee found was that there was such a patchwork quilt of different surveillance programs and as we heard this morning, even with the PSO, a lot of times we have the numerator, but we don't have the denominator.  And so it really created a problem.



And I'll turn this back over to Alan and he can talk a little bit about the recommendations in the gap report.



CHAIRMAN BRACEY:  Thank you.  Sorry to pull you back from your conference call and hopefully you are able to get that important call done.



DR. WILLIAMS:  That's fine.  It was pretty close timing.



CHAIRMAN BRACEY:  Thank you, Dr. Williams.



DR. WILLIAMS:  I'm Alan Williams.  I'm with the Office of Blood at CBER.  And this talk is very much representing the work of the biovigilance work group.  And at this point, the materials in the document and in the presentation are the concepts raised by members of the work group.  They don't necessarily represent an agency position or an HHS position, but a product of the discussions that have taken place.



It represents the efforts of many contributors and the document itself is currently undergoing final tuning and clearances.  One thing to keep in mind, because there are -- have already been some pilot programs that have been started -- I'm sorry, Rich, can you possibly help me get this back?



The timing of the gap report is that it was initiated shortly after the August 2006 discussions.  And the content of the gap report itself identifies gaps, some of which actually will be met by some of the new initiatives that have been started.  So that's important to keep in mind as the discussions go forward.



And Dr. Holmberg at the conclusion of my presentation will present some of the donor and recipient work that is approaching -- in or approaching the pilot stage.



A second note is that the report also covers biovigilance, namely blood, cellular therapies, organs and tissues, but the concepts presented today are going to be limited to hemovigilance, namely blood.



There are numerous advantages to having a strong biovigilance system.  It has implications for benchmarking and quality assurance for individual institutions.  It permits the sophisticated membership -- measurement of adverse outcomes, both from a sentinel perspective where one wants the ear to the ground type mechanism to be able to pick up unexpected events.  And in that situation, clearly, you need the capability to identify sentinel events and act in real-time, which is a capability that largely does not exist now in the country.



And then on the flip side, the surveillance events, which are dependent on consistent definitions, which are not necessarily a real-time activity, but draw their strength from consistent memberships over time, so that trending can be assessed.



Another important component of having an ongoing stable surveillance measurement allows measurement of the impact of interventions in experimental studies.  And then another aspect is from a regulatory perspective that is clearly to help protect the nation's public health.



The regulators need access to good data and data that can be looked into and investigated, so that products that do not meet current standards or might be threats to public health can be acted upon and removed from the marketplace, if necessary.



One concept that the Committee used quite heavily in initiating the discussions was the activities that are going on internationally.  While these are in place fairly extensively, they are of different design.  And shown here are some examples of the different designs that are in place.



The Suspected Hazards of Transfusion Study takes place in the United Kingdom.  It's a voluntary program.  It is overseen by medical groups.  And it primarily encompasses serious observations.  In fact, it made a very key finding in that it was the association of TRALI with plasma from female donors and then on the intervention side demonstrated that if male plasma was used exclusively for transfusion, it greatly reduced or eliminated the incidence of TRALI in plasma recipients.



There are mandatory programs in place in Europe.  Some of these are run by regulatory agencies.  This is the case in France, Germany and Switzerland.  In general, one could surmise that these enjoyed higher reporting rates of adverse events.  I think to do a side-by-side comparison of voluntary versus mandated systems would help inform that, but at least observations to date is that these do have overall higher reporting rates.



There was quite a bit of attention paid to the systems in place in Canada, which are sponsored by public health authorities, and particularly the system used in Hema-Quebec where there are transfusion safety officers in each of the institutions that help to provide extensive adverse event reporting.



And then there are large scale efforts, the International Harmonization Network, which used to be the European Hemovigilance Network and the ISBT, which have helped to establish common definitions including grading for severity, inputability and clinical science.



So from the collection of studies that were looked at, clearly, there are some design options available for different aspects of biovigilance.  And depending on the perspective that one looks at these programs, whether as a regulator or a manufacturer or an end user, they have advantages and disadvantages.



And I think all this needs to be taken into consideration in thinking about a comprehensive system.  Data can be collected at the single institution level or collected in aggregate.  Clearly, at the single institution level, it is valuable to have your own data, so that you can compare it with benchmarks that might be available, but with aggregated data you get increased power to observe a rare event, particularly if the definitions are consistent and it is all well-controlled.



There is voluntary versus required reporting, which has advantages and disadvantages.  As far as the identity of the institutions or individuals submitting data, the programs can be functionally anonymous which helps to remove a fear of the reporter of some form of reprisal for the fact that they are reporting something that might negatively reflect their procedures or it can be identity linked reporting, which doesn't carry the same reassurance, but does all further follow-up to really get at details that might be needed to do a comprehensive investigation of an event.



There is sentinel versus surveillance reporting, which I already mentioned.  Sentinel being -- tending to be the unexpected event, picked up by the ear to the ground type surveillance, versus a surveillance designed which looks more at trending and is highly dependent on consistent definitions.



There can be distinctions between whether the adverse events measured are only those that are severe versus all incidents.  Incidents being things like near misses which, in fact, would reflect the procedure that wasn't carried out entirely correctly, but did not necessarily result in an adverse reaction or adverse event.



The measurement events and incidents is important because again it increases the power of measurements tremendously, because any of these incidents could, in fact, result in an adverse event.  They just didn't.



And then there is a whole area of governance and oversight and access to data, etcetera, and the design which is very relevant in this country whether considerations are that the Government will operate the system versus the private community operating the system versus a partnership, which I think all agree is really the ideal way to go.



We do have hemovigilance-related programs operational in the United States and have had for some time.  They are not, for the most part, national level, but I think there have been many good data produced and I think it's worthwhile to recognize these.



This country has had a very strong program of investigator initiated research in the blood arena.  There has been data collection both at the major blood organizations on a multi-center basis and at individual blood centers for donor adverse event data collection.



Individual hospitals often tend to track their own recipient outcomes, but there really has not been a major effort to consolidate these into, you know, a national program so far.  There has been a program of medical error reporting, MERS-TM, which has done a good job in about 25 institutions to measure near miss events and has an active program to establish benchmarks and collect those data, which has served as a model for numerous other studies.



Another non-federal program is that some states have had very active tracking programs, particularly in New York State, which has generated quite a few useful data related to blood transfusion and outcomes.



The whole area again not -- typically not a federal program, but individual blood centers have both currently and historically done epidemiologic studies of markers and marker rates in donors.  The incidence and prevalence calculations and trending tends to be complex.



On the face of it, it appears simple, but when one gets down into definitions of repeat donors and measurements of incidents against the available data, it can get complex.  There may be controversy or sensitivity over the interpretations and generally an institution is happy to keep data for use internally, although generally in this country it has been shared for very useful purposes.



But within blood centers in the U.S., I think some of the best uses made of epidemiologic data are to assess donor screening test performance, things like test specificity, to describe the epidemiology of new agents like West Nile Virus where the blood community often has the front end leading edge of research information to a new agent, because of interest in protecting the blood supply.



Those data are useful if they can be correlated with risk factors by interviews with donors.  And to some extent, it probably varies between institutions, epidemiologic data can be used for internal quality assurance purposes.



And then this brings up the subject of the use in -- of epidemiologic data in Europe where the EMEA, the European Regulatory Authority, actually requires manufacturers of fractionated projects -- products to submit epidemiologic data under source donors to the regulator.  They are not actively using that for any regulatory purpose, but urging the manufacturers to use the data to develop their own quality assurance systems.



Federal hemovigilance systems also vary much in place.  Many of you are familiar with these.  The large repositories that have been assembled by the National Heart, Lung and Blood Institute, the NBCUS study, which has really filled a major gap by providing collection and use information throughout the country, and the two programs that Dr. Holmberg will describe that are really in an embryonic stage, the hemovigilance programs for recipients and donors that are just starting.



One are of hemavigilance that actually isn't in the report, but I did want to make mention of it.  There is valuable data gained in the early '90s from some of the CDC- sponsored interview studies of donors found to be Parker-Positive and to determine:  (A) What risk factors were coming into the blood bank with the donor population to help improve donor screening measures; and (B) Because this is a behaviorally screened population, it often gave helpful insight into some of the more subtle risk factors that help -- could result in infection.



These studies really do not occur on a multi-center basis, at this time, and I just think it's worth creating awareness that the data that we have about risk factors in donors is at least a decade old now.  And clearly, this may have trended in that time.



So some of the deficiencies in current hemovigilance in the U.S.  And at the end of the talk I'm going to run through the actual gaps.  But there is, for the most part, a lack of long-term stability, a lack of national scope, multi-center design, common definitions, although that's improving, lack of denominator information to use for comparison purposes and modeling, some problems with broad data access and sharing, both at a technical level and a proprietary information level.



Many of the systems we have in place are -- have a delay in access to data and reports from the data that ideally in a hemavigilance system you would -- you want at least some components of those data available in real-time, so that one can react quickly to an observation.



Ideally, data needs to be available for intervention evaluation, so that you can not only propose an intervention based on observational studies, but then assess the impact of putting that intervention into place.  And you want systems, be they voluntary or mandatory, that are designed so that the reporting is robust and provides a good representation of the events that are actually occurring.



In this country there are some explanations for some of these deficiencies and I think it's worth keeping them in mind.  One of the big ones, I believe, in contrast to countries in Europe and some of the other major blood programs where there are biovigilance and hemavigilance systems, we don't have a national blood policy.  We don't have a national blood program.



So it's a little more difficult, again, advantages, disadvantages.  It's a little more program -- difficult to put a harmonized program into place if you can't simply mandate it at a country-wide level.



Secondly, there has been some competition.  We have had an exceptionally strong program investigator-initiated and federally-funded research programs related to blood.  So we have had pretty good data flow in some areas.  There are some barriers to data sharing, again, be they technical or publication propriety.



There has been a certain lack of targeted investment in real-time data systems, those are more difficult to design and maintain.  But clearly real-time data has an advantage in trying to rapidly put forward a safety intervention.  And some concerns about legal liability and regulatory liability, meaning that if you report a procedural error, will that, in fact, come back to bite you, because you reported it?  I think we need to lay any concerns related to that.



FDA has a role in hemavigilance. Its role is to preserve public health by ensuring the efficacy and safety of FDA-regulated products.  Not only do we do reviews at FDA prior to licensure or approval of a product, but post-approval there is release of lots and oversight of manufacturing compliance.



But then on the hemovigilance, biovigilance side, there needs to be surveillance of known adverse events that should be both in a surveillance trending mode as well as a sentinel mode, the ability to investigate aggressively any recognized safety concerns and the ability to remove any unsafe products that could compromise public health.



Currently, there are system of mandatory reporting for manufacturers that are  required for fatalities and specific product failures.  These are not as extensive for blood products as they are for drugs and other manufactured products.  At the present time, there is a network of voluntary reporting to our AERS and MedWatch system.  This is passive reporting.



Sometimes there are reports of medical errors received, but overall the voluntary reporting related to blood is quite sparse, particularly if one compares that with some of the reports that are coming in through systems like the National Blood Collection Utilization system.



And then third, I think one thing we don't want to lose is simply the telephone calls or emails from the alert health care provider.  I'm calling here the Friday afternoon telephone call where someone has made an observation and thought it was important enough to give FDA a call and allow an investigation to start.  This is one of the most useful mechanisms for collecting data that is there.



An example without going into the numbers, this is some material that is posted on the CBER website from some of the required fatality reports showing some of the factors related to fatalities and clearly demonstrating that for the past couple of years TRALI as opposed to ABO incompatibility and infection has really taken the lead in fatalities for recipients.  Those data are posted on the CBER website and are easily accessible.



FDA future efforts, there is an intent to expand required reporting to include serious adverse events in both donors and blood recipients and this would be finalization of the draft safety reporting rule, which was published in 2003.



There is a very broad based program plan called sentinel, which is actually mandated under the FDA Re-Authorization Act, Section 905, to improve post-marketing surveillance by establishing external links for outcome information, so that one can ultimately tie utilization data for a particular drug or blood product to outcome data from an FDA database or another source and begin to tie those information systems together without necessarily holding all the data within any given agency.



So this sentinel program will enable FDA to partner with existing data owners and still maintain strict privacy and security safeguards.  There is a lot of activity to get this program designed and I think this holds a lot of promise for the future, but again is quite complex.



And this is just a very quick example of how two agencies sharing databases can produce a very meaningful interpretation.  This is a draft of administration of unseasonal flu vaccine in 2006 versus error reports of Guillain-Barre in various age groups and one can see clearly the relationship that is obvious between those two reports.



CDC clearly also a major role in hemovigilance with -- which Jerry will describe in more detail.  They are committed at CDC to monitoring blood safety through surveillance and other public health methods and hemavigilance is included in the CDC long-term strategic goals.



And there is an infrastructure being built to address gaps that Dr. Holmberg will describe.  The reason I mentioned this is that there also is a need and an active effort right now to harmonize at least at the present time within these two agencies hemavigilance data collection, that although event he design of the -- though the design of the hemavigilance data being collected by the two future programs have different characteristics, that potentially we had designed a common data portal that would help then inform each of these databases and make optimal use of the available data for these different purposes, but yet make it very easily -- or as easy as possible for the front end data reporter.



Just very quickly, differences between the systems, the CDC, recipient system, a voluntary unlinked surveillance design and ready to pilot.  The FDA Adverse Event Data report really quite different design likely to be identity linked to allow follow-up.



Sentinel and surveillance design, real-time to the extent possible, both voluntary and mandatory and a little further along in the -- and less likely to appear in the very near future versus the NHSN program.



So in the early phase we currently have working groups between the two agencies working on this design and getting the two systems to talk to each other technically as well as thinking in the future moving toward HL7 data standards and things that are likely to make these systems very useful, but probably a number of years down the line.



FDA itself is heading to a new error database called MedWatchPlus, so as that happens, and that will be HL7-driven, we will work toward using the new FDA Agency-wide database.



So in summary, national hemavigilance in the U.S., it has been difficult, but I think we all feel we are off to a very good start developing some good ideas and some good programs.  And that the public/private partnerships which have been at work for the last 2 or 2.5 years have opened some new pathways.



And data collection, like the national blood collection, utilization survey has already proved its worth, those data are exceedingly valuable and the two new hemavigilance programs that are coming on-line this year also will be very valuable.



And I think this hasn't been universally accepted previously, but I think, you know, we are approaching the point where conceptually we feel that voluntary and required reporting systems can be designed to compliment one another.  They can both live within a commonality of data systems using the proposed HL7 data standards.



And I think which -- something most of you who have been involved in data collection will attest to is that even modest data capability versus no data capability can really have powerful impacts to help improve public health.



So at the end of the slide set, I have listed the specific gaps in the report.  I can go through them very quickly, I guess, and they are also in the slide set.



So first gap, there is currently a patchwork and sometimes fragmented system of various advent reporting.



The second gap, there is likely to be under-reporting of transfusion adverse events.



Third, there are challenges with FDA required reporting.



Fourth, there is a need for acute recipient denominator data as well as precise definitions and training of those who are submitting data.



Fifth, there is no national surveillance of donor serious adverse events other than fatalities.



Sixth, there is a need for accurate donor denominator data, precise definitions and training.



Seven, there is a need for accurate tracking of all infectious disease test data.  Albeit, there are some discussions to be held as far as the use of those data, given some of the sensitivities and complexities that are involved.



And then eight, one of the most important need for timely availability analysis of reported data and, in some cases, even real-time availability.



So next steps, I think Dr. Holmberg could probably address more thoroughly, but there is an intent to share the documents, obviously, with this Committee and eventually publicly as well once it is fully vetted.



There has been -- well, not a recommendation, at this point.  I think there has been consideration that there would be advantages to a coordinated national policy for biovigilance.  I think those -- that our planning system needs to maintain a pluralistic approach and consider all the interests of parties that are vested in a  biovigilance system to make sure that their needs are addressed.  And clearly, there is a need for stable long-term funding for any program.



This slide lists the participants in the program.  It is a large list, but just I think it's important to indicate that each of the PSH agencies has been involved as well as non-federal participants from the AABB, Academic Institutions, the American Red Cross, Blood Systems and Puget Sound Blood Center.



So from that, I'm happy to take questions or perhaps Jerry can --



CHAIRMAN BRACEY:  I think what we would like to do, thank you, Dr. Williams, we will have all of the presentations on this topic and then have the questions to the group as a whole at the end.  So what we would now do is proceed with the next presentation from Dr. Holmberg.



DR. HOLMBERG:  Alan, you can just stay up there and you can take the questions at the end.  I'll just talk from here, if you don't mind.



DR. WILLIAMS:  Okay.  I'll flip slides for you.



DR. KUEHNERT:  And, Jerry, I'm on the line.



DR. HOLMBERG:  Very good.  How was the fire drill?



DR. KUEHNERT:  It was fine.



DR. HOLMBERG:  Great.



DR. KUEHNERT:  Just like everything else around here, crazy.



DR. HOLMBERG:  Okay.  Well, I'm glad that you are safe.  I'm going to be doing the donor module first and then I'll turn it over to you, Matt, to talk about the recipient aspect of it.



There is just a few things I would like to back up, so that we're very clear on what we are trying to do today in presenting to you what we have done so far over the last three years.  And that is that the recommendations that came out of the 2006 meeting, August meeting, was that PHS should work to develop a task force group and to identify the gaps in the system.



And so what we have done is we have gone through and started out with a matrix and then into a White Paper.  And we are in hopes that we can share that with you, because you, as the Committee, requested this three years ago.  We would like to be able to give that report back to you very soon, hopefully at the next meeting.



So that is in the process of being vetted at the present time.  And today we just were able to present the hemovigilance aspect of what we are doing.



I also wanted to comment that when Alan was talking about the repositories that were available, one of the repositories that was not listed there was the uniform data collection that is samples that are taken through the hemophilia treatment centers.



And so that is a very valuable resource that we have.  And also there are attempts within CDC to also obtain samples on individuals that are frequently transfused, such as the sickle cell patients and the thalassemic patients.



So I think that, you know, as you can see, the Government has various bits and pieces, but how do we link it all together?  And that's really been our challenge.



What I would like to do is to concentrate on the donor module first.  And this was funded by the Department at the Office of the Secretary level.  And I have to thank our Department of Defense colleagues.  We were able to leverage a small amount of money against their small amount of money to be able to work through and develop a -- through a small business initiative on the donor module.



It is focused on donor hemovigilance.  There are similar efforts going on with the transfusion or I'm sorry, the transplantation transmission of sentinel network and in the tissue and organ community.  But as far as the donor, the hemovigilance aspect of it, the key participants were definitely the Department, AABB, KBSI was our vendor, ARC, DoD, BSI, Coffee Memorial, Mayo Clinic, PPTA and the Canadian Blood System.



The advantage of doing all these different systems, as Alan referred to, was clarification of definitions.  Wherever you go in the world, you are going to have problems that you are not -- that you don't have the same definition of different things.



So actually, it was a standardization of the donor reactions and the data that was going to be collected, the data definitions, the reactions, the reaction categories and then how do you calculate a systematic standard mechanism to calculate the donor reaction rates?



What it will eventually be able to do is to be able to get a trending report at a facility, at an organization, region and national level.  From what we hear with different organizations across the country is that many times these donor reactions vary from one facility to another facility.  And so we are in hopes to be able to look at the different impacts, different mitigations or what -- well, first of all, take a look at the donor reactions and then some of the mitigations that could prevent some of those.



I think this is clearly important as many, many states are moving towards a younger age group donor population.  And I think Ohio was just one of the states that just lowered their donor collection down to 16.



So, you know, I think that as we look at this, we really need to be looking at the age of the donor, the sex, the size of the donor and then comparison will provide comparison of the peer and regional and national groups.



Next slide.  There are ways of looking at predictive and causative analysis.  There is quite extensive work that has been done on the analysis of variables, such as age, sex, weight, you know, the determinant, the blood pressure.  There is also an emphasis on the device and kit analysis.



In other words, be able to take advantage of the manufacturing level to see if there is a problem associated with one of the manufacturers and to analyze association between policy procedures of organizations and donor reaction rates.



And then, you know, the bottom line is the intervention analysis and management all to improve donor safety.



Next slide.  And with that, I turn it over to Matt.  And, Matt, your first slide is up on the screen right now.



DR. KUEHNERT:  Great.  Thanks, Jerry.  And good morning.  I apologize to the Committee and the public audience that I wasn't able to be there in person.  Circumstances prevented that, but hopefully this will work out okay.



So the first slide here should say hemovigilance recipient module status.  Can you hear me okay?



DR. HOLMBERG:  Yes.



CHAIRMAN BRACEY:  Yes.



DR. KUEHNERT:  Okay.  So this effort focuses on the transfusion recipient and adverse events associated with the recipient.  Specifically, there are two parts.  One is to look at incident, sometimes referred to as accidents or errors, that could lead to an adverse outcome in the recipient.



These are things such as wrong blood in tube on cross-matching where the wrong blood type could be transfused into a recipient, but might not necessarily result in an adverse reaction.  For instance in the case I just gave where the blood type coincidentally happened to be the same as what the unit was actually labeled as, and so that would be called a near miss.



So these -- the incidents are both near misses and also those that result in adverse reaction.  So if an adverse reaction results, that is also tracked.  This would be any undesirable response or effect in a patient associated with the administration of blood or blood component.



So with this objective in mind, we developed this module through a public/private partnership using a system already operated by CDC, which I'll further describe, and with technical assistance from the AABB and their Biovigilance Task Force and specifically working groups on development of data elements and definitions for detection of incidents and adverse reaction.



The standards for this were based on international conventions where we could, including ISBT.  We borrowed heavily from already existing systems, including the MERS-TM, a system in New York, and also the Canadian systems used for surveillance of incident adverse reactions.



Next slide, please.  So to describe the system already operating that we inserted this hemovigilance module into, the National Healthcare Safety Network, it is an Internet-based surveillance system that integrates systems that were previously managed separately in the Division of Healthcare Quality Promotion at CDC.



It was previously composed of the  National Nosocomial Infection Surveillance System, which tracks hospital infections, the Dialysis Surveillance Network and the National Surveillance System for Healthcare Workers.



Next slide, please.  So the structure of the system is four components.  The patient safety component which has many of the nosocomial infection features that I mentioned, including catheter-related infections, there has been later-associated pneumonias, urinary tract infections associated with Foley catheters, health care personnel safety component, including needle stick exposures, the research and development component and then there is a biovigilance component which currently only has in it the hemovigilance module.



So I'll be using the biovigilant component and hemovigilant component interchangeably as it is this whole module in the component.



Just a little bit of more brief background on NHSN, it has grown considerably recently.  It was fairly stable at about 300 hospitals through the 1980s and '90s, but in the last couple of years it has grown to over-participation by over 2,000 hospitals in all 50 states.



Next slide.  The purposes of NHSN.  So we thought that this module fit very well in the system because of the following overall objectives of the system, which are to provide facilities with risk adjusted data that can be used for inner-facility comparisons and local quality improvement activities, so the idea really is benchmarking, and to assist the facilities that participate in developing surveillance and analysis methods that permit timely recognition of patient and health care personnel safety programs and problems and prompt intervention with appropriate measures.



Next slide.  Other purposes are to conduct collaborative research studies with members.  And I mentioned there is a research and development component.  And specifically, for this module, we had the vision that it would provide numbers of adverse reactions and numbers of medical errors and accidents associated with blood transfusion that can be used as benchmarks for performance and analysis.



Next slide.  So we have gone through a development process over the last couple of years.  What we have completed so far with much input from the community and from work done here is development of data collection forums, case definitions for both adverse reactions and incidents, a protocol for participating facilities to follow, to implement the module with detail tables of instructions, forms for the cases themselves in order to properly document denominators, to have ISBT encoded for our master list for blood and blood products used by participants and we have identified nine pilot sites.



Next slide.



CHAIRMAN BRACEY:  We're actually out of slides, so just to let you know.



DR. KUEHNERT:  Oh, okay.  I guess the last slide that wasn't included was what was -- what is to be done.  The pilot system is projected for beginning on May 7th now.  We expect the pilot to run for, approximately, six months, pending OMB approval of the forms and the protocol, at which point there is approval, then the system can be opened for all health care facilities in the United States to participate through NHSN.



CHAIRMAN BRACEY:  Thank you.  We will then move on for one more presentation or comment and that's from Dr. Barbee Whitaker, who has been involved with the private side of this private/public partnership.  Dr. Whitaker?



DR. WHITAKER:  Do you want me to go there? Is that easier?  Okay.  Thank you.  I'm Barbee Whitaker, the Director of Data and Special Programs and also the Director of AABB's Patient and Donor Safety Center.



I would like to thank the Federal Government for its collaboration and support of biovigilance and particularly to thank HHS and CDC for their contributions to the development of the donor and recipient hemovigilance systems.



This support and their continued support at this level is critical to a successful biovigilance and hemovigilance effort in this country.  We believe we have an excellent collaborative effort among the private sector's participants and the Federal Government.  The private sector has provided funding, expertise and personnel to recruit and train participants and to design the data collection requirements, while the Government has supported the development of the software for the two hemovigilance systems within this collaborative network.



The pilot for the recipient system is expected to start in early May.  Nine hospitals are in the pilot and many of these are already collecting data to contribute as soon as the system is available.  The donor system is complete.  Key donor centers are testing the system now.  We expect both to be operational by October 2009.



Electronic interfaces are planned for both systems to work with existing software used by hospitals and blood collection facilities to facilitate data entry and uploads.  In other words, to limit FTE efforts in the facilities.



We also believe that, approximately, 60 percent of the hospitals in this country have no electronic system to track adverse events and incidents making this an extremely attractive electronic tool even if manual entry is required.



Everyone involved in this effort, both in the private and public sectors, is extremely excited about the benefits to patient safety that will come out of this program in terms of lives and money saved over the long-term.



We are concerned however about funding.  Funding for the operation of the systems, which we see as the role of the public sector and funding for targeted intervention analyses and hospital recruitment, the private sector's role.



With the impact of the recession, this community and those within the public domain interested in funding patient safety initiatives have fewer dollars available.  The sad truth is that contributions have all but stopped.  And right now, there is no funding for additional recruitment of hospitals or for any of the analyses of these data.



The sad -- oh, sorry.  Ongoing federal funding is needed to support the responsibilities of both public and private sectors.  To the extent that this Committee can assist in raising awareness and support for the ongoing need for funding of the entire public/private collaborative effort, we need that help.



This is a unique project in its ability to save lives and save money, but it needs funding to grow into a sustainable program over the next five years.  Thank you.



CHAIRMAN BRACEY:  Thank you.  At this time, we will open up to questions and/or comments.  One of the questions that I had was about the fact that we have a voluntary system recognizing that in the globe, around the globe, there are both voluntary and mandatory systems, and wondering about the prospect for success of a voluntary system as opposed to one that might have a stronger mandate for reporting.



Would one of the -- perhaps, Dr. Williams, comment on that?



DR. WILLIAMS:  Well, I think it is a question and has been on a lot of minds.  And I think it is important to probably first determine the advantages of both designs and then make that known very broadly, because the voluntary systems have their advantages and clearly for something like benchmarking of incidents and adverse events, things that wouldn't be -- have mandatory reporting, they have, you know, inherent value themselves for quality assurance and trending and that sort of thing.



I think the larger question is for some of the more serious adverse events.  What are the advantages and disadvantages?  And frankly, what's the advantages of someone reporting voluntarily when they have to do it on a mandatory basis anyhow?



I think it's a tricky question, but I think, you know, it would provide a basis for data to be looked at from different perspectives by different interests.  I think there is not necessarily a contraindication for a system like that, if one has a common data portal.



Clearly, if one has burdensome reporting in two different directions, that one of them is going to suffer and in the face of a mandatory system, it may be the voluntary side.



But you know, I don't want to minimize the importance of the question.  But I think it should be a solvable issue by having a well-designed portal for entry and clearly elucidating the importance of the two different types of analysis that might take place.



CHAIRMAN BRACEY: Dr. Epstein.  



DR. EPSTEIN:  Yes.  I would just like to add the thought that I think the sticky wicket is over confidentiality and the need for a system to be non-punitive.  A mandatory system has the virtue that it can give you a better denominator and the ability to rapidly investigate events, because you have identifiers.  But the barrier is the fear, and this was on Dr. Williams' slide, that there would be consequences if a facility or an individual reports mistakes.



And I think that what needs to be understood is that the issue of quality and assuring quality is cross-cutting.  That there is a need when mistakes happen to examine why did it happen and to correct systematic underlying problems.



That said, the principal goal is really non-punitive.  It is corrective, but non-punitive.  And I think that that sort of lies at the heart of most of the resistance to the mandatory system.  And then I would just agree -- and of course, confidentiality can be maintained in either system.



But there the issue is whether it is identified or de-identified data.  And the importance of identified data, that is to say you know who the reporter is, you know what the institution is, you can go back and sort things out.  And that's what enables you to go down the pathway of root cause analysis and correction.



So - but the voluntary system as it is presently being devised is broader in that it will involve, you know, less serious and near miss events.  And that makes the database more robust.  So I think that there is a complimentary value there.



DR. KUEHNERT:  Dr. Bracey, can I make a comment?



CHAIRMAN BRACEY:  Sure.



DR. KUEHNERT:  I agree with those thoughts.  I just add again emphasizing that the -- if a system is to be voluntary, the data have to be of immediate value to the facility that is reporting them.  So I think the benchmarking aspect of NHSN is absolutely critical in order to have participation.



And that is what has worked in the currently operating module concerning infection control is that particularly if you are talking about entering data on less severe reactions and less serious incidents, facilities have to see that this is of overall value to them.  And that's what we hope to achieve with that.  And that's why a voluntary system can work.



The second comment I wanted to make is although the voluntary system and the regulatory systems are not directly integrated, we are working on ways to enhance FDA reporting through discussions on how to encourage both individual reports and discussing aggregate data at a higher level between the two systems.



So I just may have missed earlier presentations or comments, but I just wanted to emphasize that those discussions were going on.



CHAIRMAN BRACEY:  Well, one of the drivers in a hospital environment would be the involvement of certain accrediting agencies for safety enhancements, etcetera.  We see this all the time with respect to Joint Commission-driven initiatives.  Do -- what are the thoughts, what are your thoughts about the potential impact of those accrediting agencies?  Where do they fit into the picture?



DR. KUEHNERT:  I think they could play a very important role.  And it's difficult to say right now.  I'm trying to put myself in the place of those organizations.  If you don't have a system up and running yet, it's hard to point to it and say you absolutely, you know, should participate in such and such a system.



I think once such a system is up and running, I think they can look at it and see how it might fit their needs as far as health care facility patient safety and tracking of adverse events and near miss incidents.



CHAIRMAN BRACEY:  Dr. Triulzi?



DR. TRIULZI:  I want to make a few comments if I could.  First, for the Committee, I think we have a real opportunity here to do something extremely important.  It has been clear from other biovigilance efforts in the UK and Canada and elsewhere that these are extraordinarily valuable, these networks.



I don't even think that's debatable at this point.  And I think it is also noteworthy that the TRALI risk factor issues were identified in a voluntary system, which was UK.  So I would agree that a voluntary system can accomplish a tremendous amount, probably the most important thing we have learned from the biovigilance networks in the last few years.



I think it is also important that we acknowledge that a biovigilance or hemovigilance -- I'm going to speak predominantly to the recipient hemovigilance program.  It is not just a software program. Right now, there are 5,000 hospitals and 10 times that number of clinicians and nurses that need to be involved in the reporting.



And this is where I think the partnership that AABB has taken a leadership role and galvanizing that part of the community, someone needed to go out and identify 9 pilot hospitals who are willing to report in this system.  And there is another 10 to 15 percent of the nation's hospitals who have signed on.



And I think AABB in the clinical world has really led the need for the hemovigilance program and the partnerships with HHS on the donor side and with CDC for the software to make this possible have been tremendous.  But I think it's important that they move forward together, because the physicians and nurses and the blood bank were on the floors that need to be reporting this, someone needs to be out there and explaining how to apply these definitions.  What are the resources you are going to need.  What kind of reports you can expect back.  Why you should do this.  Why should you use your resources to do this.



And AABB has really been doing that with funding that has been from members of the organization.  And the reason why is because strategically AABB realized this is critically important.  A nation this large, why we don't have that is somewhat of an embarrassment when we talk to our colleagues internationally.



And so now we have the opportunity to do it.  I think Alan mentioned, in my mind, the biggest gap is the ability to fund this going forward.  AABB and CDC and HHS have each put in their piece to get to where we are, and I think it was absolutely correct, the long-term funding to make this ongoing, which it needs to be, has yet to be identified.



And you know, AABB has put in member resources, basically, donations to get to where we are, but I would really like to see this Committee make a strong recommendation that the funding to make this go forward come from the Government resources, essentially.  And that this data be available to those who are inputting the data, that means hospitals, blood banks, they need to have access to that data as well.



CHAIRMAN BRACEY:  Thank you.  A question or comment from Ms. Birkofer.



MS. BIRKOFER:  Thank you, Dr. Bracey.  Dr. Triulzi, do you have a sense or a scope of the funding necessary to move forward?  Has that work been done?



DR. TRIULZI:  It has.  I don't know, Barbee, if you want to mention that, but it's on the order of about $2 million a year for the recipient side.



CHAIRMAN BRACEY:  Given the scope of expenditures these days, that seems minuscule.



DR. TRIULZI:  Exactly.  If we were asking for $2 billion, we would probably get it.



CHAIRMAN BRACEY:  Yes.  Dr. Holmberg?



DR. HOLMBERG:  Well, once again, just remember that I think that figure of $2 million just involves the recipient side of the hemovigilance and, you know, the goal is to look more as a biovigilance and I think the biggest concern with my colleagues around the table that represent the organ and tissue worlds, I think that that's a concern too.



So I think that, you know, not at the present time, there is no funding for the TTSN.



DR. WHITAKER:  That $2 million is what AABB sees as what AABB needs to fund activities for recruitment and analysis at AABB's offices.  So that doesn't cover the Government's responsibility or expenses.



CHAIRMAN BRACEY:  Dr. Epstein?



DR. EPSTEIN:  Yes.  You know, one of the more successful models worldwide and the model in Hema-Quebec, this was mentioned earlier, is to have transfusion officers in hospitals analogous to the hospital epidemiologist that feed the data into the NHSN.  And going that route has a much larger cost, because you are talking about salaries in, you know, 5 to 6,000 hospitals.  And it's not clear who would pay that freight and yet it is one of the best models.



CHAIRMAN BRACEY:  Dr. Ison?



DR. ISON:  So Jerry actually trumped me.  I was trying to wait until some of the discussion had ended.  But I want to make the point that we are a little remiss in doing what we were asked to do by the Secretary.  We were asked to talk about blood, organ and tissue.  And we keep using the biovigilance and hemovigilance as synonymous when they are not.



And I think that the critical issue though is, you know, looking at the gaps and the issue that Mr. Holmberg just brought up is they are very similar.  If you look at the gaps that have been identified for organ and tissue safety, they are very much similar to what has been identified here.



We had no update on the status and what is going on with TTSN.  And the issue of a lot of investments, both on the part of the organ community, the tissue community and federal agencies to develop the TTSN, but not to move it forward is really a bit of a waste of resources and effort, especially when there is a great need for these.



So I think although it is important and I agree that everyone here, except for me, is basically involved with the blood banking industry, we can't lose track of the importance of this in the organ and tissue safety group.



CHAIRMAN BRACEY:  Dr. Klein?



DR. KLEIN:  Yes, I would like to get back to the issue of resources, because I think it's absolutely critical.  And I would like certainly for new Members of the Committee to point out that it's not just the question of what the total amount is, it's really long-term stable resources.  And anyone who has been involved in the National Blood Utilization Survey knows how difficult it has been from year-to-year to get funds to do this operation that has been so important to figuring out what is happening in the blood world.



In the European community, it is a lot easier, because the National Blood Services and the government tells you what they want and the government pays for it.  They usually do that by increasing the cost of a unit of blood to the other government hospitals, but also to the private hospitals.



So I would think that there are several areas in which one might consider long-term stable funding.  And one way is to make the product support what the product should support.  In order to do that, one has to be reimbursed for what that product costs.



CHAIRMAN BRACEY:  Dr. Yomtovian?



DR. YOMTOVIAN:  I agree with Dr. Klein.  I mean, we have spent money through the years to increase product safety with infectious disease testing.  This is increasing product safety in a different manner, but I think it should be on each product that is transfused and reimbursed.



CHAIRMAN BRACEY:  Other comments, questions from the Committee?  If not, we will then move on to our next presentation, which will be an update on the H1N1 Influenza Challenge.  And we have Dr. Kuehnert on the line.  Is Dr. Katz on the line as well?



DR. HOLMBERG:  I believe so.



DR. KATZ:  I'm here.  Can you hear me?



CHAIRMAN BRACEY:  Yes, we sure can.



DR. KATZ:  Great.



CHAIRMAN BRACEY:  So Matt, do you want to start off with giving us your portion of the update?



DR. KUEHNERT:  Sure.  I'll be very brief.  Since April 21, 2009, CDC has been tracking cases of respiratory infection with a swine origin Influenza-A H1N1 virus transmitted through human-to-human contact.



In response to the intensifying outbreak in the U.S. and internationally, first of all, the World Health Organization raised a worldwide pandemic alert to Phase V yesterday.  A Phase V alert is a strong signal that a pandemic is imminent and that the time to finalize the organization, communication and implementation of the planned mitigation measures is short.



Concerning the human cases of swine flu infection that have been laboratory confirmed, and I want to emphasize that in a given situation, in a locality, the Health Department may choose not to have everyone tested and instead deem a typical case of influenza-like illness consistent with confirmed cases to be a probable case and not to test.



So these will dramatically be an under-reporting of what it likely exists out there.  But there are 109 cases that are laboratory confirmed.  I'll just quickly give a rundown by state: Arizona with 1 case, California with 14 cases, Indiana with 1 case, Kansas with 2 cases, Massachusetts with 2 cases, Michigan with a case, Nevada with a case, New York with 50 cases, Ohio with 1 case, South Carolina with 10 cases and Texas with 26 cases.  The 26 cases in Texas includes 1 death in a 23 month-old child.



The U.S. Government has declared a public health emergency in the United States.  The response at CDC, the goals are to reduce transmission and illness severity and provide information to help health care providers, public health officials and to address the challenges posed by this emergency.



We are involved with coordinating efforts on mitigation, of course, with the Department and with external organizations, including AABB, who my understanding is will be giving a statement now.



CHAIRMAN BRACEY:  Dr. Katz?



DR. KATZ:  Thank you, Art, and thanks, Jerry, for inviting me.  I have been asked to update you on the AABB-sponsored Inter-Organizational Task Force on Pandemic Influenza and the blood supply.  This group has representatives from all the major blood organizations, hospital transfusion services, all levels of public health, including CDC, FDA, state and local health departments and Jerry Holmberg is on our group.



Cutting to the chase, at this point, we have no evidence that the H1N1 outbreak has had an adverse effect on the blood supply, although the situation, as I think Matt suggested, is incredibly fluid and we really haven't had enough time to understand it.



Should the outbreak worsen dramatically and/or evolve into a pandemic, the blood supply could be adversely affected from a reduction of the availability of donors as they either become sick or unable to present to donate because of other responsibilities, particularly in the home and elsewhere or unwilling to present to public venues for donation.



There may be a decreased demand related to canceled surgeries and effective blood management, but essentially we want effective steps to be implemented that will maintain a sufficient supply for appropriate patient needs.



FDA is represented on our task force by Alan Williams and others when necessary.  They have shared their current thinking, current consideration that the primary concern at FDA right now is the potential impact on blood availability.



The secondary concern is the theoretical possibility that influenza virus could be transfused and transmitted by asymptomatic viremia in the day or two prior to illness onset.  This sort of viremia has been documented in the past with some seasonal strains.  We have no evidence regarding the current outbreak strain.



At this point, FDA, CDC and the task force will continue to consider the issue and establish a scientific agenda.  No specific donor management interventions are being proposed at this time, either by FDA or the task force.



We are working with the large group purchasing organizations that service the major blood collecting organizations, American Red Cross, Group Services, ABC and Blood Centers of America and asking them to coordinate evaluation of the supply chain with AdvaMed, the Advanced Medical Technology Association blood sector, to determine if there are any issues in the blood-related supply chain.



We are working through these groups in order that individual blood centers will not be required to inundate the vendors with individual inquiries.  To date, there are no particular supply chain issues being raised, but we will know more in coming days, I think.



The scientific agenda really centers, I think, on a couple of things.  First is the theoretical risk of transmission that I described earlier.  It remains theoretical, but asymptomatic viremia has been seen briefly with prior influenza strains, so we need to be cognizant of this fact.



And an association bulletin will come from AABB either today or tomorrow encouraging collection facilities to become aware of donors who may have influenza to save, retain samples from such donations and components in frozen inventory for important research studies that might come from that.



Second on the scientific agenda is the historic evidence from the 1918 pandemic and recent work with other pathogens, most specifically I suppose Argentine Hemorrhagic Fever.  On the therapeutic value of convalescent plasma containing specific antibodies against a specific pathogen, the Department of Defense and NIH are interested in the potential role of convalescent plasma for pandemic flu in the absence of effective immunization when the circumstance of resistance to a lack of antiviral.



The criteria used to select such donors, protocols under which it would be administered are very complicated, but we are attempting to put together a research group that would foster that work going forward.  And those that are interested should contact me and my email address will be in the association bulletin.



The CDC has some very interesting and, we think, good reagents being used for diagnosis and evaluation of the current outbreak and it is possible that CDC can make available to selected interested blood collection facilities the diagnostic reagents being distributed currently by two public health laboratories.



FDA through Indira Hewlett and CDC through Matt Kuehnert will take inquiries about the availability of reagents.  And again, their contact information will be in the association bulletin.



Finally, I wanted to just very briefly touch on a list of recommendations that will be in our association bulletin reminding collection facilities and transfusion services of sort of where we think they should be in their pandemic planning and execution, at this point, recognizing that 2009 H1N1 Influenza A may have all been a pandemic in the next days, weeks or months.



Establishing appropriate command and control reagents per facility disaster plans is critical.



Review of stocks of critical supplies, obviously.



We are asking centers in particular to proactively develop messages for donor staff, blood drive sponsors and the public of key prevention strategies that will keep donors well, what is being done to provide a safe donation environment at collection facilities and the importance of continued blood donation for support of health care delivery.



We are asking collection facilities to review their protocols for responding to post-donation information and inquiries about influenza-like illness from donors with regards to product and donor disposition.



At a minimum, a donor with suspect, probable or confirmed infection with the outbreak strain is to be fully recovered before subsequent acceptance as a donor and as I referred to earlier, their plasma may have substantial value from an investigational standpoint going forward.



We are asking collection facilities to contact state and local public health to ensure that the message of continued blood donation and the safety of the blood donation environment is included with social distancing methods, so there are donors who are not driven away from donation activity by social distancing consideration.



Blood centers should be establishing timely regular communication with their hospitals about the status of the blood supply.  I think that is fairly obvious.



We are asking collection facilities to retain blood samples and both cellular and plasma components were feasible for the reasons that I have already mentioned.



And we are asking everybody to maintain reasonable records regarding post-donation information to facilitate look-back in other research.



As far as the transfusion services are concerned, we have asked them to review their pandemic plan and communicate them very clearly, if they have not already, to their blood suppliers with reference to two particular issues.



First is their plans for triage potentially, again potentially, there are no shortages at this point, limited blood supplies to those most likely to benefit from transfusion.  For example, pediatric patients, trauma patients and other groups with excellent survival from their underlying disease who may greatly benefit from blood transfusion.



And second, under what circumstances and how transfusion services will limit or end elected surgical or medical interventions that are likely to require substantial transfusion resources if supplies do, in the future, become constrained.



The rationale behind these recommendations for transfusion services is that we believe that effective blood management at the hospital medical staff levels is the best way to avoid triage at a distance from collection facilities.



That is medical directors at regional blood centers trying direct transfusion medicine at the beside when they have no access to the patient.  And this approach will maximize the benefit of transfusion therapy.



I'm available for questions if anybody has them.  The association bulletin should issue probably today.



CHAIRMAN BRACEY:  Thank you.  We do have a snapshot of the inventory that Dr. Holmberg can provide us.  Dr. Holmberg?



DR. HOLMBERG:  Well, once again, I want to say that this came out of a recommendation that the Committee put forward many years ago that we have a monitoring system within our country.  And that system is called BASIS, the Blood Availability Safety Information System.



On a weekly basis, we get the supplier data from the AABB, which is an aggregate of ARC and ABC facilities.  In a disaster situation or in a situation such as this, we have asked AABB to provide us this on a daily basis, so that we can monitor.



Our blood supply is pretty strong at the present time.  There is about a 9 day supply of Group O blood and about a 3 day supply of O negative blood.  The hospital part of the BASIS program does look at demands, shortages and while the red cell inventory is very good, platelets tend to be limited and there is always careful monitoring of and utilization of those platelets in the facility.



The BASIS system also looks at the shortages and whether the primary facility can meet the needs and that currently is looking very good, but hospitals are not having to go to a secondary or tertiary supplier.



So with the combined data that we get and we have about 95 hospitals reporting in our sentinel system and so we have a pretty good feeling that the blood supply is pretty stable.  But again, I have to emphasize that-- what Dr. Katz mentioned earlier, the prudent use of blood products in the facility, there has to be coordination not only at the blood center, but also within the hospital transfusion service.



CHAIRMAN BRACEY:  Thank you.  Dr. Yomtovian?



DR. YOMTOVIAN:  Dr. Katz, are you still on the line?  Dr. Katz?



DR. KATZ:  Hello.



DR. YOMTOVIAN:  Hi.  I have a question about the potential for schools being canceled and since many blood drives are held at schools, is there a thought of a contingency plan for how to deal with that if large blood drives are canceled at the same time as schools are closed?



DR. KATZ:  I can answer you from the standpoint of our contingency plan, which is to increase our public recruitment efforts immediately at that point.  Although, I think many of the blood collectors in the audience will tell you that we are beginning now as we get into May to move away from the concentrated high school blood drive weeks and months, because they are ostensibly studying for finals and moving on to summer vacation as the next several weeks go by.



I think we are over the worst risk from school closures.  That essentially will just drive up our public recruitment efforts substantially.



CHAIRMAN BRACEY:  We have questions from Ms. Birkofer and then Ms. Finley.  Ms. Birkofer and then Dr. Ison?



MS. BIRKOFER:  Thank you, Dr. Bracey.  When I listened to Dr. Katz' comments it made me realize the good work this Committee did back in 2006 with regard to including plasma collection centers in the Tier 1, if there is indeed a pandemic.



And Dr. Holmberg, I know you were very supportive of that and I recall a letter in May 2006 from Dr. Agwunobi to you, Dr. Bracey, urging that the plasma collection centers be in Tier 1 because of the importance of sustaining a stable supply of plasma, because we know it is manufactured into life saving essential therapies.



So I would like to ask if there is going to be any recommendations or any consideration from the Committee that we could reaffirm and reiterate the importance of that?  I don't know, Dr. Holmberg, if you have any comments or Dr. Bracey, I would appreciate that.



And I would just again like to thank you, Dr. Holmberg, for your support.



CHAIRMAN BRACEY:  Clearly, I think that the plasma therapy, as we heard, is very essential in the continuation of care.  So that needs to be an essential component of Tier 1, which, I think, we have emphasized, but perhaps we could reemphasize that.  Dr. Holmberg?



DR. HOLMBERG:  I don't have any additional comments, at this time.  I think that we are at the stage right now of monitoring.  If the Committee feels that there is need for a recommendation, by all means, that's your responsibility to make recommendations.  But right now, you know, it's on our radar screen.



CHAIRMAN BRACEY:  We had Ms. Finley and then Dr. Ison.



MS. FINLEY:  I wanted to ask Dr. Katz what the mechanism would be for a utilization of the National Blood Exchange to fill in if there were to be a sustained period of inability to collect in certain regions.  How would we cover the blood supply in other areas of the country?



DR. KATZ:  Well, certainly, the National Blood Exchange is a very important piece of a very well-established network of cross regional movements of blood supplies.  National Blood Exchange is built on that concept.  The American Red Cross Blood Service, the biomedical services, have worked on that model of moving blood to where it is needed for many, many years.



And almost all of the independents in the ABC system who are able to collect in excess of their system needs are involved with contract and ad hoc movement of blood across regions.



So we believe that that system already exists and will function actually almost seamlessly if there are regional shortages that are not impacting other areas.



MS. FINLEY:  Is the Red Cross a member of the National Blood Exchange?



DR. KATZ:  Um, I think any AABB member can utilize the NBE.  Somebody with a little bit more familiarity with the mechanics would have to answer that.



CHAIRMAN BRACEY:  Ms. Wiegmann?



MS. WIEGMANN:  Theresa Wiegmann, AABB.  I'm not sure that Red Cross is a member of NBE, but what happens is there is sort of an overlapping web of exchange programs and they all are in coordination through the disaster -- Inter-Organizational Disaster Task Force that helps them be in communication.



So ABC has systems in place to help its members move products through sort of spoken hub programs.  NBE helps blood centers as well as Red Cross, obviously, helping move blood throughout the country.  So in -- as has been the case in previous disasters, the disaster task force would be activated and help identify any spot areas where blood needs to be moved and then the system such as NBE, ABC and Red Cross will implement the movement.



MS. FINLEY:  Just to make sure that I understand that completely, the Disaster Task Force is an AABB mechanism?  It utilizes both the Red Cross and the National Blood Exchange, which is maintained, apparently, by ABC members?



MS. WIEGMANN:  There -- no.  So the Disaster Task Force is an Inter-Organizational Group that AABB helps coordinate.  It includes members, representatives from ABC, from Red Cross, from Blood Centers of America as well as a number of other organizations and hospital associations, Government agencies and all.



There is not one sole entity that helps move blood.  The Disaster Task Force helps coordinate the communications and then the centers are in communication with their already regular -- they already have regularized communications.  It's just one of those days with the swine flu happening at the same time.



There are -- my phone is ringing sorry.  There are -- what happens is we have urged the blood centers to already work through their regular means of moving blood regionally when they -- on a day-to-day basis.  So some blood centers uniformly routinely work through NBE, which happens to be an AABB program.



Some blood centers already uniformly routinely work through ABC and some work through -- obviously, Red Cross works through Red Cross.  So we urge them during a disaster to be in contact with their routine entity that helps them move blood.  And then if they have issues for some reason that need to be addressed beyond that, we can work through the Disaster Task Force to coordinate all of the entities.



CHAIRMAN BRACEY:  I think the question would be if there are disparities between a given provider, a function of the task force, at least as I would envision, would be to mitigate or eliminate or minimize the disparities in terms of organization-related blood supply.



MS. WIEGMANN:  Right.  We do not anticipate any organizational problems.  There is a very much a coordinated spirit, you know, in working together and moving blood.  The priority of the task force is to move blood to where it is needed when it is needed.



MS. FINLEY:  I understand.  Thank you.  I have two follow-up questions.



CHAIRMAN BRACEY:  We have got one comment from Mr. McPherson that may be illuminating.



MR. McPHERSON:  Yes.  Jim McPherson from Americas Blood Centers.  We had a track record with this just to say this isn't theoretical.  You know, we have been moving on the average of a -- well, around this country every year about 5 percent of the blood supply is shared between regions for -- you know, to fill gaps on a routine basis.



But even in disasters, we had moved 10s of thousands of units in days to hurricane areas or for areas where they couldn't collect.  So we have gone through drills.  We have gone through all kinds of experiments where, what are those, Jerry, drills called?



DR. HOLMBERG:  Top-offs.



MR. McPHERSON:  Top-offs where we have had the supply theoretically hundreds of thousands of units into areas and have successfully been able to do it.



MS. FINLEY:  Let me follow-up on that.  Is there an exchange then or has there ever been an exchange between the American Red Cross and the National Blood Exchange?



MR. McPHERSON:  Well, there is -- yes.  There is exchanges between.  I mean, it's all -- when there is a disaster, it's who can get the blood there the best and the fastest.



MS. FINLEY: Yes.  And that's coordinated by the Disaster Task Force --



MR. McPHERSON:  That's coordinated by the task force.



MS. FINLEY:  -- with AABB?



MR. McPHERSON:  Right.



MS. FINLEY:  Okay.  But there is an exchange then between the Red Cross and the National Blood Exchange?



MR. McPHERSON:  Well, it's not through National -- it's not necessarily through the National Blood Exchange.  It's coordinated by the organizations that have the mechanisms to do the resource sharing.  So whether it is through the Blood Exchange or whether it is through ABC or Red Cross or whatever, that's coordinated through the Blood Exchange -- through the task force.



MS. FINLEY:  Okay.  So all I'm trying to ascertain is is the Red Cross and ABC members, are they coordinated?



MR. McPHERSON:  Yes.



MS. FINLEY:  And communicated?



MR. McPHERSON:  Yes.



MS. FINLEY:  Okay.  Thank you.



MR. McPHERSON:  Absolutely.



MS. FINLEY:  Then I have a follow-up question.  Is the Disaster Task Force plugged into the -- there is some kind of a committee at BARDA, formerly OPHEMC, that handles this.  Are you plugged in to that mechanism?



MR. McPHERSON:  I don't know what that is.



CHAIRMAN BRACEY:  Dr. Holmberg?



DR. HOLMBERG:  The answer to that is no.  The reason for that is that the work at BARDA is usually done with federal employees.  We do ask from time to time non-federal employees to participate, but because there is procurement issues, it has been restricted to federal employees only.



And so we do have some examples right now where we are doing some modeling and we will be asking for some non-government employees to help us in our modeling.



MS. FINLEY:  And in the -- once the model is established, you will be going back to, I guess, the Disaster Task Force and saying based on these scenarios, this is what we expect you to do, if these things happen?



DR. HOLMBERG:  Once the models are completed and there are the gaps and we have analyzed the gaps, which we are in the process right now of doing, you know, it's the end analysis of the gaps, then the procurement would go -- get into place to put a mechanism in place to fulfill or to satisfy that gap.



So it's, at that point, when the -- when it could be public for potential procurement of resolution of an issue, then it could go be publicized.



MS. FINLEY:  Thank you.



MR. McPHERSON:  One more comment.



CHAIRMAN BRACEY:  I believe --



MR. McPHERSON:  One more comment.  And that is -- and Dr. Katz is part of that.  There is also an international organization that is looking at exchanges between countries, should you have -- should you ever need that, too.  And they have a plan in place as well.  There are some regulatory barriers, but you deal with the regulatory agencies on that, so there is that capability as well.  So this goes beyond even just within the United States, but it goes with contingency agreements between other countries.



MS. FINLEY:  And is that -- yes, I just have a quick follow-up question, Dr. Bracey, thank you.  Is that international group plugged into the national -- to the Disaster Task Force?



MR. McPHERSON:  It's -- well, it consists of the American Red Cross and ABC for the United States.  So yes.



MS. FINLEY:  Okay.  Thank you.



CHAIRMAN BRACEY:  So I believe that there is a group that has both theoretical or drill experience in the top-off as well as practical experience or real-world experience in exchange.  And the fact that the blood is divided between different organizations thus far has not presented a real problem in terms of resource sharing.



DR. KATZ:  And let me point out that as the -- as we assemble pandemic assumptions as the pandemic group, we made the assumption that interregional sharing was unlikely to be possible because of the way that influenza spreads so rapidly.



And in making that assumption, in fact, people from the blood organization on the group were recognizing that if interregional sharing is an option, it's going to happen with or without the Disaster Task Force as a matter of fact.  These pathways to move blood from one coast to the other and shorter distances are so well-developed that we assume they will work.



CHAIRMAN BRACEY:  A question or comment from Dr. Ison and then Dr. Klein and then Dr. Epstein.



DR. ISON:  Great.  So this is a question for Matt.  And this is, I think, a very important question.  There are marked differences in the potential for viremia dependent on the type of virus that causes a potential pandemic.  Seasonal flu, the viremia is incredibly rare.  There is significantly more dissemination with avian viruses.



Do we know anything about the prevalence or duration of viremia for patients infected with the swine H1 virus?



DR. KUEHNERT:  You have identified a critical question we are currently very interested in investigating.  I'm not going to try to predict what the answer is, because we just don't know.  Except as you pointed out, it seems that that strains of animal origin that have recently adapted seem to have different characteristics than seasonal routine strains.



So this is something we very much would like to look into, but don't have an answer to as yet.



DR. ISON:  I guess a follow-up.  Is there something actively being done to get an answer to that question?



DR. KUEHNERT:  What we are doing is there are a number of investigative protocols in place in areas where infections are happening and thus where there is a lot of exposure.  I mean, the real challenge here is finding a cohort of people where you can study pre-symptomatic viremia.



Of course, you don't know who is going to get infected, so you have to -- you choose a cohort of exposed people.  So what we would like to do is, in addition to the efforts that are going on to look at nasopharyngeal swabs to detect infection, to also draw blood from these patients to investigate through PCR methods, nucleic acid testing methods, whether there is viremia.



In addition, I think Dr. Katz mentioned this, we would like to also explore the possibility of looking at this in the blood donor population.



DR. KATZ:  It's the genesis of our request that people begin to save samples.



CHAIRMAN BRACEY:  Dr. Klein?



DR. KLEIN:  Yes, without seeming -- trying to seem complacent, I would point out that since 9/11 and in addition to that with pandemic flu planning, not only did we have the task force, but virtually every blood center and every blood collector has a plan in place.  And as Dr. Bracey pointed out, these have been tested on-line.



But even more so, we do have seasonal flu epidemics every year.  Some of them are quite severe and some of them have quite severe strains of disease.  Not only the numbers, but the mortality with thousands of Americans dying.  And supply of blood has been the least of the problems.  It has been there because of a system that has worked quite well.



CHAIRMAN BRACEY:  Dr. Epstein?



DR. EPSTEIN:  Yes.  I think that's a good segue to my remarks which is that we do have safeguards in place that have appeared sufficient, at least for the seasonal flu.  They include the regulation on donor suitability, 640.3, which requires that the donors be free of fever and respiratory illness, as well as having a generally -- being generally healthy.



We also have a guidance, October 2006, on biologic product deviations which discusses management of post-donation  information.  And although it is not specific on the criteria that should trigger quarantine and removal of a unit, it does call for consideration whether previously collected units remain suitable.



And my understanding is that most, if not all, blood centers would quarantine and probably destroy a unit if the donor developed a fever within 48 hours of the donation.  You might want to comment on that.



I will also -- I guess, Dr. Ison preempted remarks I was going to make about viremia.  The data, even on seasonal influenza, are really very scanty.  There is only a single report of viremia prior to symptoms in a cohort, this was a study one in Iran of 29 prisoners, who were exposed to an active case of seasonal influenza and they were able to document only 1 of 5 that had viremia for one day pre-symptoms.



Aside from that, there were experimental exposures of volunteers to an influenza strain and there they did document, I think it was, 4 out of 4 cases that had demonstrated infection.  They demonstrated viremia 1 to 2 days before symptoms and I thin it was 1 day before nasopharyngeal positivity.  But that was with a high level nasal challenge and may not represent a natural infection.



So even with seasonal influenza, the data are very scanty.  Now, I say these things knowing full well that the situation could be different with an emerging strain and I would just endorse what was said both by Lou and by Matt that vigilance is in place and studies to resolve this are recognized as high-priority.



So let me just make two other remarks.  One is that with respect to plasma derivatives, we know quite a lot about fairly large-envelope viruses, that model viruses have been studied extensively and we know that the processes that are in place for plasma derivatives such as heat treatment, solvent detergent treatments, low pH, nanofiltration will remove or inactivate the influenza virus.



And in particular, studies were done and they have been published with the H5N1 agent, which is then, of course, a highly analogous agent, you know, similar properties.



And then lastly I would just comment that again the -- when clinically indicated, the benefits of transfusion far outweigh the risk including what is at the present time a theoretical risk of transmission of the H1N1 Influenza A agent.  And that nevertheless the FDA as well as the CDC would be interested in any reports of influenza in a donor discovered through postination information and especially if there are any case reports suggesting a transfusion transmission.



So it's our intention to post a note on our website that would provide contact information.



CHAIRMAN BRACEY:  And I think in the interest of time, we do have one more comment or question and that's from Ms. Wade.



MS. THOMAS-WADE:  And actually, I believe my question or concern was answered, but I will ask it again.  Not in terms of elective transfusions, my concern is for those that are chronically transfused.  Being in Texas, I do understand that there are key preventions in place.



However, it does appear with the virus possibility there may be an inevitability for individuals that are chronically transfused to receive a transfusion with the virus.



And so my question and my concern is if that were to be the case, how soon would those individuals be treated?



CHAIRMAN BRACEY:  Matt, do you want to make a comment on that?  I think that the treatment would largely relate to the presentation.  Given -- I'm not an infectious diseases doctor, but given the -- there are safeguards, as we have heard from Dr. Epstein, in terms of donors calling back and removal of inventory that are in the regulatory scheme.



I mean, I think that in terms of any patient, it would largely relate to the recipient, I should say, the onset of symptoms that would -- there wouldn't be necessarily perhaps an interdictive therapy.



DR. KUEHNERT:  I'm sorry, I couldn't hear the question.  What was it?



CHAIRMAN BRACEY:  The question was if one received a unit with viremia, if one received such a unit, what would be the onset of treatment or the approach to treatment?



DR. KUEHNERT:  Yes, that's a very good question because we don't know what the presentation would be for parenteral route of transmission of influenza, particularly from this strain or, frankly, from any strain.  So this would be very difficult to detect.



We are -- another part of our investigative approach to this is to encourage investigation questionnaires that they include a collection of data on whether the person was either a recent blood donor or recently received blood.  However, I agree, it could be a challenge if the syndrome is not similar to influenza-like illness with a respiratory infection.



CHAIRMAN BRACEY:  Thank you.  What I would like to do is sort of wrap up one item that I think we should act upon.  And that is we did discuss on our review of the current state of the Biovigilance Task Group and those biovigilance activities a problem and that problem related to funding.



And I think it would be important for the Committee to come forth with a recommendation.  So I would recommend that we would have a draft recommendation put together for discussion at the Full Committee.  And if I could ask Members of the Committee, if I could ask perhaps Dr. Triulzi and Dr. Yomtovian and perhaps Dr. Klein, to see if you can sync your thoughts together for a draft that we could review as a Full Committee and then go forward with a recommendation.  I think that would be important to do.



That said, the other piece that we will talk about later in discussion is the current state of our tiering with respect to the blood systems and we will need to have some more thoughts about where the plasma industry fits into various tiers.



I'm not certain that we need to make a recommendation, at this point, but I think we need to think a little bit more about that.  And so we will address that a little later in the next day.



With that, I think we can take a break for lunch and reconvene in one hour, which would be at roughly 12:45.



(Whereupon, the above-entitled matter went off the record at 11:48 a.m. and resumed at 12:51 p.m.)


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


12:51 p.m.



CHAIRMAN BRACEY:  We are ready to resume the afternoon portion of the meeting.  And today, currently we will move into the design-making paradigm in transfusion safety or it is our decisionmaking paradigm in the transfusion safety.  And again, this is the focus on looking in depth at how the process, a process or what is the ideal process used for making decisions.



Our first presenter today we are honored to have present again to the Committee and that's Dr. Jeffrey McCullough.  Dr. McCullough has a distinguished career in transfusion medicine having trained many of the folks in this room and is an American Red Cross Chair of Transfusion Medicine and the Transfusion Medicine Director at the Institute for Engineering and Medicine at the University of Minnesota.  Thank you, Jeff.



DR. McCULLOUGH:  Thank you, Art, and thanks to Jerry for inviting me.  A couple of introductory comments.  I'm not here representing the Red Cross.  I don't speak for the Red Cross.  It's an endowed faculty position.



What I would like to do is, you're going to hear more science and more medicine in subsequent presentations and I would like to step back a little bit and talk about the environment in which these kinds of decisions get made.  And I'm going to take some latitude.



I hope I'm not going to be saying things that are technically not true, but I may embellish a little bit or hopefully you will give me some latitude, because I'm trying to make a general point to help create a general environment in which you can think about these things.



And I know a number of you here know more about some of the science of these things than I do, so you will correct me if anything is so distorted that it's not quite right.  And there is no attempt here to be critical.  And, Jay, if I say -- imply things about the FDA that are not critical but may be a little bit of a stretch, I know you will bring us back to reality also.



So these are my disclosures, which I don't believe impact what I'm going to describe to you.



First of all, in transfusion safety, there are many things other than the safety of the blood product itself.  And I just want to put this slide up to be sure that we all realize that we are -- that the product itself is one part of the overall safety of transfusion therapy for patients starting with the original decision about whether a patient even needs a transfusion.



If so, whether the appropriate product is selected and then a number of aspects of producing that product.  But then also transportation of the blood products from the collection site to the hospital, management of the inventory in the hospital, proper storage of the products, transportation to the patient, so that nobody leaves it sitting on the windowsill in Minnesota in January where it can freeze, things like that, and then the techniques of transfusion themselves, so that the proper needles, proper solutions and other things are used.



But for this discussion today, we are really focusing on the blood product itself.  And I think what I'm going to talk about is, as we deal with decisions about the safety of the product itself, there are, of course, scientific decisions about the agents that might infect that blood product.



Then the medical impact of those infectious agents, but then also there is an economic impact of these decision.  There is a social impact and a political impact.  And these are some of the things that I'm going to try to talk about a little bit more.



But first, let's start with the science that you are going to hear more about.  There are many factors that can make a blood product unsafe, but we are going to focus -- at least I'm focusing on transmissible diseases.



So scientifically, that means that we need to understand the biology of the infectious agent.  There may be new agents that will be identified and we need to understand what those are and anticipate their arrival into the blood system.



There may be changes in known agents and, of course, the fundamental issue about the biology is whether there is parenteral transmission from any of these agents.  Medically, the issues then become whether the infectious agent causes disease.  What's the prevalence of this disease when people become infected with these agents?  What's the severity of the disease?



What's the degree of infectivity of the agent?  Are there treatments available for the disease when people do become infected as a result of transfusion?  And what's the long range impact of a transmissible disease?  An additional public health issue is what's the potential for secondary spread from patients who might become infected from transfusion?



And another public health issue that doesn't get discussed very much is, is there a value in donor screening as a case-finding method?



Well, let's move out of the medicine and science though and into the softer issues.  And for starters, what's the cost of the disease if we're going to consider interventions to prevent its transmission?  And what's the cost of the intervention?



I'm going to use a case illustration here in a few minutes to get at this issue.  Is there a societal cost or an impact or a saving such as life expectancy or loss of earning power due to the transmissible disease?



Another aspect of the economics which cannot be overlooked is the impact on hospital costs.  As we add things that may increase blood safety, if it increases the cost of the hospital, as everybody in the room knows, the hospitals are not happy about that.  In fact, sometimes they even refuse to pay.



There are other impacts of interventions that we might use such as the loss of suitable donors and I say suitable donors, because almost nothing that we do to intervene is going to be purely specific for the agent that we are trying to interdict.



There will be donors that will be deferred unnecessarily.  So we are losing suitable, otherwise suitable donors.  And if we are introducing any kind of a test that doesn't have a very good confirmatory test, then we run the risk of creating anxiety in donors who are, maybe, told that they have a positive screening test for an agent, but, in fact, we really don't know how to confirm that.



And those of us who have been in blood-banking for a while lived through that with the initial HIV testing.  We want to let you know that you have a positive screening test for the agent that causes AIDs.  We think you probably don't have it, but we, frankly, don't really have a way to figure that out and we will get back to you later when we can sort that out.



I mean, I'm being a little bit cavalier, but that's kind of the way it was in the mid-1980s.



Well, what are some of the social and political impacts of what we do?  First of all, it's essential that we maintain the public support of an adequate and safe blood supply, so when we are making these kinds of decisions, we have to take into account how our decision is going to impact the public's perception and the public support for what we do.



We also have to take into account that there may be cultural differences that would be brought out or would be important in making decisions about intervening in transmissible reagents, have to take into account the role of the media.  I put that under social.  I suppose it could also be political.



I have a couple more slides to illustrate this in a few minutes, so I'm going to go on, but we'll come back to the media shortly.



Political.  What I mean by good public position is any politician is going to be in favor of an adequate and safe blood supply.  That's a no-brainer.  But it also provides a nice vehicle for some politicians who may want to capitalize on that.



On the other hand, if we do anything that doesn't seem to be functioning in that manner that might be not doing everything we could to assure a safe and adequate blood supply, the politicians won't lose a second in order to come down pretty hard on us.



And if it happens that a constituent might be harmed by something that we could have done and didn't, you better believe that their Congressman or representative will be the first to be an advocate for them and will look pretty hard at why we did or didn't do something.



But also, politically, but this -- the next item really shouldn't be only under political.  It should be underlying or underpin everything we do.  That if we are going to make decisions to do some things or do not -- or not do some things that may lead to harming  patient, it's -- there is no justification for that.



Does that, however, mean that we should do everything we can possibly do to achieve a zero-risk blood supply?  And that's where some of the interesting discussions occur.



Well, I mentioned the media.  It's a pretty great story if the media can find a tainted blood story and use that to sell newspapers or get on the network TV.  And so we have to take into account that these political and social factors will be a part of blood decisionmaking.



So this might be a little bit of an overstatement, but I propose to this group that when the final analysis when we make decisions about how we are going to intervene, these are generally not scientific decisions.  They are probably not also cost-effective.  I'm not sure there are any blood -- this may be an overstatement and Celso or Jay may want to disagree with me, but I'm not sure there have been -- or Harvey, any blood safety decisions in the last 10 or 15 years that have been cost-effective.



And for the most part, I would purport that these decisions really aren't even data-driven.  The last two or three factors that I have been discussing, I think, when you really step back and look at the situation, become a bigger part of the decision making than the data.  And by the factors, I mean, the social and the societal and the cultural and political factors.



This is a slide that most of you have seen from Harvey Alter showing the wonderful improvements in blood safety over the last 40 years.  This is the incidence of post-transfusion hepatitis.  Then you see there back in the 1960s it really was almost 25 percent at the NIH Clinical Center.  And now it's at an extremely low level.



So while we talk about the next examples that I'm going to show you of efforts to deal with transmissible agents, it is important for us to start with this as the baseline of the wonderful progress that has been made in dealing with post-transfusion hepatitis and HIV.



Well, let me -- I'm going to talk -- I think I have three different examples of situations here.  And the first deals with nucleic acid amplification testing.  And I need for you to put yourself back in the situation of about 10 years ago or so when this was first being proposed.



Several of us in the room here were at the meeting that David Kessler called in Baltimore at which time he pointed out that, David Kessler who was FDA Commissioner at the time, at which point he pointed out that the traditional methods that we were using to screen for transmissible agents were based on antibody to the infectious agent.



This excepted the fact that there would be a window phase after infection, but before the occurrence of antibody during which time the donor's blood would be infectious.  So Commissioner Kessler put the challenge to the people in the room to develop new test methods that would identify the infective agent, so we could close or shorten the window phase.



It was interesting and, Jay, maybe you remember the meeting differently than I do, but I remember, and Harvey, also, I think you were there, that he -- and Celso and some others.  He laid all this out and then he went off to do other Commissioner things and for the rest of the day, it was a parade of people at the microphone saying, oh my gosh, we can never do this and it will be so costly and how can we do nucleic acid testing on 13 million donors a year and blood centers over the United States?



Then at the end of the day, he came back and it was kind of like small children, he patted us on the head and he said I understand there have been concerns during the day, but now go do it.  And I would like to have it done in three years.



Well, it happened, as we all know.  But let me point out, at the time, one of the considerations.  I'm sure I don't have a pointer.  If you can, first, look at this column, at the time, it was estimated that on a national basis, there were about 13 cases of transmitted HIV and 42 of HCV.  And by the introduction of the nucleic acid amplification testing, this would be reduced from 13 to 6 HIV and 42 to 6 cases of HCV.



And remember this was estimates at the time.  So we were preventing about 7 cases of HIV and 36 of HCV.  As the DNA testing became available in the beginning, it was fairly expensive, estimated at about $7 or $8 a test.



So if you multiply this times about 13 million donations or tests per year, it comes up to a cost of around almost $100 million to do this testing.  And we are going to prevent 43 cases of transfusion-transmitted disease.  That divides out to a cost of about $2.7 million per case that is being interdicted.



So when I posit that these decisions aren't based on data, hard facts or they certainly are not based on economy, I use this as an example, the numbers may be a little bit off, but I think probably most of you would agree that it was very expensive to implement this testing and this is probably not too far off on cost per test.  So sometimes it is a little hard to find our direction.  



The next example I would like to use is Chagas disease.  And this is a title from an article in the Annals of Internal Medicine.  You may not be able to see in the back.  This is published in 1989, so transfusion-transmitted Chagas isn't exactly a newly identified problem.  This is an editorial from that same issue, I think, in also 1989.



So this is not a complete list.  There have been a few cases reported since I made this slide, but it is certainly effective in making the point that transfusion-transmitted Chagas disease is not common.  It is known, been identified, as you can see, in these donors, in these patients, but there are not a lot of these cases.



And this is a table that I think David Leiby and others published in which they asked donors in Los Angeles and in Miami whether they had immigrated from or were born in parts of the world, particularly Central America, where they might have been exposed to the trypanosome.



And if I can call your attention here to the results, about .16, .2, .24, .2 and .2 percent of donors were found to be confirmed positive in testing.  The other piece of that though is when you look at the number of donors who responded positively that they were in an environment where they might have been exposed to the agent, it's a totally different story.  17,000 in this study, only 27 of whom turned out to be positive on testing.  And here is 16,000 with 33 confirmed positive.  16,000 with 39 confirmed positive.



So the point here is that a question is not going to be very effective in identifying potentially infectious donors because all the donors who would be deferred if that question became a deferral mechanism.



So what -- how might we consider approaching Chagas disease as a transfusion transmissible disease?  Well, first of all, we could just not test and say that it's not a sufficiently large threat to warrant interceding with testing.



Alternatively, we could go to the other extreme and we could test all donors at every donation and we are back to the 13 million or more tests per year at -- I'm not sure what the cost of the Chagas test is, I've been told it is not likely going to be very inexpensive.  So we could be considering with this option another $50 to $100 million addition to the cost of the blood supply system.



But we could test donors with a history of exposure and that is the data that I just showed you.  We would be testing 16,000 or so of which .2 percent would have the laboratory test as positive or we could test donors with a history of exposure only the first time they donated, with the assumption that if they didn't go back to that environment, they would not likely become infected after they have been tested on one occasion or we could test all donors at the first donation.



And these are various strategies.  You may know of others that could be considered, but at the bottom down here I put, please, don't make any mistakes.  And what I mean by that is if we start to use any of these strategies, test after exposure, test with the history of exposure or test at first donation, we better not make any mistakes, because we might do hundreds of thousands of tests successfully, but on two occasions miss a donor who should be tested, and friendly FDA inspectors will almost certainly find that and then that will be identified as an incidence of a release of untested blood.

Once our local media finds out about it, they will say that we are distributing tainted blood.  So it's not an easy situation for these decisions in this environment.



The next illustration I would like to use is babesiosis.  Transfusion-acquired Babesia is a known factor and we contribute our share in Minnesota.  This is a paper from transfusion where one donor infected several people through multiple blood donations.



Well, this is a map showing the general location of Babesia.  And you say it's -- you see it is in the New England area, in the upper midwest and a little bit on the west coast.  So how -- first of all, I think most of you know there is not currently a screening test that could be used for Babesia, even if we wanted to.



But assuming one might be developed, how would we go about applying this test?  Should we apply it only to New England, upper midwest and the west coast?  And if so, should we test year around or only in the summer when people are in the woods and likely to get bit by ticks?



Should we try asking people if they have been in the woods and gotten bit by a tick and only test those who respond yes?  Obviously, there aren't any answers to this question, but I put this out here because I'm trying to illustrate the complexities, not only the social and economic and political complexities, but also the medical and scientific and operational complexities in trying to decide how to do this.



So I kind of mentioned all this.  About 10 cases a year in the United States.  No test is available.  Should we encourage industry to develop such a test?  And if we do, and they spend 10s or $100 million to develop it, can they have any assurance that when they do that, we would actually use it?  And if we're going to use it, how should we use it?  Geography, time of year, only donors who remember getting bit by a tick?



Well, I don't have any answers to this either, but I'm trying to lay the groundwork here for more discussion.  In general, with blood safety, we have tended to be pretty cautious.  I always thought I needed this sign to alert me that when it rains, there will be water on the road.



The last example I would like to use is mad cow disease or variant CJD.  And this is a section of a brain from an infected individual.  And you can see how nicely it illustrates why it is called a spongiform encephalopathy.  And the question is is there a role of transfusion transmission for this disease?



Now, I ask you again to put yourself back in the FDA Commissioner's seat about 10 years ago.  So what he would have known, at the time, is that there is no blood test available.  There still isn't.  But that CJD can be transmitted by human growth factor made from pituitary glands from patients.  It can be transmitted by the brain electrodes that might have been used in patients with CJD and then used, even after being sterilized, in another patient.



That the disease can be transmitted into an infected -- into an animal brain from the brain of an infected animal and that infected animal brain tissue injected IV can also cause the disease.



He also knew that there was an incredible epidemic in cattle in the UK and this epidemic seemed to be increasing at that time.  It was not known what the potential was for a human epidemic and, as you know, one of the difficulties with this is incubation period of this disease is probably 10 years or more.



So he was also faced with the difficulty that if he doesn't do anything, because he wants to wait and see whether this is really a problem for humans, he may not know it for 10 years and, at that time, there may be 10s of thousands of people already adversely -- already harmed by not doing something.



He also didn't have a good animal model for the disease.  And he didn't really know, in fact, whether the blood transfusion would even pose a risk of a CJD donor happened to donate blood.



Well, a couple of things, data did become available to the Commissioner.  As human cases began to occur in the UK, they were able to identify some of those patients with variant CJD who had been blood donors.  They identified 55 units of components that had been transfused to 48 patients.



And in that look-back study, one patient, a 62 year-old male, was identified who received 5 units of red cells at surgery, 6.5 years following that transfusion, this individual developed variant CJD.



When they looked back also to the donor of those one unit of those red cells, there was a 24 year-old donor who developed variant CJD 3.5 years after donating.



So while that is not definitive proof, it's enough to make the FDA Commissioner begin to be concerned that transfusion might be -- might pose a risk.



So what could he do at the time?  Well, he could take no action.  He could fund a crash or urge Simone and George Nemo to fund a crash program to develop a test for variant CJD.  He could ask blood banks to screen potential donors and ask them about their diet, whether when they were in the UK as to whether they ate beef that might have come from infected cattle.



And as you can imagine, when you stop to think about that one, good luck on asking when you passed through Heathrow to change planes, did you have a hamburger?  And if so, are we going to defer you as a potential blood donor?



Several people in the room remember we were on the, what we called, Mad Cow Committee at the time of FDA and this is the very issues that that Committee had to wrestle with.  Would you defer people who had handled meat in the UK?  Would you defer residents and visitors from the UK?  And if so, how long did you have to be there in order to think that there might be some increased risk?



What about donors from other countries?  And before the decisions became final, a little bit more evidence had occurred.  This is a cover page from an article in The Lancet and the next word slide will show you what was in this manuscript.



In 1999, the patient received 1 unit of red cells.  The donor of that unit developed symptoms of variant CJD 18 months later and the donor died in 2001.  And the CJD was confirmed at autopsy in that donor.



The patient/recipient died in 2004, not having any clinical evidence of CJD.  But on autopsy, the prion, protease-resistant prion that is thought to be associated with the disease was found in the spleen and cervical lymph nodes, but not in the brain.



But this was considered the first recorded case of a pre-clinical variant CJD.  And so when the statisticians combined this, the previous case that I mentioned to you, with this case, the statistical decision was that this is extremely unlikely to have ever occurred by chance.



And while it is not scientifically definitive, was considered to be an adequate effort to -- evidence to suggest that transfusion transmission is possible.



Well, so if we are trying to decide what to do then, there is still no test.  And so should we defer individuals who have been in the UK and might have become infected through eating contaminated beef?  That was the decision.  But another aspect of that decision that harks back to my point on an earlier slide that these decisions aren't always made -- aren't always data-driven.



How we identified the visitors and the residents of UK that might be risky and should be deferred, and while this was data-driven, it was about as unscientific as you can get, in that surveys were done.  I know Alan Williams, at that time, worked with the Red Cross, and they did a survey and I think some AABB banks or ABC banks did also, to get an idea of how many blood donors had visited the UK and how long they had stayed.



And from that projections could be made about the amount of donor loss that would occur, depending on the length of time in the UK that would be used as a deferral criteria.  And I know Celso testified at one of those hearings and others from ABC, AABB and Red Cross did as well.



And so it is as about unscientific as you can get.  The committee like this sat around and said well, if we did six months, we would lose this much of the blood supply and that might jeopardize patients because of inadequate supply.  So if we made the deferral this much, we would have this much donation and the initial decision was six months at that time of donation, because the projection was that this would amount to a loss of about 2 percent of the United States blood donors.



And that's the way the six months was settled.  It was a group like you who balanced it all up and said let's go with six months.



Well, there are some other agents that we need to worry about and then I'll finish up, if I can have about a couple more minutes.  This is a face page from an article on the chikungunya virus, which probably most of us know occurred in the Indian Ocean and a little bit in Italy.  But this is an MMWR report that says that the virus has been identified in the United States, so it's another agent that we can be considering for transmission by transfusion.



This one is an interesting article which deals with organ transplants and a new adenovirus associated with transmission to organ transplants and so I assume if this virus can be transmitted by solid organ transplant, it can probably be transmitted by blood, but I'm not aware of follow-up studies to really deal with that situation.



This is from, I think, The Economist, actually, magazine which shows a dengue clinic in Brazil and this is a paper showing that dengue is a potential threat in the United States.  So I mentioned these as additional viruses and I think that -- I'm told that it is fairly clear that dengue is in Puerto Rico.



And some of you may or may not know that Puerto Rico is -- the Red Cross provides -- collection provides blood in Puerto Rico.  Interestingly enough, they collect more blood in Puerto Rico than is needed there.  And so some of that blood does make its way into the United States.



So it might be not inconceivable that we could have transfusion transmitted dengue in continental U.S. from blood that was collected in Puerto Rico.



So this last one is nosocomial.  It's not parenteral.  This is a pretty recent article from JAMA and those of you who might not keep up with the changing terminology, anaplasmosis is ehrlichosis.  And so while this is nosocomial, at this time, and not parenteral, I think most of us have assumed that ehrlichosis is going to end up being transfusion transmitted.  We just haven't seen it yet.



So let me just end with this slide.  I would like to start down at the bottom here, that as we think about the environment in which these decisions get made, of course, we start with the basis of science and medicine.



On top of that, we overlay the implementation strategy.  And I'm sorry, you don't have this in your handout.  I just did this over the lunch hour, so on top of the science and medicine, we look at the information implementation strategy.



What would we have to do if we were going to try to intercede?  Of course, the first and foremost decisions in all these decisions is patient safety.  What can we do to improve transfusion therapy for patients?



On the other hand, if that's going to increase the cost of blood, what is the hospital -- how does the hospital react?  And generally, they react no way.  And so we are faced with what can we do to improve patient safety?  What kind of an implementation strategy do we have?  And how can we also keep the hospital reasonable satisfied?



And then the reason I have these up here is overlaying all of this is the public's perception of what we are doing on their behalf.  And are we functioning in a way that has the patient's best interest in mind, so the public can have confidence in their blood supply?



And finally, the media, of course, is going to showcase all of this.  And they love nothing better than to find a problem.  And so we have to function in a way that has the patients and the public's interest at heart and then hope and expect that that will put us in a reasonably sound position with the media and the law.



So we haven't gotten this far yet with out United States blood supply, but -- and I'm not sure we are close.  Thank you very much.



CHAIRMAN BRACEY:  Thank you, Dr. McCullough for that stimulating review of the challenges of making decisions.  Comments from the Committee?  I guess one, in the -- so there is often some discussion about the relative role of the various oversight groups, i.e., you know, BPAC, looking at FDA-guided scientific considerations, looking at potency and puracy -- purity of the blood component.



But it seems that -- and I'll ask this question of Dr. Epstein, so those other three items that were included in Dr. McCullough's talk, you know, the political, the economic and the social, which do, in essence, have importance in decision making, how does that -- does that factor in any way into reviews and considerations by FDA?



DR. EPSTEIN:  Well, the answer is yes, but in an indirect way.  FDA's responsibility is to approve products based on their safety and efficacy.  And it is not in our mandate to consider their cost.



That said, we do consider risks and benefits.  And we can look broadly at risks and benefits.  I think though that the-- it has been recognized that there are therefore gaps, you know, legal, ethical societal prioritizations and so forth, but that's what led the IRM to recommend the creation of a council, which is why we're all here today.



And there are two forms of council.  There is one within Government, advisory to the -- Chaired by the Assistant Secretary advisory to the Department and then there is this forum, which is intended both to be advisory to the Secretary, but also a vehicle of public communications about risk of blood.



So I think that the answer is that FDA is not blind to the broader societal impacts of decision making, but its mandate really is safety and efficacy of products, not focusing on their cost.  And I think that there is a wisdom in that which is that the costs actually evolve and they are part of a much larger system that determines, you know, who pays and what they pay.



And it would not make sense for the FDA to make a decision that, you know, that product is just too expensive not knowing what might happen over the future with the actual cost as it comes into routine use.



So I think that the answer in brief is that considering relative risks and benefits is part of our mandate, but that we operate in the larger HHS system where there can be integration of broader societal concerns, economic concerns, etcetera.



MS. FINLEY:  Dr. --



CHAIRMAN BRACEY:  Ms. Finley?



MS. FINLEY:  Thank you.  I wanted to follow-up on Dr. Epstein's comment.  We heard -- we saw some very interesting numbers on cost per case saved looking at the various technologies that were introduced.



When we talk about cost, we have to look at the overall cost to the system.  It's not -- those were costs that were borne by the blood banking collection community, which is understandable and something we need to look at.



But I don't think, based on those numbers, that it looked at the multiplier factor.  And that factors very much into public policy debates regarding implementation of new technologies.  This would have been pre-NAT, but there is a -- for HIV, I believe, it is 1.7 per case.  So if you prevent one transmission with a test, you have to assume that it had that person slip through or you had not employed that test, that you would, in fact, have more cases than just the one that was identified in the blood bank.



And then I also think it's important when we talk about greater issues of cost that we recognize that because there are blood shield laws in 48 of the 50 states, that the responsibility for cost in making, you know, from transfusion transmitted infections fall largely on the shoulders of the victims.  And that that was a major concern in passing the Compensation Act.



It is a major issue currently with regard to discussions on hepatitis C, compensation for victims of transfusion infection.  And it remains an issue when we talk about prevention of disease.  Thank you.



CHAIRMAN BRACEY:  Dr. Ison?



DR. ISON:  Great.  And so one comment and then a question.  I -- just to contextualize, we just had a NAT consensus conference dealing with NAT as it applies to organ donors.  And I actually -- it shows you where your perceptions are.  $7.50 per unit actually is cheap compared to what we are looking at which would be upwards of $2,500 per donor.  And so again, that might be divided by a couple of recipients.



But we are talking several logs difference in applying it to different transplant or different donor populations, so that was very sobering in some regards.



The question that I had is do we have a real sense of what the transmission rate for some of these pathogens are?  Or are these just those pathogens that are recognized?  And the reason why I ask this is things like Chagas may have a relatively benign initial infection and may take up to 20 to 30 years to have clinical symptoms manifest themselves.



And have there been studies to look at the transmission rate in blood donors for these different pathogens?  Same with Babesia, we are recognizing some infections, but are there subclinical transmissions that we haven't recognized?



CHAIRMAN BRACEY:  I think actually we will hear about that later in Dr. Glynn's presentation, which Executive Secretary Holmberg has had a chance to look at then.  So can we withhold it until that time?  Dr. Epstein?



DR. EPSTEIN:  Yes.  I just want to introduce another notion and, you know, maybe Brian Custer will talk about it later.  But there is this whole concept of willingness to pay.  And I think that it somewhat distorts the conversation if we only talked about, you know, cost per transmission prevented or cost per quality.



Because another way to look at it is what is the recipient or the society willing to pay to prevent a certain level of risk?  And if you look at other types of scenario that are insurance-like, you know, what would you pay to get on an airplane and, you know, have an accident insurance policy?



A lot of people will pay $10 or $12 at a kiosk in an airport and purchase it before they get on a plane.  And you're talking about risks that are really low and a blood transmissible disease, you know, with horrific consequences.



So I think that the question of cost per quality or cost per transmission prevented also has to be examined from, you know, willingness to pay.  And I think a lot of what drives the issue is that we don't have an accurate idea of what the society really wants and what is the society really willing to pay for what it gets?



And I think that's what makes it very difficult.  If we had knowledge of that, if we had a standard, if we had some concept of an acceptable level of risk, we would know exactly what to do.  But I'm just focusing on cost per test is only a bit of the picture.



CHAIRMAN BRACEY:  Thank you.  In the interest of time, because we are a bit behind, I would like to continue then with the next presentation and that would be by Dr. Evan DeRenzo and the title is Making Recommendations About Blood, Tissue and Organ Safety Policy, Thinking Through the Ethics.



Dr. DeRenzo is a very active bioethicist serving as the senior bioethicist for the Center of Ethics at Washington Hospital Center and serving on a number of IRBs and is the editor and chief of the Journal of Hospital Ethics.



DR. DeRENZO:  Good afternoon, everyone.  I appreciate Dr. Holmberg for inviting me today and to bring a tool to you, essentially, that is something that some of us have used for a long time.  It has recently been published in another -- in a DHHS document.  And so it's a way to help you think about -- Dr. McCullough gave you a lot of nots, what thinking through these issues is not, and you have a -- he went through a lot of issues.  I just arrived after lunch and it looks like he just went through a slew of issues that might be required for some thought in recommendation to the government by this Committee.



And it's hard to think through those things.  When a bioethicist gets up, often people begin to stiffen in their chair a little bit.  They think that bioethicists are here to talk about separating good and bad and teaching people who have been making refined ethical decisions throughout their career to teach them something that they don't know.  That's not what most of us do.



I spend most of my time in my ICUs, in the critical care units, at my hospitals working with our clinicians who have been making very refined ethical decisions their whole careers.  And so what I have been asked really to talk about is to help bring an infrastructure to you for thinking through what are the ethically permissible options that you decide you have on any topic.



And then how do you sort through that pile of ethically permissible options and make really refined recommendations to the government?  Because no matter what recommendations you make, you won't have enough scientific data to make them to everybody's satisfaction.



There are going to be recommendations that stakeholders in the public and the health care community and the scientific community and the patient communities are going to feel that their needs weren't fully met.  The government is going to take those recommendations.  It is going to work it through its processes.  It will have the same problems.



And so the complexity of making these decisions around all those things that they are not, tend to be ethics in the last analysis.  They tend to be decisions about what people think are the most ethically permissible or the ethically optimal decisions given, lack of data at times you have to make them.



So this is just a tool to help you build an internal infrastructure for your own discussions.  Obviously, I have to go through my own sort of paper, electronic paperwork here.  I am speaking on my own behalf, these are my own opinions.  I do consult.  I'm not consulting at the moment, but, you know, I have taken care of all of it.



For purposes relevant to this Committee, I was the originating bioethicist to the Alpha-1 Foundation and I serve on multiple NHLBI committees at this time.



Okay.  So as I understand it, this was your charge.  And this already has built into it a slew of ought decisions.  And of course, ethics is the discipline of oughtness.  Every time you ask yourself a question what ought I do here, you have asked the ethics question.  You have identified what the ethics component is of whatever it is you are doing and this is just an unbelievably large mandate.



As Dr. McCullough finished his talk, it seems to me, as I read through your materials, is that at the basis of what you do, your recommendations to the government and then the way the government factors through those recommendations and acts or not acts on specific ones or the others, the goal is really to strengthen public trust in the soundness of the scientific work and the ability to say where you don't have scientific work on which to base your decisions and the government's actions.



And the more complex your work, the more the process and not the product is probably the most important, because if fundamentally you are trying to reduce risks of harm to persons, that is persons who receive blood, that's persons who are patients who may not receive blood, because there aren't matches or whatever, we see it in our hospitals every day, who make decisions out of fear not to get transfusions where their fears may be or may not be well-founded.



And this issue about the media and the law, our residents ask me every day, Dr. DeRenzo, can I get sued for this and I just have to tell them you can get sued for what you do and you can get sued for what you don't do.  Just practice the best medicine that you can figure out how to practice and that's your best defense.



And so as the decisions get more complicated, it seems the transparency in your ability to defend your process may be the most important.



Okay.  So one of the greatest barriers to good decision making is time, is the time it takes to do the work.  The good news is when you take the time you need, you come up with better decisions or at least better processes. And maybe sometimes it is as minimal as better documentation of your processes.  I mean, for the clinicians in the room, everybody knows that you communicate about your patients through the chart.



It's not simply a matter if you find yourself in court and it's not in the chart, it didn't happen.  If you have a conversation -- we just had this at one of my hospital ethics committees -- if you had a conversation with several of your clinicians and perhaps even a family and the attending of that patient was not present, then all that attending has to go on is what the documentation is in the chart.



So the time it takes to do this is often a barrier to advancing sound decision making.  So the bad news is the structure that I'm going to give you takes time to work through.



As I said, it has been published. You have the website there, so you can go and see it in that document on the web.  It's very easy to pull up if these handouts are too bulky, which they probably are.  It's a single page in this document.



Okay.  In another context, we have been challenged to come up with an ethics position on something and I am going to have to go into a meeting in a couple of -- about a month or so and tell them this, because this is the facts of all ethics.



There are no rules of thumb or decision-trees or analysis strategies that will get you to some abstract philosophically pristine right answer.  For some groups of persons, for some questions, there may be a single right answer to a problem.  And the obvious and the easiest one is to ask a devoutly practicing Catholic is abortion ever acceptable?  Of course, the answer is no.



But there are -- there is a range for most issues of ethnically acceptable and philosophically justifiable ways to go on even such a hard question seemingly objectifiable issue as the one as I just picked.  So there are no -- there is no formulaic way to answer the questions, for example, in the list that Dr. McCullough just, you know, laid out 2 minutes ago.



So the process that we advocate is one in which people learn to check each other about the strength or weakness of the argument, right?  At the beginning of my semester at Hopkins, most semesters I will, you know, ask my graduate students, you know, is it ever ethically permissible to shoot the cashier at the 7-Eleven because you need money to take care of your invalided mother and you live in an unjust health care society?



And invariably, I'll start getting one or two hands and I'm like oh, right?  There is no way to justify ever shooting the cashier at 7-Eleven.  It doesn't matter what your argumentation is or why.  Right?  There are some things that are beyond the pale.



So the issue is for the kinds of refined judgments that you are expected to make and the recommendations that have to come out of those judgments, you are having to really decide whether the argumentation somebody is making is really good.



Is it based on good data?  If it's not, then it has to be upended on that basis or whatever.  So this is for us, the goal we teach that one has to work through to do the best one can to come up with the best, the most ethically optimal recommendation or choices at the time a recommendation or a decision has to be made.



So now, we are back to your task and how to apply this algorithm.  I just listened to the conversation back and forth after Dr. McCullough's talk and you can already see that just in the issue about costs and who would bear the costs, I come out of the hospital system, so the costs that would be on us just have to be juggled up around all the other costs that it takes to run a hospital.



So there are going to be multiple players and some players ought to have a stronger voice than others, based on ethical judgments.  But if you don't lay out clearly and systematically who everybody is, then somebody gets missed and that's the somebody who will be the squeaky wheel.



This is the one that gets short shrift all the time, because people go to consequences.  People go to a consequentialist analysis.  This issue, for example, of costs, you know, thinking about costs as the major driver of the ethics analysis.  It is a driver.  It is an issue.  It is a part of the process.



But everybody has duties and obligations in the process.  And those duties and obligations need to be articulated.  And then the problem is that it is hard, because everybody is going to have conflicting duties and obligations and one wants to articulate and see for oneself and for the Committee what that webbing looks like.



To lay it out allows you to think about it in a way that perhaps people have not thought about these things in the past or partially thought about.  And that's invariably what happens is good people think about things from partial perspectives.



So thinking about how they clash and conflict is very important, because you begin to see what the range of ethically permissible or what are the things that one can stomach really are.  Then this is where people tend to go first.



Is what do we think are the consequences of doing X?  What do we think the consequences are going to be of doing Y?  But the problem of going to a consequentialist analysis or making a strict utilitarian analysis of, you know, try and maximize the good across the greatest number, that's one  everybody sort of defaults to.  But when you unpackage that, you have to say well, how are you defining the good?



Okay.  So then you are back to trying to think through it in a more systematic way and appreciating that our predictive accuracy is really bad.  For example, I am not asking for a show of hands here, but I will simply ask people to think of how many of you in the room start the day with a to do list?



Many of us have PDAs.  We start the day with what we think we're going to do.  And I would venture to say, it's certainly true in my case, that by the end of the day my to done list doesn't map very well on my morning starting to do list.



So if we are so bad at predicting how our day is going to go, then we are probably not so good at predicting potential long-term outcomes of very complicated issues, so we want to be careful and check ourselves when we are sort of defaulting to a consequentialist argument that we stop and think well, wait a minute, how good is my assessment of what I'm suggesting?



Then one wants to go through the principles thinking again what are the principles' intention?  Obviously, prevention of harm is what people tend to come up with.  But what kinds of harms, to whom and at what risk are the persons who one has identified as at the most risk and how much risk is too much risk?  And that's probably the central question that you all have.



After that, these are the rest of these steps.  You have them in your handouts, I believe.  And I think the first two words here are the only ones I want to emphasize, which is make this work explicit, right?  People will say things and if it's not -- somebody doesn't write it down and think it through and figure out what part of the schema it falls in -- I mean, clinicians are used to doing -- using decision-trees.



Go through this stuff.  You can get used to using an ethics heuristic pretty quickly.  And it is has been in many ways just like the kinds of decision-trees that clinicians are using in other settings.



Then you've got to think through, you know, what sounded like a good idea, but now in the light of what else you figured out, isn't going to be so good, etcetera.  And figure out what are the ethically robust possibilities that you want to think about.



So I think in the end, the transparency of process for you all, I would -- you know, maybe it's the -- if you only have a hammer everything you deal with looks like a nail.  But I think the answer to Dr. McCullough's nots is what is it?  It is your ethical analysis of how you balance the tensions in the ethical theories and principles that you know and deal with every day, but maybe don't think of in an articulated, structured framework.



And the transparency, I think, is what builds the public trust.  And then sometimes you just have to say we don't have the data, but this is what we think and this is why we went this way.  And I think that's it.



I thank you for your attention.  I hope this is helpful.  And as I have said, if there is anything I can do to help translate this a little more, I'm happy to be here and do it.  Thank you.



CHAIRMAN BRACEY:  Thank you, Dr. DeRenzo.  I'll open up the floor for questions or comments.  I had one thought and that is in consideration of the ethical framework, is there -- so the person making the decision struggles with the ethics from their own perspective.  But is it ever truly ultimately ethical to make a decision that impacts others without having the input of those for whom you are deciding?



DR. DeRENZO:  Well, I would think that certainly if you have to make a personal decision and you have to act, you're going to have to do the best you can as an individual.  As a body, the more voices that you hear, the more informed the group is and yes, I think the persons who are affected most have a very strong voice.  But they are going to come from their own perspective.



And so for example, you know, the Chair of this body is required to sort through all those voices.  And there will be some voices that won't have been heard, because you can't hear from everybody and you can only do the best you can.  And so the transparency of having attempted in good faith, right -- I mean, Dr. McCullough ended with the law.  The standard is acting in good faith within a good standard of practice.



And so having a reasonable number of voices at the table for a reasonable amount of time is the best that anybody can expect.  And when somebody comes back because there will be a harm to someone at some time, because nothing like this ever gets to zero risk, you know, it's zero risk research is no research.



So there is always somebody who -- something happens or something goes wrong or there is some misstep in the hospital or something and all you are left with is your process to stand on.  So I think yes, the most voices you can get, the better.  But you've got to do what you've got to do.



CHAIRMAN BRACEY:  Ms. Finley?



MS. FINLEY:  Thank you.  I would like to take that question which was asked by Dr. Bracey one step further.  One of the things we have struggled with in the setting up of this Committee in 1995 as well as on a regular basis, both in this Committee and other advisory committees that affect blood and blood policy is balance.



You were correct in stating that everyone is coming from their own understanding and their own conflicts and their own perspectives, some of which are industry, some of which are patient-oriented, some of which are ethics, pathology, etcetera.



But the issue of balance was what founded this Committee, that we were not going to ask the BPAC to look beyond scientific issues any more into issues of ethics and patients' rights, etcetera.  We were looking to this Committee to do it.



So I just wanted to get your perspective on balance, you know, on a Committee like this and to make sure that balance included the rights of those who are receiving the products that we are evaluating and the policies we are evaluating as well as the individuals who are responsible for providing them.



DR. DeRENZO:  I appreciate the thoughtfulness of the question.  I would have to turf it back to the Committee in the sense that my suggestion on how to evaluate that would be that's a perfect question if that's-- and I don't know who sets up the Committee.  I don't know if it's a Committee of the Committee that sets up the Committee or the Government.



MS. FINLEY:  The Department, yes.



DR. DeRENZO:  It's the Department.



MS. FINLEY:  Yes.



DR. DeRENZO:  Okay.  



MS. FINLEY:  With recommendations from all of the --



DR. DeRENZO:  Right.  Okay.  So it seems to me that it would be a perfect task to take that question back and put it through the algorithm and see if after putting that question through the algorithm, you found out you decided oh, well, it does appear as if we maybe could use more voices over here or over there or we thought that it would balance for this set of reasons, consequentially, but now we think, you know, in the time it has progressed that possibly these outcomes are so important that you might need to over-represent the -- some set of voices in the community.



And so that's why I said this stuff really takes time.  I mean, when I take a single issue through with my Hopkins graduates through it, by the end of the night, they are like oh, I have a really bad headache.  Can we go home?



I mean, it is a significant process.  So I would love to hear from the Agency, if you were willing to go back and use this tool for that question, if it was helpful to you.  Because I think the question of balance, you asked the question, you started with that question is who are the voices?  That's a hugely, you know, important question.



It has implications for duties and obligations from the creating body, the Department and it has huge consequentialist implications because you might come to a recommendation to the Department based on either over-representation or under-representation or lack of representation of a certain community.



And so to the degree you think a question is critically important to your work, I would make the suggestion that an explicit transparent complex ethical analysis be used to come up with your answer, so that you could say this is the best we could do.  We tried really hard to answer that question as ethically soundly as we could.



I mean, I think that's all the public can ask of either its government or those who serve in the advisory capacity.  I mean, that's a lot to ask.



CHAIRMAN BRACEY:  Thank you.



DR. DeRENZO:  Thank you.



CHAIRMAN BRACEY:  We appreciate your comments and your presentation and comments.  We will continue now with our next speaker.  And our next speaker has presented to the Committee and helped us before and that's Dr. Simone Glynn.  She is the Branch Chief of the Division of Transfusion Medicine and Cellular Therapeutics of the NHLBI.  She has had an extensive career in epidemiology and has joined the Branch in 2006 and continues to do research, focus the research of the Branch on blood availability and safety.



Dr. Glynn will be speaking on evaluating risk reduction strategies and emerging infectious diseases.



DR. GLYNN:  So good afternoon.  I wanted to thank you for the invitation to speak today.  So as Dr. Bracey said, I'm going to talk about emerging infectious diseases and evaluating risk reduction strategies and the value of intervention.



I have divided my talk into four sections.  One is about evaluating risk and the three basic questions that you need to try to answer.  Then I'll go over quickly some of the potential risk reduction strategies or interventions that we can put in place.  Then go over quickly about the current decision making process.  And then I have quite a few questions for the Committee in terms of whether we can optimize our approach.



Okay.  So the first question is when we are faced with an emerging infectious agent, there are three very basic questions that need to be answered.  Is it in the blood supply?  Is it transfusion transmitted?  And then if it's transmissible by transfusion, does it have a clinical impact on the patients?



So to answer is it in the blood supply, well, first, you need to have a way of measuring or identifying the agent.  That can be as basic as clinical signs and symptoms all  the way to detecting the agent itself.



Then once we have that, we can estimate donor risks.  We can look at case report studies, conduct prevalent or incidence studies.  And then we need to realize that there is a difference between donor risks and blood component risks, since the temperature of a preparation of a component and the storage duration may affect that particular risk.



And if we do have an assay in place, then we can also estimate residual risk in the blood supply, which can come from either chronic/prevalent infection or usually we think about incidence window period risk.



Once we have answered that first question, then we can go on to the next one.  Is it transfusion transmitted?  Then we rely on animal studies to look at infectious doses, case reports, look-back investigations.  We can conduct research studies that can be either retrospective or prospective in terms of looking at the linked donation-recipient databases and biospecimens.



And then we can, hopefully from all of that information, calculate the transfusion transmission risk and, of course, it makes a big difference if it is 75 percent or 8 percent.



Then we go on to the third question if it's transmitted by transfusion, then are there clinical manifestations?  And again, we go to case reports.  We try to conduct clinical studies.  It is important to have controls.  And then we try to evaluate the severity by looking at the morbidities and the mortality or case fatality rates.



I put as an example West Nile virus versus dengue, because West Nile virus we all know when it is transfused to an immuno-suppressed patient, you are much more likely to have neurological problems.  But there is some controversy over whether dengue does the same thing.  So just to say that no two viruses are the same, which I think we all know.



Okay.  So essentially, what I have gone over is kind of all the data that you need to make an informed decision.  So these previous three slides is really the number of data, the amount of data that you would need to gather to be able to make a better decision as you go forward.



So what are the potential risk reduction strategies that we can put in place?  Well, we can think of them as either specific or general showing the specific criteria -- I mean, the specific category.  We have donor deferral criteria.  We can, of course, put in place, for example, a screening test plus or minus confirmatory assay.



And then in the general category, we can think of there as for processing of components as one.  We can stop producing the component or stop collecting blood in a specific geographic location while the agent is in the blood supply.  And that's what happened with chikungunya in l'isle de La Reunion.



We can also be, of course, very conservative with our blood management strategy.  And then we can hope that there will be, in the future, a safe pathogen reduction method that can be implemented and then we would not have to worry about a lot of those infectious agents.



Okay.  In terms of current decision making, what is happening right now is that when we are faced with an emerging infectious agent, we apply, of course, our precautionary principle, which I personally think is a very good thing to do.



So what we do is we usually assume that adding some things such as a test will be the best option.  That certainly has been extremely successful for the agents that we have to worry about so far.  And we all know that for risks for HIV in each city, for example, are in the order of 1 in 2 millions now.



I think we often assume that more is better and that it's not going to hurt anything even if we add something and that, just as a reminder, that is not always true.  We have examples in medicine when that's not always the case.  I can speak, for example, about the controversy about PSA testing, for example.



We often assume that the risks from transfusion, which are easier to measure, will outweigh the risks associated with blood donor loss.  And I think that's in part because it is very difficult to measure the blood donor loss effect.  So we often tend to under-estimate that risk, I think.



And we usually assume that transmission of an agent will result in significant clinical manifestation among recipients and that's often because we just don't have enough data, so we, of course, need to assume the worst scenario.



So all of that you say, but I think we often, unfortunately, have to implement a new intervention without enough information or data.  And sometimes that can be because we're in a crisis mode, so certainly right now with the swine flu, that's the typical example.  We have to scramble around and try to gather as much data as we can.



But I would argue that in a lot of time when we're not in a crisis mode and we do have time to be a little bit more proactive about collecting data that might be important when the crisis emerges.



We often implement a new intervention without a full evaluation, I think, of the potential value of the intervention, clearly, delineated prioritization criteria and deciding under what circumstances an intervention should be continued, modified or discontinued after implementation.



So the question is can we optimize our approach to data collection, to estimating the potential value of an intervention, to prioritization and to post-intervention implementation surveillance?  And at least theoretically, you would think that if you could do that, you could have then a more informed rationale and transparent process.



So in terms of data collection, I would suggest that we need a very proactive ongoing data monitoring system.  And I really think we are going actually in the right direction.  We are soon going to have a hemovigilance system in place, which, I think, is going to give us a lot of important data that we can evaluate.



We certainly have other sources of data.  And then I would also like to mention that we AABB EID group conducted a project that started back in 2005 and they, I think, have just finished that.  They developed fact sheets on 68 potential emerging infectious disease agents.



And essentially, they collected a lot of very relevant information about both EIDs and that should be published in Transfusion, I think, this summer.  And then the idea will be to routinely update those fact sheets maybe about every two years as more information comes in.  So I think that's going to be a very valuable resource.



Okay.  Going on to estimating the potential value of an intervention.  I think it's really important to weigh both the positive and the negative of an intervention.  So in terms of potential benefits, well, of course, we're doing this because we want to decrease the burden of disease.



So the question is will implementation of a new intervention significantly reduce residual risks?  And primarily will it significantly reduce clinical risks?  And then there can be some argument about what is meant by significant?



We hope that, for example, if you put a test in place, that we will have a better understanding of the epidemiology dynamics and the pathogenesis of the agent and that will be relevant, of course, for prevention.



We certainly hope that will increase recipient health and donor health, hopefully, so that essentially we have a net gain in public health.  And we might have some savings, because if we have averted some infections, then we don't have the costs of treatment, morbidity, mortality or loss productivity that would go with the infection.



Now, what are the down sides?  I think we need to think about feasibility and whether the intervention that you are thinking about is going to have some adverse effect on the infrastructure of the blood collection facilities.



You need to think about the impact on blood availability.  And I think again this is, I think, at least as far as I'm concerned, very difficult to measure.  I think the feeling is often that this is an unlimited resource, so there will be more blood donors that I can get blood from is essentially kind of -- I think, a lot of people are thinking this way.



We need to think about the adverse clinical effects associated with intervention.  And then, of course, the increased costs.  There are costs with recruiting the donors and if we have a test or new default criteria, the cost of screening the donated blood.



And all of that translates into increased health care costs, which, of course, will have a social economic impact.



So then to try to better evaluate the potential value of an intervention, I would propose that we need to consider whether comparative effectiveness research data could be incorporated maybe better in our evaluations.  These data can come from clinical trials.  They can come from observational studies.  And there is quite a bit of controversy right now about the role of cost-effectiveness in the current comparative effectiveness research program.  So that's quite unclear right now and may be a subject for discussion by the Committee.



So moving on to prioritization.  So why do we need to prioritize anything?  I don't think any of us likes to do that.  But in this case, we have to make decisions in the context of definite rather than indefinite resources.  We have to make decisions in the context of competitive interventions that are aimed at reducing the same risk.



So for example, recently at the last BPAC, we were asked to evaluate whether, you know, rather than the HBS antigen and NTHBC screening strategy should we add to that mini pool, what size mini pool or ID NAT?



So which one do you choose?  What kind of algorithm do you follow to be able to make that decision?  



We also have to make decisions in the context of competitive risks.  So should this particular intervention aimed at reducing Risk A, so for example, risk of Chagas, be implemented rather than an alternative intervention aimed at reducing Risk B, let's say hepatitis B?



So I think one of the issues is that there is an apparent lack of transparency in the nature of prioritization strategies that are currently being used.  So I think that goes back a little bit to what Dr. DeRenzo was saying about the need for transparency in our decision making process.



And the question is can prioritization strategies be optimized?  Since it is not really clear what they are, I just made the leap of faith that, essentially, anything can be optimized.  So I assumed that we could optimize prioritization strategies that we have.



And the question is can we have an increased use of comparative effectiveness research data?  And also could a prioritization strategy that is based on agreed upon criteria and possibly priority scores or weights, for example, be developed  and who could do that and would that be helpful?



Again, the idea would be that that could lead to an increased level of standardization and an increased transparency in prioritizing interventions.



So going back to the literature, there is a very good article by Gerard Krause at the Robert Koch Institute, the German Public Health Institute, in your surveillance of 2008.  And he went back to the various kinds of prioritization exercises that had been done and published.



And as you can see, the objectives of these exercise were to either select diseases for surveillance purposes, to develop a program for initiative in infectious disease control, to prevent known food-borne zoonotic diseases or to allocate resources to research surveillance efforts.



It was conducted in Europe in the UK and Canada.  The U.S. is not there.  And nothing related to blood safety.  And there were large variations in those exercises about the number of criteria that were used, the use of scores and weights, how many people participated and what kind of expertise was represented in these groups.



So taking the exercise that Krause did himself as an example, the aim of this exercise was to develop a prioritization strategy for infectious disease agents that would rationally allocate limited resources for research surveillance.



And the outcome there was to increase the level of standardization and transparency in prioritizing pathogen-based on public health criteria.  So what they did is there was a group of 11 epidemiologists, infectious disease specialists at the Robert Koch Institute and they identified 85 pathogens that they were concerned about.



They came up with 12 criteria, as you can see, going anywhere from incidence of disease all the way to case fatality rate.  They then ranked the criteria in order from lowest in terms of importance to highest.  So from 1 to 12.  So these were the weights.  And then they took each criterion in turn and then they assigned a score, which could be from -1 all the way to +1 with high risk.



So for example, for incidence of disease, we decided high risk is if my incidence is more than 20 per 100,000 person.  And then they did a weighted score.  They took the median among the 11 people and then they ranked their 85 pathogens.



So I don't know if we can be that organized in terms of doing that, but the question for the Committee is is something like that -- would something like that be useful when we try to prioritize where our energies should go to?



So would -- first of all, we would need to decide what exactly -- what is the prioritization objective.  Is it to prioritize competing interventions for the same risk or is it to prioritize interventions aimed at reducing different transfusion risks or is it to do both?



A group would need to decide on the criteria and then whether weights or scores can be defined, which, of course, it's quite difficult to do.



So to come back to the AABB EID group, they actually had a component that looked at prioritizing some of these emerging infectious agents.  And based on the scientific epidemiologic evidence that, you know, they had gathered in those fact sheets that I told you about, combined with the public and regulatory concern, they came up with, as you can see, like three major categories.



So you can see in the red zone, these are agents for which there was a low to high scientific epidemiologic evidence of blood safety risk combined with heightened public or regulatory concern.  And you can see here that you have vCJD, dengue and Babesia.



And in the yellow, which is the lowest risk, you can see that H5N1 is there.



Okay.  I'm going to move on to post-intervention implementation surveillance.  So the idea there is I would suggest that it would be important to delineate before implementation of a new intervention the criteria that will be used after implementation to decide whether a strategy should be continued, modified or discontinued.



So one could consider, for example, developing something like a Phase IV clinical trial or an equivalent study design before implementing a new strategy that has stopping rules and time boundaries.  And you could think about a group again designing some template study designs using current examples of agents of concerns.



I think we all know what a stopping rule is.  I just put an example of one of the transplant trial that we have, so you can see, for example, if you were enrolling 12 patients and, unfortunately, there was a 4th death, you would immediately hold the trial until the DSMB, the FDA and, of course, probably stop the trial.



So how does that translate in blood safety?  So I gave an example that might be useful.  A stopping rule, for example, could be implemented defining for a certain number of transfusion events, the number of adverse events that would indicate with high statistical certainty that the intervention is either not effective or is unsafe.



And of course, reaching this target or this stopping rule could then trigger an evaluation by the FDA as to whether the intervention should be discontinued.  And you could think about applying something like that to a study that could look at extending platelet storage duration, something like the passport study or a study that would try to do like a Phase IV study in pathogen reduction method implementation.



Another example that came to mind, as you know, recently at the BPAC we discussed the potential for selective screening for antibodies to T. cruzi or Chagas and the majority of the board members voted that one negative test should be sufficient to qualify a donor for all future donations.



But that was based on the premise that a study or studies would be conducted prospectively to evaluate the incidence in repeat donors because, of course, if the incidence is very high, that's a concern.



So if selective screening rather than universal screening is recommended by the FDA, then the question would be how are you going to be designing that study or studies?  And my suggestion would be that, of course, you need to decide on a time boundary.  You need to decide how many years of follow-up will be satisfactory.  Is it 1 year, 2 years?  And then you need to decide on some stopping rules.



So what kind of incidence or lower 95 percent confidence interval would you be willing to put as a stopping guideline, essentially, and above which than universal testing might need to be reconsidered.  Another stopping rule looking, for example, like the incidence trends might also be considered.



So the questions for consideration by the Committee for discussion are the following:  Can or should the decision making process be optimized to result in a more evidence-based informed standardized and transparent process?



Is it desirable to and can we optimize the approach to data collection estimating the potential value of an intervention, prioritization and post-intervention implementation surveillance?



And if one or several of these goals are desirable, then how can they be accomplished? 



So that's the end of my presentation.



CHAIRMAN BRACEY:  Thank you very much.  One question that -- I was really struck by the concept of the post-intervention analysis and the analogy to the Phase IV trials, which in the pharmaceutical world are sort of layered into the cost of developing the drug.  In transfusion, you know, there is no such pot of funds.



So I guess the question that I was thinking about all along is so if you had a really robust biovigilance system, would that system, in your -- from your perspective, be adequate to enable that post-intervention assessment?



DR. GLYNN:  Well, that's a good question.  I think it certainly would help, because you could certainly look at what kind of trend you see, you know, in your biovigilance system.  But that would be based again on the robustness of your system.  So here we have been talking about a voluntary system which is certainly a strong step in the right direction, but the problem with the voluntary  system is that you know that there is going to be under-reporting.



So the question of whether you can really rely on this to assess something as important as a new intervention may be questionable, in my view.



CHAIRMAN BRACEY:  Thank you.  Dr. Ison?



DR. ISON:  Yes.  Let's all go back to the question that I asked before, which kind of, I think, feeds into this.  How much of this that we are doing is symptom-based recognition versus do we have as robust data on recipients of blood that have received blood products to know what the risk of asymptomatic transmission of infections like Chagas, Babesia, those kind of things?  Since, clearly, that would inform much of this policy decision.



DR. GLYNN:  So I think a lot of what I was saying is that we could really use more data is my own feeling.  Then for the other question related to Chagas, you should correct me if I'm wrong, I thought the risk right now from the Red Cross studies for Chagas in the U.S. is about, what, 8 percent or less than 10 percent in terms of transfusion transmission risk.  Is that correct?



DR. EPSTEIN:  There were only two documented transmissions, both from one donor, that had demonstrated infection.  The denominator may have changed by now, but I think it was up to a couple of hundred, about 300.  So very low demonstrated transmission rate.  And that was utterly known and anticipated based on the previous experience in Mexico and Central America.



DR. GLYNN:  Right.  So I think that's why it speaks to the points of collecting data where you are, you know, within the current time layers, because otherwise you can be completely fooled by historical data from another country.



CHAIRMAN BRACEY:  Dr. Triulzi?



DR. TRIULZI:  I think Dr. DeRenzo and Dr. Glynn outlined well the complexity and maybe I could use the word burden that would be required to do this process right for each of those agents that Dr. McCullough listed and others that he didn't.



And you know, my reaction in seeing this is we are reactive, reactive, reactive.  We are going to wait until something is a problem and collect a long list of data like questions that you had, constitute the appropriate committee to review it going through the ethical process and debating it.



And again, we spent one of our whole previous meetings on pathogen reduction.  It was also notable that almost all of this was infectious disease risk when more deaths are due to the non-infectious reasons.  TRALI accounts for more deaths than all other causes combined.



And then the other ones like getting the wrong unit are not making the list here.  You know, if we have a safe pathogen inactivation process, we have just short-circuited this tremendously.  Then maybe the data is how effective is the process for this agent.  And if it is really effective, you know, it's a very different discussion.



And you know, maybe we should have the pathogen inactivation processes that are available subject to this rigorous process with input from all the parties that say there are current agents out there.  Here is the risk.  Here is the benefits.  And the whole community decides maybe that is worth it versus the ability to evaluate in a proper manner the interventions for this -- for 15 or 20 agents.



So again, I think we are reactive, reactive, reactive.  I have my doubts that we could set up a process that could do a good job with each individual agent and with the pace at which things come.  I mean, it's a good thing probably that H1N1 is not transmitted at a high rate with a high mortality rate.



CHAIRMAN BRACEY:  Good points.  Dr. Glynn?



DR. GLYNN:  I just want to mention that some of, you know, what I talked about can actually be used for other transfusion risks, because, again, it's the same thing.  So which one are you going to go after?  And what kind of, I guess, structured algorithm which I think is what, you know, Dr. DeRenzo talked about, kind of algorithm can we use so that, first of all, it's transparent?



Everybody knows what it is.  And then you follow that in terms of, again, a more standard and rationale process, rather than having this kind of gestalt feeling, you know, okay, well, the risk here is supposed to be a high or a low, not really knowing.



DR. TRIULZI:  And I agree.  And if we didn't have the long list of transfusion --



DR. GLYNN:  Yes, that would help.



DR. TRIULZI:  -- against the agents, we could spend our effort on --



DR. GLYNN:  Yes.



DR. TRIULZI:  -- a proper process for TRALI or patient identification.



DR. GLYNN:  Yes, exactly.



DR. TRIULZI:  Or the ones that patients are dying from.



DR. GLYNN:  Yes.



CHAIRMAN BRACEY:  So one question that strikes me and perhaps there is an answer from within the Department, and that is the notion of prioritization, even absent a rigorous system for prioritization, one would think that prioritization could occur in some format.



And so the question is how does that work within the Department?  So maybe, Dr. Holmberg, you could address that?



DR. HOLMBERG:  That's very difficult.  You know, I think that this is one area that we need to improve upon as far as how do we prioritize what are the major issues.  And you know, I think that again this is one reason why it is very important for us to have a biovigilance program, so that we do collect the data and say that we do determine what is out there.



You know, I think clearly the prioritization for the T. cruzi was probably, you know, as far -- was not -- there should have been other things higher than the T. cruzi, but, I mean, that's my personal opinion, I think that, you know, as far as your answer whether we do this within the Department?  I think at the present time, there is really no mechanism or invented mechanism.  Jay, do you want to correct me?



DR. EPSTEIN:  Well, I have some personal views here.  The first is that we make progress most of the time opportunistically.  That is to say we have a range of identified problems, some of which are amenable to solutions today and some of which need more work.



And we can't always mandate or create the necessary solutions or sometimes it's technological.  For example, with babesiosis and we have known about this for years.  What has provoked attention lately is an up-tick.  The notice of the up-tick was because we do have monitoring.  I mean, it came through with fatality reports and it came through with CDC surveillance, for example, in New York City.



So the system told us that there was a problem, that it looked like it was getting worse.  It wasn't a new problem, in fact, but when we focused attention to ask how big is it and what can we do about it, we immediately ran into the situation that well, we don't have the tools.



So with respect to Babesia, there is a recognized need, there is a desire to intervene, but we have to wait for the science to mature.  I mean, unless and until there is either a validated pathogen reduction technology, safe and effective, we could have that conversation again, or until we have a donor screening, we're sort of stuck.



Okay.  So I think the first point I would make with respect to prioritization is you can prioritize all you want, but the ability to intervene is opportunistic.



All right.  The second point I would make.  FDA is constantly working on the all-court press model, which is that we are not saying okay, well, today we're just looking at this.  I mean, here we are with, you know, H1N1 Influenza A and I can assure you that everything else we are doing is ongoing, we're just getting a sleep.



So it's the all-court press.  Now, that then leads to well, you know, where should you put your resources in terms of relative priorities?  And I think that there is a difference here between looking at it from sort of where is the effort going to try to solve problems and move safety issues forward versus the question of how do you prioritize the recent benefits to the system?



And there I would say that we don't have, you know, a pot of money and then we are subdividing it.  That model does not exist nor if we decided that something is for argument sake, too costly to implement, there is no line from that to funding some other intervention.  You know, that is the sense and I think that's probably what was bothering Jerry when he said we're not sure we have a system.



We don't have a system that takes a defined set of resources and says where should we apply them?  We're looking case-by-case, partly that's because within our system you never know which resources will get mobilized and which ones won't.  So we are not operating in a system where we draw up a list, you know, we have our prioritization and we go down it as far as we can fund it and then the funds run out.  That system is not what we have.



We have to look at each one and if we can move on it, then we try to.  And if we decide not to, it's not because we then conserve resources for something else, because there is no mechanism that rediverts the resources.



So I think the bottom line is, you know, do we have an approach?  Yes.  The approach is vigilance.  You know, we monitor everything we can monitor all the time.  The approach is ALARA.  We try to lower risks to the extent reasonably achievable.  And then it is opportunistic.  We advance the front wherever and whenever we can advance the front.



And I say that knowing that there are many externalities and there are many trade-offs and that there is a larger context and it isn't just, you know, safety and efficacy of a product.  I understand all that.  But I'm just saying that the bottom line is an all-court press with opportunistic progress.



With the one exception that sometimes the sense of urgency rises to such a level that a lot of targeted effort goes into finding a solution.  And I think that that was the case in the example that Dr. McCullough brought up about NAT to close the window on HIV.



There was simply no acceptance of the residual risk.  It's that simple.  You know, we had very good antibody tests and the residual risk compared to the risk anteceding the test was very, very low and it was utterly unacceptable.  Unacceptable politically, unacceptable socially, unacceptable medically, unacceptable.



And plus, we had endless debates about whether we should be taking antibody tests off the market, because they weren't all equally sensitive.  And you kind of had the situation of a horse race.  One was always ahead of another, right?  So do you keep truncating the lower half?  And think about the chilling effect that that would have had to test development by the companies.



So there was a need for a better answer and there was a need for a few Lower Manhattan Projects.  So yes, sometimes things take priority for that kind of reason.  I think, you know, we are there right now with H1N1.



All right.  So that's just my personal view about how do things really operate.  Is it a system?  I don't know.



CHAIRMAN BRACEY:  Thank you.  Questions?  Additional -- Ms. Finley?



MS. FINLEY:  There was a question that preceded your question or part of your question was directed to Dr. Holmberg and I just wanted to get clarification on it, because I don't think it was answered.



You asked about prioritization within the Department.  But the Department has a monthly PHS blood meeting, right?  And I would assume, at that point, you prioritize things, you discuss things, you coordinate things.



So I didn't want to leave the impression or have the Committee necessarily have the impression, because we have a lot of new people, that that is an addressed.  Although, I understand your point about there isn't a system for evaluating specific technologies.



DR. HOLMBERG:  Yes.  I think, you know, what Jay said was exactly right, you know.  There is not numeric system to put to each one of the risks and there is no means or a central pot to be able to throw money that this year we're going to go down to this level of risk to try to take care of that.



But yes, we do have the mechanism within the Department.  We have not only the BPAC, but we also have this Committee and then also the internal teleconference that we conduct within the blood.  In fact, the PHS blood has done a lot with emerging infectious diseases.  And just the formalized process of which we identify, what are the infectious -- emerging infectious diseases?  And do we move forward on some of those?



So what I meant to say was that there is no mechanism to put a number scale and, as Jay said, the actual funding for that.



MS. FINLEY:  Thank you.  And there isn't a mechanism for a number scale for any other aspect in health care, so -- yet.  



CHAIRMAN BRACEY:  So I guess perhaps the question would only restate the obvious.  But from the perspective of Dr. Epstein, so given the level of funding to enhance the public safety of blood and its components, do you feel that it is about right?  It's low?  It's -- what is your perception of the adequacy of funding for this venture?



DR. EPSTEIN:  I think I should let others answer that question.



CHAIRMAN BRACEY:  Dr. Ison?



DR. ISON:  Again, I'm going to bring up the issue of similar issues as they apply to the organ and tissue population.  And since you are asking about funding, clearly in this arena specific to organ and tissue transplantation, there is practically zero funding or support into that arena.



And we will probably hear more about this as the meeting progresses, but we have a lot of the same issues again that were raised with regard to blood, but there is added complexity.  The shortfall of organs per the need is much higher, so any test that loses even a single donor may result in the death of patients.



And so consequences for screening is critically important.  Most companies have moved to platforms that are appropriate for the blood community that screens large volume.  Unfortunately, that's not appropriate for the organ transplant community.



And as a result, we have seen a constant erosion in the available tests for that population and there is no resources to develop new platforms that are appropriate for that.  There is no stimuli for the companies even to develop these platforms, because of the small numbers that will be used by the organ community.



Likewise, similar to the issue that was raised before, the true incidence even in the donor population, is less well understood in the organ transplant population and tissue donor population, although better in the tissue than in the organ population.



And there are clearly marked differences, so we can't just extrapolate what we are finding in blood donors from the tissue and organ donors.  And as a result, to kind of answer the question that you raised, at least as it deals with organ and tissue, I think that the level of funding and the need -- the level of funding is very low and the need is very high.



CHAIRMAN BRACEY:  Thank you.  Dr. Klein?



DR. KLEIN:  Yes, I just want to bring up one issue that I think the Committee needs to be aware of that has been referred to, but I don't think it has been brought out in the open and that is the issue of zero risk.



Now, our -- one of our sister agencies, the EPA, will define what the risk should be and it's not zero.  For example, there is a certain amount of lead that is acceptable and beyond that it isn't.  But it is not zero lead or a certain kind of plastic in the water supply or it will be defined that that's acceptable, even though there may be some harm.



Blood really isn't like that.  Really we are aiming for zero risk, even though we know it can't be achieved.  And I appreciate Dr. Glynn's presentation, because I think she is right on in the way the science ought to be done and how we ought to follow things.



But I'll give you an example that comes just before the example that Dr. McCullough gave us and that is with HIV antigen testing.  Well, we had a test and opportunistically there it was.  And how should we apply this test to a relatively safe blood supply in terms of HIV?



And the answer was well, let's do a study.  And the community got together resources.  It took a long time to do that, as Jay will well remember, and collected some 513,000 donations over a 12 week period of time and after having stop rules and determining what number of positive cases by antigen would mean that we ought to introduce it, none were found.



Zero.  Not a single one where antibody hadn't detected a case.  And so the publication in the New England Journal said scientifically we shouldn't introduce this as a screening test.



But the point was that this was blood and it was zero risk and so we did introduce it as a screening test.  And we went on to find out in subsequent use with screening that it wasn't a very effective screening test.  In fact, it wasn't very good at all.



The Europeans never introduced antigen as a screening test.  So again, I think it's the zero risk issue that really hangs us up in many ways.  And I don't, for one, know how to get around that.



CHAIRMAN BRACEY:  Yes, I think, and I was going to interject this, but I didn't know the time, but since you mentioned the funding, we're going to hear a lot of presentations regarding decision making trees, evidence-based medicine.  But for me, the real core decision is that of the alignment of funding with those decision making processes, whatever you decide to do.



And I'm not sure there is going to be a one-size-fits-all.  In certain cases, it might be the precautionary principle.  In others, you might have more time to do something, but what I see is a zero sum game.  And when there is a directive to do something without the funding associated with it, something else suffers.



Somebody -- it has to be taken from something else.  And so to me if there -- the -- what I see as the process of alignment that needs to happen to have any of this be effective is that whatever decision is made, there has to be a funding arm that goes along with it.



So your question of whether it is funded high/low, I don't know that answer as opposed to if there is a system that says if we mandate Chagas testing, if we mandate HIV antigen testing, if we mandate NAT testing, that there is going to be funding for that.



And when I say funding, that doesn't necessarily mean Government funding, you know, because someone has to pay for it whether it is the blood center, the hospital or the patient.  You know, there are some mechanisms we have in blood centers where the patient pays, such as autologous and direct  donations, that's where the funding mechanism is often assessed.



So for me, that is sort of the core challenge, because without that, then we wind up having those decisions being made and not necessarily by having all the interest groups involved in making that decision.



CHAIRMAN BRACEY:  Thank you.  Dr. Sarode, a comment or question?



DR. SARODE:  Well, I'm new to this Committee, so, please, pardon me if my question is out of line.  I believe you have discussed about pathogen inactivation in the past.  So what's the recommendation and the standing right now?  Because if we do go for pathogen inactivation, I think most of these discussions will be moot.



And we can focus on really the complications of transfusion that I see almost every day.  I mean, I don't see complications of infection more than once a year, but Charlie, TACO, mistransfusion, a lot of other reactions which are much more common.



CHAIRMAN BRACEY:  Well, yes.  This Committee is strongly on the record in favoring the advancement of pathogen inactivation as soon as possible.  And again, there are funding challenges associated with such, as well as challenges as being able to assess the safety and toxicity issues, but the Committee is, in fact, very strongly in favor of moving forward.



Dr. Epstein?



DR. EPSTEIN:  Yes, thank you again, Dr. Bracey.  So you know, on the question of whether funding is adequate, I agree with Dr. Axelrod that the real problem is the disconnect between, you know, recommended or required safety measures and how they get funded.  And I couldn't personally answer, because I don't live in that world of the blood bank where, you know, you have a mandate on one hand and your reimbursement mechanism on the other.



But what I would like to comment on is whether funding to get the information we need to make good recommendations is adequate.  And there, I would say we could do a lot better.  That we have any number of defined needs for scientific information that would require data gathering or studies, be they perspective or retrospective, and it's very hard to get them done, because the funding mechanisms aren't there or just the dollars aren't there.



So I think we could get a lot of good progress and, if you will, better decision making if we had better funding to get scientific answers when we can define the problems scientifically.



DR. GLYNN:  Can I --



CHAIRMAN BRACEY:  Thank you.



DR. GLYNN:  I'm sorry, can I --



CHAIRMAN BRACEY:  Yes, Dr. Glynn, yes?



DR. GLYNN:  I'm so much in agreement with you, Jay.  It's very difficult to get research, you know, funding that we would like to have.  So any recommendation from the Committee would be very helpful in that matter.



CHAIRMAN BRACEY:  Thank you.  Dr. Holmberg?



DR. HOLMBERG:  Yes, just to follow-up on your question as far as the past recommendations on pathogen reduction technology.  As Dr. Bracey said, the Committee has fully supported it, but I think that one real caveat needs to be said on that.  And in the recommendations of the Committee brought forward to the Secretary, it was that as pathogen reduction technologies become available, they should be incrementally added.



In other words, if we have it for plasma or if we have it for platelets, waiting for, you know, the whole ball of wax was not satisfactory.  We should incrementally add pathogen reduction.



CHAIRMAN BRACEY:  A comment from Dr. McCullough regarding funding?



DR. McCULLOUGH:  I would just like to further Jay and someone's comments about funding.  Having just finished a three year term on the Council of the Heart, Lung and Blood Institute, the real challenge is that even when there are good scientific issues about these transmissible agents and their role in the blood supply, in general, it just is not considered scientific enough to warrant NHLBI money.



You know, we are not cloning a gene and we're not discovering a new virus, but it has difficulty surfacing to a level of competing successfully for funding.  So again, if there is anything that this Committee can do to add some more strength to the situation at the NHLBI, it would be very helpful.



CHAIRMAN BRACEY:  Thank you.  Dr. Epstein?



DR. EPSTEIN:  Yes.  I just want to add one more dimension to this and maybe this will sound a little heretical in the capitalist system.  But you know, one of the barriers to safety technology development is that the cost burdens fall largely on the sponsor, the product sponsor.  And there are instances in which you can easily understand why, for example, a diagnostic kit developer won't engage, because they don't know that there will be a payoff in the end.



They don't know that the studies will succeed, that there will be a demonstrated value, that FDA will recommend the test and so forth.  And I think that one way that we could really advance this field is by making a commitment to public funding for technology development that is in the interest of blood safety and availability.



CHAIRMAN BRACEY:  Thank you.  Dr. Corash?



DR. CORASH:  I'm new to this Committee.  As a Member, I just want to make a comment, at least from one side of the industry that has been struggling with the introduction of pathogen inactivation technologies, and that is that unlike testing where you have to do clinical trials to evaluate safety and efficacy where you are basically producing a biologic on a daily basis inside of blood centers, but logistics of managing large clinical trials are daunting and extraordinarily expensive to conduct these types of trials.



And one of the areas that has been of interest to us is how one can use hemovigilance programs and post-marketing programs of more intensity than we may traditionally be accustomed to answer some of these questions to permit introduction of these technologies, which I think this Committee is saying that there is a need for, but the logistics of trying to produce two different types of biologics in a functioning blood center on a day in and day out basis has proved very daunting.



CHAIRMAN BRACEY:  Thank you.  Any additional comments or questions?  Otherwise, thank you, Dr. Glynn.  We are now at the time for a break and I would -- we will take a break until 5 after.  Oh, 10 after, 15 minutes.



(Whereupon, the above-entitled matter went off the record at 2:55 p.m. and resumed at 3:19 p.m.)



CHAIRMAN BRACEY:  We are going to go out of schedule a bit here, because there are a couple of speakers that have -- that are in transit, so at this point, we will go to the public comments.  And the first comment, the group that will be commenting, is the Committee of -- I'm sorry that we're not facing you, but the Committee of Ten Thousand, Mr. Dubin?  You're always ready.



MR. DUBIN:  No, I don't know about that.  Oh, boy, okay.  Members of the Committee, and for those of you that don't know me, I am Corey Dubin, the President of the Committee of Ten Thousand.  Our core constituency is the HIV/AIDS and HCV-infected hemophilia community.



We would add that -- sorry, I've got to catch my breath.  I wasn't preparing to come up.  We would add that the Committee takes no donations from the manufacturers of drugs, biologics or medical devices, because we always felt if we were going to be up here and up at FDA, we wanted to be careful about that.



Uh-oh, hey, Rich, we ain't moving.  Oh, well, we'll come to that.  It is impossible to distinguish or separate the Advisory Committee on blood safety and availability from the AIDS blood epidemic from what happened in the 1980s.



This Committee was borne of the devastation visited upon the hemophilia community.  I would remind you 10,000 infections, 8,000 dead.



Our first interactions -- and it's important to note, I heard when you were talking about ethics the need for the Committee to listen, to spend the time, to have open debate, the truth is when we arrived in Washington in 1992, what we found was a blood community in defensive retreat.  We found indifference in action and at times open hostility to the concerns we raised, but we stayed with it.  We rolled up our sleeves and we're still in the process 17 years later.



In 1993, Senators Kennedy of Massachusetts and Graham of Florida in response to questions from the Committee of Ten Thousand about a Congressional investigation proposed the Institute of Medicine, the National Academy of Science, which ones you have, Rich.



The national -- should I just go down the side to do it with the arrow?  Because these aren't working.  Okay.  Thanks.



It was Senators Kennedy and Graham who proposed the Institute -- the National Academy of Science's Institute of Medicine report.  The community was divided over that, the Committee agreed and we were a key part of the process that led to this report.  We have the book in the back.  I meant to bring it up, but, as I said, I wasn't quite prepared when I heard my name.



This is a critical report.  In our work, in our committee, we ask that people coming in to the Committee of Ten Thousand read this report, because for us it is the most important work done at the -- in the 1990s.  Really, the first investigative report that we had that addressed issues of what occurred in the blood system.



It is important to note that, as I said earlier, 10,000 infections, 8,000 have died so far, roughly, this is the hard bound book.  We shouldered the brunt of the AIDS blood epidemic and subsequently of the hepatitis epidemic.



The IOM study, "HIV and the Blood Supply, An Analysis in Crisis Decision Making," was published in 1995.  And the recommendations of which -- there we go, sorry.  The recommendations of which I'll touch on, but I don't need to belabor too much.  They have come up.



Obviously, Recommendation 1 talked about the failure of interagency work and talked about a blood safety director.  This was a critical recommendation.



Recommendation 2 became the Advisory Committee on Blood Safety and Availability.  And it is important to understand that for us right away what we saw was a Federal Government in disarray.  A blood community, as I said, in defensive retreat unwilling to directly address our concerns.



As we heard from the ethicist, one of the keys to this issue is the moral courage to address our concerns.  At that point, the blood community and the Federal Government lacked the moral courage to address us directly.



Subsequently, through pressure from Capitol Hill, from our work, through Commissioner Kessler and subsequently through Dr. Epstein's work, that has changed.  And the Government, the FDA and to a degree certainly the fractionators, we have had a better relationship with and we have had a stronger relationship with.



But I think we are facing difficult times economically and philosophically about how to manage the nation's blood supply.



Okay.  Good.  I want to mention two other recommendations before I go on.  Recommendation 12, and I want to read this one, "When faced with a decision in which options all carry risk, especially if the amount of risk is uncertain, physicians and patients should take extra care to discuss a wide range of options."



We feel this is a recommendation the Committee has never addressed.  The education necessary to weigh risk needs physician education and it needs patient education.  We keep hearing there is no zero sum.  You can't have zero safety.



Well, I want to state on the record and I want to state it again, I'm a 54 year-old man with severe hemophilia, HIV/AIDS and hepatitis C.  I was the first human infused with factor concentrates by the then-Highland Laboratories.  I was the guinea pig.  I was 001 and I contracted hepatitis C that day.  I have had it for 39 years.



My point being that we have never looked at the level of education necessary with physicians and patients.  We understand very clearly and I described my own situation to be clear with you that we understand more than you can ever imagine, that it is not zero risk and it will never be zero risk.



The issue for us it how we manage that risk, how our physicians and ourselves together manage that risk.  And yet, the education necessary to make that a reality has not happened and is not happening and it's not something that we believe the Committee has addressed.



And we would challenge the Committee to go back to these recommendations and certainly look at Recommendation 12 as an important one.  I'll get this right eventually.  There we go.



No. 14, "Voluntary organizations that make recommendations about using commercial products must avoid Conflicts of Interest, maintain independent judgment and otherwise act so as to earn the confidence of public and patients."



Let's face it, the patient communities, especially hemophilia, I don't speak for the others, are awash in conflict.  So how do we begin to have this discussion?  And how do we begin to provide some guidance again at the level of physicians, at the level of the patient organizations to have a look at this?



We would urge you to talk about this, because we think it's a very important issue.  And for us, we wonder why this book is not required reading for every Member coming on the Advisory Committee on Blood Safety and Availability.



Again, I want to remind you this Committee was borne of the AIDS blood epidemic.  The Committee of Ten Thousand was directly involved in seeing this through to an interagency committee.  What we used to call inside our small group an interagency task force that coordinated -- could coordinate a crisis.



Because the issue isn't if there will be new pathogens.  And I'm looking at a lot of doctors who understand this a lot better than I do, it's when.  Mother Nature is throwing us another curve with the new potentially -- well, now pandemic flu and where that is going to take us.



So again, we see the need for that kind of coordination that is this Committee, but we are concerned about what the Committee is doing in terms of going back to its original charge, looking at that in the context of its updated charge and looking to see if all of the recommendations have been addressed.



The AIDS blood epidemic is one of the darkest chapters in the history of American medicine.  It represents the worst iatrogenic medical disaster in the history of our nation.  What are the lessons to be learned from the 1970s and '80s when so many were so harmed by the contamination of the blood supply?



First and foremost for us, cost- effectiveness was the guidance in that period.  We believe it is the reason hepatitis, the 900 pound gorilla that was allowed to live in the American blood supply for four decades, we believe cost-effectiveness is the reason it wasn't removed.  And I think we could conservatively say that by 1977, it was doable.



We have met many scientists who say it was doable earlier, '74, '75.  It wasn't done, because it wasn't viewed as cost- effective.



If the blood community had addressed hepatitis, what would that have meant for the HIV blood-borne epidemic?  It certainly would have reduced it significantly.  And it certainly would have reduced it rather largely significantly in the hemophilia community.



We believe that any discussion of abandoning the precautionary principle is unacceptable, from our perspective, at this time we're going forward.  At a time when 65 percent of the United States blood collected is done so under consent decree between the Federal District Court for the District of Washington, D.C., the FDA and the American Red Cross, that number is shocking to us.



We wonder why it is not shocking to you all.  We wonder why a 16 year consent decree does not remain of concern to this Committee and others.  Why that house that is the American Red Cross continues to be unable to get out of the consent decree, also at a time when we have the first confirmed case in Britain of variant CJD transmission in a senior man with hemophilia, who on autopsy was found in his spleen.



So we have many threats.  We are also in a period now we have the flu issue.  We have other issues on the table you have heard about.  And yet, we are hearing this rumbling about cost-effectiveness replacing the precautionary principle.



We understand there are four legs to that principle and we were present for each and every one:  The IOM report which we played a key role in.  Secondly, Secretary Shalala's sworn testimony before the Government to form an Oversight Committee House of Representatives in response to the IOM.



The third being Secretary Shalala's testimony.  The second being protecting the nation's blood supply from infectious agents.  The need for new standards to meet new threats.  And the Committee of Ten Thousand testified at this hearing.  We were proud to be a part of it.



The next report was hepatitis C "Silent Epidemic, Moot Public Health Response."  These four documents are the legs of the precautionary principle.  The reasons we think we depend on the precautionary principle.



So at a time when we see still a great deal of struggle within the blood community trying to get its house in order.  And I heard today, and I agree in part, that there are 40 years of gains.  But in the middle of that 40 years, I think Dr. McCullough was referring to, is a failure of monumental magnitude in the American blood system.



And those of us surviving dwindling as we are are still here to remind you of the magnitude of that failure.  It's hard for me to sit in the audience personally and hear about 50 years of progress and not even a mention in the middle of that 50 years the worst medical disaster in the United States' history happened.



I remind you as I said 10,000 of us, let us not forget the roughly 12,000 transfusion-associated AIDS cases.  And all of the different smaller events like the 200 neonates at Cedar Sinai in Los Angeles that were infected with HIV in the early 1980s.



We want to remind you these are all families.  They are not numbers.  We buried 8,000, that's a big number.  I know a lot of those people.  We have lived through that.  My goal is not to stand up here and beat you all up in the blood community about this, but it is to say don't forget, not now, not tomorrow, because we will be at every meeting reminding you that it is important not to forget and not to have us go back to a decision making structure that led us to this disaster.



Cost-effectiveness, we don't think cost-effectiveness should be revisited.  We don't think it should be adopted and we certainly don't think it should be at a time when there are still serious problems in the American blood system.



We have been here 17 years.  We have been before this Committee.  A good part of my life has happened before this Committee, before the Blood Products Advisory Committee.  And as I mentioned earlier, there were people like David Kessler and later Dr. Epstein who have had the courage to open the doors and to dialogue with us.



But I think frequently we still face a situation where we're not always welcome.  We're usually welcome.  But we are not always given the same respect and time that the scientists or the doctors or the blood community is.  And I would suggest to you that we are deeply troubled about the make-up of the Committee right now.



I look around, I see a strong, strong influence and presence of the blood community, especially blood banking.  I don't see too many end users at the table.  I don't see anything close to a balance.  Most of you know we passed the Ricky Ray Hemophilia Relief Act, HR 1023.  Well, at the same time, we had a tandem bill on the table, HR 1021, called the Blood Products Advisory Committee Bill.  And that was to mandate to have Congress mandate and sign into law a certain amount of seats on that committee.



Now, we came to a certain point where we felt like that bill was taken away from Ricky Ray, which we needed to get help to our families, so we backed off on that and we had access at FDA and we felt reasonably assured that the doors at FDA and elsewhere in the Government were not going to close.  And they haven't closed.



But when I look up at the make-up of this Committee today, I don't see the kind of balance I heard in the ethics presentation.  I don't see the kind of balance that sends that trust message.



Let me talk about that for a minute.  At the recent BPAC meeting, there was a pretty intense set of exchanges between the blood community and the Committee, specifically, our representative on the Committee, Dr. Richard Colvin from Harvard.  Rich is a Member of the Committee's board.  He is an M.D., PhD, working in HIV/AIDS.  And he is a Triple H Club Member, HIV, hepatitis C and hemophilia.



And for those of you in the room that have known Rich, he is the opposite of me.  He is the most mellow, even-keeled guy I know.  I'm usually the one raising cane a little bit and raising my voice a little.  It was the exact opposite.  Richard lost his temper.  And the issue was trust.  The issue was trust with the blood community.



And from our perspective, the blood community isn't this two-sided thing that over here are the banks, the ARC, ABC, AABB and over here are the fractionators.  This is one blood community.  But we feel like while we dialogued with the fractionators, we're not always clear we're having a good dialogue with the blood banking community.



And we want to remind you not for the sake of beating anybody on the head, but to remind you it was the AABB, NIH Joint Transfusion Transmitted Diseases Committee that so effectively opposed the adoption of HBV core antibody testing as a surrogate for HIV.



Had you adopted that test and instituted a robust national donor screening program in 1983 or 1984, how many of us would be walking without AIDS today?  How many of us would be alive?  We don't really know.  But we suspect the numbers would be significant.  And we suspect we have never rebuilt that trust with that side of the blood community.



So I'm challenging ABC, AABB.  Trust with us has to be important to you.  We don't understand why its not.  That's what happened at the BPAC three weeks ago.  It was about understanding in our heads that you didn't appear to us interested in rebuilding our trust.  We are end users and I think you would all agree, the Committee of Ten Thousand is probably the most vocal of the end user groups and we've been the most active.



And there is something else that distinguishes us, when we arrived in '92, we embraced the entire blood system.  We didn't just look at hemophilia and the plight of our own.  Some of you who know me well know, we looked at the entire landscape.  Many of our people worked in local communities in blood banks and blood drives, worked to assist.



In Santa Barbara, I used to work when it used to be Tri-Counties Blood Bank before it was UBS.  We would do blood drives.  We have always had that larger societal perspective on the blood supply.  It's not just about hemophilia.  In fact, we are one small group.  We just happen to view ourselves as the canaries in the coal mine.



The early warning radar, if you will, the NORAD for this country's blood supply.  And it is important to rebuild trust with us, in general, and that we understand there is a mutual sense of the necessity of that.



And I heard today -- and I'm a journalist by trade.  And I heard an interesting presentation, Dr. McCullough, where he talked about the media as if it was the enemy.  I would suggest to you just the opposite.  For the blood community, you should be reaching out to your local newspapers, getting them to do positive stories.



Of course, when there is a problem they are going to report it, that's their job.  Is that not the job of journalists in a democracy, the state concept?  Granted, we have gotten a little away from that, but I think it's not just incumbent upon us who are journalists, but all of us.



An interesting debate in the mid-'90s between the Director of Tri-Counties Blood Bank and myself in the Santa Barbara New Press over safety and we had no problem being very clear that we thought Tri-Counties had an excellent safety record.  And we were pleased to be associated with them and felt that they were a good organization.



We also in that same article talked about the things that we were uncomfortable with.  But it built, it assisted in building an image in furthering the image of Tri-Counties as a clean operation, as an operation you could trust.



I think you need to rethink the media.  I think it's important to try to use the media to be the allies of the blood community in general, especially the blood banks and the blood collection centers.  I think this is something that really needs to be rethought, because I was really troubled by that part of the presentation.



And I was also troubled by the narrow look at costs.  Let's talk about costs.  HIV/AIDS and hemophilia, $900 million the compensation package.  That doesn't even get to what it costs to treat us all.  My ATRIPLA, which I take one every night $1,600 a month.  So what is the real cost of testing?



I don't think we have looked at the real cost.  And I think until we factor in the real cost, we're not going to have a clear picture of how we make these decisions and how these decisions are made.  And our fear is if we go back to a narrow cost-effectiveness, people are going to get hurt.  That's how we see it.  People are going to get hurt.



It probably won't be us this time.  Will it be sickle cell?  Will it be one of the other communities?  That's certainly our sense of it.  And so we're gonna challenge, and we're talking with Congress, we're talking with the Administration, about looking at the real costs of what these kind of mistakes mean.



And it's important to state also that when we are on the Hill, we are also talking about a public/private partnership between Government and the blood community.  We understand that the costs of running a blood bank are high.  But we don't think those costs should be the defining context with which safety decisions are made.



We think it is time to rethink this and look at a Government/blood-community partnership that begins to understand what the societal costs are and the importance of Congress coming up to the plate on this.  We have a much more activist Administration now.  We have an Administration that seems much more concerned about health issues.



So let's make an approach.  Why can't the blood community and some of the end user communities make those approaches to Congress?  For us, it's a bit of a broken record, because we have been saying this for a long time.  We haven't gotten much traction on it.  But I will say if we are nothing else, we are persistent and we're going to keep talking about it.



When we go to see Mr. Waxman, this is one of the things we talk about, and other Members of Congress, because it's important to us.  Again, most of hemophilia is using recombinant products.  But what about the von Willebrand's Type 3s and the others who are using human products, and what about the people in hemophilia that are still using human plasma?



And how do we look at the cost of recombinant and the potential for us to end up on human products?  And can we really say that a monoclonally purified virally inactivated human product is less safe than a recombinant product?



I think if we took that to  National Heart, Lung and Blood, they would tell us there wasn't a difference.  So plasma may be a larger issue, plasma-derivative products, human, in our community again.  So I think it's important we all look at this together as a community of producers, a community of blood bankers, a community of end users.



This is our most precious resource, blood.  And we have to look at it that way.  We have to see it more importantly than we see oil or natural gas or our energy needs, because this is the stuff of life.



And so we would again challenge the blood community to join us on the Hill some time, to go talk to some Members with us, to talk about what is possible to do to generate a new initiative, if you will, that brings us to this place where the nation better understands.



And then there is the issue of transparency.  There is so much fear, as I said earlier, of the media, fear of the public, the public won't understand.  I think it's really important to look at what the ethicist showed us today about the need to have the patients and the time to make sure all the stakeholders are at the table.  That's how we are going to rebuild trust.



Other communities come and talk to us, what's our experience?  In the mid-'90s we founded the Plasma Users Coalition, which is coming around again.  We are all talking again.  We should be talking with all of you again.  We see the blood community as one.  We don't see this big split between the fractionators and the blood bankers and the blood collection people.



And from our perspective, we are that much stronger if we approach Congress together to rethink this, to get blood donations into our school.  I used to go to all three of my daughters' schools every year and talk about donating blood and how important it is on the part of good citizenship.



We have to make a new initiative and now seems to be the time to do it, because we have an Administration that seems ready to do those kind of things and to make an effort.  But I sense a lot of cynicism in the blood community about public perceptions, about the public.



Probably the third time we're going to challenge you today, but we challenge you again to rethink that.  To look at the public differently, look at the media differently, it's time for some new thinking.



But here is what we want to say that is the most important.  We won't sit back if you go back to cost-effectiveness.  It's not something we are going to see happen.  How we would do that?  The same way we did Ricky Ray, the same way we have done everything we have done.  We have gone to Congress.  We have walked the halls.  We have come here.  We have visited the Secretaries of Health, the Assistant Secretaries.  We have had some very good experiences over the years.



We were pleased to see Dr. Goose be appointed as the new AIDS Czar in the Administration.  Eric is a good man.  We had a very good experience with Eric, as we did with Secretary Shalala, Assistant Secretary Lee, who was the Assistant Secretary when the Committee was founded.



So I think it's time for some new thinking.  And I think it's time in getting to that new thinking that the Committee go back to some of their recommendations and look, because when you talk to us, when I hear zero risk, you guys want zero risk, what I hear is an attempt to discredit us, rather than an honest dialogue.



The honest dialogue is:  how do we teach our people to live with the ambiguity of risk?  I'm sure you can all imagine the rumors and the word in the hemophilia community is strongly about variant CJD, and what does the British case mean?  What does it mean for us in the hemophilia?



And yet nowhere on this agenda do I see a word about it.  It's a little troubling for us.  I also have to say:  I come 2,400 miles to these meetings.  It would be nice to have an agenda three, four, maybe five weeks before the meeting.  I got an agenda on Tuesday.



I read the Federal Register, but that's not enough to understand what is happening and prepare testimony.  We have been here since the beginning and we're not going anywhere, but we would like to see the Committee leadership work a little harder to get the agendas out, so we can know what's going on, so when I get on a jet at 6:00 in the morning in California, I'm prepared.  I don't have to come and run myself into the ground with our whole team working on testimony until midnight because we just got the official agenda, so we just really got a full picture.



I think it's time to step up the partnership again.  I think it's time to return to that period.  I have heard us referred to as the "perfect storm" by some in the 1990s in terms of the AIDS blood epidemic, the Committee's work and the activism in the community.  It's time for a new public storm-- perfect storm.



But not a perfect storm that is so contentious.  A perfect storm that is a coming together of the blood community, the end users, the Government, all of the stakeholders to build enough trust to move forward.  Some call me altruistic, but I don't think that's the correct term.



I think if we don't try, we don't know what the outcome will be.  We certainly h reached out to you in '92.  And as I said earlier, certain people reached back to us at FDA.  We built the relationship.  We even reached out to the fractionators and that was a tough reach for us, but through the courage of some leadership in that community, we were able to rebuild, and we have a fairly good relationship these days.



But our relationships between end users and all the players are not strong enough, and they need to be stronger.  And this Committee seems to be the place where we can drive that, but the Committee has got to get connected in the way it was during the -- Secretary Shalala's time.  



The Committee has got to become more of an active, vibrant part of the equation.  This is the policy committee.  This is the interagency task force we so believed was necessary to protect us and the rest of the end users of the blood supply.



CHAIRMAN BRACEY:  Not to cut you off, but --



MR. DUBIN:  I'm giving my last --



CHAIRMAN BRACEY:  Okay.  All right.



MR. DUBIN:  -- few sentences, if that's all right?



CHAIRMAN BRACEY:  Okay.  All right.



MR. DUBIN:  But here is what I want to leave you with.  And this is part of what I would say.  We have had a full day of blood bankers speaking and the whole thing.  We get the short stick.  I'm almost done anyway, but I needed to say that.



How many of you have kids?  A lot of you.  How would you feel if your kids got infected?  What would you do?  I have always said I'm glad it's me -- and some of you have heard me say that -- because it's not one of my three girls.  And I can't imagine those that have lost children.



We have board members that have lost two children, three.  We lost 60 percent of our board in the 1990s, but we managed to hang in there.  And I would remind you of the young parents in hemophilia who look to you, the blood community, the Federal Government, to ensure that the products they are infusing in their children are safe.



How important is it to have those young parents trust?  We think it's critical.  And we would urge you to look at your own kids and wonder how this would impact you and what would become important to you.



I appreciate the time always, Dr. Bracey.  



CHAIRMAN BRACEY:  We appreciate your important perspective as the user.  As you know, the composition of this Committee is intended to be broad and to have input from the end user as well, and we certainly appreciate your perspective.



MR. DUBIN:  Thank you.



CHAIRMAN BRACEY:  Oh, questions.  Ms. Birkofer?



MS. BIRKOFER:  Thank you, Dr. Bracey.  Thank you, Mr. Dubin, for being here.  Always a pleasure.  I have a comment and a question.  My comment is: with regard to Mr. Dubin's remarks about patient groups and conflict of interest.  And we on the Committee all disclose our conflict of interest, if any, and we typically have -- before a presenter makes comments -- state theirs.  Perhaps when a consumer or patient organizations makes statements, they should preface it with the composition of their board, their funding stream and, you know, how they handle their financial aspects.  That may give some clarity to the Committee with regard to any potential conflicts of interest.  So that would just be a suggestion.



My question to you, Mr. Dubin, is specifically with regard to the Committee's agenda.  Do you have suggestions on what you would like to see addressed in 2009?  And if you don't have anything right now off the top of your head, which I would like to hear --



MR. DUBIN:  I do.



MS. BIRKOFER:  -- you could perhaps submit suggestions in writing.  But I would just like to know what, from your community's perspective, would you consider to be a priority agenda topic?



MR. DUBIN:  And we would be glad to submit things, but I have a couple of things off the top of my mind.  For 17 years, we have been amazed that the richest country in the world, one of the most or the most scientifically advanced country in the world with an advanced sophisticated democracy lacks, lacks, a national blood policy.



This is an appalling issue for us.  Since we first arrived in '92, the first thing out of our mouth to Senators Kennedy and Graham was national blood policy.  Even before we asked for an investigation for compensation, we asked about a national blood policy.



And we remain deeply troubled that we have guidance -- and in some ways good guidance.  We are not suggesting the guidance is poor.  But we don't have a coherent national policy that ties together, for instance, much of what we have heard today and puts it together.



And we believe that national blood policy would prioritize for the nation in a way that you get the buy-in of Congress.  And some people have said to us:  be careful what you ask for.  We understand there is difficulty there when you turn blood policy over to 535 Members of Congress.



But --  bing -- there is the transparency.  There is the trust-building with the public.  That kind of dialogue.  It would  certainly up our trust.  It certainly would educate Members of Congress more.  I hear a lot in the blood community -- be it you all, Julie or others -- you know, Congress:   what are we going to do?  They don't understand us.  They don't get the issues.



Okay.  What are we going to do about that?  Are we going to continue to complain about it, or are we going to get them educated?  Some do.  I think it's hard to say Mr. Waxman doesn't understand these issues.  There are others up there, Mrs. Capps from California is coming on very strong, and others.



But it's important for the blood community to engage those people.  And why we can't do it together is beyond me, because it's not a conflictive situation where we're doing something that has a negative.  Essentially, we are talking to them about the nation's blood policy and what we need to do to make sure we have a safe and available supply.



That's number one for us, Julie.  And rather than dilute that, I would leave it there, because I think that is our number one priority.  And this is our 20th anniversary.  COTT is 20 years-old in August.  We started as a little support group in New England and look where we ended up.



If somebody had said to me I would be standing here in 2009, alive, still addressing this Committee, I would have said, not on your life -- it would have been done.  But clearly, we're not done.  So that's our priority.



CHAIRMAN BRACEY:  So we have a question or comment from Dr. Kouides.



DR. KOUIDES:  I just want to first preface -- the question to you would have been -- and then a comment to Ms. Birkofer for that.  And when we called this meeting, we each went around to, you know, state our conflicts of interest.



I know it's on -- we often put it on a piece of paper, but in the past we have, but I'll tell you I am conflicted in that I serve on physician advisory boards for several of your clients, CSL, Novo Nordisk and Bayer.  But my daily conflict is that I'm a patient advocate.  I take care of patients every day, 24/7.



And I want to thank Mr. Dubin for his comments, in that I wish my junior colleagues who take care of patients with hemophilia could hear your, you know, life experience, your words, because I find that as we are training a new generation of hemophilia care-givers, your whole point about education is well-given -- that they are not going to be as acutely aware as I was, to have lost not only patients, but friends, to -- you know --  this crisis.  So along those lines, I thank you for bringing to our attention about the one recommendation about patient/physician education and discussion of risks.



And along those lines, you are probably aware that through most federally funded hemophilia treatment center regions, there is a form, you know, consent policy about product choice.



And what would you suggest on top of that that we do every, you know, year?  When I see a patient for the early visit, I review the risks of, you know, both recombinant as well as plasma products.  And what would you suggest on top of that?



MR. DUBIN:  I think you have to ask them if they really understand what you are saying and understand the differences.  I think a lot of education has to happen.  And I think it's important to step up that dialogue.



And I would make one more comment in support that goes back to you, Julie.  I think it's great if we all tell our conflict, but we've got to talk about the boogie-man in the room that we don't talk about.  Hemophilia is so deeply conflicted that it troubles us all.  Be it the 340B question, be it the support for organizations by you guys, the manufacturers and what that means -- and I don't mean that as a criticism, Julie; it's a question.



But I think we've got to start talking about conflict in hemophilia in a new way, or this is going to explode in our face.



MS. BIRKOFER:  I would just like to make one comment with regard to individual company funding.  The Association, the PPTA, we do not fund any consumer organizations.



MR. DUBIN:  I'm not suggesting you did.



MS. BIRKOFER:  And I can honestly say that I do not know any of the funding levels from any of our member companies.



MR. DUBIN:  I understand that.



MS. BIRKOFER:  But I -- so --



MR. DUBIN:  I'm talking more about the individual companies, Julie.



MS. BIRKOFER:  Well, yes, I just wanted to mention that I don't know that.



MR. DUBIN:  This is a dialogue we've got to have.  And I would say this in talking about training this generation of doctors -- I'm 54, those are my original means, severe, less than 1 percent.  How did that happen?  I grew up in the era when comprehensive care was comprehensive care.



I grew up under the tutelage of Dr. Shelby Dietrich in LA, who with my father -- who founded Southern California Hemophilia --built Orthopedic Hospital as the first comprehensive care center.  I'm one of the recipients -- as many of COTT's board is -- of that kind of care.



I think that is what is in trouble in hemophilia, and I think we have got to go back to the Federal Government and say, this is a precious model.  This is a model that can work really well, because those of us that are surviving in my generation, a lot of us have had the advantages of a care center like LA Orthopedic are reasonably healthy, besides those two big comorbidities that are going to take me off the planet one of these days.



So I think we really -- and we're having trouble drawing new docs, so I think there is issues we have got to deal with or we're going to lose what is a precious treatment resource in hemophilia, which could also be a model, as you well know, for other disease states.  It's a good model.  When it is practiced, it's an effective model.



CHAIRMAN BRACEY:  We do have a speaker who needs to catch a plane, so we need to get on, and we will have the rest of the public comments following his presentation.



The next speaker is Dr. Michael Lauer.  Dr. Lauer will present on the comparative effectiveness research from the view from the NHLBI.  Dr. Lauer is a member of the NHLBI and he serves as the Director of the Division of Prevention and Public Health Science.  He is widely published and is currently leading a $300 million research effort in cardiovascular epidemiology and prevention.  Dr. Lauer?



DR. LAUER:  Thank you very much.  It's a great honor to be here and I want to thank you for the invitation.  



Well, I don't have to tell you that comparative effectiveness research is hot.  It is very hot.  It is something that has been talked about a lot over the last few years, but with the passage of the special legislation in the American Recovery and Reinvestment Act, this past February, it has now become even hotter.



This is a collage of comparative effectiveness research, and perhaps the two most interesting pictures here are the lower left and the upper right.  The upper right is a plot that shows variations in care across different Medicare treatment regions.  This is something that has been known about for a  decade, and it has raised questions as to whether or not physicians really know what they are doing.



If you have certain areas where care is practiced very differently than in other areas and yet outcomes seem to be similar, that would suggest that physicians don't really know what treatments are best for which patients.



The lower left hand corner is the cover of a report that was put out by the Congressional Budget Office a little over a year ago.  At that time, Peter Orszag, who is now the Director of OMB, was the head of the Congressional Budget Office, and he put out this report calling for a greater commitment for comparative effectiveness research in the United States.



And he specifically cited this figure in the upper right hand corner as evidence that there was, as evidence -- no pun intended -- need for more evidence.



So this is the plot, and it almost doesn't matter what procedure you pick.   so for example, my field, I'm a cardiologist.  If you were to pick angioplasty, bypass surgery, catheterization, stress testing, you would get almost exactly the same thing.  You would see some areas of the country where the practice seems to be very intense, lots and lots of people seem to be getting the procedure or the treatment, and then there will be other regions of the country where the treatment seems to be given much less often.



And yet, there is very little correlation between the intensity of treatment in different regions and outcome.



Now, this is a study that was done by Elliott Fisher from the Dartmouth group showing outcomes among patients with myocardial infarction.  The bars on the left refer to the regions where there is the lowest intensity of care, and the bars on the right refer to regions where there is the highest intensity of care.



The blue bars on the left -- the dark blue bars -- are short-term 30-day mortality rates after myocardial infarction.  And what one sees is that the mortality rates are essentially exactly the same.



Now, one might argue that areas of the country where there is very intensive medical care are also areas of the country where people are sicker.  That's the most common explanation that doctors will give when it is cited that their use of resources seems to be very high.  They say well, I take care of sicker patients.  So of course, that's the way it is.



The bars in the middle represent a measure of severity of illness.  And what one sees is that there is, essentially, no difference between those patients who were seen in the lowest intensity areas and those in the highest intensity areas.



And then the bars on the right -- the light blue bars -- represent observed one- year mortality rates, and they are exactly the same.  So if one is a policy maker, not someone who is intimately directly with this community, one would look at something like this and say, wow, there is an enormous variability in care, and yet, there seems to be no variability in outcome.  The outcomes seem to be exactly the same.



And so this suggests that there is a problem with figuring out what types of medical care are appropriate.  Peter Orszag concluded in his report that there is only a limited amount of evidence available about which treatments work best for which patients.



That was the reason, he thinks, why there is so much variability.  It's because docs honestly don't know which treatments are best.  And in our field, that certainly does seem to be the case.



This is a report that was put out by Sidney Smith and Rob Califf, both from North Carolina, on guidelines for care in cardiovascular medicine.  What they did was, they surveyed guidelines that had been put out by the American College of Cardiology and the American Heart Association.  These are two organizations that are very dear to my heart, again no pun intended.



And over -- they have been putting out professional guidelines for over -- nearly 25 years.  Now, they noted two things.  First is that the number of guidelines, the number of recommendations, has dramatically increased.  Doctors are being inundated with recommendations.



The second thing that they did was, they looked at those guidelines that are currently active and they classified them in terms of their level of evidence, A, B or C.  A being strong evidence, multiple randomized trials showing that this intervention or treatment is appropriate and benefits patients.  B, we don't really know.  And C is based on expert opinion or case series only.



And what they found was that only 11 percent of currently active guidelines are based on Level A evidence, strong evidence.  Whereas, nearly 50 percent were based on expert opinion or case series only.



So here we are in 2009 -- we think of maybe sort of self-righteously in cardiology, we think of ourselves as being very evidence-based -- and yet, only a tiny minority of the practices that are currently advocated by our professional societies are based on solid evidence.



As you know, in February the Congress passed the American Recovery and Reinvestment Act.  I think it is interesting that in the preamble to the Act, it states that "The purpose of this Act is to make supplemental appropriations for job preservation and creation, infrastructure investment, energy efficiency and science" -- points out that within the current Administration, science is a high priority.



And in fact yesterday, President Obama gave a speech to the National Academy of Sciences in which he made it very clear that he considered science to be a high priority, and he wanted to increase dramatically the level of spending for scientific enterprises to those seen at the time of the space race.



In the Stimulus Bill act, there were a number of provisions for health and science.  A total of $311 billion of the Act go for appropriations, of which $19 billion are going for health IT.  That effort is currently being headed by David Blumenthal, formerly from Harvard.  $1 billion for prevention and wellness programs.  $10 billion are going to the NIH.  And then $1.1 billion, in addition to the $10 billion, are going for comparative effectiveness research.



This money is being divided up between the Office of the Secretary, AHRQ and NIH.  And then just as a matter of comparison, the National Science Foundation received $3 billion in appropriations.



The $1.1 billion for comparative effectiveness research is being split by three different agencies.  HHS -- the Office of the Secretary -- is receiving $400 million.  AHRQ is receiving $300 million.  And NIH is receiving $400 million.



There is -- the first part of this legislation is the allocation of the money.  The second major part of the legislation involves the formation of a Federal Coordinating Council, or FCC, for comparative effectiveness research.



And I have to admit that the first time that I saw FCC on an email, I was rather confused.  We were having a discussion about something and somebody responded, oh, we're going to have to refer that to the FCC.  And I was thinking, what does the FCC have to do with this?  But anyway, it's not the FCC that monitors radios and TVs.  It's this FCC.



This Federal Coordinating Council consists of federal -- of 15 federal officials, at least half of whom were required by statute to have clinical experience.  And they are responsible for advising Government on CER infrastructure needs and priorities.



Among the members of this Council include the Director of AHRQ, Dr. Carolyn Clancy, the Director of NHLBI, my boss, Betsy Nabel, Joel Coopersmith from the VA Hospital and a number of others.



This board has already met several times.  They have also had some, at least one, listening session where they have heard views from a variety of stakeholders.



The third part of the legislation is a panel being chaired by the Institute of Medicine.  The legislation has given $1.5 million to the Institute of Medicine to come up with a report on priorities for comparative effectiveness research.  This report is supposed to inform the appropriations going to the Secretary of Health and Human Services, those $400 million.



The report is going to come out on June the 30th.  Among the people involved with putting this report together are Hal Sox, the editor of the Annals of Internal Medicine, and Bob Ratner from the Robert Wood Johnson Foundation.  And from what my understanding is, at this point, they are writing furiously.  They have received input from thousands of stakeholders.



They are supposed to do two things.  One is that they are supposed to put out a laundry list of projects, 50 projects, that are considered to be of highest priority.  And then the second is that they are supposed to put out a mechanism or a methodology for determining priorities.  And this is something that we are actually all very eager to see, because this methodology could be something that we could use at NHLBI to help us inform our research priorities.



Within NIH there is a Coordinating Committee which involves all the different Institutes and Centers that are interested in comparative effectiveness research.  It is chaired by Betsy Nabel, who is the Director of NHLBI, and by Richard Hodes, who is the Director of the National Institute of Aging.



The purpose of this Coordinating Committee, which I'm also a member of, is to examine how best to use the stimulus funds, how to implement laws that apply to comparative effectiveness research, how did he assess optimal -- how to establish optimal relations with other federal agencies and in particular AHRQ to come up with a portfolio analysis, communication of CER with other bodies, like what is happening right now, and then also to look at long-term comparative effectiveness research efforts that go beyond the Stimulus Bill.



There is also a specific working group between NIH and AHRQ that is specifically focusing on communications between these two federal agencies.  I am the Chair of this group from the NIH side.  And so far this work has actually been going very well.  It has been quite gratifying.



Now, in many respects comparative effectiveness research is really nothing new.  Some of us have been doing it for a very long time and have almost been wondering what all the fuss is, why is it that they have suddenly discovered our area of research?



Some of us are actually quite gratified by it that suddenly we are no longer second class or third class, but our research is actually important.  This -- the NHLBI engagement of strategic planning process a few years ago had put out a strategic plan.  This is long before the Stimulus Bill.



And within the strategic plan itself, it's quite clear that comparative effectiveness research is a priority.  The plan actually states that one of the priorities of NHLBI is to establish the risks, benefits and costs of diagnostic test and treatments in representative populations and settings.



Now, while there are many definitions of what comparative effectiveness research is, this is certainly quite close to it.



These are some of the activities that NHLBI are currently involved with -- is currently involved with with regard to comparative effectiveness research.  One is that we are going through RO1 grants that were received in fiscal year '08 and fiscal year '09 that got good scores, but not good enough to get funded, to see whether or not we could go ahead and fund them, at least for two years.  And that's something that we have already -- we are now in the middle of doing that.



The second are the challenge grants.  How many of you have written a challenge grant, know somebody who wrote a challenge grant, have heard of the challenge grants?  How many of you have got absolutely no sleep during the month that you were writing your challenge grant?



So anyway, the challenge grants were received on -- they were due yesterday, Monday.  Monday?  Yes.  Days are going by fast.  Okay.  They were -- yes, they were due on Monday, April the 27th.  We received -- I found out today we received a total of 15,000 challenge grants at NIH.  I don't know how many of them specifically focused on comparative effectiveness research.



Okay.  And then the third area are what we call GO Grants or grand opportunity grants.  These are big projects with budgets of at least $500,000 a year or more.  And these include plans for pragmatic trials, advanced analytic techniques for observational data, complex simulations to help establish research priorities and also establishing and enhancing large scale registries.



And these grants are going to be due on May the 27th.  We have already received a number of very interesting proposals, including at least one proposal I know of that is related to blood.



To know about what is going on in comparative effectiveness research and actually with regard to the Stimulus Bill in general at NHLBI, our primary mode of communication is the website, so, please, visit us often.



Let me end by talking a little bit about the dates within the world of comparative effectiveness research.  And I overheard what -- some of what the previous speaker said and he touched on some of these.



One issue is how should comparative effectiveness research that is funded by the Federal Government, how should it be governed and how should priorities be established?  What levels of evidence are reasonable to establish policy or informed practice?



Are the policy assumptions that base all the excitement of comparative effectiveness research right?  I'm going to talk about each of those in a little bit of detail.  What about cost-effectiveness?  As you could tell from what the previous speaker said, this is a hot topic that in many respects it was a lightning rod.



Is there a role for including diagnostic test imaging in genomics?  I think the answer to that is yes.  And will comparative effectiveness research actually save a lot of money?  And that's a controversial point.



So there has been a lot of interest in how this research should be governed.  Right now, the way it is being governed by the current legislation is via existing federal agencies and this new Federal Coordinating Council, whether this is going to be a long-term approach is not clear.



Some have actually advocated the formation of a new federal agency that would be quasi-independent, kind of like the Federal Reserve.  Who should be governing this?  Right now, this is all federal.  There are a number of stakeholders who don't like this and worry that their views are not going to be adequately represented.  So some have called for a multi-stakeholder governance.



And then the third is how should priorities be established?  We are very much looking forward to the work of the IOM Panel, because they will have had an opportunity to think about this in a great deal of detail.  Should we primarily focus on public health impact?



Should we primarily focus on cost burden?  And again, you can tell from the previous speaker that's something which is a rather loaded suggestion.  What are appropriate levels of evidence?  Many of us, particularly within academic cardiology, feel very strongly that the GO standards are -- is still randomized -- the randomized control trial.  That has not changed.



It is true that trials are too slow, too expensive, too complex, too bureaucratic.  Some have argued that they are too irrelevant, because they cherry-pick patients.  Some have suggested a movement towards what are called practical clinical trials.  And I saw that Sean Tunis is on your list of speakers.  This is something that he has been quite interested in.



Practical clinical trails, meaning trials that are done with real treatments in real settings with real patients.  Observational studies are cheaper, faster perhaps, perhaps more generalizable, but we have had lots of experiences where inference is obtained from observational data that turned out to be wrong, such as hormone replacement therapy, Vitamin E.



Some have suggested that the electronic medical record system creates a great opportunity for creating a learning health care system within which one can generate observational inferences rather quickly.



Now, here is one example, something that I know only a little bit about, but probably many of you are familiar with this plot.  So this came from my former institution, Cleveland Clinic.  It was a study of about 6,000 patients who underwent coronary bypass surgery.  Some of them were transfused with old blood.  Some of them were transfused with newer blood.



And what these investigators found is that those patients who were transfused with older blood seemed to have a higher hazard for death in the early stages.  I'm not going to make any comments about whether these results are true or not, but I know that -- what I do know is that they have generated a great deal of excitement.



And here is an example, an observational finding, which suggests an interesting question.  And I was speaking with Dr. Glynn the other day and she told me that NHLBI is actively pursuing trials, randomized trails which will attempt to answer this interesting question.



There are a number of policy assumptions.  One that underlies the interest in comparative effectiveness research, one is that technology is the major driver of rapidly increasing costs.  There have been a lot of analyses on this and that seems to be true.



The geographic variations reflect the fact that there is little evidence and therefore doctors are practicing in the dark.  Better evidence is needed in order to slow increases in cost and to maintain improved -- while at the same time maintaining or improving quality and outcomes and that the cost savings may be substantial.



That is a very controversial point.  And there have been scholars who have looked at this and have said that comparative effectiveness research may be very useful for identifying best treatments, but we may be deluding ourselves if we think that it is actually going to substantially cut costs.



So some final thoughts.  First of all, we say, we at NHLBI, thank you.  We say thank you to the Congress.  We say thank you to the Administration for some unprecedented opportunities that this Stimulus Bill and that the comparative effectiveness research legislation presents.



This is a great opportunity to engage the scientific community and this has, in fact, been happening over the challenge and the GO Grants.  We need to be highly aware of the political and economic context within this -- within which this research is being conducted.  They are very real and as researchers we can't pretend that they don't exist.



This is a great opportunity for us to demonstrate our value to the public and to jump-start interest in comparative effectiveness research.  There are a number of major challenges.  One is that we are working very fast.  Those of you who worked on the grants know exactly what we are talking about.



And we have a big poster in -- when you go into the area where our office is, there is a gigantic poster that has a calendar of what deadlines occur every single day.  So far we have been okay.



Another major issue is communication.  Communication is very challenging and again, the website is our major form of communication, but, obviously, that's not enough. 



And then the third issue, of course, is thinking beyond two years.  This is a two year Stimulus Bill.  These are two year funds.  Our hope is that this is just a down payment and this is the beginning of a long-term Congressional and national commitment to clinical research, the likes of which we haven't seen before.  Thank you.



CHAIRMAN BRACEY:  Thank you, Dr. Lauer.  I'll open up the floor for questions and comments.  Ms. Birkofer?



MS. BIRKOFER:  Thank you, Dr. Bracey.  Thank you, Dr. Lauer, I enjoyed your remarks.  I have a comment and a question.  One with regard to the make-up of the Council.  My understanding is, as you said, about half is made up of medical and scientific experts.  Could you, please, describe what the other half of that membership comprises, their background?



My understanding is it's some financial experts, some budget experts, which to me introduces this notion of cost.  And then I also have a question.



DR. LAUER:  Yes, that's a good question.  And unfortunately, I don't have in front of me the list of names.  There are a number of them, maybe one or two would fit into that category.  Most of the non-physicians are public health people.  So people who have worked for -- who have done public health work in the past.



But I would be happy to -- I can send you the list of the names.



MS. BIRKOFER:  Okay.  Thank you.  I think I have seen it.  I was trying to illustrate a point that --



DR. LAUER:  Yes.



MS. BIRKOFER:  -- there seems to be a heavy concentration of financial and budget experts in addition to the medical and science, which could lead one to construe that cost would be a consideration, where my hope would be that comparative clinical- effectiveness would remain pure in the clinical comparative sense without regard or impact to finance.



So my question would be in addition, do you have a sense of a starting point with the therapeutic classes that the Council would begin to look at?  Because the interest that I have with regard to patients that need access to plasma, protein therapies, recombinant analogs and the plasma drive, you know, it's not a one-size-fits-all.



So to compare would be quite challenging.  So I was wondering if you had any comments on that, Doctor?  And thank you.



DR. LAUER:  I'm sorry, I don't quite understand your question.  I mean, what is the FCC going to recommend?



MS. BIRKOFER:  Where do you -- what type of therapeutic classes are they starting with?



DR. LAUER:  Okay.  



MS. BIRKOFER:  If you have a sense.



DR. LAUER:  Well, so this is a good question, which of course is we have a limited number of resources.  How do we decide what it is that we are going to study?  And at this point, the FCC has not met often enough that there has been, you know, an actual policy statement that has come out.



I think a lot of people are looking forward with great anticipation to what the IOM is going to say.  Even though the IOM is specifically focusing on the monies that are going -- that are supposed to go to the Secretary, we are all interested in this.



Now, for some of the areas that have been of primarily -- of interest so far, one of them is public health impact.  Is this a topic that is important from a public health viewpoint?  Another is an information gap, huge, and that's examples of those 50 percent of guidelines for which there are no -- there is no good evidence to recommend them.



Another area is what we call a funding gap, meaning that we know that this is an important area, but nobody seems to be interested in funding it.  And actually, as a -- I'm relatively new to Government.  I've been in Government two years.  And one of the -- one of, I think, the most exciting contributions that we can make is that we can identify areas that are important to the public health for which the private sector just does not have any real incentive to study, but nonetheless, would be important for patients and for the public.



And so that might be another area that -- another important criteria.



CHAIRMAN BRACEY:  Additional questions?  So in terms of comparative effectiveness trials or studies, it sounds as thought it was clearly growth.  Is there -- I'm trying to assess how much growth there will be at the end of the day and how we given the stimulus would look compared to other rich nations, in terms of output?



DR. LAUER:  Yes, that's a great question.  So $1.1. billion may sound like a lot of money, but it really isn't.  Of course, it's a lot more than zero, which is that's where we were before.  You know, I think one way of thinking about this, NIH and other agencies, the VA, have been doing comparative effectiveness research for decades.



The difference though now is that when the NIH makes decisions about funding, let's say a $200 million trial, that is $200 million that is competing against $200 million that could go for something else, that could go for molecular biology, for example.



And what we have now is a situation that we have set a precedent that some money is being set aside specifically for clinical research.  And that's what personally I see as being the major advance here.  Is that Congress has actually set aside money and said you have to spend this for research that will directly inform clinical practice or directly inform public policy that relates to clinical issues.



And I think that's the main message we need to send out.  I hope that -- now, the NI -- overall, NIH spends probably about 1/3 of its money on clinical research.  Although how much of that money is spent for clinical research that directly informs clinical practice is probably a lesser fraction than that.



So hopefully this is the beginning of something much, much bigger.



CHAIRMAN BRACEY:  Thank you.  Additional questions or comments from the Committee?  If not, very nice and extensive presentation.



DR. LAUER:  Thank you.



CHAIRMAN BRACEY:  Thank you.  Our other speaker for the afternoon has not made it, so we will, at this point, just continue with the open public comments.  Our next commenting group will be the Hemophilia Federation of America.



What is the group again?



MS. BERNSTEIN:  I have made the request to speak as a private individual, something that I have never done before and I feel very strongly today about doing it.  My name is Kim Bernstein.  Some of you have seen me around here, because I had been here for the past -- well, since the Committee started.



I am not here to speak on behalf of the company I work for.  I am not here to speak on behalf of any of the organizations I volunteer for.  I am here to speak on behalf of my family, specifically, my second husband and no benefits.



I am married to a man whose best friend has hemophilia.  Ralph has been my husband's best friend for 13 years.  They were the two Jewish kids on the Cuban side of Flagler Street in Miami.  Ralph didn't speak Spanish, even though he looked like he should speak Spanish and my husband and Ralph went all over Miami.



They went to Jackson Memorial and watch the drops of cryo drop into his arm, that's how I got involved in hemophilia.  His wife started a program and told me I would no longer, as a public defender, formerly a public defender, deal with rapists, robbers and murders.  Come do some great guide work.



So she brought me into a program and for the past 15 years, I have traveled coast to coast, spoken to many, many people with hemophilia, with primary immune deficiencies, with Alpha-1 deficiencies.



I am here because of my why and I think that everyone in this room has a why for being here today.  And I'm willing to bet that nobody's why is to save money.  I am willing to bet that everyone of you here on the panel and everyone of you here in the audience are here to create better health outcomes and to change this world and the world of health into a better place.



Ralph is a very interesting gentleman.  He had severe hemophilia and in Austin had problems where a doctor pulled a shunt out too soon, gave him too little factor and he became very crippled.  He has two artificial knees, two fused ankles, a fused elbow and has had two hip revisions, one that had to be revised.



He actually contracted HIV and HCV along with everybody else, but quite different than many people, Ralph never got up and testified.  Ralph never wrote a letter.  Ralph never called.  Ralph never got angry, because Ralph said that he would have died if he didn't have chronic factor.



He said that he dripped cake plans full of blood into cake pans when he couldn't stop the bleeding.  He went to the hospital in the middle of the night.  It affected his sister who had to stop her life and take him.  He eventually got married, had a daughter, came from a little duplex in Miami where he was on Medicaid.



He worked himself up to be an executive with MCI and he even got them to raise their benefits to $2 million.  The reason I feel so compelled to be here today speaking is that my first day with the hemophilia community was the Institute of Medicine hearings.



I came on a vacation day from the Public Defender's Office and I listened to people talk 5 minutes at a time about how HIV changed their lives.  I listened to the mothers who infused their children.  I listened to the stories of the men who thought they would never come home and not be alone.



And I went back to Ralph and Rebecca and Rachel.  When Rachel died suddenly, I took over her husband, Ralph, and that's why we say no benefits, very much like a second husband, and Rebecca who is now 22 and a carrier.



We have gone through a hip replacement.  We have gone through colon cancer.  And on the hip replacement, they actually gave him a cadaver's bone with HIV.  They didn't call him and tell him after, because he already had HIV.  It didn't seem to be too important.  It actually was, because he had to change his retrovirals.



In the last few weeks, Ralph's condition has deteriorated to where his hemoglobin dropped to 4 on March 23rd.  After all the surgeries he said, I can't do this again.  I'm ready to call it in.  And ironically, I think, after fighting his whole life to stay alive, April 23rd, he is still alive with a hemoglobin of 4.



At this point, I am the person who walks the steps to his room.  He has a chair lift to get him to the bathroom at night, because the problem is when you have hemophilia and HIV and HCV, it's very hard to twist to get out of bed, because of the bleeding joints.



I don't know how he is having bleeds.  I don't know how he has enough blood with hemoglobin of 4 a month later.  But the real reason that I had to say something today is I hear you talking about cost.  And as I said in their house, and I have been there for the last two weeks only to come here and for weeks on and off before that, I looked at the true cost.



Ralph couldn't work, although he thought he could.  He came home from work with HIV and hemophilia and hepatitis and went to bed in what I call the swan dive.  He couldn't do anything else and one day he said I can't work any more.  We got him disability and he said I don't know if they are going to give it to me.  I probably could work.



I have watched him struggle through raising a 22 year-old daughter.  And now, I look at it.  I spent 6 years on the Hill talking to every legislator that would listen to me about the Institute of Medicine report to try to get the Ricky Ray passed, Ricky Ray Bill passed, which we actually did, explaining that they convened the Institute of Medicine to create this panel.



That this panel was going to stop the problems that we had before that we were always going to look at more safety when we didn't have the answers.  That when the X factor was out there, that we would put our heads together from all the disciplines to come up with the best answer.



When I hear cost coming back in, I was at the meeting when we looked at the amount of cost and how many lives would be saved, but I would like to remind you that it's not one life that gets saved when we find the HIV, there is his life, his livelihood.  He was an executive.  It's his daughter.  It's his sister.  It's the people he worked for.  It's the cost of hospice, which is on your dime.  It's the cost of the HIV drugs.  It's the cost of the HIV drugs that didn't work and you have to try the other HIV drugs.



It's the cost of the man who is more afraid of dying from esophageal hemorrhages than of living with the fear of having that come at some point.



I can't look at what you are saying and not say fooled once by not having the proper science and by not taking the proper steps, a lot of we didn't know, and if Ralph were standing here, he would tell you it's okay that he would rather not die bleeding to death, when he went into a procedure and actually requested probably twice as much factor as he needed and came out and the center was almost about to give him coumadin.



I wasn't sure whether or not they had given him so much factor he was clotting to death.  After we finally got through it, I did get kicked out of the PACU, because that's what happens if you challenge authority.  They didn't even know I was a lawyer.  I wouldn't have gotten into the PACU, but nobody there knew how to mix the factor.



When he came back to live, Ralph said I would much rather die of irony clotting to death than bleed to death in the emergency room because they didn't give me enough.



I have been the one who is at the house getting him to the bathroom, because if you have hemophilia and HIV and HCV and you are dying, you can't walk.  And you don't even know it, because you are so used to using your body strength to get out of bed.



As I left, Ralph said, and he wasn't real happy about me leaving, because I'm the calm one there, go do good.  I'm asking you deeply cost and reimbursement cannot be the guardian on safety.  We've let uncertainly in cost be the guardian in safety the last time.



We know better.  We have been here.  Congress knows better.  When you look at this, I just want to remind you it's not the one person that you look at saving.  It's not when you look at the tests and say I'll save 5 people because of this.  It's something that is avoidable.



My own brother died from hepatitis C, not because he had a dirty product, but because he was bipolar and treating with a dirty needle.  We can't fix that as easily.  You have the power and the tools to look carefully at how we create the best policy.  Abandoning the precautionary principle that we have already known for all these years was the right one to do isn't the answer.



So I quote Ralph, "Do good, make sure that Rebecca, who is spending her time watching her father die at 22, doesn't have to do this with her son."  I think you for the opportunity.



CHAIRMAN BRACEY:  Thank you.  Questions or comments from the Committee?  Thank you very much.  We do have -- I've got two other public commenters listed.  One is from the Hemophilia Federation of America.



MS. HOGSTAD:  Hi there, everybody.  I want to thank you for giving me this opportunity.  I know it's the end of the day, so I'll go quick and I tend to talk fast, so I'll try and slow down.



Julie, I wanted to thank you for your question earlier about complex and I will share -- I'm representing the Hemophilia -- my name is Kimberly Hogstad.  I'm representing the Hemophilia Federation of America today.  And we are a nonprofit community organization.



We are a federation.  We have 30 member organizations around the United States.  Those member organizations were a true federation.  Those member organizations each send a delegate to our board as a representative of their particular chapter organization.



Some of those delegates do work in the provider world of 340 BRA, a home care organization.  We do not have manufacturers on our board.  So I do have a statement, so I'm just going to read it.  All right.



The Hemophilia Federation of America reaffirms its support for public health agencies continued use of the precautionary principle with respect to monitoring the nation's blood supply.  We believe that the reliance on this policy for more than a decade has served those accessing blood plasma and blood-derived products well.



We also believe it is prudent to address the context in which the current blood policy was adopted in the mid-1990s.  We talked about that some today, as you have heard.  Prior to the adoption of the precautionary principle, the standard process used in assessing threats to the blood supply was cost-effectiveness.



In using cost as the single most important factor driving decision making, human risk was not given the depth and the breadth of consideration necessary to safeguard end users of blood products.



There is a fundamental ethical responsibility that the citizens of this country place in the hands of our public health agencies.  Our community made and is still making the ultimate sacrifice, Kim just referenced someone in particular, due to the failure to safeguard the blood supply in past decades.  These deaths are in vain if we do not diligently seek policies that continually strengthen and safeguard.



We believe that the blood supply is not impervious to risk, but we do believe it is safer today because of the precautionary principle.  The ambiguity of the unknown, particularly emerging and future threats to the blood supply cannot be eliminated.  In light of new threats, such as the emergence of new pathogens, risks must be managed.



Manufacturers must determine risk in assessing product viability.  Any testing model that seeks to divorce risk as a factor in determining blood product viability is of grave concern to the Hemophilia Federation and its member organization communities across the United States.



We strongly urge you to review and to uphold the precautionary principles, the cornerstone for public health policy decision making.  In assessing the ongoing viability of blood plasma and blood products, economic costs simply cannot be the only consideration.



In the strongest possible terms, we oppose any shift toward cost as a primary means by which to assess product viability of blood and blood-derived products.



I also, if you don't mind, want to take just a moment and just share a picture, actually, if I can figure out how to do this.  Okay.  



So the Hemophilia Federation, we're a grass roots organization and really we are all about voices.  We are all about the individuals of the community.  Our job, we believe, in part of the HFA is to make sure to share these families with you and others across the country.



I would like you to meet, starting left to right, Danny.  Danny is the little guy in the red.  Danny is a fabulous reader.  He loves Pokemon and he does not have hemophilia.  The little guy in the middle, Cookie Monster.  Cookie Monster is -- his name is John and he actually is my son.  He does not have hemophilia.



The other little guy so intently looking at the television, he is a science and math guru.  He loves Legos and he has severe hemophilia.  The really neat thing about this picture is that Danny and Ben have been establishing a friendship over the past year and they are big buds.



And the even neater thing is that Danny's dad, Danny's dad has a best friend who had hemophilia -- who has hemophilia as well.  Danny's dad is not able to be here today, because he is with his best friend who is in hospice, who Kim actually referenced him earlier today.  We didn't plan it, but it's the example.



So for me, when I look at this picture, this story, I really pause and I reflect a little bit about the what ifs.  And you can't help but think if we lessen, we don't strengthen if we focus on cost and we don't focus on safety and we don't focus on ethical responsibility.



Well, I guess, I'm going to ask you each to close your eyes for just a minute and I would like you to picture 30 years into the future.  Based on the recommendation -- I don't see anybody doing it.  Wait a minute.  Chicken.



Based on recommendations that you make, the recommendations that you make, I guess I would ask do you see Danny sitting next to Ben in hospice in 30 years?  It's a possibility that could happen.  You might want to picture in your mind, as you close your eyes, your own child or your grandchild.  Are they sitting next to their best friend?  It could happen.  It could happen.



Earlier Dr. DeRenzo, I said that right I hope, she spoke of ethics and the ability or the lack of predictability in short- and long-term -- determining short- and long-term outcomes.  And she used the word outcomes and then she used the word consequences.



I thought they were really powerful.  Personally, I am not a scientist.  I'm an MBA.  And when I hear words like cost savings and evaluation and risk management and risk and benefit analysis, sufficiency effectiveness, those -- that's a language that resonates with me really powerfully.



But first and foremost, I'm a parent.  And I'm a mom.  And actually, the little guy with hemophilia over here is my son.  And so it's a very personal story to share today.



What I also want to share is that we, as a community, not just myself, but all the folks that came here today to watch and to listen, we are listening and we did hear what you said today.  And Dr. DeRenzo spoke about the question of risk.  I thought that was really interesting.  I wrote it down.  Just the question of risk.  I want to plant that seed.



Anne Marie Finley, you mentioned-- reminded us of balance and this Committee and its original mandate.  Dr. Epstein spoke of vigilance, very powerful.  And Dr. Glynn mentioned the understanding -- understanding the concept of estimating the value of interventions.  All of those were really, really neat things.



But I will speak for every single mom who has a child who takes products, who injects products on a regular basis, blood and plasma-based products.  There is no -- it's just non-negotiable when it comes to the safety of our kids.  When it comes to his safety, it's just a non-negotiable issue.



I would like you to consider that perspective as well as you talk about your -- as you make your decisions and recommendations.  So thank you for your consideration.



CHAIRMAN BRACEY:  Thank you.  Again, I'll open up the floor for questions or comments.  Yes, Ms. Birkofer?



MS. BIRKOFER:  Thank you, Dr. Bracey.  Thank you, Ms. Hogstad, for being here.  My question to you would be the same as to Mr. Dubin.  What agenda item or work topic would you like to see this Advisory Committee address that would be relevant to your community?



MS. HOGSTAD:  I guess I would echo what Corey had to say.  I would love to get back to you in more detail.  I do think cost-effectiveness is an interesting question, but is there -- when you take a look at rare orphan diseases like ours, is there an opportunity to bypass that?  Is there an opportunity to look at some other alternatives?  I'll be happy to get you some.



MS. BIRKOFER:  I guess a follow-up, if you would be so kind, do you have any experience or any data or anecdotal within your community with regard to how different hemophilia therapies react with different patients?



MS. HOGSTAD:  You know, I just got a call the other day from a family whose mom thought it was so ironic, thank you for the question, and I thought it was amazing, she has three children, they are all affected and they all use different products.  It's just different products work differently for each and every one of them.



MS. BIRKOFER:  And I would just like to add, I think that's a critical point in the discussion of comparative effectiveness research with regard to these therapies.



MS. HOGSTAD:  Thank you.



CHAIRMAN BRACEY:  Thank you.  Ms. Finley, question or comment?



MS. FINLEY:  Thank you.  Thank you very much for your statement.  I wanted to ask you if you felt that in the past 20 years that there has been a significant improvement in the consent given to parents or the information given to parents at the time of administration or initiation on plasma-based therapies?  And even recombinant therapies regarding infectious disease risks and other risks associated with these products.



MS. HOGSTAD:  I can speak as a parent, in the last 7 years having been in this situation, I would say that, no, not really in great detail.  Did we sit down and have a detailed conversation about the risks of potential HIV or other pathogens?  No.  No, it was up to us to learn on our own.



So I mean, some discussion, but really, no.  It was very assured that things were safe.



MS. FINLEY:  If you have some suggestions when you submit your suggestions for the record --



MS. HOGSTAD:  Yes.



MS. FINLEY:  -- you may want to --



MS. HOGSTAD:  Absolutely.



MS. FINLEY:  -- include those.



MS. HOGSTAD:  I will do so.



MS. FINLEY:  Thank you.



MS. HOGSTAD:  Thank you.



CHAIRMAN BRACEY:  Thank you.  Then we have one more presenter from the National Hemophilia Foundation.



MR. MONES:  My name is Glenn Mones and I'm the Vice President for Public Policy at the National Hemophilia Foundation, NHF.  I want to thank you for the opportunity to comment on this important topic.



NHF recognized the Government's interest in comparative effectiveness research as a tool to evaluate the clinical- effectiveness of one treatment or procedure as compared to another.  Such research could help health care providers and consumers in making good decisions about health care leading to the best possible outcomes and a good quality of life.



However, as advocates for individuals with rare chronic disorders, specifically, bleeding disorders, our question is whether high quality CER can really be done on treatments for such a small population?  Because of the tiny population size of individuals with hemophilia, there is limited data that is currently available or could even be obtained through new studies.



When looking at a large group, it is possible to garner a lot of knowledge not only about the group as a whole, but as importantly about a variety of sub-populations within the group.  With a rare disorder, the sample size is often too small to easily get a full picture of what works for the group as a whole and snapshots can easily miss the sub-populations.



In addition, some of the assumptions about the efficacy of the products that our community uses are really only theoretical, as new products have come onto the market, NHF has been before insurers and CMS and other agencies, Medicaid programs and so forth asking for coverage of the newer products.  And frequently, we are asked for definitive data to show that these new products are either safe or more effective in bulk.



The data really isn't there and even with comparative effectiveness research, we are afraid that due to the size of our population, such data would be quite difficult to collect.



Although we believe that our patients need access to the full range of currently available, highly effective products, our Medical and Scientific Advisory Council recommends highest purety products as the standard of care, based in part on the inherent risk, however small, for yet unknown pathogens in products derived from animal proteins.



The CER which looked at the question of clinical comparative effectiveness -- on comparative effectiveness based only on recent data without considering past and future possible encounters with yet unknown pathogens, we would be doing a major disservice to a group that has already had more than its share of treatment that turned out to hurt more than it helped.



We also believe that it is essential to consider quality of life issues as part and parcel of CER.  Quality health care is about a lot more than curing disease.  In the case of a chronic disease like hemophilia, it is also about allowing individuals to live active, productive lives and that's an extremely important point we feel.



Finally, we are concerned about the possibility, as has been discussed earlier, that this process, which is designed to focus on clinical-effectiveness, may inevitably be overtaken by cost concerns.



As responsible consumers of health care, dealing with very high cost conditions, we feel that an evaluation of cost-effectiveness could limit access to needed products.  We should be asking which treatments are the most effective for each patient and not simply which are the most cost-effective.



Recognizing that the process of undertaking CER and the mechanism for Government review of this research are currently under discussion, we recommend that the process include and fully enfranchise researchers and medical experts who treat these conditions on a daily basis and who therefore have an unparalleled understanding of the idiosyncratic nature of each condition, particularly in the case of rare disorders.



Just as important, another group that must be included are the patients themselves, who have a unique understanding of their own needs and who, at the end of the day, will, of course, be the most affected by the decisions that are made.



Most importantly, the process must be completely open and transparent from beginning to end.  Discussions like this are certainly a good model for that process.



Thank you again for giving me the opportunity to address you today.



CHAIRMAN BRACEY:  Thank you.  Questions or comments?  Ms. Birkofer?



MR. MONES:  How did I know it would be you, Julie?



MS. BIRKOFER:  Well, just briefly, if anything, I just want to be consistent, Glenn.  Thank you very much, Mr. Mones, for being here.  The same question to you, what agenda item would you like to see or items on the ACBSA for this year or into next?



MR. MONES:  Well, I think this discussion is perfectly appropriate.  It's different from what we are used to.  Certainly, we are here at every meeting involving these discussions, because we believe that everything begins and ends with safety.



And so I'm not saying add that to the agenda, because that's certainly very prominent on the agenda and as well it should be and should continue to be.



So you know, we are encouraged by the interest in these discussions, but we are also, as has been discussed earlier, quite sensitive to, you know, the growing -- possibly the growing attitude that there is a limit somewhere.  There is this finite.  Now, of course, there is a finite in spending.



You know, we can't just, you know, open the printing press and print the money.  But we are -- or maybe the Government can, maybe that's what they are doing now.  But we have a concern that at some point folks are going to be looking at the price tag and saying safety is too expensive, efficacy is too expensive and, you know, where can we cut, where can we make shortcuts?



And we think that patients are the ones who will be shortchanged in the end.  So I would really just like to see the Committee continue to focus, and NHF feels, on safety as the paramount concern.  And we really believe that that is what will happen.



We understand why these discussions come to the fore.  We are confident that they will go in the right direction.



CHAIRMAN BRACEY:  Thank you.  Yes, Dr. Pomper?



DR. POMPER:  After hearing everyone in the public realm speak, which is very moving, I wanted to ask your opinion on the concept if you could think back into the '70s and '80s comparing from today the concept of zero risk versus as low as reasonably achievable.  And would you think that such a concept back then would have been reason -- would it be considered, the practice back then would have been considered, as low risk as reasonably achievable or would you say that that wouldn't be met -- wouldn't have been met back then?



I'm curious if you could try and put yourself 20 years ago and say was that  appropriate?



(Whereupon, at 5:00 p.m. the meeting continued into the evening session.)
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MR. MONES:  Let me put it to you this way.  I agree with everything that has been said regarding the impossibility of zero.



DR. POMPER:  Okay.  



MR. MONES:  I think that is definitional.  And I think it would make no sense for me or anyone else to try to argue against that.  The question of reasonability is really where this is at.  And I think it is fairly easy to say that whatever one or another defines as reasonable more could have been done and that's the bottom line.



Even if more had been done, would it have been enough?  Would the more have been reasonable?  It's hard to second guess, at this point.  But certainly my feeling is that more could have and should have been done and that today we have an opportunity to learn from that and do whatever we can.



And when I hear quite honestly folks sometimes say do we really need to do this test, you know, it's only detecting this many transmissions?  That's very worrisome.  It's worrisome to me.  It's worrisome to NHF.



You know, I think sometimes when you look at those numbers and you see X number of transmissions, that doesn't really look at the full picture.  First of all, it doesn't look at the real people and lives that you are talking about.  Those are human lives.



Secondly, it doesn't look at who those people may be transmitting to.  So that's not the real number.  You have to do the math.  And if you have X number of people with a particular blood-borne infection and they are transmitting, you know, geometrically to a larger group, that's the real number.



CHAIRMAN BRACEY:  Thank you.  I think we need -- there is another public speaker from PPTA.



MR. McKNIGHT:  Yes.  I know it's almost closing time, but I just wanted to echo some of the sentiments that -- by previous stakeholders considering comparative effectiveness research.



I represent the Plasma and Protein Therapeutics Association.  We are an association of industry of manufacturers that make plasma-derived and recombinant-analog therapies. 



And you know, we believe comparative effectiveness research primarily focusing on costs determining coverage decisions has a real potential to restrict access to medicines for patients suffering from life threatening diseases.



Patient tolerability and immunogenicity risks are real issues for patients using plasma protein therapies.  Thus, competitive -- the comparative effectiveness research should not create a situation where patients have to switch products because of cost considerations as a primary catalyst, rather than safety.



In addition, the use of cost-effectiveness analysis measured through quality adjusted life years should not be considered when evaluating prescription medicines used to treat diseases.  This approach is used in the United Kingdom's National Institute of Clinical Evidence or the NICE Program.



It is a strong example of how the dangers of considering cost-effectiveness rather than clinical-effectiveness illustrates that.  Quality adjusting life years which the British used in their economic analysis cannot adequately measure cost benefits of treating rare diseases because of many variables.



For example, patients using plasma protein therapies must receive regular infusions per the duration of their lives.  These therapies are sometimes the only treatment option available to them.  And the value that these therapies bring to consumers in the health care system as a whole in terms of reduced hospitalizations, increased life expectancy and improved quality of life is difficult, if not impossible, to measure.



Comparative clinical-effectiveness research should only be used when it will advance a treatment outcome for individual patients.  Consistent with Congressional intent, the comparative effectiveness provision in the American Recovery Act -- and Investment Act of 2009, comparative effectiveness research was also recognized that a one-size-fits-all approach to patient treatment is not the most medically appropriate solution to treating various diseases or conditions.



This principle is particularly applicable to many rare diseases.  For example, patient tolerability and clinical response to plasma protein therapies used to treat rare diseases varies not only because each individual person is unique, but also because each formulation within each therapy class uses a different manufacturing process.



In short, plasma protein therapies are not interchangeable and patients using these medicines should be protected from any cost-effectiveness research models that implore stricter formularies using cost determinations that jeopardize access to therapies as determined by patients and their doctor.



Any questions?



CHAIRMAN BRACEY:  Questions or comments?  If not, we thank you for your perspective.  And we have one more presenter.  We do need to have folks get on the last shuttle out, but we have a presenter from Plasma Alliance.  Okay, Ms. Vogel?



MS. VOGEL:  I promise to keep this brief.  Okay.  I want to just speak on behalf of the Alliance for Plasma Therapies, but also as a patient.  So in terms of comparative effectiveness, I think we take a little bit of a different look at this.



On costs, we definitely are opposed to doing things that are going to reduce access to therapies.  But when you look at IVIG and the majority of uses are off-label, these patients are turned away from coverage.



So looking at comparative effectiveness as that's a way to take and look at different diseases.  And I'm going to take the example of autoimmune diseases and look at them effectively and look at data that is already available and do retrospective as well as prospective data on patients and look at the long-term effectiveness of say IVIG versus long-term steroids.



I mean, nobody can deny that steroids has a use in the beginning to reduce inflammation.  Just like antibiotics for infections, but long-term it damages patients.  It doesn't treat the disease.



IVIG does treat the disease.  So in that case, there are ways that comparative effectiveness can work in a model that will look at access for patients and help with insurance coverage.



Now, I just want to comment on a few other things, I'm going to keep really short, and this is on other topics that you brought up today, which I have to commend excellent, excellent topics dealing with biovigilance as well as the update on H1N1 virus.



I recently learned of a new diagnosis for myself, so I can say that now I'm in the plasma user community, because I have HHT and von Willebrand's disease.  And learning about that was years just like anybody else, going from years of not being diagnosed property and until your levels go to the point where you have practically no iron in your body and find out that you have arterial venous malformations that are just leaking blood and continue to spread throughout the body.



So it's something that I'm dealing with.  And I had my first experience of being told I needed a plasma product.  And as someone who knows how safe the plasma products are and advocate for access for patients and access to all the different brands, because they are all different, I had to say to myself what kind of plasma are you going to give me?



And at first it was albumin and I said okay, fractionation process, I feel good about this.  And then it was von Willebrand factor, Factor 8, and I said to myself, and it goes back to an issue that I have not commented on, but it goes back to the issue of, where is our source plasma coming from?



And it goes back to the borders and about crossing over the borders to get donors.  And we need as many donors as possible for our plasma pool, but we have now the scare of H1N1 and with what is going on in Mexico, should we be recruiting donors from Mexico or should we review the policies of that 60 mile radius that we have in place now and instead say if we're collecting plasma, it needs to be U.S. plasma, maybe we have to have U.S. residents.



Not citizens, but residents, so we have addresses, so we can check on the patients and make sure of the safety issues.  Because that came to mind when all of a sudden I came faced with product.



The other issue is pathogen reduction, which I applaud you in moving forward in that and there was an outstanding conference recently that was held with DoD and NIH and FDA participated in it.  There were a lot of industry scientists, researchers talking about freeze dried plasma and how we get to that point.  And is it really good for civilians?  Is it good for the military?



Where do we need to go?  And it really got into the issues of fresh frozen plasma into the issue of pathogen reduction and what products are out there?  And there was a whole table full of companies talking about their products that are being used in Europe.



And I know that we have to make sure these products are safe, but when you hear countries talking about that products are being used for 20 years and there is no instances there, and they are replacing it, why isn't that here?



And so I encourage you to move forward with the same recommendations you have in making sure that we go forward with pathogen reduction.  We look at products that are out there and that we look at having really strong post-marketing studies for these companies, so that we can collect the data that we so desperately need.



And those are really the comments that I wanted to present today.



CHAIRMAN BRACEY:  Thank you.  Questions or comments from the Committee?  If not, we certainly appreciate the input of the public members, because, as we discussed, you indeed are stakeholders.



We will resume tomorrow.  The doors open at 8:00 and the roll call will begin at 8:30.



One of the items that I will ask one of the Committee Members to also develop a draft recommendation on that we discussed earlier for discussion, if we want to see if we want to move ahead with it as a recommendation, is related to the plasma industry being considered as a Tier 1, whether we need to re-emphasize the plasma industry as a Tier 1 participant in terms of pandemic planning.



So we will discuss that tomorrow.  And thank you all and I hope you have a good evening.



(Whereupon, the meeting was adjourned at 5:11 p.m. to reconvene the following day.)
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