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PROCEEDI NGS
Wel come and Openi ng Remar ks/ FDA

DR. LEE: We will go ahead and get started on
time. We have a very packed agenda and we want to make
sure we get all the information as fast as we can.

For our opening remarks, we will hear from Dr.
Epstein and as far as this topic of donor history
questionnaire is concerned, Dr. Epstein m ght as well be
t he comm ssioner of the FDA. So, | think we have the
ri ght person to start us off on the overall franmework of
what we are aimng towards in ternms of stream ining the
donor questionnaire.

Dr. Epstein.

DR. EPSTEIN: Thank you, Jong, and ny thanks to
t hose at FDA and AABB who organi zed this workshop.

Good norni ng, everyone, and wel cone to
Washi ngton on a nice fall day, which you are about to
spend i ndoors.

We are here today to discuss stream ining the
bl ood donor history questionnaire. | think it is always
valuable to put things in context. This is one of a set

of initiatives under FDA's Bl ood Action Plan, which sone
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of you may recall was initiated in July '97 to address a
whol e series of issues relating to the blood supply and
FDA regul ation, and, in particular, in approximtely
Novenber '99, we added an issue area of nonitoring and
i ncreasing the blood supply in recognition of the fact
that we had entered a period of critical blood shortages
and al so that we had put in place a series of policies
whi ch had the inpact of we hope inproving safety, but
al so of straining the blood system for exanple, the CID
rel ated deferrals including exclusion for traveler
residence to the UK

So, there were five areas under that action
item They included nmonitoring the blood supply, and as
you know, the NHLBI devel oped contract funding which went
to the AABB' s NBDRC, which has been in place to nonitor
supply data retrospectively as far back as October '99,
and then prospectively since about January of this year.

A second issue area has been to encourage nore
donations by eligible donors, and toward that end, FDA
has devel oped a draft update on donor incentives which
will soon issue as a conpliance policy guide, and a

prelimnary planning workshop was held in February of
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2000 which has led to sone subsequent activities al ong
the lines of trying to develop pilot programns.

A third area is inmproving donor relations as
part of recruitment and retention. This sonmewhat
crosscuts the current topic which bridges both the area
of scientific issues related to donor restrictions, as
wel | as perhaps sonme of the user friendliness issues that
affect donor relations.

So, therefore, we sponsored a workshop this | ast
July on Best Practices in Donor Recruitnment, and we are
also in the process of devel opi ng gui dance on the
conputer assisted, self-admnistered interview, as well
as ultimately, also further guidance on abbreviated
guestionnaires, which should build on the work products
of this neeting.

[ SIide.]

It is under this unbrella that we are al so
working on the initiative to sinplify the donor
questionnaire. W also have had an initiative to renove
restrictions to safe donation, in particular, the issue
of permitting donations by persons with hereditary

hemochromat osis cane to the fore as a potentially
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val uabl e source of bl ood donations and the issues of
safety related to renmoving an undue incentive related to
i ndirect renmuneration has been addressed, and we have a
stated policy to grant variances or exceptions to the
regul ations to waive the requirenment for a week intervals
and for | abeling the disease state for nedical

phl ebot ony.

We have al ready been approving such variances
when supported by appropriate data, and we are noving
forward with a gui dance which we hope will issue soon and
ultimately a change to the regul ati ons.

Addi tionally, we have had a series of scientific
wor kshops to reexam ne the basis of current donor
deferrals. In particular, there was a workshop at the
Centers for Disease Control this [ast June to | ook at
issues mainly related to updating the current PHS
gui dance on HIV donor suitability criteria, but also
ot her conditions, and we have had both workshops and
Bl ood Products Advisory Commttee to | ook at such things
as the exclusion for history of male sex with males, the
anti body test for syphilis, the current testing for p24

antigen for H V-1, et cetera.
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Lastly, we have been pursuing with the help of
t he Departnment ways to address the econom c issues that
are being faced by the blood industry. So, this is the
general context in which we have been operating.

[Slide.]

So, today's nmeeting is on the issue of
stream ining the questionnaire, and basically, what we
are tal king about are inpacts in three areas: donor
selection as it inpacts blood safety and as it inpacts
bl ood availability.

So, perhaps it is worth a nonent just to define
ternms, what do we nmean by "product safety.” Well, safety
is not absolute, and | think probably the nopbst useful
definition of this, a quote from Jane Henney at a talk
t hat she gave in February of |ast year, nanely, "To FDA
a product is safe if it has a favorable ratio of benefits
to risks when used for defined indications in specific
popul ations.” So, it is a very context-dependent notion.

In that regard, | would say that zero risk
whil e, of course, it is an ideal goal, cannot be

construed as a practical mandate, that we do accept a
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degree of risk as appropriate to context although, of
course, we try to mnimze risk

Now, "product availability,” | don't know that
it has a standard accepted definition, so | have sinply
created one, which is the assurance of tinely access to
appropriate high quality products to neet patient needs,
in other words, the right product neeting the right
quality is there when you need it for a purpose.

"Donor selection” is the first step towards
assuring product safety and availability for bl ood and
bl ood conponents. | think we all understand that, and I
won't bel abor the process because there will be nuch
di scussi on of what that is.

So, the challenge to us and the blood comunity
is to devise a donor selection process which optin zes
bot h bl ood safety and bl ood availability.

[ Slide.]

So, now, in this context, what exactly is the
rol e of donor selection, and there are a few things
t hi nk worth noting because they have different dinensions

in terns of how they m ght be approached.
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First, when we utilize the donor history
guestion and al so donor education, which antecedes it, of
course, we exclude donations and we try to capture
donati ons which present risk for transmtting infectious
di seases. Sone of these are things for which we have
tests, too, so why also select by screening?

Well, the answer is because it reduces the
ampount of conditions that the tests have to track, and |
amsure we will hear nunbers |later, but the effectiveness
of these donor exclusions is around the 92-98 percent
range for different conditions or essentially a 1 to 2
| og reduction.

VWhat that neans is that if we weren't doing it,
we woul d have 10-fold to 100-fold nore positives to catch
by testing, which could really stress the testing system
So, one benefit that we have is it reduces the demand or
the pressure on the test system

Now, one coul d, of course, argue the other side
of the coin, which is testing is very good, that it
essentially picks up everything to be found, so why not
just rely on it, but then there are two other very, very

i mportant concepts, which is that screening also enables
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us to exclude wi ndow period cases, in other words, cases
where the donor or prospective donor has becone infected,
is infectious, but has not yet mani fested a detectable
mar ker at | east by avail able screen technology. So, that
is an i ndependent safeguard conpared with testing per se,
and you can see that the two nust work hand in hand.

Addi tionally, screening is helpful to inmprove
safety for diseases or conditions for which there are no
tests. | think that is self-evident, and also it gets
you back to the history of why we have in nmany cases
screens and tests, because screens were inplenented
before tests were feasible, usually when a condition was
descri bed, when it was known transfusion transmtted, but
before we had identification of an agent or an avail able
screeni ng test technol ogy.

Then, lastly, perhaps a neglected point is that
even though we may effectively identify the vast majority
of contam nated units by testing, there is a probl em when
you collect infectious units because there is a period of
time when they exist in the inventory, presumably in
guar anti ne pending a determ nation of suitability, but

before testing and before they are actually physically
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interdicted, and during that period, there is always the
possibility of release through error.

In fact, release through error nmay be the
dom nant form of release of infectious units. This nmay
vary depending on the context where blood is collected,
the systemis in place, whether they are manual or
aut omat ed, and ot her factors.

But the bottomline is that this is a risk, it
has been measured in sone studies, particularly by Jeanne
Li nden, and that we do periodically get reports of known
positive units that were rel eased through error.

So, havi ng exclusions up-front that
significantly reduce the nunmber of potentially infectious
units collected in the first place, also adds to bl ood
saf ety.

Rel ated to that is worker protection. Again,
the fewer units that the staff have to handle that are
potentially infectious, the safer is the work
envi ronnent .

So, these are the drivers for maintaining and
i ndeed perfecting donor selection, but there is a bal ance

as | have been alluding to.
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[ Slide.]

On the one hand, excluding donors contributes to
bl ood safety by preventing di sease transm ssion, as |
expl ai ned on the previous slide, but on the other hand,
there is a down side, which is that the methods of
excl usi on do di scourage vol unteer donation, they nmake the
process | ess pleasant, it is cunbersone, it is
burdensone, it does add to tinme. W have questions
whet her we maintain valid screening when we keep asking
t he same questions over and over and over again of repeat
donors.

Al so, we give people negative nedi cal nessages
when we tell themthey are excluded, perhaps for reasons
that are not always clearly understood or explained, and
then, in addition, because these technol ogies are
nonspecific, they capture a small percent of risk
conditions at the expense of a |arge nunmber of donor
excl usions, we waste a |l ot of the potential donor base,
resulting in unnecessary deferral and sone conprom se to
bl ood availability, so, of course, the idea is to try to

strike it right.
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So, the goal is to see if there are ways to
nodi fy the existing donor selection process in order to
optim ze donor protection, by which | nmean elimnating
all of these secondary phenonena that have negative
i npacts on donors and their willingness to donate and the
sense of their health, that contribute to blood safety
based on wel |l -established scientific principles, so that
we know that the exclusion is doing sonething nmeani ngful
by way of safety protection, and finally, that optim zed
bl ood availability by m nimzing the anount of wastage
t hr ough needl ess excl usi on.

So, what are sonme of the issues that we will be
considering in the workshop? | have tried to organize
t hese hierarchically, kind of as a |ogical progression,
you know, of how you nust think things through.

First, we need a strong scientific foundation.
We need to understand the basis for the deferral
criteria.

We need to consider then validation of the
screeni ng questions as a process. This, of course, is

closer to the focus of today's workshop.
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We need then to exam ne what the sensitivity and
specificity are of the nethods that are put in place.
This is sort of noving toward neasures of utility.

Rel ated to that is understanding the predictive
val ue of screening. That, of course, is context-
dependent because it depends, not only on the sensitivity
and specificity, but on the preval ence of the condition
in the population, the positive predictive val ue being
the proportion of positive answers that are accurate or
true.

We need to understand the inpact of the screen
on di sease prevention in recipients, not nerely detection
of a condition, but also considering the risk of
transm ssion and the di sease inpact if there is
transm ssi on.

We need to ask whether there are alternative
avai l abl e and sufficient test technol ogies or, putting it
anot her way, what is the right interplay between the
screen and the test, and |lastly, we need to consider, as
a collective in the PHS context, costs that may be
associ ated both with screening and with testing on the

nodel of trying to have efficiency in the public health.
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[ Slide.]

Now, this is another outline of again a paradi gm
to consider the business of the day. W try to progress
fromidentification of risk factors, to then having
effectively worded questions which are validated. The
notion is that this should then evolve into what | have
call ed the "standard donor selection process,” and one of
t he regul atory questions is should we mandate that.

Ri ght now we don't. Right now we wi |l consider
ad hoc donor questions or history questionnaires
devel oped site by site, and we will review themfor
i censees, and they may not be worded the same way. O
course, they have to cover the same ground consi stent
with regul ations and gui dance, but they don't have to use
the same words or the same formats.

One question that can legitimtely be asked is
how can we ever ask how these things are working if they
are not standardi zed as instrunents and we are dealing
with, you know, diverse questions and diverse formats,
what exactly do we nmeasure when we try to measure inpact.

So, the question then is should be have a

standard process, and then there will be nodifications to
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it. Certainly, one nodification, which | suppose could
be a standard nodification, is that of the abbreviated
questionnaire for the repeat donor. Another nodification
i s fundamental changes in format, such as the use of the
conput er-assisted interview or other nmedia-driven

i nteractions.

Lastly, there is the issue of should there be
| ocal |y adapted questionnaires for conditions that are
prevalent in a region, but not nationally.

Of course, all these things go on. It is just
that they are not going on in any organized way right
NOW.

Finally, we end up with a donor deferral, and we
have the question which is perennially debated, whether
there should be a national registry of deferred donors,
and perhaps flipping the coin, should there be national
registries of qualified donors.

We have al ways shied away fromthis over issues
of confidentiality and feasibility, who would maintain
t hese dat abases, how would they be updated, how would we
ensure integrity, who could access them what |evel of

informati on should be in them So, we have never
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mandat ed these strategies, however, | think it still
nmerits sonme thought if we get that far down this chain.

So, that is my stab at providing you with a bit
of an overview, and | think that we are going to have,
just scanning the program a very productive neeting
today, and | just wish to thank everyone for com ng here
to contribute.

Thank you very nuch.

DR. LEE: Thank you, Dr. Epstein. That was
quite a bit nore than a few opening remarks. | hope we
can fulfill the challenges that Dr. Epstein has raised in
the last 10 m nutes or so.

Before we nove on to our next speaker, | would
like to just go over a few housekeepi ng announcenents. |
amtold that this is mandatory in ternms of our use of the
auditorium No food or beverage allowed in the
auditorium nunber one. Nunber two, nessage desk phone
nunber. For nessages, the phone nunmber is 301-496-4062.
Housekeepi ng rul e nunber three, pay phones are | ocated
behind the visitor center. Nunber four, to activate
audi ence m crophone, press the m ke button. That m ght

be very inportant towards the latter part of the day.
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Presenters, please check in the preparation
room That doesn't quite apply here.

Anyway, having fulfilled my obligations of
readi ng the housekeeping rules, we will nove on to our
next speaker. Qur next speaker is Dr. Joy Fridey. Dr.
Joy Fridey served as the senior vice president of Medical
Affairs and is a menber of the Executive Managenent Team
in the organi zation. She oversees the research and
devel opment, clinical trials devel opnent, the stem cel
program quality assurance, and donor notification. She
has been active in the AABB Standards Conm ttee since
1995, focusing primarily on blood donor qualification and
t he donor history questionnaire. She is currently the
chair of the AABB-sponsored nulti-agency task force to
nodi fy the donor screening questionnaire.

Dr. Fridey will now give us her opening remarks
fromthe AABB standpoint.

The Bl ood Donor Questionnaire:
A Roadmap to Change

DR. FRIDEY: Wiile M. WIlczek is locating ny

talk, I would just like to make a few comments. First,

woul d like to thank the FDA for the opportunity to
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col | aborate on this workshop. It pertains to a topic
that is of concern and interest to all of us, and the
AABB appreciates that we have had this chance to do this
t oget her.

| also would like to thank specifically the
peopl e who have spent so nmuch tinme pulling this together,
specifically, Joe WIlczek fromthe FDA and Kay G egory
fromthe AABB. They have spent a huge anmount of tine in
pul ling this together.

[Slide.]

What | would like to cover today is to give you
a brief historical overview of how we came to this point.
| thought a little walk from menory | ane m ght be hel pful
and appropriate, spend a little tine tal king about the
current state of affairs in terms of the donor history
questionnaire, and then tal k about the task force plan
for change.

[Slide.]

Well, 1953 was the beginning. This is the year
that the American Association of Blood Banks' Manual on
Techni cal Methods and Procedures, as it was then called,

we call it the Technical Manual now, first recomended
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that a donor record card, as they called it, be

i npl emented, and in addition to a number of denographic
items about the donor, it enunmerated some 21 nedical and
social items about which the donor needed to be asked.

[ SlIide.]

| have these listed here for you. W won't go
t hrough all of them but some that are of interest would
i nclude tuberculosis, brucellosis. These were both
dropped in 1974. Donors were asked about allergic
states. |If soneone had asthma, they were pernmanently
deferred. |If they were in the mddle of an active
allergic state, such as hay fever or food sensitivities,
they were deferred for that donation, but there were a
nunmber of other things, some of which we still ask about
today, for instance, history of previous transfusions,
hi story of previous bl ood donations, pregnancy.

Now, you will notice that some of these itens
have asterisks next to them convul sions, diabetes, drug
addi ction, inoculations, vaccinations, et cetera. |In the
1962 version of the AABB Technical Mnual, for al
intents and purposes is what | will call it, these itens

could be elimnated in the questionnaire.
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The goal here was to make the screening process
as fast as possible in tines of national energency when
you really had to get blood out the door quickly. |
scratched ny head trying to think what was going on in
1962 that sonme questions would be elinmnated to speed up
t he screening process.

Does anybody in the audience care to help out?
Cuban mssile crisis, Bay of Pigs. It was kind of an
interesting little tw st.

[ SlIide.]

Now, what | thought would be fun to do is just
qui ckly go over sone itens of interest that are now ki nd
of anachronistic and curiosities. Plasm donors, for
i nstance, were not supposed to eat a fatty meal before
they came in to donate, and the Techni cal Manual made
dietary recommendations. They could eat bread or toast
wi t hout butter, coffee or tea with sugar, but w thout
creamor mlk. These are actually very good dietary
recommendations that if we all foll owed today, we would
be, probably many of us, a |ot thinner.

[Slide.]
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There were actual deferral periods. People who
operated cranes, heavy equi pnent, drove buses, taxis,
trains, engaged in scuba diving, sky diving, worked on
| adders, scaffolding couldn't donate if they were going
to go back to those activities within 12 hours. Flight
crews were deferred for 72 hours where they were not
taken if they were going to fly in 72 hours.

[ SIide.]

Now, this one really caught my interest. 1In
1962, the Manual said, "Persons suspected of being drug
addi cts are not acceptable as they cannot be relied upon
to give honest answers to questions.” Not a little
j udgnmental, however, this was changed in the next
version, and a very valid scientific reason was given for
deferring these people, that is, the risk of transmtting
hepatitis. O course, now we know there are other
concerns, as well.

[ SlIide.]

Then, sonme other curiosities. 1In 1962,
phl ebot ony was described as a, quote "m nor surgica
procedure" and, quote "no chances were to be taken with

the donor or the recipient's health.” A whole bl ood
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donation in '62, you could only donate five tines a year
That was increased to eight tinmes a year.

There were age limts, of course. If you were
over 59 in 1953, sorry, you know, we couldn't take your
bl ood, and that was raised to 65, and, of course, now we
know we are taking donors well into their 80s if they
have been repeat donors and can get annual docunentation
fromtheir doctor that it is safe for themto donate
bl ood.

[ SlIide.]

Well, these are all interesting. Some of them
are kind of funny, but the franmers of the first donor
deferral questionnaires, if you will, also had sone
pearls of wisdomto inpart.

One of these is in the very first version, 1953,
it was said that "Surroundi ngs conducive to confidential
and truthful replies to questions nust be provided."
They understood back then the inportance of allow ng the
donor to be in an environnment where the donor could be

honest .
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In 1962, it was further said that, "The
guestions nust be asked in non-nedical terns."” Very good
advi ce.

In 1966, it went to say that, "The questions
nmust be asked slowy and clearly, in non-nmedical ternms,
an occasi onal pause to give the donor tinme to think is
recommended. "

These, | think are good pieces of advice and are
still relevant today.

[Slide.]

What | would like to do now is just give you a
qui ck chronol ogy of how events with a card devel oped.

Now, | am not going to be all-inclusive, | amjust going
to hit the highlights. | amnot going to tal k about
donor denographi cs.

The top line are those contributions by the
AABB, the bottomline are those by the FDA. The first
t hing that happens we tal ked about is the donor history,
donor record card of 1953. The next thing was in the
early sixties, there was the option to elimnate sone

guestions in the event of national energency.
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Then, curiously, in 1966 or '67, it was
specifically stated that the donor answers had to be
docunent ed. Now, presumably, they were being docunented
all along, but this specified that it was inportant to
actually wite down what the donor said.

Then, in 1970, neds were added, and there was a
fairly extensive list of nedications that warranted
deferrals, such as cardiac drugs, insulin, antibiotics,
steroids. |f anybody was on those, they were deferred.

Then, in 1974, the AABB shifted from having an
item zed |list of single succinct questions--and they
really weren't questions, they were itens that the donor
had to say yes or no to--to a series of full sentence,
standard English questions that included noun and verb,
and this was the origin of the questionnaire as we now
know it today, and then donors were al so asked to provide
some kind of 1.D. |like a Social Security card or a
driver's license.

Now, all along donors had been asked about
syphilis, but in the late seventies, the AABB felt
apparently that syphilis did not pose a risk. W were

certainly testing for it, and in that edition, did not
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i nclude syphilis as a question that had to be asked of
donors, that is, if they had a positive test or if they
have had a history of syphilis.

Cancer was added in the early eighties. 1985
was a sem nal year. This is the year that we began to
ask about AIDS synptons, and we weren't asking about
behavi ors then, we were still using words |ike honmpbsexua
and bi sexual in the card, which of course becane
probl emati ¢ because when you use | abels, sonme people that
the | abel doesn't apply to them but that was an
i nportant change.

In the late 1980s, the growth hornone deferral,
the CJD. A menmo fromthe FDA was sent out, and so we
added a question asking people if they had ever been
injected with human pituitary growth hornone, and then in
1990, the AABB actually recommended that donors be asked
the HIV risk questions orally, and the concept of the
confidential unit exclusion, the process by which the
donor could indicate at the tinme of donation that
al t hough they were going to go ahead and donate, that
their bl ood should not be used subsequently for

transf usi on.
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Then, we had a flurry of documents and many
changes. The syphilis and gonorrhea questi ons were added
back in on the basis of an FDA nmenorandum April '92 was
the very fanmous menorandum on decreasing the risk of
transm ssion of H V through bl ood, which added a nunber
of formal questions that focused nore on behavior as
opposed to risk groups.

As a result of the fact that we had now
accumul ated a nunber of itenms and questions, the
guestionnaire was starting to get a little jamed up, if
you know what | nean, and the Blood Centers of California
stated work on a process to make the card a little nore
organi zed, a little nore logical, and submtted that to
t he AABB.

The AABB picked up that project and as a result,
in 1992, we had the first uniform donor history
guestionnaire. The FDA then added sone nedications,

Tegi son, Accutane, and Proscar. There were sone malaria
items that were added in '95. The incarceration

requi renment, if sonmeone had been in jail nore than 72
hours in the past 12 nonths, they had to be deferred for

a year.
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Then, there were some additional CID itens added
alittle later having to do with whether the donor had
had a dura mater transplant or had a famly history of
CJD.

The HI V-1, Group O geographic exclusion
guestions were added shortly after 1995, and there were
sone additional refinements of the CIJD questions. 1In
1998, again, because the card was getting congested,
newmy required questions were just kind of being added at
the end of the questionnaire. The AABB tried to group
things nore logically, like they put all the nedications
together, for exanple, they did some things with the HV
guestions to nake them nore readabl e.

Then, last of all, we had nore recently the CID
travel or new variant CDD travel questions, and bovine
insulin question, that was added.

[Slide.]

Now, there are several ways to enunerate or to
count the nunmber of items or questions that we are asking
donors. You can talk in ternms of how many nunbered
guestions there are on the questionnaire. Right now that

nunmber is 32, or you could tal k about the nunber of
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gquestion that are actually on there if you include the
subparts of each question, and that nunmber right nowis
46.

But what we are really trying to get fromthe
donor is information about specific itenms, and those
items are incorporated in a nunber of questions. Wen
you | ook at what has happened over tine in ternms of the
nunber of itens that are on that questionnaire, this is
what the graph | ooks |ike.

| apol ogi ze for how this | ooks on your handout.
Over on the lefthand side are the nunber of itens going
fromzero up to 80. On the x axis are the years going
from53 up to 2,000, and you can appreciate that over
time, the nunber of itens that we have been asking donors
has increased pretty dramatically as we have recogni zed
t hat as we have recogni zed new ri sks and al so potenti al
risks.

Now, this pink Iine over here on the righthand
side of the graph is the nunber of nunbered questions
whi ch has been running around 32 for the past eight
years. As | nmentioned, the questionnaire right now has

46 questions if you include the subparts, but if you
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consi der that we are asking about 70 itens and we have 46
guestions on there, you are tal king about a nunber of
conmpound questions and nmulti-item questions, and | w |
tal k about those in a little nore detail n a mnute.

[ SlIide.]

The AABB is the source of sonme 20 of these
items. This includes questions that are not required by
t he FDA or standards, or questions that are required by
st andards, again, not the FDA, or questions based on FDA
docunments that don't really specifically require a
guestion, but that AABB felt that the best approach would

be to ask a question, and then there are 50 FDA itens.

[ SlIide.]
Now, | amnot a linguist, so | may not be the
best person to linguistically analyze the card, but | did

a crude overview of the current questionnaire. There are

ri ght now 24 single-item questions. The purpose of these

guestions is to get at one basic thought, one basic idea.
There are 14 conpound questions, and | define

t hese as questions in which there are two sentences

basically. You could easily separate the question into

two full sentences, there are two different verbs, and
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there are eight multi-itens questions. Let nme give you

sone exanpl es of these.

[ Slide.]
This is a nulti-item question. It has four
items. Have you ever had yell ow jaundice, liver disease,

viral hepatitis or a positive test for hepatitis?

[ SlIide.]

A compound, nulti-item question is Question No.
19 on the AABB uni form donor history questionnaire. 1In
t he past 12 nonths, have you had a tattoo applied, ear or
skin piercing, acupuncture, accidental needle stick, or--
a new sentence--cone into contact with soneone el se's
bl ood? So, a pretty conprehensive question.

[ Slide.]

Then, there are several what | consider just
plain old conplex questions, trying to get at maybe one
t hought, but there is a ot of information in the
guesti on.

Question No. 25 in the AABB uniform
gquestionnaire. Femal e Donors: In the past 12 nonths,
have you had sex with a mal e who has had sex, even once,

since 1977 with another male? Very conplicated wording.
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[Slide.]

Anot her conpl ex question. Do you understand
that if you have the AIDS virus, you can give it to
soneone el se even though you may feel well and have a
negative AIDS test?

We all know what this nmeans. The average donor
on the street, this may be a little bit difficult to
under st and.

[Slide.]

So, where does this bring us? Well, just kind
of this silly little cartoon. Here, we have this big,
fat, bloated thing, donor questionnaire, and we are al
sort of gagging and choking on it, donor blood centers,
the FDA isn't happy with it.

[Slide.]

What is heard on the street is this wish |ist
from FDA's constituents. You have all heard this. Blood
Centers of California hears this constantly fromits
menber shi p, that people would |like a short questionnaire
for all donors. They would |ike an abbreviated

guestionnaire for repeat donors.
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They |ike questions that are easy to understand
and, if possible, less intrusive. Many donors do object
to the personal nature of the questions. Less
repetition. There are a nunber of questions that have to
be--well, first of all, many donors will answer all the
guestions, they will self-adm nister, but then many of
t hose questions have to be repeated orally, nanely, the
HI V questi ons.

So, what we are getting fromthis is that people
woul d favor a sel f-adm ni stered questionnaire. One
concern that has been voice again and again is that with
t he exception perhaps of the questions that were required
in the April '92 FDA nmenorandum for reducing HV ri sk,
there really has not been any kind of validation of
guestions as they have been issued by the AABB or the
FDA.

[Slide.]

Attenpts to cope. We have al ready tal ked about
the uni form donor history questionnaire in 1992, but as
nore questions were added, we handl ed things by making

themmulti-item and conmpound questi ons.
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There was an attenpt to reorgani ze the card in
'98. By the end of '99, the FDA had actually approved
several abbreviated versions for repeat donors, and was
continuing to get proposals, when, in early 2000, it cane
to the AABB and asked that a multi-agency task force,
with the support and sponsorship of the AABB, be put
toget her, and that has been done.

[Slide.]

The task force charges are these, | have just
worded these very sinply: To re-evaluate the scientific
bases of the infectious disease and ot her questions; to
nodi fy the wording to appropriate conprehension |evels,
and to do sone housekeepi ng, group simlar questions, do
sone reformatti ng when appropriate; to evaluate and
recomrend met hods for adm nistering the questionnaire.
Here, we are tal king about screening process, and this is
every bit as inportant as making changes to the
guestionnaire itself. W will be hearing about ways to
do that. Submt proposed new questionnaires to the FDA

[Slide.]

The menbers of this task force include the

Ameri can Associ ati on of Bl ood Banks, and there are
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representatives fromeach organi zation on this. The
Ameri can Bl ood Resources Association, the American Red
Cross, Anerica's Blood Centers, Centers for Disease
Control and Prevention, Departnment of Defense, Food and
Drug Adm nistration, National Heart, Lung, and Bl ood
I nstitute.

We have an ethicist on there who is the public
menber of the AABB Standards Commttee, and a
statistician. W are shortly going to add someone with
i ngui stic expertise and probably sonmebody with IT or
experience with conputerized systens, and we will add, as
necessary, to the task force.

[ SlIide.]

Now, the expectation that was initially
conmmuni cated to us fromthe FDA is that nmjor research
initiatives were not expected, that perhaps sone focus
groups and pilot studies should be done, but that we were
not expected to launch into a REDS type of project to do
this.

No research funds are available right now from
FDA, and there will be heavy reliance on participation of

bl ood centers around the country and also the task force
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menbers, who of course are volunteering their tinme and
their talents for this.

We are working primarily through conference
calls, we have already had a nunber of them and through
electronic mail. This proposal is due in 2001.

The basic nessage is here, there is not a | ot of
noney to do this, and we have until sometime in 2001 to
get this together.

[ Slide.]

Now, this schematic just sort of shows the
roadmap. As | nentioned, we have already had a nunber of
conference calls with the whole task force for
subcomm ttees, many, many e-mmils. |If | got a dollar for
every e-mail | got about this project, | would be really
racking up the dollars. But we have already started in
this process.

| n August, a survey went out to sone 35 AABB
menbers to solicit information about problematic donor
gquestions neani ng questions that appear difficult for the
donor to understand, questions that are associated with

subsequent cal | backs, questions that the donors find
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obj ectionable. W also asked for suggestions on wordi ng
and ot her things

We al so had approached the FDA about providing
us with error and accident report information pertaining
to screening errors, and a summary of the Anerican
I nstitute of Research, a project that was done several
years ago, and we al so asked the FDA to provide us with
sonme guidelines in terms of which itens, how we shoul d
handl e the FDA itens.

The informati on we have now recei ved
subsequently is that none of the itens or questions can
be elim nated, they could be reworded, sonme of the
guestions can be grouped.

So, then given that informtion, we are going to
| ook at all of the questions, and we are going to do it
with an eye for elimnating, when possible, and since we
can't elimnate any FDA items, we will be | ooking very
hard at sone of the AABB ones to reword, conbine when
necessary, to reorganize the card.

A couple of side issues that we will at |east

tal k about. Deferral periods, the FDA has indicated that
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there m ght be some wi ggle roomon deferral periods for
things like tattoos or body piercings, conplex deferrals.

The malaria issue is a real tough one. As you
know, geography is conplicated. More people are
traveling. They don't know really if they have been in a
mal ari al area of not. We do get sone feedback that the
health information for international travel is a very
difficult manual to use although it is full of
information, and we appreciate the help that that is
intended to offer, but we will at |east be talking a
little bit about that.

Then, we will design and performresearch. W
will be looking for the ability of donors to conprehend
newl y worded questions and try to determ ne what we can
do in terms of calculating the effectiveness vis-a-vis
safety on the changes we nake.

We will review the data that we collect,
probably do some reworking in here, and then submt
proposals to the FDA for a full-length questionnaire, and
then for an abbreviated version of repeat donors, expect
there will be some discussion and rework in here, and

then at sonme point inplenentation
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[ Slide.]

Now, there will be chall enges associated with
this. One of the major ones | see is comunication
bet ween organi zati ons and wi thin organi zations.

| woul d make a special appeal to the FDA on a
couple of points. One is that the representation on the
task force reflect the official FDA position for all
matters for which we require input, and that the FDA
provi de advice and consent throughout the whol e process,
so that we don't end up going down a blind alley if, for
exanple, a particular validation research project may not
nmeet set criteria or if the FDA expectation, we woul d
need to know about that.

| think managi ng expectations of the end users,
t he donors, and the blood centers will be very inportant.
We are not going to produce a questionnaire with 10 itens
or 10 questions on it, it is just inpossible. The data
that we may collect nay take us off in a different
direction perhaps than would have originally been hoped
for.

G ven the paraneters that we will be working

within, basically, at this point in time, no or few
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research dollars with a tight time frame we will be able
to do. We have to be realistic about that.

Validating within the paraneters, we have
al ready kind of tal ked about this.

Change is difficult. We will be |ooking at the
scientific data that underscores each of the questions,
and when it appears that the scientific data no |onger
support a question, then, I think everyone needs to have
an open m nd about whether or not that question or item
shoul d be el im nated.

[ Slide.]

The last thing is conpeting priorities.
Everybody wants brevity, but how can you have brevity
when there is so nuch information that we have to ask of
donors. Brevity versus conprehension.

Alan WIllianms and Sharyn Orton published a paper
in Transfusion recently showi ng that a group of people
who were eligible to donate bl ood were asked about five
specific questions. This was in a focus group format.

They | ooked at these questions and said, boy,

t hese are tough, we can't understand these, these need to

be broken up. As a result of that focus group, based on
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t hose five questions alone, there would have been a net
addition of three questions to the questionnaire in order
to make things sinpler for the donor to understand, so
the issue of conprehension versus brevity.

Then, there is the whole issue of speed versus
efficiency. | nmean we want to be able to nove the donor
t hrough the process quickly. W feel that donors are
owed an expedited and efficient process, and we don't
want to danpen their enthusiasm because the process takes
so | ong, because the questionnaire is so |long, but yet we

al so want to strive for accuracy.

[Slide.]

So, having provided that context, | think that
what we will be able to produce is an easier to
understand what | call "full-length" questionnaire, this

is for people who are not repeat donors, and hopefully, a
sinplified format, sone questions and itens may be
el i m nat ed.

An abbrevi ated questionnaire for repeat donors,
and | ast, reconmmendations for stream ining the screening

process, which | have said is extrenely inmportant, is
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inportant as trying to nmake the questionnaire nore
usabl e.

[Slide.]

So, hopefully, this is where we will end up,
with a slightly reduced donor questionnaire, hopefully,
we contain the beast a little bit.

That concludes ny presentation. | would like to
t hank you for your kind attention.

[ Appl ause. ]

DR. LEE: Thank you, Dr. Fridey, for that
wonder ful thorough presentation. | feel like I know what
| amtal king about now when we tal k about streamining
t he donor questionnaire and what we are doing as a task
force.

Qur next speaker is Dr. Andrew Dayton. | think
you are very famliar with Dr. Dayton. He has the
dubi ous distinction of tackling this very conpl ex problem
every tine it arises fromthe Agency's standpoint. He
had done a wonderful job at the |last BPAC, and he is
asked to repeat his performance for our benefit this

nor ni ng.
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Dr. Dayton fromthe Division of Transfusion-

Transm tted Di seases of FDA
FDA OVERVI EW ON CHANG NG
THE DONOR QUESTI ONNAI RE
FDA Deci si on Maki ng Process for
Addi ng/ Modi fyi ng Questions

DR. DAYTON: Thank you.

[Slide.]

| have been asked to talk on FDA' s approach to
devel opi ng donor deferral questions. | think you wll
find that it is not terribly surprising to you what | am
goi ng to say.

| have listed here the basic steps in the
process of devel opi ng donor questions. Just to read
through this, first, we identify the risk factors. Once
we have done that, we attenpt to fornul ate questions,
then, we try to seek consensus, and, of course, we wll
go back forth between seeking consensus and fornul ation
questi ons.

Subsequently, in the ideal state, there is a

process of validating questions, but I will talk nore
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about that in a mnute. Finally, there is
i npl ement ati on.

Ever step that | have listed here is fraught
with peril, and we, as an agency involved with protecting
the public health and basically having been given a
m ssion of zero error tolerance mandated by Congress and
public opinion, we feel that we have to be very
conservative, and there is good reason for that.

| don't need to tell you how easy it is to
transmt certain agents by blood, and the whole systemis
just waiting to transmt a dangerous pathogen, such as
has happened with H'V. So, the point is that errors are
di sastrous, and this requires us to adopt a conservative
appr oach.

In identifying risk factors, often it is very
difficult because we see sonething, an energing problem
very early on and often the policy is required to precede
the data. 1In fact, this can even be the case for issues
whi ch have around for quite a while.

To bring up a very recent issue, what we just
t ook through BPAC, we reexam ned the deferral of male

honmosexual s, and what it came down to | think was really
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trying to identify a group that m ght be allowed to
donate if we changed the policy, but then we didn't
really have data on the preval ence and i ncidence of HV
in that particular subset of mal e honmpbsexual s.

So, even for a disease which has been with us
for 20 years, and behavioral patterns which have been
with us forever, there still isn't the data we really
need to nmake a final decision. So, very often the policy
precedes data and this always runs the risk for getting
us into difficult situations.

[ Slide.]

Now, once we have identified the risk factors
with the caveats | nentioned, then, there is the process
of formulating the questions. This is really no
surprise. What we do here is have internal discussions.
We try to capture the risk behavior as best we can.

We pass this back and forth. It goes through
all levels of the office. The point | want to nake about
t he wording, when | say here the exact wording is not
critical, that doesn't mean that we don't think the
wordi ng of the question is critical, we realize that very

often the wording of the question is critical, but, in
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general, when the FDA makes a reconmmendation for a
guestion, we are not expecting that question to be asked
verbatimin the questionnaire.

We freely recogni ze that there may be situation-
specific or industry-specific preferences for doing
things in a certain way, and we wel come advice fromthe
i ndustry and appropriate nodifications.

[ SIide.]

Now, to seek consensus on this or basically
public support, we have several approaches. Typically,
we will make a proposal to the Bl ood Products Advisory
Committee. All of you have seen this happen, or
sonetinmes we will propose | anguage in draft guidance
docunments. Typical of this would be xenotranspl antation.
We will discuss issues associated with these questions in
wor kshops.

Very often we will take the reconmmendati ons and
go back to step 2, which is reformulating the questions.
Several tines there will be several cycles going back and
forth, requiring discussions and input froma nunber of
different directions.

[Slide.]
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Now, the process of validation is somewhat
controversial. W are always asked to validate, and it
how wel | these questions work, and it is a totally
correct request. 1In general, we haven't had the
resources to do validation. W have strongly encourage
the industry sector to help us validate questions,
particul arly because there are all these bl ood
coll ections going on, and since the systemis |argely set
up for having people conme in and be asked questions, it
is a prime opportunity for trying out new questions.

But again, this goes back largely to the point |
menti oned in the beginni ng about policy often preceding
data, again, we are often faced with a public health
crisis loomng. W don't really know the exact nunbers
or howto put a quantitative estimate on the risk, so we
very often have to go ahead and get these questions out
there, and then there becones a sort of retrospective
val i dation where we do sort of find out how these
questions work, and they can be nodified afterwards.

[ Slide.]

Again, this is largely an issue of timng, the

gquestion being if we are faced with a | oom ng problem we
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have to get sonething out, it is better to get sonething
out that works reasonably well quickly rather than
sonething that is perfect but |ate.

[ Slide.]

Finally, the inplenmentation at the end pretty
much speaks for itself. W will usually release that as
ei t her a gui dance docunent or a nmeno to bl ood
est abl i shnent s.

So, just to sunmarize, there are no particul ar
surprises here. | think nost of you have seen all of
this in action. You and we realize that the systemis
not perfect, and we feel that we have done a reasonably
good job with what we have had to deal with, but we know
that we can do a better one and we are very happy for
task forces such as this to contribute to the process.

[ Appl ause. ]

DR. LEE: Thank you, Dr. Dayton.

As Dr. Dayton stated, there were no big
surprises in his presentation, however, that whole area
has been sonmewhat of a black box to many peopl e,
particularly those outside the agency, but in sonme cases

to those inside the agency, as well, so it was very nice
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to hear fromDr. Dayton a clear crystallization of what
we do in the public process.

We will now turn our attention to error and
acci dent reporting, and we will hear from Sharon
O Cal l aghan, who is currently with the O fice of
Conpl i ance and Biologic Quality, and who has dealt with
the subject matter for a very long tine and has often
supported everyone in OBRR in pulling data about errors
and accident reports.

Ms. O Cal | aghan

Error and Acci dent Reports/Post Donation

I nformation I npacting on Donor History Questions

MS. O CALLAGHAN: Thank you, Jong. It is a
pl easure to be here and al ways a pleasure to tal k about
errors and accidents, one of my favorite subjects.

[ SIide.]

| was asked to present sonme of the data that we
have conpiled fromthe Error and Acci dent Reporting
System specifically referring to the donor suitability
i ssues. What | amgoing to cover this norning is rel ated
to the post-donation information reports, as well as

error and accidents that occur in donor screening.
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[Slide.]

To give you an idea first to identify how many
reports that we receive and who has been submtting the
reports, for FY 1999 we received over 15,000 reports; for
FY 2000, for the first three quarters, it is alittle
over 16,000. We probably will end up with about 22- to
25,000 for FY 2000.

Li censed bl ood banks and plasma centers are
currently required to report, so they are submtting the
bul k of the reports. Unlicensed bl ood bank have been
requested to voluntarily report froma neno we issued in
91, and we have received sone reports, but not a | ot,
fromthem

[Slide.]

Post-donation information is information that is
provided to the blood center either at a subsequent
donation or shortly after a donation, that had that
i nformati on been known at the tinme of donation, would
have caused that donor to be deferred.

| know that is a |long explanation of post-
donation information, but basically, it is when the donor

cones in and answers all of the history questions
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appropriately, says no to all the high-risk behaviors,
cones back the next time, eight weeks |later, maybe even
| onger, and now all of a sudden gives information that
they had a tattoo or they had ear piercing, sone type of
hi gh-ri sk behavior within the period of that previous
donati on, would have caused themto be deferred, so that
is going to affect their previously collected donati on.

The post-donation information is either provided
by the donor hinself, it can also be provided by a third
party. W have had reports conme in where the police
station notifies the blood center that they just arrested
sonebody. These are one several years ago that we had,
that they had arrested sonebody for honobsexual behavi or
in public, so that information came in fromthe police
depart ment.

Sonetimes the information conmes in fromthe
physi ci an, fromthe donor's physician. On occasion, the
reports will also conme in not necessarily at the
subsequent donation, but shortly after the donation.

Most of those are due to post-donation illnesses where
t he donors find out a couple days after they donate that

t hey have conme down with some kind of disease.
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Sone of the sex partner risks are also provided
shortly after donation where the donor now finds out that
his girlfriend or boyfriend had sonme type of high risk
behavi or that he didn't know about until after they
donat ed.

[Slide.]

| am going to give you sone exanples of the
post-donation reports that we received for bl ood
establishments and for plasma establishments. |
separated those because sonme of themare a little bit
di fferent.

You can see the first one, the donor traveled to
the United Kingdom has been the top of the list for this
year. Since the inplenmentation of that question, | think
a | ot of the bl ood banks began inplenenting it anywhere
bet ween |i ke August, Septenber to March. In March and
April we saw a significant increase in the nunber of
reports related to donors who had previously traveled to
the United Kingdom

Donor traveled to malarial endem c areas is
anot her one that has been typically one of the highest

type of information reported over the | ast several years,
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and this is nostly the donors don't renmenber that they
traveled to a certain area or naybe sonetines they
weren't asked conpletely to find out if they really were
in mal arial endem c areas.

Donor had a history of cancer. This is another
one that for sone reason donors don't renmenber that they
had cancer. A lot of these are history of cancers that
are permanent deferral, but the cancer may have occurred
10 or 15 years ago, and they are thinking that they are
okay.

Sonme of these also are problematic because sone
of the doctors will tell the donors that yes, you are
cured of this cancer, there shouldn't be any problem for
you to donate, which may not be consistent with bl ood
bank deferral policies.

Al so, that dealt with the history of cancer
sone of those, a small percentage of those are received
by the donor shortly after the donation, because that is
when the cancer is diagnosed, where the donor didn't have
any information at the tinme of donation.

Donor reported post-donation illness is another

one that has been very frequently reported. Most of
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t hese involve nono, chicken pox, viral or bacterial
di sease. This category does not include any di seases
related to hepatitis or HIV.

Donor had a history of tattoo is another one
t hat has been consistently a problematic area that the
donors don't renmenber that they had the tattoo.
Sonetinmes the way that | see the reports conme in, and
| ooking at the way that the question could have been
asked, you know, if the question is asked have you had a
tattoo in the last 12 nonths, if the question was asked
since May of |ast year, have you had a tattoo, | have to
wonder whet her or not they would get a different
response, because people may not renenber that |ast My
was 12 nont hs ago, but that is just in |ooking at sonme of
the reports that cone in.

Li ke | said, about 70 to 75 percent of the
reports, of the information that is reported, the donors
know before they walk in the door, the donors have this
information. It is only about 25 to 30 percent which
woul d i nclude the cancer diagnosed post donation and the
post-donation illnesses that the donors don't know. So,

there is an opportunity for us to get that information
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up-front. We just have to figure out how is the best way
to get that information.

[ Slide.]

Now, plasma centers, the nost frequent type of
information that is reported it tattoo and body piercing.
For "99, it says 45 percent for these because in '99 and
earlier years, we grouped those two risks in one mgjor
category. For FY 2000, we separated those out, so that
25 percent of the reports in 2000 have been related to
tattoo and 14 percent related to body piercing.

A lot of the plasm centers get the information
fromeither during the annual physical where they notice
a new tattoo or they notice another body part pierced.
That is how they get that information. A lot of tines
t he donors won't provide that information.

Donor had a history of incarceration is another
one that is very frequent in the plasm industry, and in
this case, a lot of tinmes the plasma centers get this
information fromreadi ng the newspaper. The |ocal papers
wll sonmetinmes print out a listing of everybody who has
been in jail for the | ast week or the last nmonth, and

t hen when they start recogni zing donor nanes, they go
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back and say wait a mnute, this guy donated | ast week,
he has been in jail for the nonth before this.

Also, in plasma centers, there is also a | ot of
conversation between donors that is overheard by sone of
the plasnma center enpl oyees where the donor would say,
yes, when | am done here, | amgoing to go see ny
probation officer, you know, and it is those kind of
things that the screeners and the phlebotom sts seemto
be attuned to, and will identify those donors.

Donor had high risk behavior that wasn't
specified. We had a lot nore of those type of reports
subm tted | ast year than we have this year. Those are
just kind of unspecified high risk behavior where it just
wasn't specified on the report, where the donor may have
told the plasma center or they got sone information that
t he donor was at sonme risk, in sone high risk category,
but it didn't specify on the report what that risk
cat egory was.

Donor had a history of IV drug use is nore
prevalent in the plasma center than it is in the bl ood

centers at a smaller percentage.
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Donor traveled to the UK. W are starting to
see sone reports fromthe plasnma centers, but not nearly
as many as we have fromthe bl ood centers.

[ Slide.]

Now, donor screening, | wanted to highlight
donor screening because not only do we have to be
concerned with the questions as they relate to the
donors, and can the donors understand, but we al so have
to think about are these questions easy enough for the
screeners to understand and to understand why they are
aski ng these questions.

Donor screening captures any errors and
accidents that occur fromthe time the donors wal ks in,

t he henogl obin, hematocrit is checked, blood pressure
checked, tenperature, all of the questions are asked, and
the donor is determned to be suitable or unsuitable

i ncl udi ng checking of the deferral |ist.

Agai n, licensed bl ood banks report the majority
of these, unlicensed bl ood banks only a few, plasm
centers, a little over 100. Donor screening represents
about 5 percent of the errors and accident reports that

we receive.
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[Slide.]

Now, for the blood establishments, the nost
frequent error or accident that occurs in donor screening
is that the donor provides information of traveling to a
mal ari al endem c area, but is not deferred. That has
been consistent for the | ast several years. You can see
it is at 29 percent for this year and the | ast year.

A lot of times this happens because the donors
will say that | traveled to Mexico, but that foll ow up
guestion was not asked, where in Mexico did you travel,
or they will say that they traveled to a certain area
that is malarial endem c, but the screener won't pick up
that it is an endem c area. They will think that oh,

t hey must have neant this other area, or they just mss
it conpletely.

Donor record inconplete, specifically, the donor
hi story questions, or the donor history questions were
ei ther not asked, not documented. W have sone cases
where none of the history questions were asked, others
where it is just certain ones were not asked.

Donor gave information regardi ng history of

cancer. Again, this is sonmething that probably pertains
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nore to the deferral periods for sonme of these different
types of cancer than anything el se, because what may
happen is that the donor will give information of a
particul ar type of cancer at a certain period in tine,
and the screener may think, well, that is only a
per manent deferral or because it happened so | ong ago, it
is okay, when it should have been a pernanent as opposed
to a tenporary deferral, and then they will accept the
donor inappropriately.

The donor gave information regarding nedication.
This is one that | think happens because sonetines the
screeners will focus on the disease. |If the donor
provi des information of taking medication for a certain
di sease, the screeners may focus on the di sease and say,
oh, well, they had this disease, and that's okay, but
t hey forgot that they have to focus on the nedication, as
wel | .

Donor gave information regarding history of
di sease. Again, that is the sanme permanent/tenporary
deferral. Sometinmes the screeners aren't aware or it is

not clear in the procedures of which ones are acceptable,
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at what tinme, you know, which ones are permanent
deferral, which ones are tenporary deferral

[ Slide.]

Pl asma center donor screening errors and
accidents. Most of those involved the donor history
guestions, where sone of the questions or sonetines all
t he questions were not asked of the donor.

Medi cal review physical not perfornmed or
i nadequate is a small percentage, about 7 to 8 percent.

Donor tenperature not acceptable or not
docunmented is about 6 to 7 percent.

Donor gave information regardi ng vacci ne or
i mmune gl obulin seens to be a reason for problenms in the
pl asma i ndustry.

| bring up the issue about the screeners know ng
why they are asking these questions and what the risks
are because we have had sonme reports where you can tell
that the donor screeners were just told they are supposed
to ask the questions and wite down the answers, and they
may not be given all the information they need to nake

the right assessnent.

M LLER REPORTI NG CO., I NC
735 8th STREET, S.E
WASHI NGTON, D.C. 20003- 2802
(202) 546- 6666



Unabl e To Translate Box ---]

We had a report where the donor provided
information that he had had an ear pierced, and the
screener said | amsorry, you can't donate for 12 nore
nont hs, and the donor said, well, | donated |last tinme and
told the screener that, and she said as long as | took
the earring out, it was okay to donate.

You know, we have got to think about the
questions related to not only the donor's understandi ng,
but also the screener’'s understandi ng these questions, as
wel |, and naking sure that they have the right

information to be able to get the information fromthe

donors.
| will end it on that note. Thank you.
[ Appl ause. ]
DR. LEE: It was a very easy task to invite

Sharon to give this talk because she has a vested

interest in this. [If you do a good job in streamining
t he questionnaire, she will get far |ess reports to deal
with.

So far our norning presenters have addressed
basi ¢ fundamental issues and overall issues about the

donor sel ection process, and now we turn our attention to
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nore specific issues and we will start out with our first
session which actually deals with the questionnaires
directly thenmselves and its function as to how it reduces
i nfectious disease risks and how it protects the safety
of the bl ood supply, as well as provi de adequate
assurance that there is adequate bl ood.

Dr. Alan Wllianms will address the topic of how
t he donor questionnaire reduces infectious disease risks.

Dr. WIIlians.

ROLES OF THE DONOR QUESTI ONNAI RE
How t he Donor Questionnaire Reduces
I nf ecti ous Di sease Ri sks

DR. WLLIAMS: Thank you, Jong.

[ Slide.]

What | have been asked to do basically in this
morning's and this afternoon's presentation is discuss
how wel | the donor screening process does its job froma
saf ety perspective.

The way | have chosen to organize this is in
this morning's talk, I amgoing to discuss sone of the
successes and some of the deficiencies of the donor

screeni ng process where we do have data to provide an
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assessnment, and then this afternoon, in the context of
trying to |l ook forward and how to defi ne data needs for
the future, point out what some of the data deficiencies
are, what some of the difficulties are in collecting data
and discuss that in a little nore detail.

[ Slide.]

So, to reiterate in just two slides here sonme of
the things that Dr. Epstein opened with, what is the
i nportance of accurate donor qualification. | think
there are four major areas. By far the npst inportant is
to maxi m ze bl ood safety both in terms of known agents
where there is a | aboratory screen, and | will say
sonet hi ng about that nore in a nmonment, and, of course,
for unknown threats where there is no | aboratory
screening test avail abl e.

The second factor, it is inportant to have
accurate donor qualification to mnim ze donor |oss due
to i nappropriate deferral.

Thirdly, as just discussed, it is inmportant to
m nimze negative operational inpacts, such as from post-
donation information, and one thing not nentioned yet,

but I think is an inportant factor, is to mnimze staff
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exposures to infectious donations. These are folks who
are collecting a unit of blood not knowi ng what it m ght
contain although there is universal precautions used in
all instances, it is just best not to have that bl ood
collected at all.

[ Slide.]

As al so nmentioned, in the context of known
agents, it is inmportant to pre-screen donors before the
unit is collected to elimnate those rare wi ndow peri od
cases that m ght occur equally or even rarer is the
consideration of testing errors that m ght occur. This
is rare, but not nonexistent, as we saw from hepatitis C
screeni ng data di scussed approximately a year ago at the
Nat i onal Meeti ng.

Of course, as already nmentioned, rel ease errors
probably is the major contributing factor that is of

concern in having infectious material in the bl ood bank

at all.

[ Slide.]

Just to establish some structure, what are the
| evel s of donor qualification? | think this is inportant

to keep in mnd because we tend to sort of centralize our
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t hi nking on the screening process as it occurs in the
bl ood center, and | think as you listen a little bit
more, you will begin to realize that, in fact, nost of
the screening occurs in other circunstances.

So, what is the first qualification? The
exclusion of risk popul ations and this happened some tine
ago. That would include paid donors, as well as an
exanpl e, exclusion of prisoners, and | think there is a
| ot of historical data to show that when these
qual i fication neasures were instituted, that the bl ood
supply very quickly becane safer, particularly froma
hepatitis perspective.

So, there are historical data to address that.

A second factor is self-deferral before the
bl ood drive based on educational information that is nade
avail able to a potential donor. There is extrapol ated
data to neasure the effect of this factor. | wll show
you sone of the data available. It is kind of in a sense
conparing not apples and oranges, but apples of different
types because the data is collected in different
situations with different popul ations and different time

frames, but you can begin to see sone correl ations.
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There is also the self-deferral process at the
bl ood drive. Wen the new donor arrives at the bl ood
center, they do receive educational information, and
certainly an unknown proportion of those donors |eave the
bl ood site before going through the actual interview
process, and we don't know nuch about that scenario at
all except that it does occur and we try to make
educational if avail able.

Then, finally, deferral by staff during the
interview process. There is |imted data. W know the
nunbers, but for the nost part, there is not too nuch
ot her information avail abl e about that.

[ SlIide.]

Now, | want to detail sonme of the successes of
t he donor screening process. The first one is reduction
of infectious disease, marker preval ence, and where data
are avail abl e, also nmeasured in incidence and accepted
bl ood donors.

Just to reiterate, prevalence is the nunber of
mar kers present in the donor population at a given tine.
Far and away, virtually all of this is detected by the

bl ood donor screening test.
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I ncidence is new infection. It is related to
the risk of window period and is part of the preval ence
calculation just to give a little explanation for that.

How can we neasure this? W can | ook at donor
data versus the general population, and we can | ook at
donor data over tine.

[ SlIide.]

Just to | ook at a general popul ation conparison
for H'V, there was an estimate of a little under a half
percent HIV seropositivity in the donor age general
popul ation. | believe this reference was fromthe CDC
Househol d Survey. Conparing that in the sanme tinme frane,
around 1995, the HV prevalence in first-time donors was
0.03 percent. W want to use first-tinme donors because
there hasn't been a pre-screening effort working, and it
gives us a better conparison of what the educati onal
factor m ght have contri buted.

Conpare those two nunbers, you are |ooking at
approximately a 15.6-fold reduction in risk in un-
| aboratory screened potential donors com ng through the
door .

[Slide.]
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Looki ng at changes over tine, these are data
fromthe CDC-sponsored seropreval ence of H'V in bl ood
donors. These happen to be American Red Cross data and
br oken out by gender, but you can see a definite slope, a
downward slope in the tine frane fromthe 1988 starting
poi nt through 1997.

| don't have first-tinme and repeat donor data
separated here, but you can be pretty well assured that
t he downward sl ope is caused by the reduction in
preval ence in the first-time donor population. The
repeat donor popul ation, once the screening had cull ed
out seropositives, the repeat donor population is fairly
st abl e.

So, you can see a reduction over tinme, and |
woul d attribute this due to broader know edge about the
criteria which created an acceptabl e bl ood donor and
know edge in the general population of who can and who
cannot donate.

[Slide.]

Shown here is a graph fromone of M ke Busch's

chapters showing the situation in San Francisco. This is
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a performance of the screening questionnaire in what we
woul d call a crisis situation.

I n San Francisco, obviously, the epicenter of
the early AIDS epidemc, | can barely read those dates,
but around 1981, the first AIDS cases were reported.
These are estimates of the risk of post-transfusion HV
transm ssi on based on retrospective | ooks at donor
preval ence.

The first AIDS cases were reported in 1981. The
first post-transfusion AIDS case was reported in 1982,
and in the sane year, high risk donor deferral was
initiated. What is barely visible in the slide is a
little upward sl ope that you can see continuing fromthat
initial rise.

That woul d be the continuing increase in post-
transfusion transm ssions had high risk donor excl usion
not been inplenmented. You can see at its peak there was
about 1.2 to 1.3 percent risk per unit of blood.

Then, you can see the curve com ng back down.
The second to the last factor, HIV is discovered, and
there is a progressive inpact of high risk donor

deferral. Then, once HV was inplenented in actually the
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spring of 1985, you can see that risk dropped off, but
for the nost part, the bul k of the danger had been
renmoved before donors were actually collected and the
screening test was in place. So, although this was
certainly a very tragic situation, it is a good exanple
of how the screening neasures do work in a crisis
situation when there is no test avail able.

[ SIide.]

The other way to assess changes in potenti al
bl ood safety or conproni sed bl ood safety is to | ook at
the reduction in measurable risk in the blood supply, and
again versus the general population and over tine.

[ SlIide.]

So, | ooking at education and intervi ew based
deferrals versus the general population, an estimte from
the NORC facility in Chicago estimted that mal es who had
sex with other males at some point in the past five years
constituted 4.1 percent preval ence in the general
popul ati on.

As sone of you are aware through the REDS st udy,
we have been doing survey research in accepted donors,

and we actually established a factor first in 1993 data
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showi ng donors who were accepted as bl ood donors, who had
a risk of males who had sex with other males since 1977,
we measured about 0.6 percent in the donor popul ation.

So, although this is certainly not ideal to have that
degree of risk remaining in the donor popul ati on, we
still see a 7.2-fold reduction.

[Slide.]

Simlarly, for IV drug use since 1978, the
Dal | as Household Survey in '94 estimated that at 3.9
percent. The survey fromthe REDS study estinmated 0.5
percent, so a sim/lar reduction in risk due to the
guestioni ng process.

[Slide.]

So, just as a summary statenment for the
successes, donor qualification nmeasures have contri buted
to what really is unprecedented safety of the bl ood
supply, and this has been in conbination with | aboratory
testing and other procedures. | think we can't | ose
sight of the fact that a |lot of the things that we have
wor ked hard to do over the past 15 years have nmade a rea
di fference, and the blood supply is really very safe.

[Slide.]
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VWhat are the current transfusion risks per unit?
These figures are actually brand new. These are sone
that Dr. Roger Dowd put together for his annual sem nar
presentation on bl ood safety risk, and they are based on
1999 incidence data fromthe Red Cross system and |
t hi nk probably represent the | atest estimates of risk
that are currently avail abl e.

For HCV, in the absence of NAT, which of course
we are doing, the risk estimate would be 1 in 237,000 per
unit. That is reduced half by NAT testing, which is in
place in all blood centers now HBV risk is 1 in
137,000. There is no NAT currently in place. HILV
simlarly, 1 in 641,000 with no NAT.

HV, | think is really the inpressive figure

where the risk in the absence of NAT woul d be

considerably less than 1 in a mllion, and in the
presence of NAT, now is approaching 1 in 2 mllion.
[ SIide.]

To | ook at sonme of the deficiencies, we have
alluded to sone in the context of the other discussions,

but one of the mmjor points, there is interviews with
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seropositive donors, regularly reveal ed behavior risks
t hat shoul d have prevented donati on.

These studi es have been available for a | ong
time even back to the early hepatitis days. It is easy
to identify seropositive individuals. Wen they are
interviewed, often they have factors that should have
prevented their donati on.

[ SIide.]

Only recently have we tried to quantitative
these on a larger scale. Again going back to the CDC-
sponsored study of HIV seropositive donors, | amthankful
to Ken Clark for this slide, and he is in the audience.

These are risk data | ooked at in two different
time frames for blood donors identified with H V risks.
In mal es, conparing in 1988 time frame to 1997, the red
reflects mal e sexual contact with other males.

You can see while it is reduced from
approximately I would say 55 percent down to closer to 30
percent in the 1997 data, that risk still is in evidence
in blood donors found to be HI'V seropositive.

You can see a concomtant increase in the no-

identified risk group. Simlarly, in mles, while a
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| arger proportion in femal es have no identified risk in
the question interview foll owi ng detection of
seropositivity, that factor has increased and the other
maj or factor in femal es, known heterosexual contact,
still a large factor, but somewhat smaller in the |ater
dat a.

This is just to reflect the fact that in this
hi ghly sel ected popul ation, risk still is evident.

[ Slide.]

Ri sk is nmeasurable in accepted donors, and here
are sonme data published fromthe first maj or REDS st udy.
These are 1993 data published in 1997. W actually had
the first quantitation of risk in the donor popul ation
with factors generally ranging from0.1 to 0.5 or 0.6 for
the major risk factors that we are | ooking at.

Very briefly, the nmethodol ogy used here, this is
an anonynous mail survey which was sent to active bl ood
donors within six weeks of their donation event, so that
we are actually getting recent donors who presumably have
recent recall of their screening history and we were able
to capture these risks which we call deferrable risks

t hat shoul d have prevented their donation.
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I n summary, about 1.9 percent of donors reported
one or nore deferrable risks, and to translate that into
the overall donor population, it is about 242,000
i ndi vi dual s per year.

We have repeated this survey both on a pilot and
a |arger scale, the 1998 survey found very simlar data
when the risks were defined the same, but in fact,
interestingly, when you add sonme of the |ess specific
questions, like tattoo use and birth in Africa, and so

forth, the risk factor overall climbs up to about 3

percent .

[ Slide.]

We are able to correlate some of these risks
with other factors. | have shown just a few here. The

confidential unit exclusion, which was made vol untary at
bl ood centers, still used by sonme, CUE use overall in
non-risk males is about 0.3 percent. In mles with
defined MSMrisk, it is 2.9 percent for an adjusted odds
ratio of 9.7, and that is adjusted for these other
denographi ¢ and behavioral factors shown bel ow.

Privacy was nentioned earlier. About 5.6

percent of non-risk males say on the questionnaire that
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t hey wi shed they had had sonme higher |evel of privacy.
That is even higher for MSM mal es, 16.2 percent with an
odds ratio of 3.2.

HI V test seeking, an inportant factor, about 6
percent overall for non-risk males, 16.2 percent in MSM
mal es, for a significant odds ratio of 2.09.

So, we are starting to get a little better
under st andi ng of sonme of the factors that relate to this
risk.

[Slide.]

These two observations aren't strictly
correlated or they can't be strictly correlated, but I
think it is an interesting observation here, that in the
data fromthe 1997 CDC H V Interview Study, of all the
HI V- positive MSM donors interviewed, 90 percent reported
MSM activity in the past year. So, these are high-risk
i ndi vidual s who are continuing MSM activity right up to
t heir donation point.

In the 1998 REDS survey, we identified a little
under 0.6 percent of males who had MSMri sk and 14.7 of
t hese on the survey reported MSM activity in the past

year. So, this would equate to about 5,400 high-risk
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i ndividuals in the blood supply, obviously, not all of
whom have acquired HV, but these are the popul ation
where the HIV infection is originating. | think that is

an i nportant factor.

[ SlIide.]
Behaviorally, there is a lot to talk about, I am
not going to discuss it all, but interestingly, | think

if you | ook at the data, the on-site questioning is the
nost costly in terns of donor |oss and burden, et cetera,
and is probably the | east effective donor qualification
el ement .

Looki ng at sonme of the nunbers | have put up
recently, the 4.1 percent estimate of MSMin the genera
popul ation, 0.6 percent in donating males, actual on-site
deferrals for MSMactivity is reported by Dr. Bianco
several years ago in a workshop, and also agreeing with
some of the Red Cross data, is on the order of 0.01 to
0.03 percent of on-site deferrals, so nost of this
deferral is taking place before the interview process
actual Iy happens.

[Slide.]
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Rel ating that to nore recent deferral, the UK
estimtes, nost of you are famliar with the survey work
t hat was done before inplenentation to consider the |oss
of donors. We found on our pilot survey that 2.4 percent
of donors responding to a survey indicated that they had
travel that would put theminto a deferral category.

As nmost of you are aware, the on-site deferra
experience is much |lower than that, again, 0.1 to 0.3
percent, so it is a little hard to tell exactly where
t hese deferrals are happeni ng, but again, the on-site
experience appears to really be the | owest factor.

[ Slide.]

Just a behavioral perspective. Donors seek to
gain or preserve sonething of value by proceeding with
donation. This can include test results fromfree
confidential reliable sources, such as bl ood centers, a
healthy feeling and altruismderived from donati on
itself, saving face in a pure environment, and other
possibilities.

| mainly included this just to reinforce the

fact that this really is behavioral science that we are
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tal ki ng about, trying to influence people's behavior and
get themto self-identify and defer.

[ Slide.]

In conclusion, donor risk education and
screening is critical to helping protect the bl ood supply
from both known and unknown threats. Donor risk
education and screening currently reduces the risk burden
in the donor population by 7 to 15 percent, and it could
be hi gher or | ower depending on which data that you use
for a conpari son.

On-site interviewis likely to be the |east
ef fective conponent of the education and screening
process. You can argue that it is the |ast chance
conponent, but in terns of nunbers, it really does not
add terribly to the process.

Finally, the behavioral dynam cs and the
education and screening process are conplex, and as |
wi Il enphasize in this afternoon's talk, there is a real
need to input some behavioral science into the design of
t he screeni ng questionnaire.

| will stop here. Thank you very much.

[ Appl ause. ]
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DR. LEE: Thank you, Dr. WIIians.

In view of our comrents, perhaps we should be
focusing nuch nore attention on everything that happens
prior to the questionnaire itself, but nonethel ess, we
proceed.

To continue the story of the role of the donor
gquestionnaire, we will now have the pleasure of hearing
fromDr. Celso Bianco. He is well known to everyone. |
tried ny best to keep himout of this workshop, but here
he is again, presenting data once again.

Dr. Bianco will speak on the issue of inpact of
current screening practices.

| mpact of Current Screening Practices

DR. BI ANCO  Thank you, Jong.

[ SlIide.]

It is wonderful that we are discussing these
i ssues today. | really want to thank FDA and AABB f or
| eading that effort. | think this is the major
contribution that we can nake to the bl ood supply and to

transfusion in the country.
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| amgoing to review data accunul ated over the
years. CObviously, | can't avoid but repeat sonme of the
t hi ngs that have been said here.

[Slide.]

Medi cal history in the past was it. W didn't
have much to do, and there were no screening assays
except for blood typing. The history of infectious
di sease i s obviously focused on hepatitis, and | just
want to rem nd you of sonme studies that were done by the
Acadeny of Medicine in New York showed that 25 percent of
patients receiving nmultiple transfusions at that tine

devel oped hepatitis, clinical evidence, jaundice.

[ SlIide.]
Because of that heritage, | think that we
created sonme assunptions that we are still dealing with

today and that probably are an obstacle to us being
aggressive in ternms of changi ng what we do.

We saw a | ot of success. W heard a | ot about
the success, and | will showa little bit nore from Dr.
WIllianms, but we have unrealistic expectations from
medi cal history. Those expectations are not really based

on data. We think that all questions are understood by
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all donors, that all donors are truthful in their
answers, the nore questions we ask, the better, and
certainly that has created a little bit issues, the
i ssues that we are trying to deal wth.

We continue to add conplexity to medical
hi story. There are too many things and too many
guestions. Sonetines | think, | sit when | donate and |
try to pay attention to what the historian is asking ne,
and even for me, that know all the issues, discuss al
the issues, it is boring. It is too many strange things
t hat peopl e never heard about and they are bonbarded with
all these series of things, | think that it is very hard
to remain rational during the process.

Many questions create political anxiety or
behavi or anxi ety, and people sonetines respond in a
different way, and | have this bias, and it is ny
personal bias, | don't have data, but because of all the
novenment s that have been occurring in colleges and ot her
pl aces regarding the deferral of males who had sex with
mal es since '77, and classifying it as an unfair
guestion, that many of these numbers that we saw from Dr.

WIllians cone as a reaction to that, not because the
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donors want not to be truthful, but because they are
angry about these types of questions.

We know fromthe AIR that we are going to hear
that these questions, the conplexity interferes with the
accuracy of answers and that we have no cl ear neans of
validating the inpact of additional questions and the
changes that we make to the questions on the overall
accuracy, on the final product of our nedical history.

[ Slide.]

| want to add to what Dr. WIIlians said.

Medi cal history works because donors respond, and it is

i ncredi ble, the honesty of many of the donors. A large

nunber of donors reveal to us that they have taken drugs
or that they had sex with another nale.

[ SlIide.]

When we added direct questions in 1992, we can
see that these had a trenendous inpact. The nunber of
donors that responded yes to the fact that they had an
increased HIV risk tripled, while the nunber of donors
respondi ng to other standard questions or deferred to
ot her reasons renmi ned nore or | ess constant.

[Slide.]
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Cocai ne was anot her one that because of sonme
information in a study that had been performed at NI H,
there was a correl ati on between the use of intranasal
cocai ne and hepatitis C. Sinply adding that question,
have you used cocaine in the |ast years, yes, we had a
nunber of donors saying yes.

[ SlIide.]

So, donors reveal risk behavior, however, these
donors are deferred up-front and speci nens are not
collected for testing, and | think that that would be the
most i nportant study that we could do to understand the
i mpact of nedical history.

| would like at this point to actually separate
two things. One is the selection of the donor base. Dr
WIlliams actually clearly showed that. By the way we
sel ect donors, by the way we recruit, by going to
organi zed segnents of the society, schools, churches,
corporations, certain comunities, we are selecting
heal t hi er organi zed segnents of the popul ati on are people
that believe in altruism are people that believe in

doi ng sone duty to the comrmunity.
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We don't know how to measure that, but | think
that this contributes a ot to these two | ogs that Dr.
Epstein referred to and Dr. WIIlians between what we see
in the general population and what we see in the
popul ation of first-tinme donors.

We don't know, for instance, if really deferring
t he individuals because of cocaine snorting in the |ast
year, if we actually reduce the nunber of individuals
that were HI V-positive, for instance, that cane to the
system So, we don't know, and Dr. Epstein renmarked very
clearly the sensitivity, the specificity, the positive
predictive value or the negative predictive value, and |
wi sh we could nmeasure it.

[ Slide.]

CUE is another that Dr. WIIlianms showed very
wel |l that has a correlation with behavior, but CUE has
been losing its effectiveness in a certain way.

[ SlIide.]

| thought that Ken Clark's data and the data
that we see as we see the nunber of individuals that use
CUE gradually decreasing. 1In '98 and '99, we did not

have any HI V-positives selecting CUE. This is reflected
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in the change in the denographics of the popul ati on that
we saw very clearly in that slide from mles who had sex
with males usually are nore sophisticated, nore cul tured
popul ati on, nore organized, that understood the risks of
H'V in the beginning, to a population now that has nore
mnorities, |lower social class, nore wonen that do not
really understand the sexual behavior of their partners,
so that CUE, the confidential unit exclusion just saying
don't use ny bl ood has no nmeaning. They do not
understand or they do not know the risk they were exposed
to.

[ Slide.]

So, CUE was effective. Today, only a snall
proportion use it. Very few, if any, of the donors that
today use CUE is positive, and that is associated with
t he change in denographics.

[ Slide.]

However, we defer a | arge nunber of donors
because of our questions. That actually is a big cause
of frustration for the donor that finally amass the
courage, either pushed by their peers in the church, of

by thensel ves, that they were going to do it, and cone to
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