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PROCEEDI NGS
Wl cone, Statement of Conflict of Interest,
Announcenent s

DR SMALLWOOD: Good norning. Wlcone to
the 75th nmeeting of the Bl ood Products Advisory
Conmittee, the longest running series in the FDA
hi st ory.

| am Li nda Snal | wood, the Executive
Secretary. At this tinme, | will read for you the
Conflict of Interest Statenment that applies to this
meet i ng.

Thi s announcenent is part of the public
record for the Bl ood Products Advisory Conmittee
meeti ng on Decenber 12th, 2002

Pursuant to the authority granted under
the Committee Charter, the Director of FDA's Center
for Biologics Evaluation and Research has appoi nt ed
Dr. Liana Harvath as a tenporary voting nmenber

Based on the agenda, it has been
determ ned that there are no products being
approved at this neeting. The conmittee
partici pants have been screened for their financia
interests. To determine if any conflicts of
i nterest existed, the agency revi ewed the agenda

and all relevant financial interests reported by
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the neeting participants.

The Food and Drug Administration has
prepared general matter waivers for the specia
gover nnent enpl oyees participating in this neeting
who required a wai ver under Code 18, Section 208.

Because general topics inpact on so nmany
entities, it is not prudent to recite all potentia
conflicts of interest as they apply to each menber.
FDA acknow edges that there may be potenti al
conflicts of interest, but because of the genera
nature of the discussions before the commttee,
these potential conflicts are mtigated.

W would like to note for the record that
Dr. Toby Simon is participating in this neeting as
the Acting Non-Voting Industry Representative
acting on behal f of regulated industry.

Wth regard to FDA's invited guests, the
agency has determined that the services of these
guests are essential. There are interests that are
bei ng made public to allow nmeeting participants to
obj ectively evaluate any presentation and/or
comments nade by the guests.

For the discussions on bacteri al
contam nation, Dr. Janmes Aubuchon has reported that

he is a researcher on bacterial contam nation. He
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has spoken on behalf of Pall Corporation and he is
a menber of the Medical Advisory Board for Verax.

Dr. Stephen Wagner is the Director of Cel
Therapy, American Red Cross, Holland Laboratory.

He al so received a research grant from O ganon
Techni ka for the detection of bacteria in
pl atel et s.

In addition, there are speakers making
i ndustry presentations and speakers giving
conmittee updates fromregul ated i ndustry and ot her
out si de organi zati ons. These speakers have
financial interests associated with their enpl oyer
and with other regulated firnms. They were not
screened for these conflicts of interest.

FDA participants are aware of the need to
excl ude thenmsel ves fromthe di scussions involving
specific products or firms for which they have not
been screened for conflicts of interest. Their
exclusion will be noted for the public record.

Wth respect to all other neeting
participants, we ask, in the interest of fairness,
that you state your name, affiliation, and address
any current or previous financial involvement with
any firm whose products you wi sh to conment upon.

Waivers are available by witten request
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under the Freedom of Information Act.

At this time, | would like to ask are
there any declarations that need to be nade before
we proceed with this neeting.

Hearing none, | would just make a bri ef
announcerent that outside you should have found a
sheet that listed the tentative dates of the Bl ood
Products Advisory Committee neetings for the year
2003.

I hope that you will make a note on your
cal endar to hold these dates, but we will advise
you when we have confirnmed them

At this tine, | would like to introduce to
you the nenbers of the Blood Products Advisory
Committee. As | call the nanmes of the nenbers,
woul d you pl ease raise your hand.

Dr. Kenrad Nel son, Chairman. Dr. Lori
Styles. Dr. Paul Schmdt. Dr. Harvey Klein. Dr.
Li ana Harvath. Dr. Janmes Allen. Dr. Sherri
Stuver. Dr. Robert Fallat. Dr. Toby Sinmon. Dr.
Donna Di M chele. Dr. Mary Chanberland. Dr. Sanuel
Doppelt. Dr. Fitzpatrick. Dr. Judy Lew.

As you may have noticed, we have a very
full agenda today, very full. W wll try to keep

on time and we will ask everyone's cooperation in
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doi ng so.

At this time, | would like to turn the
proceedi ngs of the nmeeting over to the Chairman,
Dr. Kenrad Nel son.

DR. NELSON: Thank you, Dr. Smallwood.

The first itemon the agenda are sone
commi ttee updates.

First, Dr. Hira Nakhasi is going to
sunmari ze a Workshop on West Nile Virus that was
hel d i n Novenber.

Conmi tt ee Updates

Sunmary of Workshop on West Nile Virus
Novenber 4-5, 2002
Hi ra Nakhasi, Ph.D.

DR NAKHASI: Good norning. Thank you,
Dr. Nelson. Since Linda said there is a full
schedul e today, it will be 6 o' clock is the regul ar
time, | don't know how long we will be here, but I
will try not to contribute to the delay and go
right away into giving ny update.

[Slide.]

This update is on the workshop which we
hel d on November 4th and 5th, and many of you
attended that workshop, and this was on the

Devel opnent of Donor Screening Assays for West Nile
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Virus.

Thi s workshop was in response to the
recent epidemic in the epidem c 2002, and we wanted
to see how we coul d understand what the epidenmic is
and how we can get the methodol ogies in testing
soon devel oped and to screen the blood for the West
Nile Virus.

[Slide.]

The goal s of this workshop were as such,
as pointed out here, we wanted to know what is
going on with the current status on the West Nile
pat hogenesi s and epidemology in the U S., and
want ed to know what are the nethodol ogi es suitable
for blood and tissue donor screening, and wanted to
know fromthe industry perspective are they ready
for testing in a |l arge-scal e screeni ng node.

Al so, we wanted to hear fromthe
manuf acturers about the inactivation process in the
bl ood products. W also wanted to hear fromthe
proposed studi es on preval ence and donors, and how
this test would be Iicensed and FDA's expectation
fromthat, and issues relevant to the
i mpl ementation of the West Nile Virus.

It was a two-day full agenda, very

interesting. There were a | ot of discussions, but
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before | go to what we achieved fromthat meeting,
I just want to give you a little bit of background

for the people who nay not know about West Nile

Virus.

[Slide.]

The West Nile is a nosquito-borne
flavivirus. It has a positive strand RNA and

primarily infects birds, but horses and humans are
i nci dental hosts.

About 80 percent of the infected persons
remai n asynptomatic, and the rest, 20 percent,
develop mild febrile illness, flu-like synptons.

In that, approximately 1 in 150 infected people
develop nmeningitis or encephalitis.

The virem c period can occur up to two
weeks, but it is sonetinmes a very short period, but
can also last for al nbst a nonth.

[Slide.]

Bl ood transm ssion of West Nile has been
confirmed in the recent U S. outbreak, and | will
gointo alittle later about the cases. However,
the magnitude of the risk of West Nile from
transfusion is unknown at this tinme.

Again, the problemwth this virus is that

it is avery lowtiter virus conpared to other
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viruses like HV and HCV, 103 copies/m. It is, as
| said, viremia is transient, however, in sone of
these encephalitis patients, the virem a can be as
hi gh as 106 copies/ni.

The virem a resolves rapidly after
seroconversion to IgM and IgM can persist as |ong
as one year. Wst N le infection does not becone
chronic.

[Slide.]

The current status of West Nile as of [ast
week, what we saw fromthe CDC MVRW report, in
2002, the total nunber of West Nile cases reported
was 3,775, of which 216 deaths have occurred

The whole of the U S. is practically
endenmi c except in a few states in the Wst even
t hough one case was found in L. A, but the mgjority
of the United States is endenic.

[Slide.]

Virem a begins one to five days before the
onset of synptoms and can | ast an average of six
days. As | said earlier, you can go up to two
weeks or 14 days.

The estimated risk at this time, Lyle
Pet erson from CDC had published a paper this year

of one and two infections per 10,000 donations
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nati onwi de, however, in highly endem c regions
where the activity is very high, 16 at the peak of
the epidemc, was 16 per 10,000 with a nean of 68,
because as | will say here, it can go fromlate
August to late Septenber, and that is the range

t here.

So far, 47 possible
transfusion-transmtted cases have been reported.
Qut of that, 13 have been confirmed, 14 were not
transfusion related, the rest are under
investigation still going on at CDC

[Slide.]

Then, peopl e presented, researchers
presented data on the methodol ogi es which are
suitable for blood and tissue donor screening.

Bot h serol ogi cal and nucleic acid based
tests were discussed. Basically, the serol ogica
or IgM antibody assay, people have used reconbi nant
antigen, but these are all research assays at this
time, so mnd you that they are not being used in a
clinical setting, in a trial setting.

Sone of these serol ogi cal assays use
reconbi nant antigen, can cross-react wth other
cousins of West Nile, like St. Louis encephalitis,

dengue, and Japanese encephalitis, that is what we
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heard, however, this test could be used in a high
t hroughput assay, |ow speci nen vol une, and can be
mul ti plex, short turnaround, and can be adapted to
the platfornms which are existing already for
serol ogi cal testing for other conponents.

The nucleic acid tests, there are many PCR
based, there are standard PCR, Tagnman PCR, and
NASBA, but what cane out of the meeting, that
Tagman, real-time PCRis the nost sensitive at this
time and equal to NASBA

It could be used in the high throughput
setting and detection limts are 15 pl aque-form ng
units/m to 15,000, however, in some of the cases,
we heard also it can go 0.1 plaque-form ng
units/m.

The caveat here is these tests so far,
what we have is the human virema is around 18 PFU
It is basically towards the tail end, and the | ower
limt of it, but then we recently heard, which |
wi Il maybe tal k about down the road, that CDC has
come up with a nmuch nore sensitive test, which is
10-fol d sensitive and can, by making such a
nmodi fication concentrate, increase the volune of
the sanpl e and al so nmaki ng ot her changes in

extraction.
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But we heard that m nipool NAT, detection
rate is only 50 percent, and need to adapt smaller
pools. Sue Straner and ARC poi nted out that even
smal l er, eight pools could be better, but maybe it
may go to the usual NAT al so

[Slide.]

Again, there were sone other issues.
don't want to go into detail of these things
basical |l y, because what we were told earlier, what
we knew, that the West Nile Virus, once the virus
is resolved, the antibody cones out, the virema is
resol ved, but there are cases where RNA can be
detected in the presence of antibody.

Agai n, under the caveat is that West N le
IgMcan remain positive for one year |onger wthout
any infective, and whether there is infective,
peopl e do not know.

It | ooks like NAT could be the preferred
choice for testing, however, |gM assays have also a
role to play, the serol ogical assays may have a
role to play in confirmation of NAT results or
seroconversi on studi es.

Al so, it was discussed that if we screen
blood, it will have a strong inpact on tissue and

organ donation and screening it.
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Agai n, there was enphasis, which | wll
talk a little later, that we nay have to have
devel oped tests which are suitable for cadaveric
sanples. Then, there are sone activities going on
in the panel developnent, | will talk a little bit
| ater.

[Slide.]

The industry presented their data, which
was basically plan and not nuch information. NG
presented sone data where they have a NAT test
whi ch has sensitivity of 100 copies/m with the
range of 10 to 200 copi es.

We heard that they had screened a | arge
nunber of sone sanples, and the preval ence rate was
1 in 8,000, and one of the sanples was very high
titer donation and could result in pools of 64 and
512.

We al so heard from GenProbe that they have
a test devel opnent validating their tests using
synthetic RNA, and the detection was 7.6 copies/m.
They are still working, we may hear nmamybe they have
sonme information during the open discussion, that
they are working on selecting the priners where
they can use it. They are still in that node.

Roche presented sone data, which is
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basically the plan, no data, and then basically the
devel opment of tests, everybody agreed that it wll
be | ND/ BLA nechani snms. The validation of these
tests will be at the beginning of 2003 and | ND by
the middl e of 2003.

[Slide.]

W heard about the virus inactivation
process strategies and several manufacturers
presented data on using the currently used
i nactivation processes |ike psoral en, riboflavin,

I nactine treatment of various bl ood conponents, and
they also tested in West Nile, inactivation in that
process, and they could inactivate nore than 4

| ogs.

Therefore, on that basis, sonme people felt
that they may not need to denonstrate West Nile
Virus specific inactivation, however, other people,
an equal nunber have held that it will be having
showi ng West Nile Virus specific inactivation would
al so add a | ayer of safety simlar to like HV and
HCV.

It is known that whenever there is an
agent which we can culture and show that it can be
specifically inactivated, it is FDA s understanding

that we should use and show specific virus,
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speci fic inactivation.

However, there are caveats to these
i nactivation processes, such as adverse events
which will be due to the products have been treated
wi th such, such as imunol ogical reactivity,
increased sensitivity of blood cells to other
drugs, specificity of inactivation between
pat hogens and hosts.

It was agreed upon that studies are needed
to assess the risk of this inactivation process on
bl ood products.

[Slide.]

Then, we heard about the proposed studies.
There were several studies tal ked about, and there
have been changes goi ng on since we heard about
studies. Now, we have heard that the ARCis
conducting a linked study of a |arge number of
sanpl es, of 85,000, out of which 7,000 are going to
be tested under the CDC, and will be tested by
CDC s sensitive method which | described just a few
monent s ago

Then, those sanples will be tested by
GenProbe's test, and these sanples are |inked.

Al so, there is a research study under

RADAR, which is REDS/ TRI PS, but the sanples are
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small. This is nostly going to be IgMsero problem
studies, and finding out fromthat, sero problens
in their sanples, those seropositive sanples wll

be tested for NAT using several NATs.

Then, the other study is the Roche
sanpl es. Roche has a | arge nunber of sanples again
col l ected through noderate, |ow, and high epidenic
areas, and we have not heard anything about what is
going on with that.

But the objective of all these studies was
to really see the preval ence of virem a, conpare
m ni pool versus individual NAT, confirmviren a by
I gM and RNA testing of donor foll owup sanples, and
then devel op anal ytical -sensitive panels, conpare
West Nile, RNA and | gM assays, and al so incidence
rate of transfusion-transm ssion of West Nile, and
exposure to recipients by testing autol ogous
donations for IgMreactivity.

These preval ence studies, we were told
that it will be done in tw phases, Phase |, where
the performance of candi date Wst N |l e RNA assays
wi Il be validated against the benchmark, which is
the CDC NAT (50 geq/m at 50 percent detection
limt), which will be 100 geg/m at 100 percent

detection levels. W were told that the conpletion
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will be in the first quarter of 2003, that is to
perform validation of these tests.

Then, Phase Il is testing the sanples by
the middl e of 2003 under |ND

[Slide.]

Here, we at CBER-FDA al so have some effort
going on with, first of all, there is severa
efforts actually, not sone, several efforts going
on. One is the devel opnent of reference panels for
| ot release testing, and these we are taking the
virus fromthe CDC, culturing that, and then
spi king into the naive blood and then that pane
will be distributed anong different groups and
tested to see how these tests will perform

Then, we are al so devel opi ng an i n-house
Tagman PCR and | gM assays to basically conpare with
CDC s, because nany times we have to do
i nvestigational tests in-house, too, so we want to
have the capability of the testing in-house, too.

The objective is basically to study vira
dynanmi cs, infection dose, distribution in the bl ood
conmponents, viral tropism correlation between
viral strains and infectious outcone.

[Slide.]

Then, we di scussed about the regul atory
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pat hway for these assay devel opnents, and a few of
these slides are directly stolen fromJay's
presentation to AABB. The donor screening and
suppl enental tests will be reviewed as biol ogi cal
products under the PHS Act, and will be through

I NDY BLA process.

The instrunment part and the software
portion of this application will require separate
510(k) submi ssion. You have heard in a couple of
BPAC s earlier that a licensed test used for
screeni ng donors has been determned to be a nmjor
| evel of concern, so we need whatever is necessary
for the subnission to 510(k) has a mmjor |evel of
concern which is given in this gui dance, has to be
part of that.

Al so, last Cctober, we used an FDA
gui dance, which tal ks about the current thinking on
managenent of donors and products.

[Slide.]

Qovi ously, to the audience, | don't have
to teach all this, what is needed for the
validation of these tests, and al so what are the
needs for the clinical tests, so | don't want to go
into detail there.

[Slide.]
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There has been transm ssion through organ
donations. There was quite a bit of discussion
about what tests woul d be needed and how woul d we
protect the organ donations. Again, this slide has
been taken from Jay's slides.

The screening of tissue donors will cone
under FDA regulation after publication of a fina
rule on donor eligibility as proposed FDA rul e
woul d require approved donor screening tests for
organ donations, and therefore, a need exists to
show the effectiveness of West Nile Virus screening
in the cadaveric bl ood sanpl es.

Even though the solid organs and bone
marrow are regul ated by HRSA, FDA approves the
tests which are comercially avail abl e.

[Slide.]

So, FDA's current thinking is to recomend
routine use of |icensed donor screening tests to
det ect donor infections, possible use of donor
screening tests under IND. It would be built on
existing platfornms, validation in donor screening
envi ronment, adequate sensitivity to detect |ow
| evel of virem a, and possible need for individua
uni t NAT.

Again, wll encourage the technol ogi es,
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such as viral concentration, which CDC is doing,
because as | told you, the virus load is nuch, nuch
| ower, so to increase the sensitivity and then the
devel opment of reference panels to standardize
different tests.

[Slide.]

Then, there was quite a bit of discussion
on the inmplenmentation, rightfully so, from
i ndustry, how would we inplenent these tests, and
there are a lot of issues which are relevant to
that, logistic issues, and again, some of these
have been taken directly fromARC s, Sue Stranmer's
presentation, which she described that there is the
need to SOP nodification, process qualification,
space is a probl em because there has to be enough
room for other tests by nedical information
systens, which transfers the information, it is
getting overl oaded, how do we do that, and i npact
on the schedul ed rel ease of other tests because
there are also other tests, which you will hear
this afternoon, Parvo B19, Chagas, and other tests,
i ndi vi dual NAT, so how are we going to inplenent
all this on top of the other things.

The ot her issues that were di scussed, the

testing, howwll the testing be done, because we
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heard this epidenic is during certain period of the
year, and will testing be done seasonal versus

year -round, geographi cal versus national testing,

i ndi vi dual versus mni pool, do we need to test
other related viruses because SLE, JE, and other

i nfections have been al so shown to occur and are
related, transmitted through the bl ood, do we need
to test those guys, and what have we | earned from
the past, for exanple, St. Louis encephalitis

epi denmi ¢ and what happened, can we think about that
model and applied to this one.

Those are all hypothetical questions and
we need to think about it and apply estinmated risks
to determ ne the need for donor screening. So,
these were the issues in the inplenentation
section.

[Slide.]

So, the general concl usions obviously were
that we need to have specific tests, we need to
determne what is the infectious dose of the virus.
We need to know what conponents of the bl ood
transmt this infectivity. W also need to know
how t hese infectious agents survive in bl ood
banki ng storage conditions.

We al so need to have confirnmatory tests

file://IC|/Daily/1212bloo.txt (24 of 440) [12/24/02 11:43:52 AM]

24



file:///C|/Daily/1212bl0o.txt

10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

because this will be screened, we need to have a
confirmatory test. How does it cross-check with
other flaviviruses, or if there is a cross-check,
do we need that type of test, nultiplexing of these
tests.

We also need to find out the estimated
risk and then the cost of inplenmentation
Qovi ously, FDA is not obligated regarding the cost,
but obviously, we need to think in that direction,

t 0o.

[Slide.]

So, the general conclusion was that
really, you know, | was very mnuch inpressed by the
cl ose cooperation between FDA, PHS, device
manuf acturers, and bl ood organi zati ons, which they
canme all together in a very positive way to say
that we need to devel op NAT screening tests for the
West Nile Virus, whether it is nucleic acid based
or whether it is serological

Testing will start under IND by the next
West Nile Virus epidemic, | hope so, and nmeanwhil e,
the safety of the blood supply can be ensured in
procedures which are in place in bl ood banking
practices, and currently, FDA has issued a gui dance

for current thinking on managenent of donors and
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products.

Hopefully, we will see an outcone in the
m ddl e of next year about this testing.

Thank you very nuch.

DR. NELSON: Thank you, Dr. Nakhasi

Any questions, comments? Judy.

DR LEW | just wanted to ask, can you
clarify when you say 1 in 150 infected persons
devel op neningitis or encephalitis, is that 1 in
150 synptonmatic or overall?

DR. NAKHASI: Yes, 150 infected people.

DR LEW Well, infected is different from
synpt omati c.
DR. NAKHASI: | think it's synptomatic, is

that correct - no, infected, yes.

DR. SIMON: On the presentation that we
heard at the last neeting fromthe CDC, they
indicated that we were, at that time, thought to be
about hal fway through this particular epidenmc, and
I wonder, is there consideration that we m ght be
at a point when this test is introduced that the
risk has fallen to a low | evel, and how do you
assess that risk going forward?

In other words, we will be introducing the

test after the tine period during which it m ght
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have been usef ul

DR. NAKHASI: | amsorry, | didn't get the
exact question.

DR. SIMON: What | amwondering is by the
time the test is introduced, will we have passed
through the period of risk and be at a point where
the risk is so low, that there will be little value
to the test.

DR. NAKHASI: |If we are aimng at around
maybe hopefully in June or so, and | think the
epi dem ¢ which we had, the peak is between | ate
August to late Septenber, so | think the test, if
it is introduced around that tine, if we have a
test available, it will not be past that tinme, so
it will be before that even though there are sone
cases as early as in May sonetines. | believe that
we will have a test which may be before that.

Jay, do you want to say sonething?

DR EPSTEIN. Toby, | think you are
suggesting that we may have had our epidem c, but
no one can really predict what will happen in the
next nosquito season, but the expectation is that
we may see another epidemic of West Nile Virus with
human i nfections in 2003, so the whol e concept is

totry to have a test available at |east at the
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i nvestigational |evel prior to or at the onset of

that season, but no one can predict what that

season will |ook Iike.
DR NAKHASI: | hope that there is not,
you know, we will see how the things are going, but

if the predictions are that, you know, since 1999,
t he epi dem cs have ranged in the sumer nonths, so
even though in 1999, it was much nore localized in
the New York area, but then, 2000 and 2001, it was
| ess, but in 2002, it took off. W knows what
wi || happen?

Again, that is the reason | suggested that
we need to think about from our past experiences,
I'i ke SLE epidemics, it was 1977 or 1976, there was
a higher epidemic than the follow ng year, there
was very little, so you are right, we hope, we
think that if the trend continues, at |east we have
a test available at that tinme.

DR ALLEN: In your background
i nformati on, you pointed out, as the CDC did
earlier, in your presentation, that the viremais
fairly low, only about 103 copies/m . Then, under
the Revi ew of Methodol ogies with NAT testing, you
not ed under the caveats that the average human

viremia is 18 plaque-formng units/m.
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Can you reconcil e those?

DR. NAKHASI: The pl aque-form ng units and
the copies, you know, the data is not really very
wel | established at this tine, so we and our
| aboratory and CDC is also really trying to figure
out exactly how one plaque-fornm ng, how nmany
copies/m, so the copy nunbers we do not know
exactly the nunbers yet.

DR NELSON: | guess the point is it is
probably too low to just sinply add this test to
the current pool, mnipools or maxipools.

DR NAKHASI: Exactly.

DR NELSON: Whatever the exact nunbers of
virus are in the average case.

DR SCHM DT: Thank you for your very
conplete report. One piece of information that is
not in there, is in a CDC publication, saying that
the incubation period of the disease can be as
short as two days.

When we are dealing with something with an
i ncubation period of two days and tal ki ng about the
virem a one day after, we just have to look at this
differently, | think, in our planning from our
| ook-see at other diseases that we are used to

dealing with.
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DR. NAKHASI: Yes, | just actually in one
of the slides, | nentioned it can range fromone to
five days, so you are right, | think that is very

i mportant.

There are a couple of things. One, the
virema is very low, and the second, the duration
can be short, so it is a very tricky situation.

DR. KLEIN: Do we know whet her anti body
confers long-termprotection or can you be
reinfected two years fromnow with variant viruses?

DR. NAKHASI: | don't know. Any West Nile
expert around here? | don't know how | ong the
protection is. Mary?

DR. CHAMBERLAND: | think the sense is
that there is long-termprotection, that once you
are infected, you are |likely not susceptible, but
how wel | that has been studied, | don't know.

DR KLEIN. And that nay have inplications
for the overall epidemc, not just the seasonal
epi demi c.

DR NAKHASI: Al so, there have been sone
reports which | remenber that there is sone
cross-protection fromother infectives, you know,
like if you have sonme other infections, you may

have sonme cross-protection.
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DR FI TZPATRICK: You did say in your
presentation that the whole of the U S. is endemc,
but there are states where there is neither aninal
or human evi dence of West Nile, so | think it m ght
help if you would clarify those states that are
non-endenm ¢ or those areas that m ght be as opposed
to. That statenment might be construed as being a
bit m sl eadi ng.

DR NAKHASI: Maybe from AABB
presentation, you nmay hear that there are sone
states which are non-endemi c and which are endenic
but actually Lyle Peterson's chart, which showed
the last tine, there were sone of the states which
were not, but | think the AABB presentation wll
clarify that.

DR ALLEN: | think the problemwth
trying to clarify is we don't know what is going to
happen in the future. |If we had tried to predict
based on what happened in 1999, what woul d happen
in 2001, we probably woul d have been quite w ong.

I think we just haven't | ooked at the spread yet.

So far Arizona hasn't had any cases except
i mported cases, but we are absolutely certain that
within the next year or two, we definitely will.

DR FITZPATRICK: | agree. | think it
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woul d be nore truthful to say it is nost likely
that the whole U.S. will becone endemic, but it
isn't yet.

DR ALLEN. Right, and what is going to
happen in terns of endemcity five years from now
in terms of an established recurrent pattern once
this first burst of it, the epidenic has passed
across the nation, | think is anybody's guess at
this point.

DR. NELSON: Yes. | guess that deals a
little bit with Toby's concern. The St. Louis
encephalitis epidenmic in '75 was a |arge epidenic
equi valent to the current West Nile, but
subsequently, there were just handfuls of cases in
t he subsequent years, even decades.

But | think the way West Nile is sort of
spreadi ng and the fact that the West has been
spared so far except for one case in Los Angel es
and an isolate | guess from Washi ngton and Mont ana,
the likelihood is that the West well could have an
epi dem ¢ next year, but it is hard to predict.

We could put all this effort into
devel oping a test and then have 10 cases next year.
This is such a conplex disease that it is hard to

predi ct accurately.
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I think AABB wanted to make a statenent.
Kay G egory.

AABB, ABC, and ARC
Kay R G egory

M5. CGREGORY: Thank you. Actually, this
is a statement on behal f of the Anerican
Associ ati on of Bl ood Banks, Anerica's Bl ood
Centers, and the American Red Cross.

As of Decenber 10, 2002, we know that 13
persons have been identified who acquired West Nile
Virus infection frominfected bl ood conmponents from
ei ght bl ood donors. These eight donors resided in
states where nosquito-borne West Nile Virus
infections to humans was documented by surveill ance
during the 2002 epi demi c.

Transfusions of red blood cells,
pl atel ets, and fresh frozen pl asma have been
inmplicated. Persons with transfusion-associated
West Nile Virus infection were aged 7 to 75 years
with a nmedi an of 47 years.

Four persons had hematol ogi cal or other
advanced nmal i gnancies; three had stemcell or organ
transpl antati on; and four persons, all 70 years or
ol der, received transfusions associated with other

medi cal problems or a surgical procedure.
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In addition, transfusion-related infection
was docunented in two wonen who received
transfusi ons post-partum and transm ssion to a
breast-feeding infant fromone of these wonmen was
docunented. N ne patients devel oped Wst Nile
Vi rus neni ngoencephalitis and three died.

As a result of this information, the
Anmeri can Associ ati on of Bl ood Banks, America's
Bl ood Centers, the Anerican Red Cross, and the
Depart ment of Defense are recommendi ng a voluntary
mar ket wi t hdrawal of selected frozen transfusable
in-date products in inventory in an effort to
mtigate the risk of transm ssion of West Nile
Vi rus through bl ood transfusion.

The frozen products affected are products
that were collected in areas experiencing
nmosqui t o- borne transm ssion of West Nile Virus to
humans in 2002. This wthdrawal includes both
products that were in the blood collect facility
and products that have been shipped to hospitals
for transfusion.

The identified periods at issue will vary
fromstate to state and were devel oped in
consultation with the Centers for Disease Contro

and Prevention after review of the rel evant
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epi dem ol ogi ¢ and national surveillance data. The
Food and Drug Adninistration has been briefed on
this issue and is fully aware of this industry
recommendation for the voluntary w thdrawal of

t hese products.

First, quarantine of frozen products
collected during the defined risk periods.

Bl ood Centers and hospitals shoul d
i medi ately quarantine all frozen products
collected during the defined risk period. The risk
period is generally defined as seven days prior to
onset of synptons of the first reported
meni ngoencephalitis case and ending with the
seventh day after onset of the synptoms of the |ast
reported neni ngoencephalitis case in the respective
state. W are providing a table listing this
informati on for each state.

Bl ood collection facilities will inform
their hospital custoners of the applicable defined
ri sk period, including the peak incidence reached
and expiration dates of the products invol ved.

Bl ood collection facilities and hospitals should
assess the avail able supply of frozen products as
soon as possible after the initial notification

Next, we considered the replacenent of
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quarantined frozen products. As soon as feasible,
and consistent with the need to maintain
inventories critical for patient care, blood
collection facilities will prioritize replacenent
of units collected during the week of peak

i nci dence, followed by replacenent of units

coll ected during the antecedent and subsequent
weeks.

This voluntary market withdrawal is
intended to apply to all at-risk frozen product
inventory collected in 2002, with the exception of
frozen rare red cell products, which are to be
handl ed in conformance with existing protocols for
energency release and transfusion of red cells.

Finally, prioritization of use of the

quarantined product. To the extent that

quar anti ned products rust be transfused during this

time period due to nedical need, transfusion

services are strongly advised to nanage inventories

in a manner that avoids transfusion of blood
products col |l ected during the peak incidence week
for each applicable state.

If it becones necessary to transfuse
quaranti ned products, a prudent strategy would be

to use those products that were collected as near
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as possible to the beginning or the end of the
defined risk period.

Transfusi on services are al so advi sed
whenever possible to avoid transfusion of products
collected during the entire risk period for each
rel evant state to any of the follow ng groups:

1. | nmunoconprom sed patients
(particularly organ and stemcell transplant
reci pients, patients on i mmunosuppressive drugs,
and patients with hematol ogi cal nalignhanci es and
myel odyspl asi a and ot her advanced mal i gnanci es);

2. Patients over 65 years of age; and

3. Pregnant, imredi ate post-partum and
br east - f eedi ng wonen.

Transfusi on services may al so want to give
speci al consideration to neonates.

Let's tal k about supply. To the extent
possible, all blood collection facilities will make
every effort to assure that adequate supplies of
frozen products with | esser or no ascertainabl e
risk are provided to areas where frozen products
are at higher risk for West Nile Virus transmni ssion
t hrough transfusion.

Under existing regulations, wthdrawn

pl asma prepared fromcoll ections of whole bl ood may
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be rel abel ed as recovered plasma. Blood centers
with existing short supply agreenents may continue
to ship recovered plasma for further manufacture
under their existing agreenments, provided that
tenperature storage requirenents are net.

However, bl ood collection facilities that
wi sh to convert frozen plasma collected by
apheresis during defined risk periods to recovered
pl asma prior to the frozen plasma out-date, nust
request a variance fromthe FDA. W want to stress
that FDA will need to act on these variances
expedi ti ously.

It is anticipated that cryoprecipitate,
and frozen plasma converted to recovered plasma
that cannot be shipped for further manufacture
under existing agreenents will be destroyed.

Bl ood collection facilities have commtted
to nmake and stockpile frozen bl ood conponents
during non-endenic nonths to mnimze the need to
make these products during defined risk periods for
human West Nile Virus, until such tine as a
licensed test for West N le Virus or other
intervention (including testing under IND) is
i ntroduced.

W al so have provided a list of states for
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whi ch product retrieval is not necessary because
West Nile Virus is not considered a problemfor
those states.

Then, we provided a list of all other
states that are considered to have periods of risk
for transm ssion of human West Nile Virus for 2002

Thank you.

DR. NELSON: Thank you, Kay.

Conments or questions?

DR. DM CHELE: | was wondering if you had
an estimate of what percent of transfused patients
your deferral requirenents conprise. |n other
words, prioritization of the use of quarantine
product under that, you have actually prioritized
groups of patients who should not receive these
products.

M5. GRECGORY: That is correct.

DR Di M CHELE: What percentage of
patients who are transfused would this group
comprise, do you have any idea?

MS. GREGORY: No, | really don't.

Cel so, do you have any idea?

DR BIANCO No, we don't have an exact
i dea how many patients will be affected. W do not

have an idea how rmuch product is still available in
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hospitals at the present tine, but there was a | ot
of thought into that and we were trying to do the
best and to predict that in sone situations, we may
have to prioritize. Hopefully, nmost of it will be
repl aced by product outside.

This will be nmore difficult for states
where the epidem c has been very intense and very
I ong - Louisiana, Mchigan, and in Texas, and we
hope we will be able to replace that product as
soon as possi bl e.

DR. Di M CHELE: The reason | was asking is
that one group that is not included here is the
chronically transfused group of patients, the
patients who are receiving blood every two weeks.

Is there any reason that they were sort of
excluded fromthis prioritization list?

DR. BIANCO The prioritization, Donna,
was nmade, they don't seemto be inmunosuppressed,
was based on the cases that were observed. There
was a lot of transfusion during the period, so
probably a lot of infected units were transfused,
but those were the cases that were identified and
reported, and that constituted the patient
popul ati on. There were no neonates, but it was

thought that it was prudent to do that.
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1 DR. Di M CHELE: Thank you.

2 DR. PAGE: Peter Page, American Red Cross,
3 Arlington, Virginia.

4 Pertinent to your first question, one

5 could say that for every 100 units of whol e bl ood

6 collected, alnost 100 red cell units are prepared

7 and transfused, but only about 20 of themresult in
8 a plasma product for individual transfusion to a

9 patient. The rest are essentially fractionated.

10 So, on the average, as far as nunber of
11 units, not number of patients, it is about 20

12 percent has got red cells.

13 DR. NELSON:. Thank you.

14 Next, is Dr. Mary Elizabeth Jacobs tal king

15 about nedi cal device user fees.

16 Medi cal Device User Fee and

17 Moder ni zati on Act OF 2002 ( MDUFMR)

18 Mary Elizabeth Jacobs, Ph.D.

19 DR. JACOBS: Thank you, M. Chairman, and

20 good nor ni ng.

21 I amhere today to tell you about the
22 Medi cal Device User Fee and Moderni zati on Act of
23 2002, whi ch was signed by the President on Cctober
24 25t h.

25 [Slide.]
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I would like to cover an overvi ew of
MDUFMA, the law itself and how it was devel oped,
the user fee provisions, the performance goal s that
are related to the user fees, third-party
i nspections, which is one of the nmjor provisions
in the | aw under the nodernization part of NDUFMA,
sonme additional provisions, and then
i mpl ement ati on, where we are now.

I have titled this part MDUFMA and CBER
because there is one provision that applies to CBER
in particular that I want to nmention and another
provi sion which as a practical natter applies |ess
to us.

However, | want to enphasize that all of
these provisions apply to any center in FDA that
regul ates nedi cal devices. CBER has been very
committed to making this work and we have been
involved in all stages of the anal ysis and

negoti ati ons.

First of all, we regulate at CBER up to 10

percent of the device workload in any given year
That comes primarily under bl ood-rel ated devi ces,
such as the blood screening tests which are used to
screen donated bl ood.

We al so are involved in conbi nati on

file://IC|/Daily/1212bloo.txt (42 of 440) [12/24/02 11:43:53 AM]

42



file:///C|/Daily/1212bl0o.txt

10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

43
products, which is specifically nmentioned in the
| aw, and conbi nati on products are products that
have a conbi nation of a biologic, a drug, and a
device, two or three of those. For exanple, there
are henostatic agents which include device
conmponents and thronbin.

We are in a very active inplenentation
state and you are going to be able to get
information as it is developed, and | want to tel
you the two places you can get that.

First of all, nmobst of you probably know
that our web site is fda.gov. You can then go to
the Biologics Center or you can go to the Device
Center. We anticipate having one web site for al
FDA centers related to devices, however, right now,
as an interimneasure, you can go for genera
information to the Devices Center, which is CDRH
and go to their web site, and you can send genera
inquiries to them at ndufrma@drh. fda. gov.

For CBER-specific information, you can go
to our web site, which is CBER under the FDA web
site, go Devices, and under that, MDUFMA, and you
can send in inquiries, as you always can to us.

For manufacturers, it is matt @ber.fda.gov. For

consuners and health care professionals, it is
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oct ma@ber. f da. gov.

[Slide.]

First, what is the background? The |aw
was devel oped in consultation with the industry,
the Congress, FDA, and with input from other
organi zations including consunmers and patient
groups.

The two maj or industry groups are AdvaMed,
whi ch used to be HEMA, and MDMA, Medical Device
Manuf acturers Association, and it had bipartisan
House and Senate support.

In addition, during the negotiations, we
invited in all the people who bel onged to our BPAC
mai ling list. That includes the AABB, ARC, ABC, and
all the consunmer and patient groups, and we had a
separate session with them Most of them cane, and
we went through all the provisions with them

The law explicitly recognizes the need for
addi ti onal medical device resources, and the basic
i dea behind user fees is that FDA will conmit to
faster reviewtines than we are required to under
the | aw.

This represents approxi mately 25 percent
i mprovenent in our reviewtines. It isn't 25

percent for every single kind of application. For
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exanpl e, the expedited, which are very nove
products, have a greater inprovenent tinme than sone
of the ones in which we had better tines.

In exchange for this, the firms agreed to
pay user fees, which will give them greater
predictability. FDA prior to having this, has
al ready had 10 years of successful experience with
what is called PDUFA, which is user fees for
prescription therapeutic drugs. So, this MDUFA is
buil ding on that experience although it differs in
certain ways

It explicitly recognizes the need for
addi tional resources and this has an appropriations
piece. This lawis not just user fees, it also has
appropriated funds fromthe Congress, and it was
signed, as | said, by Cctober 26th, so the
i mpl ementation clock is ticking.

[Slide.]

What are the key provisions? First of
all, there are medical device user fees and, as
sai d, additional appropriations fromthe Congress.
It includes third-party establishment inspections,
which I will discuss, and that is covered by
approxi mately 25 percent of the |aw.

It has greater oversight of reprocessed
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si ngl e-use devices, and this is the provision which
I nmentioned which doesn't, as a practical matter
conme through CBER  These are primarily surgica

i nstrunments which are manufactured by what we cal
CEMs, original equi pnent nmanuf acturers.

They are | abeled for single use. They
then are frequently reprocessed and resold and
redistributed. As far as we know now, those wll
go through CDRH. It has provisions for supplying
| abeling el ectronically.

It has nmodul ar review of PMAs in the | aw,
and we at CBER have al ready had nodul ar revi ews of
PMAs, but that has been a matter of policy, and
this is the first time it has been in the | aw

Then, it has oversight by the
Conmi ssioner's Ofice of the conbination products
to which | referred.

[Slide.]

Now, what are the user fees? First of
all, they apply to the major classifications of
submi ssions, but not to all of them For exanple,
for PMAs which are the nore novel devices, for the
BLAs which woul d be the licensed tests for bl ood
screening, and to 510(k)s which, for those of you

who know these, these are in general |ower risk
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products in which you deal with the substanti al
equi val ence to products which were originally on
the market.

However, we have conmitted to nmintain our
performance on other kinds of subm ssions for which
there are no user fees. For exanple, the
i nvestigati onal device exenptions in which we have
30 days to tell a firmno, you cannot start a
clinical trial. W are maintaining our performance
on those.

The structure is that we anticipate that
there woul d be, beginning in 2003, this is the
first year, $25.1 mllion in fee revenues, rising
to $35 mllion in FY 2007. Then, there are workl oad
conpensations and other things which I would refer
you to the | aw on those.

Then, we have $15 million in additiona
appropriations, to bring the total by the end of
2007 up to $50 million

Now, one of the questions we are asked is
do you have that appropriations passed yet, and the
answer is not yet passed, the Congress wll be
com ng back after the first of the year, however
we are actively inplenenting this and assumng it

is going to be passed.
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[Slide.]

The first year fees range from $154, 000
for a premarket application, to $2,187 for a
510(k). There are reduced fees to protect small
busi nesses, "small" neaning sal es and receipts |ess
than or equal to $30 million

For small| businesses, the fees are 38
percent of a standard fee for a PMA, except for
510(k)s, in which case they are 80 percent. The
smal | business fee for 510(k) starts in 2004, and
it sunsets Cctober 1, 2007.

The device industry includes a w de range
of corporations, sone of which are extrenely | arge
gl obal corporations, and sone of which are al nost
amazingly small corporations. This was to have a
structure that was appropriate to all of them

The sunsetting in five years is simlar to
PDUFA. That al so has had two, five-year cycles. W
are now in the third cycle PDUFA 3, so this wll
sunset in five years unless it is renewed in sone
formas MDUFA 2.

[Slide.]

There are sonme waivers. There is no fee
if the applicant is a Federal or State Governnent,

unless it is going to be nmarketed. The first
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premar ket application by a snall business is free.

The first premarket report for a
reprocessed device is free. There is no fee if
there is a third-party review of a 510(k). W do
have a provision in which certain third parties can
review 510(k)s. That is actually not very widely
used. They are then subnmitted to FDA for
concurrence or nonconcurrence. Finally, there is
no fee if the device is solely for pediatric use.

[Slide.]

Now, what are the performance goal s?
Overall, we are aimng to inprove our performance
by 25 percent. These goals are defined in a letter
fromthe Secretary of HHS, Secretary Thonpson, to
t he Congress.

It differs fromPDUFA in this. W have a
combi nation of cycle goals, which nmeans a firm
sends us a subm ssion and we respond to them That
is one cycle. For PMAs and 510(k)s, decision
goal s, meaning the time in which FDA finished its
review and telling a firmit is approved, it is
denied, or what it has to do exactly to get
approved. That coul d be a nonapprovabl e or
approvabl e deci si on.

The goal s are neasured in FDA days, so

file://IC|/Daily/1212bloo.txt (49 of 440) [12/24/02 11:43:53 AM]

49



file:///C|/Daily/1212bl0o.txt

10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

they are independent of the time that it takes for
a firmto respond to us.

[Slide.]

The performance goals are very detail ed,
but I want to just go through with you what is the
basic structure on all of these performance goals,
so that when you read the goals letter, it will be
nmore cl ear.

First of all, for BLAs, the |licensed
screening tests, as we said, the | aw takes effect
Cct ober 26, 2002 for Fiscal Year 03. The first
goal s start in 2005, and that is because the
initial funds are going to be used to hire
addi tional people. That is why the goals are
starting in 2005.

However, we are having an annual report
wi th our stakeholders. W fully intend substanti al
progress on these, but formally, the goals cone in,
in 2005.

Secondly, the goals ranmp up from 2005 to
2007, so for BLAs, the goals would go from75
percent in 2005, to 90 percent in 2007

The third thing is, as | said, we are
reducing the tine franme which is in the law for all

of these categories. For example, for the initia
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submi ssi on on a BLA, which we call our response
review and act on, which includes the conplete
review, the inspection, and going to an advisory
conmittee if that is necessary, instead of doing
those in 12 nonths, we will be doing the goals in
10 nmonths. That is the basic structure.

Secondly, for BLAs, we now have a new
category of resubnission. That neans after we
respond to you fromyour first cycle, the firmthen
responds to us unless they are licensed in the
first cycle.

If their response has a substantial anount
of data, for exanple, a conpletely new study, we
have six nonths to respond. |If they have less, for
exanple, if they are providing updated stability
i nformati on, we have two nonths to respond.

Those categories have already been used in
PDUFA and | would anticipate the criteria we would
use would be very sinmlar to those that are used
for the PDUFA gui dance which is on our web site.

Final |y, our nanufacturing suppl enents
again will go, instead of being done in six nonths,
they will be 75 percent to 90 percent of the
manuf act uri ng suppl enents, that is, after

i censing, would be done in four nonths.

file://IC|/Daily/1212bloo.txt (51 of 440) [12/24/02 11:43:53 AM]

51



file:///C|/Daily/1212bl0o.txt

10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

[Slide.]

Let's go to PMAs, which would be used for
the HV diagnostics, which have been handl ed by
CBER because of all of our work with HV as it
relates to the bl ood supply. These are handl ed by
PMAs again. The target goals go from 2005 to 2007.
They have cycle goals and they have the decision
goal .

For exanple, a cycle goal would nean your
first letter would be if you have nmjor
deficiencies, you would get what we call a nmjor
deficiency letter. Instead of doing that in 180
days, the goal is for 70 to 90 percent, ranping up
again from 2005 to 2007, you would get the letter
in 150 days.

For PMAs, the decision goal, when we
finished our review, the goal is that by 2007, we
woul d have 50 percent conpleted in 180 days. That
is quite a challenging goal for FDA

Anot her provision in the |law, which
applies to this, and the next category | am going
to talk to you about, is that because that is such
a chal l engi ng goal for us, we have a provision in
the law that says we will notify the Congress

following a public nmeeting in 2006 if we think that
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1 that would be a problemfor FDA to neet that goal.

2 [Slide.]

3 Let me now go to 510(k)s. The 510(k)s are
4 the ones that are the nore abbreviated kinds of

5 applications which we call "substantially

6 equi val ent . "

7 Here, we have instead of 90 days for our
8 first letter, which we call "additiona
9 information," it is |like a deficiency letter, you

10 would get that in 75 days instead of 90 days, again
11 changing the statutory deadli ne.

12 This also has a total time for the

13 deci sion of 75 percent within 90 days, again a very
14 chal I engi ng goal for FDA, and because of that, we
15 again have the structure of a public neeting and a
16 report to Congress if we believe that we can't neet

17 that by 2007.

18 [Slide.]
19 The next provision is for third-party
20 inspections. | nentioned to you that we do have a

21 provision for third-party reviews for what are

22 called "510(k)s."

23 Third-party inspections, | amonly hitting
24 a few of the points, 25 percent of the | aw covers

25 third-party inspections. There was interest by a
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number of firnms which market globally and which
have i nspections for other standards, for exanple,
I1SO, to be able to schedule all of their

i nspections together by paying a fee.

There was al so sone interest because at
times FDA inspectors, because of the internationa
situation, cannot go into certain countries
al t hough European inspectors are there. So, this
woul d potentially solve sone of the problens of
conpani es which are in those countries.

These have the npbst conpl ex provisions.
In order to be accredited, the third party has to
have the same conflict of interest provisions as we
do internally at FDA. For exanple, people who woul d
be third-party inspectors for nedical devices
cannot own stock in conpanies that are regul ated by
FDA, for exanple, food conpanies. So, they are
just as stringent as those for FDA enployers. That
is only one of those.

These are all going to be spelled out in
gui dance to you, but there are already nmany of them
in the laws. The inspections are pernmitted only
for quality systems in GW. If it is pre-approval,
Bi Mo, which is our nonitoring of studies, and "for

cause," those are exclusively for FDA
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[Slide.]

We nust publish our accreditation criteria
by next April. Those will, of course, be on the
web site. They will cover establishnments that
market in the U S. and abroad and where the ot her
country accepts FDA inspection results.

The nost recent FDA inspection nust be
classified as No Action Indicated or Voluntary
Action |ndicated, which nmeans that the firmis
al ready in good conpliance before this happens, and
FDA rmust periodically inspect, and this is
anticipated to be one out of three.

Again, | have only hit sonme of the mgjor
points in this. |If you are interested, please
refer to the law and to our web site.

[Slide.]

Here are some additional provisions which
woul d be of interest to our group here.

First, conbination products. Those
reviews are going to be coordinated by a new office
inthe Ofice of Conmm ssioner. This is because
firns were concerned because frequently, one center
is the |l ead, another firmis very active in
consultation. They want to nmake sure that there

are adequate tracking systens, so we are going to
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be having and are devel opi ng new tracki ng systens
for this.

We al ready have a courier system between
the centers. W had a neeting on Novenber 25th
which we call a Part 15 hearing, which nmeans we
solicited input fromfirns and from ot her groups,
and they nmade a nunber of provisions.

| already nentioned to you that under some
circunstances, there will be electronic |abeling.

Finally, I want to mention the provision
which is specific to CBER, but could be also for
the Center for Drugs if they have device revi ews.
Under Section 205, there will be a one year report
to Congress on the tineliness and effectiveness of
premar ket reviews by centers other than the Center
for Device and Radi ol ogi cal Heal th.

That means CBER will be devel oping a
report which will go to the Conm ssioner's Ofice
and to the Departnent about our tineliness and
ef fecti veness, and our regul ati on of these devices.

[Slide.]

Next, let's go to inplenentation. W are
very actively working on this now W are
devel oping the basic reference materials. You can

| ook on the web site. W have a kind of plain
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| anguage version of the Act and frequently asked
questi ons.

We have inplenentation teans for all of
these maj or provisions and CBER is very actively
involved in those. | just want to mention to you
that there is one specific to stakehol der
education. W have active training, for exanple,
tormorrow, we have required training for everyone

i nvol ved in review ng these

[Slide.]
Finally, I want to mention how can you
make your views known to FDA. | already nentioned

that we are opening a docket. That nmeans you can
send themin there. There will be annual public
nmeetings starting in FY 2004 to revi ew our

progress.

The | aw specifically mentions consultation

on certain specific policies including bundling of

subm ssi ons and nodul ar PNA.

Pl ease | ook at our web site, send in your

questions, and | would be happy to address any
questions you have.

Thank you.

DR. NELSON: Thank you, Dr. Jacobs

Any questions?
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DR FI TZPATRICK: | just had one. You
exenpted State and Federal agencies. Wat about
nonprofit corporations?

DR JACOBS: That is a good question. |
woul d have to go back and check the law to see if
that is in there, and let ne bring that to people's
attention. | amnot sure if that has been
addr essed.

Thank you.

DR. NELSON: Thank you

Next, is an update on the approval of the
OraQuick Rapid H V-1 Antibody Test.

Approval of the OraQuick Rapid H V-1 Antibody Test
Elliot P. Cowan, Ph.D

DR. COMN: Thank you, Dr. Nel son

[Slide.]

The purpose of this update this norning is
to informyou that on Novenber 7th of this year,
FDA approved the OraQuick Rapid H V-1 Anti body
Test .

The intended use of the OraQuick Rapid
Test is to detect antibodies to HHV-1 in
fingerstick whole blood specinens, as a
poi nt-of-care test to aid in the diagnosis of

infection with HV-1, and this test is intended to
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1 be suitable for use in nulti-test algorithms

2 designed for statistical validation of rapid HYV
3 test results when such algorithns have been

4  eval uated and approved.

5 [Slide.]

6 OraQuick is approved as a restricted

7 device. Sale is restricted to clinica

8 | aboratori es, nunber one, that have an adequate
9 qual ity assurance program i ncl udi ng pl anned

10 systematic activities to provide adequate

11 confidence that requirements for quality will be
12 met; nunber two, where there is assurance that
13 operators will receive and use the instructiona
14 mat eri al s.

15 It is approved for use only by an agent of

16 a clinical laboratory.

17 [Slide.]
18 The test subjects nust receive the
19 "Subj ect Information" panphlet prior to specinen

20 coll ection and appropriate information when test

21 results are provided.

22 The test is not approved for use to screen
23 bl ood or tissue donors.

24 In addition, a custoner letter will be

25 included with all kits that are shipped, which has
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the provision that "By purchasing the device, you
are doing so as an agent of a clinical |aboratory
and agree that you or any of your consignees will
abi de by the...restrictions on the sale,

di stribution, and use of the device."

[Slide.]

What | would like to do nowis just run
through the device, to describe it for you and how
the test is perforned.

It consists of several conponents
including the main device itself, as well as a via
of buffer solution, the stand to hold the buffer
solution, and a specimen collection |oop

[Slide.]

The first step in the procedure is to
provide the test subject with a Subject Information
panphlet. This information panphlet, it is a
mul ti - page panphl et containing such infornmation
itens as what are HV and Al DS, how does somneone
get HV, to what is the OraQuick device, to the
interpretation of the results, to where can | get
nmore information about H V and Al DS.

[Slide.]

A fingerstick is perfornmed and the sanple

is collected within the specinmen collection |oop
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[Slide.]

That is then added to the vial that
contains the test devel oper solution. The sanple
is mxedin the vial

[Slide.]

The device is then inserted into the via
and then a tinme period of 20 to 60 mnutes |later, a
result is read.

[Slide.]

The | ast step of the procedure calls for
followi ng CDC guidelines to informthe test subject
of the test result and its interpretation

Let nme just show you what sone of these
results look like. Before | do that, let me just
point out that there are two lines that could
appear on this test. Nunber one, there is a line
at the C position, which is the control, and at the
T position, which is the test.

The C position will detect antibodies to
human i mmunogl obulin. Therefore, this serves as a
procedural control to ensure, nunber one, the
speci nen has been added, and, nunber two, that al
the conponents of the test are working properly.

Al valid tests will have a line at the C position.

The T position, on the other hand,
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contains peptides to HV-1, and a line here wll
indicate a reactive result. So, in this case, | am
showi ng you a nonreactive result which is
interpreted as negative for anybody as to HI V-1.

[Slide.]

Here are sonme exanpl es of reactive
results. The intensity of the |ines may vary
relative to one another, but any appearance of
color at the T position is considered to be a
reactive result. Reactive results are interpreted
as prelimnary positive according to CDC
gui del i nes

[Slide.]

Finally an invalid result will occur if
there is no line at the C position for the control
Even in the presence of a line at the T position,

this would be considered an invalid result al so.

This is invalid because of high background

and the inability to see lines, this is considered
i nval i d because the |ine does not appear in the
proper position. lInvalid test results should be
r epeat ed.

[Slide.]

OraQuick kit controls consist of a

negative and a positive sanple. The positive is
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| ow reactive. These are provided separately as an
accessory to the kit.

In the product package insert, it is
stated that kit controls should be run under
several situations, nunber one, by each new
operator, prior to performng testing on patient
speci nens, whenever a new | ot of OraQuick is used
for the first tine, if there is a change in the
conditions of testing, for exanple, new |ocation,
lighting, tenperature, that sort of thing, and al so
a periodic interval specified by the quality
assurance program of the | aboratory doing the
testing.

[Slide.]

I would Iike to now run through sone of
the clinical trial data used to support the
approval of this test. For sensitivity, there were
three groups of specinens that were studied, AlDS
known HI V-1 positives, and high risk specinmens, a
total of 1,146 specinmens, of which 538 of those
were determined to be true positives.

The OraQuick correctly identified 536 of
these. Two specinens from known H V-1 positive
patients were not detected.

The sensitivity in these studies, it was
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therefore determned to be 99.6 percent with a 95
percent confidence interval of 98.5 percent to 99.9
percent. | would Iike to point out that this is
within our mnimal performance criteria for the
performance of a rapid H 'V test for sensitivity,
which is 98 percent as | ower bound of the 95
percent confidence interval, and that criterion was
di scussed at several BPAC sessi ons.

[Slide.]

Al so, in support of sensitivity,
anal ytical sensitivity studies were done | ooking at
11 seroconversion panels and 2 low titer panels.
The performance of OraQuick was simlar to |icensed
El As for the specinens.

In addition, unrelated nedical conditions
and interfering substances speci nens were spi ked
with an H V-1 positive specinmen to give | ow
positive reactivity. Again, in this case, al
spi ked speci nens gave reactive results.

[Slide.]

For the specificity, a total of 1,250 |ow
ri sk speci mens were | ooked at, as well as
non-reacti ve speci mens fromthe high risk study,
maki ng a total of 1,856 true negative speci nens

that were exam ned. OraQuick correctly identified
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all of them There were no false positive
specimens in this study.

So, again, in these studies, specificity
was determned to be 100 percent with a 95 percent
confidence interval of 99.7 percent to 100 percent.
Again, these are in line with our mninmal criteria
for performance for specificity as discussed at
BPAC for a rapid H 'V test, which is also 98 percent
is the | ower bound of the 95 percent confidence
i nterval .

[Slide.]

Al so, in support of specificity, unrelated
nmedi cal conditions were exanined, a total of 321
speci mens, as well as 119 specimens with
interfering substances. There were a few specinens
that gave fal se positive results in this case, but
the caveat here is that all of these specinens or
nost of these specinmens were frozen repository
speci nmens.

I would Iike to rem nd you that the
i nt ended use specinmen type for OaQuick is a fresh
fingerstick whole blood specinen. |If anything, a
repeatedly frozen and t hawed speci men woul d be
expected to give a false positive result if there

is a problemat all.
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[Slide.]

For reproducibility, reproducibility
studies involved three sites, three lots, three
different days, and three operators per site,
maki ng a total of nine operators who exam ned the
bl i nd-coded panel of five contrived whol e bl ood
speci mens. Four of these were anti-H V-1-positive
and one was anti-H V-1 anti body-negati ve.

The results for the 20-mnute read tine
were 99.8 percent agreenent, and at 55 to 60 ninute
read tine, 100 percent agreenent.

[Slide.]

I would also |ike to touch just very
briefly on CLIA issues since this is sonething that
we have tal ked about at BPAC before.

This test on approval was categorized as
nmoderate conplexity. The Conpany stated publicly
on Septenber 11th of this year that they will apply
for CLIA waiver.

On Novenber the 7th, at the tine of the
approval, Secretary Thonpson made a statenent at
the OraQui ck approval press conference, "I strongly
encourage OraQuick to ask the FDA for a CLIA
waiver... if the conpany's data prove that the

OraQuick test is safe and easy to use, it can get a
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CLI A wai ver."

[Slide.]

Finally, I would like to point out that
there are a nunber of things on the CBER web site.
The approval letter for OraQuick is listed, as well
as the package insert, the sumary basis of
approval, and an FDA tal kpaper. | have listed the
web site for you here. That could give you some
nore detailed information.

I would Iike to close by saying that we
are continuing to actively work with additiona
manuf acturers to approve nore rapid HV tests, so
that we can nove toward multi-test al gorithns.

Thank you very much.

DR. NELSON. Thank you

Questions or comments?

I noticed it is not approved for use in
bl ood banks at this tinme, and it nmay not be
terribly useful in that setting in the U S., but I
think in many devel opi ng countries where it is very
difficult to follow and recontact donors once they
| eave the bl ood banking system | know that it can
be a real horrendous probl em

I can see where in sone settings and at

sonme bl ood banks, a rapid test could be very
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useful .

DR. COMN: We have actual ly approached
the conpany to provide us with data to support the
use of OraQuick in this country as an energency
bl ood donor screen. In the absence of any data,

t hough, we couldn't do that at this tine.

DR NELSON: | inmgine that maybe Cel so or
somebody knows that there is probably very close to
100 percent success in finding a positive donor
once all the tests results are available in this
country, but it may not be 100 percent everywhere.

When that result goes down to, as in
Nort hern Thail and, maybe 50 or 60 percent, that can
be a real problem

Thanks very nuch.

The next topic is Bacterial Contam nation
W will start with Dr. Alan WIIians.

DR SMALLWOOD: | would just like to
informyou that there is an electrical problemin
the surroundi ng area, and Pepco is working on that,
so we nmay have sone internmittent interruptions, but
| hope it won't be pernmanent.

| . Bacterial Contami nation
A. Background and I ntroduction

Alan WIllians, Ph.D
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DR WLLIAMS: Thank you and good norni ng.

VWhat | would like to do with this
introduction is give a very brief overview of what
is admttedly a very conplex topic, and in the
course of that, try to enphasize sone of the key
points that are in need of discussion and
del i beration and enphasi ze those that are the
topics for this neeting and others that night be
appropriate for future discussion just to help
provi de focus.

I will then finish up by outlining the
list of speakers for this session and the questions
that are being posed to the committee.

[Slide.]

The first slide deals with the frequency
and i nportance of bacterial contanmination in the
transfusion setting. Sepsis is, in fact, the
second | eadi ng cause of transfusion-rel ated
fatalities. It follows a group in type and
compatibility fatalities. It is the second cause
in transfusion-associated acute lung injury is the
third cause.

There are actually five to nine recognized
fatalities per year associated with sepsis.

The nost conprehensi ve study docunenting
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clinical cases is the CDC sponsored multi-center
bacterial contam nati on BACON study published
recently which docunented that for single-donor
platelets, clinical case rates were 9.98, close to
10 per mllion, of which 1.94 per nillion were
fatal .

Anong random donor platelets, the rate is
just slightly higher, 10.64 cases reported per
m | lion random donor platelets, 2.2 per mllion
fatal .

Among red bl ood cells, refrigerator
tenperatures, case rates were 0.21 per mllion, of
whi ch 0.13 were fatal

A concl usi on was made that anong the
fatalities, nost of them appeared to be related to
gram negative organisnms and also related to units
contai ni ng high |l evel s of endot oxin.

Those are clinical cases. A different
consideration is the anpbunt of contamination in
units that may result in a spectrum of outcones in
the recipient fromno effect up to fatality.

The generally accepted figure for platelet
units which are stored at roomtenperature is
between 1 in 1,000 and 1 in 2,000 contam nation

risks per unit, but reports vary w dely anong
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institutions and anong different studies that are
publ i shed.

I think relevant to this is a study by Dr.
Lei by with the Red Cross which | ooked at outdated
pl atel ets, studying close to 5,000 units. They
found 4 to be positive, for a preval ence of 0.08
percent in that published study.

[Slide.]

Wier e does the contam nation come fron?
In many cases, it sinply isn't known, but due to
the nature of the organisnms and other criteria, it
is known that skin contamnation logically is the
source of much of the product contam nation

Thi s can occur by bacteria that are on the
surface and are inconpletely disinfected by the
pr e- phl ebot ony decont am nati on process or because
bl ood units are drawn with a |large needle, there
can, in fact, be a tissue plug that is caught up in
the needl e and nmakes its way into the collected
bl ood product.

There al so can be occult bacteremia in a
donor who appears otherw se healthy, but may, in
fact, be circulating bacteria in the blood. As
menti oned, the contam nation preval ence and

i nci dence as neasured by patient outcones varies by
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72
site.

I think it is inportant that because this
does vary, there may be roomto control sone of
these extrinsic control points. One would expect
that bacteremia in a donor for the nmpost part night
be a static level and that extrinsic contam nation
may contribute to sone of the different |evels of
contam nati on that have been report ed.

[Slide.]

A brief description of platelet
components. Apheresis conponents, this is where
the donor is hooked up to a machine for a period of
time and one or nore conmponents is renoved. It is
al so known as single donor platelets.

These products may, in fact, be split and
the split units are then counted to make sure that
they contain a mininmumplatelet count. 1In the
country, about 6 million units per year are
transfused, and these products had a five-day shelf
life.

The other class of platelet products are
pool ed random donor platelets. There are the
products derived from whol e bl ood col |l ecti ons.
Approximately, 3 mllion units per year are

transfused, and these are pool ed together from
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i ndi vidual platelet concentrates derived fromthe
whol e bl ood units in different quantities,
typically 4 to 6 platelet concentrates from
al | ogenei ¢ donors are pooled to make a dose of
random donor pl atel ets.

Thi s pooling procedure, because it
i nvol ves connecting up to individual platelet
concentrates, currently requires a four-hour hold
after the pooling procedure, and this is typically
done in the transfusion service.

[Slide.]

Det ecti on nethods that are currently
avail able. Cearly, the npst sensitive and nost
wi dely available at this point is culturing, and
there are variables related to the tine the culture
is taken, the volume, and source of the sanple, how
long the culture is incubated, and what type of
detection systemis used to nonitor the culture.
You will be hearing a |lot nore of that in the
course of the session.

There are other techniques avail able. For
the nost part, without going into great detail
they tend to be considerably | ess sensitive than
the culture nechanism but nmay serve as a very

qui ck read on an individual unit of platelets prior
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to transfusion as to whether there is noderate to
gross contam nation

These ot her nethods include urine
di psticks to neasure pH less than 7 or a gl ucose
| evel, Gramor other types of stains, swirling, and
a techni que that shows promse in terns of
sensitivity, but needs further devel opnent is
actual |l y doi ng pol ynerase chain reaction | ooking at
RNA content of different bacteria.

[Slide.]

Now, two autonated or seni-autonmated
culture devices were recently cleared by the FDA
for quality control purposes, and | think a major
issue that we will be dealing with today is that
they are cleared for quality control, not for
pre-rel ease testing. This is not a screening test
whi ch all ows | abeling of the product.

These two tests are the Bionerieux
BacT/ ALERT System which is cleared for quality
control of |eukoreduced apheresis platelets, and
there is a specific labeling indication in there
that it is not designed for pre-rel ease testing.

This system detects both aerobes and
anaer obes al though the latter appear to be

i nfrequent causes of clinical sepsis in recipients.
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The system produces continuous nonitoring and it is
a calorimetric sensor.

The second system nmade by Pall Medica
Corporation, is a bacteria detection system or
BDS. It is cleared for the quality control of both
| eukor educed random and apheresis platelets. The
system detects prinmarily aerobic bacteria, and the
sampl e coul d be taken as early as 24 hours after
the platelet unit collection

[Slide.]

Now, two issues are going to be recurring
t hroughout the discussions today, but | want to
poi nt out that these are areas where there are data
needed, and FDA is very interested in reconsidering
the issues based on avail abl e data, but not
specific topics for today's question consideration
to the committee

The first is the four-hour hold for poo
random donor platelets, should that be extended and
particularly should it be extended if we have
procedures for culturing these units to determ ne

sterility.

This is actually a regulation CFR 606 122.

It raises a concern in terns of platelet pools in

terns of trying to culture or do quality contro
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because of the four-hour hold with the pool, it
provides insufficient time for sanpling that poo
and developing a culture result before the pool
actually woul d be transfused.

The techni ques used for creating pool ed
random donor platelets are typically sterile dock
wel di ng of the individual platelet concentrates.
There has been a | ot of experience with this
procedure. As you will hear today, there is one
paper published in Europe in | think 1997, which
called into question the sterility of the tube
wel ds and whether, in fact, when the sterile
docking device is used to create pooled platelets,
whet her sterility of the final product could be
conprom sed. There will be specific discussion
about that.

Al so, FDA feels that to extend the

four-hour hold, it would al so create consi derations

beyond contam nation, such as neasuring in vitro
pl atel et function, in vivo efficiency, and

concerning the fact that m xed | eukocyte response

to the set nay take place when allogeneic units are

pool ed may stimul ate cytoki ne rel ease.

The second issue is extending the five-day

platel et storage. This is based on an FDA neno
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i ssued in June of 1986. Cearly, extending

pl atel et storage woul d be dependent on an approved
pre-rel ease bacterial detection system not upon
the QC systens currently cleared, and al so woul d
require data related to platelet efficacy when held
seven days.

[Slide.]

Now, the four key elenents that we are
going to focus on in today's session regarding
reduction of bacterial contanmination risk is
ef fective arm preparation, an update on the
di version pouch. This would be an integral pouch
that would potentially capture the first 30 m or
so of blood, as well as any skin plug and hopefully
pul | off any bacteria that m ght be associated with
that early vol une.

It would be a discussion of FDA current
thinking in terms of quality control nechani sns and
data that might be needed to establish pre-rel ease
screeni ng approval

[Slide.]

On the arm preparation subject, which will
be next, there will be a background review of the
literature by John Lee in our Division of Blood

Appli cati ons.
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There is a question associated with this,
and | will note that all of the questions are going
to cone at the end of the session because of the
need to integrate the public hearing.

The first question is: Do available
scientific data support preferential use of an
i sopropanol /tincture of iodine procedure for
preparati on of the donor's phlebotony site?

[Slide.]

The second subsection will be an update
fromDr. Jaro Vostal of the FDA on the diversion
pouch and current FDA thinking. There is no
question associated with this.

[Slide.]

The third subsection is the discussion of
quality control. | amgoing to introduce sone
concepts, as well as current FDA thinking, on a
quality control approach. There will be a data
presentation by Dr. Janmes Aubuchon from Dartnouth
University on sterility of plastic tubing welds, as
wel | as transfusion service experience with
uni versal bacterial culturing of apheresis platelet
units. W are representing published experience
with these two procedures.

[Slide.]
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Thirdly, data on the sterility of the
pl astic tubing weld by Tracy Manl ove with Terunp
Medi cal Corporati on.

[Slide.]

Questions related to quality control.

Question No. 2. Do available data on the
sterility of the sterile connecting device
procedure support the use of this procedure to
coll ect sanples for bacterial detection from
in-date platel et products?

Question No. 3. Does the conmittee concur
with FDA' s proposed statistical approach to
providing quality control for platelet
cont ami nati on?

[Slide.]

The final subsection, a discussion of data
that m ght support pre-rel ease screening. There
will be a presentation by Dr. Steve Wagner with the
Anerican Red Cross Holl and Laboratory on design of
clinical trials for clearance of devices intended
for screening of platelet products prior to
transfusion, so it will be a background tal k.

Again, Dr. Jaro Vostal will then present
FDA' s current thinking about a study design.

[Slide.]
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A question related to this.

Question No. 4. Does the conmittee concur
that data derived from FDA' s proposed clinica
trial design would be appropriate to support
cl earance of devices for pre-rel ease screening of
pl atel et products for transfusion? Yes or No.

So, it will be a packed session. | tried
to establish some context for you. You will hear
nor e about each of these topics as the session
proceeds, but with that in mnd, | would be happy
to entertain questions.

DR NELSON: Toby.

DR SIMON: As sone people nmay be aware,
there is two prevalent systens in the | aboratory
i ndustry for doing these kinds of cultures with
rapid results - one, the BacT/ ALERT, which you have
approved for quality control of platelet screening,
and the other, the Bactec system manufactured by
Bect on Di cki nson

My understanding is that as a result of
litigation between the two conpanies, BD is unable
or has agreed not to sell the Bactec systemto
bl ood centers.

Is the fact that you have cleared two

devices for the quality control of platelets nean
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that non-cl eared systens, such as the Bactec, could
not be used on any FDA schenme for quality contro
by licensed and regi stered organi zati ons?

DR. WLLIAMS: | amgoing to defer the
answer on that to soneone else if | can.

DR EPSTEIN. Well, use of those systens
woul d be of f-1label use because they are not
indicated for quality control nonitoring of
platelets, so it becones an issue of enforcenent
discretion. | can't tell you that that is
permtted.

DR. NELSON. Any ot her questions?

DR FITZPATRICK: Alan, it might be a
little confusing. You used the term "four-hour
hol d" for the pool ed random donor platel ets.
Actually, it is a four-hour expiration after
pool i ng meani ng that they have to be transfused
within that four-hour period, right?

DR WLLIAMS: That is correct. | think
"four-hour hold" is kind of a termin conmmon use,
but that is correct, they do expire after four
hour s.

DR. NELSON: The next presentation is by
Dr. John Lee on Skin Preparation of Phlebotony.

B. Skin Preparation of Phlebotony
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John Lee, MD.

DR. LEE: Thank you, Dr. Nel son, and good
nor ni ng.

As Dr. WIlians pointed out, effective
donor arm preparation is a key step in preventing
bacterial contam nation of blood, particularly
pl atel et s.

[Slide.]

Up to this point, whenever we nention
bl ood safety, we have typically neant viral safety,
and nmuch of our effort has been directed at
inmproving viral safety towards zero risk.

Bacterial safety has been in rel ati on sonmewhat
negl ected, but nonethel ess, a very inportant area
for further study and concentrati on.

As Dr. WIlians pointed out, platelet
transfusion and particularly platel ets have been
inmplicated in many transfusi on-associ ated probl ens,
even fatalities, and contanmination rate in platelet
concentrates has been generally accepted to be
about 1 unit in 1 to 2 per 1,000 units collected,
and the actual rate of contanination depends on
storage duration.

As you all know, platelets are stored at

roomtenperature and the |onger you store at room
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tenperature, the higher the risk, and this is due
to the fact that bacteria, unlike viruses, multiply
within the collected blood after a brief |ag phase.

When t hese causative organi sns are
identified, they turn out typically to be--well, |
woul dn't say typically--but they often turn out to
be a nmenber of the skin flora. So, it is a
reasonabl e concl usi on that inadequate donor skin
antisepsis is a major contributor to bacteria
contam nati on of bl ood.

[Slide.]

The current nost widely used technique in
the U.S. in preparing the donor armis the nethod
outlined in the AABB Technical Manual. This is a
t wo- st age procedure where at |east an 8 cm di aneter
area is selected for phlebotony.

As a Stage 1 procedure, that area is first
scrubbed with a 0.7 percent iodophor preparation
for at least 30 seconds. That area m ght be wet.

It is actually witten in the manual that you need
not wait for it to dry and nove on to the second
step, where the second step consists of applying a
10 percent povi done-iodi ne, which has a 1 percent
availability of free iodine.

This is to be applied beginning with the
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site of phlebotony, the needle entry point, and
move outward in a concentric spiral. After
covering all of the at | east 8 cmdianeter area,
that area should be allowed to stand for a mini mum
of 30 seconds.

[Slide.]

Now, this nethod has been in use at | east
inthe US wdely for many years. There has been
a recent challenger to that nmethod, and that nethod
has been described by two authors, the studies by
those authors | will describe in a few mnutes.

This is a nethod | believe widely used
currently in Canada and also in UK. | wll refer
to this as the I PA/TI nethod, isopropyl alcohol,
tincture of iodine nethod, but in the literature,
it is nore commonly referred to as the "Medi-Fl ex"
met hod, because it conmes in as a kit manufactured
by a conpany as a Medi-Flex kit.

That also is a two-stage procedure where
the first stage consists of applying 70 percent
i sopropyl alcohol in an up and down notion. The
second stage is to apply 2 percent tincture of
i odi ne again starting at the point of needle entry
and noving outward in a concentric spiral. This

should al so be allowed to let stand for an adequate
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time for drying.

You notice that in both nmethods, two
stages are involved. This is consistent with sort
of the general accepted thinking in the surgica
literature where if you apply two different
antiseptics, they may work by two different
mechani sms and therefore have a conpl enentary, if
not synergistic effect, in knocking out the
bacterial flora on the skin.

Al 't hough that has been a general thinking,
first of all, it is not clear whether that is true,
and secondly, it is not clear whether that thinking
applicable to patient care is necessarily
appl i cabl e to phl ebotony at bl ood collection

The second point that | would just like to
insert at this point is that tincture of iodine
itself is an alcohol solution. By "tincture," what
we nean is iodine dissolved in alcohol, and to
increase solubility of iodine, an iodine salt is
added, sonething |ike potassiumiodide, and it is
suspended in roughly a 50 percent al cohol solution
Most typically, it is the ethyl alcohol for
i ncreased solubility.

[Slide.]

Now, this nmethod has been a recent
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chal l enger and the reason for that is because of
two out of the three avail able studies on donor arm
preparation for blood collection

The first of these studi es was perforned
by Goldnman et al. It is entitled, "Evaluation of
Donor Skin Disinfection Methods," and it appeared
in Transfusion in 1997.

The second of these studies was perforned
by McDonald et al in the UK The Gol dnman study was
performed in Canada. MDonald's study is entitled,
"Eval uation of Donor Arm Disinfection Techniques,"
a very simlar title. |t appears in Vox Sanguinis
in 2001. Both of these studies focused on the
| PA/TI nmethod, in other words, the Medi-Fl ex
net hod.

The third study did not address the
effectiveness of the Medi-Fl ex nmethod, however, it
is a study of a somewhat |arger scope and rel evant
to this discussion, and again only the third
available study in this area, so | included it
here.

That study is entitled, "Inpact of Donor
Arm Skin Disinfection on the Bacteri al
Contami nation Rate of Platelet Concentrates.” It

al so appeared in Vox Sanguinis in 2002
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Each of these studies recognized the
previous study. Dr. MDonald built on the results
produced by Dr. Goldman, and Dr. Lee built on
results obtai ned by Gol dman and McDonal d al t hough
he did not study the Medi-Flex kit per se. Dr.
Lee's study was perforned in Hong Kong.

[Slide.]

To describe these studies in a little nore
detail, Dr. Goldnman conpared four nethods in three
pai red experinments.

The povi done met hod, which is the AABB
nmet hod, that nethod was used in all three
experinents as the comopn conparator to which the
next three methods were conpared, the first being
the Medi-Flex IPA/TI, the second being a sponge
foll owed by an anpul e application, both of those
applications involving 0.5 percent chlorhexidine in
70 percent isopropanol, and the |ast nethod being
green soap foll owed by 70 percent isopropanol

I mght as well just point out that green
soap is a nethod recogni zed in the Technical Mnua
by the AABB at this point as a nmethod to use if
donor proves to be allergic to iodine.

Dr. Goldnan transferred the residual skin

bacteria after armpreparation to culture plates by
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direct skin contact, so this was not a study about
actual units collected or any kind of a clinica
study. She sinply enunerated bacteria in col onies
appearing on culture plates after that culture

pl ate has been directly pressed onto the donor's
skin after arm preparation

[Slide.]

These are the results that she obtai ned.
In the first of these studies, a conparison between
the AABB net hod, povi done-iodine, and the Medi-Fl ex
met hod, | PA/tincture of iodine.

She did not produce a quantitative
estimate of the relative effectiveness, but nore of
a qualitative result in that the Medi-Fl ex nethod
resulted in a significantly hi gher nunber of
procedures where the bacterial colonies, residua
bacteria as neasured by col ony count was reduced
either to zero or 1 to 10 in a significantly higher
proportion of donors than wth povi done-iodi ne
met hod, the AABB net hod.

Conversely, the percent of donors with a
hi gh residual bacterial count was associated with
the AABB met hod in a higher percentage of donors
than with the Medi-Flex kit. So, this gave you

sonme indication in a qualitative sense that the
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Medi - Fl ex kit method nmight be nore effective than
the currently used AABB nethod in the U S

[Slide.]

In a simlar way, she conpared the other
two agents to the povidone nethod, and in somewhat
smal | er studies the conparison between AABB net hod
and the Medi-Fl ex nethod was performed in 126
subjects with a high statistical significance.

The povi done nethod was conpared to the
green soap, in other words, the AABB standard
met hod was compared to the AABB back-up met hod, and
that also indicated that the standard nmethod is
nmore effective than the back-up nmethod with a high
| evel of significance.

When t he chl or hexi di ne net hod was conpar ed
to the povidone nmethod, statistical significance
was not achi eved, and she concluded that the two
met hods are about conparabl e.

[Slide.]

So, based on these results, Dr. MDonal d
performed the next study, which also concentrated
on the Medi-Flex kit. In this study, five
techni ques were conpared, actually, five techniques
were expanded to 12 vari ations.

The isopropanol/tincture of iodine nethod

file://IC|/Daily/1212bloo.txt (89 of 440) [12/24/02 11:43:54 AM]

89



file:///C|/Daily/1212bl0o.txt

10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

had four variations associated with it, and then
al so the standard AABB met hod was conpared. The
povi done-i odi ne nethod foll owed by 70 percent
i sopropanol was conpared to it. A diniswab

Al cohol nethod, which is a one-step nethod

i nvol ving 70 percent isopropanol, that was studied.

Then, the North London method, which
happened to be the prevailing method up to the
poi nt of performng this study, was al so studied,
and that involved applying 0.5 percent
chl orhexidine in a 70 percent al cohol sol ution

After arm preparation, instead of direct
skin contact plating of culture plates, the
i nvestigator used nmpoist saline swabs to transfer
the residual skin bacteria fromthe prepared donor
armto the culture plates.

Whi ch of these enumeration nmethods are
better, it is difficult to say.

[Slide.]

These are the results that were obtained
by that study. The Medi-Fl ex adapted nethod, and
by "adapted," it is adapted because the second
stage application of tincture of iodine is applied
in a straight up and down notion rather than a

concentric spiral, and that proved to be or at
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| east appeared to be the nost effective, resulting
in 99.8 percent reduction in 29 subjects.

The next best was the povi done net hod or
the AABB met hod which had an effectiveness of about
90 percent reduction, and this was conparable to
i odophor application followed by al cohol of again
approxi mately 90 percent effectiveness.

The diniswab al cohol nethod was cl ose
behind with 87. 4.

Now, it is difficult to say if the
di fferences anong these results are all that
significant, particularly anbng the last three.

[Slide.]

Based on that initial study, a higher
nunber of subjects were selected for a nore
i n-depth study, conparing the existing North London
met hod at that UK bl ood center to two variations of
the Medi - Fl ex met hod which appeared to be
promi si ng.

One is the adapted method where the
tincture of iodine is applied in straight up and
down notion rather than spiral as the kit
originally intended, and another variation being
the I PA/TI Medi-Flex method as a two, double

al cohol application variation where the isopropano
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conponent is applied twi ce rather than once. You
woul d expect that to be a high perforner, as well.

The results actually indicated that
appl ying the al cohol once is as good as applying it
twi ce, maybe even better, and applying the tincture
of iodine suspended in 50 percent alcohol is
applied in a straight up and down notion rather
than in a concentric spiral

Again, the significance of these results
is difficult to make a statement about, but it
seens clear that both of these variations are nore
effective than the then existing North London
met hod, which only reduced to about 78.5 percent of
the donor skin flora.

[Slide.]

So, these are very suggestive results and
basically, that is all there is. Because of the
lack of data in the blood collection literature,
that became a mmjor challenger to the existing AABB
met hod, but several points need to be further
consi dered before we wi dely accept that as the
repl acenent net hod.

First of all, in the ways that the
i nvestigators counted the ampbunt of residual skin

flora, the way that they collected the sanple
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ei ther by noist saline swab or direct skin contact
of the culture plate, certainly it was targeted at
identifying the surface, but not the resident
bacterial skin flora.

It is well accepted that the skin flora
consists of basically two conponents, a transient
conponent which resides in the skin surface which
can easily be renmoved by sinple hygi ene and washi ng
met hods, and a nore deeper resident flora which is
down in between epithelial cells, whichis
difficult to remove nechanically, but has to be
sterilized by an antiseptic nethod.

So, the enuneration nethod is targeted at
the surface, a transient flora only. Further, it
has been a concern that with every phl ebotony at
bl ood col | ecti on,
there is a small core of skin that may be generated
by the needle that is difficult to renove and j ust
stays with the bl ood conponent.

Certainly, that core of skin will contain
the resident flora in deeper |ayers of the skin
whi ch has not in any way been neasured by these two
st udi es.

[Slide.]

Even if these counts truly reflected the
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skin flora levels, it is difficult to say what it
means in the clinical arena. This is a |aboratory
study using culture plates. Wat it nmeans in terns
of contamination of the actual platelet units is
only to be specul ated about.

Even if the correlation were to prove to
be present with the correl ati on between the
| aboratory results and the clinical outcone, one
has to bear in mind that neither of these studies,
at least to ny know edge, through a close reading
of the published articles, has been blinded in any
way, and you m ght suspect that the care with which
the armwas prepared with a particul ar agent night
have great result on the results of obtained, as
well as the care in setting up the cultures with
ei ther agent.

So, even though both investigators
concluded a high statistical significance with the
results obtained, it is difficult to say whether
the studies had been set up in a way to allow an
interpretation of high statistical significance, so
it is not clear howto interpret the results
despite the p-val ues obt ai ned.

[Slide.]

Al so, even if all of these prove to be
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concerns only, and not real worries to ponder over,
you have to keep in mnd that there are other

i ntervention mechani sns bei ng consi dered, such as

t he di versi on pouch, such as the QC system and
such as the unit rel ease testing system

So, in the context of a nmulti-pronged
approach to reducing bacterial contam nation, what
changing fromone agent to the other agent neans,
that is difficult to know

On the other side of evaluating a
potential switch fromone arm preparation nmethod to
anot her, what about the down side of things. The
currently avail abl e method seens to be well
accepted by donors. WIIl the tincture of iodine be
simlarly well accepted?

It causes nore of a skin irritation and
stai ning than does the povidone. |In terns of
tincture of iodine, it is nore readily avail able
for absorption into the systemat circulation
Now, where this is probably not much of a concern
in the donor setting, it has been a concern in the
patient setting.

So, all of these, howwll it translate to
donor acceptance and ultimately the effect on donor

availability or blood availability, that has not
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been addressed at all

[Slide.]

Further, the nultiple variations of the
Medi - Fl ex nmethod that Dr. MDonald studied, it is
difficult to say nuch about the small differences
obtained in the results.

Furthernmore, the tincture of iodine
component is a high al cohol solution to begin with
and what kind of results would you obtain with the
same study if you were to include one nore
antiseptic solution of sinply applying 70 percent
i sopropanol multiple times? That is another
question to think about.

Lastly, the results obtained in these two
bl ood collection studies conflict with results,
parallel results available in the patient care
literature where two investigators, Little and
W son, studied that particular antiseptic kit, the
Medi - Fl ex, consisting of the sane conponents, 70
percent isopropanol and 2 percent tincture of
i odi ne.

They conmpared that to the povi done net hods
and ot her met hods, but povi done being one of them
for their effectiveness in reducing contam nation

of blood cultures at patient sepsis workup, and
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either the results were only marginally better with
the Medi-Flex kit or actually conparable as studied
in the patient care sector

So, these seemingly conflicting results
have to be at |east reconcil ed.

[Slide.]

Now, those are sone critiques on these two
studi es supporting a transition over to the
i sopropanol /tincture of iodine nethod.

A third study is available in the bl ood
collection literature, as | mentioned earlier, and
this involved a conparison between 0.5 percent
cetrimde and 0.5 percent chl orhexidi ne foll owed by
70 percent isopropanol application

That nethod was conpared to a
povi done-i odi ne nmet hod, which is not the AABB
met hod, but it is a nethod of applying
povi done-iodine with 1 percent avail abl e iodine,
which is like the prep solution of the AABB nethod,
but that is used nore as a scrub rather than a
prep, and the actual prep solution in this case was
the 70 percent isopropanol

VWhat they did was just a study, not
performed as an experinent, but tacked onto the

actual transfusion service requirenents. Over two,
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10-nmonth periods, these two studies were conpared
one after the other.

Over these two, 10-nonth periods, over
170,000 platelet units were cultured. The sanples
fromthese platelet units were injected into an
aerobic bottle of the BacT/ ALERT system cul ture
bottle, and results were obtained that way.

So, although this does not address the
Medi -Fl ex kit, currently, the one that has raised
t he whol e point about potentially switching to a
different solution, it does point out that it is
possi ble, readily doable to generate data that is
nmore applicable to a clinical interpretation

As obtained by Lee et al, the cetrim de-
chl or hexi di ne fol |l owed by isopropanol nethod

resulted in 0.072 percent contam nation rate.

When that was switched to povi done-i odi ne

and isopropanol, in other words, basically, the
scrub conponent of the method was switched from
cetrim de-chl orhexi di ne to povi done-i odi ne,
obt ai ning the sanme prep sol ution conponent

i sopropanol , when that switch was nade, the
contam nation rate fell to 0.042 percent, for
approxi mately a 42 percent reduction. But again,

present this only to point out the possibility of
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performng nore studies in this area.

[Slide.]

At this point, | would like to present
five points to consider and show you sone exanpl es
of supporting evidence fromthe clinical care
literature.

Point No. 1 is that the follow ng
antiseptics listed here may be comparable in their
ability to reduce skin bacterial flora - 10 percent
povi done-i odine, 2 percent iodine tincture, 2
percent chl orhexi di ne, 70 percent isopropanol
al cohol, or any conbination of these, one step or
two step.

[Slide.]

Wy would this be? This is based on ny
reading of the literature. A study perfornmed by
Calfee et al, the article entitled, "Conparison of
Four Antiseptics in a Random zed Trial," published
in the Journal of Cdinical Medical Biology in 2002,
a very recent |arge-scale clinical study, where
four antiseptics were conpared in over 12,000 bl ood
cultures - 10 percent povi done-iodi ne, 2 percent
tincture of iodine, 70 percent isopropanol and
povi done- iodine, and 70 percent ethyl al cohol or

the kit call ed Persist.
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1 No significant differences were seen in

2 the contam nation rates of the obtained bl ood

3 cultures using these four different arm preparation

4 met hods.

5 The contam nation rates ranged from2.5
6 percent to 2.9 percent, and the preparations that

7 cont ai ned an al cohol conmponent tended to be nore

8 ef fective although no statistical significance
9 could be derived.

10 [Slide.]

11 I list three additional studies here.
12 Calfee study | just described is listed in the

13 first slide, a randomi zed study in over 12,000

14 bl ood cul tures, but there are other smaller studies

15 whi ch support a simlar conclusion - Trautner's

16 study in 2002 where 2 percent tincture of iodine

17 was conpared with 2 percent al coholic chlorhexidine

18 or 2 percent chlorhexidine suspended in a high

19 concentration of alcohol. In a blinded, 215 paired

20 bl ood culture study, there was no significant
21 di fference between the two preparations.

22 Wl son's study in 2000, an

23 i odophor/ al cohol nethod was conpared to the
24 Medi - Fl ex net hod, isopropanol followed by a 2

25 percent tincture of iodine in over 12,000 bl ood
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cultures. Again, no significant difference.

An interesting study by Shahar in 1990
where this investigator was not convinced that the
arm preparation nmethods of any kind made much of a
di fference, and he conpared 70 percent isopropano
foll owed by 10 percent povi done-iodine, and this is
sort of the state-of-the-art at the tinme accepted
met hod of collecting blood cultures or maybe you
m ght call it good clinical practice before
obtai ning a bl ood cul ture sanple.

That met hod was conpared to a nethod used
for just obtaining a blood sanple for |aboratory
measur enent, such as obtaining a CBC, where you
take an al cohol swab, just briefly w pe the patient
armone or two tines, blowon it a bit, and go
right to needle insertion.

He conpared the results, after conparing
these two studies, in 181 paired blood cultures,
and there was no significant difference. Sonething
to think about.

A second point to consider. Washing with
soaps is effective in renoving transient surface
skin flora, but has little effect on reducing the
resident flora in the deeper layers of skin. 1In

fact, the soap residue, if not conpletely renoved
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102
at washing, may interfere with the activity of
subsequently applied antiseptic.

[Slide.]

This is based largely on a close reading
of an article published by Lilly, et al, where the
article is entitled, "Detergents Conpared wth
Each O her and with Antiseptics as Skin Degerm ng
Agents. "

The authors used the word "degerm ng" to
i ndi cate renoval of both surface bacteria and
renoval of the nore deeper |ayers of skin bacteria
since the surface bacteria is felt to be nore of a
mechani cal renoval and the deeper |ayer renoval
bei ng nore of an actual microbial killing.

This was published in the Journal of
Hygi ene in 1979. Basically, this was an
enumner ati on of hand bacteria before and after hand
washing with a particul ar degerm ng agent in six
subj ect s.

The way they nmeasured the residua
bacteria on hands was much nore el aborate than was
performed by either Goldman or MDonal d, where what
was described as a standard method was used.

A hand was first washed in some kind of

basically a saline solution. The washing was
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performed and then al so, subsequent to that, a hand
washi ng was performed in the identical solution and
an aliquot of that solution is then incorporated
into a culture nedium into pour-in culture plates
Then, the bacterial colonies are enumerated.

So, it was nore than a sinple transfer of
saline swab, nore than a direct skin contact
pl ati ng, was much nore el aborate and felt to be
superior in that it better neasures the overal
skin flora, not just the surface.

In any case, basically, the investigators
conpared three types of degerm ng procedures - one
usi ng a conbinati on of antiseptic and a detergent,
whi ch the one used here was Hi biscrub, which is 4
percent chl orhexidi ne gluconate in a detergent
base.

That was conpared to detergent alone. For
that, only the detergent base of the Hibiscrub
solution was used, w thout the 4 percent
chl or hexi di ne gl uconate. Those two were al so
conpared to an antiseptic, which was 0.5 percent
chl orhexi di ne gluconate in 95 percent ethanol

There are all kinds of critical coments
that can be nmade about the enumeration nethods, and

so forth, but the results are rather largely spread
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out in that the antiseptic nethod, which she

achi eved 96 percent reduction--1 think | swtched
the nunbers here--the antiseptic nethod achi eved
96. 0 percent reduction, whereas, the detergent

al one achieved 4.6 percent. A conbination of
antiseptic and detergent achi eved 81.2 percent.
So, the first two figures under the col um Percent
Reduction is switched. | apologize for that.

Basically, it tells you that antiseptic is
much nore effective than soap, and that is
consistent with conmon sense, but what is somewhat
surprising is that if you were to use a conbi nati on
of soap plus antiseptic, it may be no better, and,
in fact, probably worse than applying the
anti septic al one.

[Slide.]

This Lilly study in 1979 is consistent
with the results obtained by the Gol dnman study,
which | described earlier, where the results
obtained with the green soap nmethod as compared to
the standard AABB nethod of using two different
concentrations of povidone-iodine, when that was
compared with the green soap foll owed by
i sopropanol al cohol, it was clear that the

povi done-i odi ne nmet hod, which did not involve a
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105
detergent, was superior to the green soap nethod,
green soap being a soap

[Slide.]

A third point to consider is the
following. |In the donor setting, iodine and
chl or hexi di ne may not offer an advantage over
i sopropyl al cohol. These are the reasons why.
I odine and chlorhexidine is felt to be advant ageous
in the clinical care setting because, although it
achi eves antisepsis nore slowy than does al cohol,
it mintains it for a longer duration

So, for instance, if you are concerned
about catheter sepsis where the catheter wll
remain in the patient for prol onged periods of
time, it is nmuch nore inmportant how well naintained
the initial siteis. It is just as inportant to
maintain it as to achieve antisepsis to begin with.

O course, the sane applies for any
surgical procedure. So, nmintenance of antisepsis
is inportant in clinical care, but in the donor
setting for blood collection, rapid antisepsis is
probably much nore inportant than maintenance of
anti sepsis since phlebotony is initiated and
term nated quickly and there is no reason to really

mai ntain anti sepsis, and donors are probably not
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willing to stick around for |ong periods of tineg,
and probably being able to achieve antisepsis
rapidly is probably nuch nore inportant.

Most of all, isopropanol is readily
avail abl e, is inexpensive, and is well accepted by
donors and patients alike. The sanme cannot be said
about tincture of iodine.

[Slide.]

Two nore points to consider. Repeat
application of 70 percent isopropanol may be nore
effective than a single application. This is
contrary to the result obtained by McDonald, et al,
where the doubl e al cohol variation of the Medi-Fl ex
met hod proved no better and suggestively slightly
worse than the standard nethod, than the adapted
met hod where the tincture of iodine was applied in
a concentric circle, in a straight up and down
nmet hod rather than a concentric circle.

The second of these two points is that
two- page antisepsis is not necessarily nore
effective than a single-step procedure. The reason
for that conmes fromthe follow ng.

[Slide.]

Lilly et al also perfornmed a second study

entitled, "Linmts to Progressive Reduction of
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Resi dent Skin Bacteria by Disinfection," that
appeared in the Journal of Cinical Pathology in
1979, where two experinents were perforned under
this study.

First, the effect of repeat applications
of an antiseptic and an effect on linmts to
progressive disinfection, where 12 hand
di sinfections were perfornmed over four days,
bacterial counts were neasured after each
handwashi ng and 4 different solutions were conpared
- soap, Hibiscrub, 0.3 percent chlorocresol, and 95
per cent et hanol

Al so, a second experinent for eval uating
the effect of a two-phase disinfection. Six hand
di sinfections were performed over two days with 95
percent ethanol as the first agent, and then an
i mmedi at e seventh di sinfection was perforned after
the sixth with a phase 2 agent.

The agents conpared there were Hi biscrub
base and Hi bi scrub, 95 percent ethanol al one, and
0.5 percent chlorhexidine in 95 percent ethanol
So, 95 percent ethanol was the first scrub, first
phase in all of these methods followed by different
second phase net hods.

[Slide.]
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These are the results obtained. This is
for repeat application of an antiseptic or what the
aut hor described as "progressive linmt" to
di si nfecti on.

Wth 0.3 percent chlorocresol, there was
some initial reduction in bacterial count. That
continued to be true to about seven or eight
washi ngs, but then it |eveled off and no further
benefit was derived from continuously repeatedly
washing with this solution

Hi bi scrub, which is again a
chl or hexi di ne/ det er gent conbi nati on, perforned
better than that. There was a nore rapid initia
reduction after first hand washi ng and good
addi tional benefit was obtained by subsequent hand
washi ng to about six procedures, but then it also
began to level off and no benefit was derived
beyond about seven or eight washi ngs.

Wth 95 percent ethanol, achieved the
greatest benefit with the first washing. Then,
al though there are sonme blips there, you generally
get the sense that you got additional benefit from
each hand washing, all the way down to 12 washi ngs.
It is not clear whether the benefits stop there.

It is possible that additional washings could even
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produce nore favorable results.

So, by this experinment, it appears that at
| east with repeated washing, 95 percent ethano
wor ks best. Now, the reason for the 70 percent
i sopropanol being the nost comonly used al coho
based antiseptic rather than a hi gher
concentration, is that it is a bal ance between
concentration and volatility, so the higher
concentration, the better antisepsis, but it
evaporates on the skin quicker than at | ower
concentration and the duration of contact is
important for antisepsis, as well as the
concentration itself.

So, 70 percent concentration appears to be
the best conprom se between strength and
volatility. As a single application agent, 70
percent is nost appropriate or nost effective, but
if you are evaluating multiple washings, then, a
hi gher concentration could al so be used.

[Slide.]

The second experinent, which eval uated the
role of the two-phase nethod, which was generally
accepted in the patient care arena, two phase nore
ef fective than one phase presunably because it used

di fferent mechani sns of pathogen reduction
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Whet her or not that is true was | ooked at
in the followi ng way. Wen a Phase 1 solution was
used, 95 percent ethanol, you got a certain
reduction. Then, when it was inmmediately switched
to a second phase agent, presumably having
di fferent nechani sm of action, the results obtained
were rather surprising.

Wth a Hibiscrub base, which is actually
the detergent-only conponent of the Hibiscrub
solution, the reduction obtained by 95 percent
et hanol was reversed in that the bacterial count
actual |y rose.

Wth Hi biscrub or the detergent/antiseptic
combi nation, the results were | argely maintained,
but were not inproved. That was also true for 0.5
percent chl orhexi dine and 90 percent ethanol. It
was mai ntai ned, but not substantially inproved.
Wth 95 percent ethanol alone, you seemto get a
further reduction.

So, the differences between Hi biscrub,
chl or hexi di ne and et hanol, and ethanol, they are
rather small, so again it is difficult to say much
about that, but it seens clear that a soap is not a
good thing to use after using an antiseptic.

The authors made the followi ng comments
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about these results. They postulate that there is
ki nd of a bal ance when you rempve the surface
bacteria, the bacteria residing in deeper |ayers of
skin somehow nmake its way up to the top, and with
repeat ed washi ng, you continuously knock that off.

An effective solution will knock it off
every time used to the full potential of that
particular solution, so if 95 percent ethanol is
able to reduce it to a certain level, it will keep
knocking it toward that |evel with repeated
washi ng.

But if you stop using the nost effective
solution, but use a less effective solution, then,
the enmerging flora fromthe deeper |ayers of skin
are now faced with a less effective solution, so it
is able to maintain a slightly higher count on the
surface. This seens to be a reasonabl e postul at e,
but whether or not that is true is debatable, but
at | east these were the results obtained

[Slide.]

As a summary, | have these five points to
consi der in evaluating whether or not the
i sopropanol /tincture of iodine nethod is nore
effective than the doubl e povi done- iodi ne nethod,

and/ or points to consider in possibly selecting a
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nmost effective, nost practical agent nethod to use
for donor arm preparati on and perhaps points to
consider in designing further experinents to arrive
at that infornation.

First, the major antiseptics appear to be
rat her conparable. Second, the use of soaps may
interfere with antisepsis. Third, in the donor
setting, iodine and chl orhexi di ne may not
necessarily offer an advantage over sinple
i sopropyl al cohol

Fourth, repeat application of 70 percent
i sopropanol may be nore effective than a single
application. Lastly, two-phase antisepsis is not
necessarily nore effective than a single-step
pr ocedur e.

[Slide.]

So, with those points in mnd, | wll
present you with this question to be voted on and
di scussed about.

Do avail able scientific data support
preferential use of an isopropanol/tincture of
i odi ne skin preparation procedure for preparation
of the donor's phl ebotomny site?

I thank you for your attention

DR. NELSON: Thank you, Dr. Lee
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Questions or comments?

DR. STYLES: You nentioned early in your
report that the Medi-Flex systemis already being
used in Canada and the United Ki ngdom

Is there any data on their relative
contam nated unit incidence conpared to ours,
and/or is there any data--they nust have changed at
some point--if the change for themresulted in any
reduction in contam nated units in their bl ood
supplies?

DR. LEE: If it exists, | amnot aware of
it. There may be soneone in the roomthat may be
more current on that topic than | am It hasn't
been that long that the switch was made in their
centers, so the data is probably accruing, but I
don't think those studies have been perfornmed or
publ i shed.

DR STYLES: | would just inmagine that
they woul d have that sanme kind of surveillance
data. | would hope that they would have that, just
like we would, so that you might be able to get
sonme indication in a "real world" setting of, you
know, what sort of benefit that is going to give
you.

DR LEE: | agree.
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DR NELSON: Mary.

DR. CHAMBERLAND: Do you even know i f
these data are being collected in these countries,
because | don't think we can assunme that it
necessarily is?

DR LEE: That is quite true, no, | don't
know t hat .

DR. SCHM DT: Certainly, some of the
conplexity of this has to do with the hunman
el ement, and you were only able to nention the care
in arm preparation, and investigators of these
studies | think don't see.

It has certainly been ny experience in
i nspecting many, many bl ood collections to see
often, frequently, no nunbers, that the
phl ebot onmi st perfornms the correct preparation of
the site and then, at the last mnute, the index
finger goes out to nake sure that the vein is stil
t here.

Now, these people are doing repetitive
things, over and over again, but each one is kind
of different because each site is different, each
vein is different, et cetera

If you ask the person who has been doing

this for two weeks or two nonths why they did it,
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they will say, well, | just touched the edge of the
site. If you ask the person who has been doing
this for maybe two years or 20 years, they woul d
say | didn't doit. |In their ninds, they didn't do
it because they actually don't know that they are
doing it.

Some of this | think is influenced now by
the fact that they may be wearing gl oves, and there
is this instinctive thing that although they are
not wearing the gloves for that purpose, that it is
gi ving sone protection.

I think that those of you who have
hospital samples drawn for friends or yourself, if
you pay attention to that, it is a different
setting and they are drawing the sanple for a
different person, but in the hospital, this happens
very frequently in the outpatient |ab.

I have tal ked to hospital pathol ogists
about it, and they think it is fine. Maybe it's
fine, but we are not tal king about that.

The second point | would Iike to make is
with the tincture of iodine, | think nowadays it
comes in prepared individual cell ophane-w apped
swabs. The old problem which | would think would

exi st in devel oped countries and maybe sone
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undevel oped states, is the jar of 50 percent
al cohol /iodine sitting out there for hours and
days, and sonetines a week, is certainly no | onger
50 percent. That was one of the reasons everybody
was so happy to see the other things conme al ong.

The final point | would |like to nake,
because maybe we won't cone back to it, is the
probl em of pooling the platelet concentrates, of
course, happens because of the timng in the
hospital setting, the hospital bl ood bank or
hospital transfusion service, and those people |
don't think are exposed to many of the things we in
this roomare exposed to, and the care and
attention given the training of the hospita
technol ogi st person in performng the pooling, how
much space, what the facility is that the hospita
adm ni strator has given themto do this properly is
sonet hing we don't see, but | can assure you it is
not managed with the sane care as we | ook at the
preparation of the drugs, as we call them

Thank you.

DR. ALLEN. | know we have got a very
packed day, but let ne ask one question and than
make a coupl e of coments.

I was intrigued as | went through the
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papers that you provided at the difference between
the observed rate of platelet contam nati on which
generally is well below 1 percent and the false
positive blood culture rates in the studies cited,
whi ch often were sonewhere in the range of 2 to 4
percent .

Do you have any explanation? | nean |
have got several hypotheses as to why that may be

DR LEE: | think it depends on the care
with which you performthe procedure, and bl ood
cultures are likely to be obtained by nultiple
peopl e whereas, in blood collection, the sane
trained staff is repeatedly doing the sanme thing.

VWhat is neasured is different. In blood
cul tures, you are neasuring blood cultures, but in
ot her studies, at l|east the Goldman and McDonal d
studi es, you know, they measured sonething quite
different, so the contam nation rates are not
really transferrable fromone area to the other

DR. ALLEN: Simlar types of hypotheses.

It has been a nunber of years since | have

| ooked at this kind of literature although at an
earlier point in ny career, | looked at it fairly
intensively. | ama little surprised at the

relative paucity of data just |ooking at actua
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skin culture results.

There was a little bit presented here and
there, but | think that this difference that you
tal ked about between the transient or the surface
bacteria, which are relatively easily renoved and
killed, versus the residual flora is extrenely
i mportant.

Anot her of the issues that hasn't been
adequately discussed is the extent of the
scrubbing. As | renenber fromearlier literature,
too intensive scrubbing may actually pronote the
rel ease of some of the residual flora shortly after
the conpl etion of the cleansing process, which goes
on for perhaps a mnute or so, and that if one were
to sanple inmedi ately after the antiseptic has
dried and then 10 to 15 later you would find
actually a very sudden rebound of the rel ease of
sone of the deeper residual flora that is there,
that if you don't have a residual antiseptic agent,
may not then be killed at that point.

So, | disagree a little bit with the point
that you nade that donation is a fairly short-term
process and you nmay not need a residual agent.
Certainly, you don't need it to the extent that you

do when you have an intravascul ar device, but
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certainly, donation can go on for 15 to 30 m nutes
or so, and | would just question whether perhaps
havi ng sone degree of residual activity may not be
pref erabl e.

DR. LEE: Actually, apheresis donations go
on for hours, so your point is well taken

DR ALLEN: | also would have liked to
have seen nuch nore study of 2 percent
chl orhexi di ne and 70 percent isopropanol. It was
mentioned in three of the papers, Calfee, Trautner,
and Mackey, and to ne, that certainly seens like a
very prom sing alternative conbination

Finally, I think we do need sone
i nformati on about donor acceptability of iodine and
chl orhexidine in the donation process, and that
hasn't really been addressed at all

DR. LEE: | don't knowif there is much
i nformati on other than experience type anecdota
information. | don't knowif there is any
publ i shed i nformati on about donor acceptance of
t hose agents.

DR DAVIS: In ny own practice, which
i nvol ves indwel ling catheters, we prepare the skin
usi ng al cohol first, then, the povi done-iodine, and

then we wipe off the iodine with al cohol again.
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That nmay address sone of the donor concerns about
residual iodine on the skin. It works very well
for us.

DR FI TZPATRICK: John, first, | want to
thank you for a really extensive review. W stil
seemto be needing to know what the source of the
contamination is, whether it is the skin plug or
the residual flora on the skin. You addressed the
flora on the skin. Previously, we have heard about
the skin plug as the source.

In your opinion, which do you think is
better to address?

DR LEE: | tend to look at skin plug as
an extension of the flora dependi ng upon how you
define flora. It is well accepted that there is a
surface flora and a deeper flora, and if you make
the deeper flora go pretty deep, then, you have a
skin plug.

So, | think it is probably a continuum and
not a separate skin plug issue to consider.

DR FI TZPATRICK: Just one other. Back in
ancient history, we were required to culture a
nunber of prep sites nmonthly in order to neet
quality control criteria, and the recommendati ons

were that you culture individual technicians, so
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that you could identify those techs that prepared
the site properly as opposed to those that did not.

Personally, | found that very benefici al
in nmy sites because we were able to identify
i ndi vi dual phl ebot om sts who were the core of the
probl em and not doing the prep properly.

I think if we go to root cause, maybe we
shoul d rel ook at what we were trying to determ ne,
which is who is doing the prep properly and who
isn't, and nmaybe nore of a recommendation to
exam ne the technique of each phl eboton st night
even be benefici al

DR. CHAMBERLAND: | just had a couple of
sort of historical background questions. As I
understand it, currently, what is out there is an
i ndustry standard, nanely, the AABB standard, extra
skin prep?

DR LEE: That is ny understanding, too.

DR CHAMBERLAND: So, there is no
FDA-rel at ed gui dance in this area?

DR LEE: True.

DR CHAMBERLAND: Wth the rel ease of
these two studies and with the Medi-Flex procedure
in two countries, adaptation or adoption of these

met hodol ogi es, has there been any utilization of
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this nmethodology in the United States or are
coll ection agencies pretty nuch cormitted to the

AABB st andar d?

DR LEE: | see sonme hands in the
audi ence. | think Dr. Dodd m ght be nore--
DR. CHAMBERLAND: | guess what | amtrying

to get is an appreciation of what is driving this,
posing this question to the conmttee. Maybe in a
subsequent presentation, this will becone clearer
but is AABB, is FDA signaling that you are going to
try and have a role in this vis-a-vis guidance
devel opnent ?

| guess | amjust trying to get a better
under st andi ng of these data are out there, so what
is driving the question to the commttee and what
m ght happen.

DR. LEE: | think |I understand your
questi on.

I think it occurred like this. There has
been a nunber of national and internationa
nmeeti ngs about bacterial safety of collected bl ood.
In every workshop/conference, skin site preparation
is an issue, and in every one of those settings,
these two studies by Goldman and McDonal d are

described either directly or by the investigators
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t hensel ves.

There has been little critique at these
wor kshops as to why not to adopt or switch to
sonet hing that | ooks better, and there doesn't seem
to be a huge down side. So, if there isn't a huge
down side to this, and there is sone reason to
believe that it is nore effective, then, shouldn't
we nove ahead and adopt this on a precautionary
principle rather than wait until all data are
avai | abl e.

That is the concern that was raised within
the FDA. W are hearing information that this is
better, we are not hearing rmuch information about
why not to do it, then, shouldn't we nove ahead.

DR DODD: Thank you very nmuch. Roger
Dodd speaking right now as AABB presi dent.

In fact, the nethod that is being
di scussed is not an AABB standard. It appears in
the Technical Manual, which is recomendati ons.

But, in fact, as you will hear later, the AABB is
proposing a standard to nove to a tincture of
i odi ne approach with chlorhexidine as a backup

At that point, it would beconme mandatory

on the nmenbership to enploy that method, so that

may nuddy the waters, but it is inportant to
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recogni ze that povidone-iodine is a comonly used
procedure which is recommended, but isn't listed as
a standard.

DR. NELSON: W are going to discuss this
further in the questions for the conmittee. |If
there aren't any other questions for Dr. Lee, |
wonder if we could take a break now.

O her questions or burning comrents? W
will cone back to this | guess at the end when we
consi der the questions.

Let's take a 20-minute break until 11:20.

[ Recess. ]

DR SMALLWOOD: We have a very full agenda
and we are grossly behind. That is an
overstatenent. However, we are going to try to do
the best that we can to nove forward quickly, and
we are going to be enforcing the time frames for
speakers.

We know that a lot of you are here because
you wanted to participate in this neeting fully and
particularly this afternoon's presentation on
parvo. | also amaware that some of the comrittee
menbers will have to | eave, so we will have to make
an adjustnent and sacrifice, and I will ask your

cooper ati on.
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Thank you very much.

DR. NELSON: Continuing on Bacteri al
Cont ami nation, Dr. Vostal.

C. Update on the Diversion Pouch
Jaro Vostal, MD., Ph.D

DR VOSTAL: Thank you very much. | will
try my best to sacrifice nyself.

I will just give you a very brief update
on an issue that was discussed with BPAC about a
year and a half ago, and that is the issue of
havi ng a di versi on pouch in the blood collection
sets.

[Slide.]

As has been already nentioned a couple
times during the day, the needle cutting through
skin can nake a skin plug, and this skin plug could
be contam nated due to a poor skin prep or due to
passi ng through a pocket of bacteria that is hidden
under scar tissue.

The t hought has been that if you could
take the skin plug that probably is in the first
couple cc's of the blood that is com ng through and
divert it away fromthe main product bag, you night
be able to reduce sonme of the contam nation rate.

[Slide.]
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When we were here the last time, we
presented two studies that sort of addressed this
option. One study was done by Steve Wagner, and
this was a nodel of how a diversion pouch or
di versi on concept woul d worKk.

What he did was he intentionally
contaminated a sanple site coupler of a blood bag.
He then sanpled that with a | arge bore needl e and
collected the 7 m fractions and | ooked at the
bacterial content of these fractions.

He observed that within the first 21 m,
he was able to recover about 88.5 percent of the
bacteria, and if he collected up to 40 m, he was
able to recover 95 percent of the total bacteria
that he coll ect ed.

So, this in vitro nodel denonstrated that
this concept woul d be possible.

[Slide.]

The second study we tal ked about |ast tine
was a clinical study done by Dr. Bruneau. They
were col |l ecting actual blood sanples and then they
had a special collection set which had two snal |
pouches, each one holding 15 cc, and they diverted
the initial blood, first, 15 cc in the first one,

and then the second one, and then collected the
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mai n product.

They measured the contam nation rate in
the bag 1 and bag 2. They found out that in 76 out
of 3,300 donations, that both bags were positive,
either bag 1 or bag 2 were positive, and that was a
contam nation rate of about 2.2 percent.

They al so noticed that the first sanple
was positive and the second sanmple was negative in
55 out of the 76, so a potential reduction of
contamination of 1.6 percent. So, they argued that
you could reduce the contam nation rate from?2.2
percent to 0.6 percent.

[Slide.]

Those were the studies that we di scussed
last tine. This is a study that has been published
since then, and it is a study by Dr. de Korte, and
he actually measured contanination rate in standard
collection sets. He has a relatively | arge nunber
of units coll ected.

He conpared the standard collection to a
col l ection where the first 10 cc of the bl ood was
diverted away fromthe final container. Under
these conditions, he had 7,000 collections.

They observed a reduction fromO0. 35

percent contami nation rate down to 0.21 percent, a
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reduction of about a third was achi eved using only
10 cc diversion. O interest was specifically
contam nati on by Staph species. In the standard
collection, they had a 0.14 percent contam nation
with Staph, and if they diverted the 10 m, they
had 0.03 percent contamination due to Staph

This is an actual clinical study that
shows that using this diversion approach, you can
actually reduce the contanination rate of the fina
product .

[Slide.]

So, when we were here last time, we tal ked
about the kind of design that we would like to see
for a product that is comng to the U S. market.

We stressed that it should be a closed system that
the diverted blood is separated fromthe fina

bl ood product by a unidirectional flow, and this
woul d be usual ly achi eved by kind of a breakaway

cl osure.

First, the blood would flow into the bag.
This woul d then be seal ed permanently. Then, this
woul d be opened, so the blood can flowinto the
final bag. Finally, that the volume of diverted
bl ood woul d be sufficient to achieve the potentia

benefits that were sort of suggested by those
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clinical trials.

[Slide.]

In sunmary, what we discussed |ast tineg,
we canme to the conclusion that there do not appear
to be any negative aspects of using a diversion
systemto collect blood. The prelinmnary tria
suggested that a diversion of a small vol une of
bl ood away fromthe nain storage bag nmay be
beneficial in decreasing the contam nation rate.

An additional benefit could be of using
the diverted blood for testing, and this could save
units that are lost to inadequate sanple collection
at the end of phlebotony. For exanple, if you
collect a full unit and you | ose the venous access
at the end and you cannot collect the testing
sanples, that unit will usually be discarded, so
col l ecting those sanples upfront may be able to
avoid this probl em

[Slide.]

The question that the FDA asked the BPAC
Comm ttee back then was whet her manufacturers coul d
claima significant reduction in bacteri al
contam nati on of the blood product if the diversion
pouch was included in the collection set.

The comm ttee concluded that the avail able
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data did not support such a | abeling claim

however, the committee supported the FDA position
that a diversion pouch woul d be beneficial because
of the potential reduction in bacteria

contam nati on and reduction of |ost products due to
i nadequat e sanpl e collection

[Slide.]

So, to bring you up to date where we are
right now, several manufacturers have subnmitted to
the FDA bl ood collection sets. They are nodified
with a diversion pouch. These subm ssions are
currently under review and we are hoping to clear
these in the near future

Thank you very much.

DR. NELSON. Thank you

Questions?

DR ALLEN. O the manufacturers that have
submitted products that are under review, do they
provide clinical data that docunent the reduction
in bacterial contamination sinmilar to the studies
that you presented, or is that proprietary
i nformation?

DR. VOSTAL: They actually do not provide
clinical data. They provide the design that we

suggested, and we have taken that as being
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suf ficient.

DR. NELSON: Thank you

Dr. Wllians is next. Quality Contro
Approaches for Detection of Bacterial
Cont am nati on.

D. Quality Control Approaches for Detection
of Bacterial Contam nation
Alan WIlians, Ph.D.

DR WLLIAMS: Thank you

[Slide.]

I think in understanding this situation,
there needs to be sone understanding of the current
environment. As nentioned, bacterial sepsis is
recogni zed as a second | eadi ng cause of
transfusion-related fatalities.

Now, with the availability of autonated
culture devices which are cleared for quality
control testing as early as 24 hours after
collection, there is sort of a tug between trying
to put out the safest products possible, as well as
stay within the | abeling associated with those
cl eared products.

It has been well publicized that there are
industry initiatives to, in fact, test all in-date

pl atel et products for evidence of contam nation
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Wth the apheresis platelets, the cleared
products will allowthis to be done with the
sem -aut onat ed systens as soon as 24 hours after
the product is collected and have a culture result
possi bly before issue, so as not to hold up the
product and nake it done on a pre-rel ease type
situation, there potentially are nmechanisns for
retrieving that product should a problem be found
with it.

As nentioned earlier, random donor
platelets are a little nore difficult or a lot nore
difficult because of the pooling procedure which
takes place at the transfusion service and
necessarily any nmonitoring of these products needs
to be done by the |l ess sensitive nethods.

[Slide.]

In considering the first two issues, the
first is just to ensure that no harmis done by
undertaking quality control schenmes that nmay be
statistically based or m ght be done universally on
al | products.

Sanpling of in-date platelet conponents
for culture requires use of either a closed system
i.e., an integrated satellite bag which one can

then clanp off and use to collect the sterile

file:///C|/Daily/1212bloo.txt (132 of 440) [12/24/02 11:43:55 AM]

132



file:///C|/Daily/1212bl0o.txt

10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

sanple or a tubing weld made through the use of a
sterile connection device.

Sterile connecting devices are consi dered
functionally cl osed systens and obviously, with the
pl atel et conponent, if you draw the sanple, you
want to be able to maintain a five-day shelf Ilife.

[Slide.]

Now, the sterile connection procedure
itself, there are a |lot of data, particularly in
the U. S. supporting the sterility of that procedure
when the weld is, in fact, intact. This normally
woul d i nclude as part of the bl ood center's SOPs a
vi sual inspection for |eakage of the weld joint.

The data that exist include the origina
data submitted for the device review A study,
which will be described by Dr. Aubuchon in a few
monent s, published in Transfusion, and | think an
observation, although not specifically reflecting
data coll ection, an acknow edgnent that the sterile
docki ng procedure is, in fact, commonly used on
pl atel et products because when a pl atel et product
is split, a sanple needs to be drawn to actually
count the content of the splits.

It woul d be potentially feasible to | ook

at contamination for split platelet, apheresis
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pl atel et products versus non-split products, but |
have not seen data that |ooks at that, but, in
fact, the procedure is in place for a room

t enperature product.

[Slide.]

The reason for bringing the subject to the
attention and a vote is, in fact, there is a single
study of pooled platelet concentrates that reported
15 of 1,105 contam nated units anpong pool s that
were connected by tubing welds. As a control, they
| ooked at cultures on 378 apheresis platelet
concentrates

The 15 contaninated units, in fact, they
went back to the buffy coats of those products and
did not find evidence of contamination, and the
study concluded that quite possibly those
contam nati ons were due to the sterile docking
device itself. This was published in 1997 fromthe
Bel gi an Red Cross.

I think subsequent speakers including Dr.
Aubuchon and probably the Terunp speaker will have
further comments about that study.

I think the bottomline in terns of policy
devel opnment is that any extrinsic contam nation

rate of this magnitude would clearly negate any
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benefit of |arge-scale culturing.

[Slide.]

The other aspect of quality control is to
identify strategies that facilitate the direct
reduction of bacterial risk given that no current
detection systens are approved for pre-rel ease
testing, and balance that with what is typically
considered quality control, reducing bacterial risk
by assuring that bl ood collection and processing
procedures conformto a defined standard of sone
sort.

[Slide.]

There is a proposal currently under
consi deration by the Council of Europe, and
bel i eve public coments have been received, and
nmodi fi cation of this represents FDA' s proposed
current thinking on a statistical quality contro
pr ocedur e.

What this would involve, would be at |east
5 percent or depending on facility size, a m nimm
of 1,500 platelet products annually are subject to
quality control testing for bacterial contam nation
at 24 hours or | ater when the product neets a
| abeling criterion for which one of the automated

devi ces could be used, that is a possibility for
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random donor platelets or products that could not
be used within the |labeling requirenments, it m ght
be reasonable to use outdated products or other
criteria to produce the culturing to neet this
quality control nethod

The second portion of this is that
standard statistical nmethods should be used to
identify significant deviations froma baseline
contam nation rate, and we are proposing that
basel i ne contamni nation should not exceed 0.2
percent. So, in other words, 0.2 percent is the
standard. The inplenenting facility needs to
predefine a schenme which will establish a trigger
poi nt when that standard is surpassed on a
statistical basis.

[Slide.]

The chosen nmet hod shoul d be based, as
mentioned, on a predetermned | evel of confidence
to exclude a maxi numtol erated contanination rate,
and an action limt should be established.

Now, there is an exanple in the handout
that you received. | amnot going to go into that
in detail, but basically, the scheme that is laid
out is that this represents the activities of a

small collection facility that is doing the 1,500
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cul tures per year

In the course of the year, if they realize
three cultures for 400 attenpts at culturing, it
woul d, in fact, put the background preval ence of
contam nati on over the action |evel, but the
statistics wouldn't be supportive of the fact that
this sanple accurately represents that |evel of
contam nation in the entire process.

However, if that site designated that
wi thin the annual sanpling period, they found 7
positive units, this would not only constitute an
action | evel that was exceeded sinply based on the
preval ence of the contam nation, but also
statistically within defined confidence and power
limts would be shown to exceed that 0.2 percent
st andar d.

This is based on a binom al distribution
O her statistical considerations may apply, but |
think this is one fairly straightforward way to
reach that sort of statistical control schene.

So, the bottomline take-honme nessage is a
facility would be required to test either 5 percent
or 1,500, whichever was greater, assign inaction
limts on a statistical basis that would call for

i nvestigation and revalidation if that linmt was
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exceeded.

[Slide.]

A second elenent of that is as with any
good quality control system any instances of a
positive culture should be investigated pronptly to
facilitate identification of a correctable cause.
As discussed earlier, this could be related to arm
preparati on procedures, an individual phlebotom st
who had unacceptabl e techni que, or things that
m ght be occurring in the conponent preparation
| aboratory.

Sinply by trending sone of these results,
one night get a clue as to what problemexists in
the processing procedures.

There are other actions which are not
specifically part of current thinking, but, for
instance, if culturing is being done and a product
is released, there are issues related to whether
the individual contaninating bacteria should be
identified, whether sensitivity testing should be
done, and whether the recipient physician should be
notified.

Clearly, this has inplications if the
product has been received. Sone of this is easier

to decide than if it is to be done on a routine
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basi s without knowi ng the actual disposition of the
final product.

[Slide.]

The FDA reconmendation regarding quality
control would incorporate exanples of what woul d
constitute an acceptable quality control strategy,
such as what was nentioned earlier for a small
facility, could also give exanples for |arge
facilities which would be done on a sinilar
statistical basis.

The current thinking is that the FDA
recomrendati ons woul d not inhibit what m ght be
occurring at the industry level, but would actually
serve as a mnimal standard and that industry
standards may well be defined to be nore stringent.
As you will hear, some of this is currently being
proposed by the Anerican Association of Bl ood Banks
for culturing at a sonewhat higher |evel.

So, FDA' s thought is just to institute a
m ni mal standard that can be exceeded.

That basically outlines the quality
control issues. Again, you will hear nore about
the European study and the sterile connecting
device fromthe next two speakers.

DR. NELSON: Questions or comments?
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DR ALLEN: Since the conmittee will be
consi dering the question about the proposed
statistical approach, do you have any ot her
i nformati on from bl ood centers or other published
literature that suggests that that kind of quality
control mechanismis useful in ternms of keeping the
contamination rate low, that it is a good check on
procedures in use at all steps of the collection
and processing?

DR WLLIAMS: Wthin the bl ood center
envi ronment and specifically culturing related to
contam nation, | amnot aware of practical data.

I know to suggest a statistical approach
to quality control, this is the first attenpt to do
this was with respect to | eukoreduction and
residual white cell content, and it has, in fact,
been a rather difficult schene to reach bal ance
bet ween what is practically possible in an
i ndi vidual collection site and what would neet a
statistical criteria. So, | think those are
consi derati ons.

As far as the actual practicality of a
sampl i ng approach, | amnot aware in a bl ood center
si tuation.

DR ALLEN. Going back to the other use in
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terns of the | eukoreduction, how easily has it been
adapted by QC staff in blood collection centers as
you have worked with themto inplenent this?

| am saying this sinply because for nost
physi ci ans and others who aren't coming out of a
manuf act uri ng background, this kind of statistica
quality control, it is a foreign concept, and is
part of the issue one of education and training, do
current QC managers at blood collection centers
have that kind of skill and facility, or what are
some of the obstacles here?

DR WLLIAMS: | think ny observation
woul d be in nost circumstances, probably not. The
best way to approach it is in the context of FDA
gui dance to propose schenes that the FDA woul d
consi der appropriate, and if a center has nore
sophi stication, can make other quality contro
approaches that mght be distribution dependent,
for instance, they can propose those and have them
revi ewed for prior approval

But it appears that the best way to
approach the issue is to be as prescriptive as
possible in defining the sinplest systemto be put
into place and work with that as a mniml system

DR. NELSON: Did you want to make a
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coment ?
DR. KUNERT: Yes. Matt Kunert at the CDC
First, | just wanted to say | think any
step forward is a good step. | do have a question

about what essentially |ooks to be a benchmark of
0.2 percent contanination was deterni ned.

In nmy experience with health care
facilities and | ooking at, say, nosocomn a
i nfections, usually, benchmark is determ ned after
| ooki ng at what the overall rate is anong a group
of facilities, for instance, and this, | think is
nore based on previous studies, but | amjust a
little concerned that it seens high, 1 in 500 seens
alittle higher than, although there is variation,
what | have seen in the literature, in sone of the
real-tine data, for instance, sonme data forwarded
on from Japan where they | ooked at 10,000 units and
got 1 positive.

Aubuchon had a paper where they had a
bunch of false positives, at least that is what
they have determined themto be. But | didn't have
any positives in tw years, so | amjust alittle
worried that this mght be alittle high to use as
a benchmark.

The other comment | had is considering
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about those positives that you nmight see, mght not
be those that are pathogenic, and how that will be
addr essed, because you nentioned about clinician
notification.

You have sonething |ike a corynebacterium
species that is very different froma Klebsiella
species, say, in terns of clinical significance,
and whet her you m ght want to consider having
different benchmarks for different clinica
significance as the nunbers of organisns that have
questionable clinical significance are likely to
overwhel mthose that are really significant, and
those are the ones you really want to prevent, |ike
the gram negati ves.

DR WLLIAMS: | agree. Again, | think
there is a balance to be reached between working up
those that are clinically significant and those
whi ch, while maybe not clinically significant, do
represent sone breach in procedure, and that has
value in the workup itself, but clearly, you need
to reach an approach that is realistic and
f easi bl e.

As far as the 0.2 percent, Jay may wish to
comment further since this is part of the European

standard. Fromny approach, | think it is felt to
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144
be a standard that can be reached and reasonably
approxi mated by a statistical approach. |If you get
too nmuch nore anbitious than that, you sinply can't
get there with a sanpling approach.

I guess one final coment is that
statistical approaches in sanpling really don't
cone under consideration if you are doing universa
cul turing because clearly, then you have the
results, 0.2 is the standard and optinmally, you
woul d want to stay within that.

DR. EPSTEIN. First, let me just reiterate
that the nunber was based on a literature review of
current practices in conpetent centers, but also
| et ne enmphasize that if you set a standard of 0.2,
a center would need to achi eve sonething | ower than
that in order to be able to repeatedly produce a
statistical assessment showing it was no greater.

So, it, in fact, inplies a nore stringent
actual perfornmance.

DR. KUNERT: If | mght ask a point of
clarification. Are you going to be discussing
|ater as far as when, at what time, either during
storage or at out-date, that the products are going
to be sanpled, because | had a comment on that, as

well, and | can wait on it if that is going to be
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di scussed |l ater.

DR. WLLIAMS: | think it will be probably
addressed in sonme of the subsequent tal ks, but it
is not a specific decisional issue for the neeting.

The devices that are cleared for quality
control are cleared for as soon as 24 hours after
collection. dearly, if you are sinply doing
quality control, not using the product, the best
time to sanple it is probably after 48 hours or
ideally at out-date.

Basically, we are |ooking for harnony
bet ween what the | abeling permts and what woul d
suffice as a quality control program

DR. KUNERT: | was going to just make the
comrent, because it does relate to the statistica
met hodol ogy, | wanted to clarify, on the BACON
data, there was a reference in the Aubuchon paper
that was based on an abstract, and | just wanted to
clarify that those cases that were associated with
serious clinical sepsis were associated actually
not necessarily with long storage tines, | nean
they were associated at day 2, day 3, infrequently
day 4, overall, true, day 4 or day 5, but the ones
that caused the greatest clinical inpact were the

ones that actually grew very quickly.
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So, | would urge that there was a strategy
or an option was to | ook at culturing at rel ease,
that that would be preferable to those done at
out - date because you want to get as many units as
possi bl e because the incidence of these fatalities
and these very serious events are very, very | ow,
so it is inportant to get as many as possible at
the tinme of release, | think. That was ny third
commrent .

Thank you.

DR. FITZPATRICK: | amtrying to put this
in the perspective of how | nanage froma practica
standpoi nt when | see that | mght have a trend or
I have a couple positive units, | am noving toward
or above the 0.2 percent range.

| have data, but now | have to go back and
figure out the root cause in order to make an
intervention. So, now | have to fromwhat | have
heard, | amgoing to have to culture ny welds, | am
going to have to culture nmy arm preps, | am going
to have to |l ook at the training and nmethods used by
nmy phl ebotom sts and ny technol ogists in that.

I also have to |l ook at the nursing staff
and adm nistration. That also is going to take

time and effort and a | ot of work, and | am not
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sure that you are going to find a root cause to
i ntervene and make an inprovement on

The end outcone that we want here is to
try to reduce that 5 to 9 fatalities per year. |
amworried about the focus of the data collection
I think the data collection should be focused on an
attenpt to find the root cause of the problem and
am not sure we are doing that.

I don't have an answer for that, but |
think we need to ook at the work and effort
involved and is there a way to focus the data
collection on attenpting to identify the root cause
as to just confirning what we know, which is that
we have a problemwi th platelet contanination and
that there needs to be a way to intervene. That is
my concern overall.

The other question is if you | ook at
applying the QC effort to current practices, and if
you evaluate the fatalities that have occurred over
the past few years, one, have you | ooked at that,
and, two, do you think that there is an inpact that
woul d be nade on those fatalities by applying the
QC net hod?

DR WLLIAMS: | think it is a good point.

It woul d be an extensive undertaking to | ook at

file:///C|/Daily/1212bloo.txt (147 of 440) [12/24/02 11:43:55 AM]



file:///C|/Daily/1212bl0o.txt

10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

each of those cases in that context, so it is a
fair question, but, no, it hasn't been | ooked at
specifically.

DR. SIMON: WMaybe followi ng up on that,
asking that a different way, let us assune you did
this, every blood center in the country nmet this
requirenent, is it nore likely than not that the 5

to 9 fatalities would conti nue.

DR WLLIAMS: Well, | guess | would again

go back to the differing preval ence of

contam nati on between sites. | mean what is being
argued is there is a certain |low | evel of
contamination that you can't identify a cause, and
is constant, and you sinply need to culture to

identify those units.

I think where the quality control gets you

is where there are variations between preval ence of
contam nation between sites and there are extrinsic
factors, that you allow sone control over those
factors, so that you can identify them elimnate
them and reapproach that baseline |evel

DR NELSON: M guess is that if we had
data on all blood collection centers, that they
woul dn't be totally honbgeneous, that there m ght

be outliers, and that m ght be useful
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DR SIMON: Historically, the discovery of
this probl emcame fromwell-known academ c centers,
Johns Hopki ns, C evel and- -

DR. NELSON: W are probably an outlier

DR. SIMON:  Yes, which presumably had no
hi story of poor technique problens like this. It
appears to ne that this problemas it has appeared
around the country is not related to the kinds of
root causes that Dr. Fitzpatrick would be | ooking
for.

DR. KLEIN: Since we know that up to half
of these are actually fromthe donor, circulating
in the blood, are not going to be corrected by
correcting the armprep and probably not
effectively by diverting blood either

This is an approach that | believe we are
trying to take to do something, and | am not
against it. Wat we would really like is a rel ease
criterion. The nmore we culture, the nore that we
will elimnate because they are positive, but what
we are left with is an in-process test which is not
ideal, and | think we sinply have to recognize that
and nove on.

DR EPSTEIN: | think a distinction has to

be nade here. The proposal for a quality contro
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strategy is not a proposed nethod for elimnating
the residual risk. It is a strategy designed to
ensure that all centers are operating in conpliance
with current standard procedures.

VWhat we are reacting to is the finding
that if you start culturing, there have been
reports in the literature of as much as 2 and 3
percent positive cultures, and we think that if al
appropriate procedures are followed, that shouldn't
be happeni ng.

So, we are really not suggesting that this
is the cure for the current, you know, residua
rate of sepsis and fatality, but we want to at
| east assure that all centers are able to
denponstrate that they are operating to current
standards. So, they are separable issues is what |
amtrying to argue.

DR. NELSON. Thank you

Next, is Dr. Aubuchon, Experience with

Pl astic Tubi ng and Universal Bacterial Culturing.

E. Experience with Plastic Tubing and Uni versa

Bacterial Culturing
Janmes Aubuchon, M D.
DR. AUBUCHON: Thank you very much and

appreciate the opportunity to address the committee
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again on this subject. This is an area that we
have been involved with, with various research
proj ects over a nunber of years.

[Slide.]

Clearly, as you have heard this norning,
there are many uses for sterile connecting devices
in conjunction with platelet units, particularly
for QC sampling, to dock on filters in order to
| eukoreduce the unit, to pool either before
storage, as is done in Europe, or after storage, as
is done in this country, to sanple for bacterial
detection, and to renove an aliquot for transfusion
to a neonate, for exanple.

[Slide.]

Units can becone contam nated in a nunber
of ways and certainly the welding or the sterile
connections that are conducted on the unit is a
potential site for contam nation

[Slide.]

For those of you on the conmittee who have
not ever used one of these devices, let nme just
wal k you through briefly how they operate. This is
my attenpt to explain how it operates, and | don't
understand all the inner workings. Possibly

sonmeone from Terunp can give you the details.
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But the two pieces of tubing that are to
be wel ded are placed in a metal chuck adjacent to
each other. Beneath that chuck is a copper wafer.
It |ooks like just a piece of copper, but there is
actually an integrated circuit inside that piece of
copper.

Before the instrunment can be used, the
prior wafer has to be ejected, so you are using a
new waf er each time. The wafer then heats and cones
up and slices through by nelting the tubing. As
the two pieces of tubing have been nelted, seen
here fromon top, then, the chuck noves. The chuck
is actually in tw halves, and this part of the
chuck noves backwards, so it drags this piece of
tubing and aligns it with this piece of tubing.

The outcome then is a new piece of tubing
that is connected together in two pieces which are
di scarded. The weld then has to be opened by
squeezing it with your finger after you renove it
fromthe chuck.

[Slide.]

There is anot her device on the market by
Haermonetics. | have not used it, | amnot famliar
with howit works. | presune it is sonething

simlar, but | don't know the details of that.
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The devi ce which we have been using nost
widely in this country and our |aboratory has
experience with was initially marketed by duPont
and i s now marketed by Terunov.

[Slide.]

To show you sone pictures of howthis
wor ks, you see the two-piece chuck opened here with
the two pieces of tubing. Here is a platelet unit
wi th tubing com ng across the chuck, an aliquot bag
over here that we are going to weld sitting in the
other set of slots.

[Slide.]

First, the wafer fromthe previous weld is
ejected by noving this handle forward. Here, it is
com ng out. You renove that, and a new wafer
automatically conmes into position at that point
fromthe cartridge of wafers. The wafers are
desi gned to be used only once.

[Slide.]

The wafer then heats, comes up, cuts the
tubing. You see here that this part of the chuck
has noved backward, now aligning this platelet unit
tubing with the aliquot tubing and opening it up.
You see the two are now connect ed.

[Slide.]
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We becane interested in this several years
ago whil e doing some research in bacterial
contamnation. In the spirit of good nmanufacturing
practices, good |laboratory practices, we sought
information to validate that the sterile connecting
device did what it was supposed to do sterilely.

We did find one piece of information in
the literature using spore contanination. W
proceeded then to do sone testing with sone rea
life stressors, and | will also coment on the
Eur opean study that was nentioned in conparing the
various culture results.

[Slide.]

VWhat we found in the literature was
presented at the American Society of M crobiol ogy
in 1983, and it took a fair anmount of hunting to
find this. Wat these investigators did was to
contam nate a segnent of tubing with spores of
Bacillus circulans and then connect that piece of
tubing with another segment of tubing that had been
filled with trypticase soy broth.

The wel d was opened and the broth was
all owed to cover the area of the weld, and it was
mai ntai ned at 35 degrees for four days and then

cultured in order to see if any of the spores had
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gotten into the interior of the tubing.

They conducted 758 wel ds on 17 different
instruments and all of these experinments showed the
contents of the tubing after welding to be sterile.

[Slide.]

We conducted a study in three different
phases. | should note that the study was not
funded by the sponsor. W did this in our own
| aboratory just to show that the technique did
i ndeed wor k.

In the first phase, we used a
| eukocyt e-reduced single donor platelet product
aliquotted 4 m each into 64 small bags. In the
second phase, we used trypticase soy broth
aliquotted at 5 mM into 80 small bags.

These bags were then joined with other
enpty bags after having di pped the tubing for both
hal ves of the welding sides in a |liquid suspension
of either Staph epi, Flavobacterium odoratum or E
coli, and note that the concentration of bacteria
in this aqueous suspension was 40,000 to 3 million
bacteria per m. This wasn't just a snmall anount
of contami nation, this was heavy contam nation

A total of 10 mM between the two bags was

then created. The weld was opened and the contents
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156
were noved back and forth several times in an
attenpt to pick up any bacteria that may have
gotten into the weld. A culture was conducted
i medi ately and al so after seven days.

[Slide.]

The tubing itself was not always dry as
the manuf acturer woul d expect the instrument to be
used. In sone cases, the tubing was allowed to be
wet and in other cases the contam nation was
all owed to dry before the dock was conducted

In sone cases, the tubing was filled with
the trypticase soy broth or the platelet unit, in
other cases it was enpty, so we had nultiple
combi nati ons of approaches here in these different
phases.

[Slide.]

In the third phase of the study, we used a
trypticase soy broth bag that we docked
repetitively to a series of enpty bags, 100 tines
in all using | believe 10 different initial bags
here.

Each time we docked on another small bag,
we were | engthening this tubing and the broth was
nmovi ng t hrough successive weld sites in order to

again stress the systemand to pick up any
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contaminati on that nay have occurred

Here, we used the Staph epi or
ent erobacter solution of bacteriumat 100,000 again
to 3 mllion per mM as the contam nant and using
either wet or dry tubing. So, we felt that this
was really a stress of the system far beyond what
woul d be seen in normal practice.

[Slide.]

The results are shown here. In the first
phase, we performed 64 welds, 63 of themwere
eval uable. W found that we had actually
cont am nated one of the bags with a different
organism This organismdid not cone fromthe
wel d, so we had 63 units that could be eval uat ed.
Al were sterile.

In Phase 2 of the trypticase soy broth
two of the welds were inconplete. That is, when we
took it took out of the chuck and went to open it,
we could clearly see that the weld was defective
and was not conplete. That is not surprising when
you are trying to weld wet tubing. It doesn't
al ways melt and reseal properly.

So, of the 78 eval uable, conplete welds,
all 78 were sterile. In Phase 3 with the multiple

| engt heni ng of the tubing, trypticase soy broth,
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all 100 wel ds were conpl ete, eval uable, and were
sterile.

So, we had a total of 241 eval uabl e wel ds
inall were sterile.

[Slide.]

What does this really mean in terns of
safety? W woul d have | oved to have done 10, 000
wel ds, but ny techs were about ready to hang ne
after doi ng 240.

Looking at this statistically, with 241
negative welds, we can say that this inplies that
the rate of positivity is not greater than 0.004,
or if you conbine these 241 observations with the
758 published previously, it means that the rate of
the weld not being sterile is not greater than 1 in
1,000. So, we are able to docunment then that the
rate, if you have a successful weld, the rate of
contam nati on does not exceed 1 in 1,000.

[Slide.]

Just to tell you sone experience about how
frequently welds may not be conmplete, | pulled data
fromthe first 10 nmonths in our Transfusion Service
of this year. W perforned 5,636 welds. Each one
of these is docunented by unit nunber and

docunented that the tech has | ooked to see that the
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wel d is indeed conpl ete and not | eaking.

There were 4 failures in those 5,600 wel ds
or about 1 failure every 1,400 welds, so this has
not occurred very frequently, but it does occur
of ten enough that we do indeed need to look at it,
as the FDA guideline indicates that we shoul d.

In a Belgian study we will be talking
about in a mnute, they noted that the failure rate
of welds was about 1 in 3,000, so it is not a
common problemand it is inportant then to | ook at
the weld carefully when you go to open it and to
check for | eaks.

[Slide.]

Now, we have been using this welding
techni que in many ways, but certainly as part of
our ongoi ng study of using bacterial culturing
routinely on all of our units of platelets.

We use apheresis products at our center
and on day 2 we performa sterile weld with a snall
al i quot bag and nmove some of the platelet unit into
this bag, which is then renoved by heat sealing and
entered by syringe and needle, transferring 5 n
into an aerobic culture bottle of the bacT/ALERT
system and placed in the bacT/ALERT cabi net.

The units are available for release at any
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time that they are needed for transfusion unless or
until we receive a report fromthe m crobiol ogy

| aboratory that indicates that there is sonething
growing in that unit, and then obviously we
quarantine it.

[Slide.]

In the first three years of doing this, we
are now at about 3 1/2 years, but in the first
three years we cultured al nost 4,000 units in this
manner. W found 23 that were initially positive,
14 coul d not be confirmed on repeat culture, and 5,
we didn't have anything retained to culture. That
was early on in the protocol

It is inportant to note that all of these
whi ch we believe are fal se positive occurred
shortly after a new tech | earned the procedure and
began doing it.

[Slide.]

This procedure in our |aboratory is
performed in the open Transfusion Service
| aboratory by all techs in rotation, and there
clearly is a training curve even beyond initially
showi ng that the technol ogi st knows what needs to
be done, and you can see the falling rate of false

positivity over tine.
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Dr. Mark Brecher at the University of
North Carolina has been using this technique in his
| aboratory since |ate February of this year. He is
performing it nore in a research setting using a
bi ol ogi cal safety cabinet that is a |amnar flow
hood, and he tells nme that in at |east 2,000 units
that he cultured, he did not have any false
posi tives.

So, it would appear that if you take
additional efforts to prevent contanination at the
time of inoculating the individual bottles, you may
reduce the false positive rate.

We did have four confirmed positives in
the first three years or a rate of positivity at
about 1 in 1,000, or in this era of lowviral risk
where we are expressing risk now as occurrences per
mllion, I would just note that that is 1,000 per
mllion while we are tal king about H V and HCV ri sk
where we use fractions per nillion, both a nuch
| arger risk.

[Slide.]

Now, how did we actually determ ne that
some of these were false positives rather than true
positives? This was done through repeat culture of

the unit or a retained aliquot fromthat unit. So,
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of the 23 units that have initial growth, we did
have something that we could reculture in 18 of
t hose.

In 14 of those 18 recultures, the units
had no growth on repeat culture. Four units, we
were able to detect the sane organi sma second
time, and we assune those were the true positives
while we called the other 14 fal se positives. One
could argue with the attribution, but we feel this
i s approximately correct.

It is inportant to note also that the time
to a positive culture being reported was very
di fferent between these two groups.

If we could find the sane organi sm again
in that unit or an aliquot fromthat unit, the
initial report was received by our laboratory in
under 14 hours, where in those cases that we fee
were fal se positive, where we could not identify
the organismon repeat culture fromthat same unit,
Wwe were receiving a report at greater than 24 hours
and often greater than 30 hours.

So, that would inply again that we are
dealing with very different situations
bi ol ogi cal | y.

[Slide.]
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Wiere is this false positive contam nation
comng fron? W feel it is nmost likely coming from
either taking the sample fromthe snmall aliquot bag
by needle or placing the 5 m actually in the
culture bottle. O course, this is despite
cl eansing the septum before placing the needle
through it.

Again, if this were done in a |aninar flow
hood, we mi ght reduce the probability of this
happeni ng.

[Slide.]

Now, it was mentioned earlier that there
is areport fromthe |ate 1990s, from Europe,
suggesting that welding potentially caused
bacterial contami nation. 1In this study, they
| ooked at 1,100 buffy coat pools, which were
created from 6, 100 wel ds of individual units.

They found 15 positive cultures fromthose
pool ed 1,100 buffy coat pools, and they went back
to the individual units that were involved in each
one of those pools and cultured them

In 10 of those 15 occurrences, they
identified the sane organismin one of the units,
and they concluded that in those 10 circunstances,

the pool was indeed contam nated, they have a
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contaminated unit as part of the pool

On 5 occasions, they were not able to grow
the organi smon recul turing each one of the
i ndividual units. Now, where could those 5 cone
fron? It is an inmportant nunber because that is 1
in 1,200, and this is approxinmately the sane rate
of positivity that we are seeing overall, and are
we indeed contaminating as frequently as we are
detecting true positives.

Well, | would question where these 5
i nci dences of growth canme from They could have
cone froma contam nated wel d as these authors
contend. It could also have come froma
contam nated culture, a possibility they did not
consider. It could be that on repeat culture of
the bag when they went back to the initial units,
they may have ni ssed the organi sm

[Slide.]

You night say, well, that is not I|ikely,
but let me share a case with you that occurred
several nmonths ago in our |aboratory. W cultured
a unit on day 2, as we usually did, and in 9 hours,
we had reported to us growh in that bottle. The
short time to detection inplied to us that this was

a true positive
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However, we went back to the sane unit,
which was still in inventory the next day, and on
day 3, we cultured it again, and that culture
remai ned sterile out to a week after begi nning the
culture. So, we were not able to find any organi sm
on growing it and culturing it again on day 3.

This rai sed a question, was this day 2
culture then a false positive. W cultured the
unit again on day 6 and we got growh, and
inmportantly, we found the identical organism It
was a Staph epi which happened to have an unusua
antibiotic sensitivity pattern, therefore, we were
confortable in identifying the two organi sms found
at day 2 and day 6 were indeed the sane organi sm

So, with the European study not finding an
organi smon going back to the bags, it may have
been that they just missed it, and they didn't
happen to take the right milliliters that happened
to have the bacterium present.

[Slide.]

I think it is nore inportant that we and
the authors of this paper focus on the 10 pools
that had contami nation that were noted. One out of
110 transfusions that woul d otherw se have been

given were cultured positive and contam nated with
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bacteria. That is a very high nunber that even
exceeds the statistical rate that Dr. WIIliams was
ment i oni ng previously.

[Slide.]

So, is it safer to weld in culture, which
| feel is the question that is being proposed here.

The current standard in the U S. is not to
do any welding to do any culturing because we don't
routinely do cultures. Only a few centers are
begi nning that or considering it.

So, if you were to transfuse, for exanple,
a mllion units of platelets or perfornmng a
mllion platelet transfusions, 1,000 units of those
mllion would carry al ong bacterial contam nation
That is the current state of practice in the United
St at es today.

If culturing were performed with perfect
wel ds, with welds that never contam nated either
the culture or contaminated the unit, and if that
culturing were 90 percent sensitive, which I fee
culturing is probably greater than 90 percent
sensitive, but even if you only assune 90 percent
sensitivity, the million units with 1,000 of them
bei ng contani nated, the contam nati on woul d be

detected in 900 of them and 100 units only would
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be transfused with the contam nating bacteri a.

In order for the sterile connecting
process to decrease safety, if we were to go ahead
and weld and culture, the sterile connecting
process woul d have to cause contam nation at a rate
of 900 per mllion or 1 in 1,100, and we al ready
have data that shows that the rate of contam nation
in welding, even in very stressful circunstances,
is less than 1 in 1,000.

[Slide.]

So, | think the answer to the question is
yes, it is safer to weld and culture than not to
weld at all, and | will not quote Shakespeare.

[Slide.]

So, there are several alternatives that |
think could be considered in approaching this
problem The European practice is to pool, what
they use usually is buffy coat platelets, but to
pool the platelets on day 1 to | eukoreduce them at
that time by attaching a filter, and to draw a
culture at that point, and to put the units into
i nventory.

[Slide.]

Anot her approach would be to culture on

day 1 or day 2, sonetine after an initial period to
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all ow the small inoculumto grow up to be
detectable. W are now tal ki ng about the comon
Ameri can practice of using individual platelet
units fromwhole blood units, thinking of 6 units
that would be transfused to a patient, we would
have to aliquot 6 individual units and create 6

i ndi vidual cultures, and to store those units

i ndi vi dual |y because the FDA does not allow us to
pool and then store the units for a prol onged
period of tine.

This woul d be very expensive, because the
culturing cost would be multiplied by 6 and you
woul d have to keep those 6 units together to nake
sure that they were going to the sane poo
ultimately, | would think, as well.

Anot her approach would be to take aliquots
from6 units and put themin one culture and then
store them as separate units, another possibility.

In any of these cases, you are going to be
taking a substantial volume fromthe individua
pl atel et concentrate units. |f one needs to take a
volume to culture, it needs to be an appropriate
volume to detect the bacteria, so we are probably
| ooking at, at least 2 m, if not 5 nl from each

one of the bags. These bags are, in general, about
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50 mM, so that is 10 percent reduction in efficacy
of the platelet transfusions.

O course, you could performthese
cultures using sterile connecting devices or have a
pre-attached sanpling bag on a platelet pooling
bag, and nost bl ood bankers |I think in this country
woul d be very happy to be able to pool and then
store.

It woul d take the pooling out of the hands
of the hospital, allowit to be conducted in a
st andar di zed fashion, matching essentially the
Eur opean practice, but possibly the idea of using
an additional pre-attached sanpling bag m ght be
anot her approach that manufacturers might want to
consi der.

[Slide.]

So, in ny way of |ooking at the world, |
think this problemindeed warrants intervention
although it is relatively infrequent, say, 1 in
1,000, it really is too infrequent to be
appropriately addressed by a statistical quality
control approach.

It is certainly large enough to warrant us
doi ng sonething about it, and | believe that

bacterial detection can be acconplished with an
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170
overall reduction of the risk of platelet
transf usi on.

Thank you very nuch.

DR NELSON: Thanks, Dr. Aubuchon

Toby.

DR SIMON: | assune with the culture on
day 2, so that is at 48 hours, is that right? You
can assume the day of draw day zero?

DR AUBUCHON: The day of draw is day
zero. W usually culture md-norning, so | would
say that the shortest time period is probably about
40 hours, and sone units may be out to 50 hours by
that point.

DR. SIMON: | wanted to just nake sure
understand the data. It is still true that you
have a higher rate of false positives than you do
true positives, and those units woul d be
interdicted in your system and not transfused.

DR AUBUCHON: That is correct.

DR. SIMON:  And you al so have instances
where you exam ne the welds and find themto be
defective, and those units would not be transfused.

DR. AUBUCHON: | don't know if you saw the
techni que that we use at our institution where we

clamp off the tubing, and we do not release the
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clanps on either side of the new weld until we
docunent that the weld is a good wel d.

DR SIMON: Ckay. So, if the weld is
defective, you do not |ose the units.

DR AUBUCHON: That is correct. You sea
it off and do another weld.

DR SIMON: So, you just have to have a
good exam nation procedure. Have you cal cul ated
the loss to the country in units fromthe fal se
positivity? It would be greater than the ones we
are interdicting for true positivity, right?

DR AUBUCHON: Yes. The predictive val ue
of a positive is not very high because we do have a
nunber of false positives. W are running now a
false positive rate of about 1 in 500, and the true
positive rate of about 1 in 1, 000.

DR. SIMON: So, for every true positive,
you woul d have two--

DR. AUBUCHON: | have two fal se positives,
that is correct.

DR SIMON:  Thank you

DR FI TZPATRICK: Testing for pre-rel ease
is, of course, what we want to do, and that is what
you are doing. The question | have is, has anybody

| ooked at the inpact on the whole of the inventory
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in the country on wastage if we are hol ding
products until the third or fourth day to
transfuse?

DR. AUBUCHON: Certainly, the longer that
you hold the platelet before distributing it to the
hospital, the shorter its useful life span and the
potential increases for outdating, that is
certainly true.

| believe that nost facilities are not
| abeling until sonetime |late on day 1 anyway
because it takes that long to get the nucleic acid
testing results.

So, with the current approach as approved
by the FDA for use of the bacT/ALERT or the Pall
BDS, where 24 hours after collection has to el apse
before drawing the sanple, that could probably be
obt ai ned wi thout any delay to preclude rel ease.

Now, a unit could be rel eased before a
result was obtained in the Pall BDS system 30 hours
| ater or certainly would have to occur before the
final culture was reported out five or seven days
|ater fromthe nicrobiology | aboratory as being
negati ve.

Bl ood centers devel op systens for

notifying hospitals quickly in case of NAT
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positivity in Phase | of the NAT IND clinica
trial, and that is the comon practice in Europe,
as well, where as soon as a positive is found, the
hospital is contacted.

It doesn't happen very often obviously
even at a false positive rate of 1 in 500, so it is
not |like the blood center is going to be calling up
two dozen hospitals every day to recall units of
pl atelets, but a retrieval mechani sm probably would
have to be instituted in order to allow platelets
to be distributed at the normal tine in order to
prevent an increase in the outdating.

O course, if we are able to convince the
agency of the wi sdom of culturing and then
extending the storage period to seven days,
sonmet hing this conmittee considered at a previous
meeting, then, if we were to use one of those two
addi ti onal days by holding the unit in the bl ood
center until we got the final result, it would
simplify the systemw t hout causing an increase in
outdating. Sorry to editorialize.

DR. CHAMBERLAND: In the Merten's paper
| ooki ng at their nethodol ogy, they apparently used
bot h new and reused wel ding wafers, which is a

di fference conpared to the nethodol ogy that you
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used.

Now, this was published in 1997, so nmaybe
over time these wafers, it has been determ ned that
they shoul d be single use, and they indicated that
of the 15 contam nated pools, six were rmade with
new and nine were made with reused wel di ng wafers,
and this was not a statistically significant
di fference.

I am qui ckly skimm ng, but they don't
indicate in the five contaminated units if a reused
waf er was used for those five units, and | was
curious as to your thoughts about the role that
reuse of wafers might potentially have played here.

DR. AUBUCHON: | don't have any data
directly addressing that. | certainly do know t hat
reuse of wafers is not according to nanufacturers
directions, and the manufacturer has al ways
stipulated that the wafers are to be used once and
once only.

There are other blood centers outside the
United States that do use them nore than once.

They clean themand reload the little cartridge
packs, but that does not neet the manufacturers’
requirenents.

DR. NELSON: A brief comment because we
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are way behi nd.

DR. KUNERT: Ckay. WMatt Kunert, CDC

You had sone data here that wasn't in your
excel l ent paper. | guess you went for two years
and didn't have a true positive, and then in the
third year, had four positives. | wondered if
there was a difference between the organisns in the
true positives and the fal se positives.

My other question is | didn't quite get
whet her all of these were stopped from being
transfused or whether any were transfused, and if
there were, sort of what the results were

DR. AUBUCHON: All of the true positives
are Staph epis. The first true positive unit was
actually a split unit, which happened to be
positive in the 25th nonth, right after the end of
the second year.

| believe we have had two instances in
whi ch units have had the culture turn positive
after the time of transfusion. One of those
occurred very early on when we had not retained any
aliquots for later culture, and that pronpted us to
do exactly that, so we could resolve the question

In that case, the patient was cultured

ext ensi vely, nothing was ever grown fromthe
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176
patient's bloodstream and the patient had no il
effects. On that basis, we concluded that it was a
fal se positive

The second occasion, we did have an
aliquot. W recultured it and it was negative. W
did culture the patient, as well, and as you woul d
expect, the patient did not have any blood culture
positivity.

DR KUNERT: M final question is, of the
four, the Staph epi cases when you did root cause
anal ysis, did you have any revel ati ons?

DR AUBUCHON: No, we did not because we
do keep track of our phlebotom sts. W collect
al most all of our own platelets, and we do keep
track of our phlebotom sts' techni que, and
periodically audit that, and we had not seen any
deviation fromthe way that they were preparing the
arns. We were using tincture of iodine and al coho
actually on the skin at that time in any case, and,
of course, the welds were all conplete and good
wel ds, and we had the docunentation for that.

So, | would agree with the comment before,
that doing a root cause analysis is not likely to
identify the source of the probl em

DR VAUGHN: Evi se Vaughn [ ph].
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Just one question. Seeing as the
direction is to nove towards testing for bacteria,
is it not possible to use the pre-donation sanpling
bag to take the sanple and grow fromthat instead
of at the later stage?

DR AUBUCHON: You certainly could. The
difficulty is that there could be sone
concentration of the bacteria as the conponent is
made. In addition, there is no guarantee that any
particular aliquot is going to have the bacteria in
it, and that is the reason, of course, that we wait
for two days or at |east one day to allow the
culture to grow up to a point where we can take a
small aliquot and culture it reliably.

I would be a little concerned about only
culturing the small diversion segnent. W would
probably get many nore positives and probably woul d
end up throwi ng out sone platelet units that we
didn't need to throw out because the platelet unit
itself was not contani nated

Certainly, it appears that the rate of
positivity is much higher in those diversion bags
than in the culturing of the final product.

If we are going to culture it as a rel ease

criterion, | would rather actually culture what is
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bei ng held and then going to be transfused.

The next speaker is Tracy Manl ove from
Teruno Cor porati on.

We are running very far behind. | notice
you have got quite a few slides. | wonder if you
could do it in 15 m nutes?

M5. MANLOVE: | will do my best.

F. Data Presentation
Ms. Tracy Manl ove

M5. MANLOVE: | guess | would like to
begi n by saying good afternoon since we have
reached that point in the day and thank the FDA for
the invitation and the opportunity to discuss this
very inportant topic.

| do have a nunber of slides, but Dr.
Aubuchon has provided a great introductory to this,
so we may be able to speed through quite a | ot of
t hem

[Slide.]

I am Tracy Manl ove and | am speaki ng on
behal f of Terunp Medical Corporation. W are the
manuf acturer of the sterile tubing wel ders.

[Slide.]

I would like to begin by review ng sone of

the terminol ogy that we have been using. The
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sterile tubing welders, STW, are also known and
commonly referred to in the literature as SCDs or
sterile tubing connection devices, and they are al
referring to the sane pieces of equipnent.

The outline of my discussion was to go
over a brief background and history, the cleared
uses of the devices, and then to review the
description of operation, weld integrity
i nspections, and general considerations in nmaking
wel ds, the device release testing criteria, sone
supporting data, which is | think what we are
really interested in, and then to sunmarize, as
wel | .

[Slide.]

The sterile tubing welders were originally

devel oped by the duPont Conpany in the early
1980's. The device was conceived to join two
pi eces of polyvinyl chloride tubing while

mai ntai ning the sterile fluid pathway.

[Slide.]

The original SCD device was devel oped for
use in the dialysis patients that were on hone
conti nuous anbul atory peritoneal dialysis or CAPD.

In the traditional CAPD procedure, the

patient was required to aseptically connect an
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indwel ling catheter to a bag of dialysis solution,
and they had to do this four or five times daily.
This contributed to an increased incidence of
peritonitis in this patient popul ation

Wth the advent of the SCD, the risk of
contam nati on was elim nated.

[Slide.]

Presently, the device product line
consists of three devices - the SCD312, the TSCD
and the SCD | I B.

[Slide.]

The SCD312 that you saw pictures in Dr.
Aubuchon's [ ab and the TSCD are utilized in the
bl ood bank and transfusion nedicine industries.

[Slide.]

Wiile the SCD IIBis utilized in the
bi ot echnol ogy industry. Applications include cel
culturing, fernentation systens, and bioreactors.

[Slide.]

The sterile tubing welders have been in
use in these industries for over 15 years, and al
devices within the product |ine function under the
same principle of operation which Dr. Aubuchon has
al ready described, and I will, as well, alittle

bit later in the presentation
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The field application differences of the
devices are only due to the size of the tubing that
t he devi ce can accommpdat e.

[Slide.]

Quickly, there are eight cleared uses for
the sterile tubing welders, which are published in
the FDA gui dance, which | have referenced here
Thi s gui dance was originally published in 1994 and
was recently updated and rei ssued in Novenber of
2000.

Uses include adding a new or smaller
needl e to a bl ood collection set, uses in conponent
preparations, such as adding a third storage
container to a platel et pheresis harness and
connecting additive solutions to red bl ood cells,
of special interest to today's conversation, the
pooling of blood products, and | have included the
verbi age in your handout that is directly fromthe
gui dance docunent.

[Slide.]

Al so, to prepare aliquots for pediatric
use and divided units, and this is particularly
important in mnimzing donor exposure in the
pedi atric popul ation, as well as maintaining bl ood

i nventori es.
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O her uses and then, finally, with the
renoval of samples from bl ood product containers
for testing, such as QC testing, and as we have
been di scussing, is currently done is Europe to
renove a sanple for the bacterial culture, and as
is currently done in the U S., to obtain platelet
counts for the split apheresis products that Dr.
Wl lians had nentioned and others earlier.

[Slide.]

Dr. Aubuchon already briefly described the

device operation, but | would like to reiterate and

enphasi ze what we feel, as the manufacturer, are
some inportant operational points. So, | have

i ncluded sone diagrans, as well. They wll
hopeful ly assist in the visualization of the

process.

It is a unique thermal process where the

PVC tubings are set parallel to each other in what
we refer to as holders, and Dr. Aubuchon referred
to as chucks.

The wel der wafer here, as he nentioned,
a copper wafer and it is positioned in a
per pendi cul ar plane to the tubing. The wafer is
heated to a tenperature of approximately 500

degrees Fahrenheit.
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[Slide.]

When this tenperature is achieved, the
wafer is then raised and crosses the plane of the
tubing. As it does this, the tubing is nelted.

The wafer remains stationary with the nelted ends
of the tubing adhering to the wafer.

[Slide.]

Then, also, as Dr. Aubuchon nentioned, the
hol ders undergo sone novenent, so that the left
hand tubing is noved to the rear and put into
alignment with the right hand tubing, so these are
the two pieces of tubing that we are connecting.

[Slide.]

When they are directly opposite each
other, the wafer is then |owered. As the wafer
recedes, the nelted tubing is fused together and
forma weld that has nmaintained the internal tubing
sterility.

Once this cools, because it was heated to
500 degrees Fahrenheit, after the cooling process,
the wel ded tubing can be renoved fromthe device
and handl ed.

[Slide.]

This is a very critical step in the

process because it is as this point that the
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184
operator nust conduct an inspection of the weld
integrity.

Each wel d nust be visually inspected.
Thi s can be acconplished by once the tubing is
renoved fromthe device, rotation of the wel ded
tubing in a 360 degree fashion and visually
i nspecting the weld.

If the weld is acceptable, it will appear
as in Diagram A, where you can see that the two
pi eces of tubing have fused together and are in
alignment. If it is unacceptable, it will be
visual ly recogni zed as what appears in View B
where you can see that there is a gap in the
al i gnment of the two tubing pieces.

Al so, during this visual inspection, if
any | eaky wel ds are detected, they should be
treated as air contam nated and handl ed
accordingly, so that their out-date should change
or that there should be a discontinuation of
processing of those units.

[Slide.]

As we have di scussed previously, the weld
integrity inspection is so critical that it is
noted in both the FDA Guidance for Industry, and

here are the specific wordings fromthat document,
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185
as well as the AABB's 21st edition of their
st andar ds.

Agai n, two standards addressing the need
for conpl eteness of the weld and appropriate
actions to take if the weld is not intact.

[Slide.]

Once the operator verifies the weld
integrity, the weld is opened, as Dr Aubuchon
said, by sinply rolling the tubing between your
thunb and forefingers and the weld will open

[Slide.]

This is a picture of an open and
acceptable weld. Right here is the welded site.
These were two separate pieces of tubing prior to
the weld. You can see at the connection site that
they are perfectly aligned and there are no
| eakages.

[Slide.]

I would like to discuss fromthe
manuf acturer's vi ewpoint and from an operator's
vi ewpoi nt sone general considerations when nmaking a
wel d.

It is an autonmated process once the tubing
is placed in and the new wafer is advanced, and we

are going to talk alittle bit |later about the
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reuse of wafers and the single use, and hopefully
wi |l answer the question that the comittee posed.

This entire process occurs in
approxi mately 30 seconds once the tubing is placed
and the Start button is initiated.

[Slide.]

A new wafer is used for each weld
connection and this has always been the policy in
the United States. Again, a picture of the
cartridge of wafers and just for scale
representation, an individual wafer in a hand.

[Slide.]

The sterility of the conponent and the
systemis maintained by key features of the wel der.

Nunber 1 is that the heated wafer kills
any bacteria or spores encountered on the outside
of the tubing, and I will show you sone studies to

substantiate this claim

Nunber 2 is that the nelted tubing adheres

to the wafer and fornms a seal which prevents any
at nospheric contanination fromentering the system
[Slide.]
Sterile tubing wel ders are sem -aut omat ed
devices with built-in checks to nonitor the proper

wel der function and user operation. These include
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clamp interl ocks, wafer checks, audible alarnms, and
i ndi cator | anps.

When there is a problem detected by the
devi ce, an audible alarm occurs and indicates the
process failure to the operator.

[Slide.]

Preparing a good weld is
oper at or - dependent in a nunber of areas. The
devices are intended for use by trained individuals
in settings, such as bl ood banks, hospitals, and
| aboratories, but the devices are easy to use and
the operating instructions are very straightforward
and sinple.

[Slide.]

One of the operator-dependent instruction
in areas is, as we described with the operation, is
that the tubing clanps begin in an aligned
position, but at the end of the welding cycle,
there is a different positioning of the tubing
clanps, so in order to initiate the welding
process, the operator nust take an action to return
that to an aligned position

The operator nust al so verify proper
pl acement of the tubing. It is indicated on each

of the devices on the deck of the devices where the
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188
dry tubing goes, which would be such as to the
| eukoreduction filter, or the wet product, such as
woul d be coming fromthe bl ood conponent.

This is dictated by the nmanufacturer
through testing that we have done to denonstrate
that this proper positioning verifies sufficient
weld strength to guarantee the integrity of the
weld. Only PVC tubing should be utilized.

[Slide.]

O her considerations the operator nust
take into consideration is that the tubing |l ength
nmust extend beyond the tubing holders. The tubing
must be properly seated. You can imagine if you
are trying to align two things, if you don't have
them on the same plane, it is never going to
happen, and that the clanp covers play an integra
role in keeping that alignnment, and that they nust
be properly |l ocked into place before beginning the
wel di ng process.

Again, there are audible alarns that wll
alert the operator if this has not occurred.

[Slide.]

Hopeful ly, getting to the question here.
Failure to advance a new wafer prevents the weld

cycle. Again, an audible alarmand/or a visual
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189
indicator will alert the operator to this.

The wafers are single use only and reuse
of wafers is in direct opposition to the operating
instructions, and voids any and all device
warranties.

[Slide.]

In 1993, there was an abstract presented
at the AABB by Hawker and others fromthe UK, where
they conducted a study with repeatedly used wafers.
What they were able to denponstrate was that the
waf ers becane contaninated with the solidified PVC
fromthe tubing. The welds denpbnstrated | ow
tensile strength, and we will talk about what that
means | ater on

The contami nation resulted in nmsalignnent
of the welded tubing and ultimtely, they had weld
porosity, and that is to say that they had | eaky
wel ds.

[Slide.]

O her things that the operator needs to
consi der when they are making the weld to ensure
the integrity is to not touch the clanps, not open
the clanps, and to not pull on the tubing. These
are all inportant in maintaining the integrity of

t he wel d.
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Wth each of the devices, we do have bag
supports that are provided to help el evate and
support the bags, so that everything can renain on
t he same pl ane and nove freely.

[Slide.]

I n speaki ng about the devices, they are
manuf actured, as | said earlier, by Teruno Medica
Corporation. W are an |SO 9001 facility | ocated
in El kton, Maryl and.

Each device that is manufactured there is
subj ected to what we consider as rigorous rel ease
criteria, and this includes 10 dry to dry welds
bei ng made on every device, and 20 wet to dry
wel ds.

[Slide.]

Al of these welds, 30 welds in total,
must nmeet the following criteria. Tensile strength
or the force that can be exerted on the weld before
it will break nmust be denonstrated to be equal to
or greater than 15.3 pounds for wet to dry welds
and greater than or equal to 15.9 pounds for dry to
dry wel ds.

The minimumtensile strength of any of
those 30 wel ds nmust be denonstrated to be above or

equal to 11.2 pounds.
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Al of those welds nust be aligned and
easy to open, and they are subjected to an air
pressure |l eak test with pounds per square inch of
conpressed air.

These five criteria conbined assure the
weld strength and the integrity of every weld nmade
on that device before it is rel eased.

[Slide.]

Turning to sone data that supports the
sterile connection abilities of the devices,
would like to I ook at our 510(k) subm ssions. This
is the reference here to the subm ssions.

The performance testing that was supplied
in these subm ssions included sterility testing and
weld strength testing, as well as four other tests
that denonstrated acceptable test paraneters, and
that is on file with the device applications, but
won't be discussed in this presentation as it is
not relevant to the discussion

[Slide.]

For the TSCD, the study design for the
sterility testing is what | believe Dr. Aubuchon
model ed his test off of, so we are going to discuss
a couple of tests, and they are all very simlar in

desi gn.
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In this case, the exterior of the tubing
was coated with Bacillus subtilis. This was chosen
because these spores denonstrate a high resistance
to dry heat. There were 1,215 total welds prepared;
405 were test welds with the coated tubing.

But then there were two additional welds,
that is, 810 welds that were nade to each of these
test welds, and that was to dock on the bag with
the growmh nedia on one side of the weld and a
transfer bag on the other side of the weld, and
then the fluid traversed the weld site.

There were three devices tested. There
were multiple manufacturers tubing enconpassed,
both dry to dry and wet to dry welds were utilized,
and when wet tubing was used, it was filled with 5
percent human serum al bumi n.

[Slide.]

The concl usion of this study denonstrated
that there was no growth in any of the 405 cultures
after 14 days and that the interior tubing
sterility of both the dry to dry and the wet to dry
conbi nations was not conprom sed by the wel ding
process.

There was positive growh exhibited in the

control tubing which verified the viability of the
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organi sm chosen for the test system

[Slide.]

The SCD312 underwent simlar sterility
studies. In this case, the exterior of the tubing
was coated with either Bacillus circul ans spores or
Staph epiderm dis, so again a heat resistant spore
and a commonly found skin contam nant that might be
found in a real-life application of this device.

Si x hundred wel ds were nade with the B
circulans tubing, 50 with the Staph epi, and 6
devices were utilized.

The conclusion in this test was al so that
the interior tubing sterility of the welds was not
comprom sed by the wel di ng process.

[Slide.]

Al so published in an article by Nichol as
in the American Biotechnol ogy Laboratory in July
and August of 1987, is a study entitled, "A Sterile
Connection Device for Cell Culture and Fernmentation
Systens. "

In this study, N cholas had two aspects to
the study. She |ooked at sterility studies, as
wel | as airborne contam nation studies.

The | engths of tubing were sterilized by

et hyl ene oxi de gas prior to any wel ding or
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mani pul ation. Then, the tubing exteriors were
coated again with the B. circulans. A

m crobi ol ogi cal growth medi um was present in the
tubing, this was the nedium and there was al so a
bacterial growh indicator. 758 welds were made

[Slide.]

At the conclusion of the sterility
studies, it was ascertained that there was no
m crobi ol ogi cal growth after 96 hours in the test
system while the control tubing exhibited growth
at 48 hours.

They nmade the conclusion that under the
correct operating procedures, all welds were shown
to be sterile.

[Slide.]

As | nentioned, they also | ooked at the
ai rborne contam nation studies. So, they designed
this study simlarly to the previous protoco
descri bed except that they did not coat the tubing
with spores at this point. They placed the device
into a sport-|laden atnobsphere with an average spore
density of 260 spores per liter of air, and they
performed 114 wel ds.

At the conclusion, they found that all of

these 114 welds were sterile and the sterility of
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the system was nmi nt ai ned.

[Slide.]

So, the N chol as study does offer us sone
practical evidence that the inpact a sterile tubing
wel der can have in a fernentation of cell culture
| ab. When the study was published in 1987, the
sterile tubing wel der had been inplenmented in their
| aboratory and at that tine they had perforned 400
wel ds and 5, 000 connections were made with no | oss
due to system contam nation

Prior to the inplenentation of the device,
they were | osing approximately 10 percent of the
runs due to contamination

[Slide.]

They al so did greater than 1,500
connections to bioreactor systems, and they did not
have to abort any runs because of the contam nation
when using the device. Again, prior to
i npl ement ati on of the device, they were |osing
approxi mately 10 percent due to contam nation

[Slide.]

I think I can go through this w thout
anything. | think Dr. Aubuchon has provided us a
very good overview of his study. The only point

that | would like to nake is, as | said, the tubing
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is still coated with organi sns and as he had
alluded to, in a very, very high concentration, it
is a very, very vigorous test for the device to be
chal | enged with.

[Slide.]

Agai n, as he had described, he did three
phases of the study, passing the liquid across the
wel d, incubated at roomtenperature, and showed

that all cultures were sterile at the end of the

time.

[Slide.]

I would Iike to enphasize, as Dr. Aubuchon
did, as well, that they had two i nconpl ete and

| eaky wel ds, but they were doing sone innovative
procedures there where they were | eaving the tubing
wet and naking wel ds to provide an additiona

stress and chall enge to the system

So, it would be interesting to know if
that wasn't done, if any of those two inconplete or
| eaky wel ds woul d have occurred.

Hi s concl usions, as he already descri bed,
but again to enphasize, the fact that he is
advocating visual inspection is in agreenent with
the manufacturer's instructions, the FDA, and AABB

gui dance docunents.
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[Slide.]

At the AABB in 2001, we presented a study
that we had done at Terunp Medi cal Corporation,
mysel f and some associ ates had | ooked at the weld
quality with various tubing conbinations from
mul ti pl e manuf acturers.

W utilized two TSCD s and two SCD312's
We were |ooking at wet to dry welds, and we made a
total of 320 wel ds.

[Slide.]

VWhat we saw i s summarized here. This is
for the TSCD. Again, these were the tubing
conbi nations that we were | ooking at, the wet
tubing noted first, followed by the dry tubing, the
average tensile strength release criteria, which
mentioned earlier, and the mninumtensile
strength, and you can see that all the values are
wel | above both of those mininmal requirenments, and
we had no air pressure | eaks.

[Slide.]

The results for the SCD312 are very
conparable. Again, no air pressure |eaks, no |eaky
wel ds.

[Slide.]

So, the overall results of our study show
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that all the welds were aligned, there were no

| eaks. The weld strength exceeded the m ni num
strength requirenents, and we achi eved acceptabl e
weld integrity with each of our 320 wel ds.

[Slide.]

Recently, Teruno Medi cal Corporation has
undertaken another internal study where we are
| ooki ng at an expanded nunber of tubing types and
manuf acturers in conjunction with sterile tubing
devi ce.

Again, we are looking at two TSCD s, two
SCD312's. Here, we |looked at dry to dry and wet to
dry welds, and a total of 2,400 wel ds were nade.

[Slide.]

Here are the tubing conbinations as
expressed only as dry to dry or wet to dry, but you
can see again the average tensile strength is well
above the mininunms, and the nminimumtensile
strength for the dry to dry welds, the mininumthat
we encountered was a weld strength of 15.3 pounds,
and for the wet to dry, a mininumof 11.7. This is
out of 1,200 welds. Again, no air pressure |eaks
in 2,400 wel ds.

DR. NELSON. | wonder if you could

sunmmari ze because we are way behind and we need to
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have tinme for the questions for the coommittee. |If
we don't do this, we are not going to have tine.

MS. MANLOVE: Absolutely. Ckay.

[Slide.]

This is just a graphical representation
again to see that everything is well above the
m ni mum which is denonstrated by the red line.

[Slide.]

So, we feel that these two studies show
that the sterile tubing welders consistently
prepared wel ds that exceeded the minimumtensile
strength regardl ess of the manufacturers type and
conbi nati on of tubing used.

[Slide.]

I wanted to briefly show you sone data
fromour QA Departnment. They are responsible for
tracking and trending our Quality Assurance

Depart nent.

Si nce January of 2000, these reports have

descri bed unacceptabl e wel ds, which are m saligned,

| eaky, or hard to open welds occurring at a rate of

3 for every 200,000 wel ds or 0.0015 percent. This
nunber is derived based upon these reports as the
nunmer ator and the nunber of wafer sales in that

same tinme period as the denoni nator
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The | ow i nci dence of unacceptabl e wel ds,
we believe further supports the performance and
reliability of the device

[Slide.]

Dr. Aubuchon has discussed the Merten's
paper. | think the only thing that we fee
i ncunbent upon us to conment is that there were two
bl at ant aut hor recogni zed areas where they were not
in conpliance with the nanufacturer's instructions.

They were reusing wafers and, as
mentioned earlier in the discussion, the Hawker
group was able to accurately identify what that did
to welds. Despite the visualization of the one
| eaky wel d that they saw, they continued utilizing
that unit in the pooling and storage process. CQur
gui dance docunents in the U S. would not have
permitted that.

DR. NELSON: | wonder if you could just
concl ude or sunmarize

M5. MANLOVE: Summary.

DR. NELSON:. There, you are. Ckay.

[Slide.]

So, in summary, | would like to rem nd the
conmmittee that the Terunp sterile tubing welders

have been in use for over 15 years. |In that tine
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peri od, there has been no reports of transfusion
reactions or contam nated units.

The rigorous sterility testing studies
that | have put forth here and that Dr. Aubuchon
has put forth approxi mate 3,000 wel ds that were
made that denonstrate consistency and reliability
of the devices and indicate that there were no
incidents of contamination in any of the successfu
wel ds.

W consider that these studies are
scientifically sound and controll ed studies, and
that they, coupled with the years of use and the
qual ity assurance data that | have presented, offer
confirmation of the ability of the sterile tubing
wel der to safely prepare the sterile welds for
products stored at roomtenperature

[Slide.]

Furthernmore, we feel that the use of the
sterile tubing welders to pool and store platelets
for greater than four hours, when conbined with a
bacterial detection system is appropriate.

W believe that the avail able data on the
sterility of the sterile connection device
procedure supports the use of this procedures to

coll ect the sanpl es under debate for bacteria
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detection fromin-date platel et products.

[Slide.]

We are confident that the sterile tubing
wel ders maintain the integrity of closed systens
when used according to the manufacturer's
instructions and in accordance with FDA and AABB
gui dance and st andards.

Thank you.

DR. NELSON. Thank you.

Questions?

Ckay. The next speaker is Dr. Steven

Wagner from Anerican Red Cross.

G Design of dinical Trials for O earance of

Devi ces I ntended for Screening of Platelet
Products Prior to Transfusion
St even Wagner, Ph.D.

Backgr ound

DR WVAGNER. H. M nane is Steve Wagner.

I amwi th the Anerican Red Cross. M stomach is
grumbling, so | amgoing to try to go as quickly as
I can.

[Slide.]

I amgoing to tal k today about bl ood
culture nmethods for screening platel et conponents.

| am going to provide a background for Jaro
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203
Vostal's talk on potential designs for clinica
trials for release of platelets as a function of
cul turing.

[Slide.]

Just a very quick comment. Sepsis is
probably the first recogni zed infectious di sease
risk of transfusion that has clearly been indicated
in the times around Wrld War |1. The frequency of
transf usi on-associ ated bacterial sepsis was greatly
reduced with the advent of closed systens for
collection and storage for blood and with the
dramatic inprovenents in safety realized by vira
testing, bacterial sepsis renmains as the nost
frequent infectious di sease adverse event in
transfusi on nmedi ci ne.

[Slide.]

We have seen these nunbers before.
don't really need to go over them | do want to
make a point in terns of fatalities that are
reported to the FDA, that between 1990 and 1998,
16. 7 percent--sonetines that is msquoted as 10
percent--of the reported fatalities to FDA were due
to sepsis.

[Slide.]

From t he BACON study, we know that in
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204
pl atel et conponents, sepsis or fatalities from
sepsis is measured in about 1 in 450,000 units. In
red cells, it is nmuch less infrequent because of
their cold storage, about 1 in 7,700,000 units, and
because of that, nost people are focusing on trying
to intervene with culturing platelets.

[Slide.]

In plasma, to nmy know edge, no observed
fatalities fromsepsis have yet been observed.

[Slide.]

There are two systens that have been
cleared by the FDA for screening of platelets for
bacterial contam nation. One uses a color change
or a rate of a color change in a pHsensitive disk
or sensor area, and it is presumably by
bacteri al - generated carbon di oxi de evol ution, and
the other, from another manufacturer, involves the
detection of a reduction of blood gas oxygen caused
by bi o- oxygen consunpti on.

[Slide.]

This is just a conparison of the two
systens that | alluded to. One systemis the
bacT/ ALERT. The cl eared conponent is for apheresis
platelets. It involves 4 Ml that is cultured in

aerobic bottle and 4 ml that is cultured in
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anaer obi ¢ bottl e.

The sanpling time that is permtted is
greater than 24 hours. This allows the bacteria to
grow to a |l evel where, when you take a sanple that
there is a nore likely event that bacteria will be
present.

The incubation time after inoculation into
the culture bottles should be greater than 24
hours. The nunber of evaluations of the culture is
conti nuous.

Anot her system that has been cleared, that
is marketed by Pall, has been cleared for both
| eukor educed random donor platelets, as well as
apheresis platelets. The volune required in the
pouch where the oxygen is sensed is 2 m, but in
actuality, it uses 6 to 7 m of a platelet
concentrate sinply because filling the tubing,
going through a filter requires sone vol une of
pl atel et s.

The sanpling time that is reconmended is
48 hours, but it is permtted for sanpling to occur
after 24 hours. The incubation time is recomended
to be 30 hours in this system but again is
permtted to be after 24 hours, and the nunber of

eval uations for a platel et conmponent is once.

file:///C|/Daily/1212bloo.txt (205 of 440) [12/24/02 11:43:56 AM]



file:///C|/Daily/1212bl0o.txt

10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

[Slide.]

Culture systems are quite sensitive and by
definition they are able to detect one viable
organismthat is capable of growmh if that sanple
is inoculated into a culture medium That
requirenent is dependent on, of course, first, the
initial bacterial load in the component.

Most people who work in this area believe
that the initial bacterial load is quite low. From
essentially one organismin an entire platel et
component to 10 organisnms per mi. The rate of
growth in the platel et conponent al so deterni nes
whet her you get a sanple in your syringe for
i noculation into a blood culture instrument and
al so the vol une of the sanple.

[Slide.]

For fast-growi ng organisms, it is pretty
clear that if you wait greater than 24 hours to
take your sanple and you wait | onger than 24 hours
to incubate your sanple, that you are going to have
a very, very high level of detection.

In the two studies cited here, one through
my |ab, which was, by the way, sponsored by O ganon
Techni ka, which is the manufacturer of one of the

devi ces, and al so through another |ab, which is an
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industrial lab in Ganbro BCT, it showed 100 percent
detection of fast-grow ng organi sns.

[Slide.]

But sl ow growi ng organi sns and | ow
bacterial |oads represent the nost stringent
conditions for evaluating culture conditions. In
these sorts of systens, Staph epidermidis is
probably the most frequently inplicated
sl og-growi ng organi sns identified in clinical cases
of transfusion-associ ated sepsi s.

[Slide.]

From our | aboratory, we were able to show
if you sanple inmediately after culture, using a
very low inoculum a tenth of an organismper m,
you don't detect anything, and after around 24
hours, you can detect around 67 or so percent of
the cultures as culture positive.

If you are |l ess stringent and inocul ate
with 1 organismper m or 10 organisnms per m, the
67 percent detection actually goes up to 100
percent detection. |If you wait |onger than 24
hours and sanple at 48 hours, you essentially
det ect everyt hing.

[Slide.]

So, how | arge should the sanpl e vol unes

file:///C|/Daily/1212bloo.txt (207 of 440) [12/24/02 11:43:56 AM]

207



file:///C|/Daily/1212bl0o.txt

10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

be? The answer depends on when you sanple. |f you
sampl e at day zero or an early time, before 24
hours, it turns out that the | arger the sanple

vol unme, the better the frequency of detection

If you wait for one or two days before you
take a sanple, and during that tinme, of course, the
bacteria will be proliferating in the platelets
components, we were able to find that both a half a
m sample, as well as a 2 m sanpl e yiel ded
i dentical frequencies of bacterial detection

[Slide.]

I also wanted to address a question of
whet her anaerobic culture really is needed. The
partial pressure of oxygen and pl atel et components
is between 40 and 100 ml of nercury.

There have been two cases where strict
anaer obes have been associated with clinical cases
of sepsis, and the two cases both invol ved
Clostridiumperfringens. 1In one case there was a
fatality, and in another case there was norbidity.
One case was in ared cell unit, another case from
a pooled platelet unit.

The ni crobi ol ogi cal textbooks indicate
that Cdostridia cover an entire range and the need

for anaerobicist, and many are not fastidi ous, so

file:///C|/Daily/1212bloo.txt (208 of 440) [12/24/02 11:43:56 AM]

208



file:///C|/Daily/1212bl0o.txt

10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

many of themyou would pick up in an aerobic
culture bottle anyway.

This conpares to nany scores nore bacteria
that have been inplicated in transfusion-associated
bacterial sepsis that have been able to grow up in
non- anaer obi ¢ condi ti ons.

[Slide.]

How long to incubate? In these very
stringent conditions, we found that the incubation
time was inversely related to the tinme when you
initially sanpled, so if you waited a day for
sampling, it could take you a little bit over a day
for detection with this sanple volunme and with 2
m, that didn't change. If you wait 48 hours, it
takes about a half a day.

[Slide.]

There has been sone tal k about 100 percent
QC of platelet conponents. This would be done on
day 1 or 2 sanpling, and after sanpling, sonetine
soon after sanpling, the platelets would be
rel eased.

There woul d be adequate pl atel et
availability through the week as I ong as the
shi pping was | ess than one day and in npbst cases,

we can get our platelets to hospitals within a day,
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but it does require a failsafe, real-tine
communi cati on between the bl ood collection center
and t he hospital

Thi s has been done before as has been
i ndi cated or mentioned for NAT testing. Wat are
the ram fications when a contamni nated product is
infused, that is later to be determined to be
cul ture-positive?

I really can't answer that question, but I
i magi ne that woul d be of great inportance to both
the bl ood providers, as well as the recipients.

[Slide.]

The inplications of using culture in terns
of platelet release are a bit different. M
anal ysis is that hospitals probably woul dn't
receive platelets until day 3 because it takes sone
shipping tine, there is some tinme until sanpling,
and there is sonme incubation tine.

Thi s has been studi ed by Chang Phang at
the American Red Cross. Assuming that all centers
do not collect on weekends, what that would nean is
that there would be no platelets avail able on
Thursdays. Wth no collection on a Friday, for
exanple, there was a | ong weekend, that would nmean

that there would be no platelets avail able on
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Wednesdays.

On a |l ong weekend with a Monday hol i day,
that would nean that there would be no platelets
avai l abl e on Fridays. So, | guess what | amtrying
to address is there are sone availability issues
involved with a culture rel ease nodel where the
hospitals don't get the platelets until day 3.

There conditions would require either
uni f orm weekend col |l ections, which is possible, but
quite a change for the blood providers, or an
extension of platelet storage tine.

[Slide.]

In terms of the extension of platelet
storage time, Jim Aubuchon hasn't presented his
data, but there is an abstract out indicating that
pl atel et properties and survival look initially
good after seven days of storage, the data are
encour agi ng.

An extension of storage m ght offset the
cost of testing by reducing the percentage of
out dated pl atel et conponents, so that is good for
the bl ood providers, but m crobiol ogi cal data needs
to be collected to support extension of the
pl atel et storage tinme with the introduction of a

particul ar bacterial test.

file:///C|/Daily/1212bloo.txt (211 of 440) [12/24/02 11:43:56 AM]

211



file:///C|/Daily/1212bl0o.txt

10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

[Slide.]

So, after introducing bacterial culture,
t he devel opnent of a seven-day pl atel et conponent
woul d be facilitated by denobnstrating that the
frequency of repeat culture-positive units is
simlar after five and seven days, and | think that
woul d probably formthe basis for determ ning
whet her a seven-day product is safe or not.

[Slide.]

In conclusion, bacterial culture is a
sensitive method for detecting bacteria in blood
conponents, aerobic cultures should detect a great
majority of clinically inportant organismns.

The choi ce of sanpling and incubation
times are an inportant determi nant of detection
frequency with sanpling and incubation tines chosen
for acceptable detection frequencies. A 100
percent QC culture rel ease notification node
shoul d be conpatible with adequate pl atel et
availability.

A quarantine rel ease nodel for bacteria
culture would require weekend platelet collection
or an extension of the platelet storage tinmne.

St udi es suggest that seven-day-old platelets

mai ntain their in vitro and in vivo properties and
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data need to be collected on the mcrobiologica

risk of storing platelets for five conmpared to

seven days follow ng the introduction of bacteria

cul ture

Thank you very much.

DR NELSON: Thanks very nuch.

Questions?

It seems |ike, as opposed to two days
after collection, one day after collection, the
problemis | guess you woul d have to have | onger

i ncubation times to nake up for the earlier

collection, so the time at which the platelets were

rel eased woul d not be shortened by earlier
cul turing.

DR WAGNER: That's right. | think the
reason for that is bacteria growin the culture
about as well as they do in the bottle, so you
still need the sane anount of tinme whether you
slice it one way or the other

DR. KLEIN: But in point of fact, the
agents that are the ones we were really nost
worried about are the ones that grow faster, so

clearly, what you did was the way to do the

experinment with those that grow nost slowy in the

| owest concentrations.
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Maybe we could calculate in terns of
reacti ons and deaths what the interdiction would be
if we sanpled, for exanple, at 24 hours and then
rel eased at 24 hours after culture.

DR. WAGNER: | agree. | think that is
worthy of study. | think that the bad actors are
the gram negatives that are fast growers

DR. ALLEN: Two questions. Let me ask the
first to you and perhaps Dr. Klein could comment
al so.

G ven the information avail able now, woul d
you recomrend the culture release notification
nmodel or a quarantine rel ease nodel, or do you
thi nk we need nore study?

DR WAGNER | amwth the Red Cross, so
am biased in this alittle bit. | believe that
logistically, right now, what we can handle is a
culture release nodel and | think that we woul d
need a | onger platelet storage tine greater than
five days to be able to handl e a quarantine rel ease
nmodel .

DR KLEIN. | would just comment that I
think you can nmake the culture rel ease nodel work.
It is not going to be perfect, but it is going to

be much better than what we have now wi t hout
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worryi ng about having a | ack of availability of
pl at el et s.

DR ALLEN: The second question. You
comented on the paucity of any data suggesting
that anaerobic bacteria, by and large, are a
significant problemin ternms of platelet
contam nati on.

Can you do an aerobic culture only, would
you recomrend that, or do you think you still need
to follow the reconmended nodel of the aerobic and
anaer obi ¢ bottles?

DR WAGNER:. M answer is | believe
anaerobic culture would detect the great mgjority,
a vast mpjority of clinically rel evant cases of
sepsi s.

However, in the product insert for the
bacT/ ALERT, it said it was reconmended that both
aer obi ¢ and anaerobic cultures be perforned.
wanted to bring this up because personally,

di sagree with that.

DR SIMON: | know the FDA has not put
before us the question of a culture rel ease nodel
for discussion, but | think you raise the issue
tangentially, but certainly the liability issue is

going to be on the minds of any bl ood center that
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adopts such a bottle or considers adoption of such
a model whereby they would rel ease the unit once
they have taken the culture and not wait at |east
for a 24-hour result.

The Bl ood Centers of Anerica are very risk
averse for obvious reasons. | think that could
result in a significant inpact on availability of
platelets for patients in need. So, | just bring
that up as sonething that is in the background.

DR. WAGNER: There are alternative ways of
|l ooking at it that are, as | think of it, shades of
gray where you took a sanple at 24 hours, kept it,
and did not send it out of your facility for 10 or
12 hours, but you are not really doing rel ease from
a quarantine and then let the units out.

That woul d interdict nost of the fast
growi ng organi sms and then the sl ow growers, you
woul d have to call on later.

So, | think that it is difficult to | ook
at sonmething as dynamic as culturing in kind of a
digital system It is nore of an anal ogue type of
system

DR NELSON: In order to have tine for
lunch, | wanted to have Dr. Vostal talk about a

proposed study design for eval uation
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H.  Proposed Study Design
Jaro Vostal, MD., Ph.D

DR VOSTAL: Thank you very nuch.

I will try to sprint to the finish and get
us to lunch before the I unchroom cl oses.

What | would like to start off with by
saying that this is our current thinking about
clinical trial design and we are really open to
suggesti ons and di scussi on about how this should be
desi gned.

Dr. Wagner has done a very nice
introduction for ne, so |l will actually be able to
skip some slides in the beginning.

[Slide.]

The issue of 100 percent QC of platelet
products was raised. W think that we still need a
clinical trial of automatic bacterial culture
devi ces or ABC devices even though there will be
100 percent QC of platelet products because the C
monitoring will not assure that products are
culture negative at the tinme of transfusion either
day 5 or day 7 because the devices have not been
validated for this issue.

So far no clinical data is avail able on

whet her a negative culture early in the storage
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1 period is predictive of a negative culture at day 5
2 or at day 7.

3 [Slide.]

4 So, the intended use of these devices is
5 to screen bacterial contam nated platel et products
6 prior to transfusion. The eval uation process that
7 we will be looking at will be |aboratory testing,
8 as Dr. Wagner covered, and we think we require a

9 clinical trial

10 [Slide.]

11 Now, if you do go through a clinical tria
12 or if the device goes through a clinical trial,

13 what ki nd of |abel can you put on your product if
14  you have been screened by a device such as that.
15 We think the appropriate | abel would be
16 bacterial culture negative for up to five days of
17 storage for five-day-old platelets or a bacteria
18 culture negative for up to seven days of storage,
19 and the asterisk here is this requires that the

20 storage nmust be under conditions validated to

21 adequately store platelets up to seven days

22 Actually, that is a separate issue fromthe

23 contami nation rate.

24 [Slide.]

25 In the laboratory testing of these
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devi ces, as has been al ready described, you spike
in bacteria at a certain concentration and you can
then follow the growth of bacteria in the platelet
product over the storage period.

Wth your device, you can sanple at
different time points and culture to get a result
either 24 or 48 hours later, and with this design,
you can al so determ ne the sensitivity at the point
of collection and CFUs per m at the tine of
sanpling. So, this would be a design of the
| aboratory type studies.

[Slide.]

Actually, this slide just briefly talks
about the different organisns that we recomend
that are tested during the | aboratory studies, and
these are described by Mark Brecher's paper in
Transfusion in 2001.

[Slide.]

The information you get fromlaboratory
studies is the approximate | evel of sensitivity and
this is a noving target. It is based on when you
sanple and it is based on the device.

We think for day 1 sanpling, sensitivity
shoul d be on the order of 10 to 100 CFU per mi.

The other things you get out of the | aboratory
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study is the optinal sanpling tine, the length that
you keep it in culture, and the optimal sanpling
vol une.

[Slide.]

So, noving on to the clinical trial, we
think that the trial should denonstrate that a
second culture taken at the end of the storage
period confirms the results obtained froma culture
taken early in the storage period.

So, a conparison study where you have a
culture early on in the culture, later in storage,
to see if the results agree. This is just a
graphi ¢ denonstration of what a study coul d | ook
Iike.

This would be an ideal study where you
actually take your sanple early on and then you
wait until the full length of the storage, right
now it would be day 5, and then take your second
sanple and see if you get agreenent.

The reason it is ideal is because this
woul d be a high-risk day for platel et
contamination. The problemwth the study is you
actually have to wait to out-date and you | ose the
ability to transfuse these platel et products, which

is probably not good for the clinical comunity.
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[Slide.]

This just runs through the ideal study.
Basically, you collect your first sanple tinme point
at a time point that is identified by |aboratory
studi es and which has the optinmal chance of
assuring that the product is culture negative at
day 5.

The second culture is collected at
out-date. The prinmary endpoint of these studies
woul d be agreement between the first and second
culture, and we can discuss the |evel of confidence
that we want for this type of agreenent.

As | nentioned, the design is not
practical because you | ose someone's transfusion
products, however, this design could be nodified to
| ook at platelets that are going to be outdated
anyway.

Let's say if you screen all of your
platelets with the first culture, and then only
culture the platelets that are going to be outdated
at day 5, and even you could hold those up to day
7, so you could do a study like that if you only
| ooked at the outdated platel et products.

[Slide.]

Anot her way to do this would be to
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actually transfuse the products during the study,
and you can transfuse themup to day 5, and collect
your second culture at the point of transfusion

Because the risk would be with | onger
storage, it would be better to have sort of a
waiting of the data towards the |ater end of the
storage, so we have suggested here that day 5 nakes
at least 25 percent of the total sanples, but at
least in this type of design, you would be able to
transfuse your products, which would nake it | ot
more cost effective than the other study.

[Slide.]

W are calling this a realistic study.
You have the confirmatory sanmple at a tine point
day 2 to day 5, and day 5 sanples should represent
a high percentage of the collected data. Again,
you are | ooking for agreement between the first and
the second cul ture.

Now, as has been pointed out, if you could
extend the storage out to 7 days, you would
actual |y have an added benefit fromthese
transfusion products, so you could actually offset
the cost of doing these studies.

So, we are considering that such a study

woul d be possible, and we think it should al so be
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designed in a simlar way that you have a first
sampl e early on and then the second sanple woul d be
at the point of transfusion, just like it was in
the day 5 study, and then you would do this at day
6 and day 7, as well.

Si nce these products are the ones that
have the highest risks, since that was the reason,
bacterial contanination was the reason they were
taken off the market, we would like to see a high
percentage of the second culture be done on day 6
and day 7 platelets.

[Slide.]

Now, how to get around the question of
transfusing these products at day 6 and day 7,
since they are at high risk for bacteria
contami nati on, we thought that maybe it could be
screened by yet a third culture of a third
bacterial detection nethod, for exanple, after day
5, could transfuse products if a bacterial
detection screen is done before transfusion, just
to nmake sure that you don't have a highly
contaminated unit that you are going to transfuse
because you second culture done on this product
woul d come back 24 hours |ater.

So, it is screened by bacterial culture,
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then sanpled at day 5. |If you decide to use a
culture as the third detection nmechanism if you
sanple at day 5, then, you can transfuse that if
it's negative by 24 hours.

If you use a non-culture detection method,
such as Gramstain or dipstick or something el se
that is less sensitive, but nay be appropriate for
units that would be highly contaminated with the
bacteria, you could transfuse as soon as these
tests come back negative

Again, the confirmatory second culture
needs to be taken at the point of transfusion for
conmparison with the first culture

[Slide.]

This is again a graphic denonstration, so
you woul d be taking your first sanple, your second
sample at the time of transfusion, and you woul d
guarantee the safety or you would attenpt to
guarantee the safety of these day 6 and day 7 units
by a bacterial screen either by culture nmethod or
by some ot her bacterial detection nethod.

[Slide.]

So, what would be the size of this
clinical study? Well, it is actually very difficult

to estimate this because it depends on the expected
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contamination rate of the platelet products.

W have heard several nunbers nentioned
today. It could be 1 in 1,000, 1in 2,000, 1 in
3,000, and also the size of the study depends on
the level of certainty that the first culture would
be predictive of a culture-negative platelet
product at the end of the storage. You can choose
your level of confort at 99, 95 percent or |ess.

[Slide.]

So, | have had sone help with ny
bi ostatistician coll eagues. They actually pointed
out that this should be nore in agreenent between
sensitivities, simlar sensitivities at the 99 or
95 or |ower |evel

If you choose this type of agreenent, you
woul d need to screen or at |east collect 300
contam nated units, and your expected contam nation
rate is 1 per 1,000, you have to screen about
300, 000 units.

If you decrease your agreenent level, this
nunber goes down, and we feel actually that
probably 95 percent agreenent woul d be appropriate,
so it may be somewhere in the order of screening
60, 000 units, but again this depends on what the

expected contam nation rate is.
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1 So, this is sort of a rough draft of a
2 clinical study proposal. W welconme any conments

3 or discussion that you woul d have.

4 Thank you

5 DR. NELSON: Thank you, Dr. Vostal

6 Questions, comments? It sounds like a big
7 st udy.

8 Yes, Mary.

9 DR. CHAMBERLAND: G ven the difficulty

10 that you alluded to, the ideal exanple of actually
11 being able to culture units that truly were on the
12 shel f for five days or seven days, would another

13 possi bl e variation be the day that they are

14 actually going to be transfused?

15 Let's say it's day 3 that they are

16 sel ected to be transfused, and you take the sanple,
17 could you just incubate, you know, naintain that

18 sanple out for a total of five or seven days and
19 then culture? You know, maintain the sanple at

20 simlar conditions to which the platelets are

21 nornal | y mai nt ai ned.

22 Obviously, there is big volume differences
23 and whet her that would preclude that as being a

24  valid approach, but | was just curious about that.

25 DR VOSTAL: That is an interesting
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suggestion. | guess the problemw th that would be
that the gromh of the bacteria may be different in
this new environnent that you put themin, you
know, the smaller volune, |ess gas perneability,
then what actually would be going on in the bag
itself. So, it might not represent the growth
curve that you would see in the actual product.

DR. FITZPATRICK: | think one of the goals
needs to be the earliest point of detection that
correlates to the five and seven day | evel of
contam nation, so if you sanple only at day 1 and
then at the point of transfusion, you mss a block
of time that may be inportant.

So, | think you would want to sanple at a
24-hour interval up until the point of transfusion,
so that you can deternmine if day 1 didn't work, and
didn't correlate, now you have got to repeat the
study and try it at day 2 or try it at day 3.

So, if you don't see a correlation between
day 1 and day 5 or day 7, you haven't collected the
data you need to deterni ne when that correlation
occurs. | just would support what Mary said.

I think if you worked with the
manuf acturers, while you couldn't find a perfect

way to collect an aliquot at the tine of
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transfusion, you could find a way to prepare a 10
m  pouch or a 15 ml pouch that approxi nmates the
conditions, that you could store until day 5 or day
7, that would help give you that information
wi t hout wasting the products.

DR. NELSON: You might also have to vary
the incubation tinmes based upon when the culture
was taken, so it is a bit of a conpl ex experinent,
but | can see that it would be useful

How solid do you think the 1 to 1,000
estimate is, because if that is way off, then, al
of a sudden you are tal ki ng about an astronomically
larger--1 mean if it is much lower than that, to
get the results mght be even nore of a probl em

Is that pretty solid, the 1 in 1,000, do
you t hi nk?

DR. VOSTAL: Actually, | don't that is

very solid. | mean nobody really knows what the
true contamination rate is. It will be pretty much
a guess.

DR SIMON: See if nmy interpretation is
correct, but fromwhat Dr. WIlians said, | gather
that if the industry wishes to exceed a quality
control standard and actually test all units, do a

culture on all units and use it as a rel ease

file:///C|/Daily/1212bloo.txt (228 of 440) [12/24/02 11:43:56 AM]



file:///C|/Daily/1212bl0o.txt

10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

criteria, either culture release or wait for the
results and rel ease, then, the practical imnpact of
your clinical trial would just to allow the conpany
to make a claim

We coul d al ready have actual culture of
all units before the clinical trial was done.

DR VOSTAL: Right. | guess it depends on
when you take your culture. |If you take your
culture early on, we are not really sure right now
whet her that culture will be predictive of what
wi Il happen at the end of storage. | mean that is
why we need the study.

If you take your QC like at day 3, and you
are willing to wait for the results, so you
transfuse at day 4, that probably would work, but |
think you would | ose three or four days of
transf usi on.

DR SIMON: You are saying that you are
dubi ous about the whol e concept of the 24-hour
culture as elimnating alnost all of this probl enf?

DR VOSTAL: Ch, you nean taking sanpling
at 24 hours. Well, | think as Steve pointed out,
the | onger you wait, the higher your sensitivity
gets because the bacteria grow to a higher |evel

So, | think it's a tradeoff. |[If you
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sanple early on, you mght mss sone, and the
question is how many do you mss and will that be a
risk.

DR. NELSON: From a practical standpoint,
five days is the limt now, but how many platelets
are actually rel eased, you know, one, two, three,
four days earlier than that?

Sonebody has those data, | guess, but
gi ven "never on Thursday" scenario that Dr. Wagner
presented, it seens a little bit conplicated.

Do you have a conmment ?

DR KUNERT: | just had a quick question
On your sanple sizes, was that assum ng the two
cultures or was that assunming three cultures
| engt hening out to day 7?

DR VOSTAL: It would be |ooking at the
two cultures. The third culture is actually just
to provide safety if you plan to transfuse the day
6 and day 7 product.

DR KUNERT: What data are there to
suggest that you wouldn't have cultured it out at,
say--1 amnot sure what the assunption is on the
second culture--but if it is day 3 or 4, that you
woul d then culture it on day 5?

Staph epi woul d be the biggest exanple,
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but | don't know even know wi th Staph epi that--I
mean you should be able to culture it at day 3 or
4, so is it the concern mainly fastidi ous organi sns
or is there any particular scenario you had in mnd
for that?

DR VOSTAL: | guess if you are saying
that if we culture at day 3, that should be
sufficient to cover day 4, 5, and 6, out day 7,
right?

DR KUNERT: As Dr. WAgner pointed out, it
depends on the tine of sanpling to the tine of
culture, but there could be sone point where there
shoul d be a level of confidence where you m ght not
need to culture at day 5 dependi ng on those
par anet er s

DR. VOSTAL: You have to optimze it, |
guess, because if you culture at day 3, are you
going to not transfuse day 1, 2, and 3 platelets,
or are you going to transfuse them or hold them

I think you have to play around with the
| ogistics of the study and |l ogistics in the bl ood
bank to try to optimze it.

DR NELSON: Yes.

DR SNYDER. Ed Snyder, New Haven

Do you have a sinilar approach that m ght

file:///C|/Daily/1212bloo.txt (231 of 440) [12/24/02 11:43:56 AM]

231



file:///C|/Daily/1212bl0o.txt

10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

232
be useful for random donor platelets? | nean that
coul d be used, but you would have to sanpl e each
bag. W use a four-unit pool, so that would be a
fair amount of sanpli ng.

I assume you wouldn't let us pool and
store the pool before release and testing at
various timnes.

DR. VOSTAL: Well, | think we are actually
havi ng di scussi ons about pooling upfront and
storing pools, however, we need nore data on that
interms of at least platelet efficacy and also in
terns of whether these devices can--you know, if
the gromh of bacteria in the pools is different
and whet her the devices can pick up that
contam nati on.

So, we woul d expect a separate study done
on the pools thensel ves.

DR STYLES: | was just going to suggest
that if you are going to undertake such a | arge
study, that you want to incorporate DNA-based
screening techniques within that study instead of
having to go back and repeat it with the advent of
PCR and all. | nean you are going to avoid the
whol e need to wait after culture if those

techni ques cone to fruition. Just a thought.
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DR. VOSTAL: | nean these studies are

to |l ook at culture devices and, you know,

the sensitivity and the tinme you have to wait to

get a readout, but if there is a screening nethod

that would be immediate, | think that would be a

| ot better.

got four
t he open
consi der

about 15

lunch is

we break

DR NELSON: Here is the dilenmma. W have
peopl e that wanted to make statenments in
public hearing and then we have to

the questions, and the lunchroom closes in

m nut es.
| propose that, of the three alternatives,
a higher priority at this time. Wy don't

now. Let's cone back at 2: 30.

DR. UNDERWOOD: Those people that are

speaking in the open public hearing after |unch,
you know my rule is five to seven mnutes. It is
now five and half each, so please be prepared.

Thank you.

[ Wher eupon, at 1:35 p.m, the proceedings

were recessed, to be resuned at 2:30 p.m]
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1 AFTERNOON PROCEEDI NGS

2

3 I. Open Public Hearing

4 DR UNDERWOCD: This is the open publ

5 hearing for the bacterial contam nation. As I

6 adnoni shed those speakers prior to lunch, if you
7 can nake your presentation as brief as possible.
8 We have four schedul ed speakers for th
9 open public hearing on bacterial contam nation
10 T.J. Smith from Medi-Flex Hospitals, Dr. Roger
11 Dodd, Kay Gregory, Dr. Bianco. Are those people
12 here in the roon?

13 Those that will not need to use the s
14 projector, if you can proceed and perhaps use th
15 m ke in the center aisle, please.

16 Kay R G egory

17 M5. GREGORY: My name is Kay Gregory.
18 this time | amrepresenting the Anerican

19 Association of Blood Banks.

20 The American Association of Bl ood Bank
21 (AABB) is the professional society for over 8,00
22 i ndi vi dual s involved in bl ood banki ng and

23 transfusi on medi ci ne and represents approxi mate
24 2,000 institutional nenbers, including blood

25 collection centers, hospital-based bl ood banks,
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transfusion services as they collect, process,
distribute, and transfuse bl ood and bl ood
conponents and hemat opoi etic stem cells.

Qur menbers are responsible for virtually
all of the blood collected and nore than 80 percent
of the blood transfused in this country. For over
50 years, the AABB's high priority has been to
mai ntai n and enhance the safety and availability of
the nation's bl ood supply.

The AABB believes that bacterial
contam nation of platelets is the nost significant
current infectious threat from bl ood transfusion
and appreci ates the opportunity to coment on this
i ssue. For decades, bacterial contanination has
been recogni zed as a significant risk associated
with roomtenperature storage of platelets. The
AABB believes the time has now conme to take action
on this issue.

As other infectious risks of transfusion
have been reduced, the magnitude and rel ative
i mportance of bacterial contam nation of platelets
has becone nore pronounced. Various innovative
strategi es have been and are being devel oped to
address this risk.

Al t hough no single nethod or strategy
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1 provi des a perfect solution, the AABB believes that
2 mul ti pl e approaches nay be appropriate for

3 consideration. Mthods to prevent and detect

4  bacterial contanmination in both apheresis and

5 pool ed pl atel ets nmade from whol e bl ood have been

6 i npl emented in other countries.

7 These net hods have undergone clinica

8 evaluation in this country, denobnstrating the

9 ability to detect some bacterially-contanm nated

10 units. The AABB notes that the FDA has recently
11 approved two cul ture-based bacterial detection

12 systens for quality control testing of

13 | eukocyt e-reduced pl atel ets.

14 At this critical juncture, the AABB sees a
15 val uabl e opportunity for cooperati on between the
16  transfusion nmedicine comunity and FDA.

17 The AABB reviews its voluntary Standards
18 for Blood Banks and Transfusion Services on a

19 pl anned basis. The next edition of these

20 St andards, the 22nd edition, has just been

21 publ i shed for public conment and proposes two

22 significant changes with regard to decreasing the
23 risk of bacterial infection for recipients of

24 pl at el et transfusions.

25 The first focuses on prevention of
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bacterial contam nation of the donated unit, and
i nvol ves changes to the skin preparation nethod.
Based on the data reviewed, AABB has recomended
that al cohol/tincture of iodine be the method of
choi ce, with chlorhexidi ne being acceptable for
i ndividuals who are allergic to iodine. On the
basis of the data reviewed, the Standards Committee
has concl uded that green soap is not acceptable for
skin preparation

The second change the AABB has proposed is
a draft standard requiring that facilities have
met hods to detect bacterial contam nation in all
pl atel et conponents. In light of the fact that no
single systemor nethod is effective in elimnating
the risk of bacterial contam nation in all
conmponents, the AABB has declined to be specific as
to the nmethod of bacterial detection required in
this proposed standard.

There are a nunber of |ogistical and
scientific issues to be resolved prior to
i npl ementation of any detection system but the
AABB believes it is critical to begin to address
these issues now. The AABB recogni zes that some
facilities nay opt to use a nethod that gives

i Mmedi ate results, while others nmay be able to
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adopt cul ture technol ogi es.

It is also relevant to note that this
proposed standard woul d require screening of al
pl atel et conponents. |If the goal is to reduce
infections in recipients, it is essential that al
pl atel et conponents be evaluated. A statistica
sanpl i ng approach runs the risk of not effectively
decreasing the rate of bacterial infection.

It is much nore feasible and practica
fromboth a |logistical and a product |oss
standpoi nt to perform bacterial detection,
especially using culture nmethods, on apheresis
platelets. However, the entire need for platel et
transfusion is not currently, nor will it be in the
foreseeabl e future, nmet by single donor apheresis
pl atel et s.

Whol e bl ood derived platelets are
necessary to ensure an adequate supply of
pl atel ets. The potential application of culture
met hods to detect bacterial contam nation in
apheresis platel ets cannot be allowed to render
pl atel ets from whol e bl ood an undesirabl e
conponent.

To this end, the AABB recogni zes that

detection techni ques such as Gramis or Wight's
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stain, or dipstick nonitoring may initially need to
be used for whol e bl ood derived platelets.

The AABB believes that the FDA can
facilitate bacterial detection of whole bl ood
derived platelets by reexanmining its current
t hi nki ng under which platelets pooled in either the
bl ood collection facility or the transfusing
facility, regardl ess of the use of sterile methods,
cannot be used beyond four hours after pooling.

The FDA's current thinking nakes the

culture of pooled platelets inmpossible. 1In the
interim alternative, albeit |ess ideal, nethods,
i ncluding microscopy with acridine orange, Wight's
or Ganmls stains, or dipstick nonitoring of glucose
and/or pH with appropriate thresholds are avail abl e
for use at the tinme pooled platelets are rel eased.

The FDA appears to have indicated that it
woul d require in vivo studies of platelet
ef fectiveness before considering extending the
storage of platelets pool ed using sterile methods
to five days, as is currently allowed for
non- pool ed product.

However, such in-vivo studies are
difficult to perform expensive, require the

enrol |l ment of |arge nunbers of patients from

file:///C|/Daily/1212bloo.txt (239 of 440) [12/24/02 11:43:56 AM]

239



file:///C|/Daily/1212bl0o.txt

10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

multiple institutions, and are difficult to analyze
due to multiple, unavoidable confounding factors.

In light of existing in vivo data from
Eur ope concerning the five-day storage of pool ed
pl atel ets derived by the buffy coat nethod and in
vitro data showing the simlarity between
platelet-rich plasnma derived platel ets and buffy
coat platelets, the AABB urges the FDA to exam ne
ways in which it could expedite approval of the
ext ended storage of a pooled platelet product.

The AABB urges the FDA to act quickly to
consi der what data will be required to extend
pl atel et storage to seven days, provided that an
accept abl e bacterial detection systemis used.

In light of the challenges and trenendous
opportunity for inproving the safety of the bl ood
supply through the inplenmentation of the bacteria
contam nati on nethods descri bed above, the AABB
requests the foll owi ng assistance from FDA:

1. Regulatory support towards
acconpl i shing AABB's current goal of requiring
bacterial detection and interdiction of
cont am nat ed products.

2. Regul atory support in devel oping

consensus on arm preparation solutions and

file:///C|/Daily/1212bloo.txt (240 of 440) [12/24/02 11:43:56 AM]

240



file:///C|/Daily/1212bl0o.txt

241
1 techni ques, with a specific enphasis on prohibiting
2 the use of green soap.
3 3. Discussion of data required to
4 i ncrease the storage tine for random pool ed
5 platelets with a particular focus on whether in
6 vitro data on platelet bacterial growh rates is
7 accept abl e.
8 4. Discussion of the data needed to
9 extend the out-date of platelets to seven days.
10 As has been the case relating to the
11 devel opment of new tests for energing infectious
12 di seases, the bl ood banki ng and transfusion
13 medi ci ne comunity and the FDA nust understand the
14 need to inplement |ess than perfect sol utions,
15 while we work to inprove the avail abl e net hodol ogy

16 and technol ogy, recogni zing that such increnental

17 steps will inprove the safety of the blood supply.
18 Thank you.

19 DR NELSON: Thanks very much.

20 Roger .

21 Roger Y. Dodd, Ph.D.

22 DR DODD: Thank you very much, Ken.

23 My nane is Roger Dodd. | amthe Executive

24 Director, Bionedical Safety at the Anerican Red

25 Cross. At the nonent | amrepresenting the
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Anerican Red Cross, which collects about half of
the bl ood components used for transfusion in the
United States.

One of our strategic priorities is: "To
provi de high quality, safe products.” The Anerican
Red Cross thanks the Food and Drug Administration
and the Bl ood Products Advisory Commttee for this
opportunity to address a topic of great imnportance
to platelet recipients in the United States. W
appl aud the FDA for its attention to the issue of
bacterial contanination of platelet conponents.

The Red Cross agrees with the AABB
statenent relating to the serious nature of
bacterial contam nation and recogni zes t hat
measur es shoul d be taken to reduce or elimnate the
occurrence of transfusion-rel ated sepsis.

We recogni ze that an i medi ate, single
solution is not currently avail abl e and acknow edge
that attention to aseptic practice and to
appropriate skin preparation continue to be a
critical foundation for maintenance of bacteria
safety.

We further agree that it is highly
desirable to inplenent neans to detect bacterially

contaminated platelet units and recogni ze that sone
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approach to diversion of the initial collection
vol ume may conpl ement such detection

We chal | enge researchers and nanufacturers
to develop rapid, highly sensitive tests that may
be used to assure their platelets are bacterially
safe; ideally, such methods could be used prior to
rel ease of products. In the neantine, we recognize
that FDA' s approval of two cul ture-based met hods
for platelet quality control is a step in the right
di rection.

The Red Cross is in the process of
determning the feasibility of inplenenting
procedures to assure quality control for bacteria
contam nati on of all apheresis platelets and will
di scuss with the FDA avail abl e options to assi st
hospital custoners in reducing the risk of
transfusi ng any conponents that fail to neet
bacterial QC requirenents.

In common with the AABB, the Red Cross is
concerned about the ability to conplete such QC on
random donor platelets w thout conpromsing their
availability and efficacy.

We hope that the FDAwill be willing to
consi der the concerns expressed by the AABB and

thus to assist the Red Cross in fulfilling its
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m ssi on.

Thank you for your attention.

DR. NELSON. Thank you

Cel so.

Cel so Bi anco, M D.

DR BIANCO. | am Cel so Bianco. | am
speaking for Anerica's Blood Centers.

America's Blood Centers (ABC) is a
nati onal network of |ocally-controlled,
not-for-profit community bl ood centers that provide
nearly half of the U S. blood supply from vol unt eer
donors.

Col l ectively, Anerica's Blood Centers
total blood collections exceeded 7 mllion
donations in 2001. ABC nenbers operate in 45
states and in Quebec, Canada, and serve nore than
hal f of the 6,000 hospitals in the U S

Menbers of America's Bl ood Centers thank
the FDA for the opportunity to participate in this
public di scussi on about the reduction of the
i nci dence of bacterial contanination of blood
conmponents. Bacterial contam nation is the second
cause of transfusion-related fatalities reported to
FDA, representing 10 percent of the cases with an

average of five reports a year
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Only henol ytic reactions due to errors
cause nore fatalities--an average of 18 a year and
hal f of the reported transfusion-associated
fatalities (Jong-Hoon Lee, MD., CBER, FDA
Sept enber 1999).

ABC nenbers al so agree that neasures to
reduce the incidence of bacterial contanination of
bl ood components shoul d be inplenmented. However,
they believe that a nunber of unresol ved issues
nmust be considered by this conmittee and by FDA
bef ore the agency issues any specific requirements.

Bacterial contami nation of blood
conmponents is a far nore conplex problemthan vira
contam nation. Substantial reduction of
transm ssion of HBV, HCV, and HIV by transfusion
has been achi eved by screeni ng assays that are
specific for each virus, as well s by donor
hi story questions and donor deferrals.

Viruses do not replicate during conponent
storage; what is in the donor is in the blood
sanpl e collected for testing and is in the bl ood
bag.

Bacteria, on the other hand, are
everywhere. There are thousands of species that

may contam nate bl ood products, and they replicate
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during storage. They nay be present in mnuscule
anounts in the donor's circul ation, they may
survive skin disinfection, and there are no
specific tests.

The sensitivity of disinfection and
detection systens varies according to the type of
bacterium Thus, while everyone agrees that
somet hi ng shoul d be done, there is no clear
agreenent about what shoul d be done.

The American Association of Bl ood Banks
St andards Conmittee is proposi ng new standards for
skin disinfection in the next edition of AABB's
Standards. The Standards Committee has al so
proposed the inplenentation of bacterial detection
systens (w thout specifying howthis should be
done) .

We all agree that disinfection of the
veni puncture site should be perforned using the
nmost effective nethod possible. Recent studies
suggest that tincture of iodine would be better
than current nethods.

A second approach to reducing the
i nci dence of bacterial contanination adopted in
sonme European countries, e.g., The Netherlands, is

attaching a diversion pouch to the collection bag.
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The first several m of collected blood are
diverted to the pouch and used for testing.

This prevents skin contam nants and the
skin plug often generated by penetration of the
needle fromentering the collection bag. These
di versi on pouches are available in sone apheresis
sets, but are not yet approved for whol e bl ood
coll ection systens.

Unfortunately, skin disinfection and
di versi on pouches only reduce skin and
envi ronment al contam nants. Several bacteria of
importance are in the donor's circulation and are
not affected by these nmeasures. Detection systens

appear, at first sight, to be the solution

In theory, bacterial culture and detection

of bacterial growmh could resolve the probl em of
bacterial contam nation of blood conponents, and
FDA has approved two such systens in recent nonths.
However, the approval is specific for quality
control, not for rel ease of blood conmponents as
free of bacterial contam nation.

Concerned about bacterial contam nation,
Eur opean bl ood agenci es have deci ded to adapt
clinical laboratory culture systens to their

operations. In The Netherlands, platelets from
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whol e bl ood are prepared by the buffy coat nethod,
pool ed, and a sanmple fromthe pool is placed in a
culture systemw th automated detection of
bacterial grow h.

After 24 hours, if the culture is
negative, the platelets are released to hospitals.
If gromh is observed in subsequent days, the
hospital and physicians are notified. This nethod
for the preparation of pools of platelets from
whol e bl ood is not approved in the U S

Hema- Quebec, our Canadi an nenber, has
i npl ement ed bacterial detection systens for
pl atel ets coll ected by apheresis and is studying
the adoption of the buffy coat method for
preparation of platelets fromwhol e bl ood.

Anong the 75 ABC nenber centers, 8 have
decided to inplement bacterial detection systens in
the near future. They plan to use he ones
currently approved for QC of apheresis platelets,
in away simlar to that used by the Dutch. These
systens are conpl ex and expensive; noreover, they
cannot be applied in a practical manner to
pl atel ets derived from whol e bl ood

Current FDA regul ations prevent us from

pre-pooling platelets fromwhole bl ood. Wen

file:///C|/Daily/1212bloo.txt (248 of 440) [12/24/02 11:43:56 AM]

248



file:///C|/Daily/1212bl0o.txt

10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

pool ed, they must be transfused within four hours,
even if the pooling is performed in a closed
system using sterile connecting devices.

For this reason, the inplenentation of
bacterial detection systens threatens the surviva
of platelets fromwhole blood. Menbers of this
conmittee should be aware that there aren't enough
pl atel ets coll ected by apheresis to supply the
needs of the U S. healthcare system

Last year, ABC nenbers distributed about
550, 000 pl atel ets by apheresis and 1.5 million
units of platelets derived fromwhole blood, and it
woul d take several years to reach sufficiency if we
were to convert entirely to platelets by apheresis.

In addition, nany hospitals are resistant
to the conversion, because of the substantial cost
differential between the two conponents.

Sone | ess cunbersone and | ess expensive
approaches have been proposed for the screeni ng of
random donor platelets for bacterial contam nation
One is the use of a reagent dipstick for pH and
gl ucose; a pH lower than 7 and/or a glucose |evel
of less than 250 ng/dl woul d be consi dered
i ndicators of bacterial contam nation

The sensitivity and specificity of
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250
dipsticks is not yet fully assessed. In the past,
some centers have screened platelets with a Gam
stain imredi ately before transfusion. However, we
know that these two methods are much | ess sensitive
than systens based on bacterial culture.

In our opinion, a nunber of practical
i ssues need to be dealt with before restrictive
standards or regul atory mandates are issued for
i nterventions designed to reduce the incidence of
bacterial contam nation.

The node of application of the systens
approved for quality control is still unclear for
us. What would be the corrective actions triggered
by the finding of an occasi onal conmponent wth
bacterial growh? W can think of personne
retraining and very little else. How should we
interpret these findings fromthe QC point of view?

Where shoul d bacterial detection be
performed? At the blood center where the
components are prepared, or at the hospital, closer
to the transfusion event? The requirenents for the
two approaches are quite different.

Detection at the collection facility
requires high sensitivity, and results obtained at

the tinme of release of the platelets (consider the
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five-day out-date) nay not be predictive of the
bacterial |oad at expiration. On the other hand,
there are no reliable systens for testing close to
the transfusi on event, when platelet concentrates
are pool ed.

One of the approved systens (Pall) focuses
mai nly on aerobes; the manufacturer of the other is
recomrendi ng cultures for aerobes and anaer obes
(Bi oMerieux). Are cultures for anaerobes
warrant ed, considering that platelets are stored in
gas permneabl e bags in an oxygen-contai ni ng
at nosphere?

Recogni zi ng that anaerobes are rare causes
of clinical bacterial contam nation, and sonetines
not detected in vitro until beyond the expiration
of the product, we do not think that use of
anaerobic media is a key initial part of this
initiative.

What inocul ation systens should we use to
prevent false positive results? Do we need to use
| ami nar flow hoods? How do we deal with fal se
positives?

The Pall BDS is an endpoi nt system
Speci mens are inocul ated 24 hours after collection

and the cultures read at least 24 hours later. In
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contrast, the BioMerieux bacT/ALERT is a conti nuous
system raising the question of when cultures
shoul d be consi dered negati ve.

Then the Bi oMeri eux systemis used and the
cultures continue to be foll owed after rel ease of
the platelets to a hospital, if subsequently
positive, what should physicians be told (since in
many cases the platelets will have been
transfused) ?

To what |evel should centers or contract
m crobi ol ogy services identify positives? |Is there
a need for performance of antim crobial
susceptibility assays? Probably yes.

Coul d cultures be inocul ated at the
collection facility and read at the hospital that
received the conponent? |f so, how woul d speci nens
be identified? What software nodifications are
needed to assure correl ati on between conponents and
culture results? 1In this case, how should reports
of positive results be handl ed?

How do we validate these systens? Wat
are the positive controls? How can we neasure the
ef ficacy of the detection procedures in |ight of
the | ow frequency of events?

Finally, should a recommendati on be nade
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for inplenenting these very expensive new
procedures, there should be a consistent nessage to
hospitals and insurers explaining that their
benefit far exceeds their cost.

Consi deri ng these and many ot her issues
that need to be reviewed, we respectfully request
that this commttee and FDA consider the follow ng:

Support collection facilities that
i mpl ement nethods to reduce the risk of bacteria
contami nati on by skin contam nants in blood and
bl ood components.

Facilitate the licensure of bacteri al
detection systens for conponent rel ease, allow ng
clainms such as "negative for bacteria at tine of
rel ease. "

Support collection facilities that decide
to inmplenent 100 percent Quality Control for their
apheresis platelets. Their experience will be
i nval uabl e for progress in this area. Regulatory
actions could have serious inhibitory effects and
del ay the inplenmentation of procedures that wll
certainly increase the safety of transfusion

Encour age the devel opnent of alternative
technol ogi es for bacterial detection that are |ess

| abori ous, |ess expensive, and can be applied at
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the hospital level, closer to the transfusion
event. This is essential for the survival of whole
bl ood derived platelets and for the fulfillment of
pati ent needs.

Speed the regul atory process for the
extension of the expiration date of platelets to
seven days if negative for contam nation

Al l ow pre-pooling of platelets fromwhole
bl ood usi ng approved steril e connecting devices,
based on the | ong and successful European
experience with buffy coat platelets.

We strongly believe that these actions
will encourage the inplenentation of neans to
reduce bacterial contam nation of platelets and
hence increase the availability of safer platelets
for transfusion. Wen we reach this stage of
devel opment, we will wel come FDA regul ati on

Thank you very nuch for the opportunity to
present our point of view.

DR. NELSON: Thanks, Cel so.

T.J. Smith?

M5. CROSBY: T.J. Smith has asked ne to
give the presentation

Cynt hi a Crosby

MS. CRCSBY: | am Cynthia Croshy.
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As we go forward, | amgoing to skip
through these slides really fast, but I want to
chal | enge the FDA Advisory Committee to understand
t he nodes and mechani sms of antinicrobial solutions
in choosing what | am hearing a plea fromyour Red
Cross, the ABC to adequately assess skin
preparation prior to the venipuncture.

[Slide.]

Under st andi ng antiseptic agents is very
easy and readily available in the texts that are
out there. | amwth Medi-Flex. W have been in
the business for 17 years of providing aseptic
tools to deliver antiseptic products to the donor
site.

Qur bread and butter is in the donor prep
mar ket outside the United States by them using
al cohol followed by tincture of iodine. Qur bread
and butter in the United States is blood cul ture
kits that provide al cohol followed by tincture of
i odi ne.

[Slide.]

Wiy is tincture of iodine superior to your
current AABB reconmendati on of povi done-i odi ne?
Povi done-iodine is conplex with an inert polyner

that nmust dry for the polyner, nmust dry for the
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i odi ne to deconplex, to have a kill node.

[Slide.]

Wth tincture of iodine, you have readily
available iodine. It is there in the position to
have an i medi ate effect prior to your
veni punct ure.

[Slide.]

We have had great demand fromthe bl ood
donation facilities for a chl orhexidine type based
product whether it be tincture or aqueous. W are
hearing that every day if this product has been
approved by the FDA to be used for bl ood donati on.

Ri ght now we have several facilities that
are runni ng validations. The National Bl ood
Authority in the UKis in the node right at this
time of inplenenting a
chl or hexi di ne/ al cohol /tincture for blood donation

Carl McDonal d presented at the
I nternational Bl ood Banki ng Conference in Canada
that stated that there was an equival ence to the
tincture of iodine two-step procedure, alcoho
foll owed by tincture of iodine.

In this, there was 2.76 |l og reduction with
tincture of iodine versus a 2.6 log reduction with

the chlorhexidine/tincture. Over 99 percent of the
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bacteria were killed at the tine of the
veni punct ure.

[Slide.]

What nakes chlorhexidine ideal is its
affinity to bind to the skin surface. |dea
anti septics should be broad spectrum they have to
be rapid.

[Slide.]

They have to be rapid because of one key
conponent, and that is conveni ence and conpliance
to protocol. As our staffing nurses are reduced,
our average age nurse is now 47 years old in our
facilities, and as phl ebotony teans are reduced,

compl i ance and conveni ence to protocol is

necessary.

Industry has met that denmand by conbini ng
products that will have a quick dry tine, a quick
kill.

[Slide.]

As of July 2000, there was an NDA approva
for a new chl orhexidine/tincture product, 2 percent
chl or hexi di ne and 70 percent isopropyl. It has
been denmanded fromthe health care worker or
clinician for the care of catheter insertion and

cat heter |ines.
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In 10 years, we have heard the data over
and over again in the 50 percent reduction to
catheter-rel ated bl oodstreaminfections. W see it
now in the studies that are followed in the data
that | gave you as a package that shows the 50
percent reduction by going to use a
chl orhexi dine/tincture prior to a vascul ar
pr ocedur e.

[Slide.]

Povi done-i odine i s your current prep.
It's a two-step procedure. Tincture of iodine and
CHD are far superior in the clinical and in the in
vitro data to povidone-iodine. Tincture of iodine
is atwo-step procedure. It is proposed for the
standards of bl ood banki ng and transfusion.

Two percent chl orhexi di ne based products
that are currently avail able, which only happens to
be one, is a one-step procedure. It is equivalent
to the two-step tincture of iodine. It is proposed
as an alternate prep

One thing | can state is that we see huge
conpliance to protocol in the hospital comunity.
New CDC gui del i nes for the prevention speaks
think, and | amgoing to go out on a linb here, to

your donation facilities, that is, educated and
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dedi cated resources are necessary to reduce your
cont am nati ons.

Maxi mal barriers and the understandi ng of
maxi mal barriers are necessary in reducing
contam nation, and 2 percent chlorhexidi ne-based
antiseptics are preferred, they are the preferred
antiseptic of choice by the CDC, and they have
superior efficacy conpared to povi done-i odi ne.

[Slide.]

Preventative neasures are the highest
quality in medical treatment and the nost cost
efficient. They are sinple. W just have to nmake
the decision to use those preventative neasures.

Thank you.

DR NELSON. Thank you very nuch.

Pal | Corporation also had a statement to
make, but they have decided to submit it for the
record rather than to read it or present it at the
meeting at this tine.

We are no longer in the open public
hear i ng.

Maybe we can go to the questions. John.

Questions for the Conmittee
DR LEE: | guess | will just read the

guestion one nore time regardi ng donor arm prep
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Do avail able scientific data support
preferential use of an isopropanol/tincture of
i odi ne procedure for preparation of the donor's
phl ebot oy site?

I guess | would just comrent that sone of
the comments we heard during open public hearing
session just nowdidn't really refer back to sone
of the material that | presented in the norning.

The fact that isopropanol/tincture of iodine is
proven to be superior in the donor setting seens a
bit of an overclaimin view of what | presented.

DR SIMON: Is it appropriate to start the
di scussion? | guess it is an interesting topic
because | have a long-standing interest init, and
actually, data that were not presented here, but
there was a study done, the United Bl ood Services
in 1993-94. It was only presented in abstract form
and it is referred to in the Goldman paper, and it
showed that tincture of iodine was superior in
eradi cating organisns fromthe skin.

| actually wote the AABB at that tine and
proposed that we nake the change then, and that
obviously did not occur. So, | think that there is
data and | think there is data in the blood culture

literature, as well, to indicate that | ooking
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strictly at data, it would appear that tincture of
iodine is superior to the povidone and that, in
addition, chlorhexidine is also superior.

Actual ly, we use chlorhexidine in our
| aboratory for our blood cultures, but when
questioned our mcrobiol ogist on why we nade that
choice instead of tincture of iodine, it was
because we have a lot of these cultures drawn by
non- dedi cat ed personnel, not personnel that we
control, intensive care, energency room nurses, and
so one-step procedure, which the chlorhexidine is,
is superior or we feel we get superior conpliance
and went with that instead.

I think there is data to support the
change as AABB plans. | nust say that | was
i mpressed with your presentation and | think from
the conmon sense point of view, one could well
rai se the question, does it really make a
difference in the donor setting where you have so
many ot her things going on, and you have sort of a
mul tifactorial situation.

But | would guess if we are this concerned
about this subject to be willing to nmove to sone of
these other steps that we are going to discuss, |

woul d think, as a first step, that we would want to
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have the nost effective renoval of organisnms from
the armto begin with when the unit is drawn.

I think that the tincture of iodine, as
AABB has proposed, with the chlorhexidine as the
backup for iodine-sensitive individual, that would
be the step to go, so | would support this.

I would put into that statenment, however,
that | don't think the plasma industry should be
required to go this direction because none of their
products are stored are either refrigeration or
roomtenperature. They are frozen, and they have
not had a problemw th bacterial infection in that
i ndustry.

So, | would think that they should be okay
to go with either one, but | would support the AABB
position at this tine.

DR. ALLEN: Thank you, Toby. | think that
is a good introduction to the discussion. | have
been mulling over, given the way in which the
question is worded, whether | would vote yes or
abst ai n.

My feeling is that there is some evidence
that tends to |l ean towards tincture of iodine in
i sopropanol, or the conbination, the two step, as

clearly the preferred way to go although | woul d
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263
have real trouble given the broader view of 2
percent chlorhexidine in isopropanol as an equa
al ternative.

| guess ny question is what is the
i mplication of voting yes for this in terns of
action that the FDA m ght take given that the AABB
al ready has revi sed proposed standards out that use
this with the chlorhexidine as an alternative

So, if we vote yes for this, what are the
inplications in terms of howthe FDA is going to
use this informtion?

DR LEE: That's a million dollar
question. Dr. Epstein, would you like to field
that question?

DR EPSTEIN. The question before the
agency i s whether we should issue a regul atory
gui dance recomendi ng preferred use of
i sopropanol /tincture of iodine. It has occurred
fromtinme to tinme that we disagree with an industry
vol untary standard, and then we may take a
regul atory position to override it.

So, in this case, our options would be to
remain neutral and let the preference be voluntary
or to endorse it through a regulatory

reconmendat i on.
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DR ALLEN:. | would certainly fee
confortable and | would vote yes if it is to be a
vol untary recomrended standard. | am nuch | ess
confortable | think to take it to the regulatory
| evel

DR EPSTEIN. Well --okay.

[ Laught er.]

DR. NELSON: Actually, this committee
doesn't exactly make regul ations. W are supposed
to help the FDA evaluate data and evaluate what is
there and what is mssing. So, | don't think you
need to consider yourself a judge or a congressnman
at this point, | guess.

DR. KLEIN: | appreciated Dr. Lee's very
thorough review, but |I nust say | sort of
di scounted the studies that sinply showed that you
can't culture sonmething or you culture something
| ess frequently fromthe site, because that really
isn't a good denonstration of what m ght be the
risk in the bag.

Actually, | think you could be fairly
badly misled by those studies. Wat you really
want to know is what the risk is of contam nating
the conponent. W don't have those studies

unfortunately, and | think the best that we have
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are the blood culture studies which by and | arge
show that all of these preps are just about the
same, | guess, with the exception of soap, which
don't think anyone supports.

The problemw th those studies, of course,
is that the background level is so high that it

could mask slight differences between different arm

preps.
So, | don't have any problemw th saying

that this is a good preparation, | guess as the

AABB is suggesting in its standard. | would hate

to see anything regul ated based on that, however.
| don't think the data support it.

DR. NELSON: In these studies, apparently
what happened, the way they did it is they cultured
before the preparation and then they applied the
material and then recultured. It was stated as a
percent reduction of flora.

DR LEE: Well, nmany of the blood culture
studi es were comnpari sons.

DR NELSON: Not the blood cultures, the
McDonal d.

DR. LEE: The bl ood collection studies,
yes, it was cultured before and after. Again, when

represented as percent reduction, the values don't
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strike out at you as rmuch, the difference between
99 and 98, | don't know what that really neans.

DR NELSON: Mary.

DR CHAMBERLAND: | guess | am puzzling
over this, too, because | guess what are the
criteria, what is the level or rigor that is going
to denonstrate that one of these preparations is
"preferential.”

| agree with Dr. Klein's comments that |og
reduction of bacteria skin contam nants is not
necessarily at all the whole story. | just wanted
to nmake sure because it was a quite a | oad of
literature that the committee was given to review
in advance, in a relatively short period of tine,
so |l think it is really hard for us to basically
digest all of this.

| do want to commend you because | think
you did really put together a really nice, critica
review. As | understand it, there are no data for
this proposed prep that | ook at contam nation rates
in bags of platelets, that is correct, it is just
al | skin studies.

DR. LEE: That is ny understanding. The
thing that cones closest is the third study that I

descri bed, within which cultures of actual platelet
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units were done, but that study did not include the
tincture of iodine/isopropanol method.

DR CHAMBERLAND: So, as a surrogate,
then, you brought up in sone of your slides sone
reviews of literature that is avail able on | ooking
at bl ood cul ture data.

DR LEE: Right.

DR. CHAMBERLAND: And the various preps
Again, | want to make sure | have got the bottom
line here straight, but in |ooking at the bl ood
culture data, were there any clear wi nners here?
Thi s isopropanol/tincture of iodine did not energe
in the blood culture studies as show ng a
preferential --

DR LEE: No, it did not. There are sone
conflicting results. Sone showed marginally better
performance, but there were many others, equally as
many, that showed no difference

DR CHAMBERLAND: | think it comes down
to--again, this is what | amstruggling with--if
FDA is signaling that they are potentially
consi deri ng gui dance, then, you usually have to put
forward what your criteria are that you are going
to eval uate.

| guess a fair question is if the only
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data for this new prep are skin culture data, is
that adequate, is that the whole story, would you
require nore rigorous data.

In the end, at the end of the day, how
much of a difference is it going to nake

DR LEE: | see Dr. Epstein at the mke

DR EPSTEIN. Maybe | can shed some I|ight.
I think Dr. Lee said this earlier. What has
happened here is we have had a series of workshops
over a period of years. At every single workshop
or synposium someone shows the studies on the
i sopropanol al cohol/tincture of iodine prep and
says, |look, this reduces bacterial contam nation of
the skin.

We all agree that we don't have a good
endpoint study in platelets, and the FDA has not
come forward in the face of that with a
recomendation for preferred use of that procedure
because we keep taking a | ook at the |arger
literature and scratching our heads and saying we
are not ready to do this.

On the other hand, the AABB has now,
listening to the same workshops, the symposi umns,
reading the sane literature, has decided to nmake

this a voluntary standard.
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Now, there are two positions that the FDA
could take. One is we agree, so we will make it a
regul atory standard, or we are not so sure, but we
are not opposed to the industry voluntary standard.

Again, and | guess this comes back to you,
Jim we are not asking you to decide the regulatory
position. W are just asking you whether you are,
in effect, in agreement with the FDA that the
science is too soft for us to take a regulatory
position, because after all, the pressure on us has

been to do just that.

DR SIMON: | just will say a few nore
words in support of ny position, | guess, for a yes
vote on the question. | think we have to rememnber

that what we used to cl eanse the skin was based on
this kind of analysis. That is, we wouldn't have
any prep at all as far as | know if we had as an
endpoint, the desired one, of the infection of the
unit.

So, we have sort of enpirical choice of
agents that renove bacteria fromthe skin, because
that is what we want to do with this step of the
procedure, and the data would indicate that
tincture may be superior.

I was a little surprised at the skepticism
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about the blood culture studies because the reason
we did the study at UBS back in 1994 was the
literature on the blood culture studies, which

i ndi cated that povi done was inferior

I m ght be sonewhat influenced by this
1999 study by ny fornmer nmentor at nedical schoo
from Barnes-Jewi sh, which showed tincture of iodine
to be superior, and | don't believe that we would
use povidone in our |aboratory for blood cultures
at this tine. We would use either chlorhexidine or
tincture of iodine.

So, | think that there is enough data
there given that what our objective is with this
step of the procedure is to renpove bacteria from
the arm W may have to do other procedures to
make sure that the platelets are absolutely
sterile, but that would seemto be the nost
reasonabl e first step.

DR FITZPATRICK: | would agree with Toby,
but prior to making regulation, because really the
only data we have for regulation is fromthe Vox
Sang article, and since the tincture of iodine
wasn't in that, there isn't a conparison to use, so
you woul d need a conpari son

But as far as just surface contam nation,
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I think there is anple evidence, and we did used to
use tincture of iodine, and the biggest conpl aint
was that techs and nurses were getting cut in their
fingers when they broke the anpule initiative the
tincture of iodine swab that was used to prepare
the arm and now there is a nmethod where you don't
have to break a glass anpule to do that.

Since it just says preferential, it is
pretty soft as it is.

DR LEW | think naybe to be fair, to be
more specific, though, because everyone is
struggling with the fact, | think, that there is no
good studies |ooking at many different types of
preparati ons and saying that this is The superior
with a capital T.

But if you can just say preferential, the

tincture conpared to what is used now as a

recomended standard, | don't think anyone woul d
have a major problemwith that. It is just trying
toimply this is the best overall. The data is not

there, and it is not appropriate to | think
regul ate based on no data.

DR. NELSON: Are we ready to vote on this?
It is now an open public hearing, but if you have

got sonething critical that we haven't considered.
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DR. WAGNER: Just a cautionary note, and
that is of placing too much enphasis on whol e bl ood
cul tures done at hospitals on patients who nmay
al ready, some fraction of which would be
bacterem c, to conpare two different skin
prepar ati on net hods.

The bacteremia in the popul ati on may
overwhel mthe differences.

DR NELSON: The difference of
differentiating a contam nant froma rea
infection. W have recorded that.

DR ALLEN: Would the FDA consider an
amendnent, if we add at the end of this, the

sentence as witten, "for preparation of the
donor's phl ebotony site conpared with the current
procedure using povi done-i odi ne"?

That compares this one versus that one
wi t hout nmaking a statenment about any other
preparation.

DR. LEE: We could do that, interpret the
question in that |ight.

DR NELSON: Right, since that is what is
used, | guess. kay.

DR SMALLWOOD: Woul d you repeat that?

DR. ALLEN: Do available scientific data
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support preferential use of an isopropanol/tincture
of iodine procedure for preparation of the donor's
phl ebotonmy site conpared with the current standard
procedure based on povi done-i odi ne preparation?

DR. SMALLWOOD: Voting will be by roll
call as required.

The question as anended reads: Do
avail abl e scientific data support preferential use
of an isopropanol/tincture of iodine procedure for
preparati on of the donor's phl ebotony site conpared
with the current standard procedure based on
povi done-i odi ne preparation?

All en.

DR. ALLEN: | vote yes and | think we need
to | ook at other preparations, and we need to study
the donor acceptability of the tincture of iodine.

DR. SMALLWOOD:  Chamber | and.

CHAMBERLAND: | am going to vote no.
SMALLWOOD:  Davi s.

DAVI S:  No.

SMALLWOOD:  Di M chel e.

Di M CHELE: No.

SVMALLWOOD:  Doppel t.

DOPPELT:  Yes.

T 3 3 3 333D

SMALLWOOD:  Fitzpatri ck.
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DR. FI TZPATRI CK:  Yes.
DR. SMALLWOOD: Kl ei n.
DR KLEI'N:  No.
DR SMALLWOOD: Lew.
DR LEW Yes.
DR SMALLWOOD:  Schmi dt.
DR SCHM DT:  Yes.
DR SMALLWOOD:  Stuver.
DR STUVER  No.
DR SMALLWOOD: Fal | at.
DR FALLAT: No.
DR SMALLWOOD: Harvat h.
DR HARVATH  No.
DR SMALLWOOD:  Nel son.
DR NELSON: Yes.
DR SMALLWOOD: Dr. Sinon, you woul d--
DR SIMON:  Yes.
DR SMALLWOOD: The results of the voting.

There are 6 yes votes, 7 no votes, no abstentions,
the acting non-voting industry representative
agrees with the yes vote.

DR NELSON: Now that we have solved that,
do we have a second question?

DR WLLIAMS: Just a very brief

clarification. Like this question, several of the
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ot her questions deal with issues in which there is
a devel oping industry standard, as well as a
potenti al devel oping regul atory policy.

Several of these initiatives are draft
standards. They need to go through a membership
comment period and final acceptance, so just to
clarify, these are not existing industry standards
at this tine.

Conmittee Question 2. Do avail able data
on the sterility of the sterile connecting device
procedure support the use of this procedure to
coll ect sanples for bacterial detection from
in-date platel et products?

DR. NELSON: Discussion? Yes.

DR SIMON: | think the data were fairly
overwhel ming to answer this yes, however, just with
the caveat that we are introduci ng another
complexity into the system which at a breakdown at
some point, could lead to nore bacterial infections
than what we have now, but | think certainly the
data we are presented support it and obviously, the
FDA has approved this for products that remain
i n-date and can be infused.

So, | would think that we would vote yes

on this one.
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DR.

NELSON: When it breaks down, that

will lead to another question |ater on.

Are we ready to vote?

DR.

SMALLWOOD: Question No. 2. Do

avail abl e data on the sterility of the sterile

connecting device procedure support the use of this

procedure to collect sanples for bacterial

detection fromin-date platel et products?

Al en?

DR ALLEN.  Yes.

DR SMALLWOCD:  Chanber| and.
DR. CHAMBERLAND: Yes.

DR SMALLWOOD:  Davi s.

DR DAVIS: Yes.

DR SMALLWOOD: Di M chel e.
DR D M CHELE: Yes.

DR. SMALLWOOD: Doppel t.

DR. DOPPELT: Yes.

DR SMALLWOOD: Fitzpatri ck.
DR. FI TZPATRI CK:  Yes.

DR. SMALLWOOD: Kl ein.

DR KLEI'N.  Yes.

DR. SMALLWOOD: Lew.

DR LEW Yes.

DR, SMALLWOOD:  Schnmi dt .
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1 DR SCHM DT:  Yes.

2 DR SMALLWOOD:  Stuver.

3 DR STUVER  Yes.

4 DR SMALLWOOD: Fal | at.

5 DR FALLAT: Yes.

6 DR SMALLWOOD:  Harvat h.

7 DR HARVATH  Yes.

8 DR. SMALLWOOD:  Nel son.

9 DR NELSON: Yes.
10 DR SMALLWOOD: Dr. Sinon?
11 DR SIMON:  Yes.
12 DR SMALLWOOD: W have unani nbus yes on

13 the vote for the second question.

14 DR. WLLIAVMS: Does the conmittee concur
15 with FDA' s proposed statistical approach to

16 providing quality control for platelet

17 cont am nati on?

18 DR NELSON: Discussion? Toby.

19 DR SIMON:. Well, | have a real problem
20 with this, but in a way | think Dr. Epstein

21 clarified it as a nethod for the agency to be

22 certain that the regulated entities are performng
23 their functions as they should. | guess it is

24 sonething to go along with.

25 I just don't think that this kind of
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approach will ultimately inprove safety, and it is
going to cost a lot and small organizations wll
have to wind up culturing all their units. So,
think it probably logically |eads you to what the
AABB is proposing, which is a release criteria, but
I don't see anything wong with what the FDA has
proposed other than | think it is going to be a |ot
of data collection without a lot of value fromit.

DR FI TZPATRI CK: A conmment and a
question. | think Toby's comrent about the snall
facilities having to culture every unit is very
valid. In the past, FDA has attenpted to find a
means of providing those smaller facilities an
alternate method, and | think it is essential that
there be an alternate nmethod for themespecially if
they denonstrate they are in control over a period
of tinme.

The other question | have is when a
facility finds itself above the 0.2 percent |evel,
are they then to restrict the rel ease of products
until they sanple enough products to come bel ow t he
0.2 percent level, and what is the inpact on supply
of that.

DR. WLLIAMS: That is a good question

If a process is deenmed out of control, | think
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under normal circunmstances, one would basically
curtail production, reassess, and revalidate all
the processes and continue, revalidate and resune
production as soon as possi bl e.

But | think to continue manufacture of
product for a procedure that is significantly not
meeting a current standard, it woul d probably be
arguabl e that production should conti nue.

There is a supply issue and | think
probably in that situation, approaching FDA for a
potential solution is probably the best inpact.
Jay may wish to comment, as well

DR EPSTEIN. Well, typically, industry
establishes alert levels and action |levels, and
think the discussion hasn't gone that far. It may

depend what neasure you get. You know, if the

estimated rate is 0.4 percent, that is not the same

thing as if it was 0.25.

I don't think we have all the answers
there, but | think that Alan's answer is the
correct one, a systemthat is clearly out of
control shouldn't continue, and it does throw into
question the quality of the products rel eased.

But that said, nore work is needed, nore

thought is needed to figure out what the
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appropriate actions are at any given |evel

DR. SCHM DT: | was struck by Dr. Bianco's
conmment about what do you do with the information,
and the thing |I thought back to is a recent event
where a patient who had nultiple transfusions,
suffered froml think it was a Kl ebsiella, and the
result of this, | just read the newspaper account,
was shutting down the blood for the whole state
nore or |l ess, and sone strange things were said in
the press.

I guess what | am saying is when you get
to this type of iffy things and you are | ooking at
the quality of the entire place based on sonet hing
that may or may not relate, this can be a pretty
danger ous situation.

DR FALLAT: | was inpressed with the fact
that there is such a variation in the literature
and you really can't give a standard right now, so
I am not sure how we can set up an industryw de
standard when we don't know what the standard is.

I was al so inpressed with the comments
made by the CDC representative that said that there
may be several questions that need to be answered,
and | think it would be nmuch nore reasonabl e that

this be done as a pilot or a study to see what your
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response is with a certain nunber of centers that
m ght be willing to cooperate in such a study
rather than nmaking it an industrywi de quality
control approach at this tine.

DR. ALLEN: Thank you for saying that.
concur. | like this approach. It is certainly one
that is anal ogous to what is used in industry for
quality control. | think it ought to be pursued.
As Dr. Epstein said, there is still a lot to be
wor ked out on it, and | guess | am struggling how
do | vote to encourage the further devel opment of
this and perhaps a pilot testing of it without
indicating that | think it is anywhere close to
being ready to be put into a regul atory node.

DR KLEIN. | don't think that this in any
way as described is going to inprove public health.
First of all, we don't know what the right numnber
is, and it is nore likely that it is |ess comon,
whi ch would put the facilities at risk of being out
of conpliance for no reason of their perfornmance.

Second, as | stated earlier, a high
percentage of the endpoints that we are | ooking at
are not going to be addressed by what we do when we
prepare platelets. They are from organi sns that

are circulating in the donor.
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Point three, | think, is that what we are
really looking for is a release criterion, and you
obviously can't do that because the testings are
not licensed for that, but | think that this is not
a good conpromi se.

| think it will be |aborious and
potentially affect supply, and not inprove public
health in ternms of bacterial contanination of
pl atel et s.

DR. NELSON: Is the Red Cross going to
uniformculturing of platelet donors? If so, that
could end up being a pretty good dat abase to decide
what the | evel should be.

DR DODD: Ken, | take it | can coment on
t his?

DR. NELSON: Yes.

DR. DODD: The Red Cross is considering
whet her or how it could engage in 100 percent
quality control of apheresis platelets. That
doesn't mean that we are actually going to do it
although | think there are other bl ood agencies
that are nmoving down that track, and I think it
woul d give an opportunity for collecting
appropri ate data.

Utimtely, if and when we do that, we
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would Iike to do it in some way that prevented the
usage of a bacterially contam nated product.

But | did want to take the opportunity of
asking either the agency or the comittee if it
considered the fact that as of today, the two
met hods that have been approved for quality
control, they are approved only for |eukoreduced
platelets. | wonder what inmpact that m ght have on
answering this question.

DR VOSTAL: | can actually address the
question about | eukoreduced platelets. The reason
those devices are approved for that product is that
is because that is the only type of data we saw
when we were clearing the device

DR FITZPATRICK: | have Dr. Allen's sane
dilemma as to how do we answer this question. As |
understand Dr. Epstein's desire for a way to
measur e conpliance and encourage conpliance, but we
need a stepw se approach to that.

One of the key elements that | think came
out today was the pooling random donor platelets
and being able to maintain themas a pool ed
product, and then test them | think that would
add to what we can do to ensure and reduce

bacterial contam nation for the patient, if we have
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a way of quarantining and rel ease or testing prior
to rel ease.

As Dr. Epstein said, there are a nunber of
unanswered dil emmas here with this, and the
approach taken for the |eukoreduction guidance,
think applies here, but because of the | ow
i nci dence of positive units, the N becones so | arge
that it is very difficult to apply that statistica
nmodel to this.

I think future exploration and an
alternative nethod to find a way to establish
conpliance and standards, and then nonitor on a
periodic basis nmight help, but | find it really
difficult to say I concur with this as the
appropriate approach at this point.

DR CHAMBERLAND: | just find nmyself in
the sanme dilemma. | would hope that the committee
really wants to signal their strong endorsenent as
has been echoed by industry that the tine is nowto
really take bacterial contam nation seriously and
to take steps in that direction to prevent and then
appropriate nonitoring.

I don't feel at this point confortable
enough that this proposed approach, exactly what it

will acconplish, and will it incur any real risk
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related to supply, et cetera, so | am concerned
that if | vote no, that that m ght be viewed as not
feeling that this is an inportant problem

We are being asked to really vote on a
really detailed, specific plan, and | think it
takes a bit of time to sort of nodel that and work
that out, and | just wonder if rmaybe you have al
done that and done sone real live kind of testing
of this froma nodeling perspective to see what
m ght happen, but | just a little bit unconfortable
that a yes vote and devel op a guidance and it's out
there without thoroughly understanding the
i nplication.

So, | feel somewhat caught here a bit.

DR SIMON: | guess a question and a
coment. Alan, could | ask, you are proposing this
or FDA is proposing this for both apheresis and
random donor, that is correct, isn't it?

DR WLLIAMS: That's correct.

DR. SIMON: One other possibility, and
don't know how FDA feels about this, would be to
table this question for now and at the next
meeting, discuss this issue of quality control and
the rel ease issue together, and see which is the

best direction to go to reduce risk, because
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under stand that AABB had sone of these sane kinds
of discussions when they cane up with their
proposal

Since industry is noving towards a sort of
di fferent approach for release, and since it raises
all kinds of inplications, and | think there,
really where the supply issues get raised, both in
terns of units being held and also in ternms of what
happens to random donor platelets in this setting,
and are blood centers going to consider it too
hazardous to provide these because they are not
anenabl e to the sane approach, so it has becone a
very conplicated issue

Al though | don't see anything wong with
what FDA has proposed, it appears that it nay need
a nore conprehensive discussion and taking into
account both this approach and the rel ease
appr oach.

DR. DIMCHELE: | just wanted to echo the
comrents of several of the committee nenbers. It
seens to ne, although |I certainly defer to those
menbers of the conmittee who are bl ood bankers and
have had trenmendous experience with this, but it
seens to ne that the issue of how we docunent

sterility of platelets is still unclear
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1 So, therefore, it becones very difficult
2 to embark on this type of a study if we are really
3 not clear on how we are really to nmeasure platel et
4 sterility in the first place.

5 I would agree with those committee menbers
6 who suggest that maybe the next step is really to

7 develop a pilot study to really help us to

8 under stand how to nmeasure platelet sterility before
9 we enbark on a wi descale regulatory quality contro
10 measure that actually attenpts to do this.

11 I don't know again the best design for

12 this, but I know that there are nany units of

13 platelets, for instance, that woul d get discarded
14 anyway because of hepatitis B core positivity, et
15 cetera, units that would not be used, and the

16 question is, is whether a study can actually be

17 designed using units that cannot be sal vaged, to

18 start looking at this in kind of a pilot way.

19 DR. NELSON: There have been a few pil ot
20 studies on cultures, and they are not |arge enough.
21 The issue is that to really get this nunber and to
22 figure out what is acceptable would take a
23 substantial size study | think
24 DR DIMCHELE: Well, that is if it were a

25 natural history study, but one of the things that
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you can do with platelets that wouldn't be used
anyway woul d be spi ki ng experinents and
mani pul ati ve studies that m ght be able to give you
data in a very different way.

Again, | certainly can't conment on being
an expert on the design of such a study, but it
m ght be consi der ed.

DR. NELSON: Are we ready to vote on this
one?

DR SMALLWOOD: Question No. 3. Does the
committee concur with FDA's proposed statistical
approach to providing quality control for platelet
contam nati on?

All en.

DR ALLEN: | abstain with strong support
for the FDA's continuing its work in this area.

DR SMALLWOCD:  Chanber| and.

CHAMBERLAND: | also will abstain.
SMALLWOOD:  Davi s.

DAVI S:  No.

SMALLWOOD:  Di M chel e.

Di M CHELE: No.

SVMALLWOOD:  Doppel t.

DOPPELT:  No.

T 3 3 3 333D

SMALLWOOD:  Fitzpatri ck.
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FI TZPATRI CK:  No.
SMALLWOOD: Kl ei n.
KLEIN:  No.
SVALLWOOD:  Lew.
LEW No.
SMALLWOOD:  Schmi dt .
SCHM DT:  No.
SMALLWOOD: St uver.
STUVER  No.
SMALLWOOD:  Fal | at .
FALLAT: No.
SMALLWOOD:  Har vat h.
HARVATH.  No.
SMALLWOOD:  Nel son.
NELSON:  No.
SMALLWOOD:  Dr. Sinon?

SI MON: | woul d abstai n.

3 333D DB RFBDZIDRID DD

SVALLWOOD:  Results of voting on
Question 3. There were 11 no votes and 2
abstentions, and the industry representative took
an abstention position.

DR VOSTAL: W will nove on to Question

The question reads: Does the commttee

concur that data derived from FDA' s proposed
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clinical trial design would be appropriate to
support cl earance of devices for pre-rel ease
screening of platelet products for transfusion?

DR NELSON: Di scussion?

DR. FITZPATRICK: O the many designs that
we were offered, which one would you like us to
endor se?

DR. VOSTAL: | think the basic concept of
whet her we should require a clinical trial to
eval uate these devi ces and whether the clinica
trial should be of design where you have two
cultures and you are | ooking for agreenent between
a culture early on in the storage period versus at
the end of the storage period.

DR FI TZPATRICK: So, would you rephrase
your question then?

DR. VOSTAL: | guess we could, if you
don't |ike that one.

DR KLEIN. If we answer yes to this, is
it pretty nebulous. If you want to know if we
think there should be a clinical trial, designed
appropriately, | think that is a legitimte
question, but it is hard for us to pick the
appropriate design at this point fromwhat you are

of f eri ng.
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DR. VOSTAL: So, we could change it just
to say whether the conmttee woul d endorse that a
clinical trial is necessary, and the second part of
that question would be whether it should be of a
design with the two cul tures.

DR KLEIN: | think that that woul d answer
the question, and | think if you are going to do
it, you need to do it with tw cultures. Having
said that and as a federal enployee who | ooks at
our budgets, | think this is going to be a very
| ar ge st udy.

I think it is going to take a very |ong
period of tine, and | think it is going to be a
very expensive study. | look at the culture
technology really as a transient technol ogy. W
all want sonething that we can use at the endpoint
of issue, and ny guess is that in three to five
years we are going to have sonething that we wll
be able to do. Maybe by the tine the study gets
done, and we have the results of the study, we
won't use this technol ogy.

So, having said that | think you need a
study in order to license this for that use, and
that this study would be appropriate, | wouldn't

participate in the study and I woul dn't spend any
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nmoney on it.

DR. ALLEN: Thank you, Harvey, that's a
hard one to foll ow.

I certainly amstrongly supportive of the
general concept. | think very definitely, clinica
trials of in-use situation, using real live
materials to the extent that that is possible is
very hel pful to support the eval uati on approval of
devices for this, as well a variety of other
pur poses.

I think the study designs that were
presented were probably the purest in terns of

sanpling at the beginning and at the end, and maybe

at a couple of md-points, and | in general would
be supportive. | amnot quite as negative as
Harvey on this. | agree that they will be

| arge-scal e studies and possibly fairly expensive
and difficult to acconplish.

I think they could be inportant even in an
area where technology will be evol ving rapidly.
Nonet hel ess, | think that the FDA, in terns of
putting out trial designs, needs to be flexible,
because | don't think that in every instance that
you have got to have exactly the sane design and

all of the bells and whistl es.
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| am supportive of the general concept.
We did hear that there were many different clinica
trial designs that were proposed, and | would urge
flexibility on this, but |I think the concept is one
that | certainly am supportive of.

DR FALLAT: Am1 correct in understanding
that one of the outcones of this would be to get
more data on the five- to seven-day pl atel et
rel ease and capability of release, and if so,
woul d be very much in favor of that sort of study
desi gn.

DR VOSTAL: | think that it depends on
the intent of the study, whether you want to have
your device to be used for extension of the storage
period, so that it will be designed to | ook at day
7 platelets.

DR. SIMON: | would agree and bei ng
supportive of clinical trials and design, but would
al so agree that this is going to be, the kinds of
nunbers we are tal king about, it is going to be
very costly.

Unlike Dr. Klein, | would do it if
somebody gave ne the noney, but | think it would be
a mpjor task to do. What | am concerned about,

because | think it would be advantageous to go to
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seven-day pl atel ets having done the studies in the
'80s to support that before the bacteria
contam nation i ssue becane in the foreground.

I would certainly like to see sonething
done that woul d support seven-day platelets. From
what | am gathering fromyour coments, sonebody
woul d need to do this type of study to get
perm ssion to do that extension or to get clearance
fromthe FDA to sell seven-day platelet or to | abe
their platelet product as being good for seven
days.

I would certainly like us to find a | ess
severe way to get to that point, because what | am
afraid is going to happen with AABB instituting a
vol untary standard for release of all products, and
if the manufacturers see that their devices are
bei ng used on a national basis, they may not have
an incentive to nove to do this type of study.

So, | have the sane concerns the other
menbers of the conmmttee have, but | certainly am
supportive of doing clinical trials. | would hope
that we could work through a nodel that woul dn't be
quite as expensive to do.

DR DOPPELT: In regards to the cost, how

woul d this be funded? Wuld the banks be required
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to sort of absorb the cost?

DR. VOSTAL: | think we would be | ooking
to the manufacturers to sponsor their studies
because it will be for their device.

DR. CHAMBERLAND: Jim did you propose a
wor di ng change, or it was just kind of--and | tend
to agree with you that the idea of a study is
something that I amin conplete agreement with--but
I would say that | amnot sure we have the design
that has been articulated and that there night be a
need for sonme flexibility?

DR ALLEN: You coul d perhaps add one

word, the FDA' s proposed clinical trial design

concept .
DR VOSTAL: Sure, that would meke it
pl ural.
DR. NELSON: Are we ready to vote on this?
DR SMALLWOOD: | need to have the correct
wor di ng.

DR. VOSTAL: dinical trial design
concepts woul d be appropri ate.

DR. DOPPELT: |Is part of the proposed
study that would give data to extend fromfive to
seven, that is or is not included in the current

proposal, because that was one of the four choices,
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so | just want to be sure what we are voting on.

DR. VOSTAL: There are several issues
there. One would be having a device for rel ease of
platelets up to five days. Another one would be to
have a device for release of platelets up to seven
days. O you could have a study that covers both,
pushi ng storage out of seven days.

So, | think it depends on what the
manuf acturers want to have on their |abel and what
kind of study they are willing to sponsor

DR. SIMON: | take it we can take it for
granted that sonmebody who canme to you and asked to
have extension of platelets to seven days, which
think people like Dr. Aubuchon are doi ng based on
the bacterial detection device, you woul d not
permit that with a culture at 24 days, and you
woul d have to have foll ow up studies at seven days.

DR VOSTAL: Right. | nean if you wanted
to be able to say that your device is capable of
detecting or making sure that you have a
cul ture-negative product at seven days, and you are
going to be sanpling at 24 hours, we would like to
see data that supports that.

DR FITZPATRICK: So, the key to the

design of the study and the concept would be that
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you want a study designed to correlate the tine of
sampling and the result of that sanpling to the
bacterial condition of the product at the tine of
its out-date.

DR VOSTAL: Right.

DR FITZPATRICK: | think I could support

that pretty well.

DR, SMALLWOOD: Question No. 4 as amended.

Does the commttee concur that data derived from
FDA' s proposed clinical trial design concepts would
be appropriate to support clearance of devices for
pre-rel ease screening of platelet products for

transfusi on?

Roll call. Allen.

DR ALLEN:  Yes.

DR SMALLWOCD:  Chanber| and.
DR. CHAMBERLAND: Yes.

DR SMALLWOOD: Davi s.

DR. DAVIS: Yes.

DR SMALLWOCOD: Di M chel e.
DR D M CHELE: Yes.

DR. SMALLWOOD: Doppel t.

DR, DOPPELT: Yes.

DR SMALLWOOD: Fitzpatrick.
DR. FI TZPATRI CK:  Yes.
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DR SMALLWOOD: Kl ei n.
DR. KLEIN: M answer to the question is

yes. M caveats are in the record.

DR SMALLWOOD: Lew.

DR LEW Yes.

DR SMALLWOOD:  Schmi dt.
DR SCHM DT:  Yes.

DR SMALLWOOD:  Stuver.

DR STUVER  Yes.

DR SMALLWOOD: Fal | at.

DR FALLAT: Yes.

DR SMALLWOOD: Harvat h.
DR HARVATH.  Yes.

DR SMALLWOOD:  Nel son.

DR NELSON: Yes.

DR SMALLWOOD: Dr. Sinon.
DR SIMON:  Yes.

DR SMALLWOOD: The results of voting for

Question No. 4, as anmended, is a unani mous yes.
DR. NELSON: The next subject is Human
Parvovi rus B19 NAT Testing for Wole Bl ood and
Sour ce Pl asma.
Dr. Yu will give an introduction and
backgr ound.

DR. SMALLWOOD: We are now approxi nately
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an hour and 23 mnutes behind. So, maybe if we
move qui ckly, we may be able to nmeet our goal of
6:30 in conpleting this. If not, we will have a
continued session regarding this discussion at a
| ater nmeeting that we will announce.
I'l. Human Parvovirus B19 NAT Testing for
Whol e Bl ood and Source Pl asna
A.  Introduction and Background
Mei -ying W Yu, Ph.D.

DR YU H. So, nowthe topics of the
di scussion is Parvovirus B19 NAT for Whol e Bl ood
and Source Pl asma.

My name is Mei-ying Yu.

[Slide.]

I will provide the introduction and
background and then Dr. Kevin Brown, who is a B19
expert fromNH wll present the overview of
parvovirus B19 infection. Then, there will be
i ndustry data presentations.

They will update data presented at the
Decenber 2001 FDA NAT Wor kshop, and they will
provi de data for NAT sensitivity, testing
algorithm time to resolve to single donations or
donors, preval ence and | evels of both B19 DNA and

anti-B19 antibodies and profile in serial bleeds,
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if any.

The presentations will be made by, first,
Dr. Susan Stramer of American Red Cross, and then
will be NG, Dr. Andrew Conrad. However, Dr.
Andrew Conrad is sick and he cannot make it here,
so | think the conmittee has all his slides, so
there will be no one to present his.

Then, there will be consolidated data
presentations organi zed by the PPTA. There are
three speakers: Dr. Barbee Whitaker, Dr. Steve

Petteway, and Dr. Ed CGonperts.

Then, | will cone back to address the FDA

Per spective and Questions for the Conmittee.

[Slide.]

Now, | have a | ot of background
information | need to cover. W have tal ked about
B19 NAT issues in quite a few nmeetings. They
i nclude the BPAC held in Septenber 1999, FDA NAT
Wor kshops, and NHLBI Parvovirus B19 Wrkshop both
hel d in Decenber 1999, FDA NAT Wbrkshops held in
Decenber 2001 and then the BPAC in this year,
March, and another one is the ad hoc PHS Panel
Conmittee Meeting held in July 2002.

Parvovi rus B19 has been extensively

di scussed in Septenber of 1999 BPAC. BPAC agreed
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then that pending a policy on screeni ng whol e bl ood
donations, FDA need not require studies to validate
the clinical effectiveness of NAT for B19 DNA under
IND for plasma for further manufacturing.

So, parvovirus B19 NAT was considered as
an in-process test, so it is unlike HV, HCV, and
HBV NAT, as a donor screen test, however, BPAC did
not recomend resolving to the single donation or
donor .

For S/D treated pool ed plasma, the
reactive 20 unit subpools were di scarded when tests
conpl eted, |abile conponents had expired.

[Slide.]

At that time, BPAC did recomend to
quarantine and destroy in-date units when possi bl e.
So, FDA requires that the tests be revi ewed under
bi ol ogic license application--that is called BLA
mechani sm-for the manufactured product and that
the tests be validated as anal ytical procedures
with respect to sensitivity, specificity, and
reproduci bility.

[Slide.]

At both the FDA NAT wor kshops and NHLB
Par vovi rus B19 workshop held in Decenber of 1999, a

strategy for standardi zi ng B19 NAT was outli ned.
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FDA al so proposed a B19 DNA linmit that is |less than
104 geqg/ per m for manufacturing pool s.

This limt was nmainly derived fromthe B19
transm ssion associated S/D treated pool plasma in
a Phase 4 study in healthy donors. |In those
product |l ots that have | ess than 104 genone
equi val ents, no B19 transmi ssion in recipients.
These are in zero-negative recipients.

The residual virus will be conplex or
neutralizing by anti-B19, always present in |arge
pool ed products, and al so the nmanufacturer
procedure, that is our viral clearance procedure to
remove the residual B19 infectivity.

I want to nention one nore point.

[Slide.]

We subsequently revised the linmt. The
limt was then set as 104 11U/ m because in year
2000, the WHO standard for B19 NAT and CBER working
standards for B19 DNA are all available, so we have
since then revised the limt to |less than 104
U n.

That linmt seens to be technically
achi evabl e by nost manufacturers.

[Slide.]

Fractionators are perforning high titer
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B19 mi ni pool NAT screening by in-house nethods to
| ower the viral load in manufacturing pools. In
the Decenber 2001 FDA NAT Workshop, we |earned
that the sensitivity of NAT assay used to excl ude
donations ranged from 105 to 107 geq/m. That is
per original donation.

The reactive mnipools are resolved to
singl e donations. Testing results are used to
reject reactive donations. Now, today, you will
hear nore the update by the industry speakers.

[Slide.]

Est abl i shnents col | ecti ng whol e bl ood
units that are used to prepare the recovered plasna
and transfusi bl e bl ood conponents would like to
i mpl ement high titer B19 NAT screening sinmlar to
that used by source plasna fractionators.

So, Dr. Susan Stranmer did present sone
retrospective data and sone study data, and she
descri bed the Phase 1 approach that is not resolved
to single donations, |abile components woul d have
expired, and in Phase 2 approach, that would
resolve to the single donations by a free-standing
test kit.

Now, Dr. Sue Stramer is going to update

the data | ater.
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[Slide.]

In March 2002, BPAC, FDA's current
thi nki ng on B19 NAT was presented. The
recommendati ons that FDA is considering are the
followi ng. For plasma, when identified, high-titer
B19 reactive units should not be used for further
manufacturing into injectable products. This is to
ensure that the FDA proposed limts | ess than 104
U of B19 DNA/ i for manufacturing pools can be
met .

Now, for whol e bl ood, we say when
feasi ble, B19 reactive mnipools should be resol ved
to identify the individual reactive donors prior to
rel ease of the conponent for transfusion, and units
fromreactive donors should not be used for
transf usi on.

For whol e bl ood, when testing is done
subsequent to product rel ease, in-date conponents
frompotentially reactive donors should be
retrieved and discarded. Even when perform ng an
in-process test, testing and identification of the
i ndi vi dual reactive donors constitute nedica
di agnostic testing, therefore, such testing would
require the use of an FDA-approved investigationa

mechani sm
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[Slide.]

I nformed consent shoul d be obtained from
bl ood and pl asma donors subject to such high titer
NAT testing. Reactive donors should be identified
and be informed of their reactive status and be

provi ded wi th nedical counseling.

Lastly, because of the transient nature of

the infection and rapid invol verrent of the imune
response, such donors would be suitable to donate
when they test nonreactive.

[Slide.]

So, in March 2002, BPAC, the discussion
| argely focused on the apparent |ack of the medica
benefits that might justify donor notification, so
consequently, FDA convened an ad hoc PHS panel in
July of this year.

The panel menbers include Drs. Harvey
Kl ein and Kevin Brown of NIH Larry Anderson, Mary
Chanber | and, and Bruce Evatt fromthe CDC, and CBER
representatives.

[Slide.]

The concl usion by the PHS panels are
regardi ng the donors, there is no medical benefit
in identifying high titer B19 NAT-positive donors

inform ng themof their reactive status and
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provi di ng them nedi cal counseling.

Regardi ng cl ose contacts of the high titer
B19 NAT-positive donors, there are potential
medi cal benefits to donors contact especially those
at risk, for exanple, persons with certain anemn as,
pregnant wonen, and i nmmune-suppressed or
conprom sed i ndi vi dual s.

Now, Dr. Brown will elaborate on these
nmedi cal benefits later in his talk.

[Slide.]

So, FDA is taking a stepw se approach in
resol ving B19 NAT issues concerni ng whol e bl ood and
source plasma. At this neeting, FDA is seeking
advi ce on the issues that are |listed here.

The need to reduce the risk to transfusion
reci pients by withholding high titer positive units
of whol e bl ood and its conponents fromuse. The
need to tenporarily defer the high titer donors and
whet her potential benefits to close contacts of B19
i nfected donors warrant notifying high titer
donors, and if so, what would be the tine frane for
notification.

Accordingly, we ask four questions.

Before you listen to Dr. Brown and industry

presentations, | would Iike you to bear in mnd
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these questions that we are going to ask

[Slide.]

First, if donations of whole blood are
tested for the presence of human parvovirus Bl9,
are risks to transfusion recipients sufficient to
warrant wi thholding high titer positive units.
These are equal or greater than 106 geg/m from use
for transfusion.

[Slide.]

The second question is, is tenporary
deferral of positive donors warranted in the
setting of: (a) whole blood donation? (b)

Apher esi s donation?

[Slide.]

The third question. Do potential nedica
benefits to contacts of parvovirus B19 infected
donors warrant identification and notification of
positive donors?

[Slide.]

Finally, if yes to Question 3, should
donor notification be limted to settings where
testing and notification can be conpleted wthin
several weeks of donation?

Thank you.

DR. NELSON: We will cone back to these
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questi ons.

Dr. Brown.

B. Overview of Parvovirus B19 Infection

Kevin Brown, M D.

DR. BROMN: | amgoing to give an overview
of parvovirus B19 infection, mainly concentrating
on the areas that | think you need to be able to

sort of answer the questions that Mei-ying posed to

you.
[Slide.]
So, what is parvovirus B19? It is a
smal |, 22 to 24 nanoneter dianeter icosahedra

virus. These are viruses by immune EM They are
non- envel oped, so solvent detergents don't work too
wel | .

They are relatively heat resistant because
of the small genone, which is only 5,500
nucl eoti des of single-stranded |inear DNA

It has a high conserved genone and up
until a few years ago, it was said the variation
was | ess than 2 percent of the DNA | evel. There
have variants that have been described in the |ast
two years, but | amnot going to say very nuch
nmore--1 amnot going to say anything nore about it

because they have not been isolated from bl ood
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except at extremely rarely, when we found themin
I'iver samples and ot her people have found themin
ski n.

[Slide.]

So, the parvoviruses are divided into
three genera. They are the true parvoviruses of
whi ch cani ne parvovirus or porcine parvovirus are
menbers. There are the dependoviruses, al so known
as the adenoassoci ated viruses, but B19 cones into
the third genera, which are erythroviruses,
so-cal | ed because they are highly erythrotrophic
and they are only known to replicate in erythroid
progenitor cells.

So, the cells that the virus replicates in
are these cells here. The precursors are the red
cells, that is, the BFU-E and CFU-E

[Slide.]

This is the virus itself. The virus
encodes for one non-structural protein and two
structural proteins. The two structural proteins
are encode VP1 and VP2. VP2 is the mgjor
structural protein. It is 58 kilodaltons. There
is about 60 copies in the virus.

Ni nety-five percent of the variant, as

say, is VP2, and you can express this in
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bacul ovirus and it self-assenbles to form capsids.
These VP2 capsi ds hemaggl utinate and it was using
this property that was able to go on and show t hat
the receptor for parvovirus B19 is gl obosidal,
known as Bl ood Group P antigen

The VP1, which is a m nor conponent, has
an additional 223 amino acids at the 5-prine end of
the VP2. If this is expressed, it does not
sel f-assenble, but it is thought to be the main
site of neutralizing epitopes.

This is again to show you what the virus
| ooks like, but also to nake the point that it is
even quite different, not at the DNA | evel, but
even at the structural level, |ooks quite different
fromthe true parvoviruses.

[Slide.]

As | said, | was able to show that
parvovirus B19 uses gl oboside, that is a glucose
single lipid, denonstrated here as its receptor for
viral entry into cells. | was also able to show
that individuals that do not have P antigen on
their red cells or on their cell surface cannot be
infected by B19 either in vivo or in vitro.

[Slide.]

The di scovery at the receptor for B19 does

file:///C|/Daily/1212bloo.txt (310 of 440) [12/24/02 11:43:58 AM]

310



file:///C|/Daily/1212bl0o.txt

10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

go on to explain a few of the things that we didn't
know about B19, a lot of the pathogenesis of which
I amnot going to say nore about it, but gl oboside
is found on erythroblasts, as you woul d expect. It
is found on negakaryocytes, negakaryobl asts,
vascul ar cells, on the cells in the placenta, does
cause transplacental infection, which we will cone
to, and it is found in the thecal hematopoietic
cells and nyocardial cells.

[Slide.]

Turning to the epideni ol ogy of the virus,
the virus is a very comon infection. Everywhere
t hat peopl e have | ooked, they have been able to
find it apart from sone isolated conmmunities in
South Anerica and Africa

Virtually, all countries where people have
| ooked, 50 percent of adults have B19 anti body with
seroconversi on happening in chil dhood and al so as
young adults. The calculations are that there is
an annual seroconversion rate in wonen in the USA
of about 1 percent. That is 1.5 percent per year

[Slide.]

It shows cl assical epidenic behavior, with
tenperate countries, increased peaks in the spring.

It also shows variability between the years, so
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sonme years there is a nuch hi gher peak of virus
than ot hers.

Looki ng at natural infection, the
i ncubation period has been cal cul ated to be between
4 and 14 days depending on the presentation of the
infection, with a maxi numup to 20 days.

[Slide.]

The maj or route of the natural infection
is by the respiratory route and it is actually
fairly infectious. In studies that have been done
in susceptible individuals, there is a 50 percent
attack rate in household contacts and 25 percent
attack rate in schools or nurseries.

There also is a high level of virem a and
bl ood products can have virus in them and you have
al ready heard about how pool ed products can be a
source of B19 infection, but there are cases of
singl e conponent, which | amgoing to cone to in a
few m nut es.

[Slide.]

The kinetics of B19 infection were really
wel | established by sonme vol unteer studi es which
were done in the UK in the 1980s. These were all
adult volunteers who had different concentrations

of virus dripped into their nose. They were then
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followed to see what woul d actually happen to them

There were a couple of individuals who had
pre-existing anti body to B19. They remai ned well,
there was no virem a, and as | say, they have no
symptons. There were a coupl e individuals who had
|l ow | evel s, which were called equivocal 1gG |evels.
They had a fever and chills, headache and nyal gi a,
only they didn't devel op the second stage
infection. They also boosted their antibody
response.

However, in those that were
anti body-negative, and received nore than 108
genone copies into their nose, they had this
typical biphasic illness, so that there was this
| evel which was associated with virema, with
fever, chills, headache, nmyalgia. At that tine,
there was a drop in their reticul ocyte count, and
then a second phase infection which resenbled fifth
di sease as the antibody cane up and the virus
cl ear ed.

However, it is inportant to note fromthis
that these assays were done really before PCR was
wel | established and the virem a was neasured by a
dot blot, and the dot blot has a sensitivity of

bet ween 105 and 106 genone copies/m . So, although
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the virem a could only be neasured for about four

or five days, the fact that it goes back to norma

or back to the zero Iine doesn't nmean to say there
is no virus actually present, and that will becone
relevant in a few m nutes.

Al so, there were no infectious assays
performed. It is actually very difficult to grow
this virus, and there were no neutralization assays
performed, so we don't know whether these
anti bodi es actually are neutralizing or not.

[Slide.]

The virus can cause a w de range of
di fferent di sease dependi ng on the host
characteristics, and | amjust going to go through
and illustrate each of these.

[Slide.]

The majority of infections caused by B19
are asynptomatic and it has been estimted between
25 percent and 50 percent of infections are
asynptomati c even in an outbreak situation

The commmonest presentation of B19
infection is erythema infectiousum al so known as
fifth disease, slapped cheek di sease because of
this characteristic slapped cheek appearance that

children get, and al so acadeny rash, because of the
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out breaks that are often seen in schools.

The prodrome, which is at the time of the
virema, is usually missed or there may be just
mld synptons, and the diagnosis is usually nmade at
the appearance of the rash. In children, it is
particularly the sl apped cheek on the cheeks. In
adults, this stage is usually m ssed, but then
there is a second stage where you get this
reticular pattern on the linbs. It cones and goes
and pruritis is very common. There is no specific
treatment. It is usually a fairly innocuous
infection and often the parents are nore worried
about the rash than the children are about the
synpt ons.

[Slide.]

However, in adults, and especially in
worren for reasons that we don't understand, it is
often associated with arthropathy or even a frank
arthritis. This is a peripheral distribution
especially in the small joints.

Again, it can persist for nonths. It
often lasts between two weeks to two nonths, but
can, in fact, last for six nonths or even up to
several years. The problemis that it may resenble

acute rheumatoid arthritis, especially as the
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316
rheumat oi d factor can be positive and al so
aut oanti bodi es are often present.

So, diagnosis, this is B19 as opposed to
acut e rheunmat oi d, does have inplications especially
for the managenment of these patients. These
patients respond to nonsteroidals.

[Slide.]

The first disease that was associated with
parvovirus B19 was transient aplastic crisis, and
this was seen in patients with increased red
turnover. Basically, there is a transient arrest
of erythroid production and in those who have a
hi gh erythroid turnover or dependent on that
regul ar erythroid turnover, they develop this
apl astic crisis, which was originally described in
sickle cell disease, but it can be described, it
has been seen in many cases of henolytic anemia, in
fact, any cases where there is increased
eryt hropoi esi s including even in acute henorrhage.

O'ten pronornobl asts, such as are
illustrated here, can be seen in the bone marrow,
sonetines in the peripheral circulation. It is a
self-limting infection. As soon as the virus
clears, which is about four to five days, the

anti bodi es conme up.
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The reticul ocytopenia results. There is a
single episode in alifetime, and treatnment is
supportive to get themthrough the aplastic crisis.

[Slide.]

However, in some individuals who can't
mount an i nmune response or can't neutralize the
virus, they will go on to devel op a persistent B19
infection. This is being described in a variety of
different cases of congenital imunodeficiency. |
amgoing to illustrate a case of Nezelof's in a
m nut e.

In cases with iatrogenic i nmunodefi ci ency,
such as chenot herapy or inmrmunosuppressed patients,
it is also quite commonly seen in patients with
Al DS.

[Slide.]

So, this is a chart with Nezelof's
syndrone who had dot blot positive instead of the
usual three to four days, actually lasted for nany
months. This was associated with an anem a and a
reticul ocytopeni a.

This was despite the presence of |ow
| evel s of antibody. There was IgM and |1gG present,
but the virus was there at high titers.

[Slide.]
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These cases are often very well treated
and respond well to commercial immunogl obulin which
has high titers of neutralizing antibody. This is
a case of a patient with HV infection who again
had high levels of B19 DNA present for nmany nonths
and was treated here with IVIG There was a brisk
reticul ocyte response peaking and then com ng down
to normal and a response of the henogl obin, and the
virus actual ly di sappears.

It is interesting to note at the tine that
the anti body responds, many of these patients have
the synptons of fifth disease. They have the
arthropathy and they al so have the rash.

[Slide.]

The next case | want to talk about is
where you have a conbi ned, where you have an
i mmunoconprom sed or i munosuppressed i ndi vi dua
with high erythropoiesis, by which | nean the
fetus.

In fetal hydrops, there are nmany, nany
case reports nowin the literature that are very
simlar. B19 can be found in all the tissues. In
sone of these cases, this is associated with
myocarditis, globoside is actually found in the

fetal heart. Sone of these spontaneously resolve.
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[Slide.]

This is a conbined study again in the UK
where they | ooked to see what the risk of B19 was
or the outconme was of confirmed B19 infection in
pregnant wonen. So, this is a stage that the
not hers have their B19 infection. You can see there
is an increased fetal risk due to B19 infection,
particularly in weeks 9 to 20, so the first half of
pregnancy. There is an excess of fetal hydrops at
this stage

[Slide.]

The concl usion of this double study was
that both asynptomatic and synptomatic infection is
associated with hydrops or fetal loss. There is a
nmean interval of about six weeks between the
mat ernal infection and the fetal synptons, but 1 in
10 infections, confirmed B19 infections before week
20 will result in fetal |oss due to B19

The treatnent for hydrops, if it is early,
and many of these cases have been treated with
intrauterine blood transfusion with positive
results.

There have been no studies that have
confirmed congenital abnornalities due to B19

There is a few case reports. W have descri bed
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three cases of congenital anenmia follow ng a
mat ernal B19 infection. Different from what
happens with the persistent infection, these
congenital anem as did not respond to

i mmunogl obul i n treatnent.

[Slide.]

Despite those well attested associations
with B19, there are a nunber of different disease
associ ations that have been described in the
literature, often based on PCR results, and sone of
these are controversial as to whether this is a
chance associ ati on.

Certainly, it is being proposed that B19
causes PCH. It definitely causes sone cases of
henophagocytic syndronme, | TP, vasculitis, Kawasaki
is nore questionable, sonme cases of hepatitis have
been ascribed to B19. Recently, particularly in
Japan, there is a group that is clainmng that B19
may cause rheurmatoid arthritis.

[Slide.]

This is returning to the picture that |
showed earlier based on the data fromthe
vol unteers, which has held up to be fairly good,
but as | say, the first studies were done in the

absence of PCR, but when PCR is now actually added,
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i nstead of actually just being positive for three
to four days, the PCR actually remains positive for
mont hs, if not years.

Again, these studies were done w thout
quantitation, so the question is how high is that
virus, is it infectious, and what is it doing.
just want to nake the point that the virem a that
people talk about in the old literature is
associated with this dot blot sensitivity of about
106 genone copies/m.

[Slide.]

The fact that that virus persists at |ow
| evel detectable by PCR, it is not really
surprising then that when peopl e have gone back and
| ooked in bl ood donors, you can actually find
Virus.

So, this is not supposed to be exhaustive,
but just to show sone of the studies where people
have | ooked at heal thy bl ood donors by a variety of
di fferent nethods, that do have different
sensitivities, so it is not surprising that you get
different preval ence rates with the highest
sensitivity those based on PCR have given you the
hi gher preval ence of the virus.

| amgoing to go and say nore about this
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study by Yoto, but I want to make the point that
these sanples, 1,000 sanples were taken at the tinme
of an outbreak in the comunity, which is why they
are probably higher than sone of the other nunbers
that people have. | could allude to the study by
Jor dan.

[Slide.]

The fact that the virus is present, can go
up to 1012, 1014 genone copies/m, it can be a
problemin pool ed products, and all these products,
there have been cases in the literature where B19
has been said to be transmitted fromthem

But single conponents, it is nuch rarer
There are sone case reports, but there are not an
awful ot of them

[Slide.]

I want to go through sone of them and
again this is not exhaustive, but it is supposed to
be | think for the solitary. This was actually a
study by Yoto, which is the group that did the
preval ence of B19 by PCR at the tinme of an
out br eak

That was actually triggered by this case
that they found. This was 1l4-year-old boy who had

ALL, who was being well naintai ned on chenotherapy.
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He received two units of red cells. They have no
additional information on the red cells, so they
went back and | ooked at 1,000 bl ood units to see
what the preval ence of B19 was, but they didn't
test these two units.

The child actually devel oped a profound
anemia. He actually went on and had a periphera
bl ood stemcell transplant, was treated with IVIG
just as CW prophyl axis, not actually because they
had recogni zed that he had the B19 infection at
that stage, but he had a virem a that |lasted for a

nont h.

Certainly, | can't inagine that they would

have done a stemcell transplant if they had known
that he had an acute B19 infection going on at the
tinme, so this was an infection that was nissed.
[Slide.]
This is a second case. This is a
22-year-ol d woman who had thal asseni a ngj or
di agnosed at the age of 15 nonths, so had been
receiving two units of red cells nonthly, so
estimated actually received probably about 500
units of blood at this point.

She agai n devel oped a transient aplastic

crisis and severe heart failure. |t turned out she
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had received two units of red cells nine days
previ ously, and one of the donors that they were
abl e to show was |1 gM positive, DNA positive.
Unfortunately, there is no information given as to
what they mean by "positive."

Thi s individual had an invasive esophagea
echocar di ography, was m sdi agnosed as havi ng
subacute bacterial endocarditis, treated for a
month with antibiotics before they actually
realized what the diagnosis was.

So, again, a patient that was m streated
because the diagnosis wasn't thought about.

[Slide.]

This is a third case which was again
pi cked up retrospectively. This was one of the
cases that was found by Jordan in that study of
| ooki ng at the preval ence of B19 in their bl ood
donors.

What they did was they identified positive
bl ood donors and then went back to see what
happened to the recipients of that blood. One of
the individual s had a severe anenia, and this was
the i ndi vi dual

This was 49-year-old man who had a |iver

transplant for chronic HCV. He received one unit
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of red cells two days post transplant. The donor
was | gM negative, 1gG negative, but DNA positive.
Agai n, unfortunately, they don't give a titer, but
it was strongly positive on their ELI SA-based
assay.

Four nonths later, he was thought to have
recurrent hepatitis, he was found to be anem c,
found to have reticul ocytopenia, was treated with
red cells. Bl9 wasn't even consi dered.

Ei ght nonths | ater when Jordan contacts
themto find out what happened to the recipient of
this blood, they find out that he had a B19
infection at this stage. He has, in fact,
seroconverted. He is IgMpositive, 1gG positive,
B19 and DNA negati ve.

[Slide.]

These were the 10 recipients that they
were able to followup on. It is interesting to
note that this was the only patient that received
B19 DNA positive. Now, as | say, we don't know
what they nmean by that titer, because they don't
actually give a titer. Had B19-1ike synptons, so
was foll owed up.

Interestingly, this patient was IgM the

donor was | gM negative and | gG negative, so

file:///C|/Daily/1212bloo.txt (325 of 440) [12/24/02 11:43:58 AM]



file:///C|/Daily/1212bl0o.txt

10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

presumably this was an acute B19 infection that the
donor had, but was asynptomatic at the tine.

[Slide.]

The last case | want to talk about is a
case where there was transm ssion by platel ets.
This was a 36-year-old who had CM. treated with
chenot herapy, received a bone nmarrow transpl ant,
had been tested before and was shown to be B19 I19gG
prior to the transplant.

Over the next six months, he had
i ncreasing anem a and eight nonths later, B19 was
di agnosed. The patient was treated with IVIG
They were able to go back, and he had had bl ood
from 90 donors, and they were able to actually test
all of those.

Two of them had B19 DNA. One of them
Donor A, it was greater than 106 genone copies/m.
I can say that because it was dot blot positive,
and | used to work in this lab and | know the
sensitivity of the test that they use.

They al so sequenced the donor's virus, and
he had the sane B19 sequence as they found in the
patient. There was a second donor that was
positive. This had been given prior to the

transplant. This had | ess than 106 genone
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327
copies/m. It was only positive by PCR not by dot
bl ot .

But again this diagnosis was only nade
ei ght nonths after the event.

[Slide.]

So, what about |evels of B19 DNA? As |
say, there are not that many studi es where peopl e
have published where they have | ooked at actua
|l evels, but this is a group fromlitaly where they
have taken bl ood.

I think it sort of makes the point they
divided theminto those that were DNA positive, |gM
positive, and 1gG negative at the early stage, and
you can see they have relatively high virem a
| evel s, those who were I gM positive and | gG
positive, so within the first couple of nonths,
followi ng an acute B19 infection, |owered, but
there are still sone that are above this cutoff of
106, and then sone that were 1gG negative and |gG
positive, which suggests they had a B19 infection
nmore than two nonths earlier, and yet one of these
i ndi vi dual s had greater than a 106 genone
copies/m .

So, the question that | think that we

really don't know the answer is although we know
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that B19 can persist for nonths even at relatively
high titers, if this level of B19 is infectious if
it is given as a unit of bl ood.

[Slide.]

The problemis that we really don't have
the answers to sonme of these questions. The virus
is very difficult to growin the culture. 1t can
only grow i n human bone marrow expl ants or theca
livers as a source of henmtopoietic cells.

There are a few cell lines that have been
described, but they really aren't that highly
perm ssive. You can detect virus either by |ooking
for inhibition of colonies, but it is very
i nsensitive | ooking by imunofl uorescence for
capsid proteins or NS proteins.

Sone peopl e have described in real-tine
PCR | ooki ng for DNA increase. W prefer to use
RT- PCR | ooki ng for viral transcripts to distinguish
replication RNA fromviral DNA

[Slide.]

I put this slide onreally just to
illustrate that even if you have an infection
assay, this is using different concentrations of
virus at three different cell lines that are said

to be explicit for B19.
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In the nost highly sensitive, you can
detect down to 104, 103 genome copies per m, but
in another cell line, you can't really detect
anyt hing even at 106, so even the cell lines
thensel ves have problems in their sensitivity as to
what you call infectious, and there is obviously

limts to how rmuch virus you can actually put in

t here.

[Slide.]

So, coming back to the FDA questions, who
is at risk of parvovirus B19? Well, you could

argue anybody who is seronegative is at risk of B19
infection, but fifth disease is a relatively

i nnocuous di sease and apart fromthe problenms with
arthritis or arthropathy, the main problens in
these patient that have increased erythropoiesis,
patients who are i mmunosuppressed or

i mmunoconprom sed, and the pregnant wonman and the
fetus.

By definition, these aren't going to be
your bl ood donors, but they may well be your
contacts of your bl ood donors.

[Slide.]

Is there any way that we can prevent B19?

Well, there is a vaccine that is in Phase 1 trials,
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but it is going to be several years at the | east
before we actually have a vacci ne.

What about passive i munot herapy? The
only thing that we have is IVIG we don't have any
antivirals that we know work for B19. Again, you
have got the problemwth the time interval. |If
you are trying to actually stop the virem a, you
have got four days to actually do anything about
it. So, timeis limted.

[Slide.]

This is nmy last slide. This again shows
the time course of B19. What | tried to do here
was to put when you expect to see the synptons at
the different risk presentations.

So, the transient aplastic crisis is
really at day sort of 4 to 7 follow ng your
i nfectious exposure. You have not got a |ot of
time to do anything there. The persistent anenia
starts probably just about the sane tine, but lasts
actually nonths, so even with the late
notification, you mght actually be able to go in
and neke a difference.

The fifth disease is usually at about sort
of 21 days, but the arthropathy can last for

several nonths.
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So, what are the benefits of notification?
Well, you might be able to intervene. | did
mention pregnancy, but certainly in the pregnant
worman, you might be able to nonitor and see what is
happeni ng.

I think it is inportant for accurate
di agnosi s and nmay be inportant for treatnent
especially chronic infection and also for the
nmoni toring of pregnant wonen who m ght be at risk
of hydrops.

Thank you.

DR NELSON:. Thank you, Dr. Brown.

Questions? Mary.

DR. CHAMBERLAND: Thank you for that nice
presentation. | had a question. It seened, and
amsure this will come up in the discussion again,
that the benefits of notification are going to be
not so much with respect to the donor, but the
cl ose contact.

That is clearly going to probably be
linked to the period of tinme over which
notification can take place after the unit has been
tested.

In your review article, which was

distributed to the commttee, under Transn ssion,
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it is stated that the case-to-case interval is 6 to
11 days irrespective of the type of B19 rel ated
di sease

Now, if | understand that correctly, it
woul d suggest that let's say in a typical household
setting, a contact setting, that there is really a
fairly limted period of time in which you would
have to, if you will, informa donor and
potentially interdict subsequent transm ssion

Sort of tying that in with the other
comrent in your slide, you say the slide that
| ooked at the titers of B19 DNA relative to I gM and
1gG you ask the question is this |evel of B19
infectious if given as a unit of bl ood.

Actually, | think the sort of
conpl enentary question is, is this |evel of B19
infectious through the traditional respiratory
route.

I amjust wondering if you could comment
on that because | was quite struck by this
statenent in your article about this fairly tight
time period.

DR BROMN: It seens to have held us in
sort of fairly good stead, this sort of

illustration, because this tinme of the virem a does
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seemto correlate well to the time of
i nfectiousness in close contacts. So, this seens
to be, as | say, a very good estinate.

So, as soon as the IgMand especially the
IgG starts to cone up, then, you don't actually see
exposures continuing to happen

Maybe that sentence is a bit anbi guous.
There is a slight difference in the tinme between
exposure and the disease itself, because the
transient aplastic crisis will appear earlier,
which is the first phase. |If you are | ooking for
fifth disease, it's the second stage, and you see
the viremc stage is mssed, so that usually sort
of comes up a little bit later. So, that is why
you have quite a wi de range, but the infectious
time is actually very tight exactly.

DR. SIMON: If I put that in practica
terns, so if we detected soneone, and | gather that
fairly insensitive techniques are being used
because we are |l ooking for high titer, so we would
be likely to detect soneone at about day 7 tine
frane. So, the infectious period, you are going
back to day zero when you say 6 to 11 days?

DR. BROM: Yes, these nunbers are based

on having high titer virus dripped into your nose,
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which is not really an every-day occurrence and
probably doesn't mmc what is happening either if
you get a unit of infected blood or if you are
living with sonebody who is actually copping the
Vi rus out.

DR SIMON:  So, unless we could get to
that donor within four or five days, it probably
woul d not have much utility.

DR. BROMN: Exactly. That is what | was
sort of trying to get to here. |If you actually
want to actually go in and actually intervene
before this virem c stage, you have got a very,
vary narrow tinme cap, and | amnot sure, quite
frankly, that it is realistic.

However, if you are trying to actually go
in and do sonething about patients who have
persi stent anem a, now, you have got a much | onger
time because they are being virenmc, but they wll
continue to be having synptons, and they woul d
actually do well with actually being treated even
if it quite a bit later on in their disease.

DR SIMON: Treated with what?

DR. BROM: The only treatnent that we
have is IVIG and it actually works very well, as

in the HV case.
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DR SIMON: | amtold by our expert that
it is considered experinmental therapy. | knowit's
of f I abel and that not everyone accepts that it is
beneficial particularly if you don't know the titer
of parvovirus antibody in the preparation

DR BROM: It is the only treatnent that
is available, there is nothing else. So, | think
when peopl e have actually | ooked for neutralizing
anti bodies in nost comercial sources of IVIG they
are actually at high titers. | don't knowif
anybody el se wants to coment on that.

DR WJ: | think we ought to | et other
i ndustry presenters to present and maybe they have
sone data, and if not, we do have sone data that we
can present later on to shed that |ight.

DR DIMCHELE: | was really surprised to
see the number of people who get infected in mddle
age and beyond. |s there any difference in the
morbidity fromthis infection in the niddl e age and
ol der age popul ati on conpared to the younger
popul ati on?

DR. BROM: None that | am aware of other
than the fact that wonen, and it doesn't seemto be
particularly old or young, but certainly from20 up

woul d seemto be nore likely to have the
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arthropathy and the arthritis, but otherw se, there
doesn't appear to be any difference if you get your
B19 when you are 80 as opposed to when you are 20.

If you get it when you are 8, you will
probably have | ess synptons and you will have the
sl apped cheek. That is all | can say.

DR. NELSON:. Thank you, Dr. Brown.

Dr. Stramer.

C. Industry Data Presentations
American Red Cross
Susan Straner, Ph.D.

DR STRAMER: Thank you very nuch.

This is a conpilation of severa
presentations. Firstly, nost of the data that |
will present were presented at the AABB | ast year
then presented as Dr. Yu referenced, at the
Decenber 2001 FDA NAT Wor kshop, and | have added
some new data and comments at the request of FDA

| also want to nmention that I amnot only
di scussing B19, but | will be naking sonme remarks
about hepatitis A virus, because we really can't
separate the two as we are trying to screen our
pl asma derivatives for nonenvel oped viruses. Parvo
is one, but so is HAV

So, ny presentation is contaninated with
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some HAV nmaterial, and | will try to linmt those
remar ks.

[Slide.]

As we have heard, manufacturers of plasnma
derivatives have inpl enented NAT for nonenvel oped
viruses and such testing will likely be inplenented
for recovered plasna.

Most parvovirus B19 NAT prograns target
the elimnation of equal to or greater than 1
mllion copies/m as already referenced by Dr. Yu.

Studi es of HAV and B19 frequencies in
recovered plasma are linmted. Dodd and coworkers
at the 1997 AABB reported sonme results from
screening pools of 512 at NG, and those results,
we had zero positives for HAV out of 20,000
donations screened, but a frequency of 1 in 1,400
for B19. This was using a very sensitive test and
as Dr. Brown referenced, the preval ence is very
dependent on the sensitivity of the test that is
used.

[Slide.]

Dr. Yu also nmentioned sol vent detergent
treated plasma and t hrough the three-year
experience that has been reported at Vitex for NAT

screening of S/D plasma and final product, which is
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2,500 donations, and that is at NG for HAV, or by
their in-house testing for B19

Now, they may screen pools of 100 that are
conprised of five subpools of 20, and if a pool of
100 is found positive, they resolve to the subpoo
of 20, and if that subpool of 20 was found
positive, they discarded all 20 individual units.

But fromtheir testing, their frequency
for HAV was about 1.5 million, and about 1 in 800
for B19 DNA. Wen we started to think about
devel opi ng prograns for B19, we tried to recover
sonme of these positive units prior to discard, such
that we could research the frequency of B19, the
titers of B19, and try to get in-house some
positive materials.

So, what we were provided was greater than
1,000 units, and we have tested these representing
20 positive subpools of 20, but to our surprise, of
those subpools that we tested, the individual units
conmprising those subpools, only 23 of greater than
1,000 units tested were B19 positive at N@ using a
standard test. Those were from 16 subpool s.

So, of the 72 subpools tested, only 16
were positive. That indicated that we had a 77

percent false positive ninipool test result using
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the sensitivity of the Vitex procedure.

[Slide.]

When | presented these data at AABB and at
the FDA NAT Wor kshop, we only had a coupl e of
positives identified to that point, and this again
supports the data presented by the earlier
speakers.

Here, you can see, even though these are
separate units, if you align these by titer, and
then you | ook at the IgMand the |1gG concentrations
or presence of those two antibodi es, you can see
that only in this very high titer positive unit
there is no IgMor an 1gG Those that had | ower
titers had the presence of IgM As titers
decreased, |gM di sappeared and then all were
positive for 1gG

[Slide.]

For the 23 that we have identified at the
concl usi on of the study, we haven't conpleted the
IgMand 1gG testing, but | just present to you the
titers of the positives of these 23 that we found.

You can see only five here of three years
of Vitex screening, only five represented very high
titer units. The rest were lower titers and they

do what you woul d expect here, maybe had a nix of
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IgM 1gG and perhaps sonme of these represented
further contam nation as 5 of 16 of these pools
that contained these positives, contained nultiple
| ow | evel positives suggestive of contam nation

[Slide.]

So, fromthe Vitex studies, we know that
HAV was infrequent, B19 NAT false positivity may be
an occurrence that we have to deal with, especially
when you are dealing with very high titer units.

Low | evel B19 DNA positive, 1gG positive
sampl es do occur, and individuals with early acute
B19 infection have high viral titers and are likely
to be 1gG negative.

[Slide.]

So, in order to prepare for sone type of
screening program which | should have said at the
onset we are not yet doing anything for parvo. W
have done a couple of pilot studies, and | am going
to present results fromtwo of those.

We did the first study with NG, and it
was an unlinked study to determ ne the frequency of
HAV and B19 in recovered plasma. The testing was
done from our surplus NAT negative tubes for H YV
and HCV our NAT negative PPTs that were sent to

NG . Once at N@, they were pooled and tested
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1 The testing used at NG, and NG won't be
2 here to present, they use a four-test reaction for
3 both HAV and B19. That is two different priner

4 pairs that they run each in duplicate. So, each of
5 the four tests, all four tests have to be negative
6 for themto report out a negative result. |f any
7 of the prinmers or replicates to priners is

8 reactive, it is considered a reactive

9 So, we took a half mllion donations that
10 we sent to NG@. They were pooled into 100 pools of
11 512, which is the standard matrix that NG uses for
12 pooling. W tested HAV without dilution and if

13 there was a positive result, we would resolve to
14 the individual donation and quantify.

15 For B19, NA's standard algorithmis to
16 take the pools of 512, performa 1 to 1,000

17 dilution, and then test. So if we had a positive
18 pool, we then would resolve to the individua

19 donation, quantify, and | ook for antibody.

20 One point that we added to the study is if
21 a pool was negative at 1 to 1,000 dilution, we

22 wanted to see what would be in those pools that

23 they were tested undiluted. So, 1 to 1,000

24 dilution negative was further tested NEET.

25 NEET, that is the 512 pool was tested
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without dilution, and if that was positive, the
same thing. Resolve to individual donation
quantified, and IgMand | gG testing perforned.

I do want to coment because this is in
your materials from NG, that the sensitivity of
the testing that we used at N@ was 20 copies/n,
actually 22.4 to be exact, and that is what is in
NG 's presentation

If you then multiply that by a pool of
512, multiply that by 1 to 1,000 dilution, you get
a sensitivity for the donation of 1.2 tines 107, so
this is where we get the greater than or
approxi mately equal to 106, but this is the
sensitivity of the NG test.

[Slide.]

So, the results. For HAV, these were
easy. They were all negative. For B19 in
performance of the 1 to 1,000 dilution, we had 3
positive pools including 4 positive donations. Two
of the positive donations occurred in the same
pool. So, the 4 positives gives you a frequency in
the study of 1 in 12, 800.

These are the 4 positives, the IgM
present, results of IgMtesting. Al were IgG

negative as you woul d expect fromrelatively high
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343
titers especially in these two. No quantifiable
1 gG

One of the high titer ones was | gM
positive, and one of the lower titers was al so | gM
positive. Interestingly enough, these two were
detected even though they were below the linmt of
sensitivity of the tests we were using, perhaps
being in the sane pool, there was sone additive
effect.

[Slide.]

Now, when we took the remaining 97 pools
that were negative at 1 to 1,000 dilution and ran
themw thout the 1 to 1,000 dilution, we had an
addi tional 34 positive pools including 95 positive
donations, which gave us really an unacceptable
yield of 1 in 528.

Again, if you look at the titer of the
sanpl es found, 1gM 19gG presence, and then this is
the nunber of sanples within these various titers,
you see there are sonme high titer sanples, actually
1, that probably should have been detected at the 1
to 1,000 dilution but wasn't, and that one was |gM
positive, and plus/mnus for 1gG

The lower titers had I gM as you expect,

but also had 1gG The lower titer sanples had a
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m x of 1gM and again nost of them have |1gG

[Slide.]

We did a simlar study with GenProbe
because since we are tal king about a Phase 1 and
Phase 2 approach, the N@ would represent the Phase
1 approach where sanples would be sent out for
testing, but we recognize in the future that
i n-house testing may occur, so we wanted to | ook at
the GenProbe test.

So, what we did is we took NAT negative
pool s, pools of 16, about 2,500 of them and
representing April collections, and | should have
said in the NG study that | showed previously,
those al so represented springtinme collections, and
that is inportant because it is the highest tine of
reported parvovirus preval ence.

Thi s represented about 40,000 donati ons.
They were tested at GenProbe using a conbi nation
test for B19 and HAV, that had about 600 copies/n
test sensitivity. This was about 100 percent
detection level, which in our pools of 16, was
about 9, 600.

O those 2,547 pools tested, 24, just
under 1 percent of these pools of 16 were reactive

for B19. There were no reactives for HAV once
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345
again. |If we assune that there was one B19
positive donation per reactive pool of 16, that
woul d give us a preval ence of the sensitivity that
we were using this test at 1 in 1,700 versus what |
showed you for the NG study, which used a |ess
sensitive procedure, of 1 in 12,800. So, in this
case, it was 7-fold higher.

If you |l ook at product |oss, because again
at a pool of 16, if we have a positive, we have to
discard all products, due to discard of all menbers
of a reactive pool when dealing with 16, would be
about 1 in 100, which is unacceptabl e.

Based on the distribution of quantitative
results for those 24 positive pools, the addition
of the ones with 1,000 pre-dilution, which is what
NG does, would result in a preval ence that was
comparable to NG, of 1 in 13,000

[Slide.]

If you look at the titers of the 24
positives that we got in the study, the vast
majority would be expected to be belowthe limt of
detection of the GenProbe test in the pool setting,
so those are unexpl ai nabl e findings or due to
contam nation, which is likely the outcone.

Here are sone noderate | evel positives
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that were detected. We don't have antibody signa
results on these. Again, we have 3, these are the 3
high titer positive sanples.

[Slide.]

Currently, we are also doing--this is
nmoving on to sonething el se--we are doing
manuf acturi ng pool testing. That is where nany
recovered plasma units are pool ed, approxi mately
3,250 liters, and these manufacturing pools are
tested for virus prior to final manufacturing.

I don't want to dwell on this because this
is HAV, but again it shows you the type of result
output that you get fromNGE. This is audio
radiogram and | said that NG perfornms two primer
pairs, they do themin duplicate, so here you see a
set of four results.

Lanes, all one are their positive
controls, 17 through 19 are all positives, so this
one they didn't have a positive. | mean there are
certain criteria, and these all net the validity
criteria.

But here you have an unknown and you can
see here that it may not be positive on all of the
four rafts, but in this case, it certainly was

positive on three, constituting a positive result.
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So, that shows you the type of data output one
woul d get.

[Slide.]

So, the conclusions fromthe presented
studies is that blood collectors considering
i npl ementation of B19 screening will have to
eval uate NAT nethods that are relatively
insensitive to prevent issues from contam nation
and detection of low |level NAT positives.

The frequencies that | showed were 1 in
12,800 using the insensitive method at NG. |If you
consider only the two very high titer positives we
had, the frequency is 1 in 25,600, and those were
1 gG negative

The frequency, if we increase the
sensitivity, was 1 in 528 with noderate titer
sampl es that were plus/mnus for 1gG but positive
for IgM Now, if you conpare the GenProbe nethods,
we coul d get conparable results dependi ng on
whet her we do a dilution, which would yield a 1 to
13,500 result, or 1 in 1,700 frequency if we used
their sensitive nethod.

[Slide.]

Hi gh-titer screening nethods nay not

capture all infections B19 positive units, however,
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the infectivity of antibody reactive, lowtiter
positives is unknown, as has al ready been
ref erenced.

Thi s study defines expected yields of B19
if sensitive and insensitive NAT nethods are used.

This study al so denonstrates the
i nfrequent occurrence of HAV in recovered pl asna,
which is about 1.5 nmillion to a mllion

[Slide.]

So, where does that |eave us? 1t |eaves
us with a discussion of Phase 1 and Phase 2, and
will try to answer sone of the FDA' s questions
her e.

One nechanismto do Phase 1 testing that
the Red Cross will likely inplenent is the nethod
with NG where we woul d outsource the testing to
NG, and the process tine for the testing would
exceed the dating of |abile conponents.

So, by the time we got test results, the
only thing we would have are frozen components.

[Slide.]

Now, how do we limt this, so we are only
dealing with recovered plasma, and not the issues
surroundi ng FFP?

Fol |l owi ng the conpl etion of our current
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H'V and HCV NAT testing, we would take our NAT
tubes and identify those that correspond to
recovered plasma. Those recovered plasma tubes
woul d be pooled into pools of 16. They would be
sent to NG for further pooling, into pools of 512

NG would test for HAV and parvovirus,
following a 1 to 1,000 dilution for the parvovirus.
If negative, the product with the plasma woul d be
fractionated. |If positive, we would resolve to the
pool of 16, and all in-date frozen products woul d
be di scarded, and the good news here is that we
woul dn't have any FFP because they were never
tested to begin with.

So, the question is then how do we address
Phase 2, which would be testing in-house using a
comrercial kit. This would represent real-tine
testing in pools. Mst likely in our scenario at
the Red Cross, we would naintain our current pools
of 16, and as | mentioned with the GenProbe
procedure, we could do a pre-dilution step as part
of the assay, whether that is a 1 to 1,000 dilution
to reach about a 107 copy/m per donation |evel or
1 to 100 dilution, so we get to 106. That remains
to be determ ned.

Reacti ves woul d be resolved to the
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i ndi vi dual donation within real time. So, what
does that mean? For product release, in reactive
pool resolution, for the latter involving usually 3
rounds of testing, we have anywhere from about a 10
to a 48 hour per donation turnaround tinme, and that
is really based on our current NAT testing now.

If pools are negative, our turnaround tine
is about 10 hours. |If a pool is reactive,
requiring resolution testing, and then if it is a
mul tiplexed test, discrimnatory testing, fina
results may not be available for 24 to 48 hours.

So, this really represents the range of when
results are available. |In this nodel, no product
rel ease woul d occur unless the units not only test
H V/ HCV negative, and in the future Wst N le, but
al so HAV and B19 negati ve.

[Slide.]

The B19 sensitivity level would initially
be set for the renoval of high-titer units that is
greater than 106 copies/m. W really couldn't
make clainms for |abile products because we are not
renoving all parvo, we are just renmpving high-titer
units.

Real |y, again, as reference, we would

really need to determine the needs for recipients
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of labile products, what the |evel of sensitivity
shoul d be, who should receive these products, et
cetera

Donor notification, managenent of products
from NAT-reactive donors' previous donations and
reci pient tracing, which we hope won't have to
occur, would have to be determined. But regarding
donor notification, as has been addressed in the
questions fromDr. Brown's presentation, is our
time required for donor notification, varies by the
mar ker, but it is generally two to three weeks and
for some markers where we outsource suppl enental
testing, it may take the full 56 days or up to 8
weeks.

Qur tineline for any type of Phase 2
i npl ementation is dependent on the regul atory
policies that FDA mandates, availability of test
kits, and | didn't even list here all of the
i npl ementation issues, such as those outlined for
West Nile virus.

Thank you.

DR. NELSON. Thank you, Dr. Stramer.

DR. SCHM DT: What is NG ?

DR, STRAMER: Oh, | amsorry, Nationa

Genetics Institute. They are a clinical reference
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| ab.

DR. SCHM DT: Thank you

DR STRAMER: | was hoping to get a nore
chal | engi ng question than that.

DR. SCHM DT: | thought maybe it was a new
di sease

[ Laught er.]

DR. STRAMER It coul d be.

DR NELSON. Actually, ironically, they
wer e supposed to present next, but | understand Dr.
Conrad isn't here.

DR STRAMER | tried to address two
points in his talk because he presented differing
sensitivity, but it is actually the sane test at 20
copies/m, pools of 512, and a 1 to 1,000 dilution
According to ny $1.99 cal culator, that conmes out to
1.2 times 107, and | did it twice to verify ny
initial results, so it is about 107 sensitivity for
t heir met hod.

DR. FALLAT: You have presented a | ot of
data and threw out an awful |ot of nunbers. Can
you sinplify it for nme? Wat do you think is the
best estimate fromyour |arge sanple size of the
general incidence of this virus in donor pools?

see nunbers from1l to 500 to 1 in 25,6000, and what
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is the best nunber?

DR. STRAMER  Using sensitivity that |
think is reasonable to elimnate the high titer
units, | think we will wind up with a preval ence
between 1 in 10,000 and 1 in 15, 000.

Now, if a cutoff of 106 or 107 is
adequate, that is what the preval ence would be. |If
we dropped the cutoff, then, we are dealing with
consi derably different nunbers.

DR. NELSON: Next, fromthe plasma
i ndustry, Barbee Whitaker.

Fracti onat or s/ PPTA
Bar bee Wit aker, Ph.D

DR. VWH TAKER  Good afternoon. Thank you
for the opportunity to present the PPTA approach to
reduci ng parvovirus B19 load in fractionation
pool s.

I would like to nention that there have
been a few changes to the slides that were
distributed to the cormittee | ast week, and that
you shoul d have the current version, the version
am presenting now in front of you.

I would also like to nention that we have
three presentations as a part of our industry

presentation and | would like to respectfully
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request that you hold questions until the end
because it's a conprehensive presentation. Thank
you.

[Slide.]

PPTA is the international trade
associ ation and standard-setting organization for
the world's major producers of plasna derived in
reconbi nant anal ogue therapies. Qur nenbers
provi de 60 percent of the world' s needs for source
pl asma and protein therapies. These include
clotting therapies, imune globulins, and al pha-1
antitrypsin anong ot her products.

PPTA nenbers are committed to assuring the
safety and availability of these medically needed
|'i fe-sustaining therapies.

[Slide.]

Al t hough transm ssion of parvovirus B19 is
uncommon t hrough plasma therapi es, PPTA recogni zed
the particular vulnerability of specific therapy
reci pi ents including pregnant wormen and
i mmunoconprom sed i ndividuals. The industry opted
to pursue a strategy of identification and renoval
of high-titer units as described already.

About the sane tinme that we were | ooking

at this, based on experiences observed with the
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1 sol vent detergent treated plasna for transfusion,

2 FDA encouraged the fractionation industry to limt
3 viral loads in manufacturing pools.

4 About a year later, in 2000, the European
5 Medi ci nal Eval uation Agency, the EVMEA, held a

6 wor kshop to address viral safety of nonenvel oped

7 viruses. It was concluded that given the current

8 extent of know edge, further introduction of

9 regul atory requirements should be carefully

10 considered, and to date, there have been no further
11 meetings on this subject.

12 Al 'so, in 2000, the WHO rel eased an

13 I nternational Laboratory standard for parvovirus
14 B19, allow ng the standardization of various

15 | aboratory tests particularly NAT.

16 PPTA rel eased its voluntary industry

17 standard for the management of parvovirus B19 in
18 m d-2001. This standard is one of five critica

19 standards in PPTA's Quality Standards of Leadership
20 Excel | ence and Assurance Program
21 The goal of our Standards Programis to
22 enhance the margin of safety and quality of each
23 and every product that reaches our consuners.
24 [Slide.]

25 PPTA' s parvovirus B19 standard requires
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i n-process control testing of incom ng source

pl asma by NAT for parvovirus B19 DNA. Pl asma that
woul d result in a manufacturing pool exceeding 105
International Units/m is renoved.

Effective July 1st, 2002, manufacturing
pools may not exceed 105 | U parvovirus B19 DNA/ mi .

PPTA' s standard is designed to enhance the
safety of the finished product and is based upon
the recomendati ons of the Septenber 1999 Bl ood
Products Advisory Committee specifically and
described by Mei-ying a little bit earlier.

The recomendation to treat parvovirus B19
is an in-process control that no studies were
required to validate clinical efficacy of B19 NAT
under IND for plasma for further manufacture. The
val idation should proceed as an anal ytical test
only and that no clinical correlates were necessary
if no decisions regardi ng donor or recipient
managenment were taken

[Slide.]

As Dr. Yu has described, FDA has requested
additional data regarding specific industry
practices, and | would like to introduce Dr. Steve
Petteway of Bayer Biological Products, who wll

wal k you through the requested data.
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[Slide.]

As agreed with FDA, industry data will be
presented in an anonymn zed fashion. Conpanies
represented are as follows: Al pha Therapeutic
Cor poration, Aventis Behring, Baxter BioScience,

and Bayer Bi ol ogi cal Products.

Following Dr. Petteway's presentation, Dr.

Edward Gonperts of Baxter Bi oScience will present
the potential inmpact of donor notification

Thank you.

St ephen R Petteway, Jr.
DR. PETTEWAY: Thanks.

The FDA has requested that we provide an
update for our in-process control testing of source
pl asma for parvovirus B19, but before |I do that,
want to address the FDA issues that are specific
here fromtesting algorithmthrough to profiles for
B19 serial bleeds. | wll address those. | think
that you have themin front of you

[Slide.]

However, before | do that, | want to
remi nd everyone that pathogen safety is a
compr ehensi ve approach with effective redundant
measures that provide a high margin of safety.

Begi nning with the donor, wth donor
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screeni ng, managenent of donations, and nanagenent
through testing donations and inventory hold and

| ookback, followed by manufacturing and
specifically the nanagenent of plasna or
manuf act uri ng pool s, coupled with virus

i nactivation and renoval, and this coupling is very
important in the whole safety profile.

Then, noving through the process ending
wi th postmarketing surveillance in support of our
patients.

[Slide.]

Specifically for parvovirus B19
managenment, we focus on two of these manufacturing
saf equards, the plasma or manufacturing pool, and
i n-process control of the plasma nmanufacturing poo
again coupled with virus inactivation and virus
renoval through the purification and manufacturing
processes.

I think to understand the value of this
i n-process test nmethod that we have i npl enent ed,
understanding the Iink between these two is
critical

[Slide.]

Prior to inplenentation of our testing

paradigm no plasmunits were tested for B19. This
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resulted in manufacturing or production pools that
ranged from 101 to 109 International Units/m,

foll owed by process viral reduction gave us a
defined margi n of safety, however, after

i mpl ementation, high-titer units are identified

t hrough m ni pool testing and renoved, now providing
production or manufacturing pools with a titer of
105 International Units/m when coupled with the
same process viral reduction lead to an increased
margi n of safety.

That is really the target of this testing
is increasing the margin of safety.

[Slide.]

To address the first issue that we were
asked to address, the NAT sensitivities for
m ni pool testing and original units, what we are
presenting is targeted testing threshold for
m ni pool testing as opposed to anal ytica
sensitivity.

[Slide.]

The reason for that is that the
sensitivities required to achi eve reduced
manuf act uri ng pool |oads are a function of m nipoo
size and the manufacturing pool size. They are a

volunme factor. So, the differences in the size of
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the minipools i.e., the volune or the manufacturing
pool greatly influence what this targeted cutoff
is.

M ni pool and nanufacturing pool sizes vary
across the industry. Therefore, each manufacturer
has set the testing threshold based on the size of
m ni pool s and manufacturing pools to achieve the
PPTA standard. That is why you see different
threshold | evel s from conpany to conpany.

[Slide.]

The targeted threshold |l evels for origina
units we have cal cul ated for you here because we
don't actually test the original units. W
back-extrapol ated fromthe mnipools. W renind
you agai n that each manufacturer has set the
testing threshol d based on the size of the mnipoo
and t he manufacturing pool, and the goal is to
achi eve the PPTA vol untary standard.

You can see the differences, 5 tinmes 105
to up to 107, and it's a volune rel ated issue.

[Slide.]

So, mnipools that are reactive and based
on the targeted threshold are assessed and units
are rel eased or discarded based on individua

conpany processes for carrying out that activity.
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[Slide.]

Looki ng at the preval ence and | evel s of
B19 DNA in m ni pools, as you can see, they range
from21l in 3 minipools down to 1 in 40 m ni pool s.

O course, this is because the frequency in
m ni pools is influenced by the size of the m nipool
and it varies across the industry.

[Slide.]

The B19 DNA | evel s can range up to 1011
International Units/m depending, of course, on the
titer and the donation.

[Slide.]

The next issue is the preval ence of
reactive mnipools, original units, manufacturing
pools, and the levels of B19 DNA in each, and we
will attenpt to provide that for you.

[Slide.]

The frequency and levels of B19 DNA in
original donations. What we are showing here is
the frequency of discarded units, that is, in the
testing paradi gm because of the |ogistics of
testing, all the units that we discard are not
necessarily greater than the threshold, so what you
are seeing is the units that we actually discard.

It ranges from1l in 2,000 to 1 in 5,000,
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and you can see that it correlates with the
threshol d, and some conpani es have a | ower
threshol d than ot her conpani es have for identifying
and dealing with units.

[Slide.]

For B19 DNA in manufacturing pools, |
think this is a very inportant slide and pretty
graphically illustrates the whole point of this
testing and what we gain fromit and the val ue of
it.

Prior to B19 in-process testing, this
represents, each line, each data point represents
the titer in a manufacturing pool and you can see
that many manufacturing pools have titers as high
as 108 to 109 International Units.

Foll owi ng the inplenmentation of the B19
i n-process testing, however, there is a consistent
reduction of the titer of B19 in the manufacturing
pools across the sane tinme frane. This data
clearly denmonstrates the value of the in-process
control testing for manufacturing pools of B19 NAT
and this again is our whole goal, is to reduce the
| oad in the nmanufacturing pools.

[Slide.]

Resol ution Tines. Now, you can interpret

file:///C|/Daily/1212bloo.txt (362 of 440) [12/24/02 11:43:59 AM]

362



file:///C|/Daily/1212bl0o.txt

10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

resolution tinmes in many ways. Resolution tinme my
be fromthe time a sanmple is received in a

| aboratory to the tine the result is avail able.

So, we interpreted resolution tinme as fromthe tine
collection occurs, the collection of he unit, unti
a result is available.

You need to understand that this doesn't
include tinme for confirmation testing and/or
notification of donor, and the resolution tines
range froma nmean of about 25 to 60 days.

As far as resolution tinmes as it relates
to the single donor, that is not done in our
process.

[Slide.]

Now, there are factors influencing
resolution time, and | think this is pretty
critical in trying to understand how this works and
what the issues are. These factors, of course, are
shi pping | ogistics, when sanpl es are noved, when
units are noved, and how they are managed.

Laboratory capacity and through-put and
even seasonality of infection, and I will show you
in the next slide exactly what | nean by that.

[Slide.]

This is fromone nenber conpany. This is

file:///C|/Daily/1212bloo.txt (363 of 440) [12/24/02 11:43:59 AM]

363



file:///C|/Daily/1212bl0o.txt

1 about two years, and this is the trends in the

2 i nci dence of parvo-positive units over tine. You

3 can see that it is cyclic, as you woul d expect, and
4 at certain points in time there is a very |ow

5 incidence, i.e., the through-put through a |ab

6 woul d be very rapid, at other points in tine there
7 can be 5to 6 times as nmany positives to deal with,
8 so that is certainly going to affect the

9 t hrough-put of a lab

10 So, | think we have to be very cautious in
11 describing or relating turnaround times, that they
12 can be a little inconsistent and they can vary on

13 us dependi ng on the conditions.

14 [Slide.]

15 The next issue was the preval ence and

16 | evel s of anti-parvovirus B19 antibodies, if any.
17 [Slide.]

18 To summari ze, anti-B19 antibody |evel is

19 not affected by the inplenented in-process contro
20 measures, that is, renmoving the high titer

21 donations. About 98 percent of manufacturing

22 pool s, whether before testing or after testing, are
23 above 10 International Units/m, and there are no
24 manuf act uri ng pool s bel ow 5.

25 Thi s denpbnstrates appropriate strategy for
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ef fecti ve managenent of parvovirus B19 |oads in
manuf acturi ng pools while, inportantly, retaining
necessary antibody |evels.

[Slide.]

I will just make a couple nore coments
about that. W were also asked if it was possible
to l ook at serial donations and | ook at the
tenmporal relationship of positives, negatives
relative to serial donations, and this happens to
be a very high frequency donor, a profile fromthe
hi gh frequency donor.

There are about 12 of those, and this is
one exanple, and this is neant to be a prototype.
Each box represents a donation and the status of
that donation relative to our threshold, whether it
i s above or bel ow the threshold.

VWhat you can see is that at this
particular point, we were very |lucky and we
identified a donation actually at the point of
initial infection, and the increase in titer was
very rapid up to a very high titer, and then the
next donations decreased very rapidly until it
decreased bel ow the threshold, and then went back
to nondetection or non-el evated based on our tests.

Thi s does not nean there is no titer.
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This means that it is non-elevated relative to our
testing paradi gm

There is one inportant point to nmake here
relative to antibody | evels, and that is that what
we have superinposed is the expected 1gG profile
based on publications based on the literature.

We al so have data that actually confirns
this, so we have got data where we actually | ooked
at titer relative to donations, and we | ooked at
IgG Wiat you can see, | think the first speaker
al ready pretty much said this, is that nost of the
hi gh-titer donations that we renove are not likely
to have an inpact on B19 antibody titers in either
manuf act uri ng pool s or i munogl obul in products.

However, if we renove a great deal of the
|l owtiter donations, then, the possibility exists
for a significant inpact on the antibody titers in
bot h manufacturing pools and final product, and
that is clearly one of the main reasons why we have
adopted this particul ar paradi gm

[Slide.]

So, in conclusion, then, PPTA nenber
compani es have inpl emented appropriate processes
whi ch have been shown to be effective in managi ng

parvovi rus B19 in manufacturing pools, thus
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achi eving an increased margi n of safety for
life-saving plasma protein therapies.

Ed Gonperts is going to discuss public
heal t h i npact of donor notification and counseli ng.

Edward CGonperts, M D.

DR. GOVMPERTS: M. Chairman, coll eagues,
thank you for the opportunity to talk to you this
af t er noon.

I will focus briefly on parvovirus B19
infection, summarizing briefly what actually you
have al ready heard, and then tal k about resol ution
times, as well as issues around donors and
cont act s.

[Slide.]

The infection itself and the virus is well
docunmented, well reviewed in standards, infectious
di sease textbooks, such as The Principles and
Practices of Infectious D seases. Essentially, it
is an acute self-limting disease w thout chronic
sequel ae in normal individuals, normally
transmtted by the respiratory route.

Most infections are asynptonmatic. Were
synmptomatic, the donor would be deferred,
synptomati c being fever, headache, nalaise,

myal gi as, and rash.
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Anti bodi es to parvovirus B19 confer
life-long protective imunity. More significant
sequel ae are rare and usually occur in particularly
suscepti bl e non-donor popul ations with pre-existing
condi tions.

[Slide.]

Parvovirus B19 infections typically
resolve with the appearance of neutralizing
anti bodies, in the case of IgM approxinmtely 10
days post infection and 17 days, 1gG post
infection, with a period of virem a being about 14
days and in sone cases this virem a may wel |
persist for a substantial period of tine.

The intense virem a, however, devel ops
approxi mately one week after infection, and this
usual ly lasts about a week.

[Slide.]

Focusing on the donor notification and the
counsel ing issue, as we have heard from Steve
Petteway, the average resolution time for NAT
testing ranges from25 to 60 days.

Additional tinme would be required to
identify the unit, performthe necessary
confirmatory testing, and then to | ocate and

conmuni cate with the donor.
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This is a fairly substantial period of
time relative to the infection and therefore an
i nfected donor woul d al ready have cleared the virus
and devel oped sufficient antibodies to confer
life-long imMunity by the tine notification
occurr ed.

The infected donor also, on the basis of
this fair anpunt of time, will already have passed
the infection to close contacts by the tine of
notification.

[Slide.]

Focusing on the at-risk popul ati ons and
close contacts. Fromthe point of view of the
donor popul ation, these individuals are deferred.
There are standard questions, for exanple, "Are you
feeling well and healthy today?" which ideally
woul d excl ude the individuals who have an acute
infection, that are feeling ill.

Femal e donors, the question is asked, "In
the past weeks, have you been pregnhant or are you
pregnant now?" Certainly, the questions would
excl ude i nmunoconproni sed i ndi vi dual s.

From the point of view of prevention of
transm ssion of infection to close contacts, as

al ready nmentioned, the turnaround tinme nean is
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about 25 to 60 days, and confirmation testing would
be a m nimum of additional 10 days and donor
notification, anywhere from 3 days to nonths.

[Slide.]

In conclusion, this nmedical informtion
related to an acute parvovirus B19 infection would
be nonactionable for both the donor and his or her
cl ose contacts. On focusing on the ethics, we may
question the ethic of notification of a donor
regardi ng nonacti onabl e nedi cal information.

Certainly, counseling a donor regarding
nonactionabl e nedical information certainly
presents difficulties.

Finally, donor notification and counseling
| acks public health benefit as this is a
non-chronic, acute, short duration viral infection
which is highly prevalent in the genera
popul ati on.

[Slide.]

To conclude and bring the presentations
together, in-process control neasures are designed
to enhance the safety margin of plasma therapies.

Parvovi rus B19 NAT test |acks value as a
di agnostic or donor screening nethod.

Thank you.
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DR. NELSON: The last three speakers are
open for questions or coments.

DR SIMON: Just one quick one. Wat is
the confirmatory testing for this virus?

DR. GOMPERTS: It would be a repeat B19
NAT test.

DR SIMON:  You woul d just repeat to make
sure there wasn't an error?

DR, GOVWPERTS: On the specific unit that
is collected fromthat specific donor

DR. DiM CHELE: | can ask you, but the
question would be for anybody. Has anybody ever
heard of the CDC identifying a contact parvovirus
infection in a contact of a recipient of blood
products at all?

In other words, has the CDC ever
identified infection in the contact of a bl ood
product recipient or a plasma product recipient to
the best of your know edge?

DR. GOMPERTS: | don't know.

DR YU | believe for CDC, B19 infection
is not a reportable disease, right, Dr.
Chamber | and?

DR CHAMBERLAND: W woul dn't have the

data to answer that question. There may be
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i sol ated case reports that are in the literature
that someone can speak to that tal ked about
secondary transmi ssion in a household where a

transfusion recipient acquired it fromtransfusion

DR. DOPPELT: | ama little confused. How

are you setting your cutoff for what you consider
as a high titer and a low titer?

DR PETTEWAY: The cutoff, as | said, is
coupled to the manufacturing process, and it is
coupled to the target of achieving no greater than
105 International Units/m in a manufacturing pool
If that manufacturing pool is 800 liters, then, the
m ni pool screening and the cutoff is going to be
different than if the manufacturing pool is 5,000
liters.

So, it is all linked together and it
depends on the manufacturing process for any given
conpany.

A cutoff at the mnipool level or at the
donor level, when that unit nowis diluted into the
manuf acturing pool, the cutoff will be 105. The
titer of that unit that is diluted will be
dependent on the volume of the manufacturing pool
That is how conpanies are setting their cutoff, and

the key is the specification or the target at the
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manuf act uri ng pool

DR. DOPPELT: How are you picking that
particular target? | nmean is this arbitrary?

DR. PETTEWAY: No, actually, it is not.
Renmenber it's coupled to viral inactivation and
renoval , and we picked that target because we need
to go below the target, so if we are at 105, in
order to assure that we don't go above 105, then,
we need to be around 104, so if we are around 104,
so now we are excludi ng donations, sone of which
are actually below 105, if we were to go much | ower
than that, we would start excluding the lowtiter
donations that are high 1gG and we are trying to
avoi d that.

So, what we are trying to do is to
elimnate the highest titer donations w thout
elimnating the donations that are high in IgG
ant i body.

DR NELSON: And by "viral inactivation,"
you mean antibody primarily, right?

DR PETTEWAY: No. | nmean within the
purification process for manufacturing, we have the
capacity to renove or elinmnate virus to a certain
|l evel, and the idea is to get the manufacturing

pool, reduce the load in the manufacturing pool, so
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the chal l enge on that capacity is |less and the
margi n of safety is greater. They are coupl ed
together, and | think that is inmportant to
under st and.

DR. LEW | think |I have a question that
may be |inked to what was asked earlier. M
understanding is when CDC did their presentation,
they nmentioned about genomnic equival ents/m based
on a study that |ooked at healthy donors, and you
wanted to avoid anything that was greater than 104
genoni ¢ equi val ents/m, because those were
nontransmtting |ots.

We didn't really get the details of that
study where we get this cutoff from 106, and that
is a problemthat | amhaving, as well. \Wat are
the studies that show 106 is the greatest, which is
alittle different issue |ooking at keeping
anti bodies in our plasma or IVIG

So, the first question is what is the
correlation between International Units/m wth
genoni ¢ equivalents, is that 1 to 1? The second is
could we get sonme details on how that particular
cutoff was chosen, either the 104 or 106 based on
how you manuf acture?

DR. NELSON: Wasn't the cutoff chosen
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based upon a study that showed transnission of sone
pools that had very high titers?

DR PETTEWAY: No, actually, that nay not
even be relevant to what we are doing, so | wll
put a slide back up and try to explain.

DR LEW There is a different issue
between trying to keep good antibodies in these
products versus this cutoff of not wanting to
transmt, and | would like better clarification on
t hat .

DR. PETTEWAY: Let me see if | can help
you here. Renenber that prior to inplenenting
testing, we had nmanufacturing pools or production
pools that were up to 109 International Units/m.
During our purification processes, we are capable
of renoving virus, but renobving virus to a certain
|l evel. That gives us a margin of safety, but it is
based on the starting | oad, how nuch can you
renmove.

VWhat we wanted to do was reduce this | oad,
so by m nipool testing and renoving the high-titer
units, we are able to reduce the load to a
defined--we can call this a cutoff, but a defined
specification for the manufacturing pool of 105

International Units/m. That is the goal
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Now, when that is coupled with the process
viral reduction that is the same here, but with a
|lower titer or a lower initial titer, then, we have
increased the margin of safety for the product.

The transmissibility in solvent detergent
pl asma of 105 would not be a criteria for choosing
the | oad here. The criteria for choosing the | oad
here is a bal ance between renoving the nost virus
possible while not elimnating the nost |gG
possible. That is why that was chosen, not based
on the 104 S/ D plasma experi ence.

DR. LEW Could you just say what is
equi val ent s between genomi ¢ equi val ents versus
I nternational Units?

DR PETTEWAY: Well, the reason you have
an International standard is because peopl e--John,
go ahead.

DR SALDANA: John Sal dana from Canadi an
Bl ood Servi ces.

The correl ati on between Internationa
Units and genone equivalents is about 1 to 0.6 or
0.8, and the reason we use International Units is
to get away fromthe discrepancy of people using
different units. | think it was quite clear at the

West Nile Virus nmeeting in Novenber that people
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were using copies/m, genone equivalents/m, et
cetera, and it is very confusing, so the WHO has
adopted the 11U, which is an arbitrary unit.

I think that tends to standardize. It is
completely arbitrary, but we try and nmake it as
close to the genone equival ents as possi bl e.

DR. GOLDING Basil Golding, FDA. This
cutoff of 106 is obviously arbitrary and it is true
that nost manufacturing processes will renove
virus, but the ability to renove virus is variable
and this virus is renmoved to a | esser extent than
envel oped viruses, and nobst manufacturing processes
that | amfamiliar with will renove possibly 4 |ogs
of virus, so you are still going to have virus in
t he product.

The point about the antibody, the caveat
there is if you are making i mune gl obulin, sure,
you wi Il have antibody in the product and it is
going to neutralize low |l evels of virus, but if
your fractionation process separates your virus
fromyour product like it could do for certain
cal cul ation products, you could end up with 3 or 4
| ogs of parvovirus in your product wthout any
anti body in the product, so that product could

presumably transnmit the virus, and if you | ook at
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t he henophiliac popul ation, the antibody titers
compared to the rest of the population indicate
that that is exactly what happens.

DR PETTEWAY: Yes, that's true, and that
i s anot her reason why our paradigmand the cutoffs
that we chose wasn't based on the plasma S/D
experience. | would also note that in many
processes, we have validated capability of renoving
parvovirus up to 108 or 109, and in others it is
| ess, so that is correct.

DR SCHM DT: | would like to see us
remove from the discussion of what we shoul d do,
the point about the contacts of the donors for
three reasons. First, | think we are al
interested in public health, but | don't think we
shoul d add to the cost of blood and bl ood products
some public health activity, such as caring for or
considering the contacts of our donors.

Secondly, | don't think it is within the
authority of the FDA to consider that. W are
supposed to be worrying about the product and we
are already noving back to the donor's health, and
now we are tal king about the health of contacts of
t he donors.

Thirdly, | think nowadays is this whole
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question of invasion of privacy or not invasion of
privacy dependi ng which side of the fence you are
on these days, but we m ght not have any busi ness
| etting people know about those things when they
didn't ask us for them

DR FALLAT: It seens to ne, though,
pertinent to that is there is a big difference
guess between the plasnma fractionators and their
time period and the blood center. W have to keep
that in mnd when we | ook at the tinme period where
the donors or the recipients m ght be contacted.

DR ALLEN: | would be very cautious about
certainly voting negatively on this question,
however, in the absence of some nedical ethics
considerations, in the current environnent, if an
organi zation or an agency has that kind of data,
and it is taken down to the individual donor |evel,
I think there are many people who would feel that
there is an obligation to get that information back
with an appropriate explanation ever if there isn't
any necessary nedical or public health significance
toit.

I think that goes back to the question of
if you have got minipools, is there an obligation

to test back to the individual unit, and that
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perhaps could be the | evel of discussion. | think
if you have taken it back to that |evel of
identification, there may be an obligation to

i nformthe person.

DR. KLEIN: | would agree with that, Jim
I think that if you have that information about a
donor, and it was | who donated | ast week, and you
told me, I might not visit nmy pregnant daughter
next week or | mght not go to the obstetrical unit
or to the hospital where there are inmunodefi ci ent
subj ect s.

I think that us not discussing this and
deci di ng whether or not this is an issue, we would
be punting on that one.

DR, SCHM DT: | guess this goes back to
one of my old argunents with Toby who presented the
poi nt of view that the plasma industry was
considering serologic testing for syphilis as a
good thing because if it's public health aspects,
then, | see sone relation here.

DR SIMON: | never advocated that. From
a historical perspective, that is the way it cane
about, you know, that the testing every severa
months at a tinme when syphilis was nore preval ent,

I don't know if you want us to start discussing
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this or not.

DR NELSON: W will have tine to discuss
the questions raised by the FDA. Since we have
cone this far with all the presentations and peopl e
have flights and are going to have to | eave, could
you present the questions again?

DR. VWH TAKER. Could | just answer the
question that was raised a m nute ago?

DR NELSON: Go ahead.

DR WHI TAKER: | would like to rem nd the
conmittee that the test is a threshold test. You
are not going to identify every one who has
parvovirus when you do the test, so you will be
identifying individuals with high titer viren a
but you may al so be not identifying people,
individuals with high titer virem a just below the
cutof f.

The purpose of the test is the product and
assuring a high margin of safety and that not
di agnosi ng a donor, and that there are some issues
here that really do need to be discussed and
consi der ed.

It is not the sane as an HV test.

DR. NELSON:. There are four people that

wanted to make a statenment in the open public
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hearing. |f you could nmake a brief statement or
even provide it for the record or what | would like
to do is maybe discuss the questions, but the first
is Kay G egory.

DR. CHAMBERLAND: Ken, can | just ask a
question because there is a tinme issue here. |
think the conmittee really wants to give this a
thorough discussion and it is a difficult issue,
and there are four questions. There is also open
public hearing that has to take pl ace.

I think there is, by ny watch, about 45 to
50 minutes |left before the schedul ed adj our nnent
and | think many of us, those of us from out of
town, scheduled flights to accombdate a 6: 30
adj our nnent .

If people realistically think that all of
that can happen in 45 to 50 minutes, then, that is
what we planned for, but if it is not realistically
abl e to happen, | think people are just feeling
kind of at a loss as to what exactly to do here.

DR NELSON: | think if we have cone this
far and then we discuss, let's say, the questions
again at the next meeting, we would have to sort of
revisit all the issues. | would |like to try to do

it in the next 45 mnutes if we coul d.
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D. Open Public Hearing
Kay G egory, AABB, ABC, ARC

MS. GREGORY: You have the witten
statement and this time | amactually representing
the AABB, Anerica's Blood Centers, and the Anerican
Red Cross. | amhappy to just let you have it on
the record, but |I think it nmay be giving a little
bit short shrift to the whole blood industry if you
don't hear the statenent.

Primarily, what | really want you to be
aware of is that given the inportant and conpelling
conpeting safety priorities of inplenenting Wst
Ni |l e Virus donor screening and perform ng bacteria
detection in platelets for the whol e bl ood sector,
and we are going to be doing this in the next six
to nine nonths, the additional capacity and work
that would be required to perform parvo B19 NAT as
a donor screening test sinply cannot be absorbed.

For exanple, performng it as a donor
screeni ng assay would require the addition of
anot her on-line assay requiring conpletion prior to
all product release, the pulling of sanples and
further testing to resolve positive pools, the need
for a confirmatory assay, and the alteration of

510(k) cleared conputer systens to accommopdate
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parvovirus Bl9 results as a release criteria.

Furt hernore, current FDA policy woul d
require that donor screening be perforned under an
IND or an | DE, which would be an additional burden
for test kit manufacturers who are turning their
efforts to West Nile virus test devel opnent.

We believe that the practical solution of
perform ng parvovirus B19 as an in-process contro
at this tinme is supported, and we are willing to
| ook at doing that, but we think going any further
to call it a donor screening and requiring
notification, et cetera, is nore than we can absorb
at this point in tine.

DR. NELSON: Thank you. That was a good
sunmary.

Let's nmove to the discussion and
questi ons.

E. FDA Perspectives and Questions
for the Conmittee
Mei -ying W Yu, Ph.D.

DR YU | will try to be short.

[Slide.]

The first FDA perspective. For whole
bl ood donations, risks to transfusion recipients

are sufficient to warrant w thhol ding high-titer
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i ndividual positive units that is greater or equa
to 106 genone equivalents/m prior to rel ease of
bl ood conponents to use in transfusion

This particular level was set, it is to
mnimze the risk of infection in recipients and to
prevent serious consequences of B19 infections in
high risk recipients and to avoid the renoval of
low titer units that may not be infectious and
whi ch contain protective anti bodi es.

[Slide.]

Now, this is B19 profiles of B19 DNA and
anti bodies fromthe serial bleeds from normal
source plasma donors. Dr. Cerald Zerlauth of
Baxt er Bi oSci ence presented in Decenber 2001 FDA
Wor kshop, and we have been collaborating with him
very closely, so this is a very precious panel
just want to point out, but unfortunately, NG also
have simlar panels fromserial bleeds, | believe
from 20 donors and show very sinilar pattern

In red or reddish pink, that is the DNA
| evel, and the B19 DNA level, and in yellowis an
IgMprofile, and the blue is the 1gG profile. So,
as you can see fromthis source plasma donor, the
B19 | evel goes up very quickly to 1012 and then it

drops quite sharply to 106 or a little bit bel ow
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when | gG becane positive. This is at day 14,
anti-B19 becane positive, and the titer is around
the 7 tinmes 105 genone equival ents/mn .

But the virem c period can be very, very
long. See, it tapered off here, but then it
remai ned very, very long tinme through 304 days, but
that is his last bleed, so it is 102 or 103 genone
equi val ents/ m | evel

The 1gM was positive at day 10 and then
the level is still very high, 2 tinmes 1010 genone
equi val ents, so this 106 genone equival ents/ m
above, then nost likely IgGwll be negative.

Now, we really don't know what is the
infectivity, the mnimuminfectious dose especially
for those unpool ed products that has no anti body,
but I want to tell you that the IgMin this
particul ar donor became negative at day 60 and this
donor was positive at day 14, like | said, and then
later on it actually gradually increased and the
| evel reached to about 50 to 60 between 70 to 90
days U m, 50 to 60.

DR. NELSON: This has been presented
before to the coormittee. | wonder, could you nove
to the questions that you want us to consider?

DR YU Okay. | will. This is the |leve
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of 1gG became around 1030 or 1025, that is what is
found in 1@V level, in ternms of 1 percent 1gG
concentrati on.

I wanted to answer Dr. Toby Sinon's
quest i on.

The key thing | wanted to show t hat
profile is to say that you cannot be too sensitive.
When you are too sensitive of the NAT, then, you
are getting those low level units that may not be
i nfectious, and they contain |1gG

[Slide.]

The second one is a tenporary deferral may
be warranted for high-titer apheresis donors if
positive donations can be resolved within severa
weeks. As you know, the donation intervals are 8
weeks for whole blood, 8 to 16 weeks for red bl ood
cell apheresis, 48 hours for platel etpheresis, and
every 48 hours for plasnmapheresis.

Based on the industry presentation, we
will see the resolution tine. |In Susan Stramer's
presentation, she said that can be in 24 to 48
hours, the nmean tine, so | put down two days here
for the Phase 2 approach. Now, NG unfortunately,
Andy Conrad cannot cone to present, but in one of

his slides, the average tine to resolve to single
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donation is 4.6 days to be exact.

Wthin such a short time, either two or
five days, you can really notify the donor, defer
the donor if necessary, and then if there is a
medi cal benefit for the close benefit, they can be
notified quickly.

FDA actually got inquiry from plasnma
centers and they asked how | ong they can defer
these positive donors, but however based on the
PPTA presentations, you can see vari ous conpani es.
The nean tine, resolution time is ranging from?25
to 60 days, so within the tinme period, you really
cannot do very much for donor deferral or nedica
benefit to the close contacts, but the range is
very, very high, you know, A and B conpani es can be
as short as 8 or 9 days.

[Slide.]

The third point is that FDA is seeking the

BPAC s opi ni ons on concl usi ons made by the Ad Hoc
PHS panels that there are sufficient potentia
medi cal benefits to close contacts, but not to
donors, to warrant notification of parvovirus Bl19
donors.

However, we believe such notification is

likely to be useful only in setting where testing
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and notification can be conpleted within, for
exanpl e, less than four weeks of donation

So, the questions for the conmttee.

First, if donations of whole blood are
tested for the presence of human parvovirus B19,
are risks to transfusion recipients sufficient to
warrant wi thholding high titer positive units that
is equal or greater than 106 genone equival ents/m
fromuse for transfusion?

Is tenporary deferral of positive donors
warranted in the setting of: (a) whol e bl ood
donation? (b) apheresis donation?

The third question is: Do potentia
medi cal benefits to contacts of parvovirus B19
i nfected donors warrant identification and
notification of positive donors?

Fourth. If yes to Question 3, should
donor notification be limted to settings where
testing and notification can be conpleted wthin
several weeks of donation?

That's it.

Commi ttee Di scussion

DR. NELSON: Di scussion?

DR SIMON: Did you want to do these one

at atime? | think it is a philosophic issue here.
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We have started with a test which was an in-process
control, and it has sonehow evol ved into
consideration as a specific test for the renoval of
in-date units and for counseling of donors.

It only detects people who are at very
high titers, so if you donate a day or two, before
you hit that titer, it won't detect you, if you
donated a day or two after, it won' detect you, so
its public health usefulness is very limted, it
doesn't have the same kind of testing
characteristics for HV or hepatitis B or hepatitis
C

I think what has created a red herring
here, | guess is the Red Cross's intention, inits
Phase 3, to do this in concert with the other tests
and to have a positive test result at the sanme tine
as they do for the other viral markers, in which
case they could renove the units, and | guess it
woul d make sense to do so, but that Phase 2 is a
whil e away and as they pointed out, even in their
situation, there is still nore tinme needed before
they would be able to contact the donor. They have
to confirmthe test result and then they have to
put in the process all the nmeasures to contact the

donor, and there is just a |ot of other tinme taken
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up.

I think in terms of the industry, the
pl asma i ndustry, you know, this is com ng way
beyond any time for nedical usefulness. So, | just
think we have gotten off. | guess, number one,
think if you had the data within the sane tine
frane as you do the others, | guess you woul d pul
in-date units, but | think it is unfortunate that
we noved fromlooking at this as an in-process test
for the plasma fractionation product, to begin to
|l ook at it for these other purposes, because
obvi ously, a somewhat lower titer in that setting
coul d cause the probl em

So, | think it is unfortunate. | mean |
guess that the conmobn sense answer to Question No.
1is yes, but | certainly wouldn't defer the donor
who will get over the problem and | think
contacting, it is true, of course, that you al ways
have this ethical issue when you have information,
but it is not very useful information and the
timng of it is such that it is going to cone at a
time when it won' be useful to the donor or the
contacts, because sinply the time it takes to do
all of this, whether you do it by certified letter

or phone call that goes into a voice mail, and by
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the tine it gets back into the system so that |
think is | guess representing industry, kind of mny
phi |l osophic | ook at it.

I woul d hope we would not saddle the
pl asma industry with having to go back to tel
peopl e 30, 40 days after they have donated about
t hi s.

DR. SCHM DT: Consi dering the whol e bl ood,
we have heard a statenent from M. G egory that
they can't do it right now without inpeding other
perhaps nore inportant activities.

Wouldn't it be sensible for the FDA to
table this request for us to consider this? | know
it means taking it up again next year, but that
m ght be a cheaper alternative to having everybody
wor ki ng on this before then

DR. KLEIN: W have spent a lot of tine on
the plasma industry, and as best | can tell, the
questions aren't addressing that, and it doesn't
make much sense, since they are not resolving to
the single donor, and the tinme frane woul d nmake
t hat - -

DR. SIMON: | think they are resolving to
the single donor.

DR KLEIN: If they are resolving to the
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singl e donor, then, the tine frame would nake it
i mpossible really to have any nedical benefit
either to a donor or to the donor's imedi ate
contacts or even distant contacts.

However, if, in fact, we are going to be
resolving to the individual donor within 48 hours,
then, | think we need to address these issues even
though we may not be doing that for the next two or
three years

I think we at | east have to get on the
track. | think the FDA is asking us for that
advice. | amnot saying that we need to do it
tomorrow. It seens to nme that if you have a unit
of blood that has a high titer test positive
confirmed for parvovirus, you sinply don't want to
transfuse it. | can't imagine that you woul d
ignore that, so | think the answer to No. 1, in ny
mnd, is yes, and | presune we will get on to No. 2
eventual ly.

DR. NELSON: Let's vote on No. 1.

DR BIANCO Let nme just ask Dr. Klein an
i nportant question. Wat if in the whole blood
sector, this testing is done after expiration of
the cell or conmponents for the units that are going

to recovered plasma, which is what Sue Straner
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present ed?

DR. KLEIN: | think again the question we
are being asked is about if you have an in-date
unit and you have a test result that indicates that
it may be infectious, and not only infectious, but
potentially cause norbidity and nortality. | nean
that is the question.

If you want to pose the question
differently, | may have a different answer.

DR. NELSON:. Jay.

DR. EPSTEIN: It may be hel pful to realize
that the terns of debate have shifted over tine.
The source plasma standard has caused the need for
whol e bl ood collectors to inplenment parvovirus
testing, so that they can sell recovered pl asna.

This has caused the FDA to consider what
is going on in the whol e bl ood scenario, and the
way we |ooked at it is, well, if you are now
testi ng whol e bl ood donors, shouldn't you have a
proactive position to interdict the at-risk unit.

Now, what has evolved is that it can't be
done imrediately, don't allowit, priorities may
not allowit, but we are sort of |ooking ahead and
it was not clear sonme nonths ago whet her there was,

in fact, an industry intent to do what is called
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real tine testing, which basically neans testing as
a release test.

There is this gray zone where you may not
be testing as a release test, but you have an
in-date unit, and you m ght or mght not get the
opportunity to interdict it. That is an unpl easant
pl ace to be.

So, you know, you sort of have these three
scenarios. You have testing of outdated units for
the purpose of screening and recovery of plasna.
There is nothing further you could be doing about
transfused units, and a ot of tinme has passed with
regard to any val ue notifying a donor.

At the other extrenme you have testing
within 48 hours conpatible with other rel ease
testing, and then you have this gray zone in
bet ween where you have sone delay in testing, but
you still have some in-date units.

So, what the FDA is looking for is, first
of all, an opinion whether it is inportant to
interdict these units because they are not being
interdicted now when there is no testing. Then, we
are looking for a direction whether we should be
pushing froma regul atory standpoint that all the

testing should, in fact, in whole bl ood, becone
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pre-rel ease testing eventually.

If testing is feasible and if ultimtely,
it is feasible as release testing, shouldn't that
be what happens. So, that is where we are coming
from and we recognize that you can't necessarily
have it overnight. | nean | think we understand
that point.

DR. FITZPATRICK: To ne, that is a
different question. Wiat Dr. Klein said was if we
know, we should interdict. Wat you said is should
we test to interdict, and that to ne says does this
represent enough of a risk to the patient
popul ation that we shoul d advocate pre-rel ease
testing.

I didn't see presented today any nore
informati on than was available in 1999 on cases of
transm ssion by transfusion. So, those are two
different things to me, and I am not sure where you
want us to go with that.

DR. EPSTEIN. Well, ny feeling is that if
whol e bl ood donors are to be screened, that we
shoul d work toward pre-rel ease testing for the
purpose of interdicting potentially infectious
units and that, as you say, you have already heard

that high-titer units are alnost certainly
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i nfectious.

We know that they are a serious threat to
sonme recipients. W don't have good data on the
frequency of clinically significant events. Now,
we don't have any nore data than we have previously
prevented. | think that is part of the problem
but we were trying to focus today's neeting
primarily on the issue of benefit or |ack of
benefit of donor notification

| appreciate the discussion of Question 1
has rai sed the additional dinensions of that issue.
I think we could split it into two questions if you
like. Oneis, is there a benefit to interdicting
parvovirus-positive units, and the other is, if
testing is done now, should it becone pre-rel ease
testing.

Is your feeling that you can't vote this
question or you don't know what it neans?

DR FI TZPATRICK: | am concerned about the
phrase, "Are risks to transfusion recipients
sufficient to warrant wi thhol ding high positive
titer units?"

You know high-titer units are infectious.
To nme, if we answer yes to the question, we are

advocating an effort by the industry to engage in
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an effort to do pre-release testing to protect the
reci pi ent.

DR EPSTEIN. Well, | would say that there
woul d l'ikely be an evolution of policy and that the
first step would be retrieving in-date units found
to have high titers and a vote in the affirmative
woul d encourage FDA to push toward ultimtely
pre-rel ease testing, yes, but it doesn't all have
to happen at once.

But, yes, a vote in the affirmative would
put us on that course to progress fromretrieving
in-date units potentially with | ookback
notifications to an ultimate pre-rel ease testing
scenari o.

DR FALLAT: W have data from the bl ood
banki ng i ndustry that there is 106 titers in
perhaps 1 in 15,000. W give 1.5 mllion units of
bl ood a year. That translates into quite a nunber
of people getting that titer, of which a certain
percentage will be in the high-risk group.

For me, it is no greater to vote yes on

DR SIMON. Well, for nme, it is
unfortunate, the inplications in No. 1, because

think if sonebody told nme they had tested, and it
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was a high-titer unit and should they renove it, |
woul d have to say yes.

I nmean | can't imagine a different answer,
but on the other hand, | would not want to
encourage the FDA to nove towards requiring this
testing as a donor test, in other words, because
think it takes us off the track of the rationale
for it, and | don't believe, as Dr. Fitzpatrick
said, that data in the past have suggested a need
to look for this virus or to prevent this virus
transm ssion in whole blood, platelets, and so
forth, but rather as a problemin pooled product
particularly to henophilia patients.

So, | think it is unfortunate that there
is that inplication with a yes vote, but | agree
with Dr. Fallat. | mean | don't see how one cannot
vote yes to No. 1 if you have that information

DR EPSTEIN. Could |I suggest that we add
a question to give you the opportunity to clarify
this, which would be: Has a value for screening of
whol e bl ood donors for parvovirus B19 been
est abl i shed?

In that way, if you wish to vote 1 in the
affirmative, you can still vote 2 in the negative

I think that would clarify things if | understand
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the issue here.

DR KLEIN. | would like to have that
first part that is nowsplit off, I like the
wor di ng, because | think the wording is very
important. We really have never | ooked for this,
so we don't know whether it is a problemor it
isn't a problem so you really don't want to
exclude that any nore than you want to press
forward with it in the absence of data.

DR. NELSON. Great. Certainly, parvovirus
B19 infections are a significant problemin
patients with AIDS and sickle cell, and all the
rest, but we don't know how nuch of it is
transfusion transmtted, and | guess that is the
real issue.

DR SIMON. W can vote on No. 1, | think,
while he is witing No. 2.

DR NELSON: Let's vote on No. 1.

DR SMALLWOOD: Question No. 1(a). |If
donations of whole blood are tested for presence of
human parvovirus B19, are risks to transfusion
recipients sufficient to warrant wthhol di ng
high-titer positive units greater than 106 genone
equi val ents/m fromuse for transfusion?

Al | en.
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DR.

certain, but

ALLEN: | think the data aren't

| am convinced that the answer

probably is best yes.

2

%3 33 333D R I LI IDD

SMALLWOOD:  Chanber | and.
CHAMBERLAND:  Yes.
SMALLWOOD:  Davi s.

DAVI S:  Yes.
SMALLWOOD:  Di M chel e.
D M CHELE: Yes.
SMALLWOOD:  Doppel t.
DOPPELT:  Yes.
SVALLWOOD:  Fitzpatrick.
FI TZPATRI CK:  Yes.
SMALLWOOD: Kl ei n.
KLEI'N:  Yes.
SVALLWOOD:  Lew.

LEW Yes.

SMALLWOOD:  Schmi dt .
SCHM DT:  Yes.
SMALLWOOD:  Fal | at .
FALLAT: Yes.
SMALLWOOD:  Har vat h.
HARVATH:  Yes.
SMALLWOOD:  Nel son.

NEL SON: Yes.
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DR SMALLWOOD: Dr. Sinon.

DR SI MON:  Yes.

DR SMALLWOOD: There is unani nous yes for
Question 1(a).

Question No. 1(b). Has a value to blood
transfusion recipient been established that is
sufficient to warrant donor screening for human
parvovirus B19?

DR SCHMDT: | amsorry. Wuld you read
t hat agai n?

DR. SMALLWOOD: Yes. Has a value to bl ood
transfusion recipient been established that is
sufficient to warrant donor screening for human
parvovirus B19?

DR FALLAT: It that for whol e bl ood
transfusions or are you separating out
transfusions? Yes? Ckay.

DR SMALLWOOD:  Rol |l call

All en.

DR. ALLEN: | think nmost of the discussion
I heard was really to the absence of data although
we agree that there certainly is a potential risk
out there especially fromhigh-titer units.

| amgoing to have to, in terns of the way

the question is worded, Has a val ue been
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established, the answer is no. W need studies. |
think there is a potentially very significant risk
out there to certain populations. It is a real
concern. | don't think we have the data now. No.
DR SMALLWOCD:  Chanber| and.
DR CHAMBERLAND: | would vote no for the
same reasons.
SMALLWOOD:  Davi s.
DAVI S No.
SMALLWOOD:  Di M chel e.
DiMCHELE: | am going to abstain.
SVALLWOOD:  Doppel t.
DOPPELT:  Yes.
SMALLWOOD:  Fitzpatrick.
FI TZPATRI CK:  No.
SMALLWOOD: Kl ei n.
KLEI'N:  No.
SVALLWOOD:  Lew.
LEW No.
SMALLWOOD:  Schni dt .
SCHM DT:  No.
SMALLWOOD:  Fal | at .
FALLAT: Yes.

SMALLWOOD:  Har vat h.

T %3 3 3 333D DD IIDD

HARVATH:  No.
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DR SMALLWOOD:  Nel son.
DR. NELSON: No.
DR. SMALLWOCOD: Dr. Sinon.
DR SI MON:  No.
DR. SMALLWOOD: The results of voting: 2

yes votes, 9 no votes, 1 abstention, and the
i ndustry representative agreed with the no vote.
Question No. 2. |Is tenporary deferral of
positive donors warranted in the setting of:
(a) whol e bl ood donati on?
(b) apheresis donation?
DR SIMON: |s apheresis here
pl asmapheresis? | amgetting the word that it is,
(b) is plasmapheresis as of the plasmapheresis
i ndustry.
DR KLEIN: (b) could al so be
pl at el et pheresi s.
DR SCHM DT: Do we know what a positive
donor is?
DR. NELSON: No. It could be 102 or 1040.
DR ALLEN: Renmind nme again. Wth the
pl asma i ndustry, ny understanding is we are really
tal king weeks or | onger between the time that the
testing is done and any results are available, so

pl asmapheresis, | nmean it's a noot question
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Pl at el et pheresis is the testing is done reasonably
rapidly.

DR SIMON: That is an interesting
question. Odinarily you wouldn't do it on
pl at el et pheresis since there is no recovered
plasma. | nean if you take our vote on 1(b), go
with the mgjority, you wouldn't do it on
pl at el et pheresi s unl ess you are maki ng recovered
plasma with it, but ordinarily you wouldn't be.

DR FITZPATRICK: Wth 1(b), to me, until
you resolve 1(b), you can't nove on to 2(a) and
(b).

DR KLEIN. | don't really agree with
that. | think if you have got a positive unit,
then, what do you do with that donor? You have got
a high-titer positive unit sitting here, and you
have a donor, sonmeone who is going to come in 56
days later. Then, | think the answer is pretty
obvi ous, but someone who night conme in, in 48
hours, you have to think about it.

DR SIMON: Well, 56 days later, | assune
you are saying you woul d not defer, and 48 hours
you woul d except you won't know that for three or
four weeks.

DR KLEIN: Not in platel etpheresis,
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shoul d you be doing it for platel etpheresis, and
guess there are protocols where plasm and
pl atel ets are collected, are there not, Jay?

DR EPSTEIN. | amthinking. Again, it is
a case where splitting rather than |unping. FDA
brought it forward this way because we were
t hi nki ng about frequent collection, and we were
neutral about how long could it take to do the
whol e cycle of testing, because there is so much
variation going on. W are not naking the
assunption things stay the way they are.

But | think for the noment it would be
hel pful to split out apheresis from pl asmapheresis.
So, basically, the two scenarios cone down to the
whol e bl ood apheresis donor to make transfusible
conmponents where that donor may indeed come back in
48 hours to give platelets again. Part (c) would
be the scenari o of source plasma donation

So, if we would say whol e bl ood and
apheresi s donati on from whol e bl ood donors, in
ot her words, the donors who neet the whol e bl ood
standard, so apheresis donation to nake
transfusi bl e components, and then (c) would be
source plasma donati on.

DR FI TZPATRICK: So, Jay, in follow ng
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Dr. Klein's, would you consider this the sanme as
1(a), if you had the result and knew the result in
time to nake a decision, would you nmake one?

DR. EPSTEIN. Well, | think having posed
and heard the vote on 1(b), we are not nowreally
thinking in terms of the scenario where it is al
pre-rel ease testing, so we are back to the scenario
where you mght be learning |later.

On the other hand, the donor, even though
you |l earned |l ater, even though maybe it was 14
days, the donor could still be coming back, in
other words, they are not on a 56-day cycle.

DR. NELSON: This all one question that
includes (a), (b), and (c). |Is that right? Vote
separatel y?

DR. SIMON:  Yes, separately.

DR. NELSON: Let's do the first, 2(a).
This is a whole bl ood donor with an interval of 56
days?

DR. SIMON: 2(a) would be, | believe, a
whol e bl ood donor with interval of 56 days. 2(b)
woul d be potentially platel etpheresis, which could
be twice in a week. 2(c) would be plasm donor,
which could be twice in a week, but you don't have

the results for three to four weeks
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DR. NELSON: Right.

DR. Di M CHELE: The nuance of this, the
tinme of notification | think is critical to
answering this question because | think in
answering Question 1, | nmean | think we were sort
of looking at the data that was presented by the
FDA and the Anerican Red Cross, and the possibility
of getting this information out in two days, which
is very, very different, |I think, given the period
of viremi a of someone who is determined to be
positive.

So, given the overl appi ng period of
virem a and basically the identification and
notification tine, | mean | think those two things
are very, very critical. |If the notification tine
extends past the period of viremi a, the question is
a nmoot point.

If the notification tinme is included in
the period of viremi a, then, you are absolutely
right, then, we vote maybe the sane or differently
on 2(a) and 2(b). | nmean | think that this is an
i ssue that has to be clarified before we can vote
rational ly.

DR SIMON: | think the information we

were given is that the whol e bl ood segnent coul d at
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sonme time nove to having the data available within
48 hours. The pl asmapheresis situati on would not.
Those units are all shipped to central testing
| aboratories that take longer to do it, and al so we
have to keep in mnd with (c), the level of
antibody in the final product because the donors
that are then fornmng 1gG are people you woul d want
as donors for 119G

I think that suggests that (a) and (b) you
woul d probably say yes, and (c¢) you would say no,
and that would be my view of it.

DR. NELSON. (a), you would say yes with

the 56 day?

DR. SIMON: | amsorry, | amgetting
confused. (a), | would say no because of the
56-day interval; (b), | guess you would have to say
yes, if you had it; and then (c), | would say no

for source plasnma.

DR DiMCHELE: If that is what the
question is.

DR STRAMER: | just wanted to clarify
time franes. | said we woul d have products tested
by 10 hours to 48 hours, which is about two days at
the |l ongest tinme, but for donor notification, by

the tine the donor gets the test results, we nay
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owe thema letter that is going to be two to three
weeks.

DR SIMON: But if you wanted to defer a
pl at el et pheresi s donor, you could put that in your
conput er.

DR STRAMER: Right, that's true.

DR SMALLWOOD: Question 2(a). s
tenmporary deferral of positive donors warranted in
the setting of whole bl ood donation? Vote.

Al'l en

DR ALLEN: No.

DR SMALLWOOD:  Chanber | and.
DR. CHAMBERLAND: No.

DR. SMALLWOOD: Davi s.

DR DAVIS: No.

DR SMALLWOOD: Di M chel e.
DR. Di M CHELE: No.

DR SMALLWOOD: Doppel t.

DR. DOPPELT: No.

DR. SMALLWOOD: Fitzpatrick.
DR FI TZPATRI CK:  No.

DR SMALLWOOD: Kl ei n.

DR KLEI'N:  No.

DR SMALLWOOD:  Schmi dt.

DR. SCHM DT:  No.
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DR SMALLWOOD: Fal | at.
DR FALLAT: No.
DR SMALLWOOD: Harvat h.
DR HARVATH  No.
DR SMALLWOOD:  Nel son.
DR NELSON: No.
DR SMALLWOOD: Dr. Sinon.
DR SI MON:  No.
DR SMALLWOOD: The results of voting for

Question 2(a), unani nbus ho.

Question 2(b). Is temporary deferral of
positive donors warranted in the setting of
apheresi s donation from whol e bl ood donations for
further components?

DR EPSTEIN. Apheresis donation to nake
transf usi bl e conponent s.

DR. SMALLWOOD: To meke, okay.

Corrected 2(b). |Is tenporary deferral of
positive donors warranted in the setting of
apheresi s donation to nake transfusible conmponents?

Al en.

DR ALLEN: Yes, and that's based on the
assunption that the test results are known within a
short period of tine.

DR. SMALLWOCD: Chanber | and.
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1 DR. CHAMBERLAND: Yes.

2 DR. SMALLWOOD: Davi s.

3 DR DAVIS: Yes.

4 DR SMALLWOOD:  Di M chel e.

5 DR. Di M CHELE: Yes.

6 DR. SMALLWOOD:  Doppel t.

7 DR DOPPELT: Yes.

8 DR. SMALLWOOD: Fitzpatrick.
9 DR. FI TZPATRI CK:  Yes.
10 DR SMALLWOOD: Kl ei n.
11 DR. KLEIN: Yes, assunming it's not

12 two-unit red cell apheresis in which case it's 112

13 days.

14 DR. SMALLWOOD:  Schmi dt .
15 DR SCHM DT:  Yes.

16 DR SMALLWOOD: Fall at.

17 DR FALLAT: Yes.

18 DR SMALLWOOD: Harvat h.
19 DR HARVATH  Yes.

20 DR. SMALLWOOD:  Nel son.

21 DR NELSON: Yes.

22 DR SMALLWOOD: Dr. Sinon.
23 DR SI MON:  Yes.

24 DR SMALLWOOD: The results of voting for

25 Question 2(b), unani nbus yes.
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Question 2(c). |Is tenporary deferral of

positive donors warranted in the setting of source

pl asma?

>

%3 33 333D R I LI IDD

| en.

ALLEN:  No.

SMALLWOOD:  Chanber | and.
CHAMBERLAND:  No.
SMALLWOOD:  Davi s.

DAVI S No.

SMALLWOOD:  Di M chel e.

D M CHELE: No.
SVALLWOOD:  Doppel t.
DOPPELT:  No.

SMALLWOOD:  Fitzpatrick.
FI TZPATRI CK:  No.
SMALLWOOD: Kl ei n.
KLEI'N:  No.

SMALLWOOD:  Schmi dt .
SCHM DT:  No.

SMALLWOOD:  Fal | at .
FALLAT: No.

SMALLWOOD:  Har vat h.
HARVATH:  No.

SMALLWOOD:  Nel son.

NELSON:  No.
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DR SMALLWOOD: Dr. Sinon.

DR SI MON:  No.

DR SMALLWOOD: The results of voting for
Question 2(c), unani nbus nho.

DR. NELSON: Question 3.

DR SIMON: This is the notorious contact
quest i on.

DR. YU Do potential medical benefits to
contacts of parvovirus B19 infected donors warrant
identification and notification of positive donors?

DR. CHAMBERLAND: M take on Dr. Brown's
tal k and when there was a little bit of discussion
about this, is that in terms of medical benefits,
if you stratify it by prevention of secondary
transmi ssion, that just given the tinme frane, it is
unlikely to happen

So, in terns of potential medica
benefits, you are unlikely to prevent secondary
transm ssion to a contact sinply because of the
time considerations and the type period when there
is likely to be high-level virema that could be
transmtted via the respiratory route.

However, | believe he did hold out the
possibility that in selected situations, probably

fairly rarely, that you might be able to have a
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benefit in terms of potential treatnment with
nmodal ities, such as IVIG for sone of the nore
severe mani festations of parvovirus B19.

That was ny take on it. People are
noddi ng their heads, they had a simlar--

DR. BROMN: That was ny intention

DR CHAMBERLAND: Ckay. It is late in the
day and | wanted to make sure | (a) heard it
correctly; and (b) restated it correctly.

DR. NELSON. W have already voted yes on
1, didn't we, notify, or was that just defer?
Renove t he product.

DR GOLDING Basil Golding. Sorry, |
will add it very quickly, 1 knowit's getting
| at e.

A clinical benefit | see for people who
have H'V and are getting parvovirus infections and
are getting anem a, aplastic anema, and it is
going to last for a long time, and they are going
to get stemcell transplants, the doctor needs to
know, so that they are not giving the wong
treatnment, instead of giving stemcell transplant,
as an exanple, where 1@V would have been rnuch
better.

The sane thing, if you have a pregnant
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woman who had a contact early in the pregnancy, and
the fetus is then getting into trouble, | think it
woul d be hel pful to know what the causation was,
and an intrauterine transfusion would al so be
hel pf ul .

Al so, the question of arthritis where you
get long-termarthritis in some worman, it woul d be
hel pful to know that it is not rheumatoid
arthritis, so there are diagnostic and ot her
nmodal ities that are invol ved.

DR. SCHM DT: | gave three reasons before
why | thought no. | would just like to add to
that. Wen we started testing for HV, we told
people not to come in just to find out if they were
positive. Those are the bad guys, and we only
wanted to be nice to the good guys, | guess.

An interesting situation in the UK now,
they are worried about if they find a test for nad
cow di sease, that people will stop donating bl ood
because they don't want to know that they are
positive for this. | neanit's a switch in the
other direction. But that might change if there is
some therapy for mad cow.

We have fights about whether we are doing

the wong thing by giving away free T-shirts, but
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al so free chol esterol examinations. | just think
we ought to stay out of the whol e business and just
do what we are supposed to do

DR. BIANCO Dr. Nelson, | amvery
concerned about the consequences of what is being
di scussed today. W started and actually, Dr.

Si non presented it very well, with a process that
was to try to make a product for patients that
recei ve those plasma derivatives better

Now, when we nobve to another way, that we
created a conpl exity where naybe one or two
contacts a year in the country will benefit froma
process that will drive an entire comunity in the
way they collect blood.

My concern is that those regul atory
requirenents will sinply inhibit us, so instead,
peopl e get it, contacts happen at hone, they happen
in bed, husband and wife with a wife that is
pregnant. It is rare that we have an event |ike
Dr. Klein described. It is possible, it is
pl ausible, but it is rare.

If those requirenents are inposed, this is
only going to delay the adoption of measures that
could hel p nake patients, certain patients receive

or allow certain patients to receive a safer
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product, because we sinply are not going to do it.

It is so involved in so many requirenments
Unl ess there is a regulation that tell us to do,
and we know that that will take four or five years
at least to have a pre-release screening test that
woul d al | ow screening of all donors for testing for
CW, that woul d be an equival ent nodel here, is
testing that is voluntary and is done in a
relatively small nunmber of units, which is what
woul d probably be the approach to deal with those
patients at higher risk

I amjust concerned about the inplications
that these will inhibit progress because of fear of
the inpact of the regul ation.

DR KLEIN. | amgoing to disagree with
that point of view. | don't know whether it will
stop testing of single units or not, but it seens
to ne that if you have tested individual donors,
you have a test result that could, in fact, inpact
on heal t h.

You (a) have a noral obligation to notify
the donor of their test results; and (b) you have a
moral obligation to indicate what action could be
taken to prevent sone infection, whether that is

100, 000 of themor whether it is three of them
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If you just test pools, it becones a npot
point, but if you are testing individual donors,
and you are not giving the donor that result when
it may, in fact, inpact upon either his or her
health or someone else's, | don't think that is the
appropriate thing.

Now, we are not tal king about the ethica
i ssue, we are tal king about whether there is
medi cal benefit. | think there mght be a snall
medi cal benefit, but | think if you are thinking in
the patient's interests, for those of us who are
hospital based, | would want to do that.

DR. BIANCO | amsorry, Dr. Klein, |
agree with you 100 percent. W, in our proposal,
and unfortunately, the discussion, we did not, AABB
did not have a chance to present our joint program
our proposal has been for minipool testing, it has
not been for individual donor screening.

If we cone to the individual donor
screening, even if we were doing this limted
nunmber |like we do for COW, | think it has to be
comuni cated to donor on the basis of ethics and on
the basis of nedicine, and | agree with you

But mnipool is the issue today. W are

di scussing an issue that actually is going to
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i npede the inplementation of mninipool because there
is a question can we test in mnipool wthout
resolving to the single donor

What we heard today in the sunmary from
Dr. Mei-ying is that the understanding is that we
shoul d resol ve those to the individual donor

DR SIMON:  Maybe we should sort of divide
this into what is and what may be, and | think
right now the plasma i ndustry does have w despread
testing in order to provide safer product.

As | understand it, in order to avoid
throwi ng out units that are perfectly good, they
have in many cases gone down to the individua
unit. They get this information about 20 or some
days after the donor has donated and by the tine
you woul d have notification, and so forth, you
woul d be tal ki ng about a nmonth or so.

I think at that point, the utility of
transmtting this information is extrenely |Iow, so
I woul d hope that they would not be encunbered with
this obligation for an action they have taken to
make the product safer and for an in-process
control because they happen to identify which unit.

I think if the blood banki ng organizations

ultimately nove to doing this, Iike was reported by
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Dr. Straner in her Phase 2, where they are doing it
along with H'V and hepatitis B before rel ease of
units, then, it becones another factor, and | think
Dr. Klein's argunments would carry nmuch nore wei ght.

DR. FALLAT: W are putting the scenario
in Question 3, naking the scenario very different
from Question 1, and now we are saying it's
m ni pools, and so we really don't know that the
person that has the positive virema, therefore, it
is not going to be possible to renove that bl ood.

It seems to me if the only thing that is
going to be done is mnipools, then, we need data
to find out just how big of a problemthis is if
you did it on single donors or resolved it to
singl e donors perhaps nore rapidly, because again
if you go back to those figures, if you have 1 in
15,000 that have a high titer, and you are giving
out in a year and a half, you have got 1,000 donors
that are receiving high-titer B19

I woul d guess that at |east 10 percent of
those will be people in high risk groups perhaps,
but this is all guess work. | think we need that
data before we can press forward with single donor
i dentification.

DR. HEALY: Dr. Nelson, this is Chris
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Healy with PPTA. | just wanted to naeke the
comrittee aware of a point, and that is that the

i ssue of mnipools and going down to the individua
donations is really kind of a red herring here.
The way that the testing is performed, the
conpani es do have unit identification bleed
nunmbers.

That can be accessed, whether you are down
at the mnipool |evel or whether you are down to an
i ndi vi dual donation. What they do not have is
donor identification information, but information
about an individual unit, a bleed nunber, a unit
i dentification nunber can be found out at any point
t hroughout the process, whether you are | ooking at
a mni pool or whether you are | ooking at an
i ndi vi dual donation. There is conplete
traceability throughout the entire process.

So, the distinction between ninipool and
i ndi vidual donation is really inmmterial here. The
critical distinction is do you have a donor's nane,
do you have a donor's identification nunber, do you
have the center where that person donated, and are
you in a position to contact them

That information does not exist in the

current strategies used for NAT testing of
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parvovirus at the fractionator |evel

DR. FALLAT: Wuld you clarify that then,
is Dr. Sinon correct in saying it would take 20
days before you woul d identify that single
i ndi vi dual ?

DR HEALY: Yes, that is correct. It
takes quite a bit of tinme because what we | ook at
is fromthe time the collection is made to the tine
the individual donation is identified, the
confirmation testing is done, the center is
contacted, the donor's file is pulled. They are
identified. Notice is sent out to them

By the tinme you add all that up, in
addition to the inventory hold that is in place,
and all these other measures, by the tinme you add

that up, you are | ooking at quite a span of tineg,

yes.
DR EPSTEIN. | would like to ask Dr.

Bi anco a question. |If testing is done on a

m ni pool and you get a positive pool, will there be

an effort or will there not be an effort to notify
hospital s that they may have transfused a
high-titer unit?

DR BIANCO That was not part of the

program for the minipool, stopping at an average of
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20 units.

DR. EPSTEIN: So, you woul d have know edge
that out of a pool of, say, 16, or 16 to 24,
however the case may be, there was a high-titer
unit, and the plan is not to tell the hospital ?

DR BIANCO. In that Phase 1, as we had
pl anned, the intent was not to notify the hospita
or the donor, and these woul d be done after the
expiration of the cellular products, after 42 days
of the collection

In Phase 2, that is what Sue presented,
that is a pre-release testing, and then it would be
done like H'V or HCV.

DR EPSTEIN. So, where does the scenario
ari se where there mght be an in-date unit? It
woul d not .

DR. BIANCO In the mnipool, in the way
we proposed, it would not. |If we resolve to the
i ndi vi dual donor, then, the scenario that we are
di scussing here certainly would apply, but that is
not the intent.

DR EPSTEIN. Part of the issue is that
there has been a moving target. You know, we hear
different plans at different tinmes. That is why

the agency is focused on the question of whether we
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shoul d be proactive and say that if whol e bl ood
donors are being screened, that we should be
pushing toward interdicting the high-titer units
either in an interimphase where it's product
retrieval and | ookback notification or ultimtely
pre-screening and upfront interdiction.

DR. BIANCO That is appropriate. Let's
say in this pool of average 20, there may be a
frozen red cell. Certainly, that frozen red cel
woul d be interdicted, but for all 20 units, not
knowi ng whi ch one of themis the positive one.

DR EPSTEIN. | think that what is being
over| ooked here is that when you are transfusing
units and you have know edge that they may be at
high titer or that they were, that drives toward a
situation of |ookback. You know, you want to tel
the doctor that you used a high-titer unit, and it
drives toward a scenario of product retrievals from
i nventory.

That is the phenonenon that is driving you
to work back toward the individual unit. So, you
end up there, you end up either doing upfront
screening as a release, in which case you identify
i ndi vidual units, so that you don't have to throw

out dozens of units, or you end up identifying
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426
i ndi vidual units because you are engaging in
product retrievals or |ookbacks.

DR BIANCO But we will do that for all
the 20 units in the minipool regardl ess. W wll
| ose the product.

DR EPSTEIN: You will |ose?

DR BIANCO The 20 frozen red cells.

DR. EPSTEIN:. | amsorry. You would pitch
20--wel |, 20 frozen red cells, yes.

DR BIANCO That is correct.

DR. EPSTEIN: But in the upfront screening
scenario, if you use mnipools--

DR. BIANCO Then, that is different. |If
it is upfront, if it is for release, it would be
treated |ike NAT today for HV or HCV with
resolution to the individual donor and all the
actions taken.

DR EPSTEIN. The whol e idea of going from
Phase 1 to Phase 2 inplicitly strikes nme as
affirmng Question 3. Question 3 is whether you
shoul d work toward identifying individual units.

Now, we are asking if you do, should you al so
notify, but the commitnent to go fromPhase 1 to
Phase 2 is a cotmitment to break down to individua

units. You are already there. The question then
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is should you notify.

DR BIANCO Onh, if we are in Phase 2
yes, | would be sitting there and saying yes.

DR. SIMON: Then, Dr. Epstein, should we
then divide this al so between the transfusible unit
and t he source plasma?

DR. EPSTEIN. Well, yes. Again, | think
Questions 3 and 4 were intended to work together,
and the answer for source plasma is really that
it's inmpractical under Question 4.

DR BIANCO Under the scenario of the
m ni pool for the whol e bl ood, as Phase 1, would you
include it under Question 4?

DR. EPSTEIN: Yes, | think if you in Phase
1 and you are in a scenario where you have del ayed
identification, then, it becomes under Question 4,
yes. Again, the underlying issue is whether the
goal here is to screen units for transfusion

Now, Question 1(b) said we are not there
yet, we shouldn't be taking that position, and I am
saying that if, in fact, you nove to "real-tinme"
testing at any point, you are faced with the
scenari o of Question 3.

DR BIANCO. But that | think is as |

affirned even to Dr. Klein, is the scenario of al
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tests that we apply. | personally and ny
organi zati on woul d have no objection

DR EPSTEIN. But it is not true, Celso.
In CW, you do not notify a donor. The one-tine
ALT, you don't notify a donor. Wth the one-tine
anti-core, you don't notify a donor. It is not
automatic that we think you should notify a donor.
It needs to be asked.

I have only been pointing out that to
argue that we never get there because we only test
pools is wong thinking. We wll end up, at some
point, testing individual units at |east for whole
bl ood, and then the question becones materia
whet her we think we should notify.

Again, | would suggest that we do not
al ways notify.

DR. BIANCO | agree with you. | think
that we are not distinguishing here clearly the
m ni pool testing with no resolution of the m nipoo
versus the individual unit testing in any scenario
for the whol e blood donor. Even if you have a very
del ayed testing for a whole blood donor to resol ve
to the individual unit, you certainly would come
with the ethical questions that Dr. Kl ein raised

DR. EPSTEIN. | think we can di sentangle
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429
this if we change it to B19 infected donors and
just strike the word "identification," in other
words, if you have found an individual donor is the
poi nt here.

DR. Di M CHELE: Are we tal king about the
donor, though, or the contact?

DR. EPSTEI N: No, no, no.

DR. DiMCHELE: The way it is framed, it
is about the contact, and not about the donor

DR EPSTEIN. That is correct, but the
issue is do the benefits to the contact warrant
notifying an individual positive donor

DR NELSON: Right. So, you would notify
t he donor,

DR EPSTEIN. Wat | amdoing is | am
renoving the identification of because that is the
whol e i ssue of breaki ng down a m ni pool

DR. NELSON: Right, exactly.

DR EPSTEIN. So, | amsplitting the issue
out. If you find yourself in the situation of
i dentifying an individual positive donor, should
you notify based on potential benefit to contacts.

DR. BIANCO If | were sitting there, |
woul d vote yes

DR. NELSON: Can we vote on that? Let's

file:///C|/Daily/1212bloo.txt (429 of 440) [12/24/02 11:44:00 AM]



file:///C|/Daily/1212bl0o.txt

10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

vote. Linda.

DR SMALLWOOD: Question No. 3, as
nodi fied. Do potential nedical benefits to
contacts of parvovirus B19 infected donors warrant
notification of positive donors?

Vote. Allen.

DR ALLEN.  Yes.

DR SMALLWOCD:  Chanber| and.
DR. CHAMBERLAND: Yes.

DR SMALLWOOD:  Davi s.

DR. DAVIS: No.

DR SMALLWOOD: Di M chel e.
DR D M CHELE: Yes.

DR. SMALLWOOD: Doppel t.

DR. DOPPELT: Yes.

DR SMALLWOOD: Fitzpatri ck.
DR. FITZPATRICK: | amgoing to abstain

because | think that notification is a due process
of medical ethics and when you have a result, you
need to notify the donor, and it is not because of
the nmedi cal benefits to contacts.

SVALLWOOD: Kl ei n.

KLEI'N:  Yes.

SMALLWOOD:  Schmi dt.

3 3 3 3

SCHM DT:  No.
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3

SMALLWOOD:  Fal | at .
FALLAT: Yes.
SMALLWOOD:  Har vat h.
HARVATH.  Yes.
SMALLWOOD:  Nel son.

NELSON:  Yes.

SMALLWOOD:  Dr. Sinon.

SIMON:  Yes, under th

will get to several weeks in No. 4.

DR.

FALLAT: Dr. Nel son,

e assunption we

are we going to

consi der the question of should we notify the

recipient of a high titer B19?

DR.

NELSON: That is a question we weren't

asked, but theoretically, if you id

hi gh-titer speci nen, you wouldn't t

DR.

SMALLWOOD: Results o

Question 3. There were 8 yes votes,

entified a
ransfuse it.
f voting for

2 no votes, one

abstention, and the industry representative agreed

with the yes vote.

DR.

NELSON: No. 4. | amready to vote.

DR. CHAMBERLAND: Question 4, there is a

ot of wiggle room It says should

donor

notification be limted to settings where testing

and notification can be conpleted within severa

weeks of donati on.
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What are people's view of what "severa
weeks" are?

DR SIMON: | think the intention here
woul d be to split--1 hope | aminterpreting
correctly--the transfusible product situation where
they are going to be doing this rather soon after
donation and discrimnating down to mnipoo
i ndi vidual unit versus the source plasma situation
where it is going to be several weeks

It mght be clearer to say, if yes to
Question 3, should this exclude the source plasma
donation situation, or if that is howit is
interpreted, | would say yes to Question 4. | know
that several weeks is kind of questionable, but I
think that is the intention, to discrimnate
bet ween those two situations.

I woul d hope we agree that in the source
pl asma situation with this passage of tine, that it
woul d not be appropriate to notify.

DR. DiMCHELE: | think you could
interpret that question in a different way. | nean
the way you could also interpret it would be, you
know, if it is past the two-week period of virem a,
is it going to nake any difference to the contact,

if you notify themor you don't notify them
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| think based on sonme of the infornmation

that has been presented by Dr. Brown, | guess in
some circunstances, it mght still benefit the
contact. It becones a tricky issue again the way

it is stated and depending on how you interpret it.

DR NELSON: |If the contact is an Al DS
patient who is now on erythropoietin, yes, it would
make a difference.

DR. CHAMBERLAND: | think you are really
stuck here because you can al ways come back to
that. For sone people, the rare person, there
m ght be a potential medical benefit.

| totally share the concerns that have
been rai sed about the inplenmentation of this and
the conmmuni cation of these nmessages is just really
extraordinarily difficult to think about, but | am
no sure in all honesty that you can say, or unless
peopl e have--1 nean there are ways to go about
trying to nodel this and do all those sorts of
thi ngs, these nedi cal decision anal yses, and things
I'i ke that.

I don't know whether this is one of these
situations where it is potentially anmenabl e where
you can try and put a quantifiable handle on it,

al though oftentinmes in the setting of questions
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that relate to the safety of the blood and pl asna
supply, people are somewhat averse to reducing it
to quantifiable estimates, but that is where
continue to just kind of get stuck at.

DR. SIMON: | think we haven't, in this
di scussi on, tal ked about down sides of
notification, and we are tal king about a very rare
benefit here, the AIDS patient, the
i mmunoconprom sed who might get IVIG which could
still be considered experinental therapy, versus
peopl e are going to have consternation for no
reason, get a lot of medical testing and eval uation
for no reason, see the doctor, and accunulate bills
they can ill afford.

So, there are significant down sides and
when we are out several weeks and the contacts have
al ready been nmade, it seens to me we have such
el usive possible benefits that the down sides
becone--to nme, they outweigh the benefits.

DR. NELSON: | am not sure about the down
sides. A person could get a henpglobin and if it's
okay, or a reticulocyte count, if it's okay, then,
the infection is over.

DR SIMON: Those cost npbney. Oten

peopl e don't have noney for that, and there is
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medi cal -1 egal risks or people who don't think they
have been notified appropriately. So, | nean
think there are down sides and | think the benefit
here is so elusive and so minimal that | personally
don't feel that, at this tine level, that it is
reasonabl e to ask the industry to make a contact.

DR. BIANCO | would like to suggest a
solution. It is not just the source plasnma, Toby,
it is also the mnipool testing where we did not
resolve to the individual donor

What Dr. Epstein has suggested, renove
identification fromNo. 3, | would transfer
identification to No. 4. |If yes to Question 3, if
the donor is identified within several weeks of
donations, or should notification be limted to
settings where the donor has been identified within
several weeks of donation, because then we focus on
the individual that would be the object of that
donation, can we notify the donor within a certain
reasonabl e period of tinme or we mss the boat, or
we did not resolve the mnipool

DR DM CHELE: It seens to ne that
Question 4 actually still refers to the contacts,
which is what we answered in Question 3, you know,

whet her we should |imt it to contacts is one
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i ssue, but | believe it refers to Question 3.

I just wanted to make one other statenent,
and that is, you know, when we try to resolve this
on nedi cal -ethical issues, it becones very
compl i cated, because the question involves
expectation of the donor, expectation of donor
contacts. It involves social good and ultinate
maki ng deci sions on the basis of good to society or
maki ng deci sions on the basis of good to individua
patients.

You know, do we develop a policy that
protects the | east anbng us or the greater good.
think this becones a very, very conplicated
question. Certainly, the testing and notification
policies that have gone on heretofore have
certainly focused on the individual and the
expectation of an individual and an individua
donor, which is sort of a very individualistic
approach to this philosophy, but it is a tricky
question and | think we have to decide on which
basis we are going to answer that question.

DR FALLAT: Could I get a clarification?
If you find something like this, do the bl ood banks
consider that they have to go directly to the

patient, and not through their physician? |I|f you
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1 go through the physician, isn't that kind of

2 hel ping resolve a |lot of these ethical issues?

3 DR. SIMON: No, you go to the donor. The
4 bl ood bank has a relationship with the donor. You
5 have no idea who the physician is, and sone

6 organi zati ons have the center physician assune that
7 role, but you are definitely going to the donor

8 DR. SCHM DT: The question was about

9 patient, not donor

10 DR SIMON: These are donors here.

11 DR. NELSON: The other big problemis this
12 m ght be pretty frequent from sone of the data that
13 was present ed.

14 DR. SIMON: It is only the high titer. |
15 mean this is a hit or miss thing, which is the

16 other thing. |If sonebody donates right before they
17 hit their high titer, and their brother has Al DS

18 they are not going to be notified.

19 DR NELSON: Right.

20 DR. Di M CHELE: Are we answering the

21 question about the contacts, though, or the donors?
22 DR. NELSON: You are not notifying the

23 contacts. It is the donor's responsibility if his
24 wife is pregnant or if his roomate has A DS, or

25 sonething like that, in other words, you woul d
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educate hi m about what this nmeans. The donor woul d
al most al ways be healthy by the time you got to
this.

DR. DiMCHELE: But we are notifying the
donor based on potential nedical benefit to the
contact, even if it's beyond several weeks after
donation. That's the question we are answering.

DR. NELSON: Right. That is the issue.

DR KLEIN. This says within severa
weeks.

DR. CHAMBERLAND: Right, and so in Toby's
shorthand, | nean it includes both the whol e bl ood
donors, as well as the source plasma donors. That
is what the shorthand here is for.

DR SIMON:  You are answering no, right?
Yes woul d not include the plasna donors as
interpret it, and no woul d.

DR NELSON: Because of the word "limted
to."

DR. SMALLWOOD: Question 4. If yes to
Question 3, should donor notification be limted to
settings where testing and notification can be
compl eted within several weeks of donation?

Vote. Allen.

DR. ALLEN: Yes.
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2

SMALLWOOD:  Chanber | and.
CHAMBERLAND:  No.
SMALLWOOD:  Davi s.

DAVI S:  Abstai n.
SMALLWOOD:  Di M chel e.

Di M CHELE: No, on the basis of a

slightly different interpretation of the question

that Toby has sort of iterated.

2

T % 33 332D DB DI DD

SVALLWOOD:  Doppel t.
DOPPELT:  Yes.
SMALLWOOD:  Fitzpatrick.
FI TZPATRI CK:  No.
SMALLWOOD: Kl ei n.
KLEI'N:  Yes.
SMALLWOOD:  Schmi dt .
SCHM DT:  Yes.
SMALLWOOD:  Fal | at .
FALLAT: Yes.
SMALLWOOD:  Har vat h.
HARVATH:  Yes.
SMALLWOOD:  Nel son.
NELSON:  No.
SMALLWOOD:  Dr. Sinon.
SIMON: Yes.

SMALLWOOD:  Results of voting for
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1 Question No. 4. Six yes votes, 4 no votes, 1
2 abstention, and the industry representative agreed
3 with the yes votes.
4 DR. NELSON. | guess that's it.
5 [ Wher eupon, at 7:00 p.m, the neeting was

6 adj our ned. ]
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