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	P R O C E E D I N G S
	8:06 a.m.
		DR. SMALLWOOD:  Good morning.  Welcome to the 72nd meeting of the Blood Products Advisory Committee.  I am Linda Smallwood, the Executive Secretary.  At this time I will read the Statement of Conflict of Interest.
		"The following announcement is made as part of the public record to preclude the appearance of a conflict of interest at this meeting.  Pursuant to the authority granted under the Committee Charter, the director of FDA Center for Biologics Evaluation and Research has appointed Drs. Liana Harvath, Blaine Hollinger, Jeanne Linden and David Stroncek as temporary voting members.  To determine if any conflicts of interest existed, the Agency reviewed the submitted agenda and all relevant financial interests reported by the meeting participants.  
		As a result of this review, it has been determined that this meeting addresses general matter issues only.  The following disclosures are being made.  The Food and Drug Administration has approved general matters waivers for Drs. James Allen, Donna DiMichele, and Robert Fallat.  In addition the Agency had previously approved general matter waivers for Drs. Kenrad Nelson and Paul Schmidt which are applicable to this meeting.
		The following participants have associations with firms that can be affected by the Committee discussions:  Drs. Chamberland, Fitzpatrick, Harvath, Hollinger, Klein, Lew, Linden, Nelson, Schmidt and Simon.  However, in accordance with our statues, it has been determined that a waiver or an exclusion is not warranted for these deliberations.  With regards to FDA's invited guests, the Agency has determined that the services of these guests are essential.
		There are reported interests which are being made public to allow meeting participants to objectively evaluate any presentation and/or comments made by the participants during the discussion of the review of data supporting the extension of the dating period for platelets.  Dr. James Obeshan has a contract for clinical trials with Gambro & Pall.  
		Dr. Sheryl Slechter consults with Cerus Corporation and Haemonetics.  She also is the principal investigator on a recently completed platelet transfusion trial sponsored by a firm that could be affected by the discussions.
		Should the discussions turn to issues related to a specific party matter, the Chair will either terminate the discussions or redirect the discussions only to matters of general applicability.  With respect to all other meeting participants we ask in the interest of fairness that you state your name, affiliation, an address, and any current or previous financial involvement with any firm whose products you may wish to comment upon."
		At this time if there are any further public declarations to be made, I ask that you do so.  Hearing none, I would like to move to a few announcements.  
		First of all just to give everyone notice concerning the tentative dates for future Blood Products Advisory Committee meetings.  They are June 13 and 14, September 12 and 13, and December 12 and 13.  Again, these are tentative and you will receive formal notice through the FR notice and other means.
		Also, I would like to announce that the Food and Drug Administration/Center for Biologics/Office of Blood Research and Review has scheduled a workshop on pathogen inactivation of blood products scheduled for May 2 and 3, 2002, at the Natcher Conference Center located on the NIH campus.  You will get further information regarding this.
		At this time I would like to introduce to you the members of the Blood Products Advisory Committee.  We have several new members, and I would like to introduce them first.  So, members, when I call your names, would you please raise your hand.
		Our new members are Dr. James Allen, Dr. Donna DiMichele, Dr. Kenneth Davis, Dr. Samuel Doppelt, Dr. Harvey Klein, Dr. Judy Lew, Dr. Lori Styles, and Dr. Robert Fallat.  Thank you.
		Our regular members are Dr. Kenrad Nelson, Chairman; Dr. Mary Chamberland; Dr. Michael Fitzpatrick; Dr. Raymond Koff; Dr. Daniel McGee is absent; Mr. Terry Rice; Dr. Paul Schmidt; and Dr. Sherrie Stuver.  Okay.  Thank you.
		We also have with us temporary voting members for this meeting:  Dr. Blaine Hollinger, Dr. Liana Harvath and Dr. David Stroncek.  Dr. Klein, did I omit you?
		DR. KLEIN:  No.
		DR. SMALLWOOD:  Okay.  Thank you.  We have a very full agenda this morning, as you can see -- in fact for the entire meeting -- so we would like to keep on time.  We would ask that everyone that is presenting be prepared to present and that you adhere to the time frames.
		Again, I would like to welcome all of the new members of our Committee.  I hope that you will find this to be an enjoyable meeting.  If there are no further announcements, I would like to turn the meeting over to our chairman, Dr. Kenrad Nelson.
		CHAIRMAN NELSON:  Thank you, Dr. Smallwood.  The first agenda item are a series of Committee updates.  The first one is "Nucleic Acid Testing for Whole Blood:  Including Standards for HIV and HCV RNA" by Dr. Hewlett.
		DR. HEWLETT:  Thank you, Dr. Nelson and good morning, everyone.  I'm going to be providing the Committee with an update on the current thinking of FDA on the issue of HIV-1 and HCV NAT for testing of whole blood donations.  Next slide, please. 
		I think many of you know that on the 27th of February the FDA licensed the first multiplex NAT assay.  The Procleix HIV-1/HCV Assay for simultaneous detection of HIV-1 and HCV RNA in human plasma.  Individual discriminatory NAT assays for HIV-1 and HCV RNA that permit identification of the specific agent in reactive specimens were also licensed as a part of this test system.  Next slide, please.
		The assay is manufactured by Gen-Probe and distributed by Chiron Corporation.  Assay development was supported by the NIH, NHLBI specifically, under an RFP which was granted to them in 1995.  Next slide, please.
		The assay is intended for use in screening individual donor samples or pools of human plasma comprised of equal aliquots of not more than 16 individual donations.  It is intended for use in screening plasma from donations of whole blood and blood components for transfusion.  Next slide, please.
		The assay may be used as an alternative to licensed HIV-1 p24 antigen tests for screening human plasma from donations of whole blood and blood components.  It is intended to be used in conjunction with licensed tests for detecting antibodies to HIV-1 and HCV.  
		In the next couple of slides, I'll just briefly review some of the key points about the assay.  The multiplex assay had a specificity of 99.67 percent for pools and 99.87 percent for individual donations.  The sensitivity is 99.3 percent for pools and 99.8 percent for individual donations.  These were based on large clinical trials designed to assess specificity and sensitivity in clinical samples.  All HIV p24 antigen reactive specimens were also reactive when tested both neat and at a 1:16 dilution, thereby allowing the manufacturer's test to be used to replace p24 antigen testing.  
		As of November 2001, over 24 million donations were tested as either pooled samples or individual samples at ten pooled and individual donation testing sites.  Eighty-eight specimens were positive for HCV RNA with a frequency of 1:281,000 and 7 were positive for HIV-1 RNA.  These were RNA only, not RNA and antigen positives.  That gives you a frequency of 1:3,537,000.  Next slide, please.
		Sensitivity for sero-conversion was evaluated by testing ten panels each for HIV and HCV.  HIV was detected with a median value of ten and three days earlier at 1:16 and 12 and 7 days earlier, when neat samples were tested in comparison with antibody and p24 antigen tests, respectively.  HCV was detected with a median value of 25 days earlier both for the neat and 1:16 diluted sample.  Next slide, please.
		The assay met the current FDA standard for HIV-1 and HCV NAT; that is, 100 copies per mL, 95 percent detection rate, for the pool test and 5,000 International Units per mL for the original donation when tested in pools.  The 5,000 International Unit standard replaces the former standard of 5,000 copies per mL for the original donation.  I'd like to emphasize that standards for whole blood for HIV and HCV may be revised in the future.  Next slide, please.
		In the next couple of slides, I'll be discussing FDA's current thinking on the implementation of the licensed NAT Assay.  The information I'm going to provide you is in the Draft Guidance for Industry on the Use of Nucleic Acid Tests on Pooled and Individual Samples from Donors of Whole Blood and Blood Components for Transfusion to Adequately and Appropriately Reduce the Risk of Transmission of HIV and HCV.  I believe there are copies outside if people are interested in getting a copy.  
		It has been posted at the CBER website.  It was done yesterday, and this is the web address.  The web address is also on the copy of the document that is outside this room.  Next slide, please.
		Licensed blood establishments should implement a licensed NAT method for whole blood within six months of the date of publication of the final guidance.  Next slide.
		I'll just briefly review some of the points in the draft guidance.  These are recommendations at this time, and they are recommendations on reporting and labeling for blood establishments.  
		First, licensed blood establishments who implement licensed NAT at their facility according to the package insert should notify FDA of the testing change in an annual report.  Blood establishments who use a contract lab that previously performed infectious disease testing for the establishment should also report this change in an annual report.  Next slide, please.
		If a new contract lab that already performs infectious disease testing will now perform licensed NAT, the blood establishment should submit a CBE-30.  If the contract lab did not previously perform infectious disease testing, the blood establishment should submit a prior approval supplement or a PAS.  Next slide, please.
		If the contract lab will discontinue HIV p24 antigen testing upon implementation of the licensed NAT, the blood establishment should notify FDA of this change in an annual report, a CBE-30, or a prior approval supplement as referenced previously in my previous slides.
		We recognize that there is going to be a transition phase.  Therefore, FDA's current thinking is that during the transition to use of some, but not all, of the licensed or cleared components, establishments should continue their existing INDs.  Use of the licensed assay should be reported as an amendment to the existing IND.  When all licensed or cleared components are implemented, the IND, it is recommended that the IND be withdrawn.  Next slide, please.
		I'll now talk a little bit about the labeling recommendations.  Licensed and unlicensed blood establishments should revise the Circular of Information for blood products intended for transfusion to include the licensed NAT.  References to HIV-1 p24 antigen testing should be deleted where applicable.  Next slide, please.
		Licensed blood establishments should submit this labeling change as a CBE if the statement is identical to one of the following -- and this is in the guidance -- namely, "Licensed nucleic acid tests for HCV RNA and HIV-1 RNA have been performed on pooled samples and found to be nonreactive" for pooled sample NAT or "Licensed Nucleic acid tests for HCV RNA and HIV-1 RNA have been performed on individual samples and found to be nonreactive" for individual sample NAT.  Next slide, please.
		If a different statement is used, the blood establishment should submit a prior approval supplement.  Unlicensed blood establishments should revise Circular of Information, but are not required to submit this to FDA.  Revised Circular may be used for blood products already tested with IND reagents after licensure of the NAT, since the reagents are identical to the licensed reagents.  Next slide, please.
		Finally, in the case of blood components for further manufacturing into injectable or non-injectable products (example: recovered plasma), actual NAT results should be included on the label.  The recommended statement is:  "Nonreactive by licensed nucleic acid tests for HCV RNA and HIV-1 RNA performed on pooled samples" or "Nonreactive by a licensed nucleic acid test for HCV RNA and HIV-1 RNA performed on individual samples."
		That sort of summarizes what's in the draft guidance.  It has been posted on the web.  Once the document is actually published in the Federal Register there will be a comment period, and we encourage the industry to submit comments to us about these various recommendations before we publish the final guidance.
		I just wanted to acknowledge the people on the team that were involved with licensure of the NAT Assay.  I guess the slide has disappeared, but thank you.  Thank you very much.
		CHAIRMAN NELSON:  Thank you, Dr. Hewlett.  Are there any questions from the Committee?
		DR. LEW:  Actually, I just had a couple of questions only for my own knowledge.  I'm sure you all have gone over this before.  You mentioned the 88 HCV and 7 HIV that were detected.  Was it that they were all true positives and that was beyond the routine testing, or was that also caught by routine tests?
		DR. HEWLETT:  They were all NAT positive only.  So they were picked up by the NAT test, not by the antibody test.
		DR. LEW:  Also, I'm sure you all have done estimates on how many more you'll detect per year using these new tests.  I'm just curious.
		DR. HEWLETT:  Maybe somebody from the audience might want to add some information to this.  I believe it's in the case of HIV two to three cases per year.  Three.  In the case of HCV about 30 to 40 a year is the rough estimate.  I see Sue Stramer coming up.  She may have some different numbers.
		DR. STRAMER:  No.  I think your numbers are valid.  I think you just should take the numbers that are predicted from yield from the pivotal clinical trial that was submitted and that Indira presented.  
		For example, for HCV, 1:281,000.  And you can use that against the number of donations screened.  That's the way we calculate the number of projected yield samples.  I think we have enough data under our belts after three years of testing under IND that we believe that number is very reliable.
		DR. LEW:  Just one last question.  Is this for Clade B only?  Or does this go beyond Clade B?
		DR. HEWLETT:  Actually, I did have a slide on subtype sensitivity.  It is sensitive for all of the clades that have been tested in the BLA.  That includes Clades A through G for Group M.  Group N, there were a few isolates, I think two isolates, tested, maybe one isolate, and several isolates for Group O which, of course, are hard to get.  The assay was able to detect all of the subtypes.
		CHAIRMAN NELSON:  This is a question you may not be able to answer, but it seems that one of the issues raised initially was the cost.  It looks like, with replacement of p24 and pool testing, that this may be almost a break-even situation or it may cost something over not doing NAT testing and doing p24.  Do you have any estimates on that?
		DR. HEWLETT:  I don't know that I have specific cost estimates, but, obviously, Mike Busch has talked about this at length.
		CHAIRMAN NELSON:  Right.
		DR. HEWLETT:  The concept is that by using a multiplex NAT, of course, you increase your cost effectiveness.
		CHAIRMAN NELSON:  Yes.  Right.
		DR. HEWLETT:  And being able to replace p24 I think certainly makes it much more cost effective.  I think that's where we're going.
		CHAIRMAN NELSON:  Yes.  Toby.
		DR. SIMON:  A follow up to that.  We've actually been notified by our blood supplier to expect a price increase.  I was going to ask, given that this was funded in its development stages by NHLBI by public funds, does that have any impact in terms of what we will be paying for the testing?
		DR. HEWLETT:  I don't think we can answer that.  I guess the answer is no.  We don't know.
		COLONEL FITZPATRICK:  In your presentation you stated that it meets current sensitivity standards set by FDA.  Do you have the sensitivity of the test available so that we could know what levels of detection were seen with the test?
		DR. HEWLETT:  Yes.  Actually, it's all in the package insert which should be posted on the web soon.  For HIV, the assay detects at a 95 percent detection rate about 30 copies per mL.  For HCV, it's 100 copies per mL, 95 percent detection rate.  Obviously, a number of samples below those copy numbers were tested as well, and there are variable detection rates in that range below 30 copies for HIV and below 100 for HCV.
		DR. LEW:  Can I ask just one more question?  You were mentioning the transfer from copies per mL to International Units.  Is there a conversion that is easily used?
		DR. HEWLETT:  There isn't a very straightforward conversion.  There are conversion factors.  For example, for HCV I believe it's 2 copies or 2 genome equivalents.  It depends on the laboratory.  It depends on the test method.  		International Unit was established by a working group formed by the WHO and the NIBSC in the U.K.  There have been extensive collaborative studies done in various laboratories, including the kit manufacturers as well, to establish a conversion factor.  I think what we've learned is that there may not be one single conversion factor for a specific organism.  There's a range.
		For HCV, I believe it's about two.  And for HIV-1, there is a study that's just been completed, and we're going to be able to define a conversion factor for that as well.
		CHAIRMAN NELSON:  Thank you.  The second update is "Nucleic Acid Testing for Parvovirus B19."  Mei-ying Yu.
		DR. YU:  Thank you.  Next slide, please.  So the issue is the FDA seeks to clarify the circumstances under which the Agency would regard parvovirus B19 NAT for blood ad plasma donors as in-process testing or medical diagnostic testing or donor screen testing.  Next slide, please.
		I just want to briefly give you some background about parvovirus B19.  As you all know, parvovirus B19 is a small, non-enveloped, single-stranded DNA virus.  It is resistant to virus inactivation agents.  It is a causative agent of fifth disease in children and can cause arthropathy, hydrops fetalis, fetal death and various hematological disorders.  Pregnant women and persons with immune defects or anemia are at risk.  Next slide, please.
		Blood Group P antigen has been identified as B19 cellular receptors.  P antigen is expressed in erythroid cells, megakaryocytes, fetal liver, endothelial cells, placenta and myocardial cells.  So you know the B19 has a very broad tissue tropism. 
		There are 40 to 60 percent of the donors seropositive for anti-B19 antibodies.  Once it's sero-converted it's considered to have the life long immunity.  IGIV has been used successfully to treat B19 infections, although it is an off-label use for IGIV.  		
		About 0.03 to 0.06 percent of the volunteer blood donors are reported to be positive for B19 DNA.  This is by PCR methods.  Of course, again it depends on the sensitivity of the PCR methods.  Viremia for B19:  the viral load can go up to 10 to the 4th genome equivalent per mL.  B19 infection is typically asymptomatic at the time of the donor who provides the donations.  Next please.
		In the BPAC meeting of September 1999, the risk and the disease manifestation of the B19 and also the parvovirus B19 NAT had been discussed fully.  In that particular BPAC meeting they agreed that "pending a policy on screening whole blood donations, FDA need not require studies to validate the clinical effectiveness of NAT for B19 DNA under IND for plasma for further manufacturing."  
		So B19 NAT is an in-process control test.  It's not a donor screen test.  There's no need to make decisions regarding the management of donors or recipients based upon the test results.  At that time, we just said that quarantine and all the in-date units, whenever it's possible, need to be quarantined and destroyed.  Next, please.
		We will review the validation of the NAT as an analytical test with respect to its specificity, sensitivity and reproducibility and approve it under a relevant product's license.  In the subsequent NAT workshop in FDA, as well as in the NHLBI-sponsored B19 workshop, we proposed a limit for the manufacturing pools.  That is, the limit is set at less than 10 to the 4th IU.  Initially, it was genome equivalent of B19 DNA per mL.  In subsequent workshops then we said it's less than 10 to the 4th International Units of B19 DNA, since now we have an international standard for B19 DNA for gene amplification assay.
		So for that BPAC, it mainly is because the B19 transmission is associated with the S/D treated pooled plasma in a Phase IV study in healthy donors as you all know.  In that Phase IV study, for those final container lot less than 10 to the 4th genome equivalent per mL, no lots transmitted.  In such a low viral titer it's believed that it's because there are complexing/neutralizing antibodies for B19 in large pooled products.  The residual B19 really relied on the viral removal procedure, not inactivation procedure in the manufacturing.  Next, please.
		Consistent with the BPAC recommendation, FDA has allowed B19 minipool NAT for S/D treated pooled plasma.  What they do is take a 100-unit minipool and when it tests positive, they test the primary pools of 20 units each.  Once the primary pool is positive, that whole 20-unit primary pool was discarded.  At that time label components have expired.  Because no donor can be identified, there's no donor issues here.  
		It's an in-house procedure.  We validated the NAT assay as under a BLA supplement.  I already mentioned that once it is negative and the units are released the final container product has a restriction limit which is less than 10 to the 4th genomic equivalents per mL.  Next, please.
		Since then, the source plasma industry has performed high-titer NAT screening, B19 NAT screening.  They use in-house NAT methods.  From a recent -- this is December of last year -- FDA workshop, we know the source plasma industry fractionators are performing minipool screening.  
		The pool size ranges from 96 to 1,200 units.  When it's positive, it actually resolved to a single positive donation.  So they can identify the donor.  With such a high-titer screening the rejection rate depends on the sensitivity of the fractionator who used the particular NAT methods.  It ranges from 0.01 percent to 0.04 percent.  Again, I say positive donors would not have been notified; they just discard the donation.  The donors are not notified and are not medically counseled.  
		In the BPAC of September 1999, we did not really recommend resolving to the individual donor.  We consider that identification of single donor constitutes medical diagnostic testing, and it should be licensed maybe under a different mechanism.
		The release test, when it's released by this high-titer B19 screening, then, as I said, the FDA has a proposed limit of 10 to the 4th IU of B19 DNA per mL in all manufacturing pools.  This level seems to be achievable.  In the resulting plasma derivatives, no B DNA can be found, at least based on the data we received.
		As you all know, in Europe for anti-D products, they have limited -- this is in the drugs monograph -- for anti-D immune globulin which can be used for a pregnant woman to prevent the hemolytic of the newborn.  The limit is also set for less than 10 to the 4th IU of B19 DNA per mL for the manufacturing pool.  I understand the PPTA set a limit of less than 10 to the 5th IU of B19 DNA per mL in manufacturing pool.  Next, please.
		Again, in the last December FDA NAT workshop, Dr. Zerlauth from Baxter presented temporal profiles of B19 DNA and antibody in source plasma donor.  As you can see, for B19 DNA, the viremic period is very long.  In fact, the one here is to almost one year.  According to Dr. Zerlauth from Baxter, this donor ceased to donate after one and a half years.  At the end of one and a half years, he has about 30-some genome equivalent per mL of the B19 DNA.
		So B19 viremic period can be very long.  The viremic titer level can be very high.  This is 10 to the 12th.  Once the IgG, IgM, B19, anti-B19 IgM became positive, then the B19 DNA decreased.  IgM was positive in about ten days.  The B19 DNA further decreased when anti-B19 IgG was positive in 17 days.  Still, this is around the 10 to the 6th level.  Then you level off about 10 to the 4th.  Still, for the whole year it's about 10 to the 2, about 100 genomic equivalent per mL.
		So the window period for B19 is very short.  When doing the high-titer screening, the intention is to remove these high-titer units.  The sensitivity of the test you cannot really set it too low because then you may remove some of these neutralizing or complexing antibodies from the donations.  Next, please.
		The whole blood industry also would like to perform such high-titer B19 screening as what the source plasma industry has done.  Here in this slide and the next slide I'll outline the proposal made by Dr. Stramer from the American Red Cross.  I think this represents the whole blood industry's approach.
		There is a Phase I approach.  The test minipool is around 128 units.  It's a high-titer to remove the 10 to the 6th genome equivalent per mL of the single donation by an in-house method or by free-standing test kits.  Then when it tests positive, under Phase I because of logistic reasons, it won't be able to resolve to the single donation.  It would discard all approximately 16 units subpools and any in-date frozen product.  At that time, the label components have expired.
		So, yes, the FDA would consider this as an in-process testing and would review the NAT validation under BLA supplements submitted by the fractionators, so the test kit manufacturers can provide their system and reagents for the Phase I approach.  Next, please.
		However, we really strongly recommend performing the Phase II approach.  The Phase II approach still is the high-titer NAT screening.  The sensitivity is a little higher.  The cut-off is 10 to the 5th genome equivalent per mL.  It would resolve to a single positive donation.  Then discard single positive units and in-date components and would make decisions regarding the management of donors and recipients based upon test results.
		We consider this as a medical diagnostic test because it would resolve to the single donations and the single donors.  NAT methods should be cleared under an IDE, PMA or 510(k) mechanism.  Next, please.
		In the next few slides, I'm going to summarize what is the FDA current thinking on B19 NAT.  That's what we are considering to recommend.  For plasma, donations found to be high-titer B19 reactive should not be used for further manufacturing into injectable products.  This is to ensure that the FDA proposed limit that is less than 10 to the 4th IU of B19 DNA per mL for manufacturing pools destined for making plasma derivatives can be met.  Next, please.
		For whole blood, when feasible, B19 reactive minipools should be resolved to identify the individual reactive donors prior to release of components for transfusion.  Units from reactive donors should not be used for transfusion.  Next, please.
		For whole blood, when testing is done subsequent to product release, in-date components from potentially reactive donors should be retrieved and discarded so that they are not used for transfusion or further manufacturing into injectable products.  Next, please.
		Even when performed as an in-process test -- that is, not performed pre-release as part of a determination of donor suitability or product labeling -- testing and identification of the individual reactive donor constitutes medical diagnostic testing.  Therefore such testing would require the use of an investigational test under an FDA approved investigational mechanism.  Next, please.
		Informed consent should be obtained from blood and plasma donors subjected to such high-titer NAT screening.  Reactive donors should be identified, be informed of their reactive status, and be provided with medical counseling.  Because of the transient nature of the infection and rapid development of the immune response, such donors would be suitable to donate when they test non-reactive.  Next, please.
		Finally, the Agency has yet to decide whether we should require B19 NAT testing of blood and plasma.  The current status is voluntary tests.  Finally and very importantly, B19 NAT testing should not adversely affect anti-B19 levels in plasma pools and resulting plasma derivatives.  Thank you.  That's all.
		CHAIRMAN NELSON:  Thank you, Dr. Yu.  Are there questions?  Harvey.
		DR. KLEIN:  Do you have any data on the number of infections that have been transmitted by single units of blood components?
		DR. YU:  Components, they've very rarely been documented.  There are some, but very rarely, at least in the documents.
		DR. KLEIN:  So the order of magnitude is 1 in 10 million units transfused.
		DR. YU:  It has been.  I think it's maybe the asymptomatic and so forth, not actively looking for this B19 transmission.  But it's really rarely been documented.
		DR. KLEIN:  So that's the recipient side.  On the donor side, what would be either the benefit to the donor or to the public health of identifying and counselling them?
		DR. YU:  You know -- yes, I know what you are saying here.  B19 can be -- some disease manifestations can be quite serious.  However, what I was trying to say is the -- I'm sorry. All of a sudden I don't remember what you were trying to ask me.  Sorry.
		DR. KLEIN:  I'm trying to determine what would be the benefit either to the individual at the time this testing would have been performed and then the individual would have been found well after the acute period; or to the public health in tracking down that donor and counseling them, however one would attempt to counsel them.
		DR. YU:  Right.  Well, B19 can be transmitted through close contact or blood draws and so forth.  For a donor himself, it maybe can be recovered after it elicits an immune response, but he still can develop certain symptoms.  
		There should be advice:  Watch out.  It can be treated, if necessary, and so forth.  And he can transmit to others.  For instance, close contact, as I said, with family members, as well as others and so forth.  Again, it depends on if it's caught in time.  All I'm saying is, for the benefit of the donor, to just be aware of the disease manifestation I guess.
		DR. STYLES:  I guess, just in a simplistic way, I'd like to clarify the issue of the proposal by the ARC and then your other proposal.  I think it speaks to what you said about why resolve to the individual unit.  Obviously, with HIV and hepatitis C, there's an obvious benefit to the donor.  
		But I think what you're alluding to is is there any benefit to the donor to come back.  I don't have the data on what this would be 15 days, 2 or 3 weeks later, to tell them two weeks ago you were positive.  For parvovirus, I would say that would only do a disservice to the donor and would instill fear.  The only  potential group that I would see that one would intervene with would be a pregnant woman.  
		Since you're going to be past the point of time when hydrops would have occurred, it's not clear to me that you would be doing the donor any benefit, except instilling a fear.  I don't see how you'd be able to -- other than recommending isolation of that individual -- prevent spread of parvovirus from us as you alluded to because the viremic period would have already passed.  Also, as you alluded to when the patients are viremic, they're asymptomatic.  When they become asymptomatic, they're generally not viremic anymore. 
		So, to me, the issue of resolving to the individual unit is again, in my simplistic idea, to help the donor.  But I'm not sure that's actually achieved.  You may actually do more harm than good.
		DR. YU:  Yes.  That is true.  What we think is that the donor should be informed of their status, what is the outcome of B19 infection, and the potential treatment if necessary.  I agree with what you are saying.  By the time the test is performed, the donor may have already sero-converted.
		DR. STRONCEK:  You presented this clearly as a Red Cross proposal, but you implied -- I don't know if the implication was there -- that other blood industry companies might feel the same way.  The blood industry is quite diverse.  I think there would be lots of different opinions as to the benefit of testing for parvo B19.  
		So what I'm getting at is I'm not sure why you're presenting this in this forum this morning.  Usually the things you'll present in the morning are FYI.  Yet this looks like an IND that the Red Cross proposed, which is fine.  The Red Cross can do that.  But it's almost like you're asking us to comment on what you proposed as guidance to an industry.  
		I think if you move down -- now that you've brought this to the public attention and you start these discussions and if you want advice from this Committee, you need a lengthy discussion of this because there are going to be lots of people that have strong opinions.  This is not a simple question.  I would encourage you to maybe come back to the Committee for a much longer in-depth discussion and let other members of the blood community comment on this formally.
		DR. YU:  I'll let Dr. Epstein answer it.  I just want to say that whatever the practice or the proposal that is going to be done or in the source plasma industry had been done, it's a little bit different from what we said is in-process testing.  It's a little bit deviated from it.  That's why we wanted to bring this discussion to this BPAC meeting.  Dr. Epstein.
		DR. EPSTEIN:  Thank you.  Well, first of all the industry has prepared a joint statement.  I think before we comment on the industry proposal we ought to listen to the industry proposal.
		DR. KATZ:  That's all I was going to say.  It will represent our current thinking.
		DR. EPSTEIN:  Thanks.  I like that touch.
		DR. SMALLWOOD:  May I ask that the first time you speak, please identify yourself for the record?
		DR. KATZ:  Dr. Louis Katz, representing AABB.
		DR. SMALLWOOD:  Thank you.
		DR. EPSTEIN:  Second, I would like to clarify why we are talking about hepatitis A and parvovirus NAT.  As Dr. Yu stated in her opening remark, our goal today was just to try to clarify what do we mean when we say "in-process test," what do we mean when we say "medical diagnostic,"  and what do we mean when we say "donor screening."
		The issue of where we go with all of this is not resolved by any means.  What we have described is our current thinking about guidance that we are considering proposing.  We would then bring it to wider discussion.  So we're not in any way pre-judging the issue of whether there ought to be a screening.  		
		In the interest of clarity let me restate what Dr. Yu already did state.  What is a donor screening?  We think that testing is donor screening when it is performed pre-release either as part of the determination of donor suitability or for the purpose of labeling a unit.
		For example, if you do the ABO determination, you don't reject the donor, but you label the unit.  It's done pre-release because you have to know the answer, and it needs to be on the unit.  So that's part of screening.
		Of course, infectious disease screening is done generally for the purpose of donor suitability determination meaning that a positive result rejects the donor.  But not always.  CMV screening is done, as you know, voluntarily.  It is screening because it is used pre-release to label the unit, and then that leads to medical discretion and use.  So screening isn't one thing.  The fundamental thing is that it's done pre-release, either as part of determining suitability or as part of labeling.
		Somewhere down the road we're going to have to figure out if we want HAV, which you'll hear about in a minute, or parvovirus testing to be part of screening.  Then we have to decide, is it going to become a requirement?  Is it going to stay voluntary?  Is it a suitability criterion, or is it only a labeling criterion?  None of those issues has been resolved today.
		The second point is, if it's not a screen, it might be not a screen for a variety of different reasons.  Either it's not part of suitability or it's not part of labeling.  If it's not a screen, then we've been calling it loosely an "in-process" test.  However, people have not been focused on the fact that testing which is done as in-process testing, that is part of manufacturing control, might concurrently be medical testing.
		What has provoked this issue is a change from screening minipools without resolution to the individual positive unit and therefore donor, to resolution.  The driver for that had nothing to do with medical notification.  What it had to do with was trying to reject the bad unit and not reject 20 units.  		We already had policies in place with respect to the solvent detergent-treated pool plasma, whereby if testing was done on a pool, such as a pool of 20, in the absence of resolution there was still tracing of any in-date products.  But once again there was a difference.  Testing was being done well after the dating period of transfusable components.
		In the case of source plasma, there aren't any transfusable components because it was source plasma.  In the case of recovered plasma, there were transfusable components, but they'd already been transfused, with the rare exception of frozen red cells.  So the retrieval policy had relatively little impact.  A rare retrieval of a frozen red cell.  
		But what has been proposed by the whole blood industry is to move toward testing of recovered plasma at a time more proximate to the donation meaning a much higher likelihood of transfusable components being on the shelf.  Not so likely platelets, but much more likely red cells.  The question that this provokes is do we have the same attitude, now that we know that there are a lot of products sitting on the shelf.  
		What we're saying is we're willing to accept an interim during which there is testing done after the time of collection, not part of pre-release labeling or pre-release exclusion, but where we were encouraging resolution to the individual donation and where we would then want a more selective retrieval and destruction of positive units.  Although, again, we're not closing on that.  I mean, we certainly don't want those units transfused.  Whether those plasmas could still be fractionated, at least in the case of parvovirus, I think has to do with titer.
		We're saying it could co-exist then as in-process testing not part of pre-release testing.  But the question then is if you're going to do something with respect to the donor --and once again it's unresolved -- such as ask the donor, Could you not come back for a few weeks because you're likely to be positive for a few weeks.  This may be voluntary.  Our position is a negative unit is okay. 
		Mei-ying showed you the graphs.  We know these people are viremic.  It takes time for titers to resolve, and we're doing an insensitive test; right?   Maybe we're thinking there should be transient or temporary deferral of a donor.
		We established way back in 1985 a policy that, if you make a decision about use of the product, you have a moral, ethical obligation to also let the donor know.  In the case of parvovirus, there may not be a medical benefit to the notification but, still, you have information on which you intend to act.  The question is even if it's of no known benefit to the donor, is there not an obligation that the donor should know what you know.
		That's, once again, an issue that we could debate.  I think the case becomes clearer and you'll hear it in a few minutes for hepatitis A, where we think there are benefits to the donor.  If not to the donor, there may be even more benefits to contacts because of the possibility of prophylaxis.  
		So we recognize the point that's been made that medical benefit to the donor of notification related to parvovirus may not be necessary.  But we're not closing that issue either.  We're just saying that, once you have what is potentially significant medical information, whether you should or you shouldn't act on it, it does meet the legal definition of a medical diagnostic test.  
		It's not unlike other results that you might not tell the patient.  But does that mean it wasn't a medical test?  Well, no.  It's a medical test.  So what we do with the information, once again, can be separated from whether it's medical testing.  		
		What I've done is, in essence, reiterated Dr. Yu's presentation in my own words.  What we've tried to say here is that there really are three things going on not two.  On the one hand, there's in-process control testing, just deciding what to do with units.  On the other hand, there's screening which is pre-release suitability determination or determination for purposes of labelling.  But, concurrently, any such testing might be medical testing.  
		Down the road we're going to have to make decisions on how we handle a medical test and whether it should also be construed as a screen.  So what we're saying is that, if industry voluntarily at this stage tests individual units, we're saying now you've met the definition of a "medical diagnostic."  That's what we're saying.
		CHAIRMAN NELSON:  Yes.
		DR. LEW:  Dr. Epstein, I just wanted to ask a question.  You mentioned the CMV issue as somewhat of an analogy.  I know definitely we screen for CMV particularly for our transplant patients.  I would do the same for parvo if it was available.  So how do you deal with the CMV issue since we are able to say which lot, which units are infected?
		DR. EPSTEIN:  Well, we regard it as a voluntary test.  It's labelled as a screen.  It's approved as a medical device.  It's used in labelling.  It does not cause rejection of the donor.  It does not cause discard of the unit.  It permits medical discretion on use of the units.  Positive units are provided to patients who do not have risk factors as recipients.
		CHAIRMAN NELSON:  Are donors notified?
		DR. EPSTEIN:  Donors are not notified in that case.  I brought up CMV as an analogy because I think it's probably the one that fits.  But let me be clear.  We treat it as a medical diagnostic test in terms of the approval process.
		DR. HOLLINGER:  Dr. Yu, just a question.  I'm trying to get some idea about distribution and so on, as one looks at, potentially down the line, the cut-offs and so on.  You mentioned that in the source plasma industry that something like one to four per 10,000 units were eliminated.  Somewhere else there was a comment that something like 3 to 60 per 10,000 volunteered donors were B19 DNA positive.  
		That indicates that almost all of the samples were greater than 10 to the 4th or that very few of the samples were greater than 10 to the 4th.  It depends on which number you take.  Do you have any idea at all about the distribution of the concentration of virus in a volunteer donor population that are at 10 to the 4th, 10 to the 5th, 10 to the 6th or anything like that?
		DR. YU:  Yes.  I think there's a publication already involved in that.  It's not symmetrical.  There are some high-titer units.  I don't exactly remember but 15 or 20 percent,  very high.  Very few are right in the middle.  Most of them are at the lower side.  So it's bimodal distribution.  It's not normal distribution.  That's all I can say.  I think there are some extremely high.
		CHAIRMAN NELSON:  Other questions?  Thank you.
		DR. YU:  Thank you.
		CHAIRMAN NELSON:  The next is "Nucleic Acid Testing for Hepatitis A Virus" by Gerardo Kaplan.
		DR. KAPLAN:  Okay.  I will address an update on the hepatitis A virus now.  It's a comparable presentation to what Dr. Yu just gave us.  Next, please.
		I will give you a little update on hepatitis A.  Next.  Basically, it's an atypical picornavirus which is a non-enveloped, small RNA virus that contains a genome of about 7,500 bases.  It's the causative agent of acute hepatitis in humans.  Next.
		Transmission of this virus is through the fecal-oral route, and rarely is it transmitted through blood and blood products.  Next, please.  The incubation period is about 15 to 50 days.  
		This is an age-dependent disease.  Children younger than six develop an asymptomatic disease, where older children and adults develop a symptomatic disease which can be pretty nasty.  Although vaccines are available, we still have about 100 cases per year of death due to acute hepatitis, hepatitis A virus.
		The sero-prevalence in the U.S. population is high.  It's about 30 percent.  But in the developing world, it's much higher.  This is because of sanitation and improvement of the general health conditions in the developed world.  Next one.
		This is one of the most common reported vaccine-preventable diseases in the U.S.  It can be treated post-exposure with immune globulins.  Treatment can prevent and lessen the symptoms of the disease.  I would like to point out that there are three vaccines available for hepatitis A.  Two are inactivated, and one is inactivated that is a combined vaccine with hepatitis B.
		So, again, what's the issue?  It's a similar issue that Dr. Yu and Dr. Epstein explained to you before.  The FDA seeks to clarify the circumstances under which the Agency would regard NAT testing for hepatitis A to be in-process testing, medical diagnostic testing, and/or a donor screening.
		This issue has been already taken up by BPAC in June of 2000.  At that time, the Committee did not recommend resolving HAV NAT reactive manufacturing pools to the individual donor.  It was also agreed that the FDA would review these NAT methods as analytical procedures with respect to sensitivity, specificity and reproducibility under license supplements to the manufactured products, and in the absence of free-standing kits.
		Consistent with that BPAC discussion and recommendation, the FDA allowed testing of plasma pools for Hepatitis A NAT as in-process tests to ensure the quality of plasma for further manufacturing.  Test results were used to reject reactive pools initially.  Donors were not notified or deferred.
		There are several current trends that are going on right now which I would like to point out.  The first is that the source plasma fractionators have been performing HAV NAT pool testing and resolving the reactive pools to individual donors.  This is something that is going on right now.  The donors are not notified of their HAV infection status.  The second trend is that the whole blood industry would like to do the same on recovered plasma.
		The FDA has received several industry proposals.  They all are addressing the same issue, that the FDA should regard HAV NAT as in-process testing on recovered plasma and not as a donor screening.  There are several common elements in these proposals.  
		For instance, at least initially, reactive minipools will not be resolved to identify individual reactive donors.  Pre-release testing and labeling blood components will not be done.  Test kit manufacturers may provide their systems and reagents for such testing.  The validation of these test methods would be reviewed under the license supplement mechanism submitted by fractionators.
		The FDA has been considering on all of the proposals and the way they would regard HAV as a disease.  The points that are being considered are that the transmission of hepatitis A by blood and blood products is very rare.  There are probably about ten known transmissions in the last ten years though blood.  There's quite more due to plasma products.
		At the NAT workshop in December 2001, we learned that sensitive pooled NAT could identify 1:120,000 source plasma donors as positive for HAV RNA.  This is something new to us.  Another point I would also like to emphasize is that the source plasma fractionators are resolving positive HAV NAT pools and identifying positive donations.  That's something that are going on right now.
		Since they are being notified, we think that donors could benefit from knowing their HAV infection status as Dr. Epstein pointed out.  These donors could be treated with immune globulin or even vaccinated at a certain point because it's known to prevent and lessen the severity of the disease.  Also very important is that contacts of positive donors can benefit.  Remember this involves fecal-oral transmission.  Contacts could be vaccinated or even treated with immune globulins or both.
		So what is FDA's current thinking?  FDA is considering recommending that first, for whole blood donations, when feasible, HAV NAT reactive pools should be resolved to identify the individual reactive donors prior to release of components for transfusion, and that units from reactive donors should be used for transfusion.  This is something that's going on already with the source plasma fractionators.  Second, when testing is done subsequent to product release, in-date components from potentially reactive donors should be retrieved and discarded so that they are not used for transfusion or further manufacturing.
		Third, even when performed as an in-process test, testing and identification of the individual reactive donor constitute medical diagnostic testing.  Therefore, such testing requires the use of an investigational test under and FDA approved investigational mechanism.  
		Fourth and last, informed consent should be obtained from blood and plasma donors subjected to HAV NAT testing.  Reactive donors should be identified, be informed of the reactive status, and be provided with medical counseling.  Because of the transient nature of the infection and a rapid development of the immune response, such donors are suitable to donate when they test negative for HAV.  That concludes my presentation.
		CHAIRMAN NELSON:  Thank you.  Yes.
		DR. SCHMIDT:  Paul Schmidt.  This concept of "when feasible" may fly in this arena, but if you put yourself in the position of the blood supplier and the civil court system, judges and juries understand "shall" and "must."  When you get up there on a "should," they ask, Well, Doctor, didn't the FDA tell you that you had to do this?  Well, they said we should do it.
		Now we're one step lower, saying "when feasible."  Doctor, didn't the FDA say you had to do this test?  Well, only when feasible.  From there it just goes on.  So there's another arena in which these words assume a great importance.
		DR. KAPLAN:  Well, I basically agree with what you're saying.  But you also have to consider that the yield is very low.  Basically, with some projection, for instance, it will take 20, 30 or 40 years of donations to have one fatality from transfusions.  The way that hepatitis A is transmitted is not mainly through blood.  It's through the fecal-oral route.  So you should also consider that.
		The other thing is that we're not at this point saying that the industry should do it.  The only thing that we're saying is that, if they are doing it and they want to do it because of other reasons, you should inform the donor.  I think we're making a very clear point of it right now.  Further discussion should come out from this.  Maybe people will need to think about whether the FDA needs to mandate this or not as Dr. Epstein mentioned it before.
		CHAIRMAN NELSON:  Dr. Alter.
		DR. ALTER:  Miriam Alter, Division of Viral Hepatitis, Centers for Disease Control and Prevention.  The reason that BPAC in June of 2000 recommended that HAV nucleic testing not be resolved to the individual donor was because neither the donor nor the contacts could benefit.  I'm wondering what data you based that on since we do not recommend immune globulin to treat an individual who is RNA positive.  We don't recommend vaccine to treat an individual who is HAV RNA positive.  We don't recommend immune globulin for contacts of someone who is HAV RNA positive.  Because you don't know when the exposure actually occurred -- when they were actually shedding virus in their stool.  
		HAV RNA becomes detectable before virus is shed in stool and persists after viral shedding is over.  Immune globulin is only effective within two weeks of exposure to the virus in a contact.  The later in that two week period you get, the less effective it is which is why sometimes it only lessens symptoms rather than prevents infection.  So, in fact, no action could be taken based on HAV RNA positivity testing.
		DR. KAPLAN:  I absolutely do not agree with what you are saying.  Let me give you the rationale behind what our position is.  First, we know that right now source plasma fractionators can give us a turnaround from testing to result in about 30 days.  It depends where that donor is at that point.  If it is between the 15 and 50 day of the incubation period, that person may not have symptoms at that point.  And as you said, the donor himself, if he's treated at that incubation period with the immunoglobulins, he most likely will have a less problematic course of the disease.  
		I think that the recommendations of the CDC or even of the FDA of vaccination are based on that we never did HAV NAT.  Nobody has done this on a regular basis.  The general population is not using it as a diagnostic tool.  If this becomes available as a diagnostic tool, maybe these recommendations would be built into the recommendations of the FDA and the CDC.
		At the FDA we've been reviewing some data that shows that even vaccination after post-exposure could be beneficial.  One thing that we're not recommending because the test is not available right now is there are things that they might be important medical benefits to the donor himself and to the contacts.  
		If, in a hypothetical case, the donor develops the disease, it would be beneficial to know that it was not positive and to be treated as well, and for the doctor who is treating the case to know that this person is not positive.  It would be beneficial also for the family or the close contacts of the donor to know that maybe they should be vaccinated because it's possible that within that time they will be free of the disease, so the vaccines could be effective.
		Again, I do not agree with the current recommendations, and I think they should be revised.
		DR. ALTER:  Well, actually, I have to respond to that because currently the recommendations for post-exposure are to give IG within two weeks of the exposure, not within two to six weeks.  Not 15 to 50 days, once you're infected and incubating.  It's within the first two weeks.  It's before the 15 days that immune globulin and even possibly vaccine could be effective, not after the 15 days.
		DR. KAPLAN:  Yes.  What about the --
		DR. ALTER:  So, in fact, there are no data to show that you should give immune globulin or vaccine to someone who's incubating or who's already developed HAV RNA and is over the two-week incubation period.  Plus, you have no idea when that individual was exposed, so you don't know what phase that individual is in.  Because of that you don't know whether or not their contacts were exposed.
 		Furthermore, this could easily occur after the time of viral shedding rather than before.  This RNA positivity can persist.  That's well documented in the literature.  So, in fact, the contacts would not be at risk, and there's absolutely no action that you could possibly take for that donor except -- as was pointed out for parvo -- you would be providing them with information that would upset them, but for which they have no recourse.
		DR. KAPLAN:  Again,I would like to state that those recommendations should be reviewed, that it's possible that someone may benefit from this.  For instance, let me restate the case, a hypothetical possibility that indeed someone is detected with an asymptomatic case as a donor.  What about the close contacts of this donor?  Can they be vaccinated or not?  This can be within the times that you are talking about.  
		So we can keep on debating this, and I think that we should but probably not in this forum.  The next thing that I would like to comment on is what Dr. Epstein just raised.  You are holding information about the patient, about the infectious status of the patient.  This patient has the right to know it.  His doctor also has the right to know it.  Even if you are right and we cannot help that patient or donor or the contacts of the donors, which I do not agree is true, this patient has the right to know it.
		DR. ALTER:  I'm not going to agree or disagree with whether the donor has the right to know.  Presumably everyone has the right to know everything that's found out about them by the government, particularly, or by any organization whatsoever.  But  I don't believe that we can couch or try and justify their right to know by saying that there is a benefit.  		I don't think you have any data.  You may feel this way.  But I don't think there are any data to show that you could actually benefit after the two weeks after exposure and that you would have any knowledge of when that exposure actually occurred.  So you may do it based on ethics, but you can't couch it or justify it based on benefit.
		DR. KAPLAN:  We know at the FDA, for instance, that the vaccine works in an outbreak setting.  If an outbreak starts, you can prevent it from spreading.  That would be, to my mind, very clear evidence that some intervention can be done, if not on the donor, then on the contacts.
		DR. ALTER:  I believe that's a misinterpretation of the information.  In fact, we agree that vaccine very likely might work in a post-exposure setting.  The outbreak in Monroe, New York, in which the vaccine trial, was done suggested that.  However, that doesn't mean -- that's post-exposure, not post-infection.  Not after the two weeks.  You really have no data to justify treating an infected person or their contacts.
		DR. KAPLAN:  That's debatable.  I think it would be useful to keep debating in probably another forum.  The point is that if the donor doesn't benefit from it, the close contacts would probably benefit from it.  We can keep debating this on and on.  I think this is not the place or the time.
		CHAIRMAN NELSON:  Blaine.
		DR. HOLLINGER:  Yes.  I would tend to agree with that.  I don't think we have a lot of data.  Knowing the biological host system, I think that if a person becomes RNA positive, I don't think we have the data that suggests that giving gamma globulin may not be effective.  We don't have the data one way or the other.  So we can't really decide that.
		But there is a question I have on one of the issues.  You said that "because of the transient nature of the infection and the rapid development of the immune response, such donors are suitable to donate when they test non-reactive."  But I do think there's a question that's asked of every individual about whether they've ever had hepatitis and whether they can donate after that.  These patients have hepatitis.  They are HCVR, and I'll guarantee you that their ALT is going to be elevated at some point in this level, and they have hepatitis.  So that question is there.  You said that these donors, however, could go back and donate again.  That's going to be an issue.
		DR. KAPLAN:  I absolutely agree.  The question is when they can come back and donate.
		DR. HOLLINGER:  It's not a matter of when they can come back to donate.  The question is asked have you ever had hepatitis after the age of 11.  If  you said yes to that and they have hepatitis with the rules as they are stated now then they couldn't donate.
		CHAIRMAN NELSON:  Harvey.
		DR. ALTER:  Alter, non-Miriam.  For whatever arcane reasons we're here discussing HAV as a blood screening measure I think we cannot make it a public health service initiative.  This should not be couched in terms of protecting other people or protecting the donor.  It just is such a rare event.  It's not something that we should get into.  It's certainly nothing we have data for.  I have to agree with non-Harvey in her statements about this.
		This is not a new virus.  This virus has been here forever.  Hippocrates talked about it.  It's been here since the day one of transfusion.  It has never been a significant problem in recipients except in large pooled plasma products.  But it's not been for individuals.  
		If someone gets an infection and it's subclinical then it's an immunizing event which is probably beneficial.  If they get a symptomatic infection as an adult it's reportable.  As Blaine Hollinger did many years ago.  If I saw a case tomorrow I would report it to transfusion.
		We're talking about such a rare event that has not been a problem for the 50 or more years of blood transfusion.  Having a NAT test for it doesn't change the problem.  It doesn't make it a problem because we have a NAT test.  It's not a clinical problem.  It's nothing we should get into.  It's not a public health service measure.
		DR. EPSTEIN:  Well first of all I agree with Harvey because I always try to.  But I think we're getting confused.  We're not here to decide if tests for Hepatitis A and parvo should be donor screens.  Even if they are we're not here to decide if they should be part of donor suitability.  Perhaps they should only be part of labeling.  We're not here to decide if they are to be required because even if they become screens they may stay voluntary.
		None of the FDA speakers, nor I, contest the apparent fact that clinical problems from donation by positive individuals have been extremely rare. Either as problems for the donor or as problems for the recipient.  None the less what you're hearing is that because of some legitimate reasons to screen plasma for fractionation and because of some recognized risks from fractionated products that there is a voluntary movement toward performing these tests.  What we're trying to figure out is how should FDA deal with them.
		The premise that we're putting in front of you is and the reason we're bringing it today is to put on the map our intention to develop a guidance which will say that these are medical diagnostic tests that should be developed under devise approval.  That's the whole message here.  The threshold for getting there is the movement away from non-differentiated pools to identifying single individual units and therefore donors.
		Again as I said earlier we really have to distinguish between ethical issues.  If you're going to throw away a unit, don't you tell a donor.  That is a very old question.  That question in other contexts got answered yes.  If you're going to pitch units, you tell donors.  That was answered in 1985 by an NIH consensus conference.  We're just trying to say we'd like to be consistent.  Could we differ for good reason?  I suppose so.  That will be an open question at some point.  
		Also I'd like to comment, Blaine, two things about the history of hepatitis.  As you well know, the Agency has clarified in the past that we do not consider tests per se the equivalent of clinical hepatitis.  The intention of the regulation when it was framed was to capture clinical hepatitis.  So once again we're going to have to have this discussion.  
		Is HAV NAT any different?  We think it means at the very least sub-clinical hepatitis.  I wouldn't contest that.  Again I always try to agree with you.  Does that meet our standards for deferral?  The answer is no because our interpretation of the regulation which is a matter of long standing record is that we defer for a history of clinical hepatitis.
		You could have also asked me whether these test results capture the regulation that says freedom from a known transmissible disease.  That's perhaps even more difficult than the history of hepatitis to deal with in the regs.  We are going to face all of these issues.  
		I want to be clear. We're not saying today that we think that these out to be true screens in the sense that units should be tested before release and that they should be labeled and that the donor should be deferred.  We're not saying that.  We are pointing out that people are backing into a very proximate scenario and that we have to decide how to deal with it as regulators.  We think the best answer is device approvals.  It doesn't really prejudge the question of what we do with the information.  That's a debate we're going to have.
		CHAIRMAN NELSON:  I interpret the last two presentations as information for the Committee.  You don't want the Committee to really make any recommendations at this point.  This will be discussed further because there are some issues.  There are several ways it could be dealt with.
		DR. EPSTEIN:  I think the opinions of the Committee are always valuable.  We're not asking for formal guidance because we really have not fully presented the issue as Dr. Stroncek pointed out.  Our purpose here was just to signal an alert that this issue is on the radar screen.  The companies that are now engaged in NAT testing are seeking to pursue it and are resolving down to individual units have an issue to discuss with the Agency.
		DR. ALLEN:  Two quick points.  First with regard to the difference between clinical hepatitis and a positive test for hepatitis in a sub-clinical situation.  It's an important intellectual distinction.  I'm not sure that it's one that most donors would appreciate.  You've had a positive test for hepatitis but that doesn't mean you've had clinical hepatitis.  So you don't have to answer positively when they ask the question.
		Secondly with regard to notifying.  Yes I certainly agree that if you've gone down to the point that you've identified a single unit as being positive the donor has the right to have access to that information.  However in terms of what additional steps need to be taken raises a whole serious issue in terms of guidance for clinicians and practices since as Miriam Alter had pointed out most won't have the slightest idea what actually should be done.  
		I think it raises real implications for the public health community since in many instances the follow up for this sort of thing isn't handled by private physicians but by local public health departments.  I think if there are very many instances where there are notifications this could have a real impact on the public health community.  That should be considered before any decisions are made.
		CHAIRMAN NELSON:  Thank you.  There are three people that wanted to testify.  We have one more Committee update.  I think we'll do that first.  Even though I suspect that you wanted to talk about the presentations that were already given.
		This will be by Dr. Andrew Dayton.  "Guidance for Industry on Precautionary Measures to Reduce the Possible Risk of Transmission of Zoonoses by Blood and Blood Products from Xenotransplantation."
		DR. DAYTON:  Thank you for reading my five minute title.  That pretty well summarizes the talk.  Those of you who are not up to speed on xenotransplantation.  
		Xenotransplantation is basically taking an animal organ and transplanting it into a human recipient.  It can have several forms.  It can be either as a liver transplant for instance.  It can take the form of transplanted live cells which can either be just live cells or they can be encapsulated.  It could also take the form of an ex vivo perfusion.  The ex vivo perfusion could involve perfusion through an intact liver.  It could involve infusion through a set of tubes which on the other side of which are animal tissue.  The reason I point this out is sometimes there are physical barriers between the animal tissue and the human tissue or the human blood.
		Xenotransplantation presents a problem for us in terms of protecting the blood supply.  I'm not going to get into a lot of detail on this because this Committee has discussed xenotransplantation at length.  To give you the basic summary, we're very worried about unknown agents as well as known agents.  		Of course known agents that can be transmitted from animals to humans can be tested for.  Obviously unknown agents can't be.  In the back of our minds there's always the HIV model.  It's pretty clear now that there have been somewhere between three and ten transmissions from animals to humans.  That gave rise to the epidemic.
		One of the real fears in xenotransplantation is that we will reproduce something like this.  The particular problem is that in xenotransplantation you have animal material usually in an immuno-compromised host.  Most transplantation procedures involve the immunosuppression of the host.  This just is setting up a perfect situation for unknown agents to recombine, to mutate and to adapt to a new host.  The fear of us not taking action to protect the blood supply is that if there's somewhere an unknown agent could get out this would be the way it would get out.  Could I have the next slide please?
		We have recently reissued for the second time a draft guidance on how to protect the blood supply from zoonoses or the potential threat from xenotransplantation.  We've had a long series of public discussions on the issue.  We've taken the issue before several advisory committees.  
		Most notably the Xenotransplantation Sub-Committee to the Biological Response Modifiers Advisory Committee.  We've had extensive discussions with them.  We've also had extensive discussions before the Blood Products Advisory Committee.  The most recent of which was in March of 2000.
		There were quite a few issues that were discussed and voted on.  I want to highlight what are the most problematic for us.  I'm not going to go into the areas where there was a lot of consensus.
		Basically amongst other things the committee requested that we go back and redraft the questions we were proposing to be added to the questionnaire.  Again for unknown agents you can't test for them when screening blood.  Really the only way of interdicting unknown agents that could come from xenotransplantation is by either donor education or questioning the donor very carefully.
		In our last draft guidance we did have a set of questions we were proposing but the committee was not happy with them and they asked us to redraft them.  Again it was a split vote with five in favor and four against and three abstaining.
		The committee however did reject the notion of relying on educational material that's provided in the blood donor setting.  That was felt to be an ineffective method for catching of xenotransplantation donors.
		One other thing I will mention is that we are worried about donations not only by the xenotransplantation recipient, the person who actually gets the organ.  Usually they're quite sick and would be caught otherwise.  One of our big worries is about intimate contacts.  Next slide please.
		I'm going to go through the highlights of the guidance document.  The guidance document says quite clearly that you the blood industry should defer indefinitely xenotransplantation product recipients from donating whole blood and blood components including source plasma and source leukocytes.  Next slide.
		It also says that you should defer indefinitely intimate contacts of xenotransplantation product recipients from donating whole blood, blood components, including source plasma and source leukocytes.  Then it goes on to define intimate contacts a little bit more carefully although not absolutely and to give some examples.  
		Intimate contacts are persons who have engaged in activities that could result in intimate exchange of body fluids, including blood or saliva, with a xenotransplantation product recipient.  Examples of intimate contact include sexual partners, household members who share razors or toothbrushes and individuals who have had repeated exposure to blood and body fluids through percutaneous inoculation such as accidental needle stick or through contact with an open wound, non-intact skin or mucous membranes.  
		This latter provision would have the effect of catching health care workers but only those health care workers who have repeated exposure to blood and body fluids through percutaneous inoculation or across mucous membranes.  We definitely did not want to get into deferring all health care workers who deal with xenotransplantation recipients.  Next slide please.
		Those were deferral issues that I just discussed.  The document then goes on to discuss withdrawal issues which are obviously related to deferral although that's not a perfect relationship.  The document calls for withdrawal of whole blood and blood components including unpooled plasma and source leukocytes for donation by a xeno-recipient or an intimate contact.  
		It also calls for withdrawal of plasma derivatives and pooled plasma for donation by a xeno-recipient.  But it says do not withdraw plasma derivatives and pooled plasma for donation by an intimate contact.  If you notice with this last one there's a disassociation between our concepts of withdrawal and deferral.  The idea here was we wanted to avoid having a major shut down of the plasma industry if an intimate contact were to donate and it were to be found out later.
		Again it's a tough call.  You're deciding between the risks of a theoretical risk and the immediate risk of losing critical blood products.  Next slide please.
		The document generally provides for case by case exceptions to withdraw.  These are typically and it says for instance when the exposure has been across a barrier or when the exposure has been to a well characterized cell line.  We're leaving ourselves some room here to take into account developments in the field.  Do we have another slide?  Okay.
		As I mentioned we were specifically requested to come up with another set of questions for the questionnaire.  We're very grateful to BPAC member John Boyle who worked directly with the Office of Blood to reformulate some questions.  It's a very difficult issue to formulate questions because it's very hard to even explain what a xenotransplantation is.  
		Yes, it's obvious if you have a liver from a pig that you're a xenotransplantation recipient.  What if your blood has been perfused through some kind of kidney or liver machine that has cells in it.  Are you going to know about that?  As a recipient, yes, you'll probably know about that.  What about intimate contacts and sexual partners of people who have had these procedures?  Are they going to know the details?
		It's a tremendously difficult question.  Yet it was felt that there needs to be some way of presenting these donations into the blood supply.  At this point I was not involved in this part of drafting the questions.  I think they did a very superb job of taking a very difficult task and boiling it down to a fairly -- actually quite comprehensible questions.  
		First they modified an existing question in the donor questionnaire to highlight the difference between human organ transplants and animal organ transplants.  Then they added one additional question to the questionnaire.  That is a nested question.  If the answer to that is negative the donor can go on to the next questions.  If the answer to that is positive then the donor is taken off into a couple of other questions.
		Now I'm going to go to the details of those questions because the devil is in the details.  Next slide please.  The modified question is in the past 12 months have you received blood, an organ, skin graft, or other tissue transplant from a human donor.  The only thing that's new about that is "from a human donor."  It also sets up in the donors mind that there's a difference between human and animal transplants.
		The second question here is the new question.  The one that can lead to a set of nested questions.  This question reads have you, any sexual partner, or any member of your household ever had a transplant or other medical procedure that involved being exposed to organs, tissues, or living cells from an animal.  		If the answer is no, these people are not deferred on the basis of xenotransplantation.  They proceed to the next set of questions or the next question in the questionnaire.
		If the answer is yes, then the potential  donor is directed to this series of nested questions in the next slide.  Was it you, a sexual partner or some other member of your household who had a transplant or otherwise exposed to organs, tissues or cells from an animal?  If the answer is you, in other words you are the xeno-recipient, defer.  If the answer is sexual partner, defer.  It's a very clear case of worrisome intimate contact.  
		If the answer is other member of your household then you should ask the potential donor the following question.  Have you been repeatedly exposed to blood, saliva or other body fluids from these individuals through deep kissing, shared toothbrushes, razors, needles, open wounds or sores?  If the answer is yes, you should defer the potential donor.  Next slide.
		These questions are not perfect.  I think they do an incredibly good job of capturing what we want to capture.  It's hard for me to see how you could go much further in making it clear.  Although this is for draft and we're certainly open to comments and changes.  
		It will note that the current version of the questions does not focus on xeno laboratory personnel and xeno health care workers.  Consequently this group may be ineffectively identified.  On the other hand this is a group that's highly educatable as to the dangers of xenotransplantation.  This sacrifice may be necessary to achieve clarity.  Next slide.  That concludes what I have to present to you today.
		CHAIRMAN NELSON:  Thank you, Dr. Dayton.  Comments or questions from the Committee.  Okay.
		DR. DAYTON:  Oh boy.  I lucked out on that one.
		CHAIRMAN NELSON:  Yes.  Right.  We're all stumped I guess.  There were three people who wanted to testify.  First Celso Bianco, American's Blood Center.  Is Celso here?  No.  He was.  Well we'll go to Lou Katz.  You're going to give a global statement I guess.
		DR. KATZ:  Thanks, Dr. Nelson, for the time to speak.  This is an attempt for a large number of players to present a unified plan to Blood Products Advisory Committee and the FDA.  They're listed here on the slide.  I won't read them.  As I said earlier this represents our current thinking.  This is very much I think a work in progress.
		I didn't volunteer for this job to speak for this group of people.  I think I missed a meeting and got chosen.  In the end this may all revolve around the concept of "when feasible."  Can I advance them from up here?
		We know the clinical characteristics of B19.  I'm not going to go over this.  You've heard on a number of occasions from people better qualified than I.  Just to say that for all intensive purposes in terms of clinical impact this is an opportunistic pathogen.  It's impact is important in a recognized subset of potential recipients of plasma derivatives and components from whole blood donors.  Next.
		There's a large body of evidence associating infection and B19 sero-conversion in recipients of plasma derivatives especially hemophiliacs.  Also some very interesting post-marketing data from the experience of Vitex with S/D plasma which is in fact made from the plasma volunteer whole blood donors.  Clinical morbidity in these groups is nonexistent to minimal.
		Whole blood derived components have been associated with transmission only rarely.  You have the three references to the patients that I was able to find in a literature review.  In some instances there's been significant morbidity.  In others nothing requiring treatment.
		I think it's important that we all recognize the degree to which this lack of reports might represent our failure to recognize what's going on and a very passive surveillance system.  Having said that as I talk to hematologists experienced with pure red cell aplasia they believe this is an extraordinarily rare problem.  Next one please.
		For Dr. Alter, not-Miriam, here is the arcane reason why this is coming in front of the whole blood community in particular.  I think as is suggested by the list of the bullet points here, the drive to B19 testing and HAV is being driven or generated by the plasma fractionators.  Those to whom we wish to provide recovered plasma are asking for B19 and HAV NAT to reduce the load of virus in manufacturing pools below the threshold of neutralization provided by antibody in their manufacturing pools.
		I'm here today and we in the whole blood industry are here today because we are partially to a lot dependent on income derived from recovered plasma to subsidize many of our services.  The next one.
		I'm not going to go over this slide in any detail.  This is just the most recent of a lot of publications demonstrating very high prevalences of B19 DNA in both manufacturing pools and finished plasma derivatives.  While infectivity and NAT are probably not synonymous, in fact we're quite certain that they are not, it can be seen that almost a third of the manufacturing pools in this study contain levels of B19 DNA that may well be higher than the infectivity threshold that is being discussed.
		In allogeneic blood donors the situation is much different.  The estimates of prevalence are highly variable from substantially higher prevalences to substantially lower prevalences than this study from Pittsburgh.  This is I think not unexpected.  We would expect the prevalence to vary in an individual community in relationship to the periodic epidemics occurring in the general population.
		This study is frequently cited.  The point prevalence during a period of apparently average transmission in the community was 0.1 percent.  About one third of that 0.1 percent then lacked antibody.  We would expect to be capable of transmission.  
		The data is limited by small numbers and incomplete medical follow up.  I think it highlights what we believe is a very modest pathogenic potential from whole blood donors.  One out of the ten components that could be completely traced resulted in a transmission.  In this case the patient recovered without treatment from a transient hypoplastic anemia.  Next slide.
		This is the genesis of this number 10 to the 4th that you've heard as an oft cited target for viral burden and plasma pools.  The number comes essentially from this data which represents the Vitex experience with S/D plasma in post-marketing studies and has led to the in-process testing schemes that we've heard a little bit about already.  So basically the high-titer units, 7.5, 8.5 transmit.  Units with titers below 3.5 logs do not transmit.  Next slide.
		The FDA perspective you've heard a fair amount about.  I pulled most of this language out of various BPAC meetings and workshops.  There is no mandate for donor screening compared to HIV and HCV.  I think these reasons are transparent.
		Minimal demonstrable morbidity, chronicity is rare and treatable.  No chronicity with HAV.  The chronicity with B19 is related to immuno-suppressed organ transplant recipients with chronic hypoplastic anemia.  There is no window period relevant to prior collections.  
		So the goal has not been donor screening.  It's been infectivity less than an antibody neutralization threshold in the manufacturing pools which would allow regulation as an analytic tool or as we've heard an in-process control.  This requires validation of specificity, sensitivity and reproducability.  But it does not require large clinical trials which are very expensive.  It does not allow a safety claim in fact.
		In the case of B19 we're looking for less than 10 to the 4th genome equivalents in the manufacturing pool.  There is no requirement to identify individual units, but in-date components if they can be identified should be quarantined and withdrawn.  I think everybody's on the same page up to this point.
		What we propose and again this is a work in progress I'm sure as discussions including in this forum go on there will be modifications.  We're interested in phase I.  For lack of a better term I think that's the Stramer lexicon.  This is an in-process control with a 510(k) approved reagent or out source testing.  I think the Red Cross uses NGI.
		There is no resolution.  No resolution to the individual donation.  It meets the need for the derivative manufacturers.  They're what's driving this.  It meets the needs of the test developers.  In this case Gene-Probe, Chiron, and Roche Molecular Systems.
		Phase II at a later date can be discussed if a consensus develops that it's clinically desirable as donor screening with individual product interdiction.  Then we can discuss this issue of donor notification and deferral.
		The CMV model that I note at the bottom is being raised here to suggest there are clearly alternatives to donor screening with NAT to protect the at-risk recipients.  I'll expand upon that briefly on one slide later.  Next slide.
		There are no approved reagents at this point.  Everything that we're contemplating doing, we're contemplating doing on a voluntary basis.  At some point approval at some level by FDA will be required.  Pool sizes and test algorithms with regards to screening the appropriate sensitivity and in fact high-titer viremia with B19 and the appropriate sensitivity in a phase II where we might contemplate going to the individual donor are big issues.
		Are the low-titer units low-titer because there's IgG and they won't transmit or are there low-titer units that might transmit?  We will not have the protection of antibody from patients with resolved infections that we have in manufacturing pools for plasma derivatives.  So we just don't know the answer about what's right in a phase II scenario, in a scenario at which point we might start to seriously discuss donor notification and interdiction of labile components.
		Donor management and product management have raised enough hackles already today.  I think we know that this will be fully vetted as time goes on.  On my next slide I have a cartoon that shows you what we're talking about at this point.
		On top is a large pool and the red donor up in the top row there is the high-titer B19 or potentially HAV infected donor.  Minipools are made.  The size of that minipool is designed to detect 10 to the x genome equivalents that will result when a full manufacturing pool is made at the bottom in a manufacturing pool under whatever the threshold is that is chosen.  
		When that minipool 16 or 24 in the case of whole blood donors in the phase one that I think we're imagining is found to be positive generally after 42 days and after expiration of the labile components we will find that which is around which will be frozen red cells rarely I suppose.  There shouldn't be much FFP since this is about recovered plasma.  Although our ability up-front to predict what will go to recovered plasma or what won't, what will go to FFP is limited.  So there might be some FFP or some cryo floating around in a freezer somewhere.  
		We would throw that stuff away.  Then we're done.  Then we're finished.  That's phase I.  Phase II which requires discussion and decision making is a more classic donor screening algorithm with the issues starting to be crystallized today.  Phase I we need to do at some point in a relatively near future because we're dependent on an income stream from recovered plasma to subsidize the other wonderful things that we do as blood collection facilities.  Next slide.
		Just as a little bit of compare and contrast as of the middle of 2002.  The advantage of in-process control, the Phase I approach which may not be exactly precise language as we've heard Jay talk about medical decision making and whatnot, rapid implementation.  We can get this done fairly quickly in that phase I approach using 510(k) approved reagents which require validation for sensitivity, specificity and reproducability.  
		Big, complicated, expensive clinical trials are not required which is very attractive to the people we're asking to develop this testing for us.  There's less conflict with other safety initiatives that we dearly hope are coming on-line very shortly.  Most particularly approval of reagents for the PRISM instrument we hope are imminent which will add sensitivity, specificity and enhance process control to all our standard serologic testing.
		NISHOTS is Non-Infectious Serious Hazards of Transfusion.  Many blood centers and blood collection facilities in the country are now beginning to move to these more common causes of morbidity and mortality from transfusion and attempting to get our hands around them.  We can't do everything at once.  The test developers at Gen-Probe and Chiron and Roche do not feel that the cost of development of this testing is what we have classically called a donor screen as opposed to the control can be recovered without excessive investment.  
		On the other side then looking at the system issues only.  These are not automated systems.  The pressure that we've put on our test developers is for HIV and HCV to move towards full automation of the systems that are coming on-line now.  We look at that as an enormously higher priority than B19 and HAV.  These systems have no computering and labelling interfaces at this point.  We need those for the important viruses before we worry about B19 and HAV. Donor and recipient management and plate release are all issues.  Next slide.
		The CMV model, I just want to run by this.  If we look at it for B19 and HAV potentially I don't think, but B19 in particular this is to test components for high-risk patients only.  First of all most infections are benign so we don't worry about most recipients in CMV.  Endemic infections provide immunity to around half of the donor/recipient population.  The numbers for B19 and CMV are fairly close.  At-risk patients can be recognized, those with red cell disorders, pregnant women, patients with cellular immunodeficiency and particularly cellular immunodeficiency very similar to how we approach CMV.
		There are no approved reagents that would allow us to do this.  We use CMV antibody tests in a blood center routinely now.  There are tests in development for B19 both antibody assays and antigen assays that might well be suitable if the market existed to do this.  That would have to be a decision that we would proceed down this path.  
		I think probably the biggest issue is the effort -- making clinicians aware of the need to request B19 safe products.  That would likely be the biggest obstacle we face.  It would certainly require a concerted effort by the transfusion medicine community, public health agencies and specialty societies if it was going to be effective.
		The last slide is just a little bit about HAV.  Once again this is much rarer in blood donors.  You heard about source plasma at about 1:125,000.  Sue Stramer has shared some data with me that suggests in whole blood donors we're talking about 1:500,000 to 1:1,000,000 whole blood donors with HAV nucleic acid.  It is a benign disease in most patients.  There is significant morbidity in a small subset.  We've already heard from FDA that they have done some estimates looking.  We're talking about years to prevent a death.  There is no carrier state.  Transmission by components are rare. 
		Transmission by pooled derivatives is the issue.  That's why we're here.  Testing in that Phase I approach that I've outlined seems to be reasonable here.  That's all I have to say.  A number of members of the group that's been discussing this are in the audience.  I'll be happy to take the questions that I could field.
		CHAIRMAN NELSON:  Thank you, Dr. Katz.  Questions.  Yes, Jay.
		DR. EPSTEIN:  Lou, thank you.  I think that was very coherent.  Of course we'll consider the proposal.  I know you spoke on behalf of a larger group.  I would like to ask you.  Do you have an opinion on what FDA should do with test results that are resolved to the individual but which occur in essence as post-donation information?  I think that's where a lot of the controversy is coming from and you didn't touch on that.
		DR. KATZ:  Yes.  I do.  I don't know if you're asking that for the reason that I think you're asking it but I'm a clinician.  I take care of sick people all the time.  I'm really, I'm sure about B19.  I don't want to be hearing this and having to deal with this.  I'm pretty sure about HAV, but I have to think about it.
		I have a big HIV clinic or a substantial HIV clinic for one guy and a big HCV clinic.  I practice in infectious diseases.  Having thought about this a lot, this is not information that I want to be dealing with with great frequency.
		DR. EPSTEIN:  Just to comment.  There's been a tendency to equate the concept of the in-process test with a 510(k).  I just want to sound a note of caution that one has to meet the regulatory criteria for 510(k).  I think it would be more correct to say that we're on the same page down to Phase I calling it a device.
		DR. KATZ:  Yes.
		DR. EPSTEIN:  And that we have to have a discussion whether it's a PMA or it's a 510(k), whether there would be a basis to pursue de novo classification of 510(k).  The precedence would not be that there are predicate products.
		DR. KATZ:  Thank you.
		CHAIRMAN NELSON:  One of the issues you raised was the substantial difference in the prevalence of HAV between whole blood donors.  It's obvious because the plasma donors are donating more frequently.  You're more likely to catch the window period.  I was trying to translate that into how many, it looks like from your figures that we'd identify about ten of these whole blood donors per year.  Something like that.
		DR. KATZ:  I think it would be a little higher, 10 or 15 to 20 or 30 I think.
		CHAIRMAN NELSON:  But a lot more in the people who are plasmapheresed.
		DR. KATZ:  It looks to me like three or four times, four or five times as many.
		CHAIRMAN NELSON:  Right.  So that this could be an insubstantial problem.  But the other problem with the plasma, it seems like the delay would be probably longer right between the time that the person, because of the pools and all of the rest of it so that it would be even less relevant by the time you got the information.
		DR. KATZ:  Well I think the plasma fractionators have made it clear to us that they want to do this.  The reason is and particularly with HAV is there is demonstrated morbidity.  There are outbreaks of HAV associated with their products.  That is not the case for the whole blood community. Although isolated case reports exist.  We don't object to their need or their perceived need to do this.  Am I missing the question?
		CHAIRMAN NELSON:  I'm not talking about the recipient.  I certainly agree.  What I'm talking about is the donor.  In other words if we were to resolve it to individual donors then the time period with what that might take for pooled plasma products might be quite long.  Right?
		DR. KATZ:  I think their turnaround is over 30 days or longer now.  We're not anticipating being any quicker than that given our list of priorities and whatnot.  But that's one of the things.  I don't think there's a consensus yet about under the best of circumstances how fast could this be done.
		DR. KAPLAN:  Excuse me.  I would like to clarify the issue on the yields on the recovered plasma and the whole blood testing.  We took a deep look at the data that was presented at the NAT workshop in December of 2001.  We compared the sensitivity of the test.  So this 1:1,000,000 for the whole blood testing is done with a much lower sensitivity than the sensitivity used for source plasma.  I think that the real number would be 1:100,000.
		DR. KATZ:  I think Sue Stramer can address that if she wants.  It may be that this will be part of further discussions as time goes on.
		CHAIRMAN NELSON:  Actually as I recall Dr. Feinstone presented some data showing that even though there's no chronic carrier state of Hepatitis A that even after recovery and antibody presence there was some demonstrable virus.  So what you may be detecting may have no relevance to either transmission or that individual patient if with a very sensitive assay.  Maybe I'm wrong.
		DR. KAPLAN:  Absolutely.  But you have to understand that it has the potential of being transmitted.  That there are many more people walking around with HAV then the people that are transmitted through blood with it.  There are other factors.  It may be that someone that's HAV RNA positive will also have antibodies and that those levels of antibodies are enough to neutralize everything.  I agree with your statement.
		CHAIRMAN NELSON:  Sue.
		DR. STRAMER:  Yes.  I'll just address the numbers that Lou presented for the range of 1:500,000 to 1:1,000,000 or greater.  The 1:500,000 testing is actually done at the same sensitivity as the test for source plasma.  Those are the Vitex data.  Those tests are with very sensitive tests for the in-process testing for S/D plasma.  Their number is actually 1:476,000 and it represents many years of testing with millions of donations.
		The 1:1,000,000 testing would really represent only those units that as Dr. Kaplan said would be high-titer because those come out of our manufacturing tear-down screens.  The threshold of sensitivity of that is about 1,000,000 copies per mL.  So in that case we're truly detecting acute viremic units.  
		I really don't know in the threshold between 100 copies per mL and 1,000,000 copies per mL how many smoldering units would be out there.  I would think that what we detect as high-titer is really what in fact is out there.  So I do believe the number is going to rest somewhere between 1:500,000 and 1:1,000,000.
		DR. KAPLAN:  Okay.  That was done with the NGI test.  But there were other test presented at the source plasma presentations that they were done at the higher sensitivity.  Those are the ones that we're quoting, 1:100,000.  Those were higher several fold than the others.
		DR. STRAMER:  Well, three out of the four of the source manufacturers do use NGI.  The one that doesn't I believe and without getting into it has a comparable sensitivity to NGI with their ultra-centrification methods which again are comparable to NGI.  Anyway I think it will remain to be seen as we implement Phase I how the numbers really do compare.
		CHAIRMAN NELSON:  Okay.  The next presentation is Barbara Whitaker for the Plasma Protein Trade Association.
		DR. LEW:  Excuse me.  Could I just have one comment about B19?
		CHAIRMAN NELSON:  Yes.  Sure.
		DR. LEW:  Okay.  I just thought it would be worthwhile putting on the record that it's clear we don't have the data on B19 to know what type of public health impact it may have.  The studies have not been done.  I know CDC in years past tried to look at this issue with a lot less sensitive tests than now we have available.  
		I think people who are involved with transplantation recognize that it is a potential problem.  We also see it with ITP.  No longer the I because now it's been associated with parvo, people with thrombocytopenia.  It is an emerging infectious disease.  It's impact may be much greater than what we think we know at the moment.  We do have to study this better.
		CHAIRMAN NELSON:  Yes.  AIDS patients also have problems with B19.  That's from the recipients as opposed to the donor.  The issues are somewhat different I guess.  Barbara.
		MS. WHITAKER:  Thank you, Dr. Nelson.  Barbie Whitaker with the Plasma Protein Therapeutic Association.  I'm Senior Director for Standards in Certification.
		PPTA is the international trade association and standards-setting organization for the world's major producers of plasma derived and recombinant analog therapies.  Our members provide 60 percent of the world's needs for source plasma and protein therapies.  These include clotting therapies for individuals with bleeding disorders, immunoglobulins to treat complex diseases in persons with immune deficiencies, and therapies for individuals with alpha-1 anti-trypsin deficiency which typically manifests as adult onset emphysema and substantially limits life expectancy.  PPTA members are committed to assuring the safety and availability of these medically needed life-sustaining therapies.
		We are pleased to inform the Committee of the recent implementation of PPTAs voluntary standard for Parvovirus B19 Nucleic Acid Amplification Technology testing.  This is one of five critical standards in PPTAs Quality Standards of Leadership, Excellence and Assurance program, QSEAL.  The goal of our standards program is to enhance the margin of safety and quality of each and every product that reaches our consumers.  Future QSEAL initiatives include standards for plasma intermediates, plasma derived from whole blood, bioburden and protein carry-over.
		Since 1999, industry experts have collaborated on the development of this important voluntary initiative for parvovirus B19.  Throughout this process careful attention was paid to the need to balance concerns of safety and availability.  Effective January 1, of this year, 2002, all companies pursuing QSEAL certification must adhere to PPTAs voluntary standard for parvovirus B19.  In addition, all QSEAL certified companies will be recertified in the coming year and will be audited for adherence to this parvovirus B19 standard.
		Phase I of the voluntary standard requires in-process control testing of incoming source plasma by NAT for parvovirus B19 DNA.  Plasma that would result in a manufacturing pool exceeding 10 to the 5th International Units per mL is removed.  Phase II of PPTAs voluntary industry standard requires that manufacturing pools will not exceed 10 to the 5th International Units of parvovirus B19 DNA per mL by July 1, 2002.
		Parvovirus B19 is a common cause of human infections worldwide.  Approximately 50 percent of children aged 15 are seropositive, a prevalence that rises to more than 90 percent in the elderly.  The infection leads to life-long immunity.  While most infections are asymptomatic, in normal individuals the infection is characterized by a short period of viremia frequently associated with symptoms of fever, chills, headache and myalgia.  Nevertheless, there exist specific risk groups more susceptible to significant clinical disease.  PPTA developed the Parvovirus B19 standard to address concerns related to these specific risk groups as well as other consumers of plasma protein therapies.
		We believe that PPTAs voluntary standard sufficiently addresses the risk associated with this common and clinically mild infection.  Data collected from the solvent detergent plasma experience suggests that pools with titers at and higher than 10 to the 7th genome equivalents per mL were infectious; conversely, pools with titers at and lower than 10 to the 4th genome equivalents per mL were non-infectious.  However, in contrast to the solvent detergent plasma experience, fractionated plasma therapeutics undergo additional manufacturing and inactivation steps.
		Data from PPTA member companies, presented to the European Agency for the Evaluation of Medicinal Products, the EMEA, demonstrate that current manufacturing and inactivation methodologies yield from 1.0 to 6.8 log reduction factors for model parvoviruses.  For example pasteurization at 60 degrees Centigrade for 10 hours yields a 1.5 to 6.8 log reduction factor.  Dry heat at 80 degrees Centigrade for 72 hours yields a 2.0 to 4.8 log reduction.  Precipitation yields 1.0 to 5.0 log reductions.  Chromatography yields 1.0 to 6.0.  Furthermore the high prevalence of parvovirus B19 in the general population results in the presence of neutralizing antibodies in manufacturing pools.
		PPTAs inventory hold standard affords PPTA members the opportunity to perform in-process NAT testing for parvovirus B19 without negatively impacting product availability.  Under the QSEAL standard, PPTA member companies hold source plasma for a minimum of 60 days.  During this hold period, in-process testing is performed and suspect donations are identified and destroyed.  However, parvovirus infections will have already been resolved during this time.  As a result, parvovirus B19 testing is ineffective as a donor screening test because of the clinical profile of the infection.  Furthermore, due to the regulatory framework governing plasma collection and unit release, parvovirus B19 testing is impractical as a donor screening tool.  PPTAs parvovirus B19 standard effectively balances product safety and availability for consumers of plasma therapies.
		Thank you for the opportunity to present PPTAs proactive science based approach for parvovirus B19 in-process NAT testing.  The objective of establishing high standards and the quality vigilance program for plasma therapies is clear - to ensure a consistent supply of safe, high quality human plasma for the use in the manufacture of plasma protein therapeutics.  We appreciate that FDA has stated that parvovirus B19 testing is voluntary.  We hope that FDA and the Committee will afford industry and the public with a full opportunity to discuss this issue should FDA at a later date decide to change its policy regarding the voluntary status.  Thank you.
		CHAIRMAN NELSON:  Thank you.  Questions.
		COLONEL FITZPATRICK:  Maybe I misheard.  It sounded to me like your statement was supporting the status quo which is in-process control.  But you didn't address pooled or single donor testing or testing at the site of collection.  At first blush it sounds like your statement is in conflict with the industry statement because the industry seems to be saying you want them to test at the collection center before shipping you the product.  But it sounds like you're supporting doing what you're currently doing.  Could you clarify that?
		MS. WHITAKER:  I think the industry statement and they can correct me if I'm wrong is geared toward the donor management element of that.  We certainly are testing at the manufacturing level during the 60 day inventory hold.  It's not being done by individual collectors.  It's being done by the fractionators.
		COLONEL FITZPATRICK:  Right.  I got the impression from Dr. Katz that industry was going to be doing testing at the urging of the plasma industry.
		DR. KATZ:  We're talking about recovered plasma.  They're talking about source plasma.  That's the difference.
		DR. CHAMBERLAND:  But to follow up on Colonel Fitzpatrick's question.  Does the requirements for participation in the QSEAL program specify testing at the pooled or individual or individual unit level?  How is that addressed?  Your Phase I and Phase II, I don't recall having any details about how the testing would be done.
		MS. WHITAKER:  Sure.  The testing is done as an in-process test for all incoming source plasma.  So at the current time it's done in a minipool fashion and individual units are interdicted.
		DR. KATZ:  Katz.  I was being obtuse.  The people that buy our recovered plasma are asking us to do the testing.  That's the bottom line.  They won't take our stuff unless it's tested.
		DR. EPSTEIN:  I think it would be helpful to clarify what's driving FDA in all of this.  As I said earlier if there's source plasma there's no transfusable component.  If you're testing recovered plasma there are transfusible components.  
		What troubles FDA is the idea that if we create a scenario in which to have it as an in-process test means you have to delay testing past the point of identifying units and date we lose the opportunity to interdict those positive units from transfusion use.  What we're trying to do is encourage and create a scenario in which the testing can be done early in the dating period if not pre-release so that those rare positive units don't get transfused.  That's what distinguishes the whole blood setting from the source plasma setting.
		The issue of resolving to the individual donor and how to handle medical information is another dimension of this.  The real driver is we don't want testing to be delayed solely for the purpose of avoiding dealing with the positive units that are being transfused.
		DR. SIMON:  But is the plasma industry identifying donors and informing them at the present time?
		MS. WHITAKER:  No.  It is not.
		DR. EPSTEIN:  I'm sorry.  You're identifying the individual positive unit just not notifying.
		MS. WHITAKER:  We are identifying the positive unit.  We are not taking a look-back position to trace it back to the original donor and to trace that through and look for other units and so on.  We are interdicting the high-titer units.
		DR. EPSTEIN:  But they're being identified.
		DR. SIMON:  But there's no notification or counselling of donors.
		MS. WHITAKER:  No.
		DR. HOLLINGER:  Just to throw out one other thing in terms of looking at the risk that will have to be dealt with somewhere down the line is the fact that just because one unit is positive per 500,000 or 100,000 whatever the number is.  The fact is that these patients often get more than one unit of blood.  
		Even though that's a potential risk, there is going to be probably some antibody and some other units of blood that may be antibody which makes the risk actually less than what it looks like at the present time.  If you assume that 30 percent or more of other donors will have anti-HAV or other antibodies to it then you could assume that there will be some neutralization going on then too.  That's just in whole blood I'm talking about.
		DR. SIMON:  Just to clarify though, Blaine, the people who get red cells will not be getting that antibody because with the use of additives now there's virtually no plasma.  So they'd have to get either a plasma transfusion or a platelet transfusion to benefit.
		CHAIRMAN NELSON:  Other comments.
		MR. RICE:  The issue of the donor once it's been identified down to an individual unit I would think the donors whether it be source or whole blood donors have some sort of I would think innate belief that if something is discovered about them that they would be communicated with.  If the decision is to actually identify a specific medical identity of an individual's sero-status for anything and not to tell them I think that maybe up front there should be some discussion about letting them know that after we take your donation there may be some additional in-process testing which might yield specific information about you which we will not communicate back to you.  If you're not going to tell them, you should tell them that you may glean information that is specific but you're not going to relay back to them.
		CHAIRMAN NELSON:  Yes.
		DR. STRONCEK:  Getting back to Jay's question.  I guess what I heard Dr. Katz saying is that you want to move from a Phase I where you test just pools to eventually move to Phase II testing where it will result in the testing down to the individual units.  Are there technical reasons why that's not possible to do it right now?
		DR. KATZ:  I think to say that we want to move to Phase II might overstate the level of consensus in the group that I spoke for.  Having said that, yes, the technical reasons have to do with the test platforms that are developing, the computer interfaces that are developing, and the competing safety initiatives that we're interested in in our community.  Those kinds of things.  
		We just think that to implement this sort of thing which is a huge deal across the U.S., volunteer blood supply certainly right now doesn't reach on our radar screen a standard that would justify something similar to what we did for HCV and HIV in terms of down to the donor, pre-released, those sorts of things.  That discussion will go on whether we ever do all agree that it's that important or not.  The test systems and they are represented as a manufacturers here that are in development are just nowhere near that.
		CHAIRMAN NELSON:  Any other comments.  No.  If not, we'll take a break now.
		DR. BIANCO:  There's one more.
		CHAIRMAN NELSON:  Yes.  I thought your spokesperson was Lou Katz but maybe not.  You were listed as in agreement with the previous testimony.
		DR. BIANCO:  Yes I am.  I ask for time to speak about something slightly different related to the NAT testing.  I have copies of the statement that I just gave to Dr. Smallwood.  I'll have copies that I'll leave outside for the audience.  
		I want to talk for America's Blood Centers.  Our association of 75 not-for-profit, community-based blood centers that collect nearly half of the US volunteer blood donor supply.  We thank the Committee for the opportunity to speak.  I almost missed that opportunity.
		We heard this morning the CBER update on nucleic acid testing for whole blood as well as updates for other nucleic acid based tests that can further increase the safety of the blood supply.  ABC members want to use this opportunity to congratulate Gen-Probe, Chiron and the Center for Biologics Evaluation and Research for the licensure of NAT for HCV and HIV for blood donor screening.  This follows the recent licensure of the assay manufactured by NGI for the screening of source plasma.  NAT has truly been a breakthrough for the blood banking and plasma community.  This is an important milestone because it now means this powerful research tool is officially recognized as improving blood safety.  This is especially important for the millions of Americans who receive life-saving blood and blood products every year.
		However, ABC members believe that the outstanding record of improvement in blood safety achieved in the last several years is threatened by a bill recently introduced in the House of Representatives, H.R. 3580.  The bill has the short title of "Medical Device Amendments of 2001" and proposes to change radically the way FDA regulates many of our activities.  One of the proposed changes would lead to a sweeping deregulation of blood donor screening tests, by moving their review from CBER, the Center for Biologics, to the CDRH, the Center for Devices and Radiological Health, with consequent removal of all special requirements including extensive clinical trials, lot-release procedures and special labeling.  If this bill passes, IVDs for donor screening would no longer be reviewed by this Committee.  These tests would be regulated like any other clinical laboratory test.  Members of America's Blood Centers find this bill, as written currently, totally unacceptable.  I must let you know that the sponsors of the bill have been in discussion with us.  We continue negotiating changes in wording.  If it continues as it goes, it's totally unacceptable.
		Blood screening tests are used for release of a manufactured biological for transfusion into a recipient; there is no opportunity to ignore, repeat or replace the test before the transfusion and there is no opportunity to adjust clinical conduct after transfusion - the blood product cannot be removed from the recipient.  This is very different from the tests reviewed by CDRH.
		When I get a result of a clinical laboratory test that is not compatible with the clinical picture of my patient, I ask that the test be repeated at no charge by the clinical lab.  However, I cannot use my clinical judgment when a patient is infected with HIV after a blood transfusion.  I can only try to deal with the tragedy.  This bill would shift the regulatory burden from the for-profit test manufacturers to non-profit blood centers.  Blood centers would have to document that the tests approved by CDRH fulfill the regulations issued by CBER and the safety requirements demanded by the American public.
		We understand the concerns of IVD manufacturers supporting this bill through their organization called AdvaMed.  We have an incredible complex and bureaucratic and regulatory process that often makes our job extremely difficult and occasionally impedes progress.  We share the manufacturers frustration with the length of the regulatory process.  CBER is overwhelmed and short of resources.
		An example is blood centers must apply for a supplement when they add a side for a new piece of equipment or a new piece of equipment to collect platelets by apheresis.  The equipment already has 510(k) approval.  The blood center has been collecting platelets, biophoresis and autosites.  FDA approval may take from nine months to over a year.  When a blood center wants to add leuko-reduction to its manufacturing process it must submit amendments.  It takes time to approve.  
		In 1993, the blood banking organizations, America's Blood Centers at the time was the Council of Community Blood Centers, the American Association of Blood Banks and the American Blood Resources Association, now PPTA constituted a coalition for regulatory reform.  Together we proposed many changes that would standardize submissions and facilitate the review of common blood products such as red blood cells or platelets and modifications.
		CBER has made some changes.  However these changes were insufficient to deal with the backlogs and bottlenecks.  The system needs more change and needs priorities.  We recognize that change takes energy and resources.  However change must occur if we want to maintain a healthy blood system for the United States.  		Rather than transfer the responsibility for regulating blood safety related tests and devices from CBER to CDRH as called by this bill H.R. 3580 we propose that CBER be required to adopt more efficient managed review processes used by CDRH in regulating diagnostic testing and devises not used in the manufacture of blood.  In addition, CBER should be tasked to develop performance standards by approving those devices that take into account the added measures that CBER applies which are supported by the not-for-profit community.  
		This would be a win-win situation for the blood community and device manufacturers.  More importantly this is a total win for the millions of patients whose lives depend on the safety of America's blood supplies.
		A few weeks ago the first case of transmission of HIV by transfusion since the introduction of NAT under IND in '99 was recorded.  While tragic for the transfusion recipient it's important to note that this is the first reported case of transfusion transmitted HIV in three years during which time more than 13 million patients received life saving transfusions.  
		Following the AIDS tragedy of the 1980s blood centers and Congress asked the FDA for solid regulatory support to increase public confidence in the blood supply.  We got it.  We have the strictest, most demanding regulatory environment in the world.  We worked hard.  We complied with the regulatory requirements.  With help from CBER, device manufacturing industry, Public Health Service, National Institutes of Health, we achieved our major goal.
		We have I believe the safest blood supply in the world.  CBER has done an outstanding job of implementing safety of the blood and blood products in our country.  We ask that you support CBER and recommend that resources be provided to improve its processes and speed up the regulatory review without compromising safety.  
		We also ask that you express your concerns about the proposed changing venue for the review of blood donor screening tests.  From our point of view and from the point of view of blood recipients, H.R. 3580 would be a disaster.  Let's not taint the celebration of the NAT licensure with deregulating blood donor screening tests.  Thank you.
		CHAIRMAN NELSON:  Thank you.  Comments.  Questions.  Where is this bill now?
		DR. BIANCO:  The bill is in the House Energy and Commerce Committee.  It has six sponsors.  The major sponsor is Congressman Greenwood from Pennsylvania.  There are three Republicans and three Democrats.  What we were told is that this bill is on a fast track.  Dr. Hollinger.
		DR. HOLLINGER:  So where is it coming from?  Where is the pressure coming from?
		DR. BIANCO:  The bill has been proposed by the Association of Device Manufacturers, AdvaMed.  It previously was called HEMA.  It's understandably their desire to speed up the regulatory process for test licensure.
		CHAIRMAN NELSON:  Is there a way that the Committee could get a copy of this bill?
		DR. BIANCO:  Certainly.  I can make sure that you have copies.  There is a copy posted on the Library of Congress THOMAS.  I will make sure that I get by tomorrow copies to the Committee.
		CHAIRMAN NELSON:  This is the first that I've heard of it.  I think it sounds like an important issue.  Other comments.  Okay.  Thanks.
		DR. BIANCO:  Thank you I guess.
		CHAIRMAN NELSON:  We'll take a break.  It's now quarter of 11.  We'll come back at 11:15.  Off the record.
		(Whereupon, the foregoing matter went off the record at 10:47 a.m. and went back on the record at 11:10 a.m.)
		CHAIRMAN NELSON:  On the record.
		DR. SMALLWOOD:  Again may I ask the Committee members to please return to your seats?  If not, you may have to eat lunch at McDonald's.  Okay.
		CHAIRMAN NELSON:  They only serve British beef today.  The second session is an informational presentation on emergency preparedness.  The first speaker will talk about the "Strategic Plan" is Dr. Richard Lewis.
		DR. LEWIS:  Thank you, Dr. Nelson.  I appreciate the opportunity to present our plan on emergency preparedness to the Committee.  We have spoken in public about our goals previously at the PHS Advisory Committee on Blood Safety and Availability.  Our plan was part of those overall discussions.  
		Also on the agenda this morning is Dr. Stephen Nightingale who will represent the Assistant Secretary's Office who will give you an overall summary of that meeting and the outcomes of that.  I should say that the OBRR plan is part of an overall Center for Biologics plan.  The Center for Biologics plan will fit into an overall FDA plan and strategy.  The development of these plans is fluid.  However the goals and objectives that we see as important for blood and our efforts will probably remain throughout all of those plans.  If I could have the first slide.
		We see our strategic plan as having four components.  We seek to protect the blood supply, to assure that there is a continued supply, that we will take actions to appropriately treat affected individuals and recognizing that our efforts are not solitary.  There needs to be a national overall plan.  We look towards outreach activities.  The next slide.
		Each of the divisions in our office has overall missions that fit into these particular goals.  You'll hear from other representatives from the Office of Blood throughout the morning to give you details on some of those efforts.  Let's go to the next slide.
		In actions to protect the blood supply our division of blood applications, Dr. Alan Williams is leading this as the goal leader.  Manette Niu will speak about some of the activities there.  Actions to protect the blood supply is a division of emerging transfusion transmitted disease.  It will be Hira Nakhasi who will present that.  Hira will present goals in the division both research objectives to address actions to protect the blood supply as well as the policy and regulation measures that they'll be taking.  Next.
		We do have in-house research.  It has multiple objectives to develop understanding of the methods that we review, to develop an expertise for the evaluation of methods, to transfer technology of new ideas and concepts that are developed within the office as well as to address lot release testing.  Next.
		Some of the research also includes detection and donor screening as well as goals for pathogen removal and inactivation.  The pathogen removal and inactivation efforts are for both blood and blood products and plasma derivatives in this particular goal.  Although led by the Division of Emerging and Transfusion Transmitted Diseases it overlaps with the Division of Hematology and some of their efforts.
		Further donor screening and suitability policy issues include agent exposure as well as emergency release of some blood components.  We're striving to develop policies to address these issues should they arise.  As well as possible exemptions for product release in the event of shortages in an emergency situation.
		Actions to assure continued supply are in a Division of Blood applications.  This would be Alan Williams.  Efforts in his division are coordinated by Manette Niu who will be presenting some of those concepts later.  That Division and under this particular goal they're developing emergency response procedures.  These procedures seek to identify some of the possible scenarios that we might encounter in the future, both the type and the extent of those particular scenarios.
		Further attempting to develop methods to assess blood needs that might be associated with an event.  As well as determining the need for strategic reserves not only for the blood itself but for particular test kits and supplies might be necessary to provide for needed blood supplies.
		The Division of Hematology where most plasma derivatives are regulated is taking the lead under Mark Weinstein under actions to treat affected individuals.  Their goal is to develop consistent advice and reviewer guidance for any sponsors who might be developing investigational products.  That is to conceptualize particular products that might be necessary or those that are already licensed, how they might be used under appropriate conditions.  Also to provide manufacturers prioritization schemes for particular product use and to evaluate the safety of investigational products that might be necessary to use to supplement treatments with licensed products.
		Further identifying therapeutic products we do know that licensed immune globulins have been available for botulism, for anthrax and for vaccinia.  The Division of Hematology is making efforts to assure that there are sufficient storage of these particular products in the event of the need for either vaccination schemes or for therapy of affected individuals.
		Further they're evaluating inactivation methods for manufactured products.  It was mentioned some of the overlap with protecting the blood supply. To assure rapid testing and release of those licensed products that might be needed in emergencies.  As well as assisting in the evaluation of the current supplies of possible use for products.
		Again recognizing that our efforts are only a part of an overall national effort that's necessary to address emergency situations.  We are reaching to the blood industry in outreach activities.  Dr. Ed Tabor the Director in the Office of Blood is leading this.  We have been in fact interacting with the AABB task force.  You'll hear more about what the AABB task force anticipates.  Dr. Karen Lipton will be speaking next.
		We hope to interact with reagent and supply manufacturers to ensure that there are sufficient supplies of reagents and plans that are necessary as well as strategic reserves.  Interacting with other government agencies as evidenced by our presentations at the PHS Advisory Committee and their recommendations and our interactions with the Secretary's Office.
		Lastly to address transportation issues following disaster.  We have interacted with test kit and reagent manufacturers post 9/11 as well as issues for sample delivery.  We also hope to function as part of the AABB task force in that this is one of their particular goals as well.  
		This ends the overall presentation of our strategic plan.  Some of the other components that you'll hear in more detail and much more eloquently by others from the Office of Blood following.  If there's any comments on the overall plan, I'd be happy to hear them.
		CHAIRMAN NELSON:  Questions.  Thank you.
		DR. LEWIS:  Thank you, Dr. Nelson.
		CHAIRMAN NELSON:  The next is "Supply Management" by Karen Lipton.
		MS. LIPTON:  Thank you very much.  It is still morning so I'll say good morning.  I'd also like to thank you, Dr. Lewis for conferring on me that degree that my father would be very happy to know I've finally made something of myself.  He was always very disappointed that I became a lawyer instead of a doctor.
		I'm here to talk today about the AABB Inter-organizational Task Force on domestic disasters and acts of terrorism.  Could I have the next slide?  What we'll cover today is a brief outline of the background.  How the Committee and the task force got together.  Our specific recommendations that were presented to the Blood Safety and Availability Committee and a little bit about a pilot project that we had the opportunity to engage in, in Salt Lack City around the Winter Olympics.  Finally the next steps of the group.
		The AABB International Task Force was created by the AABB Board actually last October at its meeting in San Antonio under the leadership of Dr. Harvey Klein who was then the President of the organization.  The participants include many of the blood organizations, AABB, America's Blood Centers, Red Cross and Blood Centers of America.  We also had very significant and useful participation from a number of government departments and agencies including Department of Defense, HHS, CDC, FDA and FEMA.  
		We had some other participants that we though would be important to bring to the table.  They are not really part of the primary group of task force participants but they're certainly stakeholders who have been involved in the process.  Those include AdvaMed who really represents what we would call the supply chain side to the blood community, American Hospital Association and PPTA.
		The mission of the organization of the task force was very simple.  It was captured in charges to the task force.  One was to identify the components of an effective, comprehensive, national blood disaster plan.  The other was to identify opportunities for better coordination of the blood community response to disasters and to acts of terrorism.  I think we felt that after the last episodes of September 11, that we could do a better job.  We wanted to make sure that we could try to work together as a community to address those concerns.
		One of the missions of the task force also was to identify barriers to effective coordination.  Finally we wanted to look at opportunities to integrate blood disaster plan with other disaster plans.  Specifically into FEMAs response plan and also to some of the hospital disaster plans we'd seen put together by JACO.  What we recognize is that we've become a very visible part of any disaster and yet we're really a very small player in what goes on in terms of disaster response in most instances.
		There were two major findings of the task force as we started our work.  One was there were no currently identified scenarios in which the medical need for blood in a domestic disaster would be beyond the capacity of the blood organizations to respond.  I know I put that as two but I think that was very important.  During that time period we actually collected three times as much as we normally collect.  I don't think we could have sustained that a lot longer.  But we did have capacity within the system.  That was a very important fact to learn.
		I think the second thing we learned was that the single biggest issue and risk was disruption of the blood system.  Finally one thing I just want to add and it wasn't up there on the slide is we all recognized as we got into deliberations that it was the blood on the shelf of the day of the disaster that was most important than anything we could collect in the days following the disaster.  So it really leads us back again to if you really want to think about it what we really have to focus on is making sure we have blood every day in every location in the country.
		One of the reasons that we did focus on over collection as an issue was we identified a number of problems that emanated from over collection.  One was that we did have discard of untransfused units.  Not necessarily always because they were outdated but because we had so many units to process that trying to go back and in some cases recheck donor cards for donor health histories that were not complete, doing some of those other things just became not important in the rush of trying to process the blood.
		We also found anecdotally that there were increased collection error rates.  We at the AABB hope to be collecting some data around that very point.  We found that over collection actually resulted in financial losses to many of the organizations and specifically those who were most directly affected by the disaster in the New York area.
		We found we experienced some donor confusion and disenchantment.  Donors wanted to do something on the day of the disaster.  There was almost nothing we could do to prevent the donor response.  But without a clear message to donors even in advance of the disaster to let them know what our needs really were in these types of situations.  I think we had people who were trying to do something good and didn't have enough information to understand why we couldn't use all these units at the time.
		We also found that over collection clearly results in future shortages.  This is a well known phenomenon in the blood community.  If you have a disaster or something that brings donors out, you will almost certainly see a precipitous drop in the month following.
		Finally we were very concerned about the transfusion of units that had been collected under emergency conditions which were quite appropriate at the time but that ended up being transfused after those emergency conditions had elapsed and even though other units were available.  This is something that the task force has focused a lot of attention on that I think will require much education of our hospital members.  Next slide.
		I'm going to go through these specific recommendations.  For those of you who were at the Blood Safety and Availability Committee Meeting I apologize this is really a summary.  But for those of you who haven't I think it's important to review the specific recommendations.
		The first is that all actions and decisions need to be driven by medical need.  As we talk about medical need, it's the medical need that's determined by the local blood centers.  We use that as a defined term.  We think that local blood centers who are at the point of impact should have primary responsibility for determining the medical need in the community, obtaining real time estimates of anticipated casualties, assessing local inventories and then communicating with the local disaster control team.  We also have a very strong recommendation that blood needs should be calculated using pre-determined formulas.  One of our task force subgroups is right now working on that very issue.
		We also thought that we should avoid creating supply in excess of medical need.  Local blood centers we really believe should only receive their average daily distribution because further outside shipments into the area without the knowledge and consent of those local blood centers only added confusion to the issue.  We also thought that to avoid creating supply in excess of medical need it's very important to craft immediate public messages that we all coordinate together to talk to the public about the need for blood.
		We also thought that it was very important to coordinate the response with all stakeholders.  By that I mean coordinating the blood community response.  The purpose of this statement is not to disrupt the pre-existing distribution channels.  It's just to make sure that we all know what everyone else is doing, and that we really have a complete picture of what's going on in the affected disaster area.
		We thought it was very important to define lines of communication to facilitate the response.  Specifically that all communications should be forced through one Agency.  Currently the AABB is serving as that Agency not to make decisions.  Our role is purely to facilitate, to identify a place where all information goes.  Then we would be responsible for convening the task force.  The task force is then responsible for making decisions.
		We also believe that those communication networks really should be built with redundant capabilities.  We worked very hard during the Winter Olympics to define what I would call a hierarchy of communication with the potential affected parties.  So that they knew a first line was to go to phones.  Next line to cell phones.  A third line then was going to go to short wave radio, hand radio operators.  Many times we were trying to use Blackberry devices.  Next slide please.
		The fifth recommendation was that we needed to identify transportation mechanisms before the disaster.  I don't think any of us ever anticipated that on a single day all commercial flights would be grounded.  Some organizations particularly in Florida were very well prepared.  They already had advanced agreements with some of the volunteer pilots who are able to fly they call them "angel flights."  But we need to make sure that every blood center is coordinated and knows how to reach those types of organizations.
		We also did not recognize what a critical role the CDC can play for us here, in that they already have pre-existing mechanisms.  They've been working very hard with us to make sure that we can integrate into their plan and use some of their capabilities.
		We thought that we needed an integrated plan with blood collection processing needs.  By that we said we need a plan to assess the collection processing and testing supply needs of the blood collection facilities.  In the days after September 11, one of the rate-limiting factors was the availability of blood banks.  We really found that what we have now in our blood community and in the industry is just-in-time delivery.  Just-in-time delivery without thinking about some reserves for supplies may not be the way to prepare for the next disaster.
		Finally and this is very important the task force feels very strongly that any regulatory revisions must absolutely be based on medical need.  We were very concerned about the regulatory revisions relating to donor suitability, collection, testing and release of supplies.  We know that we probably need to prepare for those.  But it does create a tremendous amount of confusion and opportunity for error when we have advance regulations that are issued.  I think the other thing again that's very important is that when you find that you use those regulations to collect, you may end up with a supply where you have a choice between do I collect those that were collected under emergency conditions or do I resort to my regularly collected supply to transfuse.  Next slide please.
		We did present this program and recommendations as I said to Blood Safety and Availability.  They endorsed the task force principles and recommended that HHS be the prime vehicle to promote and coordinate a single public message.  I think Dr. Nightingale will speak about that a little bit later.  
		The AABB task force which they thought is an appropriate organization to coordinate the national response.  We have looked at the task force which is rather large and divided it into what I would call tiers.  The Tier One Task Force Response Layer involves a blood collecting organization and the FDA at this point.  They would be convened immediately.  Then it broadens out as we need to include other stakeholders.
		The ACBSA also thought it was very important that HHS fund evaluation in the development of reserves.  That's also something that Dr. Lewis spoke about.  I think we don't all have consensus of opinion around the role of reserves.  But we believe that this is something that we should be looking at.
		Also we felt it very important that the task force and its function be incorporated into FEMAs Emergency Support Function Number 8, that's the Federal Response Plan, to make sure that we have an officially recognized role.  Could I have the next slide?
		I just wanted to give you a brief overview of how this response plan works if it actually needs to be enacted.  Should a disaster act of terrorism occur the affected facility is responsible primarily for assessing the medical need for blood.  What they will then do is they assess again their medical need.  They look at their local inventories.  They are responsible then for communicating that information and the fact that a disaster has occurred to the AABB.  
		The AABB actually has a national blood exchange which has 24-7 coverage by phone and by Blackberry pagers that already is in operation every day.  They have agreed to be the prime and the first level of attempted communication.  They are then responsible for communicating within one hour to the Tier One Task Force members.  We have various ways of reaching them.
		Then the task force.  It's their responsibility to sit down, analyze the medical need, analyze the inventories that are available and to make decisions about whether we need to put shipments in to the local affected area or whether we need to send out a public message to donors about the need for blood. Finally the task force is responsible then for ensuring that the recommendations are implemented.  I want to emphasize that this is an Inter-organizational program.  So that all of the various organizations involved then are responsible for making sure within their agencies and organizations and associations that their members are following and implementing the recommendations.  May I have the next slide?
		It was really very interesting because immediately after the task force recommendations were issued we really had a unique opportunity to set up proactively a system to deal with the Winter Olympics in Salt Lake City.  Our challenge was to create a customized plan for the Olympics using the principles of the recommendations.  Representatives from the task force met before the Olympics and included the two suppliers for the Salt Lake City area.  
		It was also an interesting opportunity because we had one supplier who was virtually a 100 percent supplier.  But there was also a second supplier that was serving one hospital.  That hospital was not being served by anyone else.  Even though they might have had a minor role, they still had a role because they would be able to assess inventories in that particular hospital.
		We got the two organizations together and both suppliers readily agreed to work together to assess medical needs should an event occur, to assess their inventory and to work with the task force on a coordinated national response.  Salt Lake City, if you watched the Olympics at all, is a fairly remote area.  Redundant lines of communication were absolutely critical.  So we did establish redundant lines between AABB and Red Cross.  Both of whom had website capability, regular phone, cell phone, two separate satellite phone systems and then finally we had hand radios lined up in both locations in the event that all of those issues failed.
		Red Cross already had actually an extensive disaster plan in place in Salt Lake.  One of our roles in this was to integrate this piece into the Red Cross plan.  They had actually worked for months with the local officials and had a fairly well thought out plan, had clear lines of communication.  We all chose to work through that plan.
		The task force plan was actually integrated through the creation and distribution of a shared document with phone numbers, all sorts of contacts, again a hierarchy of contact, if you don't get this go to this default, to this default to that.  It actually involved with AABB also setting up a redundant server capability for our website in a totally separate location because we didn't want to happen what happened to New York Blood Center which is their website server and E-mail server was located in the World Trade Center.  So we wanted to make sure we were in two different locations.
		It really gave us an opportunity to test some of our assumptions and presumptions in admittedly what was an artificial situation.  In our day it's going to be extremely unlikely that we will be able to maintain that heightened state of readiness that we had.  We don't know always where the disaster is going to occur.  But it did give us I think a very successful opportunity to cooperate together.  All-in-all thankfully nothing happened.  I think it was a good experience for all the blood organizations.  Next slide please.
		Our next steps.  This was just the preliminary.  We have a lot of work ahead of us.  We came together very quickly.  I think we got a nice program together for the Olympics.  But to move this out and push this out nationally to make sure that again we are prepared in every single community and every community knows what to do and every blood center knows what to do in the event of an emergency is going to be a huge task.
		The news.  We put out press releases about the task force.  We really need to get more information out to the blood community in a very detailed format.  We are going to enlist the assistance of the Red Cross and America's Blood Centers and Blood Centers of America to make sure that this information is communicated out.  We're in the process of creating a joint letter that we'd like everyone to sign to their respective organizations talking about the plan and how important it is to participate.  
		We're also working right now to identify all possible groups that we need to work with.  One of the things that came up is it turns out that a number of the state blood associations actually have fairly comprehensive plans.  California for example is a very well prepared state.  They didn't anticipate in their plan, they hadn't thought about interstate disasters.  They're very focused intrastate.  But it gave us an opportunity to work with them and to look at their plan and see how we could integrate it.
		What we're planning to do when we get together with this is to then go to American Hospital Association and particularly JACO to make sure again that the blood plans are integrated within specific hospital plans.  Again when we get down to working with other organizations it's very important that we integrate this plan with FEMA.  We've been working with HHS to come up with appropriate language that would recognize the task force work and the role of the task force in disasters.
		Finally in our last steps the full integration of the plan really must include an SOP in every single blood center as to how to handle this.  We also hope to have those SOPs and the descriptions of the plans up on multiple websites of the different organizations so that they're easily accessible if you can't find the book.  
		We will have an operation handbook that we're putting together that will be distributed.  We think we're going to need training around this.  Finally we're going to have to have the fire drill.  So we are planning in the future to move to do that.
		I just want to close by saying there have been a number of opportunities we've had in the past.  I think we all learned from September 11.  This opportunity to work with the blood organizations and the various government organizations and some of the other health care organizations has been just a remarkably positive experience for all of us.  I can say that every organization is firmly committed to making this work.  I think it's really a tribute to all of our efforts and abilities that we can pull this off.  Thank you very much.
		CHAIRMAN NELSON:  Thank you.  Questions.
		DR. DOPPELT:  I have one question.  Could you just expand a little bit on what the collection errors were in this emergency collection system?
		MS. LIPTON:  I think where they most occurred was actually in doing donor health histories from what we can tell.  People came through.  They were taking histories.  Then at the end before you would release a unit you would go through to make sure those are accurately filled out.  They found that in some cases they weren't.  There were unchecked boxes.  What do you do with that unit at that point?  You really have to go back and track down the donor and find out what to do with it.  You can't just continue processing and transfusing that blood.  
		Dr. Klein, you had some experience in your own facility.  Actually many people don't like to talk about errors.  But Dr. Klein has been very forthcoming about the experience of his organization.
		DR. KLEIN:  Well we found about 11 percent error which are more than double what one would ordinarily see.  Most of these were in fact what one would consider minor.  Unless one went back and got the information from the donors you couldn't use the unit.  There were boxes that weren't checked off.  There were ones that were checked off that required additional information, but there was no information on the card.  There was lack of signatures.  There were deviations in physical examination where a donor might have a slightly elevated temperature but somehow that unit got through.  
		We believe that was due to the crush and the fatigue of the screeners.  Whatever it was due to clearly if one analyzes errors there was an increase in error rate.  This doesn't take into account what I consider to be the false negatives.  That is people who probably checked the wrong box but checked it so that it appeared to be appropriate.  Their unit went through the system.  I think the bottom line is mass appeals are both inefficient and unsafe.
		CHAIRMAN NELSON:  Is there any evidence of increased markers for the infectious diseases that are screened?  Hepatitis, syphilis, HIV, et cetera.
		MS. LIPTON:  That's a very good question.  It probably relates more to the fact that we had many first time donors.  First time donors will have higher marker rates.
		CHAIRMAN NELSON:  But if you looked at it as compared to previous first time donors.  Was there a difference?
		MS. LIPTON:  I would not be in a position to answer that.  Harvey.
		DR. KLEIN:  I am.  More than 60 percent of the individuals that came in to most centers were either first time donors or individuals who hadn't donated in five years or longer.  They did have an increased infectious disease marker rate, but no different than from first time donors.
		On the other hand with a tired staff and with the real push the possibility that some of these might get through by error I think was clearly a problem.  In addition to which that means that you are now expending time and effort on donors whose units are not going to be used because they're going to have infectious disease markers.
		CHAIRMAN NELSON:  And presumably the false negative rate is probably related to the true prevalence.  So that although the risk is probably pretty small it may be real.
		MS. LIPTON:  I think I'll just add one other comment.  Some of our concerns were that we were in an unusual situation where we have a testing paradigm now where we're testing by NAT.  But it's not a required test.  The concern is that some of the hospitals were actually in a position to be able to transfuse units that weren't NAT.  But there was nothing really that would preclude them from doing that.  Thank you.
		CHAIRMAN NELSON:  Thank you.  Next is Dr. Nightingale.
		DR. NIGHTINGALE:  Thank you very much.  I'm Steve Nightingale.  I'm going to discuss the outcome of the advisory committee meeting in January.  What I'm going to try to do with this presentation is to make it complimentary rather than repetitive and to try to make it as concise as possible.  May I have the next slide please?
		The way we organized the conference in January was by speaker.  We started out with Dr. Paul Schmidt, who's here.  Dr. Gilcher speaking about the historical perspectives.  Dr. Jones gave the New York experience.  Mr. Ouellette gave the Washington Metropolitan Area experience.  After that, Dr. Williams gave the FDA.  I gave the health and human services.  Dr. Linden gave the New York State Department of Health.  Colonel Fitzpatrick gave the military perspective.  I apologize to Dr. Gabastou who gave the international perspective.
		In the afternoon the presentation that Karen just summarized was given by Mr. Doddridge.  There were comments from ABC and from the Red Cross.  Dr. Squires and from Dr. Snyder from Yale University.  We had periods of industry and public comment.  Then the conclusion of the day.  Ms. Judith Chapman gave the perspective, not the perspective but she summarized the current policies in the United Kingdom on monitoring their blood supply.  And I summarized our current program.  The next slide please.
		The second day was the program that Dr. Lewis just introduced.  You'll hear a little bit more of it later.  Dr. Lewis, Dr. Tabor, Dr. Weinstein, Dr. Golding and Dr. Scott gave the presentations of the FDA plan.  At the conclusion of the meeting, I put this up because I didn't know how much time I would have this morning, what we did was we endorsed the AABB principles.  We passed four complimentary recommendations to this.  The committee did pass a resolution stressing the need to identify donors as a critical national resource.  Finally the committee very strongly endorsed the Office of Blood Research and Review strategic plan.  The next slide please.
		To cut to the chase as we say the lesson is learned.  Blood on the shelf is what counts.  You heard it before.  You'll hear it again.  There is certainly consensus behind that at this point.  
		I chose the words in the second line very carefully.  I don't know if I chose them correctly or not.  But the way I chose to summarize what I think the sense of the meeting was that the need for blood on September 11 and elsewhere was less than the need to donate blood.  Is there a need to donate blood?  This was discussed.  If you want to put it on one line, this is one way to do that.
		The third and the fourth lines I think give I think the breadth of the discussion.  I think the perspective of New York very understandably and I hope I'm capturing the essence of what Dr. Jones would say if he were he rather than me was that safety and collection cost cannot be ignored in considerations with the public health.  At the same time this is almost a quote from Dr. Gilcher, many customers emerge and all must be served.  I tried to condense a couple of hours of conversation if not more into two lines there.
		There was discussion rather than resolution about plans to convert responders to stable donors.  That is clearly an ongoing agenda item for the blood community as a whole.  There is as you just heard from Karen a very encouraging, heartening, I think to all of us, since that the blood community must and indeed can speak with one voice.  I'm taking up your time here to applaud.  Finally that planning should anticipate the unexpected.  I know that was known before.  If you'll give me the next slide I'll finish the sentence because I think it was certainly reinforced.  Next slide please.  Thank you very much.
		Here I've tried to summarize a lengthy discussion by Dr. Lewis and Dr. Epstein into two lines.  They can correct me if I missed it.  I think the core of their concern was that the policies must be adaptable to rapidly changing and uncertain situational demands.  Jay spoke very clearly about the fact that in retrospect it looked a lot simpler than it did on September 11 or even in the morning of September 12.  In the future one is going to have to anticipate a rapidly changing policy where statutory deadlines at six months a year aren't going to be much help.  
		My own perspective was that the support of the private sector by the department, because basically what the department does in FEMA is to support private sector activities.  We don't create new activities de novo right in the middle of a crisis because we do an even poorer job than anybody else would do.  If we're going to support the private sector, we need a unified private sector.  That's another reason why I'm so encouraged to be up here and perhaps repetitive in my pleasure of being able to say what I'm saying.
		Dr. Linden's if I can again summarize into two lines was that from the ground, from the state health department level disaster coordination is critically dependent on communication.  You heard that this lesson has been learned and intends to use Blackberries and emerging communication technologies and needs to stay at the forefront of our future planning.  Finally for the Department of Defense, Mike's not here, Colonel Fitzpatrick said several things.  He did remind us that the last time the battlefront was on the homeland was in the Civil War.  He concluded with a statement that I think needs further amplification by him in some form.  I would support it.  It's the need to continue and to coordinate development of blood products for disasters.  
		The last word for what we can do for victims of disasters is not hanging a bag of red cells.  There are emerging technologies.  They do seem to be moving forward.  But if one of the lessons from September 11 is that there's a certain urgency to developing those then it's a lesson well learned.  Next slide please.
		I will run through these very quickly.  I would say that the AABB, IOTF, DDAT did get an award as the best new acronym by a non-governmental organization.  The award in case your keeping track for the government organization is the acronym for the Armed Services Whole Blood Processing Laboratory.  Say it really quick and you'll get it.  Let me just cut through these because Karen just showed these slides.  I have them here.  The next slide please.  The next slide please which is the last one.
		I'm simply running through these.  Karen repeated to show that the advisory did consider and endorse them very strongly.  Could I have the next slide please?
		Again to summarize a diverse industry and a diverse public comment in three lines is a challenge.  But I'm going to stand up here and claim I think I did it because the unanimity was transportation was a problem, communication was a problem and maintaining inventory was a problem.  I don't think that we learned all the lessons that there are to learn from September 11 at least with the blood supply just in the single meeting of two days.  But the degree to which there was unanimity on the first steps was again very encouraging.  
		We did have some comments about frozen blood and blood substitutes.  But those weren't really part of the agenda.  Those were seen as separate topics.  I think that was appropriate.  Could I have the next slide please?
		We talked briefly about where the blood supply is right now.  I'm showing these right here to show roughly six months down the road what our monitoring effort has identified as the result, as the long term trends of the acute blip that we got on the 11th.  I apologize to those in the back of the room.  There are handouts but of course the handout is also pretty small.  I hope to have this on a website by the end of the month so that you can see it.  
		In any case, there were substantial rises in the two segments that we monitor.  The top segment is the three community wide blood services, Seattle, Pittsburgh and Tampa/St. Pete.  These are their actually in stock inventories.  This is not what's in the warehouse.  This is what they have distributed to the hospitals.  
		You can see that pretty well parallels the experience on the bottom which is the 26 community hospitals, the sentinels that are around the United States.  It took a while to get back to base line.  But our current monitoring effort is that we're at base line.  We have a month prior to September 11.  We have at least from August 15 to September 11.  We do this every day.  So it looks like we're stable.
		What we are trying to do right now is to decide with this background what's a trend.  At what point is the amount of blood used in Seattle, Pittsburgh and Tampa actually rising?  How do you filter out the weekly cycles and the other cycles there?  Particularly, how do you know when something's changed?  
		We're fortunate that we've recently developed collaborations with one of the very leading statisticians in the country.  I'm bragging, but he really is that good.  His name is Jay Kadane.  He's at Carnegie-Mellon Institution.  I'm very grateful for that collaboration and very hopeful that he's going to answer the question of when you continuously look at data how do you know when things are changing.  It's not a trivial question.  To run through the next of these, next slide please.
		We have been looking over the last six months for shortages.  What we do get is a lot of reports of what we're calling "near misses."  An order wasn't completely filled.  An order was delayed.  We had to get an order for an alternate supplier.  
		What we had thought was that an increased number of these might lead to what we're going to call "direct hits" which is elective surgery had to be cancelled, elective surgery had to be postponed or emergency surgery had to be postponed.  So far seven months into it we've not found one case.  The only star on the bottom is one case where a patient required AB-negative plasma.  That surgery had to be delayed for about two hours.  So as far as identifying where the shortages come either in a crisis or in the normal course of events we're not there yet because if there are shortages we're not picking them up.  Next slide please.
		We don't get data from the Red Cross or America's Blood Centers.  Perhaps we shall in the future.  Along the way what we do get data from is from 13 sentinel sites for whom ABC is the primary supplier and 13 sites around the country for whom the Red Cross is the primary supplier.  What you're seeing here is the frequency with which they report to us that either an order wasn't completely filled, an order was delayed or they had to go to an alternative supplier.  I think we have our ear to the ground at the point where we need it.  Where we're really interested is, is the blood getting to the community.  So far we at least have that track record.  Next slide please.
		This is our own version of the outdates.  So we didn't catch the outdates because most of the outdates go back to the blood centers before they're outdated.  That may change over time.  At the moment most of the blood dies back in the blood establishments rather than in the transfusion services themselves.  You can nevertheless see the bounces up there.  
		We had perhaps thought that a decrease in the outdate rate would be an early indicator of an impending shortage.  The problem is here in the American economy.  In the privatized economy if there's blood wastage we're not picking it up.  The major difference between our monitoring program and the British program right now is a major thrust of the British program is to try to minimize outdating.  That's not a problem we have.  So this may prove useful in the future.  So far it has not.  The last of these please.  One more slide please.
		We do watch the O-negatives because Dr. Bianco and others have suggested that we do so and see if O-negative isn't more sensitive.  The top is the community and the bottom is the individual hospitals.  It looked like the O-negative was dribbling down in December and January but it seems to have risen itself.  At the moment if there's something going on we're not catching it right now.  As always we're interested in suggestions of how we might catch a problem if there is one.  To move onto my conclusion please the next slide.
		The OBRR strategic plan that Dr. Lewis suggested was something that was presented and very strongly endorsed and congratulated by the advisory committee.  The next slide please.  We're to the final set of recommendations.  I think Karen went over these.  The committee did recommend the single and alternate spokesperson, the blood safety director, there's a legal precedent for this.  Next slide please.
		The second is as Karen also noted is there's some word smithing to be done with the Emergency Support Function Eight.  We're getting to that.  I have the acronym du jour there.  It's there to note that the advisory committee did support the Inter-organizational Task Force on Domestic Disasters and Terrorism should coordinate the national response of the blood community.  Next slide please.
		Furthermore the Department should fund the evaluation and potential development of blood reserves in parallel with supporting the development of ongoing programs for monitoring blood availability and shortages, including related reagents and supplies.  I thought I had this paper put to bed but in the official response it hit management and budget.  They said what are you going to use for money for this, Steve.  I think the short answer was somebody else's.
		One of the things out of the many things that I hope will come out of this meeting and the other parallel efforts is a meeting that we're planning for the International Society for Blood Transfusion in August in Vancouver is for us to get together with Britain initially and perhaps some of the European countries, Ireland.  It would be of interest to compare our shelf practices with those of Israel for example, and those efforts are ongoing.
		One last one.  I think I have one more slide.  The committee did feel strongly that we should identify donors as a critical national resource.  It should be a national goal to recognize and promote self-identification of lifetime-committed donors.  In this the Office of the Secretary certainly hopes to work with the Inter-organizational task force to compliment rather than try to duplicate their efforts in this regard.
		Last but not least by any means.  The advisory committee said the Secretary should recognize and incorporate the Office of Blood Research and Review strategic plan into the Health and Human Services response for counter-terrorism and disaster preparedness.  That's the end.  Any questions.
		CHAIRMAN NELSON:  Thank you.  Any questions or comments.
		DR. ALLEN:  This could be a question that also I could have asked of Karen Lipton when she presented.  The issue I think of collection of blood especially in an emergency situation over an extended period of time, we talked earlier about some of the errors that occurred during the donation process.  Has there been consideration given to the need to identify people that might be brought into on an extended basis if necessary to support blood collection personnel?  I think the same is true certainly within the hospitals in terms of burn out of personnel who need to be on extended hours at a time.  Particularly if we're in a situation where transportation might be disrupted and people can't even get home for a few hours at a time.  I just wonder as one aspect of the whole process is identifying some way to supplement regular personnel.  An issue that needs to be addressed.
		MS. LIPTON:  I think in an ideal world that would be a great idea.  But I think you have to recognize that because we're so highly regulated, training has to be almost done on a daily basis.  So you can't just train someone six months past and then expect them that six months later they're going to be able to step into the job and be able to perform without training, competency assessment before they even touch any of the things they're supposed to do.  So I just don't know how practical that would be in the end.
		DR. NIGHTINGALE:  I think what I would add in compliment to what Karen just said was that we did hear from the Red Cross, from New York Blood Center, from Oklahoma Blood Institute the real sacrifices that people made over the three days to meet the demands of blood recipients and particularly the demands of blood donors.  I think Gary in particular said people were pretty much around the clock from Tuesday to Saturday.  They said on Sunday, everybody go home.  Bottom line I think is that this is one of many factors and maybe even a major factor towards the conclusion number one which is the blood that counts is blood on the shelf.
		CHAIRMAN NELSON:  Thank you.  The report from the Division of Hematology, Dr. Golding.
		DR. GOLDING:  I'm thankful for this opportunity to present to this audience the work that the Division of Hematology has been doing in the realm of counter-terrorism.  This talk was actually prepared by Mark Weinstein, Dorothy Scott and myself.  To go on to the next slide.
		The strategic plans involved first forming working groups within CBER and in addition and in parallel that forming liaison groups with sister agencies, CDC, NIH and DOD to address the issues.  We need to prioritize the issues.  We've done this in accordance with CDC guidelines looking at the Category A infectious agents.  You see them listed here.  Clearly the perception is that it is a much greater threat from anthrax, smallpox and botulism than the others.  We focused most of our interest and work in these areas.  
		What I should underscore is that what we're mainly talking about here is preparation and availability of immune globulins to treat these disorders where there's a potential for benefit for immune globulins or antibodies.  I would also like to underscore that our work related to this counter-terrorism or to these agents preceded the September 11 wake up call.  We had earlier wake up calls related to the Gulf War and what was found in Iraq, and what was found in laboratories in the old USSR.  In addition to that we were involved with preparations for the Summer Olympics in 1996.  So we were thinking and doing things about this long before September 11.  Next please.
		Some potential plasma-derived products as I've indicated are mainly polyclonal antibodies from hyper-immune donors.  In other words, immune globulin intravenous products.  These products can be obtained primarily from people who have been vaccinated by the infectious agents or derivatives they're from or else they can be obtained from people who have naturally high-titer against particular organisms.  
		Another source of this material would be to immunize animals and to prepare immune globulin preparations from these animals for treatment of patients.  An interim measure would be to prepare human plasma from high-titer donors.  This we've worked on in relation to anthrax.  I'll detail this in a few minutes.  This is an interim procedure.  There are safety concerns because clearly single fresh frozen plasma units are not treated by solvent detergent or any other viral inactivation step.  Next slide.
		So production of immune globulins, you take donors of plasma for hyper-immune globulin.  What we've done and this is an algorithm to explain some of the things that we've done is we first looked through our database and look to see what products were being developed in relation to anthrax, in relation to smallpox, in relation to botulism.  What we found is that there were several INDs that were being regulated by the Office of Vaccines.  We identified the reviewers of these INDs.  
		Working with them we were able to form contacts with sister agencies who were sponsoring these INDs, such as NIH and the Department of Defense.  Then we tried to work with the various sister agencies to see if we could work with them and install a method for plasmapharizing these individuals so that plasma could be collected for development of these products.  Clearly the plasma collection would need to meet the requirements for recovered or source plasma.  Next slide.
		Some product status assessment of currently available treatments.  The questions we were asking ourselves and are still asking ourselves are how much product is currently available.  What is known about product efficacy?  This is one of the unresolved problems that I'll mention again at the end.  For most of these products we do not have a good database showing that these products are effective.  
		Then the estimation of need is part of the equation obviously.  You need to be able to calculate the number of affected individuals anticipated.  You need to calculate on the basis of the dosage by weight of individuals.  You have to consider the availability and preparedness of support of care for these individuals.  Next slide.
		Now part of the traditional role of the FDA for products has been to have assays for assigning potency in place.  This has been part of our research and development.  So that for antibodies the first screen assay is a binding assay to see if your antibody binds to your antigen.  Further along you want to have assays that can measure potency by means of in vitro neutralization and in vivo protection using various animal models starting from rodents and moving through to non-human primates.
		Again a traditional role of the FDA has been to develop potency standards.  We have been heavily involved with this in relation to bioterrorism.  So also obviously we are involved with review and regulation of INDs.  We've been working with CDC, DOD and industry in identifying potential sponsors and/or manufacturers, facilitating submission and expediting review.  Again an unresolved issue is funding.  So for many of these programs or potential programs it's important to have a source of funding.  This again is an unresolved issue for a lot of these products.  Next slide please.
		Something that we've been dealing with and which is not only driven by bioterrorism is the vaccinia immune globulin.  The reason it's not only driven by bioterrorism is that in recent years there have been many groups that have been working with vaccinia as a research tool and also for therapeutic development in inserting genes within the vaccinia that could be used either as a vaccine when it's expressed in vivo in humans or used as a therapeutic in cancer therapy.  So it's important to have vaccinia immune globulin to protect the individuals who can develop life threatening complications from vaccinia vaccination which is also used as smallpox vaccination.  
		Vaccinia immune globulin has been in very short supply.  Vaccinia immune globulin has been used to treat smallpox vaccination complications.  Supplies for massive vaccination campaign are clearly insufficient.  The vaccinia immune globulin effectiveness is based on uncontrolled studies done many years ago.  Next slide please.
		So the challenges in development of use of vaccinia immune globulin intravenous or VIGIV is to determine optimal clinical study designs.  Real treatment studies are not possible.  In the event of massive vaccination campaigns and many people suffering from the complications we would want those people to be monitored.  We could use that to ascertain efficacy, that data.  We could use that also to determine the effective serum of antibodies for treatment.
		In addition we need to assure that adequate supplies for all possible scenarios are available.  There should be a mechanism in place for delivery of VIGIV where needed.  For this particular item we work together with the CDC that have all kinds of distribution systems in place.  Next slide please.
		The current thinking related to clinical trials for licensure of VIGIV.  We think at this time that licensure should be based at least upon pharmacokinetic equivalence and safety data.  The PK data should not be inferior at the level of 0.8 to VIG given intermuscularly which is based on our historical information.  
		What we think could be invoked in this scenario is the accelerated approval which is part of the regulations.  This would allow expedited availability of product.  Also phase IV commitments to study human surrogate markets in the event of a terrorist attack.  In the case of massive smallpox vaccination and the product would then be used we would be able to monitor whether the product was effective or not.  Next slide please.
		Current thinking regarding the clinical trials containing that is that new product indications would be limited to treatment of life threatening smallpox vaccinations.  These are as designated by the CDC eczema vaccinatum.  So children or atopic individuals including adults who have eczema and are vaccinated against smallpox can develop this life threatening condition which traditionally was treated by vaccinia immune globulin.  
		The other condition progressive vaccinia would occur in individuals who are immune compromised.  During the time, the era when smallpox vaccination was standard prior to 1972 there were rare cases of progressive vaccinia.  Most of them were fatal.  A few cases did receive VIG and did recover.
		What I want to emphasize here is that the number of people around with immune compromised conditions has greatly increased in the '80s and the '90s.  I'm thinking particularly of HIV infected persons, transplant situations, chemotherapy, on and on.  This patient group and particularly this group of people who are immune compromised are particularly at risk.  Obviously they would be excluded from primary vaccination.  In any massive vaccination campaign there's a great risk of secondary infection due to contact of individuals with vaccinated siblings or family members or workers.  Next slide please.
		What are we doing in DHS requiring research?  This has been going on for several years now.  We have been developing and testing different potency assays for vaccine immune globulin products.  If you look at the second bullet down the in vitro plaque reduction neutralization assay has been the gold standard.  This is an in vitro assay.  
		What we have developed is a SCID mouse model.  These are mice that have severe combined immune deficiency and are very vulnerable to vaccinia infection.  We've been looking at the ability of various VIG products to protect these mice from vaccinia infection.  We've actually learned things which compliment and are different from what we've learned from the plaque reduction neutralization assay.
		The last bullet there.  We've developed at CBER and this has been developed in lots of vaccines a high throughput assay which is similar to the plaque reduction neutralization assay.  But it is based on an expression in vaccinia.  Next slide please.
		We also are determining levels of anti-vaccinia, antibodies in licensed IGIV products.  This might turn out to be a very important potential source of additional products that can be used to treat vaccinia life threatening complications.  In addition to hyper-immune globulin we've been looking at the standard immune globulin preparations that are licensed.  We have found that some of them do contain high enough titers to consider them for use in this situation.  We've done that using the plaque reduction neutralization assay and the using the SCID mouse model.  Certain IGIV products may serve as a potential second line agent if VIG or VIGIV, the hyper-immune globulin products are not in sufficient supply.  Next slide please.
		In addition we've been evaluating other potency assays and their relevance to the in vivo situation, the ease of use and trying to establish validation.  We have also in the process of establishing a VIG working standards which would be very important in helping new manufacturers establish the potency of the new products.  We've been looking at correlates of VIG product potency in terms of immune globulin structure in subclass, in terms of the different manufacturing processes and as these data could help to improve future products.
		We've looked at studies of high-titer immune globulins in the SCID mice as I've already referred to.  They already do have preliminary data that they can protect these mice from vaccinia.  We are starting to look at their ability to prevent vaccinia, by prophylaxis and also for pre-exposure treatment and for treatment of disseminated vaccinia.  Next slide please.
		Changing topics.  We are now going from a virus to clostridium botulinum which secretes an exotoxin, the botulinum toxin.  As you can see when we look at current supplies they are actually very limited.  There is a licensed equine product.  There are several IND products that are in the pipeline.  
		We are trying to facilitate assessibility of supplies for  civilians again working with the CDC.  We've had multiple discussions now with CDC, DOD and NIH to try and develop new products.  There are vaccinees out there that have received botulinum toxoids who could be a source of plasmapheresis and the manufacturer of new products.
		Recently the IND that was first drafted for the Olympic games in '96 was modified in preparation for the Winter Olympics.  We had to rearrange the priorities based on our new data.  Next slide please.
		Future plans related to BIG are as I referred to we are having discussions with CDC and DOD to make additional human products from vaccinees.  We need to facilitate potency testing by contract laboratories.  In addition set up those kinds of assays within the FDA.  We need to establish potency standards.  Next slide.
		Moving to another Gram-positive facility that makes exotoxins.  We've heard a lot about anthrax recently.  We know that in the recent cases of anthrax five out of 11 patients died following inhalational anthrax despite antibiotic treatment.  The vaccines. We've seen the databases.  In order to vaccinate the military it requires multiple injections with multiple boosters to maintain the levels.  
		We do think that the antibodies could play a role in treatment.  The evidence for the antibody role relates to in vitro neutralization studies and animal challenge studies done mainly in rodents.  Next slide please.
		As a response to what happened following September 11 and the anthrax scare, an Anthrax Immune Globulin Working Group was set up by the FDA actually.  But it does involve all of the sister agencies.  This working group is orchestrated by Jesse Goodman at the FDA.
		We're trying to identify vaccinees that have been treated under IND working with OVRR reviewers.  We have had discussions with our sister agencies regarding this.  IND has already been drafted and sponsored by the CDC with advise from FDA.  We currently have a research plan to provide a sheep anthrax immune globulin.  Next slide please.
		The research plan that we have developed is to study different vaccine construct and immunogens in animals.  The hypothesis driving this project is that the Stern vaccine which is USDA approved for animals includes the cell wall of the vacilis and the various toxins.  So that if you were able to generate antibodies through it you would expect a much broader antibody response and potentially greater protection against anthrax infection than using the current human vaccine which is primarily a vaccine that consists of the PA antigen or the protective antigen.
		We will choose the immunogen that elicits the highest titer from pilot studies, identify a manufacturer or sponsor to make products in animals and facilitate pre-clinical testing in mice, rabbits and hopefully monkeys when they become available, and to develop again standards and assays for this anti-vaccine immune globulin made in animals, and facilitate IND submission and product approval.  Next slide please.
		Going through the assays and standards we want and need to develop and validate in-house standards.  Alternatively we need to work with other government agencies or contracts to ensure that standards and validated assays are in place.  We need to correlate these assays to in vivo effects of the immune globulins in animals and humans.  Next slide please.
		The unresolved issues.  I've tried to repeat these several times during my talk.  The unresolved issues that need to be determined by the highest levels of government is how to provide funding for development of these products.  Coordination and prioritization involves really coordination with our sister agencies and working together with them to develop these products.  Control of product distribution relates to events that involve large numbers of people and require very hasty movement of a product from one place to another and knowledge beforehand of where the products exist.  The CDC will be very helpful with this.
		Another unresolved issue that I don't have on the slide is that for many of these products the database showing efficacy is not at all conclusive.  As far as development is concerned this is a very important priority to assure that these products are effective in well controlled studies.  Thank you for your attention.
		CHAIRMAN NELSON:  Thank you, Dr. Golding.  I have a couple of questions.  One is the botulinum anti-toxin.  Is that effective against all subtypes of botulism?
		DR. GOLDING:  Right.  I didn't go into it.  It's actually complicated because some of the products are trivalent.  Some of the products are heptavalent.  Some of the products are pentavalent.  Clearly the priority and this is what we did for the Winter Olympic Games was that we start out with a product that has all the specificities.  There is a product available under IND for all the specificities.
		CHAIRMAN NELSON:  And with regard to smallpox.  There is a drug, suldofavir (PH) and I think adefovir (PH) as well in other pox I think virus exposures has been fairly effective.  Is there any consideration of including that in the plans or further studies or anything like that?
		DR. GOLDING:  Well, I think those are important drugs to develop.  It's not part of what we do.  We are focusing mainly on the immune globulins.  There may be a point in time when we need to do combinations of immune globulins and those drugs to see if you can get synergism or additive effects.  At this stage we're focusing mainly on making the immune globulin product.
		CHAIRMAN NELSON:  I realize that the list of organisms on the Class A are a result of a lot of deliberations and many committees, et cetera.  But I'm surprised that rabies was never mentioned because with the Freo Cave (PH) experience and the bat experience we've had in the U.S. it's clear that this is an agent that can be transmitted by aerosol.  It's also highly fatal.  There are both vaccines and immune globulins available.  
		I don't want to suggest anything to terrorists.  It seems to me that this has maybe some of the characteristics even more than some of the hemorrhagic fever viruses where then evidence that they can be spread by aerosol is not convincing I think.
		DR. GOLDING:  Well I must say we have not spent a lot of time looking into that.  That doesn't seem to be high on the radar screen from the CDC point of view.  But I'll go back and try to find out more about that possibility.
		DR. SIMON:  It seems to me that the key to this area is the work with the plasma industry.  What is the status of your cooperation or work with them to encourage or to secure the development of the needed inventories of immune globulins?
		DR. GOLDING:  Well there has been discussion with the manufacturers of immune globulins even pre-dating September 11 regarding the vaccinia immune globulin.  I think part of the problem from the industry point of view is that most of these products are not regarded as commercially viable.  So there hasn't been a strong move from my perception that the industry really wants to go after this.  But I think following September 11 and discussion with the industry there's definitely a willingness to cooperate with us and other government agencies to help develop products.
		I mentioned multiple times during my talk that funding is an issue.  I think that if there was a clear statement that development of this particular product is going to be funded by the Department of Health and Human Services there may be more activity going on in this area.  At the moment the major activity that I see are government agencies trying to use vaccinees to plasmapherese them and to make products by then contacting the industry and saying we have these individuals we can plasmapherese them.  Are you willing to make a product for us?  But I don't think it's gone to the stage where we have a clear plan in place including a funding plan.  I think that's what's missing from this situation.
		DR. HOLLINGER:  Dr. Golding, the complications with vaccinia immunization are real but relatively low.  But they're still real.  The experts that have looked at this and looked at the dilution studies that are going on.  Is there any thought that there would be less complications with the 1:10 diluted vaccine than it would ordinarily?  Do they think it's going to be probably about the same?
		DR. GOLDING:  I don't know the answer to that question.  I think that if you have an immune compromised individual and you expose that individual to vaccinia even in small doses that the vaccinia is going to be able to replicate.  In order to get a take you have to have replication.  Once you have replication I would expect that an immune compromised individual is still going to be vulnerable to the consequences.  But I'm not sure.  
		I've not seen any data.  As far as I know all of those delusion studies, the people were very carefully screened to avoid giving it to any immune compromised individuals.  So I don't think they have any data to go one way or another.
		CHAIRMAN NELSON:  Other comments.  Before we break for lunch there was one person that wanted to make a statement.  
		DR. SMALLWOOD:  We have some more presentations.
		CHAIRMAN NELSON:  We do?  Where are we?
		DR. SMALLWOOD:  Here. (Indicating.)
		CHAIRMAN NELSON:  I'm sorry.  Dr. Nakhasi from the Division of Emerging and Transfusion Transmitted Diseases.
		DR. NAKHASI:  Thank you.  As the time is approaching to the lunchtime as you saw the Chairman almost forgot my speech.  Anyway I will try to be brief so that we can get out of this place soon for lunch.  No problem.
		While the projector is getting warmed up I would like to basically talk about what our division which is Division of Emerging and Transfusion Transmitted Disease and the Office of Blood Research and Review is trying to do is have a plan for the bioterrorism preparedness.  Before that, I would like to give a short synopsis of what our responsibilities as a division are and how that responsibility fits into what we are trying to achieve to be prepared in case there is a bioterrorism attack.
		I can see that this is a very strong background on that.  I apologize.  I don't think this is my slide which is looking like that.  But anyway, this is the creation of this place here.  It's okay I think.
		Basically the mission of the division is to really plan and conduct basic and applied research in the areas of development, manufacture, pathogenesis and testing of various infectious agents which can be transmitted by blood and blood products such as viral, parasitic, bacterial, obviously potential bioterrorism agents and transmissible spongiform encephalopathy agents such as prions.  
		Why are we doing this?  To make and ensure the safety of the nation's blood supply.  How do we achieve that?  By reviewing, evaluating and recommending actions such as BLAs, PMAs, INDs, and 510(k)s which you heard quite a bit this morning and develop guidances for users of blood screening and diagnostic products.  Next slide please.
		In addition to that our division task is to perform lot-release testing for approval of investigational tests and of licensed products, develop reference materials for lot-releasing testing, perform inspections of the manufacturers of licensed products and manufacturing facilities, provide scientific and technical advice to other agency and government components.  Also present issues related to the safety and efficacy of blood donor screening testing to this August Body Advisory Committee as well as to other TSE Advisory Committee meetings.  Next slide please.
		What is our strategy plan?  Looking from ground level of the DETTD strategy plan is that we have split it into two areas.  One is the policy and regulation.  Another is the research area.  
		The policy and regulation is basically to determine what we do.  What's our business of our division?  We basically are regulating donor screening and suitability test kits.  For our agents exposures and emergency release of blood components.  We are into product release.  What can we do when there are exemptions when there are bioterrorism attacks?  Also the testing.  How we make these tests sensitive and specific when these tests become available.  Next slide please.
		I will go into a little bit into the area of policy issue basically.  We are interacting with the ongoing and proposed vaccine trials to define the period of viremia and bacteremia after vaccination.  This is to ensure that when we want to vaccinate these people, the vaccinees then become available for donation, we want to determine how long the viremic period or the bacteremic period is.  After that, when they are safe for donation.
		We are also trying to develop a plan.  This we are trying to do with some of the vaccine manufacturers at this point.  We have a dialog with them.  We are encouraging them to put these to the arm to determine when the exact viremic or bacteremic period is in these vaccinees.  We also are thinking of developing a plan to see if we can vaccinate repeat donors.  If there are a cohort of dedicated donors and they are vaccinated in advance, then which can be available at the time there's an emergency so that we don't have to wait.
		Similarly because in the case of mass vaccination immuno-suppressed people would also get this vaccine in the confusion.  We would like to have a plan to see if we could while they get the vaccination they get immunoglobulins or antitoxins with these transfusions.  That's basically the policy issues that we are thinking about and how we can deal with them.  Next slide.
		With regard to and which is the major activity in our division is these test kits.  We regulate these test kits we shall use for the screening of blood donors.  Our aim is to see the performance of these test kits, specificity as well as the sensitivity.  Specificity we view through the clinical data and analytical performance as mentioned here by donor populations intended use for blood and plasma donor testing.  Analytical testing so that they are specific.  There's no interference from other agents or they do not interfere with other disease conditions.  Next slide please.
		Similarly the sensitivity of the test kit performance is important as part of the regulation.  We are developing policies with regard to the sensitive issues here which is basically again divided into clinical, analytical and reproducibility which you heard this morning about HIV issues.  Basically the clinical in sensitivity should have known positives and high risk populations, should be tested in sero-conversion panels, tested against variants.
		Analytical sensitivity should be tested in endpoint dilutions, and also against well characterized reference materials which could be developed by WHO or CBER standards.  Importantly the reproducibility of these tests in sensitivity should be tested in multiple sites, multiple operators and sero-lots, not these test kits.
		The second area which I will focus on now is in the research area.  The research area again is determined here by our mission which is to regulate the detection tests for donor screening.  In that and also how those tests could be used in the pathogen removal in blood and blood products, and removal and inactivation for plasma derivatives. 
		The third element of this research is the understanding of these agents because it's important if we do not know how these agents are transmitted by blood, it will be very difficult to really understand the whole process.  So I think that is also an important aspect.  All the components are equally important.  Next slide please.
		In the area of detection and donor screening we have developed a short range plan and a long range plan.  We are interested in having certain deliverables at a short range plan.  Then thinking of a long range process.
		In the short range plan what we think are devised rapid donor screening methods and tests to assure that affected individuals do not spread bioterrorism.  How we achieve that is to adapt previously established for example nucleic acid based tests to detect BT agents in blood.  Some of these tests have been already developed in an environmental setting and other settings but in the blood setting how we could use those tests quickly.  I will give an example of how we can do that.
		Then develop primers and possibly probes which could be used in a rather rapid way as I will show you an example in a minute.  To collaborate with other agencies to test our reagents in the system.  We already have initiated studies with Department of Defense because some of these agents are BL-4.  We need a BL-4 facility.  We cannot afford that kind of a thing.  
		What we are testing at this point are model systems.  Once these tests could be in essence tested we could then interact with the Department of Defense, while they have already told us that they have the agents which could be real agents and the facilities to test them.  Also the last thing which is a very important point is to encourage industry to submit INDs for serologic and nucleic acid based tests for blood screening and diagnosis.  Next slide please.
		This is an example of what a rapid test would look like.  In this case it's an amplification PCR basically.  You have the template and forward primer and reverse primer.  You have a probe which is fluorogenic and has a quencher as the PCR products are made.  It starts quenching.  The increase and the decrease and the release of the fluorochrome gives you the amplification.  This has been shown previously that it is quantitative.  Next slide please.
		The long range plan is to use and investigate new experimental testing methodologies to facilitate evaluation of industry methods.  Why I'm saying that is because we have already heard that industry is trying to multiplex some of these agents.  The purpose of this technology is really if we can do more than one agent could be detected simultaneously because it becomes cost effective and rapid also in some cases.  
		In that case we are developing a DNA oligonucleotide microarray for detection of these BT agents such as smallpox, plague, tularemia and sometimes anthrax.  Again the agents which I think Dr. Golding mentioned are Category A agents.  We also are interested in looking at the agents which are of special importance to the blood because of the how the asymptomatic period, how long they can be.  For example anthrax could be immediate whereas in the plague there's ten to 12 days incubation period.  So during that incubation period a person can be donating blood.  We need to be careful about that.  Next slide please.
		Basically this shows you and this is not how I made the slide, it looks totally different here.  To slide is basically the summary of the slide is here.  What we are trying to make is oligos which against these agents printed on a microslide here and develop this microarray which we are already in the process of now doing it.  Then take a blood sample which is infected with an agent or spiked with an agent or nucleic acid.  Then amplify the product from that using PCR which is attached to the fluorochrome there and in a dye.  Then using that PCR product which is labeled as a dye, hybridize to this chip.  Then find out simultaneously how many agents can be distinguished and detected at the same time.  Next slide please.
		The other area which we are trying to also understand and develop is the development of biological agents against bioterrorist agents capable of neutralizing and preventing growth.  The purpose of it is to really again if we have those biological agents for individual inactivation of these agents in blood and blood products.  Interestingly also to study the pathogens of these agents.  Next slide please.
		Sorry.  These slides.  I don't know what happened here.  You told me they are fine.  I'm sorry again.  I apologize for this.  This is basically a model system if we took the Ebola virus for example and target, it would be envelope glycoproteins of Ebola virus.  Then identify the receptor for this Ebola virus.  Then make soluble receptors which could then block the entry of this virus.  Those could be used as agents to remove a virus from blood and blood products.  Next slide please.
		What will the outcome be of all this planning here?  The outcome is to develop laboratory expertise in new technologies because we know that the new technologies coming are on the horizon.  We need to be prepared.  Utilize this expertise for evaluation of related submissions from industry.  We hope the industry will be submitting soon some of these tests.
		Those tests which we develop in-house we could transfer that technology to industry and be in a helping mode there.  Also develop lot-release testing for these things.  Understand more importantly the molecular mechanisms of pathogens of BT agents in the blood.  I think that's all I have to say.  Thank you very much.
		CHAIRMAN NELSON:  Thank you, Dr. Nakhasi.
		DR. DiMICHELE:  Thank you for a very comprehensive review of what you're planning to do.  Oftentimes the system of protecting the blood supply is two tiered:  screening and then inactivation.  Although there are some viral inactivation research proposals on the table, is there anything new with respect to bacterial inactivation for a lot of the agents that are an immediate threat and any of those applications that could be researched for the blood supply?
		DR. NAKHASI:  That's a good question.
		COURT REPORTER:  Please get closer to the microphone.
		DR. NAKHASI:  Sorry.  I got carried away.  That's a very good question.  I think we have taken some of these agents.  Our division is more interested in the detection area.  The Division of Hematology which you heard now while they are thinking of antitoxins and things like that, their goal is more towards the pathogen removal and all those things.  
		You are asking about scenarios.  There could be antibody columns which could be made against that and then passed through all certain bacterial and viral agents.  Let me go back to this viral that we have talked a little bit more than the bacterial one because that's my personal research experience as well as the group who's doing it.  Suppose for example that you have polymerase virus and molecules which combine to this polymerase and use those molecules such as antivirals and can be screened from a high throughput screening.  We'll use those molecules for poly inactivation.
		Similarly we can apply for the bacterial agents.  If you screen the bacterials with the antibacterial agents which could block the entry of this bacteria then you can be used as a pathogen --
		CHAIRMAN NELSON:  I know that there is a question on the donor deferral about have you had a vaccine.  It seems to me, was it within the last month?
		DR. SIMON:  It varies whether it's a live or not a live virus.
		CHAIRMAN NELSON:  So it's a live virus within a month.  It seems like we may need more data on some of these.  Although it's more complicated because there are certainly a lot of vaccines that people could add.
		DR. KLEIN:  That's just the issue.  The vaccines are different.  The deferral times are different depending not only on whether it's a live virus vaccine but on what the vaccine is.  As we're getting into these experiments --
		CHAIRMAN NELSON:  That's current?
		DR. KLEIN:  That's current.  Getting into the experimental vaccines that's obviously going to be even more of an issue.
		DR. NAKHASI:  Right.  Exactly.
		CHAIRMAN NELSON:  Thank you.  Final presentation in this session is Dr. Niu, Division of Blood Applications.
		DR. NIU:  Good afternoon.  While we're waiting for the slide I was asked to just say a word of introduction about who I am and what I'm doing here.  I'm a Medical Officer for the Division of Blood Applications, OBRR.  Previously my background's in infectious diseases.  I spent seven years at my previous job also in CBER in the Office of Biostatistics and Epidemiology, Vaccine Safety Branch.  Could I have the first slide please?
		Based on the experiences of 9/11, the Division of Blood Applications, DBA, is developing and implementing strategies to assure a safe, effective and adequate blood supply in the event of a national disaster.  In the next few minutes I'd like to present to you a brief outline of DBA's Emergency Preparedness Initiatives.  There are seven major components of the initiatives that will be listed on the next few slides.  Next slide please.
		The first initiative is the development of emergency response SOPs.  The SOPs are being developed to anticipate and respond to shortages of blood including blood products, supplies, and reagents which may occur under various emergency situations such as a natural disaster or bioterrorist or nuclear attack.  Other SOPs will respond to disaster scenarios in which DBA will work with the AABB Task Force in anticipating and responding to emergency situations, such as in the face of transportation disruptions where FDA can expedite lot release or determine the best strategy for use of reagents delayed in shipment.  Next slide please.
		The second major component of the initiative is preparing a strategic blood reserve assessment to establish a national emergency blood supply strategy.  The strategy will assess supply issues, such as do we have an adequate supply of blood on the shelf available in the event of a national emergency, and issues related to the establishment of depot reserves.  The plan, when completed, will be proactively shared with HHS, DOD and industry to help stimulate development.  Next slide please.
		DBA is actively involved in the next three items listed on this slide, including identification of staff with specific emergency planning and response responsibilities.  Number four, DBA has proactively participated in all AABB Counter-Terrorism Task Force Activities including discussions on emergency preparedness issues at the Olympics.  Number five, DBA is coordinating counter-terrorism-related pre-IND discussions leading to IND submissions.  Next slide please.
		DBA is also collaborating with FDA CBER's Office of Biostatistics and Epidemiology on developing a counter-terrorism risk assessment model.  Next slide.  
	The last major initiative is the development of counter-terrorism research proposals including the two examples noted here.  The first being a sero-surveillance study of exposure to bioterrorist agents in the general population.  This study is under development.
		The project I would like to spend the last few minutes of my presentation describing, which is TRANS-NET, a web-based FDA program that will monitor shortages in the nation's blood supply.  Next slide.  TRANS-NET is a web-based, user-friendly monitoring system which allows each of more than 4,500 U.S. transfusion services and 300 blood centers to voluntarily report emergency shortages of blood, blood components, supplies and reagents to the FDA.  Next slide please.
		Reports from transfusion services and blood centers will be voluntarily filed on a given day only when one of the following shortage criteria is met.  For transfusion services this would be delayed surgery, support of Rh negative patients with Rh positive blood, triage of available blood, or if more than 50 percent of blood order are unfilled.  For blood collection facilities this would be if more than 50 percent of transfusion services orders is unfilled and other criteria, yet to be determined.  Next slide please.
		TRANS-NET reports will be electronically received and mapped at a central facility where they will be both manually and electronically assessed.  The software for this program will consider both geo-spatial density and frequency of information received.  Reports will be verified and expanded through follow-up as needed.  An automated alert message will be provided to the monitor when a pre-determined threshold is reached.  Next slide please.
		Specific actions, defined in collaboration with other HHS agencies and major blood organizations, will be taken upon recognition of the shortages.  Next slide.  
		The strengths of TRANS-NET are that it receives real-time data from the entire population of U.S. transfusion-facilities.  There's easy access by users.  The system protects proprietary information and ensures confidentiality.  The system provides an automated electronic data analysis and alert function that serves as an early warning system for blood shortages around the country.  It provides a receipt or an automated acknowledgement that the information has been received.  The last slide.
		TRANS-NET compliments other HHS blood shortage assessment systems but differs from the other systems in that it was designed to measure blood shortages rather than daily inventory, and that it is a population measure rather than a sampling.  That's all.  Thank you.  Are there any questions?
		CHAIRMAN NELSON:  Thank you, Dr. Niu.  Yes.  Paul.
		DR. SCHMIDT:  In this discussion and others today earlier I never heard anything about so-called red cell substitutes.  This is a matter in the hands of the FDA.  I'm asking for some short overall picture of how the expected availability of red cell substitutes influences all of this emergency planning.
		DR. EPSTEIN:  Well I think that it would be useful both for the Committee and for the medical scientific community in general to have an update on progress at some point fairly soon.  There are a number of products that are oxygen-carrying solutions as you know based either on hemoglobins or perfluorocarbons.  
		We tend to think that red cell substitute may be a misnomer.  These compounds generally have short biologic half-lives.  Whereas they may play a role as resuscitation solutions, their actual value in averting ultimate transfusion has yet to be proven.  Although there certainly are some scenarios where that seems potentially likely, such as as adjuncts in autologous noma valemic hemodilution.  
		The FDA has held workshops to talk about both the safety considerations in development as well as the very difficult area, perhaps even more difficult area, of defining clinical endpoints and how they might relate to different product claims.  I think we share the desire to see stable, oxygen-carrying compounds available in the medical inventory where they potentially could be highly useful acutely in trauma.  But we have not gotten there yet in terms of validation through clinical trials.  Despite some early optimism, many of these compounds do have significant toxicities.  
		The FDA is very mindful about the problem of our comparing safety to blood products which although they generate a great deal of public concern because of the intrinsic risks, particularly the adventitious agents, nonetheless are remarkably safe medical therapeutics.  We're concerned that there not be any bad trade-offs because of fears about blood versus perhaps unfounded security with blood alternatives.
		So what I'm saying is that these trials have to be carefully done to make sure that these alternatives really are safe.  That's where we are.  I'm aware and I think many people are aware that the U.S. military has a keen interest in potentially developing oxygen-carriers.  We're hopeful that some of the money in the military development program could help some of the private sector industries in their development plans, help move the clinical trials along.  
		The FDA certainly has a listening ear.  We meet frequently with product sponsors.  We spend a lot of time talking about trial design and endpoints and different settings of use.  How you would compare it for example to asanguineous resuscitation fluids in settings where blood is not available.  How you would establish non-inferiority to blood where blood is available.  What would be potential indications in stable elective surgery versus in trauma?  The importance for example for a mortality endpoint in a clinical trial of trauma.  It would be nice to carry oxygen but what if more patients die?  That's not a benefit.  
		This is a very complex area.  I've given you a quick thumbnail.  We're very actively involved.  We're hoping in view of the potential importance of these products as part of first response in settings of disaster presumably linked to trauma or just linked to urgent blood need that progress could be accelerated.  We see our role as trying to facilitate that with all the caveats as stated.
		DR. STYLES:  Getting back to the TRANS-NET.  You've described what looks like a really nice system.  But you haven't elaborated on what you intended to do with it.  I guess one could say you could use this as air traffic control for the blood system eventually.  I didn't know what the long term plans on how you would utilize the information you've garnered from the system.
		DR. NIU:  Basically it's a monitoring system to attract regional and national blood shortages in the country.  Perhaps Dr. Williams has some other things to add right now.
		DR. WILLIAMS:  Alan Williams, Office of Blood.  The need to get a firm handle on the blood supply around the country both locally, regionally and nationally has been evident for some time.  There have been various systems proposed to assess it.  
		What's being proposed here is really a grassroots system which will give the individual transfusion services a voice.  When they do all they can in their normal daily routine and still can't meet their blood needs.  When the data comes in we'll be able to assess the strength of that shortage, its breadth, and over a period of time, how long lasting it is.
		What to do with that information then I think basically what we're trying to do is bring ideas together and develop a nationally coordinated plan for dealing with supply issues.  You heard Karen Lipton mention the National Blood Exchange.  This is one of the major areas for making blood available from a central site around the country.  Red Cross obviously has depots in various major cities which can do the same thing.
		The idea here is just to simply capture the need and then develop the strategies for distributing the blood to meet that need.  Additionally and it wasn't emphasized but this could also serve as a measuring system for necessary reagents and supplies for the process as well.  In that particular instance, FDA has unique ways of communicating with manufacturers that can help make these things available where they need to be via lot-release and other mechanisms.
		CHAIRMAN NELSON:  Ken.
		DR. KOFF:  I was interested in this criterion you've used of greater than 50 percent of blood orders unfilled.  How was that selected?  What is the actual number around the country?  Is it as high as greater than 50 percent?
		DR. NIU:  I'm going have to defer to Dr. Williams again.
		DR. WILLIAMS:  As Manette also mentioned this program is under development.  What we're looking for is objective criteria.  Some of this will vary according to the blood type that's being requested.  If a center can't meet its full order of O-negatives that perhaps wouldn't be unusual.  I think we need to fine tune just what the trigger points should be to be meaningful for the system.  I wouldn't say arbitrary.  I think it was a reasonable estimate of a factor that might be potentially used.  But it can be adjusted to serve as a meaningful trigger I think.
		DR. ALLEN:  A couple of questions with regard to TRANS-NET.  How soon do you anticipate that it will be operational?
		DR. NIU:  TRANS-NET is, as you know, under development.  There's still some issues about funding.  I guess we hope that within six months or so that we might have something on the ground and running.
		DR. ALLEN:  Is this intended to be an interactive system where you can communicate back and forth with the blood centers?  I gather that from what Dr. Williams was saying.
		DR. NIU:  I think that initially it's a web-based going towards the FDA.  Then with follow-up it could be interactive in that way.  Nothing is built in as of now.
		DR. ALLEN:  I certainly think the concept is commendable.  I look forward to further updates on how it's developing and how well it can be used.  This obviously fits into the broader plan of enhanced communications that has been spoken to earlier in the discussions.
		DR. SCHMIDT:  One thing that doesn't seem to appear in this is it has a concept of all blood is equal.  As far as a hospital administrator is concerned all blood isn't equal.  It's the cheapest blood that they want.  Unless you build this into what you're looking at, it fizzles out at the end.
		DR. NIU:  Thank you.
		DR. SIMON:  In terms of TRANS-NET I think the only point I would add is the adage that I was taught when I was a fellow by Dr. Eloise Giblet.  When you're out of O, you're out of blood.  I think in many of programs we forget that.  It's really the group O where the shortage largely is in the United States.  You can be sitting with plenty of A, AB and B on your shelf, and be in a disastrous situation if somebody who's group O comes in bleeding.  I would urge you to look at that as you put this together.
		I don't know if you want to go on to more general discussion.  But I guess having heard all of the presentations it seems to me that in blood we come back to the same theme that we have been on for many years.  That is the need to have a regular supply on the shelf at all times.  As Dr. Schmidt's article and his many talks on this subject have demonstrated it's uncommon for these disasters to require more blood than is generally available and to require this outpouring of donations at one point.  So it's the continuous provision.
		What seems to me the one thing that could really make a difference is the issue of the immune globulins with what we've learned about the potential biological threat that followed September 11 with regard to anthrax.  My concern is Dr. Golding's response that there was no funding to move ahead.  I think this would require a lot of money.  I guess one would have to consider how important it is to get a stockpile of these various immune globulins.  
		It seems to me in the event of a threat or a terrorist act of a biological agent one of these could be critical if we happen to choose the right ones to stockpile.  This is a program that I think if I were giving advice to the Agency that I would want to see really pushed with regard to terrorist threats.
		DR. ALLEN:  I think that's a very important comment.  Certainly this might be an issue that ought to be discussed with the CDC in the development of its pharmaceutical stockpile program.  These perhaps are components that ought to be made available as part of the 24-hour push-pack program that they have for getting urgent supplies out to states where there is a critical need.
		DR. FALLAT:  As a corollary to that question I wondered what actually is really going on right now in the form of developing immunoglobulins?  For example the military personnel that received anthrax.  There would seem to me to be a source of anthrax immune globulin.  Is there any real plan for such an activity?  I didn't hear that from any of the speakers.
		DR. GOLDING:  Well I did mention there was an Anthrax Immune Globulin Working Group which consists of all of the government agencies that have been mentioned.  That working group has gone forward in identifying vaccinees, in starting to plasmapherese them, in putting together an interim supply of FFPs until we prepare an immune globulin product.  This is proceeding and there is an IND in place.  
		There is a plan to expand this considerably because there are tens of thousands of military vaccinees who could be potential donors.  So you could theoretically at least make a very large stockpile of anthrax immune globulin from individuals who have high-titer antibody.
		What I would add is I didn't want to push it too far.  I think there is a problem with funding but it's not as if nothing is being done.  I want to correct maybe a misimpression that there is work afoot to also develop new products.  Because it's proprietary I don't think I can go into any detail.  The CDC has identified some fractionators who are willing to go ahead and make some immune globulin products for some of these agents that we've had.  They are at the very early stages of development.  My own perspective is that this is going ahead, but it would be driven much more quickly if there was a much clearer directive for all of these situations to have funding and to make it clear to industry that if they went ahead and made these products tomorrow, they started to work on them in a massive sense, that there would be funding to support their development.  
		I think there's still a ways to go to get the optimal.  I'm not saying nothing is being done.  I think quite a lot has been done especially since September 11.
		DR. NIU:  Thank you.
		CHAIRMAN NELSON:  There was one person who wanted to speak in the public hearing.  Jason Bablak from Immune Deficiency Association.
		MR. BABLAK:  Good afternoon.  My name is Jason Bablak.  I'm Vice President of the Immune Deficiency Foundation.  IDF is the national organization dedicated to improving the lives of primary immune deficient patients through research and education.  Before I start my prepared remarks I'd just like to recommend that the FDA coordinate its bioterrorism efforts with affected patient communities in an effort to quickly reach patients and doctors and other health care providers that could help with some of this research that we talked about earlier this morning.
		The threat of bioterrorism in the United States has been labeled a clear and present danger by government officials.  Smallpox, a Category A agent is of particular concern to our community.  The threat is posed not only by the smallpox agent itself but also by the public health large scale vaccination response.  Because the vaccine contains a live virus it is highly probable that many immune-compromised individuals exposed to the vaccination virus will suffer significant complications.  Additionally, the persistence of the virus in the general population and its ability to spread could pose further risk to these fragile individuals.
		Prior to the elimination of the smallpox vaccine from routine childhood immunization programs the vaccinia immune globulin preparation was used to treat complications from the vaccine.  This product is no longer in production.  The CDC has stated that, due to the limited remaining supplies of VIG, concomitant administration with the vaccine is not possible.  VIG should only be used for the treatment of the most serious or life-threatening complications.
		The IDF encourages the government to quickly develop a new product specifically designed to contain high-titers of vaccinia antibody.  In the interim we propose the following strategy to provide protection to immune-compromised individuals should a smallpox vaccination program of any dimension be implemented.  
		As mentioned earlier today, the FDA as well as some of the manufacturers of intravenous immune globulin are confirming that several of the licensed products contain detectable levels of vaccinia antibodies.  While not licensed for this application we believe that the IGIV products with vaccinia antibodies may be useful in preventing adverse consequences in immune-compromised individuals that would result from a smallpox vaccination program.  It is also likely that these products would be useful in treating complications from the smallpox vaccine in normal individuals.  I think Dr. Golding presented some data that further supported that with his SCID mice model.
		In addition to primary immunodeficient patients, individuals with HIV/AIDS, transplant patients, chemotherapy patients could also benefit from treatment with IGIV either prior to or immediately subsequent to the initiation of a smallpox vaccination program.  We strongly recommend that the U.S. Government identify and store sufficient quantities of IGIV to meet the needs of these individuals should a smallpox vaccination program be initiated.  
		The IGIV required for this purpose could be maintained by the U.S. Government in a rolling inventory and perhaps managed by a distributor familiar with the biologics market.  An initial volume of IGIV could be purchased by the government and held by the distributor.  Because IGIV is labeled for two years the inventory would need to be rotated on a three- or six-month schedule so that the stockpile of IGIV always contained in-date material.  This would also prevent the expiration of large volumes of an important therapeutic.
		The IDF believes that the current level of threat to individuals with defective immune systems mandates that the U.S. Government takes the necessary steps to implement this type of plan.  We are grateful to the FDA and HHS in general for the steps that they have identified today.  But we believe immediate action to put such a system in place to protect our fragile population will both provide a level of reassurance to these communities while at the same time provide public health officials with better options in the event of a terrorist attack with smallpox.
		We have developed the first draft of a plan to implement such a system.  We have shared it with individuals at the FDA, CDC and NIH.  We stand ready to continue to support the appropriate agencies in any way necessary to achieve these goals.  Thank you for this opportunity to speak.
		CHAIRMAN NELSON:  Thank you.  Any question or comments?
		MR. CAVANAUGH:  Yes.  I'm Dave Cavanaugh, Government Relations Staff for the Committee of Ten Thousand.  Much information has been laid out this morning starting from September 11.  I'm just here to ask that you remember the emergency response component as well as the terrorism planning component that we heard.  
		The New York Blood Center was inundated.  The error rates skyrocketed.  They pulled staff and worked them 24, 30 hours at a time.  There's nothing in the plans that we've heard for how to handle that outpouring of response.  There was only a tentative offer given during the Blood Safety Committee Meeting in January which is to have them come to give samples only for testing.  Then come back at a scheduled time  to give blood.  In other words feed people through much faster.  It was that chaos that produced the error rates that worry us a lot.  Thank you.
		CHAIRMAN NELSON:  Yes.  Toby.
		DR. SIMON:  I thought, in response to that, I did hear from Karen Lipton in particular that they're really going to work hard to match medical need and to try to preclude this situation from developing in the future.
		MR. CAVANAUGH:  What I heard in that was there would be one unified message.  I heard that.  The Assistant Secretary for Health if possible, rapidly I would imagine in order to truncate that.  But the degree of response in the blood system is one thing.  The handling of the degree of response from the community is what I'm talking about.  The scale was massive in New York.
		The presentations that Dr. Schmidt gave indicated that often supply exceeds demand by 40 times.  So something must be done about this.
		CHAIRMAN NELSON:  Karen, did you want to respond?
		MS. STRAUSS:  Donna Strauss, New York Blood Center.  Just to clarify the record, there were no people working 24 to 30 hours a day.  They did work some overtime.  We did make sure that there were ways for them to sleep and such.  There were some additional donor entry errors or rather donor omissions.  We have no reason to believe that they were not caught and that blood was not distributed.  Thank you.
		CHAIRMAN NELSON:  There are few places, even in New York, where you could work 30 hours a day.
		MS. LIPTON:  I just wanted to respond that in fact what we mean by collections should be based on medical need is that we would be educating our centers too on ways to manage donors so that they wouldn't be collecting blood in excess of medical need.  So it is part of controlling that whole issue.
		CHAIRMAN NELSON:  Okay.  Why don't we break for lunch?  It's now 1:15 p.m.  Can we be back around 2:15 p.m.?  I hear the cafeteria closes at 2:00 p.m.  Off the record.
		(Whereupon, at 1:17 p.m., the above-entitled matter recessed to reconvene at 2:15 p.m. the same day.)
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	2:28 p.m.
		DR. SMALLWOOD:  Were ready to reconvene.  Were now back on schedule and we hope to stay on schedule with everyones cooperation.  Dr. Nelson.
		CHAIRMAN NELSON:  Before we begin, Liana Harvath wanted to make an announcement of a meeting.  Im not sure that everybody in the audience has it but the BPAC members do.  Do you want to talk?
		DR. HARVATH:  Yes.  I wanted to take this opportunity to invite all of you to a public workshop entitled Immune Reconstitution After Stem Cell Transplantation.  This is a workshop that will be held at the National Institutes of Health on April 26, which is a Friday, in Mazur Auditorium in the Clinical Center.  
		We are cosponsoring with our colleagues in the Department of Transfusion Medicine here at NIH and The Heart, Lung and Blood Institute.  Weve as you know a strong commitment to better understanding both the clinical and basic aspects of immune reconstitution in the post-bone marrow transplant setting, as well as the use of these types of cellular therapies and technologies in other indications as well including viral infections and the potential in other types of transplants.
		There are brochures that were made at the Department of Transfusion Medicine.  They are outside the door here and we welcome your attendance and participation.  Thanks, on behalf of the BPAC Committee, for the chance to bring this to your attention.
		CHAIRMAN NELSON:  This afternoon we are going to talk about tattoos and body piercing and where one can go to get these procedures.  Dr. Williams will introduce the topic.
		DR. WILLIAMS:  Thank you, Ken.  The reuse of needles and other sharp objects between individuals has a long and chequered history as a mode of transmission for hepatitis, HIV and other blood borne disease agents.  But cultures change, regulations change and so do the corresponding infectious disease epidemiologic relationships.  What we would like to do is raise the issue of exposures of blood and plasma donors with respect to tattoos, acupuncture and body piercing.  Next slide please.
		Clearly tattoo, acupuncture, and skin and body piercing practices have really become a part of our mainstream culture.  There is increasing prevalence, particularly among the younger individuals, for tattooing and ear and other body piercing activities.  Acupuncture as well is growing in popularity.  
		The data with respect to current relationships to infectious disease is limited.  A large body of data shows very low to an absence of transmission related to these procedures but there are some conflicting notable studies that in fact do show  some relationships that need to be discussed as well.
		Finally there is increasing oversight by not only state, county, city and other government licensure programs but also a certification by professional and trade organizations which require many of the same standards between the two types of regulation.  Next slide.
		Characteristics of both licensure and certification programs.  I would like to thank Dr. Carolyn Young from the Rhode Island Blood Center who put together a lot of this information about programs.  They are somewhat different in some of their requirements but there are some clear elements that in common.  
		Obviously the most important is that the process itself is sterile and is based on single use or sterile equipment.  There is training of staff in terms of biohazard and epidemiology of blood-borne pathogens.  There are inspection programs.  These vary from inspection at time of licensure to annual inspection to inspection that only occurs if a complaint is received.  Many have a complaint registry so that they can track the performance of these sites.
	In terms of tattoos specifically, not only the tattoo needles are at issue but it was found that the inks themselves need to be single use as well as the cups that hold the inks and the stencils themselves.  So these are all common elements in licensure and certification programs today.  Next slide.
		Now, the FDA memo which governs this in terms of screening blood donors goes back to an April 23, 1992 memo regarding anti-HCV.  In the wording it is recommended that individuals be deferred from donating whole blood, blood components, source plasma or source leukocytes who within one year of donation have undergone acupuncture, ear piercing or tattooing in which sterile procedures were not used.  Next slide.
		This is also reflected in the AABB standards.  Here quoting from the 21st addition, that there is a 12 month deferral of donors from time of application of a tattoo, non- sterile skin penetration with instruments or equipment contaminated with blood or body fluids other than the donors own.  Next slide.
		Also reflected in the wording of the uniform donor history question in the past 12 months have you had a tattoo applied, ear or skin piercing, acupuncture, accidental needle stick or come in contact with someone elses blood?  The somewhat complex question and in fact in some sites this is also been paired with an internasal cocaine question.  So its quite a bolus of information for a donor to grasp.  
		In terms of tattooing, just a few bullets.  Current prevalence.  There is a report going back to 1993 that 16 percent of high school students had received a tattoo.  A more recent report documented 23 percent in university undergraduates with approximately equal prevalence in females and males.
		This practice of tattooing is regulated by 28 states at the state level but also regulated at the county and city level.  For instance, New York City has its own regulations regarding tattooing.
		Acupuncture.  I didnt have a figure for the number of procedures that are actually performed per year.  But I think the fact that there are 1,300 practitioners as reported by the Acupuncture Alliance, a professional association, reflects that there is quite a lot of the procedure going on in the country.  It is regulated by statute in 42 states and Washington.  The national associations do publish practice guidelines to help standardize and keep this at a fairly high level.
		In terms of comments, the acupuncture needles themselves were reclassified several years ago from Class III to Class II devices, which means that they have special controls such that the device needs to be marketed as a single use sterile product for use only by qualified practitioners.
		Skin and body piercing, also includes procedures as common as ear piercing.  Prevalence is 51 percent in university undergraduates.  About 50 percent probably reflect the females.  Its regulated by about 40 percent of states.
		A quick look at some of the corresponding regulations in place.  The Council of Europe publishes its blood-related recommendations called the Guide to the Preparation, Use and Quality Assurance of Blood Components.  In the 1998 edition, the wording was since your last donation or in the previous 12 months have you had body piercing, tattoo and/or acupuncture other than by a registered practitioner.  
		The Council of Europe actually tightened this up a little bit so that by the 8th edition, acupuncture treatment by anyone other than registered practitioner remained but any body piercing and/or tattoo procedure was separated out from procedures acceptable when done by a registered practitioner.  So a little bit of tightening up.
		Another useful document is the German Guide to Inspections for Source Plasma Establishments.  Their policy currently is any piercing of the body or tattoos should be clearly documented in the donor record file including the location on the body and the date of receiving the procedure.  If no proof can be brought along that acupuncture, tattoos or body piercing were performed under sterile conditions the donor needs to be temporarily rejected.  I think as note of a fact that simply certification issued by the tattoo studio or other establishment is not in itself acceptable as proof of a sterile procedure.
		Other considerations I think the committee should be thinking about is just because something is licensed or regulated doesnt mean that the controls are particularly tight.  I think one needs to keep in mind the effectiveness of regulation and certification programs.  There are varying levels of qualification to get a license, inspection and enforcement.
		This actually relates to how the blood center can make the assessment as to the type of procedure performed.  How would a blood center determine that a tattoo, acupuncture or body piercing procedure was in fact sterile.  Could they keep a registry of licensed regulated facilities and refer to that list?  Could they take the donor's word for it?  Could they take a certificate of some sort?  There are various potential ways that can be used with varying degrees of reliability.  So that is a point to consider.
		Also to consider is that while tattoo, acupuncture and body piercing is increasing regulated in the country, there certainly are some unlicensed, unregulated practices going on, as well as procedures going on outside of the United States.  So I think that the committee needs to be aware that a donor could appear who has had a procedure outside of the country.
		To address the issue, we have two speakers with some very extensive and interesting data.  Dr. Miriam Alter, a well-known hepatitis epidemiologist from the Division of Viral Hepatitis at CDC, is going to present some of the later CDC surveillance data with respect to hepatitis as well as review the current literature for these practices.  
		Also Dr. Sharon Orton, who just joined the FDA after employment with the American Red Cross and after being a co-principal investigator on the REDS study.  Sharon is actually going to present some preliminary information from three studies that she was involved in.  
		The first two are Red Cross related, one dealing with test markers in donors who return after being deferred for tattoo and other related parental exposures and the second being actually an interview study with donors who were found to be NAT only for HCV.  She will also present data from the REDS study from some survey research which also addresses the topic.  Next slide.
		Finally, this isnt just simply for your education.  We are going to ask you some questions.  The first three questions are obviously fairly repetitive for the three procedures.  Does the committee recommend that donors be deferred who have a history within one year of donation of tattooing in which sterile procedures were not used?  Thats the current deferral.  Same question applies for skin and body piercing.  Same question applies for acupuncture.  Next.
		Then forth, if yes to any of the above, i.e., the deferral should be retained, does the committee recommend that blood donor deferral be modified by the termination that a tattoo, acupuncture or skin or body piercing procedure was performed in a facility operating under state or local licensure or trade association certification?  Thank you.
		CHAIRMAN NELSON:  Yes.
		DR. CHAMBERLAND:  Alan, do you have any more information regarding the situation in Germany?  Specifically, is any further guidance provided as to what would be acceptable in terms of documentation that a procedure was done under sterile conditions?  You said simply providing a piece of paper stating where the tattoo was done and whether the location was in some way certified or licensed was inadequate.  I was just curious if they had any more specifics attached to that.
		DR. WILLIAMS:  Thats a good question, Mary.  Thats actually as I mentioned from an inspection guideline so, Judy, youre close to that document.  Do you happen to know if they offer any definitive means of determining that?
		AUDIENCE MEMBER:  The document itself didnt offer any definitives or an alternative piece of information or data as proof that the procedure was sterile.  My anecdotal information is that the centers have found that its difficult to reach the standard of what the Germans want in their inspection guide because to them it implies that they may have to go to the facility and perform inspections themselves to prove that it is sterile since the Europeans and the Germans specifically will not take the certificate from the tattooing or piercing center.  It is problematic for the blood and plasma centers because theres a simplification that something more on the shoulders of the center needs to be done.  It wasnt defined in the document.**MN STOP**
		MR. BRENSDOR:  Roger Brensdor with Biolife Plasma Services.  Were currently inspected by the German health authorities to retain certification to supply plasma to some of our European customers.  Its our understanding through the inspector that they do require us to actually physically inspect the tattoo parlor or the piercing facility in order to accept donors from that facility.
		DR. SIMON:  Roger, it was my understanding that they would accept a state licensure by a public health agency.  They or that inspection?
		MR. BRENSDOR:  Toby, at least the last time we spoke with them, they actually expected us to inspect the facilities.
		CHAIRMAN NELSON:  You went over past the current donor deferral question.  It doesnt mention licensed facility but does it mention under sterile or non sterile condition it was my impression that just a tattoo within the last year was sufficient for deferral.  Am I wrong on this?
		DR. WILLIAMS:  I think tattoo itself, and I may be mistaken, is a reason for deferral.  And as far as piercing procedures, its under non sterile conditions.
Jays nodding so thats correct.
		DR. HOLLINGER:  Alan, also in Germany is it also for 12 months though if they dont have that certificate?  Is that correct?
		DR. WILLIAMS:  Thats correct.
		DR. HOLLINGER:  Do we have any idea at least there how many donors actually come with a piece of paper in their hand that said theyve had a tattoo within that 12 month period of time?  Is this a big number or a small number?
		DR. WILLIAMS:  I dont know that.
		DR. STYLES:  In the one slide you showed about the European council you said they had initially adopted guidelines which allowed them to donate if they had documentation.  But then you said they tightened up their guidelines as early as the beginning of this year.  Do you have any data as to why they did that?  Did their experience show them that possibly allowing it as such is suggested in your questions here resulted in unfavorable acquisitions?
		DR. WILLIAMS:  I don't have data to say why the change was made.  One potential explanation would be harmonization with the U.S. regulations.  I don't know that that's the case but it would be one potential explanation.  I think the data fairly uniformly do not document transmission that it has been detected in the blood donor setting.  I think those data would emerge if they were available.  But I don't know the definitive answer.
		CHAIRMAN NELSON:  Thanks.  Dr. Alter.
		DR. ALTER:  Thank you, Ken.  Im going to attempt today to review all of the data I could find on studies that have evaluated the risk of HCV infection related to tattooing and body piercing as well as acupuncture.  Where possible, I am also providing the more limited data on studies that have evaluated HBV related to these procedures as well. 
		Since this presentation was posted on the FDA website and since the committee have received their copies, I have revised it slightly.  So you may find that as you follow along my presentation doesnt follow with your handout but Linda Smallwood has assured me that the revised handout will be available. Next slide.
		In discussing these data, I want to present them in the context of the methodology that was used to perform the study and analyze the results.  What I think happens is that once something is published you read the abstract, you come away with the message that the author wants you to have, and then you repeat it.  In fact, we all know that not everything thats published is accurate.  Not everything thats published applies to in one population applies to other populations.
		So Im going to I hope not belabor but provide an appropriate context for evaluating the usefulness of each of the studies that has been done.  While I know that everyone here is very familiar with this I will review it very briefly.
		The studies that we would all like to do are cohort or prospective studies because they provide a direct estimate of the risk.  In these studies the presence of an exposure is determined in the population and then the entire sample is followed.  Then you measure the incidence of disease in those with or without the exposure.  Common examples of this include the post transfusion hepatitis studies that were done in the late 60s and early 70s, studies of perinatal transmission of HBV, HIV, HCV, et cetera.
		The second group of studies are case control studies or retrospective studies.  I think there is actually some confusion about the nature of these studies.  In fact these give an indirect estimate of risk if certain assumptions are met.  The way in which this is supposed to be conducted is often misconstrued.  You can only actually call it a case control study and have an odds ratio as an indirect estimate of the risk if you are measuring the history of exposure before the onset of disease.
	So you select your sample based on the presence or absence of disease.  You look at cases of acute Hepatitis C and you select controls.  Then you get a history of the different exposures from the cases and the controls.  But you know when the onset of disease was so you know when to ask about the exposures.  		This is actually very different from what people commonly call case control studies in cross sectional or prevalence using cross sectional or prevalence methodology.  In these studies while you determine the presence of disease in a sample of the population similar to a case control study, the temporal sequence of exposure relative to the disease is unknown.
		For example, when you are looking at history of lifetime risk factors among blood donors who test positive for anti-HCV, they obviously have had infection for an unknown period of time.  We take histories asking them about everything theyve ever done in their lives.  
		Even these studies can vary.  There are cross sectional studies where the proportion of cases with a history of exposure is compared with non-cases and usually the strength of the association is measured by a prevalence odds ratio.  Or you can look at the prevalence of disease and compare it for those with and without the exposure.  More similar to the cohort approach and you get a prevalence ratio.
		Again its the accuracy, I suppose, of or the ability to determine the temporal sequence between the exposure and the infection that really affects the strength of the association or the validity of the results.  Next slide.
		In fact, if we look at cohort and case control studies of acute disease, these are the only risk factors that have been associated with acquiring HCV in the United States:  transfusions or transplants from infected donors, injecting drug use, occupational blood exposure primarily in needle sticks, birth to an infected mother, having an infected sex partner and having multiple heterosexual partners.  This is a fairly similar list for Hepatitis B virus although HBV is much more efficiently transmitted in many of these settings particularly those involving small doses or mucosal exposure.  Also there are a few other risk factors weve identified for HBV.  Next slide.
		However there are other ways in which you get Hepatitis B and Hepatitis C even if you cant demonstrate an association or a risk in an epidemiologic study.  In fact a lot of these are related to health care procedures.  No matter how many studies we do we will never find an association in this country with a health care procedure and sporadic or background infections.  
		You go and you take 500 donors or 500 patients with chronic liver disease.  You get a history of their exposures.  We will never show that they are more likely to have injections or medical care procedures in the U.S. than people without the disease.
		We do identify these associations in the  context of outbreaks.  We have had outbreaks associated with the transmission of HBV from contaminated equipment in hemodialysis settings and in one instance from electrodes that were used for EEG.  More commonly involving unsafe injection practices including contaminated finger stick devices, multi dose medication vials, contaminated jet injectors, reuse of needles in a dermatology practice, acupuncture and most recently involving therapeutic injections given in a private physicians office again through the reuse of needles and multi dose vials.
		For HCV, we have fewer instances but they do involve similar circumstances.  Again transmission in outbreaks has been identified in hemodialysis settings as well as due to unsafe injection practices, plasmapheresis setting which was many many years ago before Hepatitis C was ever identified, multiple dose medication vials in both hospital and private office settings and one incident of home infusion therapy.
		So that these can occur but because they are fairly rare events, its very difficult to find an association when doing an epidemiologic study of background cases.  Next slide.
		Based on the information that we have obtained from cohort and case control studies of acute disease, most of the individuals alive today with Hepatitis C acquired their infection from injecting drug use, about 60 percent.  Many of these may not be habitual drug users.  They may have experimented at some time in the past.  About 10 percent acquired their infection from transfusion before screening.
		Then we have the other 30 percent.  While I dont think there is too much argument about the IDU and transfusion risk factors, there is a great deal of argument about the rest.  We have estimated that about 15 percent are the result of sexual exposures.  Five percent represent transmission in hemodialysis units, occupational and perinatal exposures together.  Then about 10 percent we cant identify a known source for the infection.  Remember we are looking at general fairly recent time periods.
		Actually we have a very similar group of unknowns for HBV as well even after intensive questioning.  Of course, there is always one for HIV also but I dont know that we are ever really going to be able to determine what the source of these individuals infection was.
		Given that background, Im now going to review the studies that have been performed to identify the additional risk factors that have been hypothesized to result in transmission of Hepatitis B or Hepatitis C.  Next slide.
		This summarizes two case control studies performed between 1979 and 1985 of acute Hepatitis C.  The cases are acute Hepatitis C and the controls are either healthy individuals from the general population that were matched or individuals seen for other primary care conditions in the same settings as the cases.  For the purposes of today, I just want to focus on the ear piercing, tattooing and acupuncture in which no differences in the frequency with which the histories were reported occurred between the cases and the controls.  Controls were just as likely to report a history of ear piercing, tattooing and acupuncture as was the control group.  Next slide.
		All studies have limitations.  Obviously as I mentioned before case control studies in particular will not detect rare events.  So lets say it occurs one percent of the time.  There is no study that will ever be able to detect a difference if it only occurs one percent of the time.  
		In addition as I mentioned before it doesnt directly measure risk.  In order for the odds ratio to be a good estimate of the risk certain assumptions have to be met.  In these two case control studies, these assumptions were met but in many instances investigators may not recognize that these are really important assumptions to meet, particularly the representativeness of the cases and the controls.  Next slide.
		Now the rare event however is probably the most relevant issue.  Tattooing for example is really infrequently reported even among cases of a acute Hepatitis B and acute Hepatitis C.  This slide shows you the frequency with which all patients with acute Hepatitis C regardless of other risk factors reported a history of tattooing in the six months prior to onset of their illness from 1982 to 2000.  As you can see actually there really is no trend.  It represents less than five percent of the cases.
		Of even greater interest is the fact that among cases of acute Hepatitis C who had no history of injecting drug use or blood transfusion, the frequency of tattooing over time was even less dramatic about one to two percent.  Again even though the prevalence of tattooing is going up, the prevalence  with which our cases are reporting tattooing during their exposure period has not changed.  This is very similar data to Hepatitis B.  Next.
		For the last twenty years in our Sentinel County study, we asked about ear piercing.  Then in 1996, we realized that we probably should be asking about distinguishing between ear piercing and body piercing which is other than ears.  In asking that question, we again found that among patients either with acute Hepatitis B or acute Hepatitis C and no history of injecting drug use or transfusion, that between one and one and a half percent report having had part of their bodies pierced in the previous six months which again is an extremely low frequency.  Next slide.
		So those are data from case control studies and from our Sentinel surveillance.  Id like to now go on to the data from cross sectional or prevalence studies.  First Id like to talk to you about the issues involved in identifying risk factors from these studies.  The first and I think one of the most important is that determining specific exposures preceding the infection is very problematic when the onset is unknown or many years ago.
		Second there are substantial differences in methodology.  You could have big population based studies or smaller studies involving highly selected groups making it very difficult to compare results across studies.  In addition these differences in methodology unfortunately produce inconsistent results among the studies.  
		If all of the results were consistent for all these different groups you might have a bit more assurance of the validity of the data.  But when they are inconsistent it makes you wonder if in fact these risk factors are real or if they only apply to the subgroup in which they were studied.  Next slide.
		So the first set of studies are cross sectional studies that looked at tattooing and HCV infection.  Remember these studies were done by identifying a group of individuals who were anti-HCV positive and then identifying a control group if you will of individuals who were anti-HCV negative and then ascertaining their history of tattooing usually in their lifetime.
		There were four studies among blood donors two in the U.S. and two in countries that I think have a similar epidemiology to the U.S. and therefore we could look at as well, Australia and the U.K.  There were two studies in patient settings.  As you can see, I hope, one of these studies found an association between tattooing and HCV positivity, the study in Australia, in which of the HCV positives 30 percent gave a history of tattooing compared with four percent of the HCV negatives.  After adjusting for other risk factors, the odds ratio was 27 which was actually quite high but the confidence interval is also very wide.
		Whereas in the two studies in the U.S. although the proportion of HCV positive individuals who gave a history of tattooing is actually quite high relative to the negatives after adjusting for injecting drug use primarily although other factors also went into this, it turned out that these differences were not significant.
		If we look at this study that was done among GI clinic patients which Im going to discuss in a little more detail later in which HCV positive patients were selected based on the fact that they had no history of injected drug use or transfusion, they did find an association with tattooing with an adjusted odds ratio of almost six.  Then a study that was recently published from the VA Hospital in San Francisco in which an association with tattooing was found for VA patients.  Although the time or setting in which the tattoos were received was not ascertained.  Next slide.
		This looks again at -- of the six studies that looked at tattooing, five of them also looked at body piercing.  These are the same studies done, the same methodology.  Im sorry its not five.  Its four.  Three of them blood donors and one VA patient setting.  One study, the REDS study did find even after adjusting for other risk factors an odds ratio of two, meaning HCV positive individuals were twofold more likely than HCV negative individuals to have a history of ear or body piercing.  Right now I cant remember if they distinguished but someone probably knows in this room but right this second I'm telling you after reading all these studies, I can't keep going back and saying does this one distinguish and does this one not.  But I cant remember.  I admit.
		In the second study that was done, this was an ARC donors published by the investigators at the NIH, only ear piercing in men was associated with HCV positivity but it was significant.  Then in the study by the U.K. they just looked at ear piercing which was quite prevalent in this population.  They did find an elevated odds ratio but it wasnt significant. Although actually in the publication it was reported as significant.
		Finally, the VA patient setting in which they found no association with body piercing either.  Again they didnt distinguish between ears and any other parts of the body.  Next slide.
		Im now going to review the prevalence studies that have evaluated these same procedures.  Again just to refresh your memory in these studies the entire groups is selected for study.  They are all tested at the same time a risk history is ascertained.  Then the prevalence in those with or without the risk history is determined.  So you are looking at the opposite.  Youre looking at the prevalence of HCV in those with and without the history.  Whereas on the previous slide you were looking at the percentage of those with HCV who had the history.  Have I confused you completely?
		In this instance, we have three studies:  one which is preliminary data from a large study of college and university students from Houston; the second is a small study of ER patients from Michigan; and third a study of orthopedic spinal clinic patients from Haley from Dallas.  Im actually going to discuss both the college students and the spinal clinic patients in a bit more detail.
		Just to give you an overview among the 8,000 college students that were in this study, the HCV positivity rates were the same in those with and without a history of tattooing.  In the ER patients there was also no significant difference but there was a trend for those who had a history of tattooing.  In the orthopedic spinal clinic, their major finding was that a history of tattooing particularly in a commercial setting was associated with HCV infection.  You can see that the differences are quite dramatic.  Their adjusted odds ratio was 6.5.
		Only the college students study looked at body piercing and again of those who had their bodies pierced only 0.8 percent were positive versus one percent of those who had never had their bodies pierced.  This is other than ears pierced.  These were all adjusted for other risk factors.  Next slide.
		I do have a little HBV data as well and this is again the college student study that looked at HBV serologic markers.  This is ever having had Hepatitis B most of whom have recovered.  So its any serologic marker and exposure to tattooing and body piercing.  As you can see, the prevalence of HBV infection is the same regardless of their history of tattooing or body piercing.  So there is no increase in risk in this population related to these procedures.  Next slide.
		CHAIRMAN NELSON:  Was it core antibody?
		DR. ALTER:  We actually did all markers but Im referring to core antibody.  The only individuals we excluded from the denominator and numerator obviously were those who had anti-HBS alone.  Because these are pretty young, a lot of them have been vaccinated.
				So as promised, Im now going to discuss three of these studies that are quoted most commonly. actually two of them are quoted most commonly demonstrating an association between HCV infection and tattooing.   The first one is a cross sectional study done among GI clinic patients in Albuquerque, New Mexico in 95 and 96.  This clinic serves a population thats 40 percent Hispanic and 40 percent indigent.  
		The cases were selected because they were referred to the clinic for a positive HCV antibody test.  The controls were selected from patients being seen for gastroesophageal reflux disease.  HCV status was not ascertained among the controls.  I read the paper three times before I actually realized that.  They were assuming that the controls were negative.  It is a little odd but be that as it may.
		There were 477 cases referred for positive HCV test.  Of these, 87 percent had a history of either injecting drug use or transfusion.  So they took the remaining individuals the 23 percent and of these approximately 60 something, 58 who had no history of injecting drug use or transfusion agreed to participate.  From these they got a history of tattooing and a variety of other risk factors.  They found that 43 percent of the cases, the HCV positives had a history of tattooing versus 16 percent of the controls who were selected only for those 58 cases without injecting drug use or blood transfusion.  They found a significant association in this group.  
		I then took that information particularly the adjusted odds ratio and I use it for good or ill to calculate an attributable fraction.  That is the proportion based on the frequencies in this study of all HCV cases at least in this population that you could actually attribute to tattooing if you took into account injecting drug use and transfusion as the other two major ones.  The attributable fraction is actually only 0.8 percent.  So while they did find a significant association, it would actually contribute to less than one percent of the cases.  Next slide.
		What are our concerns about interpreting this study?  First of all, its the representativeness of the study population.  The cases are not representative of all persons with HCV.  The controls are not representative of nondisease persons since they were both chosen from a fairly low socio-economic GI clinic.  
		One of the most important questions is the prevalence of the characteristic understudy the same in the control group as it is in the general population.  In order for the control group to be representative of the nondisease population the prevalence of the behavior that you are looking the exposure has to be similar and we dont know that.  Probably not, actually.
		There is also concern about the possible selection bias from using a single disease group.  The best example I can give you is the infamous publication on the association between pancreatic cancer and coffee drinking in which a single GI control group was compared for a history of a variety of things one of which was coffee drinking to cases with pancreatic cancer.  They found a significant association and it was published in the New England Journal.  Because they chose only a single control group they happened to have chosen a group that is unlikely to drink coffee because of their GI problems.  It was actually a spurious association because of the characteristics of the control group.
		So one of the things that is recommended when you are using another disease as a control is to select controls from several disease groups so that you dont run into that problem.  Now we dont know whether that operated here but its just something you want to watch out for.
		Also a history of incarceration was not ascertained.  In a more recent study from New Mexico where they looked at injecting drug users and tattooing, they found tattooing was only associated when it was obtained in prison.  Were just a little concerned that there was in fact incarceration may have been involved.  The bottom line is that even if tattooing is associated with HCV in this population given all these other limitations it accounts for less than one percent of infections.  Next slide.
		The second study thats been published that I want to review is a prevalent study among patients attending an orthopedic spinal clinic in Dallas, Texas.  This was conducted during 1991 to 1992.  The population over-represented blacks, Hispanics, men in middle and low income.  Of the 626 individuals who participated in this study, 43 were HCV positive for a prevalence of 6.9 percent probably reflecting the over-representation of individuals who we know are more likely to be HCV positive.
		When they standardized the sample to the general population, the prevalence dropped to about 2.8 percent.  So all other factors being equal, one would assume that the overall prevalence at least was not increased in this population.
		On this slide are five exposures four of which were found to be significantly associated with HCV infection.  What you are looking at here is the percentage represents HCV positivity and the yes and no represent either they did have the exposure or they didnt have the exposure.  So 22 percent of those who had been tattooed were HCV positive versus 3.5 percent of those who had not.  This increased when they took a history, where they had the tattooing.  Having a tattoo in a commercial establishment had the highest prevalence versus those who had been tattooed at home or by friends or whatever.  When they did the multi-variant model they only put in the commercial tattooing and they did get a significant adjusted odds ratio.
		The next factor they found to be significant was beer drinking.  Again a significant adjusted odds ratio even after controlling further factors.  Injecting drug use.  In the multi-variant model they only included injected drug users who had been using for one year or longer.
		The fourth factor was being a male ancillary health care worker.  Again in the multi-variant they found a significant adjusted odds ratio.
		In contrast, transfusion was not associated  with HCV infection.  In fact, the prevalence of HCV infection was lower in those that had a history of transfusions versus those who didnt.
		The investigator then went on to calculate an attributable risk similar to what I did for the other population.  Now the attributable risk essentially is calculated by taking the prevalence in the cases and subtracting the prevalence and the controls.  Its not quite like that but its close.  So you are saying of everyone who was HCV positive, how much of the disease can you attribute to this particular exposure given that this exposure occurs at some baseline level in the population.
		He calculated that when you standardize it to the U.S. population as a whole, you standardize the sample.  About 41 percent of the HCV infections in the populations could be attributed to tattooing, 23 percent to beer drinking, 17 percent to injecting drug use and eight percent to working as a male ancillary health care worker.  These are mutually exclusive by the way.  Next slide.
		The conclusions, the discussion in this paper and these are what the author concluded, were that the majority of HCV in the U.S. is due to tattooing, injecting drug use and ancillary hospital jobs for men.  That tattoos accounted for more than twice the infection as injecting drug use.  
		The discussion also went on to state that transfusion has always been a rare means of acquiring HCV in which case I dont know whether we need to be here.  This is what the manuscript stated. The majority of controlled studies have reported no or inverse associations between HCV and transfusion.  Heavy beer drinking but not wine or liquor play an important role in the spread of HCV.  The increase prevalence of HCV in black men thats been found in the general population in other studies is due almost entirely to confounding effects of having been a male ancillary health care worker and drinking beer heavily.  Next slide.
		What are the limitations of this particular study?  The population is not representative of other HCV cases or of the general population in other settings.  It only describes this particular setting.  A outpatient orthopedic spinal clinic just doesnt represent the majority of HCV cases.  Whats of more concern is that the results are inconsistent with virtually every other study thats been done.  
		Although dose response relationships were cited in the paper in fact when I went back I found that they were very inconsistent.  In fact the only dose consistent relationships were for increasing years of injected drug use.  The manner in which the statistical comparisons were done for dose response in the analysis compared each level of risk, each level of the exposure to those who never had the exposure rather than a trend showing an increase from one time to three times to ten times.  So rather than comparing them between each other, each level was just compared to those who never had it.  Thats not the same in my mind.  I cant interpret that as a dose response.
		Its my opinion that injecting drug use was likely under reported in this population.  We know for both blood donor studies as well as actually in some STD clinics in which weve been doing some demonstration projects that 50 percent of more of HCV positives who denied injecting drug use initially admit to it when reinterviewed after they receive their results.
		Its likely that some factors are surrogates for known risks in this population.  Being a male ancillary health care worker might make sense.  They could have had occupational exposure to needle sticks in the trash as suggested by the author.  But if thats true why werent the females?  I mean females are just as likely to empty trash as males so that bothers me because its inconsistent.  I also happen to know that all the studies of HBV which is transmitted much more efficiently in the occupational setting is limited to individuals who have specific patient care and blood contact and not to ancillary health care workers.  
		Again I dont know what to say about beer drinking because I cant find a biologic plausibility.  If it does relate to the spread of HCV why not other forms of alcohol.  Why only beer.
		Im concerned about the generalizability  of these results. Im even concerned to be quite honest about the validity of the results even for this population.  Next slide.
		The final study that I want to talk about is data that has just become available at CDC from a study that we supported at the University of Texas School of Public Health in Houston.  The study was done among two and four year college and university students for the express purpose of looking at tattooing, body piercing, use of anabolic steroids, cocaine snorting, etc., all of these other types of potential risks to determine whether or not they are associated with HBV or HCV infection.  Of the 8,000 students who participated in the study, 0.96 percent  and again this is preliminary data, were anti-HCV positive.  
		The prevalence like it is in the general population was quite low until age 30 when it increased.  Actually there wasnt all that much difference among the races which is pretty common in younger age groups.  You get the bigger differences in the older age groups.  The majority of individuals obviously not quite two-thirds were under the age of 25.  But over 1,000 were 25 to 29 and almost 400 were 30 years old and older.  Next slide.
		This looks at the prevalence of HCV and HBV infection by histories of different exposures.  What I want to first point out is the prevalence of the exposures in the population itself unrelated to positivity.  Four and a half percent gave a history of transfusion before donor screening.  One and a half percent gave a history of injecting drug use.  
		Its one of the reasons we chose this population.  Because even if people were failing to admit injecting behavior these populations tend to have a very low prevalence of this behavior anyway.  Twenty percent had been tattooed.  Seventeen percent had their bodies pierced and this is not referring to ears.  Nine percent had snorted cocaine.
		We did find a significant association between transfusion and both HCV and HBV infection.  I think this is primarily because of the foreign students who havent been excluded from this analysis yet.  Obviously a very significant association between the history of injecting drug use and HCV and HBV infection.  You can see 17 to 20 percent have one of these markers versus less than one percent for HCV and six percent for HBV.
		However when we look at tattooing, body piercing and snorting drugs, after excluding students who admitted to a history of IDU or transfusion, there isnt even a trend.  There is no association for tattooing, body piercing or snorting drugs.  I had to put that in.  The same is true for the HBV markers as well.  Hopefully we will be cleaning up this analysis and bringing it to conclusion and publishing it as soon as we can.  
		I think the biggest limitation of this study is that it doesnt assess risk for those over 40.  So if I had to generalize this information I could only talk about people under 40.  I cant really say whether or not this would be different for people over 40.  Next slide.
		So now that Ive completely overwhelmed you with all these data, Ive summarized them on this slide from the four blood donor studies, the three patient care settings and the college student settings.  Other than the orthopedic spinal clinic, injecting drug use and a history of transfusion before donor screening is consistently associated with HCV infection in these cross sectional or prevalent studies.  
		These other types of exposure such as tattooing, snorting, body piercing, acupuncture, or incarceration have been identified in some studies but not in others.  Whether they reflect the particular populations or the way in which the studies were done,  I dont know.  But I do know that these have to be extremely rare events if they do occur.  As far as acupuncture is concerned, no study has found an association.  As I mentioned earlier the only time weve been able to show transmission has been in outbreaks of Hepatitis B.  Next slide.
		Very briefly I wanted to give you some perspective on whats been reported internationally since obviously theres always concern about individuals who have gone overseas and maybe undergone some of these procedures.  In fact, its quite common for speakers to indicate that in fact tattooing and acupuncture and body piercing are risk factors for HCV infection or Hepatitis C in other countries.  
		In fact none of the studies have shown an association with tattooing and HCV infection.  These include a case control study with acute Hepatitis C in Taiwan and cross sectional studies done in Taiwan, Japan, Pakistan and Korea.  One study showed an association with body piercing which apparently actually was an inverse association I guess.  Either that or I copied it wrong.  It was only ear piercing among women only.  So I dont think that its useful information.
		I was unable to find any study that associated tattooing or body piercing with HCV infection.  There have been some case reports.  Next slide.
		For acupuncture, there has been a case control study of acute Hepatitis C in Taiwan and again the same cross sectional studies: two from Taiwan, one from Japan and one from Korea.  In these instances, two of these studies did show an association: one from Taiwan and one from Japan.  Interestingly, each of these countries in the publication presented data from two different geographic areas from within the same country.  As you can see the association was highly dependent on where the study was done within the country.  I think that the risk where there is one could very well substantially vary depending on the circumstances and the setting.  Next slide.
		Im nearing the end.  So how can we use this information or these data to determine which person should be routinely tested or in the public health setting or as youre trying to determine whether individuals with these particular histories should be deferred.  From a public health point of view, we usually use the following principles to determine whether or not individuals at risk should be tested routinely that is.  
		First of all there should be a known epidemiologic relationship between the risk, the characteristic, the behavior, whatever is and the infection.  Meaning, there should have been an epidemiologic study or studies that demonstrate a constant significant association with whatever the characteristic is.  
		You also need to know the prevalence of this risk or characteristic in the population as well as the prevalence of infection among those with the risk.  If the prevalence of the risk in the population is very high, lets say 20 percent of the adult population has had an STD or go to STD clinics a year to be treated.  So if you wanted to screen 20 percent of the adult population but the prevalence of infection among those with the risk is only two percent, you would be screening a lot of people and getting very few positives.  Usually at least two of these three characteristics need to be met in order the justify screening.  Again you can end up with very inefficient screening recommendations if you dont take these issues into consideration.  Next slide.
		But also just because you found an epidemiologic relationship between a risk and the infection, it does not necessarily equate with increased risk.  So you can have a known association but in fact among people with that risk the prevalence of infection could be very low.  Next slide.
		We find this for a lot of groups that have been recognized as being a risk for getting HCV infection.  If a surgeon comes into your office and has chronic Hepatitis C and has been, Im not singling any particular surgeon out, an orthopedic surgeon for twenty-five years and now he has Hepatitis C.  
		You ask him for a history and he denies other risk factors. Well assume he is telling the truth.  Hes never used drugs, et cetera. He never had a transfusion.  Wouldnt you assume that he acquired his infection occupationally?  I would.  Being a surgeon you get enough needle sticks and blood contact in the occupational setting.  I would say youre at risk for HCV infection.  
		But do we recommend that surgeons as a group be tested for HCV?  No.  And why?  Because of all surgeons as a group less than one percent are actually HCV positive.  Thats not efficient screening.  In fact tattooing would be down here along with the surgeons, pregnant women and military personnel.  In fact among those who are tattooed and have no other risk factor at least based on the college and university studies the prevalence of infection is quite low.
		Final slide in summary.  Tattooing, body piercing and acupuncture are all biologically plausible modes for transmission.  But at this time, there is no evidence for an increased risk for HBV or HCV based on these histories alone.  They may account for a small fraction of cases which we described as from a public health point of view epidemiologically insignificant or they could be limited to certain settings such as prisons, unregulated practitioners.  It hasnt been well ascertained.
		But based on the information, routine screening in the general population is not warranted.  And we wont be making recommendations for routine screening of people with a history of tattoos, body piercing, et cetera.  But other considerations may dictate screening or deferral in selected populations like donors.  In other words, the rare event may be something that in some situations you might want to take into account.  Thats what you are here today to decide.  Thank you.
		CHAIRMAN NELSON:  Thank you for a very comprehensive review.  That was nice.  I had a couple of questions.  One is that I think there are several well done studies that suggest that there is no increased risk at least within the limits of the size of the study directly to tattoos but many of the studies seem to suggest that tattooing where that may not be the way the person who got Hepatitis C but it may be a surrogate marker for drug use thats not admitted during the original query.  This committee has often with core antibody, et cetera, used a surrogate marker where we were measuring not directly but indirectly the risk that we were looking at.  It seems to me that thats a potential for at least in some populations and some blood centers or in some circumstances that you may not be measuring that it was the tattoo that did it.  But given the fact that we now know in almost all studies that admitting of particularly distant drug use as opposed to active current drug use which is a very important risk for Hepatitis C is not routine at least on the first study, the issue is could it still be useful as a surrogate marker.
		DR. ALTER:  And I certainly dont.  As a matter of fact, if you notice my last conclusion was that exact issue.  We just cant refer to it itself as a risk factor and I think we need to make it clear because theres an incredible amount of misinformation out in the general population about what constitutes a risk.  But regardless you are absolutely right.  I think youre going to need to weigh against the loss of the donor population if in fact we can still do that without being concerned about trying to reach the zero risk.
		CHAIRMAN NELSON:  Right.  I agree with that when many studies are inconsistent you suspect that the whole thing may be methodological issues particularly when there are one or two outlyers and there have been a number of others who have looked at it.  The other problem with that in the issue of tattooing is its fine when you have a standard exposure but when a person could have gotten a tattoo in some studies mostly in a licensed, sterile, et cetera, environment and others might have gotten it in a prison or a back alley the exposure could be so different from one study to another.  Some of the studies suggest it.  In fact that both are right.  In some studies tattooing actually measured a risk and in others tattooing didnt because very few of the studies really give a lot of specific details about how, where, when, the circumstances.
		DR. ALTER:  Two of the studies actually did that.  You are absolutely right.  I mean maybe it is tattooing in prison.  Maybe it is tattooing in some store front someplace.  You are absolutely right.
		Now the Haley study the one in the orthopedic spinal clinic went into great detail.  They actually found a higher prevalence among those who had a commercial tattoo than those who had been tattooed in prison or by a friend or in the garage or whatever which is a little suspect.
		In the college student study we also asked very specifically about where they got their tattoo.  There was a slight trend but again nothing was significant for not having it done in a commercial setting which would make sense.  Except in the end when you adjust for drug use, there is really nothing there.  Its less than one percent.  
		But you are absolutely right.  If you could ever do a study in prisons you might find an association.
		CHAIRMAN NELSON:  Well, just being prison.  Even if you didnt have a tattoo.  But I did look at Alan Williamss article on the REDS study and they included ears as well as body.
		DR. ALTER:  Right.  Thank you.
		CHAIRMAN NELSON:  So it was lumped together.  Maybe Alan can tell us if you divide those apart, ears and other places, is it still significant?
		DR. WILLIAMS:  There was an anonymous mail survey and in fact the question polled the two factors because we were really reiterating the donors screening questions which also polled them.
		CHAIRMAN NELSON:  I guess ear piercing will defer you for a year.  Right?
		DR. SIMON:  Not if its sterile though.  Is that the one where we asked the question and it was yes?
		CHAIRMAN NELSON:  Okay.  Jim.
		DR. ALLEN:  Miriam, very nice summary.  Thank you.  First of all a facetious comment with regard to my friend, Dr. Haleys study.  Perhaps beer drinking is a risk factor for being in an orthopedic spinal clinic.
		(Laughter.)
		DR. ALLEN:  But more seriously to follow through with the comments that you started with, this is really tough to sort out.  Being a father of four young adults all four of whom have had at least one body part pierced most of them ears and some going further than that and three of whom have tattoos that they got when they were in college or shortly thereafter, I think we have a very difficult job sorting out what is a fad versus what represents a very low risk versus what represents a true risk.  		Clearly things have changed.  There was a time certainly in my lifetime when a pierced ear in a male was significant of certain social characteristics, sexual orientation and so on.  Its no longer true at all.  The phenomenon has changed very dramatically.  The same with tattooing.  From a time when sailors and others came swaggering around with literally half their bodies full of tattoos to the social art that is common today with tattoos.  
		I think it is very difficult unless one is able to begin to develop subpopulations and parse all of this out to really standardize what the actual risks may be.  I think in terms of the regulation of commercial tattoo parlors that that has changed fairly dramatically over the years.  Its certainly much safer to get a tattoo today in a commercial parlor in most states than it was even 15 or 20 years ago.
		Honestly I dont know where I come down on this.  Clearly there is some risk.  Its not zero.  But how one parses it out in terms of the type of screening that ought to be done among donors the deferral phenomenon and how quickly and easily in a donor setting one can ascertain the information accurately is a very important issue that has to be carefully discussed and weighed.
		CHAIRMAN NELSON:  The other issue to get back to if tattooing is a marker but not a risk then a tattoo should be a permanent deferral.  If on the other hand tattooing is a risk but not a marker then tattooing could be a deferral for two months.  When you turn this into what you do to maximumly reduce the risk, it depends on how you interpret it.  If there is no risk, then there should be no deferral.  Clearly some people have had a tattoo that probably has transmitted something.
		DR. SIMON:  I too would like to add my thanks to Dr. Alter for the presentation because I found these papers extremely difficult to deal with and try to figure out where we were coming.  I think this was extraordinarily helpful.  On the surrogate issue and I know shes being very careful to separate the public health issues of when you screen versus when you defer a donor as far as I can tell theres no evidence that this is a good surrogate.  There may be no evidence to say its not from what I gather from her presentation.
		CHAIRMAN NELSON:  If you look at the one table  where they look at what happens to the risk when you adjust for drug use and those who have tattoos, there is a fourfold reduction.  To me, that is something.
		DR. SIMON:  So youre saying that the overlap in the populations --
		CHAIRMAN NELSON:  Im saying that there are people who have a tattoo that once you adjust out the drug use the risk changes and that must mean that there is confounding I think.
		DR. SIMON:  There may be.  One point I did want to make is that the incarceration part of which sticks out that we already have a question which defers for 12 months.  So for the people who got the tattoos in a prison they are going to be deferred for 12 months after they get out.  
		The other point is the emphasis on the college students I think is very important for two reasons for two industries.  The plasma industry has been moving heavily towards campus related centers in order to improve its viral markers and to improve the caliber of its donors.  So this high usage of tattooing and piercing among college students creates problems for them in this movement assuming that otherwise it is something that we would want to encourage and see happen.
		But even among the blood banking organizations this is a very critical time frame where they are trying to get people into the habit of donating when they are young and then make it a life long habit.  If we create these kinds of barriers at this time of life, I think it will have impact on the volunteer donor pool down the line.  We all know from the data that had been published that anytime you defer someone saying you can come back in 12 months, its a very small percentage who do.  
		So I think thats a very important issue.  It just seems to me that we are setting the stage with the lack of data to really question the question.  That is to really ask whether we need this question and whether it serves any useful purpose.
		DR. DIMICHELE:  I think Im probably going to reiterate a lot of whats been said but one of the things that struck me and I was wondering if you could comment on this, Dr. Alter, in terms of the Haley paper, is that certainly the majority of the tattoos were obtained during a very high risk period in the United States for non-A, non-B Hepatitis what we call them at that time as well as in the pre-HIV and the peak HIV period if you really look at the timing of most of those tattoos which is obviously going to be a different time frame than your college students in the Texas study.  I have two questions.  The first is in the college study did you ascertain where these college students received their tattoos?  What years they received their tattoos?  Can you tell us a little bit about the state regulation of both body piercing and tattoo establishments in the State of Texas?  Do you know any of that information relative to this study?
		DR. ALTER:  The only reason I can answer a fraction of your question is because a reporter called me the other day who had just gotten off the phone with Dr. Haley and wanted to know why the CDC was doing something about the horrible risks associated with this industry.  Why would the CDC have supported a study in Texas one of the only states in the country that regulates tattooing?  Thats the only reason I can answer your question.
		But actually to tell you the truth I cant remember.  I dont know if we asked the college students what year they had their tattoo.  I dont think so.  We certainly asked them where but not necessarily what state.
		DR. DIMICHELE:  What state and what year?
		DR. ALTER:  Right.  We didnt ask that.  You are right.  In looking at this of those who got a tattoo the majority of them got them before 1980.
		DR. DIMICHELE:  And then another large proportion got them between 1980 and 1989.
		DR. ALTER:  Then in the 80s when there was a lot of drug use during those years.  And HCV was going up dramatically in the 80s due mainly to drug use.  You are absolutely right.  
		From a public health point of view to be quite honest, Im concerned about the kind of literature and advertising and awareness that goes out into the general public saying anybody who has ever had a tattoo or body pierced or whatever needs to be tested for Hepatitis C.  Since were talking about kids with butterflies on their shoulders and little teddy bears on their tushes, I think that its a disservice.  
		DR. DIMICHELE:  I agree with you.
		DR. ALTER:  But whether or not older people and VA patients for example who may have gotten their tattoos when they were in the military service in the 60s are at risk, thats something I cant answer.
		DR. DIMICHELE:  Just to complete what I wanted to say, I think we may not be able to make at this committee meeting a global recommendation but rather may have to qualify a recommendation in terms of really what population we are dealing with.  I think that part of the discrepancy may just be what other people have pointed out here is that a tattoo is not a tattoo is not a tattoo.
		With respect to I know what are going to be some of the concerns in the blood banking industry in terms of this emerging young adult population potential blood donor population, I mean indeed they may not need to be deferred.  However there may be a section of our population that may indeed be deferred for many of the reasons that have been stated around the table so far.
		DR. HOLLINGER:  I think that many of these questions unfortunately get back to the point that we just dont know often how these individuals have acquired their infection.  In fairness about the beer drinking, I think the issue were not so much that it was beer drinking.  There just wasnt very many people in that population who drank wine and liquor among these people who were in this spinal thing so they didnt have a lot of data on that.  It didnt have much to do with the beer as much as a question had to do with the alcohol and how it might affect the immune response.
		Now we know that in HCV if you look at patients who drink and there have been two or three studies which will look at the concentration of alcohol that you take, the concentration of the viral burden actually goes up in these individuals.  So the question is if they have acquired HCV because of their beer drinking if theyve been using drugs or something else down the line that wasnt obtained from these individuals, then the issue is are they more prone, likely, to become chronically infected than somebody else.  Thats an issue that I dont know except that there are some issues about immune responses in individuals who are alcoholics or do drink a lot.  Thats one issue.
		The other thing Im not sure how we can determine whether tattooing is a risk or not.  But we do look at all these other things such as unsafe injections clearly are a means of transmitting this disease.  So I would think anything that you have an injection might result in the transmission of Hepatitis C from one person to the other.  If a person gets a tattoo but never is involved with another individual associated with him at the same time who has been infected then they are never going to get infected.
		Many years ago we talked about paid donors had high risk of getting Hepatitis B.  But the War Memorial Blood Bank in Minnesota paid their donors for many years and had among the safest donors in the country.  So obviously paying donors did not make them necessarily at risk.
		I think the issue here is that as far as I look at it probably tattooing under certain circumstances and the right circumstances could lead to transmission to another individual.  The only way you could solve that question is actually have blood taken on people who come into tattoo parlors and follow up individuals afterwards who get tattoos if theyve used the same ink or the same material and test that as well to see if there is any material in there as well.  That study is obviously not going to be done.  I think otherwise.  I think to me the risks are pretty clear that this can lead to this.
		DR. STUVER:  To get to the issue as to whether or not the question for deferring with regard to tattooing is some kind of marker for undisclosed intravenous drug use, do you know what the correlation was in the college population between intravenous drug use and whether or not you had a tattoo?  Were those related to one another?
		DR. ALTER:  I dont know that I can tell you.
		CHAIRMAN NELSON:  Actually, one and a half percent of college kids admitting injection drug use is not a small number. 
		DR. ALTER:  No. Its not like most of the other studies that have been done.
		CHAIRMAN NELSON:  Yes.  Most of the other studies are drug use.  Thats true.
		DR. ALTER:  Our concern here was that we wouldnt be too concerned about people lying actually.  No.  Actually there was very little overlap.  The data is so new and I actually didnt bring it with me.  I dont know it as well as I sometimes know my other data.  Now I remember.  There was no association even when injecting drug use was still included.  In fact there was never an association either with tattooing or body piercing even when drug users were included.
		The variable that did change was snorting.  In other words, on univariant analysis when injectors were included, snorting was a risk factor.  When we excluded injectors, snorting became nonsignificant.
		DR. STYLES  In the one slide you showed about the European council you said they had initially adopted guidelines which allowed them to donate if they had documentation.  Then you said they tightened up their guidelines as early as the beginning of this year.  Do you have any data as to why they did that?  Did their experience show them that possibly allowing it as such is suggested in your questions here resulted in unfavorable acquisitions?
		DR. WILLIAMS  I dont have data to say why the change was made.  One potential explanation would be harmonization with the U.S. regulations.  I dont know that thats the case but we would be one potential explanation.  I think the data fairly uniformly does not document transmission that it has been detected in the blood donor setting.  I think those data would emerge if they were available.  But I dont know the definitive answer.
		DR. STYLES:  I had a couple of questions about that college study.  The first was you said that there was a trend that was found with where you got the tattoo.  You just mentioned that.
		DR. ALTER:  It was slight.  It was small because the prevalence was so low anyway.  But there was a slight trend for non-commercial tattooing.  In other words, an increase in prevalence for persons who got their tattoo in a non-commercial setting.
		DR. STYLES:  So what you are saying then is if you excluded the people who got it in a commercial setting that there was a higher risk of having Hepatitis C if you got it in a non-commercial setting.
		DR. ALTER:  Were talking a difference between 0.6 percent and one percent.
		DR. STYLES:  Do you happen to remember the p-value on that?
		DR. ALTER:  It was not significant.  Im just trying to be fair to the data and present a very balanced view.  I felt it important to mention that we did see this trend but the prevalences were so small.  Its not like it went from one percent to five percent to 10 percent.  It was nothing like that.
		DR. STYLES:  Okay.  You said you excluded IV drug abusers.  Did you do a logistic regression incorporating a model or did you just toss out because there werent very many as you said the IV drug abusers?
		DR. ALTER:  I have to compliment the Houston investigators for providing me with the multi-variant model even though we havent finished even the preliminary analysis.  So actually we did a multi-variant model adjusting simultaneously for demographics and all the other factors that might play a role and the adjusted odds ratio.  Thats what that adjusted odds ratio that I gave you actually in a previous slide is.
		DR. STYLES:  I remember those werent very different.
		DR. ALTER:  Yes.  0.65 was the adjusted odds ratio for tattooing.
		DR. STYLES:   But the other issue I had was did you look at it by age subgroups?
		DR. ALTER:  Not yet.
		DR. STYLES:  I think thats an important breakdown because of what you pointed out and that the risks jumped nearly fourfold in the over 30 group.  I think people have commented here on the change in the demographics of it that 40 years ago having a tattoo meant one thing and today if you are 18 having a tattoo means something else.
		DR. ALLEN:  We absolutely will look at that when we get further.
		DR. STYLES:  The other thing is that youve done a very thorough review however I found your presentation a bit biased in of your obvious view that tattoos are not related to Hepatitis C.  You criticized solely the studies that didnt appear to agree with your opinion.  Yet some of the studies that you went right over that agree with you, you could have had similar criticisms made of them.  
		In the study where you have a very rare event as you pointed out in the beginning, your power to detect things are very small that to list a p-value is not significant where in one of the papers it was 0.6.  I view this as somewhat deceiving because its clearly a trend and none of those studies were adequately powered.  However your college student study is fairly well powered I would imagine.  
		I think its very helpful when you are looking at some of the data you presented.  The different rates were 27 versus five percent.  To list that as not significant, I think clearly anyone could  look at that and I think the p-value was again under 0.1 in that study.  I think there were several on that same slide of yours.
		DR. ALTER:  The p-value for the adjusted odds ratio in the REDS study is under 0.1?
		DR. STYLES:  No.  Thats not the one that I am looking at.
		DR. ALTER:  Thats what Im looking at with the 27 percent versus five percent.
		CHAIRMAN NELSON:  That was nonsignificant after adjustment.
		DR. STYLES:  Right.
		CHAIRMAN NELSON:  The point I was making is that if its without adjustment it may not be etiologic but it may be a marker.
		DR. STYLES:  I agree.  It has to be adjusted.
		CHAIRMAN NELSON:  But it may be a marker for a risk.
		DR. STYLES:  I just --
		DR. ALTER:  I appreciate the comment because I actually did want to present a balanced view.  If I ever have to do this again, Ill actually look at those issues and make sure that I provide borderline p-values where they exist.
		DR. STYLES:  I just think its helpful in general.  Lastly I think that what would help me the most is I see this as two-step question.  First will excluding tattooed donors which I saw in some other data was 114,000 potential donors, if someone can tell me what will be the impact on the reduction of Hepatitis C would be given that we are screening for all other things.  Because the first cut I think has to be made of will we potentially catch 100 donors or will we catch one donor thats going to be Hepatitis C.  
		I think thats the first question to my mind just as weve talked about that in other cases today.  How many people are we missing or will we miss by not screening?  If thats a very low amount, then I would say there doesnt need to be this need to continue to have this in the questionnaire.  
		However if its a significant number of potential HCV patients then I would see that the data that exists that we have to make a decision on whether it is compelling enough to allow us to screen.  My personal opinion being that the data is all over the place and Im not convinced one way or the other.
		CHAIRMAN NELSON:  The problem is we dont have those data because thats an exclusion based on the questionnaire.  So those donors who are excluded solely based on a tattoo are not screened.  But such a study could be done.
		DR. STYLES:  I would think some estimates could be made from you know at least in some sense what the prevalence of tattooing is in certain age populations and the prevalence of HCV.  I think your point about knocking out the IV drug abusers, knocking out the incarcerated patients, all the other risk groups.  My bias is that youre going find that youre not really going to eliminate that many potential cases of Hepatitis C assuming that it is even associated with tattooing.  
		Ive tried to sit there and massage the numbers.  It doesnt seem like it would be very high but its again confusing.
		DR. ALLEN:  I think youve helped clarify some very important points.  Certainly the risk is that we are trying to exclude any potentially infected donor whos in the window period and might be missed by the best available screening tools.  But I think the other side of the question is if there is a significant risk whether its as a surrogate marker that tattooing is a surrogate place holder for injection drug use and were not doing as good a job as we might do on illuminating injection drug users, there might be some added value.
		On the other hand, if you look at those since were only interested in people whove gotten a tattoo within the current 12 months before donation, whats the risk that they might be infected with Hepatitis C assuming that theyve also eliminated themselves if they are an injection drug user or any of the factors.  I think that is an unknown.  My gut feeling is that its a very low figure that they are within the window period when they come in.  I dont really know but there are different ways that you can look at what you might achieve.
		CHAIRMAN NELSON:  Harvey, then if we could, I would like to have Sharyn Orton because she has some data that might relate to some of the discussion thats going on already.
		DR. KLEIN:  Obviously, we dont have the perfect data set and I guess at some time in the future were going to be talking about eliminating sexual partners or people who have had xenografts and things like that.
		We do have several layers of safety and youre an expert, Miriam.  Youve just reviewed all the literature so Im going to ask you an unfair question.  That is if I had a unit of blood that was taken from someone who had a tattoo two weeks ago and I had a unit of blood from someone who didnt, which one would you want?  The second part of that is would it make a difference if I said it was the tattoo a year ago?
		DR. ALTER:  No, it wouldnt make any difference to me whether it was a tattoo a year ago or two months ago.  If Im true to myself, I would say I would take either one.  If I were true to the data and the way Ive interpreted the data based on the studies that have been done, I would take either one.
		CHAIRMAN NELSON:  Any other burning questions?  Dr. Orton.  Thanks, Miriam.
		DR. ORTON:  I was getting antsy back there because I have all this donor data.  First of all I want to thank the Advisory Committee for giving me this opportunity to present this data today clearly since I now work for the FDA and as Alan said Ive recently come here two weeks ago.  I also need to thank the Red Cross for allowing me to present their data, and to the REDS group for letting me present their data.
		If I can have the first slide.  What I want to explain first is the data from the Red Cross that we have.  I have been interested in several of the risk factors and have looked at donors who have temporary deferrals and who return to donate.  That is what the first group of data is going to describe.  
		This is the Red Cross donor history question.  In the past 12 months have you had a tattoo, ear or body piercing, acupuncture, accidental needle stick or come in contact with someone elses blood since December of 2000?  Or taken or snorted cocaine or any other street drug through your nose has been added on.  But this is the question that I will be talking about.  Next slide please.
		The objectives that Im going to cover today for this particular group of data is the prevalence of this deferral, what the donor demographics look like and describe returning blood donors.  Next slide please.
		The data comes from the Red Cross MACS database.  We collect a large amount of information on the demographics and all the screenings tests on every single blood donor in the Red Cross.  This database has all the donation information, donor demographics, infectious disease markers and deferrals.  For this analysis, I used data from January 1, 1998 through September 30, 2001 because we do have complete data for all of the Red Cross regions.  I say 35 plus because there were some periods of splitting and merging that went on.
		Im going to refer to this as the TAP deferral which actually we can thank Alan Williams for trying to shorten the whole question.  I looked at the various years and split it out by each year.  You can see individuals who come in and defer for that tattoo question or in this TAP column.  Over that time period it was a total of 102,560 donors.
		Now that represents 3.8 percent of all deferrals again split out by year.  I have the total number of donations there so you can just get a feel for the number of donations we had in each of those years.  Individuals who came in to donate and were deferred would not be in this group.  Next slide please.
		Breaking it out by sex and age group, again I looked at all the information by year.  Its fairly similar.  It was primarily females.  The mean age was 27 years with a median of 22 and that did not change over any of the time periods.  Next slide please.
		Of the donors who deferred for that tattoo question, 24,024 returned that were volunteer directive.  There were some autologous donors in the original group and I excluded them.  They gave a total of over 55,000 donations.  The time between the deferral and the subsequent return had a mean of 438 days and a median of 365.
		At the time of their return donation, these were the markers that we found.  There were two confirmed positive HIV.  There were none confirmed for HCV.  None for HBSAG.  None for HTLV.  None for syphilis and 123 anti-core.  
		The two donors that were HIV confirmed positive.  The first one was a female of age 27.  She was a volunteer whole blood donor.  It was the first time she ever came in to donate.  She had no other positive markers nor did she defer for any other reason.  The HIV positive return donation was 364 days after the deferral.  One thing I do need to point out is these donors that returned never deferred for IV drug use.  So that is not a confounding situation here.  Next slide please.
		The second donor was a female aged 20.  She was a volunteer whole blood donor.  She was a repeat donor.  She had donated four times previously.  She had never had any other positive marker.  The HIV positive return donation was 350 days after the TAP deferral.  She had been deferred for low hemoglobin five months prior to donation.  Her last successful donation had been 19 months previously.  Next slide please.
		Im making no conclusions with this data but I did want to point out that we are unable to assess an impact of adding snorting drugs to the question because there was a very short follow-up time since implementation.  There was no indication of incident or prevalent HBV or HCV infection in these donors.  
		The two donors that were HIV positive at follow-up we really dont know what the relationship to the TAP risk is.  Thats really unknown.  These donors unfortunately fit very much the HIV epidemic demographics today.  
		I want to give you a couple of pieces of information on the HCV NAT interview study.  The Red Cross since implementation of NAT has been doing a very extensive follow-up study of NAT positive seronegative blood donors.  In fact a draft paper is what we are working on right now.  I did have a few donors that did contribute some information to this so I would like to tell you about them as well.
		This particular study again is anti-HCV negative initially HCV RNA positive blood donors.  During the time period that we have been collecting the data, 653 donors have been invited to participant, 230 have enrolled, 39 of these were true HCV NAT positives and 191 were considered false positive controls.  We did additional samples and an extensive survey questionnaire.  I want to point out that we do invite them to enroll prior to knowing what their true HCV status is.  When they do the survey, they dont know what their true HCV status is at that time.
		We ask two separate questions.  In the six months prior to donation have you been tattooed or have you had any part of your body pierced?  Next slide.
		No donor reported any body piercing or we actually ask about acupuncture or any acupuncture.  Four donors reported tattooing.  Three of them were cases.  One was a control.  Two of those cases that reported the tattooing also reported IV drug use.  This is preliminary data, very, very small numbers but again there is no overwhelming evidence of HCV transmission by tattoo with IV drug use being a potential confounder.  Next slide.  There is a blank slide and then it should go on to another.
		(Pause while slides are loading.)
		DR. ORTON:  Could you just back up one?  Do we dare?  Okay.
		This data is from the NHLBI retro virus epidemiology donor study with the research group also known as REDS.  Next slide please.
		This was a 1998 donor survey.  It was an anonymous mail survey that included not just the REDS sites but New York Blood Center, LifeBlood Mid-South Regional Blood Center, Blood Bank of San Bernardino and Riverside Counties.  The REDS sites cover three Red Cross sites that cover southern California, southeast Michigan and the Baltimore-Washington area.  Then the non Red Cross sites were Oklahoma Blood Center and Blood Center of the Pacific, Irwin and San Francisco.  
		A monthly probability sample of eight to 18 percent of all donors from the time period noted here were selected.  They were over sampled for race, ethnicity, being a first time donor, being under the age of 25 and anyone who had had a positive anti-core or a syphilis screen positive were also selected to receive this survey.  Next slide please.
		In all almost 93,000 surveys were sent.  There was a 57 percent response rate.  The data Im going to give you are percentages that were actually weighted back to the number of donations that were given during that time period on the previous slide.  Next slide please.
		The REDS survey question similarly to the Red Cross is a compound question.  Within the past 12 months have you had a tattoo, ear or body part piercing, acupuncture, accidental needle stick or come into contact with someone elses blood?  I do need to point out in this particular case a donor who may have not be deferred for ear piercing would answer yes to this question.
		My objective is going to be to make a comparison between donors reporting and not reporting this risk.  Again all the percentages are weighted because of the over sampling.  Also they adjusted for the non response rate.  Im going to talk a little bit about the prevalence, the demographics, infectious disease screen marker rates.  I need to point out that these are not confirmed rates.  This is just screen marker positive.  Im also going to talk about some donor behavior.  I was saying to Alan that I wish all donations would behave but I think donor behavior is more appropriate.  Next slide please.
		Of the responding donors, 2,573 responded yes to the tattoo question and weighted back this ends up being 5.3 percent of donors would have answered yes to this.  Next slide.
		All these percentages again are weighted back to the source population.  Race similar. First time donor there is some difference.  Whole blood donor and differences in sex.  The age groups were different which is not surprising.  From the previous data I have from the Red Cross, it indicates that the donors tended to be younger who would answer yes to this question.  Next slide.  The high school education level differed more in the mid range there.  Next slide.
		Now again these were the reactive markers.  Again I need to point out these are not confirmed positive.  They were positive in 2.7 percent in the individuals who answered yes to the tattoo question versus 1.6 percent who answered no.  I did break these out by first time repeats because we know that the prevalence of markers are higher in first time donors.  Clearly there is some confounding going on but there still is a slight difference between these first time and the repeat donors.  Next slide.
		There are a few other questions on the survey I thought might be interesting to look at as well.  Im going to go over these next.  The first one is used CUE.  These would be donors who at the time of donation said dont use my blood.  
		Again very similar figures in individuals who have said yes Ive actually  had a tattoo and individuals who said no.  They were asked if they had donated blood within the past 12 months to have an HIV test.  Again there were differences between the donors who answered yes to the tattoo question versus donors who didnt.  Again I broke them out by first time and repeat.  Even though there is some confounding, the difference still remains.  Next slide please.
		They were asked if they had ever had an HIV test and did they do it because they were worried about infection.  Again there is a difference here.  If wanting a future HIV test, would you most likely go to a blood bank or a blood drive and 2.6 percent of donors who answered yes to tattoos said that they would and 2.2. donors said no they had been tattooed.
		Now one of the variables that I hope you are familiar with from many previous REDS presentations is the unreported deferrable risk.  Along with tattoo, a huge variety of risk factors were reported and a pooled variable of unreported deferrable risk was used.  Next slide please.
		This is unreported deferrable risk criteria consists of individuals who had answered in the affirmative to any of these particular questions if they had ever had these since 1997.  Im not going to read each one to you.  Next slide please.
		In the past year, again any of these variables.  Next slide.
		These final few.  Now using that pooled variable.  Next slide please.
		The prevalence of reporting other unreported deferrable risk was 6.1 percent in individuals who also answered yes to tattoo and 2.6 in individuals who answered no to tattoo.  Again I broke this out by first time and repeat donor.  Clearly there is confounding by first time/repeat but there still are important differences.  
		I do have to point out that these are not separated out by IDU.  So any individual on this survey who may have reported IDU I do not have any data to look at any potential confounding by that.  Next slide please.
		My comments on this is there is some confounding by donation status, first time and repeat, but the differences do remain after stratification.  Again its unknown if there is a relationship between the deferrable risk and the marker rate differences or tattoo or body piercing because the question has multiple risk variables.  I think that should be it.  Are there any questions?
		CHAIRMAN NELSON:  Thank you.  I have a question actually.  A donor who would come into donate would answer a series of questions and then would have blood drawn but also would have a physical exam.  I wonder if obviously he had two tattoos up and down his arm but he answered no to that question he would not be a blood donor presumably.  So he or she would have to have a tattoo in some secret place,
		DR. ORTON:  But the question is in the past 12 months.
		CHAIRMAN NELSON:  Okay.  So he could say he had it before that.  All right.  I just wonder if anybody is ever rejected based on the physical exam.  If he was covered would you say when did you have that?  Anyway.  Go ahead.  Mary.
		DR. CHAMBERLAND:  Sharyn, in the first study that you presented the interview of the NAT only individuals which is similar perhaps even in some ways better than the Sentinel Counties in that you are getting people very close to the onset of acute infection, were the four donors who reported tattooing, were any questions asked about the time period when that tattooing was?
		DR. ORTON:  It was in the previous six months prior to donation.
		DR. CHAMBERLAND:  Six months.  And was location of tattoo application asked?  Meaning commercial, non-commercial?
		DR. ORTON:  It was asked.  I dont remember off the top of my head what the response was for commercial or non.  I just at the last minute grabbed this data and dont have that.  What struck me more was the fact that three was in the IV -- people reporting IV drug use, or two I'm sorry.
		DR. HOLLINGER:  Sharyn, Im not sure but let me get this correct.  In the REDS study, the anonymous questionnaire that came afterwards, these donors had already been given that question to start with.  Is that a right answer?
		DR. ORTON:  Right.  These are all donors who had successfully donated during a certain time period and then received this anonymous survey.  Thats correct.
		DR. HOLLINGER:  In addition, they answered no to a lot of other questions based on your last two slides which suggested that there are other deferrable risks in those groups.
		DR. ORTON:  Thats correct.
		DR. HOLLINGER:  So they havent been honest in many cases and I think it goes back to maybe what Ken said initially is that besides being, I think, a potential risk because there is an injection there with that question Im not too sure about the ear piercing but the others there still is a surrogate information there about whether there are other deferrable risks that go along with it.
		DR. ORTON:  Im not sure you can say that its a surrogate because they answered no to everything when they donated.
		DR. HOLLINGER:  Thats correct.
		DR. ORTON:  So they may answer yes to IV drug use on the anonymous survey but they clearly didnt answer it when they donated.
		DR. HOLLINGER:  I guess the other question though is whether there were people who did answer the question of whether they had tattoos and deferred themselves that also may have answered no to the question about injection drug use.  Ill tell you that most patients that I see that come to me from blood banking, the vast majority of them have parenteral risks whether its tattoos or injection, drug abuse or something that they have obviously answered no when they went to give blood.
		DR. ORTON:  Thats why I wanted to present the original data from the Red Cross.  Those are individuals who answered no to IV drug use, yes to tattoo when they came back.  Now lets say that they were IV drug users and were just answering yes to the tattoo question.  The point being when they came back we have no evidence of HCV or HBV infection.  I think that was one thing that was nice about those particular donors.
		DR. HOLLINGER:  Thats true but you only took 24,000.  There was 78,000 that never answered the question or came back with that.  
		DR. ORTON:  Thats correct.
		DR. HOLLINGER:  There was a huge number that did not and the question always comes up --
		DR. ORTON:  Are they different?
		DR. HOLLINGER:  Yes. Are they much similar?  I dont know if they are different or not but it always raises that question.
		DR. STUVER:  I just want to be sure Im clear on what the FDA recommendation was which relates to the questions that we have.  Then what the question was that the Red Cross asks because the recommendation by the FDA was about having these procedures in which a sterile procedure was not used.  The Red Cross question doesnt qualify it with respect to whether or not a sterile procedure is used.
		DR. ORTON:  Thats correct.  However I believe what happens if someone says I have my ear pierced.  Well, where did you have it pierced?  I had it pierced at my doctors office.  We know that of people who come in to donate who have their ear pierced, there are donors who do go ahead and donate.
		DR. STUVER:  So if somebody answered yes to this then there would be a follow-up to ascertain that.
		DR. ORTON:  Im not a Red Cross donor interviewer so I really cant speak specifically to that but I believe that its the case.  I know that there are Red Cross folks in the audience.  If anyone of them could address that more thoroughly.  I guess not.
		CHAIRMAN NELSON:  Any volunteers to address that question?  We can even have an ABC expert I guess.
		DR. KATZ:  Were 75 independent licenses so its all over the board.  Many centers have found it so cumbersome to try to illicit that information and then make a judgment how good it is that they just say okay youre gone.  Were not going to try to make those calls.  Then other centers will in fact ask follow-up questions according to the SOP and make the judgment yes or no with regards it was highly likely to have been sterile or not.
		DR. ORTON:  Quite a bit of that I think from when I looked at some older deferral data also had to do with the size of the Red Cross region.  I mean if you have two medical directors per region and you have a very small region, some of them have more time.  I looked at the differences in some deferrals and thought gee why arent they deferring anybody for some of these things.  I think there is some medical director discretion there.
		DR. SIMON:  I would just like to make a couple of comments from experience in the plasma industry that are of necessity anecdotal but I think add to your presentation.  In the plasma industry, Dr. Nelson, there is a physical examination so its not uncommon to identify tattoos.  
		In fact most companies have a map of the body, a drawing, and actually mark the tattoos at the time of the physical examination.  So if the donor is a regular donor the next time they come all their tattoos will be compared to the old drawing.  If there is a new tattoo, it will result in a deferral.  Both that route and occasionally donors mentioning it, there are a fairly large number of people who during the time they are donating once or twice a week have a tattoo, fail to mention it and be deferred.  
		Then after several or sometimes months of donations, it will be discovered often on the physical examination.  Then of course they are deferred.  The FDA requires post donation information.  The interesting thing is you have a donor on whom you now have several months worth of testing data showing that they are quite safe donors and youve gone ahead and deferred them and reported them.
		When I ask about this at meetings in the plasma industry, are any of these people then found to be positive on tests, nobody seems to know of such a case.  Also when we discover someone who becomes positive on one of the tests who seroconverts as a regular donor does it appear to be due to a tattoo or piercing.  Ive never been able to get anecdotal evidence that thats occurring.  
		So at least from an anecdotal point of view it would appear that these tattoos and piercings go on.  If the donor doesnt tell you about them they may continue to donate and does not seem to be a source of unacceptable units.  That would seem to add to the whole blood experience that this is not sort of bubbling up to the top as a problem when it comes to positive donations.
		DR. STYLES:  I had a couple of questions.  First on the American Red Cross study, two of the 24,000 people were HIV positive on return.  Do you have any data on the overall screening rate on just donors coming in?
		DR. ORTON:  When I first saw it I said oh two HIV positive donors.  
		DR. STYLES:  The other issue of that would be the 123 anti-core which seems high to me but I dont have the data so I wanted to know was it different than would be expected of other returning donors.
		DR. ORTON:  To look at it really thoroughly Id have to look at first time and repeat.  Sue, are you still here?  Okay.  The two positives in that total number as compared to all positives in the donor population are very similar it turns out.
		DR. STYLES:  So thats what you would expect.
		DR. ORTON:  When I saw them if you actually take the two in --
		DR. STYLES:  Its two in 24,000.
		DR. ORTON:  Right.
		DR. STYLES:  Then one was a repeat donor and one was a --
		DR. ORTON:  I dont have first time-repeat breakout of those donors who came back so its hard to compare it in the regular donor population.  Is it three per 100,000 for HIV, Sue?
		DR. STRAMER:  Yes. Overall.
		DR. ORTON:  Overall.  Thank you, Susan.
		DR. STYLES:  Then this would be higher than.  About three or four times higher.  Right?  Then do you have any data, Sue, about anti-core?
		CHAIRMAN NELSON:  That sounds all right.  Thats only five percent.
		DR. STYLES:  I dont know the data.  Thats why Im asking.
		DR. STRAMER:  We dont confirm anti-core repeat reactives.  We know a high percentage of those are likely to be false positive.  But I believe our overall mean repeat reactive rate over the last fiscal year or whatever was something like 0.453 percent.  So its about 0.5 percent.
		DR. STYLES:  Would be anti-core positive?
		DR. STRAMER:  Would be anti-core repeat reactive.
		DR. STYLES:  Repeat reactive.  This is again quite a bit higher.  Im just trying to assess this.  Weve talked a lot about tattooing being a surrogate marker for other unhealthy things that this would seem to imply that --
		DR. ORTON:  The other thing is its not two in the 24,000 thats donor.  There were almost 55,000 donations.  I just wanted to make that straight.  Its not two in 24,000.  Its two in 55,000.
		DR. STYLES:  But this says at the time of return donation two were anti-HIV.  Maybe Im misinterpreting that.  These 24,000 donors returned and two of those 24,000 were, maybe Im misreading it, positive.
		DR. ORTON:  Youre correct.  Im sorry.
		DR. STYLES:  Out of the 123.  So again it would seem to me that this would indicate that might be some risk of those people who identified themselves maybe they are trying to tell us something about their risk status.  The second question was did you do a regression -- youve got some good numbers here on the second study on -- about regression analysis, sort of taking into account the differences in the yes/no groups.
		DR. ORTON:  No.  This is preliminary data as I stated.  This data request was processed very recently and so I did as I said tried to break out at least first time repeat but no IV drug use and all those other things are not regressed.  So its very difficult to determine whether tattoo would completely fall out as not being significant.
		DR. STYLES:  That was my question because its so tight that it might.  The last thing goes back to my issue of deferrals, the overall issue of what are we going to accomplish here.  I read this AABB statement which said that from the AABB which I assume was going to represent 90 plus percent it would 114,000 deferrals.  However in here you are averaging you provide about 50 percent of the blood.  Is that right?
		DR. ORTON:  Yes.
		DR. STYLES:  And it says youre averaging it looks like maybe 25.  So that would be 50,000.  The deferrals then would be somewhere between 50,000 and 115,000.  This says its a survey from the American Blood Centers who provides the other 50 percent but their deferral rate seems to be quite different than what you have deferred.
		DR. ORTON:  I cant speak to their data.
		DR. DIMICHELE:  I think that the TAP deferral study by the American Red Cross has potentially some very important information there.  I would just like to take up again the point that Dr. Hollinger made in the sense that the 24,000 who did return were 25 percent of the total deferred population.  
		I think in order to draw any conclusions from that it would be very important to look at that group demographically in terms of age, other characteristics that you might have and compare them to the people who did not return to understand whether that subset is indeed representative of the entire group.  There certainly may be characteristics with respect to high risk versus non-high risk.
		DR. ORTON:  Even beyond those characteristics the fact that 75 percent didnt come back there is no question that we have no idea.  There could be some very major differences.  One of the problems that we have is that we dont test those donors.  As on two other presentations Ive given, we would be more than glad with Red Cross we have written a beautiful protocol to test that kind of thing to determine if there really are differences.
		DR. DIMICHELE:  I dont mean in terms of HCV positivity or not.  I just mean in terms of the characteristics of the people who returned versus who didnt return in terms of understanding and interpreting again the whole issue of body piercing, acupuncture and tattoo as a risk factor or non-risk factor.
		I think that if you could even ascertain some important demographic information that would maybe subclassify people who have tattoos and who use body piercing into one of two categories for instance it might be really helpful in terms of ascertaining and helping us ascertain the questions that were being asked to advise on.
		I just also want to say that based on my calculations, the core antibody is not higher.  But the HIV was higher.  The core antibody comes up to 0.5 percent.  So I think that in some ways it was representative of potentially a higher risk group and in other ways it wasnt.  It could have been just by chance.  It would be great if we could have more information.
		DR. STYLES:  Well, the other thing I think you made a good point is that were the 25,000 that came back.  If I had to guess I would say that the 75 that didnt come back were even higher risk.  I mean that would seem to make the most sense of why didnt they come back.  Thats why any increased risk in that group I think would be reflective of an even more risk.  Again thats where your study about having determining were they really representative, I think most samples like that show that theyre not.
		DR. ALLEN:  I dont want to belabor the point.  Just a couple of points on the TAP.  Seventy-five percent that didnt return I think its very hard to say why they didnt return whether they were at higher risk or they were just fed up with the system.  They got turned down the last time.  Im not coming back.  A lot of first time donors dont ever return.
		Second we dont know their status from the date that they are given whether they were first time or repeat donors.  All we know is that when they came in and answered the TAP question positive, they didnt get to give blood.  There wasnt a sample taken as you said.  So when they come back were really looking just at prevalent information.  Were not necessarily looking at incident information unless we go back to a specific prior donation and know they were core antibody negative at that prior donation.  Then look at what happened on the subsequent marker.
		With regard to the other information that you reported on donation behavior, I think thats really critical information for the task before the committee in the long term.  I would just like to ask with regard to the statement that Dr. Hollinger made that the donors lied.  Yes, they didnt tell the truth.  The information gathered wasnt accurate but why it wasnt accurate may not necessarily be that they willingly told a lie.  It could be that the whole process of trying to collect information in the environment at which we collect it is not as conducive to getting accurate information.
		DR. ORTON:  And actually on the survey they do ask questions about did you feel that it was private when you gave the information and things like that.  But like I said, I didnt have time to --
		DR. ALLEN:  I think if we are going to really address the ability for the donor's history to do the best job possible at deferring, weve got to work with the FDA and the blood collection agencies to look at that whole process and see what we can do to really enhance that without discouraging donors from coming in.
		CHAIRMAN NELSON:  We have seven or eight people who want to make statements and then we are supposed to consider these questions.  So if its a new direction in this discussion that is very important then fine.  But if not, maybe we could move on.  Yes.
		DR. DAVIS:  Im not much with statistics but I do use a lot of blood.  I tend to use a lot of it in a short period of time.  Its a little bit concerning to me that there are a group of about 100,000 people that we eliminate as potential donors when there are places in the country that have shortages of donations.
		I havent really heard anything that tells me these are really high risk individuals that we should eliminate.  I just want to say Im very concerned about us eliminating people that we could seriously use as blood donors that I could use.
		CHAIRMAN NELSON:  Okay.  Toby, did you have something?
		DR. SIMON:  I was just going to reemphasize and it really fits with the last comment question that Dr. Harvey Klein made in the prior presentation that as we probe is this surrogate.  Were sort of going on what I would call a slippery slope.  All the 12 month deferrals are based on the assumption that at one point in time there was a possible risk and 12 months later were through all the window period.  Then we can safely accept the person.  
		If you are going to revert to the idea that the tattoo were not worried about the application but we are worried about a surrogate.  Then we started talking about a permanent deferral and youve made your problem even worse in terms of donations.  So I just want to put that note of caution out there as we talk about it.
		CHAIRMAN NELSON:  That was the way I conceptualized it and I said that earlier.  It doesnt mean I was speaking in favor of it.  But if it is a very useful surrogate then weve a different issue.  If there are no other burning questions, I would like to move to the open public hearing.  First is Trish Landry from Plasma Protein Therapeutics Association.  I hope I got that right.
		MS. LANDRY:  Thats right.  Thank you.  PPTA is the international trade association and standard setting organization for the worlds major producers of plasma derived and recombinant analog therapies.  Our members provide 60 percent of the worlds needs for source plasma and protein therapies.  These included clotting therapies for individuals with bleeding disorders, immunoglobulins to treat complex diseases in persons with immune deficiencies and individuals with alpha-1 anti-trypsin deficiency which typically manifests as adult onset emphysema and substantially limits life expectancy.
		PPTA members are committed to assuring the safety and availability of these medically needed life sustaining therapies.  Plasma donors are valued members of society whose time and effort enhance the quality of life for thousands of individuals who rely on plasma therapies.  Maintaining a healthy and reliable donor base is a primary objective of the PPTA member companies.  We believe it is appropriate to periodically reevaluate donor screening and deferral criteria as part of the on-going effort to assure the safest possible donor population.
		To this end we applaud the Agencys efforts aimed at revisiting the current deferral criteria for percutaneous exposures from tattoos and body piercings.  We agree with the Food and Drug Administration that tattoos and body piercings are secondary risk factors.  Based on information FDA presented at the September BPAC meeting in 1999, the Agency acknowledged that tattoos and piercings merely reflect the underlying risks associated with high risk activities.  
		Indeed FDA rejected tattoos and piercings as a risk basis for instituting in-process material quarantine or retrieval.  The basis for FDAs rejection of tattoos and piercings as a risk factor at the time was a lack of data from the CDC to support the risk of transmission of HIV or HCV virus or viruses by these routes of percutaneous exposure.  Despite the lack of risk presented by these and other secondary deferral criteria, PPTAs International Quality Plasma Program or IQPP and Quality Safety Excellence Assurance and Leadership Program, QSEAL, include inventory management standards that permit the identification and retrieval of suspect donations.  
		Since 1997, PPTA member companies have had in place inventory management practices that require all source plasma to held a minimum of 60 days prior to further manufacture.  This hold period serves to significantly reduce the incidence of any window period donations from entering the manufacturing pool.  		Furthermore, if new information becomes available about a donor including information about percutaneous exposures from tattoos or body piercings, previous donations from that individual can be traced via look back process and retrieved for destruction.  In this way, the 60 day inventory hold helps assure that only the highest quality plasma is used in producing plasma derived therapies.  
		PPTA data collected on the removal of possibly infectious but sero-negative donations demonstrate the added safety afforded by the 60 day inventory hold.  These data indicate that the majority of all window period donations can be identified, retrieved and destroyed.  This same process of suspect donation interdiction applies to all deferral criteria including secondary risk factors such as tattoos and piercings.  Thus inventory hold has proven effective in allowing the interdiction of units that are unacceptable for further manufacture.  
		In light of these factors tattoos and piercings should not subject otherwise healthy donors to a one year deferral period.  PPTA suggests that the Advisory Committee recommend revising the current policy to eliminate the one year deferral for source plasma donors.  Given the robust nature of the inventory hold in terms of unit interdiction and the secondary nature of risk presented by tattoos and body piercings, donor deferral beyond the 60 day inventory hold is not warranted.  
		Thank you for the opportunity to speak today on behalf of the Plasma Therapeutics industry.  We look forward to your recommendation and to continuing dialogue with the committee and FDA on these and other priority issues.  Thank you.
		CHAIRMAN NELSON:  Thank you.  Any questions?
		DR. HOLLINGER:  I guess I cant let the first part stand.  I mean the first part was that you say that there is absolutely no risk.  I dont see how anyone who believes that these diseases can be spread through injections whether its percutaneous or otherwise could say that a tattoo could not be a risk factor.  
		Now won't argue the other issue about source plasma which I in some respects tend to favor about the question and so on.  But to make the statements initially that there is no risk and I thought thats what you said with tattoos I think is wrong.
		DR. SIMON:  Thats not whats in the statement.  It says secondary risk factors.
		CHAIRMAN NELSON:  But I think the implication was that this was only a surrogate or secondary risk factor.  Is that what you meant to say?
		MS. LANDRY:  The focus is that the tattoo and body piercing are secondary risk factors.  During the 60 days we would get the test results back to show if there is a positive viral marker.  So we are focusing on the test results versus the secondary risk.
		DR. SIMON:  I think its a semantic argument here.
		CHAIRMAN NELSON:  I agree with you and I agree with Blaine.  I think the 60 day hold would identify a risk.  That has nothing to do with tattoos.  But when you refer to tattoos as a secondary risk it implies that there could never be a transmission by tattoos if I interpret it right.  I dont know if thats what you meant to say.  I dont know.
		MS. LANDRY:  No.  I think the focus is more that were saying that tattoos and body piercings are considered more of a secondary risk.  We would rely on test results to show the transmission of viruses during that 60 day period.  Does that clarify?
		CHAIRMAN NELSON:  I guess so.  If you hold it for 60 days and the person is still negative then the baseline sample is still negative.  I agree.  Its safe.  
		DR. SIMON:  But her statement about secondary risk was the same statement you made initially I think after Dr. Alter. 
		CHAIRMAN NELSON:  No.  I said its a surrogate but I used the word surrogate.  In other words, its a marker like core was a marker for C for a person perhaps and its not a direct measure of the risk but  --
		DR. SIMON:  I think its the same thing what you are saying here.
		CHAIRMAN NELSON:  It may be that person is a nondisclosed injection drug user.  Thats essentially what I meant.
		DR. DIMICHELE:  I just have a question.  In making your recommendation, would you be at all concerned about the window period that you can test for?
		MS. LANDRY:  Thats a good question.  Im not prepared today to answer a question based on our data but I would be happy to get back with you on that.
		CHAIRMAN NELSON:  Thank you.  Next is Margaret Hoffman.
		MS. HOFFMAN:  Good afternoon.  Im not here representing any particular organization per se however I am representing acupuncture.  Im a registered nurse with over 20 years of experience.  I certainly understand the very critical importance of having a safe and adequate blood supply.  In addition to that Im also a masters prepared licensed and nationally board certified acupuncturist.  So I have these two things blended together.  I feel like I have a fairly good understanding of blood borne pathogens and again the importance of not spreading disease.
		In addition to the deferral matter which of course is the greatest concern here today, Im also concerned about the categorization of acupuncture.  According to the eligibility guidelines, acupuncture as weve heard here today is categorized all with body piercing and tattooing.  This implies that acupuncture is not a professional health care alternative.  This also presupposes that acupuncture treatment received from an licensed, registered or certified acupuncturist places a patient at unnecessary risk for transmission of blood borne pathogens.  I believe this is an uninformed understanding that potentially sheds a damaging view on acupuncture.
		In the United States, acupuncture is an increasingly chosen health care option.  In 1997 the NIH Consensus Conference on Acupuncture estimated that more than one million Americans receive acupuncture each year.  I offer that people who receive acupuncture may also be among the higher percentage of the public who might choose to donate blood.  I would also add here that many patients of acupuncture receive treatment on a continuing basis.
		Thus based on the current donation guidelines, a certain portion of the population may be totally excluded from donating blood.  With an increase in demand to build the blood supply, it seems that the decision to defer or exclude because of acupuncture treatment is an inappropriate one.
		Because of the many Americans choosing acupuncture as a part of their health care, the acupuncture professional is one of the fastest growing in the United States.  As of today, 42 states and the District of Columbia have passed statutes or regulations establishing standards of competency for licensure of acupuncture providers.  Four other states have introduced acupuncture legislation.  
		In the early 1980s as acupuncture started gaining recognition, national acupuncture organizations developed.  A top priority of the organizations was to identify and introduce professional standards.  One of these standards is known as clean needle technique or CNT.  
		Subsequently, the National Certification Commission of Acupuncture and Oriental Medicine mandated that every individual who sat for the National Board Examination must also pass an approved CNT course.  The CNT course emphasizes basic infection control measures, understanding of the transmission of blood borne pathogens, and the appropriate and safe manner of using acupuncture needles.  The CNT course is administered regularly across the United States.
		As Dr. Williams stated earlier in his presentation, in 1996 came the FDA ruling to reclassify acupuncture needles from a Class III device to a Class II device.  This ruling mandated that manufacturers of needles must label the packages for single use only and provide information about device material sterility.  Additionally the classification stipulated that these needles were to be used by licensed, registered or certified acupuncture practitioners.  Subsequently by licensing, registering or certifying practitioners and through the use of clean needle technique, the transmission of disease through acupuncture is at a much lower risk.  
		In a letter to Dr. Smallwood from Tierney Tully the Executive Director of the Acupuncture and Oriental Medicine Alliance, she refers to the National Acupuncture Foundations January 1999 memo on the safety record of acupuncture.  This memo documented only one incident of transmission of hepatitis more than 12 years ago.  This memo further states and I quote complications due to improper clean needle technique occur in countries, states or professions which have not set standards of clean needle technique for acupuncture practice.  The evidence clearly shows that acupuncture is extremely safe when performed by well-trained individuals who have met solid standards of practice.
		I would like to reiterate that donors are being unnecessarily deferred or even self-excluded from the pool based on the donor questionnaire.  As J. Epstein M.D. commented during the October 2000 FDA sponsored workshop on Streamlining the Blood Donor History Questionnaire, again I quote we give people negative medical messages when we tell them they are excluded perhaps for reasons that are not always clearly understood or explained.  We waste a lot of potential donor base resulting in unnecessary deferral and some compromise to the blood availability.  While I offer that he was not speaking that specifically about acupuncture, I think its very pertinent here.
		Ideally removal of the question about acupuncture from the donor questionnaire is recommended.  However if there remains a concern about the transmission of blood borne pathogens through acupuncture treatment, then the suggestion would be an alteration  made to the questionnaire and additional education of the screeners.  If the potential donors cannot easily answer a question about receiving acupuncture with sterile needles then perhaps the donor can supply a letter from his or her licensed acupuncture practitioner stipulating that sterile needles were used.  This then should not preclude donors who wish to give blood by requiring them to wait 12 months and will meet the guideline of causing a deferral if the donor does not supply a letter.
		Finally I would just like to suggest the removal of acupuncture from any association with body piercing or tattooing.  As I believe Ive made clear acupuncture is a highly regulated professional and deserves to be categorized as such.  Thank you for holding this important hearing today and thank you for your attention.
		CHAIRMAN NELSON:  Thank you.  Are there questions?
		DR. HOLLINGER: This is a question on acupuncture in general.  A person that comes in for acupuncture for whatever reason, do they come back multiple times or is this usually a one time thing?  Do they come for several years?  Would they come for just a few months?  A few weeks?  What is the usual --
		MS. HOFFMAN:  All of the above actually.  I dont have any specific statistics for you.  However I can state that certainly from my practice and I think that of many of my colleagues, most often people come into acupuncture for several months to several years at a time.  
		There are those few people who might come in with an expectation that its going to cure their back pain in one or two treatments and then they drop out of treatment.  Generally though people find that they have good results with acupuncture and continue to stay in treatment.  So that was one of my comments and my concerns that they would then continually be deferred from donating.
		CHAIRMAN NELSON:  In your estimation I agree with you that if sterile needles are used that there should be no risk.  But are their populations of practitioners who practice acupuncture who arent licensed, certified, trained, et cetera.  You implied that a letter from somebody that was certified by this organization but are there large numbers who arent or who practice differently?
		MS. HOFFMAN:  There are a few states that are still not regulating acupuncture though I think almost everybody is on board now.  So there is that low possibility that somebody could be practicing just like in any place.  If I may use the dental profession, I dont always know when I go into my dentist even though I think everything is sterile, I don't know for a fact that theyve sterilized their instruments properly.  
		So here in the acupuncture professional I would generally say that across the board and perhaps again there would only be some instances where people would not be using sterile, one-time use only needles.
		DR. DOPPELT:  I just had a question that is a little bit related to that.  Im not that familiar with acupuncture but apparently most states have licensure.
		MS. HOFFMAN:  Thats correct.
		DR. DOPPELT:  But some dont.  In the process of the licensure, does that require a physical inspection or is this done by just paperwork?
		MS. HOFFMAN:  I cant speak for all states in terms of physical inspection.  Most states do require an application process for licensure of the practitioner.  They also require the National Certification Examination in which case the acupunctionist would have had to pass the clean needle technique.  So is there inspection of their office per se I cant answer that for all states.  No.
		DR. DOPPELT:  So somebody certified, I mean you as an individual going in, although the practitioner is certified you dont know for sure that the needles arent being reused.
		MS. HOFFMAN:  Thats correct.
		DR. DIMICHELE:  Certainly when we talk about the needles not being reused I mean most of the time and Im just going to say, and I don't know if I have to recuse myself from the vote, that I have obtained acupuncture myself so Im going to say certainly the therapist opens up a packaged needle right in front of you prior to insertion.  That is the technique that I have been most used to.  Is the what the clean needles certification means in acupuncture?
		MS. HOFFMAN:  Yes.  Generally what the clean needles certification entails is the practitioner not opening a needle package until just prior to the insertion of the needle into the body.  The body part lets say the leg is cleaned first with an alcohol pad and then the needle is opened.  If the practitioner has to support what we call the shaft of the needle he or she is supposed to do that with a sterile gauze or sterile cotton.
		DR. KOFF:  For my colleague sitting to my right, I would suggest that you buy your own acupuncture needles and bring them with you.  
		(Laughter.)
		DR. KOFF:  Just following up on that, are these disposable one time use needles?
		MS. HOFFMAN:  Yes, they are.
		DR. KOFF: So the package you are talking about opening is not one that has been packages in an autoclave with ethylene oxide or heat or steam or things like that.
		MS. HOFFMAN:  Correct.
		DR. KOFF:  Theres are brand new.
		MS. HOFFMAN:  Yes.
		DR. KOFF:  Thank you.
		MR. RICE:  I myself, not really well versed on what the whole process is about getting acupuncture treatment although I can tell you that Im a regular consumer of blood products.  You never know where the weak link is going to actually be identified.  Whether its some unscrupulous practitioner in any place along the chain of trying to preserve the integrity of the system.  
		When trying to make a decision about the questions that are going to be posed to us, I feel torn about not being willing to basically trust the certification process of a new practice of medicine or assistance or whatever nature in someones treatment of disease.  But on the other side being concerned that you just never know where the weak link is going to happen.  I can tell you from personal experience if you end up being on the short end as a blood products user you are going to be quite alone after the ultimate problem of being transmitted a bug.  Youll be all alone.  So its difficult for me to say do we trust yet another certification process to have provided us the assurance that we dont have to look at that as a potential weak link in the system.
		CHAIRMAN NELSON:  Keep in mind that we still have several people that want to testify and then we have to discuss this.  Jim, do you have a question?
		DR. ALLEN:  Just from my perspective as a former state health officer, the people are certified whether for acupuncture or other procedures.  Thats usually spelled out in state law with appropriate regulations and so on.  It is in general very rare that a health department will have sufficient people to go out to individual practitioners offices.  They will get to the large facilities, the large clinics, hospitals and that sort of thing.  
		They dont get to the individual practitioners offices.  There is certainly always the potential although its going to be highly variable depending on the degree of regulation in the state that there are traditional healers who use acupuncture-type techniques without going through what is supposed to be the required certification process.  It clearly is as our speaker said a much more highly regulated service today than it was 20 years ago.  It isnt, as no area of medicine, perfect by any means.
		DR. STYLES:  I just wanted to know.  Do you have any idea of how many deferrals occurred due to acupuncture?
		MS. HOFFMAN:  You know unfortunately I dont.  I can only speak anecdotally from my practice and my colleagues that over the past, I would say since my first hearing of all of this in 1998, I probably know of at least 10 incidences of deferral.  Now thats low given that.  Its just again my anecdotal information.
		DR. CHAMBERLAND:  Just to round out the picture.  The concerns being expressed about does certification for acupuncture include inspection of offices and office practices, et cetera, I mean those kinds of things are not done routinely for physicians, outpatient surgery, dentists, et cetera. 
		We dont ask donors currently on the questionnaire if they had an injection in their doctors office in the last 12 months and defer them.  We certainly know from the data that Miriam alluded to and many other instances of bacterial infections that it is possible in an outbreak situation due to reuse of what were intended to be single use needles et cetera that they can be a point source of infection.  I think just in fairness to just present that entire picture.
		CHAIRMAN NELSON:  Right.  Thank you.
		DR. LEW:  Can I just ask one other question?
		CHAIRMAN NELSON:  Sure.
		DR. LEW:  How many states dont actually regulate?  Because Im less concerned about areas where there is regulation and at least the health department is making some effort to look into this.  But what about states that dont?
		MS. HOFFMAN:  Right now there are 42 states and the District of Columbia that are regulated.  There are four that have pending regulations so that leaves four that do not.
		CHAIRMAN NELSON:  Okay.  Thank you.  There are two individuals from the same organizations and I wondered if we could combine those or make them shorter.  Kelly Walsh from the Acupuncture and Oriental Medicine Alliance.  Is she here?  Alexandria Knox.  So maybe we will only have one.
		MS. KNOX:  Thank you for your efforts in examining this whole question.  Im an acupuncturist in private practice.  I do represent the Acupuncture and Oriental Medicine Alliance based in Washington State.  Its a national nonprofit organization of 1,500 acupuncturists, students and interest consumers and related organizations.  Im also a committee member of the D.C. Acupuncture Society.  
		I think Ms. Hoffman really covered the waterfront on our concern.  I dont really feel that I need to reiterate very much about it except that I just want to emphasize that we have a really outstanding record of safety.  As she said, we had one incident of hepatitis by an unlicensed practitioner 12 years ago.  In 17 years, we have had no complaints of transmission of HIV ever.  Let me just look at this one other little piece.  Nor has any state board of health ever complained to our profession about transmission of disease through acupuncture.  
		So we really have some good statistics within our professional.  Whether its possible for somebody to be very sloppy, absolutely.  But I think thats true with any medical device thats going to enter the skin.  If there are new questions that popped up I will be happy to stand here and answer.  Otherwise thats all.
		CHAIRMAN NELSON:  Questions?
		DR. HOLLINGER: So you say no transmissions of what diseases?
		MS. KNOX:  Weve had no incidence of HIV transmission that has been reported, obviously.
		DR. HOLLINGER:  From what?
		MS. KNOX:  From acupuncture.  It was one incidence of hepatitis 12 years ago from an unlicensed practitioner.  We have tremendous concerns about people incorrectly, poorly or not trained at all in acupuncture.  We have 45 accredited colleges.  As I said only four states at this point stand without some kind of regulation.  They tend to be Midwestern states by the way if it matters for population density and where you get your blood from.
		CHAIRMAN NELSON:  Acupuncture was added to the risks from the tattoo and body piercing in 1998 or so.
		MS. KNOX:  It was added that recently?
		DR. SIMON:  I think its been there from the early days.
		CHAIRMAN NELSON:  Its been there for a long time.
		DR. SIMON:  Because I remember investigating this years ago on Albuquerque.  At that time people were using alcohol instead of --
		MS. KNOX:  They had to autoclave the needles but now they come in those packets sterilized with ethylene oxide gas.  By the way, you probably dont know.  An acupuncture needle costs four cents.  There is no reason to reuse your needles.  I mean theres no economic incentive certainly and there is a lot of reason not to.
		As a practitioner you will also know that if you try to use the same needle on the same person twice it dulls and you cant get it in and it hurts.  Theres a lot of reasons you dont do it apart from safety.
		DR. HOLLINGER:  No.  I tend to agree with you.  I mean if you are using sterile needles then there should be no risk at all.  But I think in some respects youre probably too young to be at a time many years ago because Im older when people would say that there is no risk getting transfusion and the development of non A, non B Hepatitis.  Thats because it wasnt followed and wasnt looked at.  It wasnt only until the test became available and you went out and looked for hepatitis following tranfusion, that you recognized there was a fair amount of transfusions occurring in recipients.
		So unless a study is actually done in which you are now following all of these patients getting acupuncture and looking to see if there is a sero-conversion and there are no other risk factors, its difficult to make a statement that there is no risk and that it hasnt been detected.  Probably less than 20 percent of patients actually get sick.  Even the ones who get sick and come to a hospital are probably even less than that.  So the majority of the patients are not even going to get sick yet go on to develop chronic liver disease.
		MS. KNOX: Certainly I think its very appropriate to be cautious.  I dont think I stated there was no risk.  But I am stating we have an excellent safety record within the entire reporting system available.
		CHAIRMAN NELSON:  Just as a kind of useless anecdote, I was in Beijing in 1983 and acupuncture as you know is very common there.  I went to the acupuncture clinic and I saw a patient lying on a table.  He was getting a laser acupuncture.  I said why are you doing that?  He said hes afraid of needles.
		(Laughter.)
		MS. KNOX:  Light therapy.  Thank you very much.
		CHAIRMAN NELSON:  Dr Katz from AABB.
		DR. KATZ:  AABB, ABC and ARC in the spirit of consensus.  Miriam is gone but I just wondered about this association with beer drinking in Texas if we should have FDA inspect The Lone Star Brewery.  
		My statement in large part represents consensus of the three major blood banking organizations.  As communities across the United States continue to face real and potential blood shortages, the AABB, Americas Blood Centers and the American Red Cross believe it is critical that the Food and Drug Administration and the blood community carefully evaluate the need for donor deferral policies affecting individuals with tattoos, body piercing and a history of acupuncture.  The impact of such policies on blood safety and availability must be considered.
		The AABB standards for blood banks and transfusion services require a 12 month deferral of potential donors after application of body art under unsterile conditions.  That was inadvertently left out of the written statement that you had and its important.  This includes tattoos and body piercing.  The same deferral is required for acupuncture again when performed under unsterile conditions.
		The issue of recent tattoos and body piercing is a cause for temporary deferral of otherwise qualified volunteer whole blood donors was referred to CBER by the Transfusion Transmitted Diseases Committee of the AABB when we began to receive requests for variances from our standards based upon the growth of state regulation of these activities.
		The National Environmental Health Association developed its Body Art Model Code and Guideline in December 1997 to assist states in regulating body piercing and it is being used by many jurisdictions as they promulgate codes.  The argument is that given current test performance in jurisdictions where appropriate regulation of the sterility of equipment is combined with verifiable inspection regimes, there should be no concern about the transmission of blood borne infection and donors with recent tattoos or decorative body piercing should be acceptable donors.
		While there is no doubt that tattooing and body piercing can transmit hepatitis viruses, it is not really the issue in this controversy.  The current issue is whether this is a significant enough route of blood borne pathogen transmission in the United States to justify continued blood donor deferral.  
		The AABB, ABC and Red Cross are greatly reassured by past data from the CDC, especially the Sentinel County studies, suggesting that these are not common routes of transmission of blood borne pathogens.  Data to the contrary seemed dated or subject to confounding primarily by the stigma of admitting to the more important behavior, injection drug use.  We look forward and have in fact begun to hear the results of the ongoing CDC studies of HCV prevalence and associated behaviors among college students.
		The AABB, ABC and ARC remain concerned about the level of certainty that licensed body art establishments would maintain acceptable hygienic practices between inspections, the effectiveness of enforcement of state promulgated licensing strategies and the accuracy of the donors knowledge regarding the licensure status of an individual establishment.
		Without generally agreed upon criteria, donor screeners, quality assurance and compliance personnel will have to make arbitrary decisions concerning compliance in busy donor rooms.  In light of these concerns, the AABB has not granted variances from the standards to date and propose that the FDA sponsor a public discussion of these issues.  The AABB would rather not grant such variances but instead would like some framework for their acceptance from CBER and the Office of Blood.
		The number of potential donors impacted is not small.  In a recent study 25 percent of men and 33 percent of women at a small midwestern private college had at least one tattoo or body piercing.  Another study of university students in New York found prevalences of 51 percent and 23 percent for body piercing and tattooing respectively.
		A survey of the members of Americas Blood Centers performed this year, if generalized to the entire blood supply, suggests there may be as many as 114,000 deferrals annually for application of body art.  Now weve heard from the Red Cross and their numbers are a little lower so the actual number of deferrals is probably closer to 100,000.  
		These are primarily young donors, those that we are most desperately trying to get in the system, at a time of the falling incidence of viral hepatitis in this country during an era of, any of you who are parents would understand, the increased application of body art.
		Deferral for acupuncture raises many of the same issues and the AABB has likewise received letters requesting that acupuncture particularly in a medical setting not be a cause for deferral.  Again the blood banking community would like some framework from CBER in order to effect change.  Relaxing a standard that seems to have served us well deserves broad public discussion and analysis of data to be followed by commonly accepted and medically defensible policy.  Thank you for considering this matter.  
		I wanted to add a minority statement provided to me by the Executive Vice President of the Americas Blood Centers.  That many of the ABC centers hold very strong sentiment that these deferral should be modified primarily by shortening the duration of the temporary deferral.  Thank you.
		CHAIRMAN NELSON:  Thank you, Lou.  Mary.
		DR. CHAMBERLAND:  Lou, sorry its late in the day and I really want to make sure I have this straight.  In the third paragraph of your statement you cite the AABB current standards that require a 12 month deferral of potential donors after application of body art and then the next sentence includes tattoos and piercing.  Did I understand you correctly?  If these procedures were done under non-sterile conditions?
		DR. KATZ:  Thats how the standard reads.  I think that the reason why we see so many deferrals is that the ability to determine the circumstances in busy donor rooms is very difficult.  In the regulatory climate that has resulted in unprecedented safety in the blood supply were being very cautious.
		DR. CHAMBERLAND:  Right.  That was my next follow-up question which is what criteria are being used to ascertain the sterility or non-sterility of the procedure?  I mean this is going to come heads on with this issue when the committee is asked to discuss the questions.  
		DR. KATZ:  And I think at least the genesis of my letter to the FDA was give us a framework to start making those judgments given the safety of the blood supply now the testing that has been brought to bear in the recent past, the falling incidences of acute hepatitis particularly, most dramatically with Hepatitis C at the same time that the epidemic and I use this term advisedly of tattooing and body piercing has ascended.  
		Im a 30 odd unit blood recipient and much like Miriam Alter I really in the same circumstances again wouldnt care about a tattoo two weeks ago.  Its certainly a bigger issue than those kinds of individual preferences.
		DR. SIMON:  This probably is more a question on the ABC minority view but it would appear that the ABC minority view for a shorter deferral is taking the same position essentially Dr. Hollinger is taking that there is a risk with the application of a needle somehow and there may be a risk that some of it  is non sterile.  
		At the time that this was written the window periods could have gone six months to a year.  Now with nucleic acid testing we can take a shorter interval like 60 days.  It sweeps aside the surrogate issue and focuses on that.  Is that a correct interpretation?
		DR. KATZ:  Im not sure that thats a minority issue.  ABC has delegated the authority to make that statement to Dr. Bianco and I agreed to read it.  In fact we didnt try that language as we passed the statement through the American Association of Blood Banks Boards or the ARC hierarchy.  
		Had we done so and had I had time to make the effort, its entirely conceivable that I could have gotten that consensus.  I did not in the next to the last paragraph in the statement is what was approved.  In the interest of brevity Celso asked if I would say that so he wouldnt have to stand up and do the whole thing again.
		DR. SIMON:  The only reason I wanted to emphasize this point is it sweeps aside the sterile-non sterile.  We simply admit that there could be a non sterile application.  Makes it 60 days and weve covered it.  Thats one option of a way to go.
		DR. FALLAT:  Do you have any data on the number of deferrals due to acupuncture?
		DR. KATZ:  No.  Very similar to the Red Cross.  Our centers of course have 75 different computer systems to capture this stuff.  But for all intents and purposes, those things are all captured in on bin and we cannot separate them out.
		DR. WILLIAMS:  One small point but I think an important one and this came up particularly talking about the variant CJD travel deferrals.  In fact the onsite deferrals are often the smallest part of the picture.  
		There is a lot of educational matter thats out there.  Individuals who are aware that they arent qualified just never show up so they dont appear in the deferral records.  Some of the differences between the two groups are really quite large.  And at onsite is really the smallest part of the picture.
		DR. DOPPELT:  We heard from the acupuncturist that 42 states regulate and 4 are going to regulate soon.  In regards to tattooing does anybody know what the number of states are that inspect and regulate for tattooing?
		MR. MCCARTHY:  Forty-one states currently have regulations.  Five within the next year.  
		CHAIRMAN NELSON:  Please use the mike so this is recorded.  State your name and whatever.
		MR. MCCARTHY: My name is Pat McCarthy.  Im the President of the Association of Professional Piercers.  To answer your question 41 states currently have legislation regarding body piercing.  Five are currently under bill right now.  The remaining 4 at this current time have no plans.
		DR. DIMICHELE:  Are they in the Midwest?
		MR. MCCARTHY:  Actually they arent in the midwest.
		CHAIRMAN NELSON:  Sharyn, did you want to say something?
		DR. ORTON:  Yes.  I just want to clarify one thing.  I just had a brief little head to head with Sue Stramer that had to do with the two HIV positives in the 24,000 compared to the three in 100,000 regular donations.  Those numbers really are comparable because you are talking about three in 100,000 of all age groups, all blood donors.  I dont have the specific data but we do know that within age groups the rates are higher in those lower age groups.  Those numbers really arent comparable.
		CHAIRMAN NELSON:  Okay.  Thank you.  Celso, I guess Lou gave your opinions?  Good.  Barbara Kieffer from the American Electrologists Association and Infection Control Standards Committee.  Is Barbara Kieffer here?  No.  Pat McCarthy who just gave us some facts.
		MR. MCCARTHY:  Yes.  Im back.  I can answer some of your questions.  You had asked about Texas.  Texas actually has one of the strictest rules regarding body piercing.  One of the problems with stringent rules though is that you have to have your parent come in in order to sign.   The State of Texas  took it one further.  You have to have a notary sign that the parent has said its okay plus they have to be there.  What that causes is a lot of people get pierced on their own and not going to regulated sites.
		A couple other notes.  Like I said my name is Pat McCarthy.  Im the President of the Association of Professional Piercers.  We are an international non profit organization dedicated to educating the public and professionals like yourself on the state of body piercing today.  
		Last year I spent a month over in France helping them write their laws.  Were going to be going to Australia.  Germany is on their way.  So there is a lot of international response as well.  Would I want to get pierced over in France or anywhere over there at this present time?  No.
		Like I said earlier, body piercing is an industry that has grown fivefold in the last few years.  Four years ago only 15 states had any legislation.  Today like I said 41 have legislations with five expected to pass some time this year.  
		These states have passed stringent guidelines establishing inspections of studios once or twice a year.  Many states like that in the state which I reside in Ohio, they require that we have spore testing on our autoclaves one every two weeks as if you all know doctors and dentists only have to be tested for spores monthly.  So actually they are holding us at a higher standard then they are doctors and dentists.
		Like I said I represent the Association of Professional Piercers not tattooists and its great to finally see an organization realize that they are two completely different ways to adorn your body.  They are not considered the same.
		In listening to all the studies, tattooing is actually has to do with a lot more blood than actually body piercing does.  That could be one of the reasons why a lot of people its an old ancient art prefer to actually tattoo themselves.  So they do that as opposed to go to regulated studios.
		So I would like to talk a little bit more about the Association of Professional Piercers.  We have been assisting states for the last seven years in writing laws and passing laws and training inspections on what to look for when it comes to a good and bad studio.  We have attended the APHA, American Public Health Association, conference for the last six years again instructing doctors, nurses, health care professionals and as far as the many ongoing changes in the body piercing profession.  Two years ago we did a class on for inspectors and for health officials in on what to look for in good and bad studios.
		Like you are doing today, our board of directors meets every four months and has a national conference that we look at whats changing in the industry.  The APP is the only professional organization for body piercing professionals.  We have stringent guidelines not unlike your own. 
		I would like to go through some of the requirements for the APP.  A lot of states have adopted the APP requirements.  In order to become an APP member you first have to pass the written test proving your knowledge as far as cross contamination, sterilization, blood borne pathogens, needle stick procedures as well as many other topics.  All APP members have been piercing for a minimum of one year.  All members are required to sent monthly spore testing into our office and kept on file.  All members are required to have CPR training which is renewed yearly, first aid training which is renewed every three, OSHA blood borne training which is renewed yearly and last but not least, a 360 degree video which actually was taken of the piercing studio, the front counter, the sterilization area, the restrooms, the piercing rooms looking for very specific items:  washable walls, properly placed biohazard containers, separate bio and clean areas in a piercing room, autoclaves, ultrasonic cleaners and many more specific items.  
		If you walk into any APP studio and you will hear nurses and doctors which we get a lot of nurses and doctors coming in saying God you guys are cleaner than we are.  Just how many pairs of gloves do you go through in a piercing?  The average APP studio goes through three to four pairs of gloves per piercing.  In states such as South Carolina and Florida, they are required to go with sterile gloves as opposed to clean gloves.
		It is a misconception and I noticed that in some of the presentations that its only the under 25 crowd thats getting pierced.  Its not.  I bet if you think for a minute you will notice someone who has a piercing.  Those people have investigated the typical studio that they want to go to whether they are APP members.  We put out numerous pamphlets explaining what to look for in regulated studios, to make sure they have an autoclave, to have a look at their spore testing.  
		My studio is actually in Columbus, Ohio right on the Ohio State University campus and we get students all day long that theyve investigated where they want to go.  Yes.  You asked about whether they get deferred when they want to give blood.  They come back and say you wont believe it.  They wont let me give blood because I got a body piercing at your studio.  So a lot of them say Im not going to give blood so Im going to get pierced again.  Im sure thats one of the reasons why you get a lot of the people not coming back and answering the deferral questions.
		There are not many times you can resolve a conflict with a win-win situation but this is one of those times.  By allowing individuals to get pierced at APP studios or studios that have passed stringent laws regarding sanitation, you will not only help the membership grow but you will also help the nations blood supply increase.
		I could go into a lot of other stuff but a lot of people have already talked about it.  Id like to leave it open for questions.
		CHAIRMAN NELSON:  Thank you.  Yes.
		DR. LEW:  I just wanted to point out.  The regulations today allow for people who have piercings and acupuncture if its done under sterile conditions.  It sounds wonderful all the different regulations for piercing as well as acupuncture, very appropriate regulations.  So I dont have a problem with that.  		But what I dont know is what percentage of piercing and acupuncture is done outside of that regulated area?  To me, thats what is high risk.  So I think the present regulations are appropriate but obviously most people feel scared to even use todays regulations.  Thats what it sounds like to me.
		MR. MCCARTHY:  I did want to make one more last comment about something you had mentioned in the first presentation.  Theres a big difference between getting pierced with an ear piercing gun and doing it with a single use needle.  In order to become an APP member, you have to sign an agreement saying you will never use a gun again because the guns that they use cannot be sterilized.  They can not be put in an autoclave.  Thats where there has been some documented research as far as some transmissions.
		CHAIRMAN NELSON:  You represent the body piercers not the tattoo group.
		MR. MCCARTHY:  Correct.
		CHAIRMAN NELSON:  Apparently there is nobody here representing the tattoo group.  Are they regulated as well with these laws?
		MR. MCCARTHY:  Ninety percent of the time even though they typically are separate bills, they are put together under some body modification bill but they have to pass their own stringent guidelines.  One of the big differences and it was brought up earlier there was HIV transmission through the use of the inks about two and a half or three years ago.  Im not really sure.  
		Since then all state laws that have passed are you have to take the individual ink, put it into an individual cap, and then use that.  Once you are done with the one person then that ink is thrown away.  Up until three years ago, that was not the case.
		DR. SIMON:  Just to clarify based on the question that was asked, I think the FDA regulations if its ear piercing or acupuncture and the donor says that it was done sterilely they can donate but not for  tattoo.  Thats what I thought it was so there is I guess a certain area there for judgment by the blood center and I believe in the plasma industry because of the German requirements that Roger Brensdor talked about before.  They have taken a strict GMP stance that a donor cant just say it was sterile.  It has to be proven.  I think virtually no room in the plasma industry for judgment there.
		CHAIRMAN NELSON:  Thank you.
		MR. MCCARTHY:  One last thing.  I also have CDs that have our procedural manual on them.  Book five has of last year all the updated states that have different laws.  So if someone wants a couple of these, we have them.
		CHAIRMAN NELSON:  Thank you.  We didnt take a break as everybody like me knows.  The effort was to finish at a reasonable time.  What we have to do next is to visit Dr. Williams questions.  If you want to stand up for a few minutes before we do that, it would be all right.  Off the record.
		(Whereupon, the foregoing matter went off the record at 5:40 p.m. and went back on the record at 5:45 p.m.)
		DR. SMALLWOOD:  Were going to reconvene now.  May I ask all the committee members to please return to your seats?
		CHAIRMAN NELSON:  So I think we are ready.  Alan.
		DR. WILLIAMS:  Just very briefly to clarify something that came up late in a discussion.  I want to just restate what the current FDA recommendation is which goes to the 1992 memo.  Its recommended that individuals be deferred from donating whole blood, blood components, source plasma or source leukocytes who within one year of donation have undergone acupuncture, ear piercing or tattooing in which sterile procedures were not used.  Tattooing is not separated out from the non sterile criteria.  However in the current AABB standard, next slide please, that is considered separately.  I think thats where some of the confusion came about.
		The questions for the committee which I will go to now, slip to the last two slides, are specific to the FDA recommendations in terms of the wording of the questions.  Last two slides on that talk.  I will read them in their entirety for the record.  
		1.  Does the committee recommend that donors be deferred who have a history within one year of donation of tattooing in which sterile procedures were not used?
		2.  Does the Committee recommend that donors be deferred who have a history within one year of donation of skin or body piercing in which sterile procedures were not used?
		3.  Does the committee recommend that donors be deferred who had a history within one year of donation of acupuncture in which sterile procedures were not used?
		Next slide.  
		4.  If yes to any of the above, does the committee recommend that blood donor deferral be modified by a determination that a tattoo, acupuncture, or skin or body piercing procedure was performed in a facility operating under state or local licensure or a trade association certification?
		CHAIRMAN NELSON:  Yes.
		DR. SIMON:  I have a problem with this.  I guess Im coming at it in a different way then the FDA is.  Just one question and then a comment.  Number four is really the status quo based on how you just educated us.  That is any center today could set up a protocol in which they ask the question and then determine whether it was under licensure and could be shown to be done sterilely and then accept the donor.  Is that true?
		DR. WILLIAMS:  I think questions one, two and three are actually the status quo.  It distinguishes between sterile and non sterile.  What we are asking in number four is whether certification or licensure of an establishment would bridge that gap to an assurance that a procedure has been sterile.
		DR. SIMON:  So youre almost going the other way actually of making it more stringent in terms of the FDA regulation than it is today.
		DR. WILLIAMS:  I dont believe so.
		DR. DIMICHELE:  Could you go back to the FDA recommendation, please?
		DR. WILLIAMS:  Thats Slide four please.
		DR. EPSTEIN:  While thats happening, I think Lou Katz said it that what AABB is asking the FDA to provide a framework to make the decision.  What we are saying what if we propose is the decisional rule evidence of a certified facility?  Then that is the decisional rule.  
		Its not a change to the status quo in that you could voluntarily adopt that decisional rule now.  But we are formally asking the committee if the committee votes the prior questions to retain a deferral as the status quo, would you endorse a decisional rule that says thats good enough evidence to exonerate?
		DR. SIMON:  My problem with the questions and it may be that no one else shares this is it seems to me weve had enough data presented to raise the issue of whether this question has any value at all.
		DR. EPSTEIN:  Thats what the previous three questions are.
		DR. SIMON:  Not exactly because if somebody told me they were tattooed non sterilely I wouldnt accept them.  But I guess my view is the question per se isnt useful.  But youre saying if thats what you believe then answer no to the first three questions.
		DR. EPSTEIN:  Correct.  My understanding of how we frame the questions was to offer the committee to consider separately tattoo, body piercing and acupuncture and in essence tell us whether a question should be retained.  What we have proposed however is the status quo question.
		DR. SIMON:  But you kind of made it a little bit pejorative because you put it under non sterile.
		DR. EPSTEIN:  I apologize but is it clear now?
		DR. SIMON:  Yes it is.
		CHAIRMAN NELSON:  It says non sterile now.  Right?
		DR. STUVER:  Yes.  I dont think its clear really now.  Because to me the way the question is its unclear what a no answer means.  Does a no answer mean that you dont think that there should be the deferral at all?  Does the no answer mean that you think that the sterile procedure thing isnt important?  It should be just straight deferral which it seems like it is now.  Theyre not even asking at least in the American Red Cross question if it was sterile or not.  Theres this disconnect between what the recommendation is, whats actually being done and then what it is were supposed to be recommending.
		DR. STYLES:  I agree.  I think that the first question should whether the committee thinks that the question should even be in there.  Once you go to that if its yes then you go on.  If its no then you stop there.
		CHAIRMAN NELSON:  The other complexity of the question is the one year.  Given the fact that theres now NAT testing and all those kinds of things that the one year hard term I guess first came in 1992 which was 10 years ago.  It may be we could accept a shorter period where there was a question now.
		DR. SIMON:  That would be my proposal would be to first say should we have this question at all.  If the committee decides we should then to me the next logical question would be is the 12 months correct or the 60 days.  Then I guess you could add a third question should you try to clarify a sterile versus non sterile.
		CHAIRMAN NELSON:  Right.  If they removed from the first three questions the term one year which if you disagreed with that you would vote no.  But it should not know that you dont think there should be any questions.  Then the first three questions become do you ask or consider a tattoo, body piercing at all and separately.  Then the second question would be how long.  And the third question certified sterile or non sterile.  
		DR. STYLES:  Is it okay to approach it from that framework?
		CHAIRMAN NELSON:  Could we modify the question?  Could you put back the first three questions?
		DR. WILLIAMS:  Could you go to the last two slides please?  So could you generate some wording?  The first suggestion is whether the question should be there at all independent of time frame and sterility.  
		CHAIRMAN NELSON:  Right.  If you just took out the one year of donation.
		DR. HOLLINGER:  I think you could answer these three questions and then get to the fourth question on it.  I think these three questions are pretty easy to answer personally.  But then get to the fourth question which then asks about modifications and so on.  Then you can talk about modifications and whether you want to leave acupuncture and skin piercing alone by itself and you want to do something different with tattoos, give a different time period and things like this.  Then we could provide that information to the FDA for their consideration.  But you could answer the first three questions without any difficulties.
		DR. WILLIAMS:  If I could suggest, I agree with Blaine on the first three.  If four could perhaps be modified.  If yes to any of the above, the committee recommend that blood donor deferral be modified by determination including consideration that the procedure was performed under licensure or certification.  That opens the door for other comments about modifications.
		DR. STYLES:  My bias would be if you asked me just to come out and say do you think we should ask whether potential donors have had a tattoo, I would say no.  But you asked me that question do I think we should get rid of the thing that says you cant donate if youve had it done not sterilely I would say yes.  I mean you could have your teeth pulled unsterility.  But its like have you stopped drinking too much.  I think the question has to be really clear.  
		DR. LEW:  I want to address the question which was brought up should we even ask the question.  I think all the data that I heard today does not distinguish between this critical sterile or not sterile.  I think thats an important issue because when you think about it college students are fairly educated or whatever.  They might go for someone whos certified.  They understand about sterile technique, a lot of them, or at least try to get things clean.  The population that may be most at risk we dont know any studies on that.
		CHAIRMAN NELSON:  I dont know.  I think its tough for the blood bank.  Go ahead.
		MR. RICE:  I think that the FDA is asking the question as to where they are to illicit from us whether we believe that any of these behaviors present a risk at all.  Thats why theyve worded it that way to basically from us determine whether we believe there is any risk associated.  Thats why they are using the issue of sterile procedures in there.
		If you would say that you dont believe that tattooing is a risky procedure but then you modify that question and say under unsterile conditions and you switch your answer based on that wording, then doesnt that indicate that really you believe tattooing in some way must be a risk behavior to begin with even though initially youd say no based on the evidence?  But then qualifying whether its sterile or unsterile changes your answer which is why I think theyre asking the questions the way they are for us to basically come to the conclusion of whether any of these procedures independent of sterile or unsterile environment are a risk issue.
		DR. STYLES:  But what do you lose by just asking the question have you had a tattoo?  What do we lose by asking that question of everyone here?  If everyone says yes, then we have to address the sterile issue.  But if everyone says no, you have your answer.  So what do you lose by just taking that poll right now.  It might save us a lot of time.
		CHAIRMAN NELSON:  Lets vote on these questions, Dave.  The only problem I had was just the time.  Not whether it was a sterile procedure.
		DR. SIMON:  Dr. Nelson, I would second.  Can we do a straw poll and see how many of the group think its worth retaining the tattoo question?
		CHAIRMAN NELSON:  Okay.  Jay, is that okay?
		DR. EPSTEIN:  Im just going to put up a version in writing of what youre discussing.  
		(Pause.)
		DR. EPSTEIN:  I think what the members are asking.  The basic question is does the committee recommend the donor should continue to be deferred based on history of tattooing, skin and body piercing, and acupuncture considered separately and then I accept the points that have been made.  If the answer is yes, we can get into a discussion about what kind of history ought to be taken and are there caveats and so forth.  What should be the deferral period?  If the answer is no, we go home.
		CHAIRMAN NELSON:  Yes.  I like that better.  So there are three questions there.
		DR. EPSTEIN:  Correct.
		CHAIRMAN NELSON:  So lets vote --
		DR. DOPPELT:  Excuse me.  Right now this is regardless of whether its sterile or not sterile.
		CHAIRMAN NELSON:  Its just tattooing.  Yes.
		DR. EPSTEIN:  Were simply saying should the question be asked.
		CHAIRMAN NELSON:  Should we even ask about it?  Okay.  Do we have to individually do this or do we just have a vote?
		DR. SMALLWOOD:  I have to poll for this.
		CHAIRMAN NELSON:  Individually?
		DR. SMALLWOOD:  Yes.
		CHAIRMAN NELSON:  Okay.  Terry we start with you.  Do the committee believe that donors should continue to be deferred at all under any circumstances, if you will, based on a history of tattooing?  Yes, no or abstain.
		DR. SMALLWOOD:  For this voting, I will have to poll each member individually.
		CHAIRMAN NELSON:  I said yes.
		DR. SMALLWOOD:  I will call your name.  And then I will have to take the vote.  Sorry.  Im calling you according to the roster.  Committee Chairperson will be last in case we have to break a tie.  Dr. Allen.
		DR. CHAMBERLAND:  I guess before we take the vote.  Does the committee feel its worth while having some discussion about this first?  I mean usually before we take a vote we have some discussion so we review what we heard.  I think it would be helpful to have discussion rather than just vote.  We made a radical shift here in direction for changing the question which I think actually is a good move.  But I would appreciate some discussion within the committee about what weve heard.  Theres a lot of data presented.
		CHAIRMAN NELSON:  Sure.  Im happy with that.  I thought people did discuss themselves out.  Go ahead.  Does anybody want to discuss?
		DR. HOLLINGER:  I will just start out.  I think anything you do on any of these questions anytime you have a potential for blood to blood transmission unsterilely would require a yes answer on this.  So since were not going to vote on that initially and were talking about whether its sterile or not sterile.  If its sterile, I dont have a problem with any of them.  If its unsterile, I have a problem with all of them.
		DR. STYLES:  How do you determine that?  I think thats what the AABB is having problems with.
		CHAIRMAN NELSON:  Thats one of the problems.  I think if you are sitting at a blood bank, Im not sure its possible.  You could maybe do some probability at people in two ends of the spectrum but on 100,000 blood donors that could come in, I dont think you could.
		DR. STYLES:  My position is if we take on the issue of whether its unsterile versus sterile there are a lot of other things that we should actually be asking about as well.  Like dentistry, for example.  There are a lot of other settings where you could get contamination.  If you are going to get to that detail, youre taking on a big load I think.
		CHAIRMAN NELSON:  I have more faith in the dental profession.  
		DR. ALLEN:  Certainly medical procedures, dental procedures have changed a lot in the last 20, 25 years, the whole concept about using appropriate guidelines, the OSHA blood-borne pathogen guidelines and rules, the wide acceptance of that.  Weve heard testimony today that certainly in piercing parlors and acupuncturist and so on are all well aware of these and are following the same things.  Were in a very different setting today by in large than we were 20, 25 years ago.
		Let me just go on to give my impression also of understanding of the term sterility however.  I think the general public doesnt understand and differentiate between sterile procedures or sterilization and disinfection.  That if you ask many people about an alcohol wiped needle used by your roommate to puncture your ear thats a sterile procedure.  Im guessing at that.  But I think a lot of people would not make a real differentiation.
		I think we may be on slightly more solid ground if you are asking about was it down in a certified or licensed setting or by a certified practitioner or a licensed or regulated environment that we may be able to get a little better history.  Even then I think the probability of getting anywhere close to perfect is not high.
		So we do have some real problems in trying to make the ascertainment.  I agree with Dr. Hollinger.  I would be willing to say that any one of these procedures if it was really done in a sterile, regulated environment I have zero concern about it.  In a non sterile environment, I have very serious concerns about tattooing and body piercing in particular but somewhat less concern about acupuncture.  I would be willing to unequivocally say  I would take acupuncture off the list.  The other two Im much more concerned about.
		CHAIRMAN NELSON:  I think weve heard a lot less about the tattooing.  I think its a really old procedure and theres probably a huge variability in the sterile conditions under which its done.  Its painful and so if youre drunk maybe it doesnt hurt as much.  I dont know.
		DR. DIMICHELE:  I think that having agreeing with whats been said so far I see the issue as one in which the mandate here is to continue to protect the blood supply.  I guess the question really relates to two issues: the way I see it at this point with all the discussion is what is the likelihood that any one of these three procedures is being performed in a less than reputable environment?  
		And the second understanding that even under that circumstance the risk may not be that high in terms of acquiring HCV or HIV.  But lets take that out of the mix right now.  What is the chance that this could still be done in an unreputable or unsafe environment?  I think the second is what is the possibility that any one of these could be a surrogate for other high risk behavior that might not be admitted to in the sense of usual questioning.  I guess I just put that out to the group as one way in which we might try to make decisions on each one of these individually.
		DR. SIMON:  Im very reluctant to disagree with Dr. Hollinger because of his enormous experience and expertise in this area.  But I guess I do with great trepidation.  
		The issue it seems to me is that of course if we knew any of this was done unsterilely we wouldnt accept the donor.  Weve had a significant problem with AIDS spread by a dentist.  Weve had problems with orthopedic surgeons.  I believe we had a problem with a phlebotomist at a very well known laboratory when using needles.  So this can happen any time that needles are used.  
		Based on the data that we have available which is not perfect but from what we can tell, these do not represent significant risks.  One place that a risk has been identified is a tattoo or piercing in a penitentiary, a prison.  We already have a question to cover that.  
		I guess I would take the position that weve seen enough data to feel comfortable with dropping this question.  That is were not significantly adding to the safety of the blood by asking this question.  Theres always a chance that a risk will occur and were depending on our nucleic acid testing and the other things that we do.  But it seems to me based on the data, there isnt a good basis for asking this question and losing 100,000 plus donations a year.
		The second point I guess Id make from my experience working in both blood centers and plasma donor centers is I think its very difficult to require of a donor evidence of something.  I think when people come to their church or their workplace for them to produce evidence that their piercing or tattooing was at a state licensed place even if they know.  I think the blood centers now have the ability to accept their word if they want to.  This was clarified by Dr. Williams but apparently are reluctant to do.
		So I would find obviously if we do vote to continue this question, I would support something like that.  But I think its very unlikely it would work and make much of a difference in our blood supply.
		DR. KLEIN:  I would agree with Blaine.  I think that Id like to know whether anyone has had their body pierced by an uncertified, unlicensed, whatever term you want to use or unsterile procedure.  If so, I would like to defer them for 60 days.  I think we know now that thats the period of time not a year.  
		Frankly, I think there is a risk.  No one can say there isnt a risk.  Its a finite risk and its a small risk but its a risk.  Frankly, I would not want to get the unit of blood from someone who had been to a tattooist in the last 30 days.  Id wait because I think while its very small if I had the option frankly Id take the unit that wasnt from someone who was tattooed.
		DR. LEW:  I would like to also disagree that weve heard enough information and studies.  Because again these studies looking at college students and whatever, they didnt ask did you go to a licensed person.  The data is not there.  We werent presented with any studies saying under conditions where there were unlicensed people who are more likely to do it in a non sterile way or less clean way what is the risk.  So the studies havent been done.  We havent seen any data to support dropping this question.
		DR. CHAMBERLAND:  I think for me as with other folks that have stated this the question really does hinge on the venue in which the procedure was performed.  I think for me its particularly for the tattoo and the body piercing procedures.  
		I wish there were more solid data.  I know one of the committee members asked the acupuncture representatives if they had any idea about with what frequency acupuncture is done on the side and not in a professional setting.  My sense is that you are probably less likely to have your college roommate do acupuncture on you than to pierce your ear or do a tattoo.  I dont know if thats true but that a gut impression Ive gotten out of this.
		I really am starting to have some sense that perhaps acupuncture might be able to be teased out of this trio if you will as perhaps being more of a medical procedure done under controlled circumstances.  I think what I see coming heads on is the desire to see the documentation that its done in a sterile setting with the practicality of what you face in the donor room.  It was discouraging to hear from Dr. Katz that a lot of blood centers understandably just dont want to go down that road.  If the answer is no, its just not worth the time and energy.
		I do believe for some of these procedures that if you got documentation that it was done by a certified practitioner having heard now some of the requirements, it would be in my mind that I would not feel that there is an increased risk associated with it.  So I think in my mind Im having the difficulty for particularly the tattoo and the body piercing is this issue that I want some assurance that its been done under a sterile environment but the practicality of obtaining that information is I dont know whether the juice is worth the squeeze in that kind of situation.
		DR. KLEIN:  I just want to add to my answer that I think again from a practical standpoint since the risk is very small that I would frankly accept the donors word on that knowing that 99 percent of the time or 98 percent of the time it will be correct.  Then two percent or three percent of the time it wont be.  But the risk is very small.
		DR. CHAMBERLAND:  So if the donor said to you I got it in Dr. John Smiths office on Rockville Pike or I went to a mall where there was an ear piercing clinic, I guess Im trying to get a flavor for what some of the responses when you probe.
		DR. KLEIN:  Certainly.  But even less than that yes the physician or the person or the store I went to used a sterile technique because after all I guess were going to take their word for it that they dont have a xenograft or they do have a xenograft. Were not going to ask to see their pigs liver.
		(Laughter.)
		DR. SIMON:  But, Harvey, what are you actually doing in your donor center?  Are you accepting their word and taking them?
		DR. KLEIN:  For most things, we accept the donors word.  Yes.  We dont --
		DR. SIMON:  How about tattooing and piercings?  Or are you deferring for 12 months no matter what?
		DR. KLEIN:  We are following the AABB standard right now because that is the standard.  But by in large, if they say they dont have a tattoo but have one in somewhere I dont see it, Im obviously accepting them.  Im taking their word for it.
		DR. CHAMBERLAND:  So following the AABB standard and again we did hear some testimony it sounds like at least in some blood centers if the screener probes and to their personal satisfaction gets some sense that it was done in a controlled environment, the donor would not be deferred.  Is there the possibility that depending on -- Did I say that correctly?  Not for tattoo but for piercing.
		DR. KLEIN:  You did except there is an SOP.  And the SOP may be different in my center than it is in Lou Katzs center.
		DR. CHAMBERLAND:  So there is a variety of SOPs that are out there but at least some of them with some reasonable probing by the screener for ear piercing or what the AABB calls non sterile skin penetration would not defer a donor.  So depending on how the committee handles the questions and particularly this question four, we could actually make this more stringent if we said that the requirement would be that you had to have some certification, license, trade association.  We may create a more stringent environment than currently exists or reduce some of the flexibility.
		DR. DOPPELT:  I just wanted to say that first of all in regards to the data that we heard Im still not convinced that any of these are safe if they are not done in a sterile environment.  The data was interesting but still somewhat confusing because the circumstances under which people are getting tattooed can be so varied.  For me, if the question is you are penetrating the skin with something, there is the potential for introduction of infection.
		What bothers me is the point that Dr. Allen made is that I think a lot of people are going to have some difficulty in interpreting or understanding whether the place that they went to was really providing it sterilely or not.  I dont know if these places have a certificate hanging on the wall that says weve been inspected and were certified or whether its some back alley operation. 
		Its probably safer for acupuncture.  But if you are looking nationwide, theres at least four states that are still not certifying.  So even for that, its not completely safe.  If everybody agrees that any type of penetration of the skin under these circumstances is of concern, the second question is more difficult to answer.  How is it that you verify that it was in point of fact a sterile operation?
		CHAIRMAN NELSON:  I remain concerned that in many of these studies and I dont know if its consistent but it seems to be that at least the tattooing part seems to be somehow associated or linked with drug use when you look at Hepatitis C.  When you adjust for it, its not as great a risk as drug use but it implies that some of the people may be using drugs or in that subpopulation.  Its troubling.  Theres no way you could find another risk factor that would be greater than drug use for Hepatitis C almost anywhere.
		Its interesting.  In Australia where they have one of the strongest needle exchange program, methadone (PH), et cetera, they have very low rates of HIV in the drug using population.  Hepatitis C is higher there but thats where tattooing seemed to be a risk.  You can say all you want about the studies but the other thing about the study is where they are done and which populations are being captured.  Its a little troubling that interaction I think.
		DR. DIMICHELE:  I think I would agree with what several people have said.  I think its very difficult to ascertain sterile versus non sterile, certified versus non certified.  Thats why I made the statement I did earlier on.  I think we may have to defer.  We may be able to defer for less time but we may have to defer just on the basis of the procedure being done if there is any likelihood and depending on the likelihood that we think that it could have been done or there may be difficulty in interpreting this.
		Based on the quality of any T-testing that we have now, I think that may do one of two things.  It may actually avoid the variability in the SOPs around the country and actually create some more even standard across the country.  Secondly however if the probation period is lessened we may not have as much of an impact on the blood supply which is also the concern for the blood banking industry.
		DR. ALLEN:  I certainly concur with that.  It makes it much easier to apply if there is a blanket exclusion if youve had a body piercing or tattoo within 60 or 90 days.  In fact we might even be able  to and again this is facetious increase the blood supply by having the practitioners tell the people before you get your tattoo or your body piercing, go donate, come get your procedure and then go donate in 60 or 90 days.
		DR. HOLLINGER:  One other thing along this same line.  I think theres only been about four reported cases of Hepatitis C transmission among health care professionals or something like this about 200 cases of which one of them I think was around 70 some cases.  Whats interesting is that there have not been any cases of HCV reported with solid needles.  Almost all of them have been with hollow bore needles.  
		So with acupuncture its a solid needle and a single time.  With skin piercing its usually just a solid needle basically, a single time.  But with tattooing its multiple sticks over multiple times which may or may not increase the risk.
		CHAIRMAN NELSON:  Its a hollow needle.
		DR. HOLLINGER:  Is it a hollow needle?
		CHAIRMAN NELSON:  I think so.
		DR. HOLLINGER:  Okay.  Its a hollow needle.  
		DR. STUVER:  For the ink.
		DR. HOLLINGER:  So that may be another issue.  Surgeons always bring this up because they feel that the reason they dont see that much disease among the surgeons and so on even though they get a lot of needle sticks is because they are mostly dealing with (1) they have gloves and (2) they have a solid needle versus a hollow core.
		For Hepatitis B its of course a little bit higher.  A lot of cases of Hepatitis B have been reported and thats primarily of the huge concentration of virus thats present in HBV compared to HIV and HCV.
		DR. SIMON:  This may be little unfair but I would like to ask Dr. Hollinger and perhaps Dr. Klein would you rather receive even if you had a choice a unit from someone who had been tattooed in a perhaps non sterile or unknown situation or an emergency room nurse because I think the epidemiology would probably be more negative among health care workers and particularly that particular group than among those who have been tattooed.
		DR. KLEIN:  Where is that study?
		(Laughter.)
		DR. STUVER:  I dont think that would be true because they would be vaccinated for HBV anyway.
		DR. SIMON:  But not HCV.
		DR. KOFF:  But this has been looked at in health care workers and the average risk is no different than in the general population of the United States.  Even if you look at high risk people like surgeons and oral surgeons, it doesnt seem to be different.  
		There are about five studies now of the risk for health care workers who actually sustains a bonafide needle stick from an HCV positive patient.  The risk is somewhere between zero and 10 percent.  It averages out about three percent.  So its different.
		DR. SIMON:  Its not that much different from the data that we have on tattoos and piercings.  Is it?
		CHAIRMAN NELSON: Any more?  Can we vote on this?  Do people want to?  All right.  Linda, youre on.
		DR. SMALLWOOD:  Were taking each separately: a, b and c separately?
		DR. ALLEN:  Right.
		DR. SMALLWOOD:  Okay.  Ill just read the question so that it will be clear in the record where we are now.  Question:  Does the committee recommend that donors should continue to be deferred based on a history of a) tattooing?  Im now polling the committee.
		DR. ALLEN:  Why dont we just ask all three of them and let each person answer to all three of them?
		CHAIRMAN NELSON:  No.  Lets do it.
		DR. SMALLWOOD:  Dr. Allen.
		DR. ALLEN:  Yes.
		DR. SMALLWOOD:  Dr. Chamberland.
		DR. CHAMBERLAND:  Yes.
		DR. SMALLWOOD:  Dr. Davis.
		DR. DAVIS:  No.
		DR. SMALLWOOD:  Dr. DiMichele.
		DR. DIMICHELE:  Yes.
		DR. SMALLWOOD:  Dr. Doppelt.
		DR. DOPPELT:  Yes.
		DR. SMALLWOOD:  Dr. Klein.
		DR. KLEIN:  Yes.
		DR. SMALLWOOD: Dr. Koff.
		DR. KOFF:  Yes.
		DR. SMALLWOOD:  Dr. Lew.
		DR. LEW:  Yes.
		DR. SMALLWOOD:  Mr. Rice.
		MR. RICE:  Yes.
		DR. SMALLWOOD:  Dr. Stuver.
		DR. STUVER:  Yes.
		DR. SMALLWOOD:  Dr. Styles.
		DR. STYLES:  No.  
		DR. SMALLWOOD:  Dr. Harvath.
		DR. HARVATH:  Yes.
		DR. SMALLWOOD:  Dr. Hollinger.
		DR. HOLLINGER:  Yes.
		DR. SMALLWOOD: Dr. Stroncek.
		DR. STRONCEK:  Yes.
		DR. SMALLWOOD:  Dr. Nelson.
		CHAIRMAN NELSON:  Yes.
		DR. SMALLWOOD:  Itll take a little longer now because I have to go back and count these.  Can we go on and Ill give you a final count.
		CHAIRMAN NELSON:  Sure.  Are you going to ask --
		DR. SMALLWOOD:  Yes.  The industry representative, how would you have voted?
		DR. SIMON:  I would agree with the no votes.
		DR. SMALLWOOD: And our consumer representative, Dr. Fallet.
		DR. FALLET:  Yes.
		DR. SMALLWOOD:  Thank you.  Now we are voting on b) skin and body piercing.  Dr. Allen.
		DR. ALLEN:  Yes.
		DR. SMALLWOOD:  Dr. Chamberland.
		DR. CHAMBERLAND:  Yes.
		DR. SMALLWOOD:  Dr. Davis.
		DR. DAVIS:  No.
		DR. SMALLWOOD:  Dr. DiMichele.
		DR. DIMICHELE:  Yes.
		DR. SMALLWOOD:  Dr. Doppelt.
		DR. DOPPELT:  Yes.
		DR. SMALLWOOD:  Dr. Klein.
		DR. KLEIN:  Yes.
		DR. SMALLWOOD:  Dr. Koff.
		DR. KOFF:  Yes.
		DR. SMALLWOOD:  Dr. Lew.
		DR. LEW:  Yes.
		DR. SMALLWOOD:  Mr. Rice.
		MR. RICE:  Yes.
		DR. SMALLWOOD:  Dr. Stuver.
		DR. STUVER:  Yes.
		DR. SMALLWOOD:  Dr. Styles.
		DR. STYLES:  No.  
		DR. SMALLWOOD:  Dr. Harvath.
		DR. HARVATH:  Yes.
		DR. SMALLWOOD:  Dr. Hollinger.
		DR. HOLLINGER:  Yes.
		DR. SMALLWOOD:  Dr. Stroncek.
		DR. STRONCEK:  Yes.
		DR. SMALLWOOD:  Dr. Nelson.
		CHAIRMAN NELSON:  Yes.  
		DR. SMALLWOOD: We are now voting on the  -- 
		CHAIRMAN NELSON:  Do you want to poll the industry rep and the consumer rep?
		DR. SMALLWOOD:  Sorry.
		DR. SIMON:  I would agree with the no votes. 
		DR. SMALLWOOD:  Industry rep agrees with the no votes.  Consumer rep?
		DR. FALLAT:  Yes.
		DR. SMALLWOOD:  Thank you.  Now we are voting on c) acupuncture.  Dr. Allen.
		DR. ALLEN:  No.
		DR. SMALLWOOD:  Dr. Chamberland.
		DR. CHAMBERLAND:  No.
		DR. SMALLWOOD:  Dr. Davis.
		DR. DAVIS:  No.
		DR. SMALLWOOD:  Dr. DiMichele.
		DR. DIMICHELE:  Im going to say no.  But Im going to qualify it in the states in which acupuncture is licensed.
		DR. SMALLWOOD:  Dr. Doppelt.
		DR. DOPPELT:  No.
		DR. SMALLWOOD:  Dr. Klein.
		DR. KLEIN:  No.
		DR. SMALLWOOD: Dr. Koff.
		DR. KOFF:  No.
		DR. SMALLWOOD:  Dr. Lew.
		DR. LEW:  No with the same qualifications for the states where it is licensed. 
		DR. SMALLWOOD:  Mr. Rice.
		MR. RICE:  No.
		DR. SMALLWOOD:  Dr. Stuver.
		DR. STUVER:  No.
		DR. SMALLWOOD:  Dr. Styles.
		DR. STYLES:  No.  
		DR. SMALLWOOD:  Dr. Harvath.
		DR. HARVATH:  No.
		DR. SMALLWOOD:  Dr. Hollinger.
		DR. HOLLINGER:  No with the same qualifications.
		DR. SMALLWOOD:  Dr. Stroncek.
		DR. STRONCEK:  No.
		DR. SMALLWOOD:  Dr. Nelson.
		CHAIRMAN NELSON:  No.
		DR. SMALLWOOD:  The industry representative.
		DR. SIMON:  No.
		DR. SMALLWOOD:  The consumer representative.
		DR. FALLAT:  No, with the same qualifications with the idea that it might send a good message to the community and the states that arent doing it.
		DR. SMALLWOOD:  Can you talk a little bit while I add this up?
		CHAIRMAN NELSON:  Im supposed to tell jokes or something.
		DR. DIMICHELE:  While shes tallying --
		DR. DOPPELT:  While shes tallying could I ask a question?
		CHAIRMAN NELSON:  Yes.
		DR. DOPPELT:  Were going to go on to part two.  Just for discussion is it possible to make a part 2a and a part 2b?  Part 2a would be that if you do NAT testing you could defer for 60 or 90 days and if you dont do NAT testing, its for the year.
		CHAIRMAN NELSON:  I think NAT testing is now required.
		DR. BISWAS:  Can I just say something to that?
		CHAIRMAN NELSON:  Yes, Robin.
		DR. BISWAS:  My name is Robin Biswas.  Im from the FDA.  In regard to NAT testing, Id like to remind the committee that NAT testing is being implemented just for HIV and HCV.  Its not implemented for whole blood and components and with the transfusions for HBV.  In Hepatitis B, until the HBsAg comes up has a long window period.  It can be up to three or four months.  
		Id also like to remind you of what Blaine Hollinger just said that its more likely that Hepatitis B get transmitted by these means.  Its a much tougher virus and is there in a much more concentrated during the disease particularly in the acute stage.  So I just wanted to remind you in particular about the long window period for Hepatitis B until HBSAG is there because theres no NAT testing for whole blood.
		CHAIRMAN NELSON:  The estimates are that its the highest of the frequency transmission of the three.
		DR. BISWAS:  Thats correct.  Its more easily transmitted than HCV or HIV.
		CHAIRMAN NELSON:  Right.
		DR. DIMICHELE:  May I ask a question of you?  My understanding also is that individuals will become viremic.  What you are saying is that there is a long window period --
		DR. BISWAS:  Yes.  There is a long window period that we know.
		DR. DIMICHELE:  -- between when they will develop the antibody that we are detecting.  But they will become viremic pretty quickly but their antibody response is going to be slower.
		DR. BISWAS:  That is correct.  New research that they can be viremic before the HBSAG comes up for weeks.
		CHAIRMAN NELSON:  But even in the ramp-up period, its different than Hepatitis C and HIV in that during this window period there may be much lower levels of virus.  So testing of pools with HBV may be much less effective in a window period donor than is currently the case for Hepatitis C and HIV which we can be pretty sure about.
		DR. BISWAS:  The point is that there is no NAT testing for HBV for whole blood.
		CHAIRMAN NELSON:  Yes.  I know that.
		DR. HOLLINGER:  Dr. Nelson, if Im not mistaken --
		DR. FALLAT:  What is the safe period for HBV?  Is there a safe window?
		DR. BISWAS:  I dont think we know that.
		DR. HOLLINGER:  The seronegative marker period or the window period I think is fairly short for Hepatitis B between when HBV DNA comes up and when the patient becomes HBSAG positive.  I think its relatively short.
		DR. BISWAS:  Yes.
		DR. HOLLINGER:  But I think youre right, Robin.  A very low concentration, very slow.
		CHAIRMAN NELSON:  The other complication is that the currently licensed HBSAG tests are also relatively insensitive and so that somebody might be infected, might have antibody complexing the HBV and might be infectious but not show up as an HBSAG positive donor.
		DR. BISWAS:  I dont know that currently licensed tests you could describe them as insensitive.  Some of them in fact are quite sensitive.  There are obviously those that are under development --
		CHAIRMAN NELSON:  Okay.  Theyre less sensitive than the ones that are under development.
		DR. BISWAS:  Thats correct.
		AUDIENCE MEMBER:  Dr. Nelson, if I could just take a second in the interest of making sure the chair and committee has complete information.  Hepatitis B NAT is done in the source plasma industry so health fractionated products under the QSEAL standards are tested --
		CHAIRMAN NELSON:  I'm aware of that but it's not done in the whole blood.
		DR. BISWAS:  It's the whole blood that's more worrying because there's no inactivation or anything like that.
		CHAIRMAN NELSON:  Exactly.  Somebody.
		AUDIENCE MEMBER:  I'm Deborah from Canada.  What they presented at the last AABB meeting was that using NAT for Hepatitis B testing when you used a pool wasnt any more sensitive than Hepatitis B surface antigen testing. 
		CHAIRMAN NELSON:  I think its true of the more sensitive Hepatitis B surface antigen testing, the test that is being developed but its not true of the  currently licensed Hepatitis B surface antigen.
		DR. BISWAS:  That is correct.  We did the study and I presented it here a year ago.
		DR. CHAMBERLAND:  So I guess the bottom line is then that I think what the committee is searching for here this perhaps hope that what some may be have viewed as a compromise that you could shorten the deferral period.  So then what the bottom line question is in view of what currently is out there and available in both whole blood and plasma donation centers for B-testing is 12 months still a reasonable or is there any sense that we could shorten that interval and capture by current assays?
		CHAIRMAN NELSON:  I think we could shorten it because the core antibody should appear well before 12 months.  There are perhaps some specificity problems but its very sensitive.  I think that there wouldnt unlikely be an infected patient that was both surface antigen negative and core antibody negative for a year.  I would think that this period could be shortened.  Anybody?  Blaine, do you agree with that?
		DR. CHAMBERLAND:  I think my personal view of this is that before I could feel confident about voting for a change in the deferral period I think Id like to have an opportunity to review the data on the current situation and regrettably a lot of this has been presented to us before but I dont have a good handle on it.  I think it would be helpful information for the committee preparatory to some sort of a vote.
		DR. KLEIN:  And practically speaking, Im not sure that it would make a big difference in terms of recouping blood donors who have been deferred.  We just dont have those data.  If we said at six months rather than a year, Im not sure it would make a significant difference.
		DR. EPSTEIN:  I was just going to comment that if the committee were to recommend that we revise the deferral period, you dont have to pick a number here today.  You can just advise FDA to pick a deferral period based on a current estimate of the window with the available tests.  Then well do the homework.
		CHAIRMAN NELSON:  That sounds too reasonable.
		(Laughter.)
		CHAIRMAN NELSON:  Linda is going to read the results of the votes that we just had.
		DR. SMALLWOOD:  The results of voting on the following question:  does the committee recommend that donors should continue to be deferred based on a history of a) tattooing.  The vote 13 yes, two no, no abstention.  The industry representative agreed with the no vote.  The consumer representative agreed with the yes vote.
		b) skin/body piercing.  Thirteen yes votes, two no votes, no abstention.  The industry representative agreed with the no vote.  The consumer representative agreed with the yes vote.
		c) acupuncture.  There were zero yes votes; 15 no votes, 3 of those with qualifiers; no abstention.  The industry representative agreed with the no vote.  The consumer representative agreed with the no vote with qualifier.
		CHAIRMAN NELSON:  Wheres Alan?  He went home.  Here you are.
		(Laughter.)
		CHAIRMAN NELSON:  So now were going to look at question four.  Right?
		DR. WILLIAMS:  If yes to any of the above, does the committee recommend that the donor deferral be modified by a determination that the tattoo, acupuncture, or skin or body piercing procedure was performed in a facility operating under state or local licensure or trade association certification?
		MEMBER:  Are we taking out acupuncture?
		CHAIRMAN NELSON:  Take out acupuncture.  Correct.  Blaine.
		DR. HOLLINGER:  Maybe just based on what  Jay said, I want to just say something to the effect that for tattoos and skin/body piercing does the committee recommend that the FDA review a different deferral period for the question on donor deferral or something of the nature basically?  But allow them to look at the data and see whether a shorter donor deferral might be more appropriate.
		DR. WILLIAMS:  I would suggest that maybe we need to address this issue of whether or not you might consider a decision point based on certification and licensure and dispense with that question and then go on to the other.
		DR. DOPPELT:  How is it determined that we know that it was done in a licensed facility?  This is based on an oral statement or documentation or what.  Or are we not getting into that?
		DR. WILLIAMS:  I think its a determination currently made by a blood center SOP based on their interpretation of what is being recommended.
		DR. STYLES:  Arent we in essence going to give them the same thing just like sterile? Then they are going to have to determine was it done in a licensed facility because someone might have a piece of paper or they say yes its licensed.  I mean then you are putting the onus on them once again to determine the validity of maybe it was licensed or is it currently licensed.  In a sense youre just trading sterility for license.  I know that what Ive gotten from all of you is that going to a licensed clinic seems to be very important to the committee based upon all the qualifiers and whats been stated.  Outside a certified piece of paper which I think other committee members have said is going to be unlikely to be gotten especially when you go to peoples workplaces, it seems to me that requiring that is just going to trade one thing for another.
		DR. ALLEN:  There are several different ways to go in terms of requiring it if thats what the vote is.  Certainly with information currently available, blood centers every six months could get an updated list from whatever the state licensure facility or state certification facility is.  The person could answer the question of where they have had it.  Its cumbersome.
		I think at best my vote is going to be no that we should not accept this because I think it is difficult to determine.  I dont think the reliability is good and I would say the same for the sterility question.  My personal preference would be to ask the FDA to look at shortening the deferral period to as short a period as is reasonable with current available evidence regarding sero-conversion for the diseases of concern and to just have a total deferral up to that point of time for anyone that has had tattoo or body puncture.
		MR. RICE:  I think the answer for me would be no to this question and simply leave it up to each blood center who has an SOP who has to be approved by the FDA and somehow let them work out how theyre going to define what is an acceptable sterile environment or not so that we dont have to define it.  I dont think simply certification is going to tell you the answer to that question.  Let FDA when they approve a blood centers SOP determine whether they have met that criteria or not.
		DR. CHAMBERLAND:  My understanding from Jays remarks a while ago was that question four was formulated by the FDA in response to what was outlined in the AABB statement read by Lou Katz.  It was a request for some structure, some more formal parameters with which blood collection centers could use in making these determinations.  
		Im wondering if this might be a situation of you might want to be careful what you ask for because you might get it.  Im not sure that Im prepared to understand what the ramifications if I voted yes for this question might be.  That if it became required that you had to have some paper documentation, that you had your procedure performed in a place that was licensed or certified, that might potentially be more restrictive in the environment that we are operating under currently.  I guess the sense is that right now we dont perceive except for the loss of donors in terms of a safety question were not operating under a particularly risky environment.
		Im open for someone to correct me if Ive put this together incorrectly.  Thats what Ive been mulling over for the last several minutes.
		DR. LEW:  I had a different interpretation.  I thought it opened up the door for more flexibility only because presently now you have to independently determine if its sterile or non sterile by accepting for you open up to how they want to determine that someone went to a licensed or certified place.  Again it doesnt have to be on paper it says.  It could just be questioning.  Do you know if it was a licensed place?  Do you accept their word for it?  They say yes.  And it was.  So again does it open the door for more flexibility or more restriction?  I thought it more as flexible.
		DR. FALLAT:  If you turn the question around and ask was it done unsterility and the answer is positive, I think youre pretty darn sure that there youre not going to accept them.  So why not turn the question around to get a negative response and if you get that, then for sure it would be deferred and leave it to the SOPs of the local to make a judgment call on those that say it is sterile?  So that really does give you the flexibility and youve really gotten a much more likely true answer if they say it was done unsterilely.
		DR. DOPPELT:  I disagree.  For me, I think if an individual says that it was done in a place that was licensed by the state or trade association, I would probably accept that and would feel comfortable with that.  But I think if you are asking the question was it certified thats something that either it is or  it isnt.  When you go to the question, was it done sterilely or not sterilely then you are asking the individual to make an interpretation that theyre not qualified to make.  So I would actually prefer to leave it that way.
		DR. EPSTEIN:  I just want to clarify I think and then let blood bankers and others correct me if Im wrong.  In the current scenario, no one is asking the donor to make the determination whether it was sterile.  We leave it to the discretion of the medical director or surrogate to make that determination based on some investigation of the circumstances.  
		So I would have a lot of trouble with a donor question that asks the donor whether it was an unsterile or sterile procedure.  I think we cant go there because those wouldnt be medically informed judgments.  Thats not to say that the judgments by the medical director are easy to make or that the data are readily available.  But still I think thats an important and sharp distinction.  I dont think anyone is asking the donor to make that discrimination.
		DR. CHAMBERLAND:  And it sounds like it runs the spectrum if I understood point to get at a comment.  That at some centers a positive answer to the question that youve been pierced or tattooed within the last 12 months its end of discussion.  Youre deferred.  
		Whereas at some other centers it sounds like there is an opportunity for interchange and the donor is not asked if it was sterile but describes the setting.  I went to my internist, my pediatricians office to get my ears pierced.  They have some discretionary ability to make a decision about deferral.  Thats at least what I heard is that there is a spectrum out there.
		DR. STRONCEK:  I interpret this as it could lead to things being more restrictive for blood collection agencies.  It could lead someone to interpret well to show that then your blood collection agency must have a list of all the licensed and certified establishments and document it.  You could end up with a scenario like someone pointed out in Germany where its just to onerous to prove.
		AUDIENCE MEMBER:  Im a medical director in a blood center.  We dont have the time to do this.  I would spend my entire working days going through every tattoo joint, et cetera.  The easiest thing is to defer them.
		DR. HOLLINGER:  What if the requirements from the trade organizations or the state or something like this would require that whoever got a tattoo got a little card that said you had a tattoo on this date with their logo on it or whatever it is which they then would bring to the blood bank.  You would only then allow them in if they came with that. 
		I agree with you.  I think if you had an SOP or medical director and everybody else would just be spending a tremendous amount of time in trying to sort this out.  But a card or something like that on the date in which it was done and if it was from an organization, then it would be reasonable.
		AUDIENCE MEMBER:  If they came with a Xeroxed copy of the practitioners certification and his certified number and presented it to the donors screening nurse who could just attach it to the record of donation, then away you would go.  So I could imagine that would work.
		DR. STUVER:  That would mean effecting the tattoo regulations not necessarily the blood regulations.
		DR. DIMICHELE:  My concern is that now that weve removed acupuncture where we had more definitive evidence of certification that were really -- I mean there was somebody here from body piercing who suggests that theyre really moving forward to certifying a lot of them but tattoos I dont think weve heard any information about how much certification there is out there and what that piece of paper is really going to mean.  I think thats been my problem all along.  I dont know what this means especially now that weve taken out the acupuncture.
		DR. STYLES:  As a person who voted no before it seems to me just because I have a different opinion that the only thing that youre going to come away from this meeting with is possibility a shorter period of deferral.  It doesnt seem like anyone here is comfortable cutting it out completely but the two of us.  The rest arent and yet we cant within the setting of what the blood banks can do come up with a viable determination or reasonable determination.  
		In which case, the issue is done.  You can continue with the sterile requirement and let them interpret it as they will.  But the message may be to the blood banks, wed love to able to do that but we dont know how to do that.
		DR. HOLLINGER:  One other thing is that the patients that have tattoos often that I see often will have them over a period of time or they maybe will have one or two and thats it.  This is not a permanent deferral.  So its not like you are losing 114,000 or 100,000 or less.  I would think that number is maybe less than that.  
		But its not like you are losing 75,000 every year although the blood bankers would tell you that its often difficult to get these patients back in if they have been deferred.  I agree with that.
		Those donors are still there to come back the following year.  They are not going to get one every year.  Thats usually at least in my experience not been the way.  If there is someone here that has some information on that or how often do they get that.
		CHAIRMAN NELSON: (Off the microphone.)
		DR. HOLLINGER:  Thats true too.  They get a different name on her.
		DR. SIMON:  I just want to point out in response I know from the plasma industry there are quite a few donors with multiple incidence of tattooing and piercing so it clearly happens.  I dont know percentages.  
		I just wanted to point out in terms of the duration question.  I dont know how Jay feels about this but there are a whole series of deferrals for the 12 months.  I believe based on the same logic.  Something happened and we want to make sure your tests are negative for 12 months before we accept you back.  So logic would dictate that if we feel that we should start looking at shorter deferral periods, I would guess you would want to look at them all potentially together.
		DR. EPSTEIN:  Weve tried to base the deferral periods on the window period.  Theres the concept that you have to look at a 99 percent confidence interval.  We have limited data on confidence intervals for window periods even in situations where we have relatively good data about average window periods. 
		If we are talking about exposures where there is potential for transmission of multiple distinct etiologic agents then the deferral period has to represent the worst case among them.  Even where we have in some settings the ability to discriminate such as through testing and at look back scenario, we sometimes try to harmonize the periods just to create administrative simplicity.
		All of those points enter in.  I think in the case at hand what we would be looking for is the worst case related to Hepatitis B and try to learn what we could about 95 percent confidence interval or 99.
		MR. RICE:  There was a time that we used to collect plasma from prisons and wed have to take their questionnaires and believe what a prisoner said.  I think when the donor comes in and makes representations about things in his life, are we just selecting out the fact that if he or she might not necessarily tell the truth about whether he went to a licensed facility or it was undertaken in a controlled  environment.  Were not just going to accept his or her word for it.  Doesnt that bring into question a lot of the questions that they answer?
		DR. DIMICHELE: I would consider that question actually a little bit differently.  I mean when youre asking somebody a question that they may not want to ask such as if you used IV drugs, yes or no.  Have you had sex with a man who has sex with men?  You know or you dont know.  Thats not very difficult I think for the layperson to ascertain.
		I think that asking them about whether they had it at a certified place raises the bar a little bit.  It just might not be that its not that you dont want to believe them or not.  The question is do they have that knowledge and what does that certification really mean.  I think those are the two questions that they are asking is the uncertainty about this.
		MR. RICE:  Its just the hairs that we are splitting and the question becomes do we want to just go with a fixed period of deferral and call it good or do we want to go with a piece of paper that they can come in with and call that good.  Thats why I was saying I dont know if there is a way that we can actually leave it up to each center to come up with a policy that FDA will either accept or will not accept.
I dont know if thats possible.  If not, it looks like we will have to pick a straight deferral period and call it good.
		CHAIRMAN NELSON:  Are we ready to vote on this one?  Okay.  Linda.
		DR. SMALLWOOD:  The question number 4 to be voted on reads:  if yes to any of the above, does the committee recommend that blood donor deferral be modified by determination that a tattoo or skin/body piercing procedure was performed in a facility operating under state or local licensure or trade association certification.  Dr. Allen.
		DR. ALLEN:  May I clarify a no vote on that would result in its remaining unless we consider another question it would remain as it is with a determination of was it sterile or not?  Is that correct?
		ALL PANEL:  No.
		CHAIRMAN NELSON:  As it is, it says the unsterile procedure.  Thats left vague.
		(Discussion.)
		DR. EPSTEIN:  What you voted on was whether there should be any question at all.  We havent talked about any other modifications to the question.  My understanding of what the FDA wishes to ask you here is whether we should change the criteria from was it a sterile or unsterile procedure which is in the view of the medical director or surrogate to evidence that it was performed in a facility operating under state or local licensure or trade association certification.  Thats what we are asking in this question.  You can vote on whether we should drop any consideration of sterile or unsterile but I dont think we posed that yet.
		DR. DOPPELT:  The previous question was:  Should you continue with a deferral if you had tattooing or body piercing?
		DR. EPSTEIN:  Let me read you what you voted on.  
		CHAIRMAN NELSON:  Unrelated to these questions,  its stated that these procedures are acceptable if theyre performed in a sterile manner.  But whats not stated is how is the donor or the blood bank director going to determine that.  I guess this specifies one way.  If we think that this way is not necessarily good then you vote no.  If you think its acceptable, then you vote yes, I guess.
		DR. EPSTEIN:  There are really just two questions here.  Should we keep a deferral based on the presumption that any of these are risk factors?  And the second generally stated question is, if the answer is yes -- and we seem to have said yes at least for tattoo and skin and body piercing -- how should we frame the deferral?  
		So if you would rather turn it into an essay question and just comment to us on how to frame the deferral, thats okay.  But our intention here was to shift the criterion from was it sterile or unsterile to was there evidence that it was performed in a suitable environment.
		Perhaps its helpful, perhaps its not, to tell you what goes on now.  Its been said that this is a spectrum and thats correct.  Some centers will ask no further questions if there was a tattoo, body piercing or acupuncture done, he's deferred for 12 months.  Period.  Full stop.  
		Other centers will ask further questions.  They will ask:  Where did this take place?  Did you see someone open and dispose of the container and instrument?  Because whats going on is that the medical director and staff are trying to determine the circumstance by which to make a judgment whether it was likely to be sterile procedure.  
		Thats where we are today.  What you heard Lou Katz say is thats misery, above and beyond the fact that there is also inconsistency.  Now it may be that what we are proposing here doesnt improve the situation; in which case, why do it?  But I do think that its a distinct question.  If the feeling of the committee is that asking about sterile procedures has been a morass, lets just not do it anymore.  Thats a different question.
		CHAIRMAN NELSON:  Can we presume that all of these state regulations had something requiring sterility or some standards?  I mean, there are 42 different ones.  I really dont know what they are.
		DR. SIMON:  Sterility would be covered, I think you can assume, under any kind of licensure or trade association certification.
		CHAIRMAN NELSON:  For tattoos?
		DR. SIMON:  For tattoos and piercings, if they exist.
		DR. WILLIAMS:  Thats correct.  I have seen a state list and, in fact, that is the top element in all of the criteria.
		DR. HOLLINGER:  So, Jay, if I understand what youre saying, the way it was written before in 92 says the FDA recommended the deferral of individuals who, within one year of donation, have undergone,and weve now said, skin or body piercing or tattooing in which sterile procedures were not used.  That was one thing and that requires some information from the donor and other things that they have to determine.
		Here would be a second alternative, which would be rather than ask the question, they have to come and present you with something or at least you would have to determine that there is some way that they had it done in some regulated industry.  A third way would be just that you say that you are going to defer anybody who gives you a history of skin or body piercing or tattooing, regardless, for one year.  Then that takes away the onus for having to determine whether it was sterile, unsterile or what.  Or another time period if it appears to be more judicious.
		DR. EPSTEIN:  Youre correct.  The way we had tried to frame the original questions was in essence to say should we keep the status quo.  If the answer was yes, then should we specify a mechanism of exonerating the donor.  
		Instead, the committee did not want to vote the status quo.  They wanted to take one step back and just say should we dispense with these deferral criteria.  Period.  So my understanding of what you wanted to vote and did vote was pro or con on using that risk factor.  What we are now deliberating is, okay, at least for the risk factors of tattoo and skin and body piercing -- which the large majority of the group still feels are a relevant risk factor -- how should we now frame the deferral?
		You could just revert to the questions as we pose them.  You could now vote the question of status quo.
		DR. DOPPELT:  I was just going to say if you vote yes for this all youre saying is that if it performed in a certified facility, then the bank has the opportunity to accept the donation.  Its up to the banks individually to decide whether they are going to take the patients word or whether they are going to require some other written certification.  So thats up to their own individual SOPs.  This in a way opens the opportunity for the bank to accept the individuals word just as you accept their word on many other points.
		DR. EPSTEIN:  Could I suggest -- Im sorry.
		CHAIRMAN NELSON:  Go ahead.
		DR. EPSTEIN:  I think whats going on here is what the committee would like ask itself is can a donor history that shows a procedure was performed in a facility operating with a state or local licensure or trade association certification be accepted as evidence of a sterile procedure.
		Now the evidence that a medical director will accept may still have some latitude.  But were saying can a donor history of a procedure performed in a facility operating with a state or local licensure or trade association certification be accepted as evidence of a sterile procedure.  That way its not either/or.  Its just a question of clarifying that this is one acceptable history.
		DR. CHAMBERLAND:  Right.  But what youre not saying --
		DR. FALLAT:  I thought you just earlier said you shouldnt accept a donors determination of that.
		DR. EPSTEIN:  No.  We are not asking the donor to determine whether its a sterile procedure.  Were asking the donor whether theres a history.  The donor has to produce some history of performance in the state or local licensed or trade association-certified facility.  Were not asking the donor if it was a sterile procedure.  Were saying should we take the position that donors can be asked whether their procedures were performed in such facilities and that history can be taken as, if you will, a surrogate for sterility.  Would we accept as evidence of sterility a donor history that a procedure was performed in a facility operating with a state or local licensure or trade association certification?
		DR. CHAMBERLAND:  Okay, Jay.  Based on what you just said. a final clarification because Ive been having trouble interpreting No. 4.  I think, based on what you said, Ive been misinterpreting it.  One option or surrogate, if you will, for sterility would be the option for the blood collection center to accept from a donor some documentation, either verbal or written, that the procedure was performed in a venue that was licensed or certified, but it doesnt require that thats the definition of sterility.  
		I was initially interpreting No. 4 as that you were going to be replacing your current flexibility of allowing the blood center to probe about sterility through a series of questions with this.  No.  Now instead we are going to use documentation of certification.  That would change my vote because I would then vote yes, that this could be used.  Practically speaking, whether it will be used by blood centers and how frequently people can produce this documentation is another issue, but I would change my vote to yes saying this could be used as evidence of the procedure being performed under sterile procedures, but its not the only mechanism.
		DR. STYLES:  I would suggest before you have that vote you actually write that down.  You write what were going to have written in the FDA's questions, which used to say donors should be deferred if not done under sterile conditions.  Because youre getting into is it going to say "sterile conditions which can be indicated by," or whatever.  Because how you write that is going to be really crucial I think.
		MR. RICE:  Are we simply saying that we are going to allow these certifications to be taken as part of an overall picture as to the blood center determining the relative sterility question, yes or no?  Its not the absolute but a piece of the pie, whose evidence should be considered and weighed. Which gets back to my initial statement that its really up to the medical director and however they want to handle their procedure.  Theres enough latitude, I think, that we should allow the FDA and these blood centers to work it out.
		DR. HOLLINGER:  Maybe we should just give everybody an ear tag when they do it.  Just clip an ear tag on and say they can take it off a year after theyve had their body piercing.
		DR. ALLEN:  It all depends on whether the ear tag punctures the skin or not.
		(Laughter.)
		DR. DOPPELT:  Can I make one other point?  I think that if you vote yes for this all youre saying is that if its done in a certified facility that the bank has the opportunity to proceed.  The bank can have a higher standard.  If they want to be stricter, thats up to them.
		MR. RICE:  Its ultimately their responsibility in the end whether that unit gets transfused or not.
		DR. STRONCEK:  I guess I disagree.  I think that if we vote no, we have the status quo which is very flexible and gives the blood centers a lot of latitude.  
		If we vote yes, someone in FDA will come up with very rigid -- or some criteria, and that will be the letter of the law.  I dont know if thats good or bad.  The Committee can decide.  But a yes for that I think means that there will be very well-defined written material coming out some office at the FDA that says what documentation that you need.
		DR. HOLLINGER:  Id like to know if the blood bank -- we only have a few still here from the blood bank, like Merlyn.
		DR. SAYERS:  How do you know Im still here?
		DR. HOLLINGER:  I dont know.  You seem to be awake.
		DR. SAYERS:  Its an illusion.
		DR. HOLLINGER:  I guess the question is for the organizations.  Do they want something that gives them some latitude?  David has suggested thats the case.  Or do they want something that just says if you had a tattoo or skin piercing, thats it and youre deferred.  Do they want the latitude?  Do they have the ability to work with the latitude or what?
		DR. SAYERS:  Blaine, I cant speak for the organizations but I can speak for Carter Blood Care in Dallas-Fort Worth.  I listened to the evidence of the Houston campus tattoo experience, and I was going to ask the question of Miriam Alter, whether she would permit instead of Alan Williams question, this question:  Would you consider eliminating the tattoo questions for individuals recently tattooed on college campuses in Texas?  Because everything else is just breaking a butterfly on a wheel.
		Ive listened most sympathetically to what Dr. Simon has had to say.  Were trying to tease accuracy in donor deferral out of a set of circumstances where the sufficiency of information is just not there.  Against that background, I think something that does leave blood programs and medical directors with an element of latitude in the way they respond to donors that answer affirmatively to the tattoo questions really would be welcomed.
		CHAIRMAN NELSON:  Does this alternative do that?
		DR. SAYERS:  I havent seen it yet.
		CHAIRMAN NELSON:  No.  I mean the ability to say if it was in a state-licensed facility that it can be presumed to have been done under sterile conditions.
		DR. SAYERS:  Kay is closer to the seat of power here so maybe she could answer.
		CHAIRMAN NELSON:  Kay.
		MS. GREGORY:  Let me reiterate that the reason the AABB asked to have you discuss this is that were being inundated with requests to change our standards.  The requests are coming from people who say if the state licenses this, cant you accept that as evidence that it was probably a sterile procedure.  I dont think were asking to have our flexibility taken away.  Were only asking for some assurance that if we agree that, yes, our medical directors will say yes, if its done in a facility operating under state or local licensure, we can accept that donor.
		And I think youre right.  Someone can always want you to be a little more stringent, and theres nothing wrong with that.  We just want some assurance to be able to tell everyone whos asking us that, if a medical director makes a decision based on state licensure, somebody isnt going to come along and say no thats not evidence, you cant do that.
		DR. SAYERS:  Just one other point about requesting documentation from a donor.  If anything really is going to drive a wedge between the blood program and the donor, its the hint to the blood donor that he or she might be trying to be deceitful.  Requesting documentation from that individual -- be it documentation that the individual has not been to a malaria area, is not pregnant, or has been tattooed at a respectable parlor -- really is an unsatisfactory way to conduct a relationship with somebody who is motivated by altruism.
		CHAIRMAN NELSON:  Jay, do you want to read --
		MS. GREGORY:  Can I say just one more thing quickly?
		CHAIRMAN NELSON:  Yes.
		MS. GREGORY:  I think the one thing we would not want to have happen is to take away the flexibility that we have now.  We would not want to have to defer every donor who had a tattoo without being able to evaluate whether it was done under sterile conditions.  I can tell you that is not what we were asking for.
		CHAIRMAN NELSON:  Right.  Okay.
		DR. EPSTEIN:  The revised question reads:  Can a donor history that a tattoo or skin or body piercing was performed in a facility operating under state or local licensure or a trade association certification be accepted as evidence of a sterile procedure?
		CHAIRMAN NELSON:  Okay.  Do you want to vote on that?
		DR. SIMON:  Yes.
		CHAIRMAN NELSON:  Okay.  Linda.
		DR. SMALLWOOD:  Im calling the role for the question as previously read.  Dr. Allen.
		DR. ALLEN:  Yes.
		DR. SMALLWOOD:  Dr. Chamberland.
		DR. CHAMBERLAND:  Yes.
		DR. SMALLWOOD:  Dr. Davis.
		DR. DAVIS:  Yes.
		DR. SMALLWOOD:  Dr. DiMichele.
		DR. DIMICHELE:  Yes.
		DR. SMALLWOOD:  Dr. Doppelt.
		DR. DOPPELT:  Yes.
		DR. SMALLWOOD: Dr. Koff.
		DR. STUVER:  Hes not here.
		DR. SMALLWOOD:  Dr. Lew.
		DR. LEW:  Yes.
		DR. SMALLWOOD:  Mr. Rice.
		MR. RICE:  Yes.
		DR. SMALLWOOD:  Dr. Stuver.
		DR. STUVER:  Yes.
		DR. SMALLWOOD:  Dr. Styles.
		DR. STYLES:  Yes.  
		DR. SMALLWOOD:  Dr. Harvath.
		DR. HARVATH:  Yes.
		DR. SMALLWOOD:  Dr. Hollinger.
		DR. HOLLINGER:  Yes.
		DR. SMALLWOOD:  Dr. Stroncek.
		DR. STRONCEK:  Yes.
		DR. SMALLWOOD:  Dr. Nelson.
		CHAIRMAN NELSON:  Yes.
		DR. SMALLWOOD:  Dr. Simon, Industry Representative.
		DR. SIMON:  Yes.
		DR. SMALLWOOD:  Dr. Fallat, Consumer Representative.
		DR. FALLAT:  Yes.
		DR. SMALLWOOD:  Okay.  Just give me a few seconds here, please.
		CHAIRMAN NELSON:  Jay, do you want to write the last question up there?
		(Discussion off microphone.)
		CHAIRMAN NELSON:  Right.  I dont think we have to vote on that.
		DR. EPSTEIN:  I think weve heard a general sense of the committee that it would be desirable to shorten the deferral period, as reasonable, based on window periods, and well think about it.
		MEMBER:  Thank you.
		DR. SMALLWOOD:  Let me give the results.  		CHAIRMAN NELSON:  Go ahead.
		DR. SMALLWOOD:   The results of voting.  There were 13 yes votes, zero no votes, no abstentions.  Both the consumer and industry representatives would have agreed with the yes vote.
		CHAIRMAN NELSON:  I dont know about dinner.  We're closer to breakfast.  So well see you tomorrow at 8:00 a.m. 
		(Whereupon, the above-entitled matter concluded at 7:18 p.m.)












