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PROCEEDIL NGS
Conflict of Interest

DR SVALLWOCD: W will proceed with the neeting
at this tinme. Good norning and wel conme to the 56th neeting
of the Bl ood Products Advisory Coomttee. | amLinda
Smal | wood, the Executive Secretary. At this tinme, | wll
read the conflict of interest statenent as it pertains to
this meeting.

Thi s announcenent is nade a part of the record to
precl ude even the appearance of conflict of interest at this
nmeeting of the Bl ood Products Advisory Commttee on
Sept enber 18 and 19, 1997.

Pursuant to the authority granted under the
Commttee Charter, the Director of the FDA Center for
Bi ol ogi cs Eval uation and Research has appoi nted Paul R
MCQurdy, MD., as a tenporary voting nenber.

Based on the agenda nade avail abl e and al
reported financial interests as of this date, it has been
determned that all interest in firns regul ated by the
Center for Biologics Evaluati on and Research whi ch have been
reported by the participating nmenbers present no potentia
for a conflict of interest at this neeting.

The follow ng disclosures are presented: Dr.

Charl es August has an unpai d association with the Medica
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Advi sory Board of the Anerican Red G oss, South Fl orida
D vision. The Agenda approved a waiver on June 11, 1996 for
hi s associ ati on.

M. Benjamn Cheng's enpl oyer has received an
educational grant fromtwo different regulated firns. Both
grants are unrelated to the commttee di scussions.

M. Corey Dubin has an Agency-approved Appearance
Det erm nation on Decenber 11, 1996, regarding his suit with
several regul ated firns.

Dr. Blaine Hollinger will serve as the Acting
Chairman at this Advisory Coomttee neeting. He served as
the principal investigator on an unrel ated grant awarded by
a regulated firm

Dr. Jerry Hol nberg has an Agency- approved
Appear ance Determnation regarding the use of test kits from
regulated firns in relation to his official governnent
duties. In addition, he provides technical expertise on
platelets for an NH contract for the Arerican Red O oss.
Dr. Holnberg consulted in the past with a regulated firmon
unrel ated products in which he received a fee.

Dr. R ma Khabbaz's enpl oyer, Centers for D sease
Control, Dvision of Viral and R ckettsial D seases, has
unrelated CRADAs with two firns which could be affected by
t he general discussions.
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Dr. WlliamMartone is a Federal Governnent
enpl oyee detailed to the National Foundation for Infectious
D seases, a nonprofit organi zation. The Foundation receives
grants and/or donations fromregulated firns. The grants
and donations are unrelated to the commttee' s di scussi ons
and Dr. Martone receives no personal remuneration fromthese
grants and/ or donati ons.

Dr. Paul McQurdy is enployed by the Nationa
Heart, Blood and Lung Institute. As part of his officia
governnent duties he reviewed proposals submtted to the
Cord Bl ood Programfor the collection, process, storage, and
transplant of cord blood stemcells fromtwo firns that
coul d be affected by the conmttee discussions.

Ms. Beatrice Pierce has reported that she spoke at
the National Henophilia Association and the Kentucky Chapter
of the NHF. The Agency approved a wai ver on June 11, 1996,
regardi ng her association with the National Henophilia
Foundation. In addition, the Agency approved an Appearance
Det erm nati on on Decenber 14, 1996, regarding a class action
suit.

Copi es of all waiver statenments addressed in this
announcenent are avail able by witten request under the
Freedom of Information Act.

In the event that the discussions involve any
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ot her products or firns not already on the agenda for which
an FDA participant has a financial interest, the
participants are aware of the need to exclude thensel ves
from such invol venent and their exclusion will be noted for
t he record.

In regard to the FDA's invited guests and
speakers, the Agency has determned that because the
services of these guests and speakers are consi dered
essential, any information provided by themw Il be included
in the public record to allow neeting participants to
obj ectively evaluate any presentati on and/ or conmments nade b
t he guests and speakers.

Wth respect to all other participants, we ask in
the interest of fairness that they address any current or
previous financial involverment with any firmwhose products
they may wi sh to comment upon

Are there any declarations to be nade at this tine
for the record?

[ No response. ]

Wel conme and Openi ng Remnar ks

DR SVALLMWOCD: At this time, | would like to
introduce to you the nenbers of the Blood Products Advisory
Commttee. As | call your name, woul d each nenber pl ease

rai se your hand.
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10
Dr. Blaine Hollinger, who will be Acting Chairnan

for this neeting. Dr. Jerry Holnberg. M. Beatrice Pierce.
M. Benjamn Cheng. Dr. R ma Khabbaz. M. Corey Dubin.

Dr. Jeanne Linden. Dr. Charles August. Dr. Paul MCQurdy.
Rev. Violet Little. Dr. WIliamMartone. D. Jane
Piliavin. Dr. Joel Verter. Dr. Ness.

As | mentioned before, Dr. Blaine Hollinger wll
be the Acting Chairman for this neeting. | would also |ike
to nake the public announcenent Dr. Scott Sw sher, who was
fornmerly the Commttee Chair, has resigned fromthe Bl ood
Products Advisory Comm ttee.

At this time, | would like to call on Dr. Jay
Epst ei n.

DR EPSTEIN  Thank you very much, Linda.

| just want to take a nonment to gi ve personal
t hanks and t hanks on behal f of the Center for Biologics
Eval uation and Research to those commttee nenbers who are
conpleting a two-year termof service, sonme of whomwi || be
| eaving our conmtt ee.

Really, | want to thank these individuals for
their public service. W recognize that being a special
gover nnent enpl oyee and serving on an advi sory comittee
does entail personal sacrifices. W recognize that the
awards are not material, however, we value greatly the
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contributions that you have nade to deci si onmaki ng, and we
assure you that the Governnent takes seriously its need for
outside inputs and for balance in the effort to reach sound
decisions in the public interest.

Also, | would just note that we have been
operating in the last two years under a new charter and that
this has represented a change in the dynamcs of the
commttee. Additionally, with the creation of a Public
Health Service Commttee to advise on issues relate to bl ood
safety and availability, there has been also a need to
revi se how we think and what our scope of concerns is and
how we articul ate issues, as well as the broadeni ng nandat e
as we deal with new technol ogi es, such as expandi ng our
scope of concerns into the area of tissues and cel |l ul ar
t her api es.

So, let nme just nmention the names of these
individuals: Dr. Charles August, who we thank; Dr. Susan
Lei tman, who | guess hasn't quite arrived yet; Beatrice
Piece, Dr. Piliavin, Rev. Little, and Dr. Paul Ness

VW will of course be reconstituting the commttee
and it has not yet been deci ded what the nenbership wll be.
| should nention, just so people are aware, that it is
possi bl e for nenbers to serve two consecutive two-year
terns, so sonme of you perhaps nmay not be off the hook just
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yet, but we certainly recogni ze your efforts in the last two
years, and | just want to thank you

DR SVALLWOCD:  Thank you, Dr. Epstein.

| have just a few admnistrative remarks to nmake
here. For the record, | would like it to be known Dr. Carol
Kasper and Dr. Gary Friedl aender will be absent fromthis
neet i ng.

Also, | would like to bring to your attention that
on the outside table, there is a listing of the tentative
dates of the Blood Products Advisory Commttee for 1998. |
will read themnow, and | would |ike everyone to acknow edge
these tentative dates with respect to planning, so that we
can successfully have a coordinated schedul e for next year.

March 12th and 13th, 1998, will be the first
nmeeting in 1998; June 18th and 19th; Septenber 17th and
18t h; and Decenber 10th and 11th. Again, these are
tentative, but we are trying to adhere as cl ose as possible
to our regular schedul e during these nonths.

Also, | would like to invite any speakers that are
presenting this norning to please cone forward and be seated
in the seats to ny left in the first two rows here.

That concl udes ny admnistrative remarks. At this
time, Dr. Blaine Hollinger will preside over the
pr oceedi ngs.
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Thank you.

DR HCOLLINGER  Thank you, Linda.

| also want to thank the commttee nmenbers who are
going to be leaving here. | know how much effort it takes
for these commttee nmenbers to spend tinme and come to these
neetings, and while it is very beneficial to themalso, they
really lended a great inportance to this group, as well as
to Scott Sw sher, who also was the Chairnman of this
commttee before, and | think we will certainly all mss him
al so.

V& have a very busy session today and tonorrow.
Today, the sessions will be on the Inadvertent
Contamnation. It is sort of carryover fromwhat we
di scussed last tinme, but this tinme we will be discussing
sonme donor issues, which | think are real inportant issues,
of what to do when bl ood may be contam nated with sonebody
who may have a risk factor that they didn't admt in the
first place.

The second issue this afternoon then is going to
be on the I PPI A proposals and to discuss a little bit about
sone of their suggestions and sonme of the responses from
CBER and others to their proposal.

Wth that as an introduction, we do have a busy
schedule. By the way, | amal so appreciative of all the
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efforts that the FDA puts into providing us w th background
information on these issues here, so that we can sort of get
up to speed, if you will, about trying to resolve sone of
these very inportant issues that we are facing.

Ve will start off with Dr. Tabor.

| NADVERTENT CONTAM NATI ON
Summary of Previous Discussion and Introduction to Topic
Edward Tabor, M D.

[Slide.]

DR TABOR (Good norning and wel conme to the
di scussion of inadvertent contam nation of Phase ||

[Slide.]

As you will recall fromyour discussion in June,
i nadvertent contamnation is the presence in a plasma pool
or plasma product derived froma plasma pool of the unit of
pl asma froma donor who was subsequently found to have an
exclusionary risk factor or a reactive screening test.
These are donors who were thought to have net all donor
acceptance criteria including negative tests on the donated
unit, or an inadvertent contamnation can be a situation in
whi ch a plasna pool is found to have an unexpl ai ned reactive
test on the pool itself, and this is a situation that is
arising nore and nore now that groups are interested i n pool

testing.
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[Side.]

| think it is inportant to reiterate that
i nadvertent contamnation is very different froman adverse
reaction. In the case of an adverse reaction, the event is
defined by sonething that happens in the bl ood or plasnma
recipient, and in that case, the material is recalled.

In the case of an inadvertent contamnation, it is
really a situation involving information that is obtained
after the fact, either on the donor or the unit, the pool,
or the final container, and we are here to discuss anot her
aspect of what to do in that situation.

[Side.]

Now, at the June BPAC, we |limted our discussion
to the viruses HV, HBVY, and HCV, and we limted the
di scussion to situations where the test for one of these
viruses is found to be positive after the fact.

This issue of inadvertent contamnation is very
broad, we felt it would be necessary to limt the discussion
in sone way. So, what we did was limted it to the
di scussion of those viruses for which tests are avail able
and those for which effective inactivation steps are
avai | abl e.

[Side.]

The recommendations that you, the commttee, nade
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in June, the first recomrendati on was when notified of
i nadvertent contamnation of a fractionation pool with units
reactive for HBV, HCV, or HV, FDA should i nmedi ately and
uniformy quarantine or recall all products as a first step,
and then determne regul atory acti on based on an assessnent
of product risk, for instance, the inpact of virus renoval
or inactivation on the product in question.

[Slide.]

Further, BPAC recomrended that in such
ci rcunst ances, FDA should not nodify its actions on the
basi s of product shortages.

[Slide.]

Finally, you recommended that in such
ci rcunst ances, FDA shoul d not make any distinction between
i n-process and final products.

[Slide.]

The situations that we were tal king about in June
were what we have chosen to call "unit issues.” That is,
i nadvertent contamnations in which the infornation rel ates
to the unit that has been collected, and really, that
essentially neans a test result that is called into question
after pooling.

These unit issues could include situations where a
test was performed incorrectly or was recorded incorrectly
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due to human error in the |aboratory; a situation where a
donor sanple was tested again later or at another | ocation
or by another nethod; a situation which is becomng nore and
nmore conmon now where a pool sanple was tested |later or at
anot her | ocation by another nethod; a situation where a nore
sensitive test becones avail able after pooling has occurred;
or a situation in which the red cells fromthe sane donati on
have been found to transmt disease after pooling of the
pl asma has occurred, but before the plasna derivatives have
been fully utilized.

[Slide.]

Vel |, today, we are going to tal k about donor
i ssues that define inadvertent contam nation, and again we
are going to limt our discussion to the viruses HV, HBY,
and HCV.

VW hope that at a future BPAC, possibly in
Decenber, we will be able to turn our attention to sone
ot her infectious agents.

[Slide.]

Donor issues really involve the 23 donor questions
that are asked of donors at the tine of donation. W
intended to have a copy of this in your packet. It
apparently was not included and you shoul d recei ve one
sonetinme in the next hour or so.
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These donor issues involve a nunber of situations
in which a risk factor or sone causative donor history that
shoul d have been pi cked up by the donor questions, is not
pi cked up, but is later reveal ed, and the situation mght be
that in which a donor calls up the center |ater and says |
forgot to tell you, but I did have a history of such and
such a risk factor

It could be a situation in which a donor devel ops
di sease synptons indicating that he or she has a risk factor
after the tine of donation, and it could be a situation in
which a prior donation by the sane donor transmts infection
after the current unit has been pool ed.

[Slide.]

There are several principles that | think we
shoul d keep in mnd during our discussion today. First of
all, there do exist validated procedures to renove or
inactivate HV, HBV, and HCV during the processing of plasna
derivati ves.

[Slide.]

Secondl y, narker-negative donors, those donors
whose pl asma has been tested with the FDA-approved tests,
who al so have no known risk factors, can still be infectious
for these agents, but neverthel ess, the inactivation
procedures provi de safety for the plasnma obtained fromthem
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[Side.]

Third, we believe that if we can determne the
range of viral load or risk associated with a specific donor
risk factor, that we can then determne what the risk is
associated with a specific inadvertent contam nation epi sode
froma donor with that risk factor

[Side.]

The questions we would like to ask the Commttee
to consider today -- and you will get a chance to see these
again |later, as well -- are:

First, do you agree that, when notified of
i nadvertent contam nation of a pool consisting of units
negative for nmarkers of HV, HBV, and HCV, but neverthel ess
containing one or nore units froma donor with a
subsequent |y di scovered risk factor, FDA shoul d determ ne
regul atory action based on an assessnent of product risk?

What we are tal king about here, as we were | ast
time, is whether FDA should have the flexibility to make
deci sions based on the anmount of viral contam nation that
m ght be present and the inactivation that is avail abl e and
appl i ed.

The only difference between this tine and | ast
tine is nowwe are tal king about the sane flexibility when
i nadvertent contamnation is due to donor issues as opposed
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to unit issues

[Slide.]

The second question. Does the conmttee agree
that an assessnent of product risk should take into account
an estimate of the nmaxi mum|evel of contam nation that could
be associated with the risk factor and the capability for
virus renoval and inactivation?

[Slide.]

Third, if within 48 hours or within any other time
frane that the coomttee recomrends of an incident of
i nadvertent contamnation it can be determned that it
rai ses no new scientific i ssue and the manufacturer has an
excel l ent recent record of QW conpliance, can a quarantine
of distributed product be dispensed with?

This is a question related prinmarily to
di stributed product since we would ordinarily require that
material that is still in-house not be distributed until the
i ssue i s resol ved.

[Slide.]

Finally, as you know, there has been a great
interest in PCR testing and ot her types of nucleic acid
testing, particularly with their applications to pools and
m ni - pool s of plasma, and we would |ike to ask whether the
coommttee feels that a negative nucleic acid test or other
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additional assay applied either to the donor sanple or to
the pool, or to the donor hinself can be used to elimnate
the need to destroy a pool ed product.

Exanpl es woul d be PCR testing on the donor or the
pool , subsequent test-negative donations that the donor
conmes in again, is tested and is negative, and then al so
foll owup testing of the donor when the donor is called back
specifically for that purpose.

Thank you.

Definitions and Operational Practice
Boyd Fogl e

MR FOAE (Good norning. | am Boyd Fogle and |
was asked to present to the Commttee definitions and an
overvi ew of what we see operationally wthin the context of
GwWs, so that for the discussion we have, one, a
reorientation to the terns that are involved, also, to give
you a sense of what is within the scope of GWs, because as
Ed nentioned, one of the questions relates to conpliance
with GWws, and al so other issues where risk assessnents are
performed to give you an overvi ew of sone of the steps that
are followed in sone of these situations.

[Slide.]

Ve will start with the definition again of recall

Recall is defined by the Agency in 21 CFR Part 7, which are
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formal guidelines for conducting recalls. These are used by
industry and the Agency. The definitionis a firms renoval
or correction of a marketed product that the FDA considers
to be in violation of the laws it adm ni sters and agai nst

whi ch the Agency would initiate | egal action, for exanple,
seizure. The point here is that the product is violative
and we woul d take action agai nst the product.

[Side.]

Definition of market withdrawal is a firms
renmoval or correction of a distributed product which
involves a mnor violation that woul d not be subject to
| egal action by the FDA or which involves no violation, for
exanpl e, a normal stock rotation, routine equi prent
adj ustnments, and repairs.

The difference here is that with the recall, the
Agency woul d be prepared to take action if the firmdid not.
A market withdrawal is there is a violation, but it nmay be a
m nor viol ation where, according to policies and practi ces,
the Agency may not be prepared to take a formal |egal action
agai nst the product. Renenber, seizure was a key el enment of
the definition of recall

[Side.]

There is also a definition of stock recovery.
Again, it is found in Part 7. This is a firms renoval or
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correction of a product that has not been narketed or that
has not left the direct control of the firm i.e., the
product is |located on the prem ses owned by or under the
control of the firm and no portion of the | ot has been
rel eased for sale or use.

Now, in situations where a product is viewed to be
viol ated based on new information, we find varyi ng degrees
of where that product is |located. For exanple, if the
product is still within the distribution channels of a firm
then, an attenpt to retrieve that product could be viewed as
a stock recovery.

However, if it is out of that firms control
still in distribution but at a wholesaler, if it is at that
whol esal er, still hasn't gone to full commercial use, it

could be viewed as a market withdrawal or recall, because it

is out of the control of the i medi ate nmanufacturer. It
still may not have gone to the public, but the fact that it
is out of the manufacturer's control, it could still pivot

to a market withdrawal or recall classification, if
appropri ate.

[Slide.]

Now, those terns are defined, as | nmentioned, in
our formal guidelines. In previous discussions, there have
been terns brought forward, such as quarantines and hol ds.
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These are not defined within the context of the Gws. They
are also not defined within the context of our recal

gui del i nes, but commonly accepted definitions for quarantine
include to exclude, to detain, or isolate, a strict
isolation inposed to prevent the spread of disease.

[Slide.]

Wth respect to hold, it is defined as to set
aside reserve or retain fromuse, to keep back fromaction
hinder, restrain, interdiction. Now, we see these terns
bei ng used i nterchangeably, but |I think the concept is, is
there sonme information that indicates that a product shoul d
be held at sone state based on sonme new information. It may
or may not be suitable for its intended uses. So, the
concepts, whether the terns are used interchangeably
indicate that a hold shoul d be placed on this product.

[Slide.]

Qperationally, within the context of Gws, there
are the general principles of wthholding fromuse
unsui tabl e products. This nmay al so be based on the fact
that unsuitabl e conponents nmay have been used in products
that woul d pivot decisions within the context of Gws for
testing and exam nation, retesting or reexamnati on, so that
deci sions can be nade as far as release for use in
di stribution.
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This may be initial distribution. It also may be
for redistribution, for distribution initially or something
is already in process, but yet you now have information, and
you nmay have placed a hold on it, so you nay want to do
addi tional reviews.

Now, these functions are conducted within the
context of GWPs. For your reference, | have provided three
particular cites which are 211.84, which relates to testing
and approval or rejection of conponents, drug product
contai ners and cl osures.

There is also 211.192, which has specific
requi renents for product, record revi ews.

There is al so 211.204, which related to returned
drug products.

Looki ng at these three regul ations coll ectively,
there are principles that require manufacturers to assess
information about the suitability of products prior to
rel ease decisions. A so, if thereis infornation that cones
after a product has been rel eased, and they should do a
review of product records to determne if other associated
| ots have been affected by new infornmation where quality of
the product may have been affected, and it requires ful
investigations with formal reports of these activities.

[Slide.]
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Al so, operational within the context of GWs, we
bel i eve that the actions of voluntary hold and quarantine
are voluntary on the part of the firns, according to Gws,
and they are the first people with this information, they
are obliged to initially take the action as appropriate to
hol d or quarantine a product.

These efforts may al so i nclude a form of
notification that is voluntary fromthe firns, which nay
i nclude an in-house hold, a notification for distribution
centers within house. It nmay also include going to the
di stributor whol esal er |evel, which may include
establ i shnments that are outside their control, and it may
al so include notifications for hold and quarantine to the
user |level, and we have seen that happen recently, initiated
by the manufacturers.

These efforts -- and it will be at varying degrees
-- case-specific, permt the firmadditional tine to further
investigate and evaluate the situati ons and ot her associ at ed
lots, as we have nentioned, within the context of the GW
requi renents.

[Slide.]

These eval uations customarily include review ng
bat ch producti on records, which give the nmanufacturing
history of the particular lot or other associated lots. It
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may al so include reviewi ng the history of source materi al
whi ch may include unit testing histories and donor testing
histories if there is a donor-specific issue.

It may al so include review ng adverse experience
reports associated with distributed products. It wll also
i ncl ude revi ew of custoner conplaints and service reports.
to gather any information that may be within their system
that would indicate a quality issue with respect to the
pr oduct .

[Slide.]

Al so, with respect to batch production records,
there will be reviews of viral inactivation processes to
determne if those processes were established and foll owed
and al so that they had been properly validated.

There is also review of SCOPs and procedures to
make sure that they have been properly foll owed and there
have not been any changes that woul d affect previous
accept abl e val i dati on.

There is also review of quality control records to
determne if there were any deficiencies in testing with
respect to the history of the product.

[Slide.]

W are al so seeing that there nmay be additiona
testing on a case-specific issue that would go back to
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addi tional testing of donors or individual units or segments
fromunits that are available. There also nay be additi onal
testing of pools and also final containers. There are
custonmarily medical evaluations and risk assessnents that
are perforned in these situations.

[Slide.]

Wth respect to risk assessnent factors, these
generally include also looking at information, if there are
any di sease or injuries that have occurred, any other
rel evant contributing factors.

There is an assessnent of the hazard to various
segnents of the population. There is also an assessnent of
t he degree of seriousness of associated hazards, assessnent
of the likelihood of occurrence of a potential hazard or
ri sk, and an assessnent of the consequences of occurrence.

These ri sk assessnent procedures are perforned by
the industry and al so by the Agency on case-specific issues.
These al so include specific procedures that are foll oned by
the Agency as we evaluate recall or market w thdrawal
si tuations.

[Slide.]

The concl usions that the Agency attenpts to reach
is adetermnation of if a violation exists with respect to
the product and its manufacturing, a determnation if the
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violation is actionable. As you nmay recall, it goes back to
the basic definitions of recalls, narket wthdrawals.

Also, a determnation if a health hazard exists
because of the existence of the violative conditions, and
also if there is notification that is required and al so
based on the distribution patterns and the history of
distribution of the particular product or associated |ots,
and what |evel of notification is appropriate for that.

| hope this helps to refocus us and reorient us to
the definitions and al so concepts within the 211 Qws.

DR HOLLINGER Do any of the coonmttee nenbers
have any specific questions about these definitions, they
want to ask M. Fogle? Yes, Reverend Little.

REV. LITTLE The use of the word "user," are you
using that to nean the consuner?

MR FOAE It could go down to the consuner.

REV. LITTLE The end user?

MR FOGE Yes. As you may recall, in the recal

procedures, there are identified levels, the retail |evel,
t he whol esal e | evel, the consuner user |evel, and dependi ng
on the features of the product, it nay be the ultimate
patient user or it nmay be physicians dependi ng on what the
i ndi cations are.

DR HOLLINGER And the risk assessnment factors
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and concl usi ons are perhaps what the FDA m ght request or
m ght do regardi ng an issue?

MR FOGE The risk assessnments will include
FDA' s assessnent, yes, but in other situations it nay
include working with the particul ar nanufacturer, gathering
addi tional information, historical data.

It may al so include other public health agencies,
such as CDC, depending on the specific exanple, and we will
pul | in whatever expertise we need to do a conprehensive
ri sk assessnent.

DR HOLLINGER M. Dubin.

MR DUBIN M voiceis alittle gone, so you wll
bear with ne.

At both the Decenber '96 and March ' 97 neetings, |
requested that everybody on the commttee be given a copy of
the recall narket w thdrawal regs, ook back, a lot of it is
in the ' 78 package, at least how !l have it, and I am not
sure that has been done.

It would seemto ne, it is obviously very hel pful
in the mddle of this discussion to have it up on the
over head, because it gives us a chance to listen and think
about it, but I know, since | have read it, and reread it
regularly, usually, | go back to it before every BPAC
nmeeting, | think it is pretty inportant that the nmenbers of
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the conmttee have regular access to that in their
del i berati ons because so many of the questions we are asked
to answer sonehow relate directly or indirectly to those
regul ati ons.

So, | would restate ny request that the nenbers of
the coomttee each be given a copy of that. | think it

woul d be i mrensely hel pful.

Thank you.

DR LINDEN | have another question on a separate
subj ect .

M. Fogle, could you please clarify the difference
bet ween quarantine and hold? | amstill not conpletely

clear on that.

MR FOAE That is a very good question. The
terns have been used interchangeably, and it is like quality
control/quality assurance, where does it start, where does
it stop, but people start using the terns interchangeabl e,
and we see that in practice, quarantine and hol ds have been
used i nt er changeabl e.

In the absence of a fornal definition, it is hard
and difficult in certain situations to draw a line, but if
you |l ook at the basic definitions, | think with a
quarantine, it gives a higher |level of concern that there
may be some possible condition that could be transmtting
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di sease. | think quarantine gives a higher sense of urgency
versus a hold, but we have seen in practice that they are
used i nt er changeabl y.

DR LINDEN  Thank you.

DR HOLLINGER  Thank you very nuch

Donor Ri sk Factors, HBV and HCV
Robi n Bi swas, M D.

[Side.]

DR BISWAS. This norning we are discussing the
i nadvertent contam nation of plasnma pools by units that test
negative for HV, HBV, and HCV using required or recomrended
tests for source plasna, but that were collected froma
donor who has a risk factor

M/ portion of this task is to cover the areas of
Hepatitis B and Hepatitis Cin this record. M object this
norning is to present to you the small anount of data
showi ng the concentration or level of virus in a unit of
bl ood that tests negative, negative for either HBV or HCV,
but that is collected froma person who, nevertheless, is
infected either with HBV or HCV.

| will conpare this data with again the snall
amount of avail abl e data showi ng the anmount of virus in a
unit of blood that tests positive for HBV and HCV.

[Side.]
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Now, how do HBV/ HCV negati ve donati ons

froma donor who shoul d have been deferred get
into the plasnma pools anyway? Well, after donating, the
donor admts belonging in one or nore deferral categories,
and the plasma, collected, tested negative and is al ready
pool ed, and in fact, internedi ates and final products nay
have already, and quite often are, already been
manuf act ur ed.

According to a study by Alan WIllians, the Red
Oross, about 2 percent of donors who deny deferral criteria
at donation subsequently admt risk.

[Slide.]

Vel l, what sort of risk factors are we tal king
about? This slide lists the bl ood donor deferral criteria
addressing certain risk factors, and is by no nmeans
conpr ehensi ve.

There may be intravenous drug use in the history,
certai n sexual behaviors, certain geographi cal - based
excl usions, recipients of blood and bl ood products excl uded
for atime, and previous history of clinical viral
Hepatitis.

The et ceteras, there is several there. ne that
one could nmention is a previous report of having tested
positive for a viral narker.
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[Slide.]

Now, |let us talk about HBV/ HCV test-negative
donations fromHBV/ HCV i nfected donors. What sort of units
are these?

Vel |, they may be wi ndow period donati ons, nmay be
infectious, but in the pre-seroconversi on phase, or they may
be units fromlong-terminfected donors with [ow | evel viral
markers. Both of these two, the w ndow period donati ons and
infected donors with low level viral narkers, are functions
of the viral marker serumload and al so test sensitivity.

As far as donors infected with viral variants are
concerned, the test mght only pick up a rather narrow band
of circulating viral markers associ ated with the di sease.

[Slide.]

Now, this data has been assenbl ed by M ke Busch
and shows the estimated nunber of infected HBV and HCV test
negative units per mllion units. Wat | should say is
this, is that this data has been collected for whol e bl ood
donors, so there mght be sone differences as far as plasna
donors are concerned, but | still wanted to showit to you
anyway.

For HCV in the w ndow period, there are about 8
HCV test negative units per mllion units; for HBV it is 15.
As far as variants are concerned, at |least using currently
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licensed tests and in the U S setting, variants don't play
arole.

As far as atypical seroconversion is concerned,
atypi cal seroconversion refers to the long-terminfections
in which the viral marker is not detected.

For HCV, there is data to support that sone HCV
carriers are not detected by current anti-HCV tests,
however, it has been difficult to establish the relative
i mportance of chronically infected anti body-negative
donations, and those figures up there, 1 to 100, is a
conpi | ati on of several studies.

[Slide.]

Now, the reported w ndow periods for HCV and HBV
are, for HCV, about 70 to 160 days frominfection until
anti-HCV is detected, and for HBV, it is about 30 to 60 days
frominfection until HBSAGis detected. In sonme cases of
HBV, it mght actually be a bit |onger.

Now, keep in mnd, though, that for HCV, as | said
in discussing the previous slide, anti-HCV negative, chronic
HCV cases, that never seroconvert, play a role in regard to
i nadvertent contam nation of the pools.

[Slide.]

What | wish to do nowis to discuss conparative
viral load by which | mean conparing the viral load in test-
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positive units frominfected individuals versus viral |oad
in test-negative units frominfected individuals.

[Slide.]

Before that, however, we nust briefly discuss the
probl ens associ ated with assessing viral load in HBVY and HCV
i nfections.

Firstly, there are no usable cell cultures
avai | able for HBV and HCV, and what | have up there only
gquantitative nucleic tests available to assess viral |oad.
More accurately, one should say only nucleic acid tests used
in a quantitative fashion are available to assess viral
| oad.

[Slide.]

Now, there were sone problens with estinating HBV
and HCV viral |oad using nucleic acid detection tests, and
these are being dealt wth.

Ohe itemis, is that the tests are not
standardi zed or validated. They were not standardi zed or
val i dated when the studies on viral |oad were done.

They are rather difficult to perform It is
difficult to confirmpositive results if the systemis very
sensi tive.

Most avail able tests are qualitative, not
quantitative. There are sone tests that do specifically
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address quantitative HBV DNA and HCV RNA, but there are
really very few Mst of the quantitative viral studies
anal yze therapeutic efficacy only. Therefore the literature
that is available and useful to us is very, very limted

i ndeed.

Anot her issue is the quantitative correl ation of
nucleic acid |l oad versus infectivity load. Now this has
been denonstrated but on a rather limted basis using
chi npanzees.

[Slides.]

The next few slides are the result of the very
extensive literature search to find useful visua
illustrations of serial testing of persons wth HBV and HCV
infections with sonme formof quantitative nucleic acid
testing.

The first two slides depict HBV infections froma
study that ny group did sone years ago with J. Hoof nagle's
lab, and I amnot showi ng themactually for |ack of nodesty,
of course, but because these were really the only slides
that | could find.

[Side.]

In any event, all | want to show you is that when
you have a positive HBsAg test, the DNA | oad is nore than
when the HBSAG test is negati ve.
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[Side.]

Al I want to showyou is, is that when there is
no HBSAG when the HBSAG here, and al so back here, is
negative, there is really very little or no HBD DNA conpar ed
wi th when you have detectable HBsAG There is HBV DNA

Also, note that there is HBe DNA there is e
antigen, which sort of cones together, peaks together wth
the HBSAG | oad and the HBV DNA | oad. The inportance of that
is that e antigen is a sign of HBV DNA replications.

What | want to nake quite clear is that | am not
saying that there is no infectiveness or no virus, there is
no infectiousness or no virus here or, for that matter,
possibly here. | amonly saying that when the HBSAG i s
positive, that there is nore HBV DNA, nore of a viral |oad
than when it is negative.

| should say that the nore sensitive HBV DNA PCR
tests do detect HBV DNA within one week after exposure. Qur
test was a hybridization test.

[Side.]

This slide of chronic Hepatitis B infection is
just neant to denonstrate the sanme thing, that when HBSAGis
positive, over here, there is nore HBV DNA shown here
conpared when the w ndow period, where the HBSAG i s
negati ve.
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[Slide.]

In contrast to this, this depiction of a chronic
Hepatitis C case, froma reviewarticle by Harvey A ter
shows that before the serol ogic test becones positive, here,
before that becones positive, in the w ndow period, which is
this area here, in the wi ndow period, there are higher |evel
of HCV RNA than after the seroconversion.

So this is HOV RNA peak here in the w ndow peri od
and here are peaks of HCV RNA which are sonewhat | ower after
the anti body has devel oped. These shadows here are the ALT
peaks.

[Slide.]

In this acute resolving Hepatitis C case, in Dr.
Alter's review -- and this does occasionally occur in
per haps about 10 to 15 percent of cases of Hepatitis C --
again, the HOV RNA in this case occurs sonme weeks before the
ser oconver si on.

[Slide.]

This is just neant to show what | just showed you
nmore graphically with nunbers, and it is a study by Rawal,
et al., and it shows the relative viral load in 17 HBV
infected donors. Wat you see here is that the nean of the
HBV DNA genom c copy nunbers, the nmean in the seronegative
wi ndow i s considerably | ower than then nean in the
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seropositive units. However, do note that there is sone
overl ap here and here.

[Side.]

For HCV, the situation is the other way around,
and this is fromDr. Alter's reviewarticle. Here, the
seronegative units do show sonmewhat hi gher HCV RNA copy
nunbers than in the seropositive units.

[Side.]

So, this slide really summarizes ny talk. In HBY,
the viral load is lower in the wi ndow period than in
seropositive units. Wth HCV, it is possibly the other way
around, the viral load is higher in the w ndow period than
in seropositive units.

In regards to the viral inactivation and renoval
efficiency, which Dr. Tom Lynch showed you in June, using
mar ker viruses, chinpanzee studies, and epi dem ol ogi ¢ dat a,
clinical data, clinical study trial data, the evidence
indicates that steps used in the nmanufacture of |icensed
pl asma product provides a clear nmargin of safety of the so-
cal | ed "unavoi dabl e" contam nati on of the w ndow period
units and the non-seroconverting units, and the processes
that are used, | amreferring to sol vent-det ergent
treatnent, heating treatnent, and sone viral filtration

| would like to end by repeating what | indicated
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earlier. Nucleic acid copy nunber by e RNA or DNA anount,
and degree of infectivity, has been shown sort of on a
limted basis, and studies are really needed to validate
this, and with the inprovenent in PCR let's hope that that
happens.

| would also like to thank Drs. Lynch, Mei-Ying
Yu, Finlayson, and Dr. Tabor and Janet O aggett for hel ping
nme very much in preparations.

DR HOLLINGER  Thank you, Dr. Biswas.

Questions fromthe commttee for Dr. Biswas in
regards to this inportant data he has presented?

[ No response. ]

DR HOLLINGER Robin, | have several questions
about this, because | think it is inportant to point out.
First of all, let me start this by saying | think the
i nactivation procedures is what is really critical here, and
the rest of it becones of nore scientific interest.

| think we need to always consider a coupl e of
things, and that is, we don't know that nuch about the
replicative cycles and what is produced during the nornal
replication in terns of infectious and noninfectious
particles. Al we are neasuring is virus, nucleic acid.
That doesn't necessarily correlate to infectivity, although
we think it does in many cases.
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If you |l ook at different viruses, for exanple, the
real viruses, the real viruses can have anywhere from1l to 1
infectious particles to noninfectious particles -- | think
that is actually too low-- to maybe 1 in 5 during early
stages of infection.

For nost other viruses, that rate can be 1 in
50,000 to 1 in 100,000, that is, 1 infectious particle to
100, 000 noni nfectious particles, sonme of which will not have
nucleic acid in capsids that are enpty, or they will have
nucleic acid, but they will be defective.

So, we have to be | think careful, particularly
with these viruses, and saying, look, the nucleic acid is
really high here in the begi nning part, does that
necessarily equate if we did infectivity studies to the fact
that there is a large anmount of infective virus. There nay
be actually higher nucleic acid in some places and | ower in
others, and yet it may be nore infectious.

DR BISWAS. That is correct.

DR HOLLINGER  And during cycles with nutations
and changes -- we know this with HV -- that all of these
things can occur. So, that was one thing that | wanted to
comment about that we al ways have to bear in mnd.

The other is can you comment a little bit -- |
know there is sonme informati on in which there seens to be,
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at |l east anecdotally, | don't knowif it has been reported
or not, but there seens to be sone information about

i ndi vi dual s who are HCV/ RNA-positive and anti-HCV-negati ve,
but do not seemto be in the w ndow peri od.

That is, | think sone individuals have foll owed
these patients along for a long period of time, perhaps even
up to a year, and they have remrmai ned HCV/ RNA-positive and
anti-HCV-negative. But what | don't know is whether or not
t hey have been shown, in animal studies or others, to be
i nfectious.

Can you comment a little bit nore about that or do
you have any information on that?

DR BISWAS: No. | looked at that for both HBV
and HCV, that particular question, and | could not cone up
with any published information on that. | did, up until
yesterday, | was |ooking for precisely that, and | haven't
really come across it in the published literature.

DR HOLLINGER Dr. Alter, you had raised your
hand. | know there is sone data about that, and | just
don't know | knowit is not probably published yet.

DR ALTER [COf mke.]

DR HOLLINGER  The other thing, Robin, | want to
conmment about -- which | appreciate all this information, it
has really been good -- just again for the coomttee to al so
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realize that nost of the studies you present, at |east the
ones with HBV DNA, were done w th hybridization technol ogy,
and that is why the DNA | ooks like it comes |ater.

If you look with PCR --

DR BISWAS. Absolutely.

DR HOLINGER -- you will see it earlier.
However, having said that, because it is nore sensitive, you
still can get the sane information, that is, that the
hi ghest concentrations still come |later, after the HBs is
positive, so | don't want people to sort of |eave thinking
that HBY DNA is not found early. It is alnost invariably
found earlier, and there is infectious material even before
the HBs antigen becones positive. The difference is, is
that the highest concentration of nucleic acid does cone
after HBs antigen is positive, which is sonewhat different
than what is seen in HCV --

DR BISWS: Right.

DR HOLLINGER  -- in which the highest
concentration cones earlier.

Those are ny comments. Yes, Dr. August.

DR AUGUST: | think this point may have cone up
in the June neeting, but it bears on | think ultimately
clearing products or clearing units, and that is, that if
you take the nost conservative assunption, and that is that
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one particular equals one infectious unit, if you were to
find no viral RNAin a product or DNA, as the case may be,
could you then confidently assunme that there was not goi ng
to be infectivity and that you coul d rel ease the product?
Is that a fair conclusion to draw?

DR BISWAS: | think that in a well-validated
test, you can be assured, if it has been well validated --

DR AUGUST: And repeatedly negati ve.

DR BISWAS. The lower that at |east the |ower
limt of detection that at least in the itemthat you are
testing, the pool that you are testing, the amount of RNA or
DNA will be at |least lower than the limt of detection of
that test. It depends on the sensitivity or the test that
you are using.

DR HOLLINGER D d that answer your question,
Charles? | amnot sure.

DR AUGUST: Well, it does. It says beware, and
you can't conclude what | said, and that is that it would be
uni nf ectious, guaranteed uninfectious and therefore safe,
conpl etely safe.

DR HOLLINGER Qutside of the inactivation
procedures, which of course we have to renenber are present
now i n nost cases, you are right. | nean these tests at the
very best will still mss perhaps as many as 100 to 1, 000
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copies or nore per m of sanple, and while you can
concentrate |arge anounts to ook at it, you still mght
have infectious particles present.
DR BISWAS. There is another issue. | don't know

if TomLynch is somewhere in the audi ence, but apart from
the viral inactivation, there is also a dilution factor when
you nake these pool s.

DR HOLLINGER Yes, Jay.

DR EPSTEIN Just a clarification. Wen you gave
the DNA or RNA titers post-seroconversion, there really are
two cases. You have chronic carriers and then you have
resol ved infections, and are these nunbers averages, in
ot her words, have you | unped --

DR BISWAS. Wiich one are you referring to?

DR EPSTEIN Both, in both Hepatitis B --

DR BISWAS. In Hepatitis B, that data came from
Rawal , and what | showed were neans.

DR EPSTEIN Yes, but are they in people who are
chronic carriers or are they conbining carriers with
resol ved infections?

DR BISWAS. The HBV data conmes fromfor the
seronegative portion, they were acute. These were acute
cases.

DR EPSTEIN Ckay, so HBV --
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DR BISWAS. | amsorry. For the HBV, they were
acute, right, and for the HCV it was for the chronic.

DR EPSTEIN A so, let ne ask, the data woul d
suggest a difference in pathogenesis of Hepatitis B and C
but in fact, is it not true that the apparent |ow | evel of
HBV DNA in Hepatitis B is because we are directly detecting
antigen? |In other words, you have clipped of f the high
titers because you picked themup as seropositives?

DR BISWAS: Wsing the antigen test.

DR EPSTEIN Yes. | nean were you to conpare
anti body to antibody, you mght not see such a dramatic
difference in B and C

DR BISWAS. That is correct.

DR EPSTEIN It is just because you can detect
antigen that you therefore call seronegative only the | ower
titers.

DR BISWS: Right.

DR EPSTEIN Because ot herw se they woul d be
antigen-positive, they would be called seropositive. So |
amjust pointing out that when you say seropositive, you

nmean anti body or antigen.

DR BISWAS: R ght. | should have clarified that.

That is correct.
DR EPSTEIN | would just comment to Dr. August
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do not think we could assert that PCR-negative neans no
possible infectivity. That would be fal se reasoning. On
the other hand, | would say that what we woul d assert is
that it establishes an upper limt of the possible
infectious titer. In other words, if you know you have
negati ve PCR infectious titer cannot be higher than some
val ue.

DR HOLLINGER Dr. Busch.

DR BUSCH First, to respond to Jay's question,
the Rawal data is fromny group, and he is correct about two
things. e is that if you actually conpare in prinmary
seroconverters, the DNA levels in the pre-anti genem c versus
the primary antigenem c or pre-anti body phase, the pre-
antigenemc |levels are much lower, in fact, there is a very
cl ear cutoff above which when you begin to detect antigen,
the DNA |l evels are at a particular high | evel, something
i ke greater than 25, 000.

The data with respect to the antigen
concentrations in chronic infections were in any course
antigen positives, and the DNA |levels were restricted to the
antigenemc -- the nean copy nunbers were anong t he DNA-
positive group, so these were the chronic carriers, if you
wi ll, and DNA-positive chronic carriers.

Just another commrent with respect to the question
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of chronic HCV in non-seroconverters to these so-called
atypi cal seroconverters, | think Marian Daulter's [ph] work
was the first to point these out back four or five years
ago, but the first confirmng and disturbing data is
actually comng fromthe pilot pooled PCR studies,
particularly those going on in Germany, where they are
picking up in the range of 1 in 20,000 donations -- and this
iswithan nnowof a mllion -- that are being found to be
PCR-posi tive and anti-HCV-negati ve.

I nportantly, they have done a noderate anount of
foll owup of these donors, and the najority of these donors,
95 percent -- and their nunbers now are in the hundreds --
are not seroconverting at approximately 6 to 12 nont hs of
foll owup, and yet remain viremc, and these don't appear to
be contamnation in terns of sequence analysis. It |ooks
i ke they are discrete sequences that are consistent over
tinme, but not consistent with contamnation

So, it looks to me to be real, but on the other
side of the coin, the |ook-back studies that have been done,
whi ch nunber in the 30s or 40s, of recipients of prior red
cells fromthese donors have to date been consistently
negative. So, these people do not appear to have i nfected.
Now, whether they, in fact, were viremc at those earlier
tinme points is unclear.
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So, these do seemto exist, but whether they are
infectious and whether they are just del ayed seroconverters
versus atypical virus versus atypical seroconverters is
still unclear.

DR HOLLINGER  Thank you, | appreciate that.

Ve will go on.

Donor Ri sk Factors: HV
Ki nber Lee Poffenberger, Ph.D.

DR PCFFENBERGER  (Good norning. | amKim
Pof f enberger and | amgoing to talk about what | hope is
maybe a slightly sinpler topic, whichis HV.

[Side.]

What | amgoing to talk about, to review real
quickly, is inadvertent contamnation. That is when a
pl asma pool containing a unit froma donor who has
subsequently reported a deferrable risk factor. This donor
unit is marker negative. For HV, that nmeans it is
nonreactive by screening assays for HV p24 antigen and for
anti bodies to H V.

[Side.]

To |l ook at what the risk is to the pool that
contains this unit with the donor risk factor, there is two
questions to be |l ooked at - what is the risk that the

inplicated unit is HV infected, that is, what is the
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l'i kel i hood of occurrence that there is virus in this unit,
and what are the estimates of viral load in that unit and in
the plasma pool that it is in.

[Slide.]

Bot h of these questions lead us to | ook at the
possi bl e sources of risk. Wen these units are narker
negati ve, that neans either there is no virus there or there
is virus, but it is undetected.

If there is virus which is undetected, it wll
cone fromseveral sources. It could be froma donor who is
in the window period of infection, that is, they are not yet
reactive by the assays that are used to screen.

They could be in the mddle of an i mmnosil ent
infection in which case they would not be reactive by
anti body testing.

They could be viral variants, which none of the
current screening tests can detect.

[Slide.]

These sources of risk have been evaluated in a
study called the REDS study, in which there is long-term
surveillance of over a mllion random whol e bl ood donors
each year. The incidence rates of the markers of actually
converting to a confirmed HV infection in donors is where
we can get an estimate of what the risk would be that a unit
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froma donor who has sone sort of risk factor, that that
unit nmay be infected.

The REDS study data, as you know, comes from
random donors. There is a good bit of data fromthat study.
There is also sone Iimted data on source plasna donors.

[Slide.]

As has been reviewed previously, in the
publication fromM ke Busch, et al., when the REDS study was
eval uated to see how nmany donors actually did seroconvert,
the nunber per mllion units, as is blocked out by the risks
categories, is 1.5 unit per mllion were found in the w ndow
period, less than 0.6 units per mllion for variants, and
less than 0.01 units per mllion for atypical
ser oconver si on.

What we are really | ooking at when we are
considering a pool that has a unit froma donor who has a
risk factor, is probably nost of the risk cones fromthe
wi ndow period unit, and that rate, if you want to convert it
to a percentage, is 0.00015 percent of the donors.

[Slide.]

Information for source plasma, | have really not
been able to get an update on this information. This is a
sunmmary of data that was presented in the 1994 Wrkshop to
the Advisory Committee.
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The topnost |ine sumrarizes the nunbers from--
they were gleaned by M. R ordan in our group fromlicense
application submssions. This is covering the time from
1984 to 1990 for donations screened by HV-1 ElAs. Thirteen
were confirmed positive out of -- let ne nake a correction
here -- 11, 214.

The mddl e set of data cones fromDr. Rodell.
These are from 1991 donati ons whi ch were screened by H V-1, 2
OCOMBE test, and 5 out of 100,000 were confirned positive.

The bottomset of data is fromDr. Sue Strarmer.
This is for donations in 1992 to 1993, and in this case |
have an asterisk by the data because this is the repeat
reactive rate. These are not confirned. So, this would be
hi gher in nunber than the actual confirmation.

But this is to give you an idea of what the actual
rates are. They are still relatively |ow

[Slide.]

What does this tell us about the risk when a donor
reports having a risk factor? It tells us that the actual
rate of occurrence of conversion to becomng seropositive is
| ow.

Dr. Biswas referred earlier to a study by
Wllians, et al., in the Journal of the American Mdi cal
Associ ation in March of this year, in which what they did
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was sent out questionnaires to a subset of the REDS donors,
and they asked thema lot of different questions in this
questionnaire. The n for this, that is, the total of people
respondi ng was 34,000. It was a good response.

What | want you to note is that 1.9 percent of
t hose donors did report having a risk factor at the tine of
donation. This is comng froma very simlar population to
the popul ation that is showi ng 1.62 confirned
seroconversions in 1 mllion donations.

So, | think what you hear here is that a | ot of
peopl e who have risk factors do not go on to seroconvert.
This rate nay be different in source plasna donors. W are
just beginning to pull that data together.

[Slide.]

Now t hat you have a little perspective on what |
woul d say is very prelimnary data on how nmany of these
donors with risk factors actually go on to convert, | want
to l ook at how you evaluate the viral load if a unit
actual | y does have virus.

Just to go back, you can see that when donors who
have been shown to seroconvert are detected, nost of them
conme fromthe w ndow period phase.

[Slide.]

That is where | focused ny data coll ection
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efforts. So in order to ask howto determne the viral |oad
in a nmarker-negative unit, | got the help of the staff at
Boston Bionedica, Inc., and M ke Busch al so contri buted
data, and what we have done is to reviewthe viral load in
seroconversion panel sanples, and in particular, the load in
p24 antigen negative, antibody negative seroconversi on panel
sanpl es.

[Side.]

To give you a brief review, | amgoing to have to
apol ogi ze for ny graphic slides, | just switched over to | BM
and | did these in Power Point and Excel, and I amnot very
good at getting sone of the axes to work out yet, ask ne
guestions as we go al ong.

The scales on the left, which are the logarithmc
scales for viral, those are good. That is the good scal e.
The bottomscale is sonetines not linear. This is just a
history slide showing the natural history for HV infection
and what | want you to see is that when the RNA | evels are
peaki ng after infection, the p24 antigen |evels are peaking
al so.

[Side.]

In data that | have coll ected from numerous
sources, in particular, data presented at the AABB neeti ng,
M ke Busch et al., also data fromscreening of the BB
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seroconver si on panel s, from seroconversion panels from sone
i nfected individuals who were not donors, and in al
publications | could find about viral |oads neasured in
units from seropositive bl ood donors.

The nunbers in nucleic acid copies per m in a
wi ndow period unit typically will range from10 2 to 107, and
| have an asterisk here because there have been rare cases
of 108 copies per m reported.

The seropositive units in bl ood donors have ranged
from102 to 10°® nucleic acid copies per m. | should point
out that the reason 10 % is the lower limt is because at the
time nost of these studies were done, that was consi dered
the lower |evel of sensitivity for the test, and certainly |
amjust tal king about viral load in units which actually
have detectable virus. A lot of these w ndow period or pre-
seroconversion units woul d have no virus in them

[Slide.]

Just to give you the next rem nder, which has been
repeated several tines, these units are fromindividuals
whose bl ood has tested negative for antibodies to HV and
negati ve for p24 antigen.

[Slide.]

| amgoing to show you three profiles fromthree
different seroconverting individuals. This is actual data.
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In order to incorporate all the data on one slide, | used a
| ogarithmc scale to showviral load, and | amal so tal ki ng
about signal to cutoff here. P24 and ElIA reactivity is not
usually presented on a logarithmc scale, but anything over
a value of 1, this line here, is considered a positive
reaction in the assay.

As you can see in this case, when virem a ki cked
in and viral |oad increased, p24 antigen followed and the
anti body reactivity is just comng up at the end. Wat you
should note fromhere is that fromday 16 onward, these
units woul d have tested as narker positive. So, that nmeans
the donation fromday 14 woul d have i ndeed gotten through as
mar ker negative and does have a viral load is 2 tinmes 10 4
nucl ei ¢ acid copes per n.

[Slide.]

Anot her exanple, you see a simlar profile, the
virema, the RNA load is going up, p24 load is follow ng,
and the antibody reactivity is |agging but comng up. Here,
you can see that fromday 12 onward, the unit woul d be
consi dered nmarker positive and would be elimnated fromthe
pool. At day 7 and day 5, it would be narker negative, and
here the viral load is on the order of 10 2 or 102 nucleic
acid copies per ni.

[Slide.]

M LLER REPCRTI NG COVPANY, | NC.
507 C Street, NE
Washi ngton, D.C 20002
(202) 546- 6666




aj h

10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

58

The last profile | amshow ng, once again you are
seeing a simlar profile. In this instance, possibly
because of the length of tine between the donations, for
what ever reason, all of the units givenin this profile
woul d be RNA negative when they are narker negative. That
is, the first day in which there is viral |oad, which is day
86 here, is also the first day at which there is p24
reactivity and anti body reactivity.

[Slide.]

Now, instead of going through a |ot of these
profiles, | summarized this data. This represents 66
sanpl es from about 22 seroconversion panels, and what this
is, is a scatter plot with p24 val ue across the bottom and
viral load on the vertical axis.

Once again, if you have a 1 or greater val ue here,
the p24 woul d be considered a positive assay. So, if you
think of an imaginary line here, all the ones to the left of
this line here, all those donations woul d be p24 negati ve,
and as you can see, nost of themfall at 10 ° copies per ni
or lower. As you go up in p24 reactivity, you go up in
viral | oad.

In this case of the 66 sanples, which | nmanaged to
crunch the data for, we go up to about 3 tines 10 ¢ as a peak
viral | oad.
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| want to enphasize | have got the label on this
wong, that these are antibody negative units, and what |
did was go through all the panels and pull out any sanple
which had either a p24 reactivity or a detectable viral |oad
or both.

[Slide.]

M ke Busch has provided data from-- this is an
over | appi ng set of plasma donor panels, what | presented is
a subset of this data. Once again, this is fromwork wth
the hel p of BBI

What we are showing here, this is the vertica
access, once againis viral load, and this is grouping the
reactivity for different seroconversion panel nenbers. In
this case, the | eftnost panel are those sanpl es which have
no reactive assays, that is, they are ElA for anti body
negati ve, they are p24 negative, and their viral |oad ranges
fromabout 10 2 to 10° copies per m. That is an n of 19
t here.

The next panel shows p24 positive donations. They
are still antibody negative, but they do have p24, and you
can see a dramatic shift in the viral RNA |levels. They
range from10 4 to 107 copies per m, and fromthen on,
represent those sanples that are ElIAreactive. In this
case, they are alnost all p24 reactive, too.
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As you can see, the viral |oad stays about the
sane, goes up just alittle bit as EIA reactivity kicks in,
and then sort of follows what you woul d expect as the nornal
curve during the peak viremc phase of infection.

[Slide.]

To summari ze the data that | just tal ked about,
what you have seen is that during the natural history of HV
i nfection, the wi ndow period | evel s can be higher than the
| evel s after seroconversion. However, one of our screening
assays, the p24 antigen screening assay, correlates very
well and identifies units which have a high viral load. It
will elimnate those units frombeing entered into plasnma
pool s.

As sort of an aside, those donors who have a high
viral load may be too ill to donate, and that concept is
getting nore attention now as the p24 anti gen assay has been
on the market |onger, and there have been very, very few
donors who are comng in as p24 positive, antibody negati ve.
One of the possibilities is since we know they are so
viremc during that phase, it is possible they woul d be
feeling too ill to donate. So, there is different factors
which will affect how much virus is going to be in a unit
comng froma w ndow peri od.

[Slide.]
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This is the slide that summarizes all the data. |
need to apol ogize to the coomttee. This was on M crosoft
G aph, and | could not figure out howto nmake it print, so
that | could give you a handout. | have a handwitten
version that we will be getting out to you by the end of the
day.

What | amshowi ng here is sort of a conbination of
what is the risk and what would the load be in a unit and in
a pool for which a donor has reported a risk factor. The
least risk, in ny opinion, is what is the predom nant. That
is, the mgjority of cases these people who have a risk
factor are not going to be seroconverting. They wll have
no virus and wll not introduce any viral |oad or any risk
into the pool.

If these individuals are indeed in the process of
seroconversion or are infected, their units are marker
negati ve, they don't have p24 antigen that is detectable,
they don't have detectable antibody. As you have seen from
the previous data, the viral |oad ranges from 10 ® nucl eic
acid copies or |ess.

If you take a typical source plasna donation of
800 m's, that would lead to an 8 tinmes 10 ' copies per n
| oad going into the pool, which comes out to 8 copies per ni
in, for exanple, a 10,000 liter pool.
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The worst case scenario is where soneone who has a
risk factor, actually is seroconverting. | nade it the
wor st case by taking the highest possible peak | oad that we
have seen, which is 10 8 nucleic acid copies per m.

The only way | can imagine this occurring is that
this person does indeed have a risk factor and possibly they
had a test error, their p24 antigen test was negative, it
shoul d have been consi dered positive, but cane through as
negative. In any case, this is the worst that could go into
the pool. 10 8 or less nucleic acid copies per m tines 800
m's gives you a load, input load of 8 times 10 1° nucleic
acid copies into the pool. In a typical 10,000 liter pool,
that woul d 8,000 nucleic acid copies per nm.

[Slide.]

Ohe thing | want to enphasize is that because
there is a possibility that you woul d have viral variance or
sonme sort of immnosilent infection that m ght have gotten
through, if you do have what woul d be considered actually to
be in the phase of post-seroconversion, the viral |oad there
doesn't generally go as high as that 10 2 value that you see
inthe initial peak of virema, so this worst case scenario
woul d certainly capture any of those units.

[Slide.]

To end, comng back to the point that was nade
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earlier, the real issue then is how nuch cl earance do we get
fromthese products. HVis fairly well inactivated by the

sol vent detergent process and by certain points during the
fractionation, and this provides a sunmmary of data that Tom
Lynch discussed a little bit at the last meeting, which
essentially shows that if you pool all the plasna products

into one kind of group, your range in |og reduction factor

for renoval of HV during production ranged from 10 1to10%
| og reduction factors.

As has been pointed out before, we are not
actual ly conparing apples to apples here. | amtalKking
about nucl eic acid copies when | gave you the previous
information. Log reduction factors tend to cone from
mul tiple sources, fromtissue culture infectious dose
reduction, but nore and nore, a lot of the validation of
t hese procedures is done | ooking at viral | oad.

This gives what | would consider to be a
reasonabl e margin of safety consi dering what the possible
input would be into the virus. Then, it renains to nake
sure that the manufacturers are indeed performng their
fractionation and inactivation procedures as they have
val i dat ed.

| think that is all.

DR HOLLINGER  Thank you, Dr. Poffenberger.
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Questions fromthe conmttee? Yes, Beatrice
Pi erce.

M5. PIERCE: Is there information if the reduction
during fractionation and i nactivation, that [og reduction
factor, is that the same for the different strains of HV?

DR PCOFFENBERGER Wl |, for the different
subtypes wthin HV-1, is that what you are tal ki ng about ?
| think probably since HV-1 is our prinmary concern.

It will depend on how things are screened, and |
woul d say in general that is the case, however, when you are
| ooking at using PCRto detect this, the probes have to be
designed to ook at the different strains.

Qur screening assays detect a lot of the strains.
The Type Ois really the only outlier, which is rapidly
com ng under cover now. Mst of the kits are detecting nost
of them the ones that have been found so far.

Now, when you do the inactivation processes, the
[imtation for Type Owll probably exist, in other words,
the viral load for an Q | couldn't tell you for sure
whet her that had been properly validated. Those tests will
be bei ng brought on-line for inactivation processes.

Possi bly Tom Lynch or Mark coul d address that a
little better, | don't know

DR HOLLINGER Dr. Poffenberger, what is the
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| ongest tinme in a person who is known to seroconvert,

actual ly been shown to be infected, what is the | ongest tine
period it has been between when the HV RNA becones
positive, what is the |ongest delay that you know of ?

DR PCFFENBERGER I n infection?

DR HOLLINGER A person who is actually known to
be infected, ultimately found out to be infected, what has
been the | ongest del ay between when they have been found to
be HV RNA positive?

DR POFFENBERGER So fromessentially the tine of
infection --

DR HOLLINGER Fromtine of infection until they
have becone i nf ect ed.

DR PCFFENBERGER | really don't know | nmean we
can probably surm se where infection occurred, but, Mke, do
you know you woul d know that fromthese seroconversion
panel s? | know there is an average tine that has been
deduced, but not the |ongest tinmne.

DR BUSCH It really doesn't cone fromthe
seroconversi on panel. The best data -- and this requires
t he known date of exposure and then serial sanples to assess
seroconversion -- the best data is recently conpiled by CDC
fromhealth care worker infections where about 55 health
care workers over the last six or seven years have becone
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infected fromneedl estick accidents, and in analysis of the
sanpl e data fromthose cases, the nedian is about 30 days
fromexposure to seroconversion, but there were two cases
that did not seroconvert until after six nonths, at six and
seven nonths, and both of themwere virol ogically confirned
as the virus being identical between the source and the
subsequent infections that evolved in the seroconverters,
and there was actually a survival curve that showed, you
know, a consistent sort of declining rate of tine to

ser oconver si on.

So, although the average is still a nonth, it is
clear that there are a subset of about 5 percent of people
who will not seroconvert until after six nonths, and then
there are these handful of | think well-docunmented cases of
non- seroconversi on. Those cases typically progress
clinically to AIDS and death very quickly if you don't
control the primary virema, but those outlier cases |ike
the Wah plasna donor and a few others do exist, but in
addition, there is a tail of del ayed seroconversi on.

DR PCOFFENBERGER  Is there viral |oad data on
t hat ?

DR BUSCH There is data froma snmall nunber of
the -- well, fromthese non-seroconverters, these really
rare cases, they do appear to have high-titer virema for
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the duration of infection, and probably that is why they
progress so quickly in ternms of CD4 decline in synptons.

In a couple of the cases of health care workers --
and there was one published case from Europe al so -- that
had sanpl es available prior to a del ayed seroconversion in
the cases that took about six nonths or |onger, and what was
interesting is these individuals, in testing back to their
prior bleeds, were only viremc on the bl eed i mmedi atel y
prior to seroconversion, so they are actually non-viremc
for this period of four or five nonths. Then, the virus
bursts in the bl oodstream and they seroconverted, so it is
consistent with a sort of a restricted replication for this
del ayed seroconversion probably in the region of
i nocul ation, you know, the virus enters the nucosa or
whatever and is replicating just in that |ocal |ynphoid
ti ssue and then di ssem nates and i nduced seroconversion in a
fairly typical fashion after a delay, and that has been
docunmented in ani mal nodel studies, as well. [If you
i nocul ate, you know, subnucosally, you can in sone aninals
have a del ayed seroconversion, but that delay is not usually
associated with a prolonged virema. Virema usually just
pr ecedes ser oconver si on.

DR HOLLINGER  Thank you.

Dr. August.
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DR AUGUST: | amsure we are going to be asked
guestions based on this kind of reasoning, so | thought I
would try to anticipate it, and that is that if you have a
mar ker - negati ve individual that again the very conservative
estinmate of that person's potential viral load is that it
may be as high as 10 ° particles, and the fractionation
i nactivation process, by your estimate fromthe slide on the
screen, the lower limt is 10 .

Now, can we conclude that we therefore have a
cushion of 10 ¢ in terns of assessing the safety, and if in
fact that is the case, we would be very confident and very
confortable that the processing in fact is going to
sterilize products that nmay contain an inadvertently
contam nated unit.

Now, is this reasoning correct or is there
sonmething that tells us that really shoul dn't be that
confident or we can't be that confident?

DR PCFFENBERGER | woul d say that you really
have to take the rational approach. That is what we are
doing here, what is the risk, and this is the scientific
data. Wuat | would like to say is what woul d bol ster up our
confidence in following this rationale is the history of
transmssion fromproducts for HV, and when you | ook at the
products that have, say, that lower level of 10 ! |log

M LLER REPCRTI NG COVPANY, | NC.
507 C Street, NE
Washi ngton, D.C 20002
(202) 546- 6666




aj h

10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

69

reduction factor, howdo they in fact transmt it over the
mllions of doses that have been given, and I think the
safety record there is very, very good and does i ndeed
support the fact that this rational approach is giving us
the real facts. | would not say you can determne this to
an absol ute black and white, yes, this is absolutely safe.
You can take your nost rational approach.

So, | can't give you a definitive answer. | can
only say that the clinical record supports that assunption

D d you want to say sonet hing, John?

DR FINLAYSON Yes, not to put too fine a
logarithmc point onit, but I would propose that it's even
better than Dr. August says, because if you took not the
10°, which woul d the usual worst case, but the 10 8 which
woul d be the worst worst case that Dr. Poffenberger showed
up. By the tine that went into a pool, which would be not a
particularly |arge pool, one was down to 8,000, and the
logarithmof 8,000 is going to be 3.9, and so that one has a
10 mllion-fold cushion there.

DR HOLLINGER Yes. Please state your nane and
associ at i on.

DR LD NG D. Glding fromthe D vision of
Hemat ol ogy at CBER

| have two caveats that | think we should

M LLER REPCRTI NG COVPANY, | NC.
507 C Street, NE
Washi ngton, D.C 20002
(202) 546- 6666




aj h

10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

remenber. e is -- and | think it is related to a question
that was asked -- the viral validation studies, to ny
knowl edge, are always done with | ab strains, they are not
done with isolates from patients.

There is no reason that | know to believe that
t hose envel opes, for exanple, would be nore resistant to
sol vent-detergent or any other treatnent, but because we are
dealing with a serious problem we need to renenber that.

The other factor that cane, and others have
brought up, is that the | evel of detection of these viruses
has a lower imt, so when you do a viral validation study,
they are always done with very high | oads of virus, and what
you get as an answer is non-detectable virus often in the
test, and then you say -- if you started out with 10 " and
you went down to non-detectable |evels, and the non-
detectable is 10 3 then, you can say, well, it is greater
than 104 viral renoval, log renoval, but that doesn't mean
that there is absolutely no virus there. There is a
possibility that with low levels of virus in there,
especially to start out wth, that some of these nethods nay
not be as efficient. W are always |ooking at these
validation studies with high |levels of virus.

The reason | ambringing this up is not because |
think there is a serious scientific chance that we are not
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removing all the virus, but there is some chance and t hat
all the testing plus the viral validation has to be in place
to ensure the maxinumsafety for the system

DR HOLLINGER  Thank you.

Yes.

M5. PIERCE: | have a question that naybe you can
answer, and that is, when the inactivation studies are done,
you said there is a strain used. Also, let ne see if | can
phrase this, so it is understandable, are viruses used from
different periods, say, early on the onset versus l|later on
to answer the question of different infectivity at different
stages of the process?

DR QGODNG The virus, when it was initially
i solated, and then passaged in the | aboratory of Gllo and
all those other people was done a long tinme ago, and those
were the 3B and then LAV strains, and those viruses are
possibly very different in many respects fromprinmary
isolates that are taken frompatients.

There is a lot of scientific evidence that
suggests that they are different in terns of the infectivity
and other properties and in terns of the antigen nakeup.

So, these viruses, as far as | know, that are used for the
validation are all these stock viruses that have been
passaged for a long tinme, and | don't think in any way
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relate to acute infection or chronic infection, and |I don't
think you can nmake that rel ationship.

But as | said before, I don't know of any reason
to believe that their envelope is going to be different in
terns of the viral validation studies. These are different
interns of its antigenicity, and they are different in
terns of how they can infect people, but in terns of the
viral validation study that we have, it has never been
tested to see if all the viruses are equally sensitive.

| would say fromjust the physical/chemcal basis
of the steps that are taken, that there is no reason that |
know of to believe that this is a problem that we shoul d
just keep it in mnd that it is different fromthe viruses
that are out there infecting people.

DR HOLLINGER  Yes.

DR BUSCH The problemwith trying to use
"primary isolates" or these plasma panels to assess
inactivation is that the viral titers in fact are
exceedingly low In order to rigorously nmeasure the 10 10
| evel s of inactivation, you need to bunp up viral titers up
to 102°, 1022, which requires extensive in-vitro
anplification of these isolates.

V¢ have recently done wi th Bob Coonbs, cultures,
quantitative cultures on a nunber of these seroconversion
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panel s, and you can't even get a positive culture fromthese
pl asmas until you have over 100, 000 copi es of RNA

So, in these typical panels, only the two or three
bl eeds at the peak of antigen virema are culture-positive.
Prior to that, all of the RNA only and into the |ow | evel
anti gen RNA-positive sanpl es, and subsequent to
seroconversi on, these plasnas are culture-negative, and even
at the peak virema, you never have nore than 1 log or 2
logs of dilutional sensitivity in terns of plasma culture
i sol at es.

So, you have so little virus in terns of the
culture system | nean it is partly alimtation of the
sensitivity of the culture systens, that you sinply can't
take those products through any inactivation and tal k about
| og reduction because just spinning it down, if you wll,
wll reduce it to negativity.

Another point is that all of these panels that we
are |l ooking at, these plasna donor panels, are actually
derived fromhistorical, you know, screening of |arge
nunbers, mllions of plasma donors, and the truth is that
all of these high-titer antigenemc sanples that we are
showi ng you in these panels in fact were in pools, were
fractionated for the | ast decade.

The truth is that there has not been an HV
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transmssion since '86 in the United States, so | think the
proof is in the record that enornous nunbers, well, hundreds
certainly, of high-titer antigenemc viremc plasnas have
been fractionated into pools, and have not resulted in
infectivity over the | ast decade.

DR HOLLINGER  Thank you.

VW will nove then to the next speaker.

Signi ficance of Ri sk Factors Reveal ed by Surveillance
MriamAl ter, Ph.D

DR ALTER Thank you.

Don't ook too hard in your packets for
hardcopi es, they are not there. Unfortunately, | can't give
you the excuse that | upgraded to a new versions of Power
Point or | couldn't figure out how to nake ny | atest version
of Mcrosoft print out. They are just not there.

[Slide.]

| think that ny task today is to attenpt to put
the risk factors for acquiring Hepatitis B and Hepatitis C
inthe United States in sone perspective.

There are variety of exposures that can be
associ ated w th bl oodborne virus transm ssion. For
Hepatitis B virus and Hepatitis C virus, these include
bl ood, bl ood products, organs, and tissues frominfectious

donors.
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Qoviously, for Hepatitis B, this has really not
been an issue for a very long tinme. The opportunity under
nost circunstances for HBV infection to be transmtted from
an infected donor are extrenely renote given the sensitivity
and accuracy of long-tine testing for HBV i nfection.

For HCV, it is only recently that we have been
able to substantially reduce the chances of transmssion in
this setting.

On the other hand, injection, particularly
injection drug use is a major risk factor particularly for
HCV transm ssion. For the nost part, there has al so been
sonme reports of an associ ati on between non-injection drug
use, primarily cocai ne use, and the transm ssion of HCV, and
| amgoing to gointothat alittle later, but certainly
i njection drug users have one of the highest preval ence
rates of both HBV and HCV infection than any other group
st udi ed.

G her potential sources for HBV and HCV
transm ssi on include contamnated instrunents, equipnent,
and supplies used for procedures involved in traditiona
medi ci ne, folk nedicine, percutaneous procedures, such as
tattooi ng, body piercing, and even the use of commercia
razors, or even the use of razors in comrercia
est abl i shrent s.
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For the nost part, associations between these
types of activities and the transmssion of HBV and HCV have
only been docunented in countries outside of the United
States. There have been occasi onal epi sodes, clusters of
cases, of HBV infections associated with tattooi ng and
acupuncture in the U S and there have been no such
associations with HCV transm ssi on.

V& have been unabl e to associ ate these types of
procedures with sporadic cases of either Hepatitis B or
Hepatitis Cin this country.

[Slide.]

G her potential sources for Hepatitis B and
Hepatitis C virus transm ssion includes exposure to infected
contacts. For Hepatitis B, this is much nore clear than it
is for Hepatitis C Such infective contacts include
exposure to an infected sexual partner, exposure to infected
househol d nmenbers, perinatal transm ssion frominfected
wonen to their infants at the tine of birth, transm ssion
frompatients to patients or patients to health care workers
in hospital settings, and transmssion frominfected health
care workers to patients, which fortunately is a very rare
event .

Transm ssion of HBV frominfected sexual partners
or as the result of high-risk sexual activities involving
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multiple partners is extrenely well docunmented. In fact, as
you will see, sexual transm ssion of HBV or sexual exposures
account for the magjority of the transmssion of HBV in the
United States today.

Transm ssion fromchronically infected non-sexua
househol d nmenbers is also well docunented for Hepatitis B,
and vaccine, of course, is recommended for both sexual
partners and househol d nenbers of persons who are
chronically infected with HBV.

Perinatal transmssion of HBVis also a
substantial risk or a substantial risk for Hepatitis B.
Infants born to i nfected wonmen have a 90 percent or greater
chance of becomng infected at the tinme of birth, and again,
there is well-substantiated prophylaxis that is extrenely
effective in this setting and has been recommended for many
years.

The transmssion of HBV frominfected patients
either to other patients or to health care workers al so does
occasionally occur. It, fortunately, is very rare now, not
only because of appropriate precautions and di si nfection and
sterilization procedures used in this country, but also
because of wi despread vacci nati on of health care workers
agai nst Hepatitis B.

Finally, infected health care workers fortunately
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rarely transmt Hepatitis B to patients, although this has
been docunented in the literature in the United States maybe
eight or nine times here in this country, but again it is
extrenely rare and we do have recomendati ons for that
setting.

In terns of HCV, as | nentioned, the transm ssion
frominfected contacts is much less clear. There is a great
deal of controversy about the transmssion frominfected
sexual partners or the risk of transmssion if you are
exposed to nultiple sexual partners.

In the United States, there have been so few
studies that, in essence, the data are insufficient to draw
any conclusions, and I will go into that alittle bit nore.

Househol d nmenbers again are potential sources, but
not well docunented here in the US In terns of perinatal
transmssion, the average rate of transmssion is about 5
percent. Breast-feeding has not been inplicated in
transmssion of HCV. W appear to have patient-to-patient
transmssion of HCV in dialysis units, but we have not
docunented it in other settings.

Patient to health care worker transm ssion has
occurred in the setting of accidental exposures to
needl esticks and other sharp injuries at a rate of about 2
percent, and finally, there has been one report of an
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i nfected cardi ovascul ar surgeon transmtting to his patients
fromSpain. W have not docunmented such transmssion in the
us

[Side.]

The overall prevalence in the United States of
either past or current infection is about 4 or 5 percent.
This slide sunmmari zes the overall preval ence by age fromthe
National Health and Nutrition Exam nation Survey conducted
from 1976 through 1980. W have recently conpl eted anal ysis
of NHANES III, which are the data collected from 1988 to
1994, and interestingly, there was little change in the age-
speci fic preval ence of even by racial/ethnic group.

Regardl ess, you can see that the overal
preval ence i ncreases with age, with blacks having a
substantially hi gher preval ence than whites, and with an
increase starting actually in early adol escence.

The chronic infection rate is much, much | ower,
but corresponds to about 1 to 1 and a quarter mllion HBV
i nfected Ameri cans.

[Side.]

The nost variation in the preval ence of HBV
infection is based on a variety of either ethnic,
behavioral, or lifestyle risk factors in the popul ati on.
| ndi vi dual s who have i mm grated from areas of high HBV

M LLER REPCRTI NG COVPANY, | NC.
507 C Street, NE
Washi ngton, D.C 20002
(202) 546- 6666




aj h

10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

80

endonicity into the United States have extrenely high rates
of HBV infections, 70 to 85 percent, and very high rates of
chronic carriage with HBSAG positivity actually as high as
20 percent.

This is also true for A askan natives and Pacific
| sl anders who are Anerican citizens with chronic infection
rates of between 5 and 15 percent.

In individuals in institutions for the handi capped
have al so experienced high rates of HBV infection in the
past with preval ence rates as high as 80 percent and again
chronic carriage rates of 10 to 20 percent.

I njection drug users have high rates, have had
high rates of infection as have nmen who have had sex with
men, and as | nentioned, all of the other categories of
i ndividuals who are at risk for HBV infection

This slide summarizes fairly old data on HBV
infection and it does not reflect the effect of high rates
of vaccination anong many of these groups, so that we coul d
expect that the rate of chronic carriage in these
i ndi vidual s has declined dranmatically as vacci ne coverage
has increased in nost, but not all, of these groups.

[Side.]

In looking at the trends in acquisition of HBV
infection in the | ast decade or so, we can see that while
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the incidence of Hepatitis B reached a peak in the md-
eighties, it has declined dramatically since then.

You can see that there has been a dramatic decline
inthe incidence. | would like to say that this is due to
vacci ne use, and you can see a variety of recomrendati ons
for Hepatitis B vaccination that have occurred over these
years, but in fact, nost of the decline has occurred because
of decreases in two of our previously highest risk groups.

These include a decline anong nen who have sex
with nen and a decline in di sease anong i njection drug
users. The decline anmong honosexual nmen is the result of
changes in high-risk sexual behaviors to prevent HV
infection, and this occurred in the last half of the 1980s
and showed the effect of intensive educational efforts in
comuni ty- based prevention prograns.

The decline anong injection drug users is actually
very poorly understood, and we don't really know why there
has been such a large decrease in that risk group

[Slide.]

Here, you can see the dramati c decline anong
honmosexual nmen in the md-to-late 1980s, while there was an
i ncrease in the nunber of cases anong injection drug users
and anong nmen and wonen who had either infected sex partners
or who were exposed to nultiple partners.
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The nunber of cases in all of these risk groups
has declined during the 1990s, and we certainly hope that it
continues. Again, we are focusing our vaccination efforts
on both injection drug users and other high-risk adults in
order to continue to achieve this downward decli ne.

[Slide.]

Qurrently, as | nentioned, sexual exposures
account for the mgjority of HBV transmssion in the U S
alnost half, with nost of it being transm ssion between nen
and wonen, and nost of this, interestingly, the result of
exposure to an infected sex partner, mneaning that these
i ndividual s are not aware that they shoul d recei ve post-
exposure prophylaxis in this setting.

I njection drug use accounts for about 15 percent
of new cases today, household contact for about 3 percent,
enpl oynent or exposure to blood in the health care setting
for about 1 percent, and about a quarter of patients deny a
speci fic exposure during the incubation period of their
acut e di sease.

As you can see, nost of these have a history of
hi gh-ri sk exposures: 5 percent are drug related, and that
these individuals said they injected drugs in the past, but
not during the incubation period; 8 percent denied having
mul tiple partners, but have a history of other sexually
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transmtted di seases; 1 percent have been in prison or jail;
10 percent have characteristics associated with | ow

soci oeconom ¢ | evel s, which suggests that they in fact may
have been exposed to hi gh-risk behaviors or which they may
have failed to acknow edge or they had unrecogni zed cont act
with an infected individual. So, all but 5 percent of the
recently acquired Hepatitis Bin the United States can be
associ ated with high-risk behaviors or lifestyles or

occupations, nost of which could be prevented with Hepatitis

B vacci ne.

[Slide.]

If we look at the risk factors for Hepatitis Cin
the United States, | covered these when | first introduced

sources of infection for transm ssion of both of these
viruses, and these are the factors that we know to be
associated with transmssion in the U S

| think what, as | nentioned before, is the nost
controversial is the role of sexual and househol d
transmssion in the transmssion of this particular virus.
In the US., nost of the studies have shown no evi dence of
infection in sexual partners of chronically infected
i ndi vi dual s, however, none of these studies have incl uded
nore than about 50 or so partners, which would not be a
sufficient sanple size to denonstrate a risk in a setting
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where we have a very | ow frequency event.

Transm ssi on has been shown in case control
st udi es between sexual partners and anong partner, steady
partners in STD settings. Exactly what this risk is and
what factors influence its occurrence is unknown. Certainly
particularly in conparison to other sexually transmtted and
bl oodborne viruses, the risk in these settings is extrenely
low, and may occur 1 percent or less of the tine.

Unfortunately, at the nonent, we just do not have
the data to determne the exact risk

| ndi vi dual s who have nul tiple sexual partners are
at high risk for acquiring a variety of bl oodborne viruses,
and have been shown again in case control studies, as wel
as zero preval ence studies, to be at risk of acquiring
Hepatitis C Again, the extent of this risk is unknown, and
is much, much lower than that, not only for other bl oodborne
viruses like HBV and HV, but also in contrast to direct
per cut aneous exposur es.

[Slide.]

If we ook at the overall prevalence in the U S.
popul ation of anti-HCV positivity, we find it to be 1.8
percent, which corresponds to an estimated 3.9 mllion
i nfected Amrericans, nost of whomare viremc.

The preval ence does vary by racial/ethnic group
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with the | owest rates anong non-hi spanic whites and the
hi ghest rates anong non-hi spani ¢ bl acks and Mexi can-
Aneri cans.

[Slide.]

Thi s preval ence varies considerably by age, as
well as by racial/ethnic group with the highest rates in
young adults between the ages of 30 and 49, and with the
hi ghest rates anong bl acks between the ages of 40 and 49,
reachi ng al nost 10 percent for black nmen in this age group

However, as varied as this mght appear, the
greatest variability in the population is by risk factors
for infection. As | nentioned before, injection drug users
have one of the highest rates of any other group studied
along with henophilia patients who received factor
concentrates prior to viral inactivation.

G her individuals with noderate rates include
henodi al ysis patients, |ower rates anong honosexual nen, and
individuals with nmultiple partners, as well as health care
wor kers. Again, volunteer blood donors have the | owest
rates, even |ower than the general popul ation, but do not
reflect actually the general population in the U S. since
they are a highly selective group screened on the basis of
risk history, as well as serol ogi c narkers.

[Slide.]
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If we ook at the recent trends in the acquisition
of Hepatitis C we can see that they mrror sonmewhat the
trends in Hepatitis Bin terns of decline in cases anong
injection drug users. Wile the incidence of Hepatitis C
was fairly stable during the 1980s, we note that there was a
nore than 80 percent decline since 1989.

Most of the decline anong transfusion recipients
actually took place prior to the introduction of first-
generation testing and really had very little inpact on the
overal | incidence of disease since this group represented
| ess than 20 percent of the newy acquired cases in the
1980s.

The decline that occurred since 1989 has been
prinmarily anmong injection drug users, and the reasons for
this decline actually, just like for Hepatitis B, are not
cl ear.

Here, you can see the trends in the three nost
common, what are thought of as the three nost common risk
factors for Hepatitis C and you can see that in terns of
t he anmount of di sease associated with each of these factors,
there is very little associated with transfusions in the
last five years, and in fact, we have failed to detect a
case of transfusion-associated Hepatitis Cin our
surveil l ance systens since 1994. It doesn't mean it doesn't
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occur, it is just that it is at such a |l ow frequency that we
can't detect it, whereas, the two nost common risk factors
are associated with injection drug use and hi gh-ri sk sexual
exposur es.

[Slide.]

| want to spend a nonent on illegal drug use
because perhaps anong pl asma donors, this is one of the risk
factors that is of greatest concern. As | nentioned, they
have one of the highest preval ence rates of any other group
studied with about 60 to 90 percent of users of persons wth
a history of injection drug use testing positive for anti -
HCV. It is the nost common exposure anmong HCV-i nf ected
persons in many geographic areas and certainly in the United
States, and it is rapidly acquired after initiation of drug
i njection behavior with one study showing that 50 to 80
percent of injection drug users tested positive for anti-HCV
within 12 nonths after they said they started injecting
behavi or.

There has been one study in the U S. which has
reported an association with a history of intranasal cocaine
use. This study was actually published fromthe NIH group
and was anong vol unteer bl ood donors who had deni ed any of
the risk factors on the history, had subsequently donated
and turned out to be anti-HCV positive, but, one, we don't
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know what its contribution to transmssion is and we don't
know whet her the history of intranasal cocaine use is a risk
factor itself, such as through sharing of contam nated
straws, or whether it is an indication that both injection
drug use and non-injection drug use were actually practiced
by that individual. It is very rarely reported by newy
acqui red cases of Hepatitis Cin the absence of any ot her
per cut aneous risk factors.

[Slide.]

Qurrently, injection drug use during the
i ncubation period is reported by 43 percent of newy
acqui red cases of Hepatitis C whereas, sexual exposures in
t he absence of a percutaneous risk factor is reported by 15
per cent .

Two-thirds of these individual s have an anti-HCV
positive sexual partner, and the other third acknow edge
mul tiple sexual partners during the incubation period.
Transfusi ons account for a very snall percentage and again
none si nce 1994.

Qccupat i onal exposures account for 4 percent.
Havi ng an anti-HCV positive househol d nenber accounted for 3
percent. Then, about 30 percent, 31 percent denied a
speci fic exposure during the incubation period. Al but 1
percent of themcould be associated with sone high-risk
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characteristic.

Note that 16 percent were drug related. They
either admtted to injecting drug use, but not during the
i ncubation period, or 5 percent of themsaid that they
snorted cocai ne. Four percent denied having any nmultiple
sexual partners, but had a history of other sexually
transmtted di seases. (ne percent had been in prison or
jail, although they deni ed having any high-risk behaviors,
and as with Hepatitis B, 9 percent reported | ow
soci oeconom c status which may be indicative of a failure to
acknow edge a hi gh-risk behavior or failure to recognize
contact with an infected individual.

So that if one were to add up these high-risk
factors, 60 percent of the recently acquired cases of
Hepatitis C woul d be associated with illegal drug use and 20
percent with high risk sexual exposures.

[Slide.]

These are factors that have not been associ at ed
wi th acquiring sporadic Hepatitis Cin the United States,
and include a variety of those types of exposures that I
nmentioned early on in ny presentation.

Again they include a variety of health care
procedures, a variety of percutaneous exposures, such as
tattooi ng, acupuncture and ear piercing, as well as nale
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honosexual activity or foreign travel

[Slide.]

In ny last two slides, what | have tried to do is
put all of this in perspective - what is the preval ence of
t he behavior in the popul ati on and anong those i ndividual s,
what is the risk of having been infected with either HBV or
HCV, and | had to use a variety of sources to do this.

These are all estimates. It is a very rough
attenpt to again put a perspective on the chances of an
i ndi vidual actually having this risk factor and bei ng
i nf ect ed.

The preval ence of injection drug use in the
popul ation is probably unknown. The National Institute for
Drug Abuse estinmates it out about a half a percent of the
popul ati on, whereas, the study by Allen WIIlians, published
in JAVA, of donors, estimated it at about 5 percent who had
said that they had ever injected drugs in the past even
t hough they were actually negative for narkers, but the
infection prevalence in this population is extremnely high,
from50 to 80 percent for B, and from50 to 90 percent for
C. Even though the infection rates have declined
dramatically in this group, these individuals still
experience, those who are still susceptible, still
experience a high incidence of disease.
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A history of transfusionis alittle harder, it is
even harder to estimate. Again, there was a study published
by Murphy and col | eagues in JAVA fromthe REDS group,
| ooki ng at the preval ence of these factors in the vol unteer
donor popul ation, and this again may be very different, as
poi nted out by other speakers in the plasnma popul ation, 6
percent have ever had a history of transfusion. 1In the
current donor screening procedure, donors were only excl uded
if they have had a transfusion in the prior 12 nonths.
have no idea what the preval ence of HBV infectionis in this
group. In the Mirphy study, the preval ence of HCV infection
was 1 percent, and this was done anong donors who were
identified during 1992 to '93, so | assune their transfusion
was before that.

Tom Zuck, in doing a sort of public |Iookback or
public notification programin QG ncinnati, found that anong
i ndi vidual s who cane in to be tested as a result of sort of
this public canpaign to get people in to be tested for
Hepatitis C found that about 20 percent were positive. So
| think it is going to vary greatly depending on the
popul ati on that you are testing.

About 9 to 10 percent of the U S. populationis
involved in health care enpl oynent. About 6 percent of them
are infected with HBV, have had HBV in the past. The vast
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maj ority actually have now been vacci nated, and about 6
percent are infected with HCV.

Cocai ne use, which nmay be an issue, which is an
i ssue that has been discussed | know anong the bl ood
col l ection agencies in terns of whether or not to add that
as a risk factor, the preval ence of this behavior is about
14 percent in the population as estinmated by NHANES |1 1.
Again, 9 percent of these individuals have been infected
with HBV and about 10 percent w th HCV.

VW have no idea of the preval ence of tattooing,
havi ng pi erced body parts, acupuncture, et cetera, is in the
popul ati on, nor do we have any preval ence estinates of
infection in individuals who have had those particul ar
pr ocedur es.

[Slide.]

VW | ook at sexual risk factors. An estimate of
mal e honosexuals in the U S population is about 10 percent.
Unfortunately, they are not well vaccinated and 20 to 40
percent of them have been infected with HBV and about 4
percent w th HCV.

The preval ence of having an i nfected sex partner
in the population is also unknown. If we | ook at sone of
the ol der studies published in the seventies and eighties of
the sex partners of volunteer blood donors, we find that
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about 40 percent of themwere infected with HBYV. W don't
now what the preval ence of HCV is anong the sex partners of
chronical ly infected individuals.

In the US., it has been anywhere fromzero to 1
percent in studies that have | ooked at 50 or fewer of them
but if in fact this does occur naybe 1 percent of the tine,
then, we would not be able to determ ne what the preval ence
is based on those particular studies. Regardless, it is
extrenely low The risk of transmtting HCV to a steady
partner is extrenely | ow

Then, if we look at those with nmultiple partners,
we see that the preval ence of having nore than one partner
inthe US population is extrenely high, and the preval ence
of HBV infection ranges from4 to 12 percent in those with
multiple partners, and for Hepatitis C from2 to 9 percent.
| actually do have hardcopies of these |last two slides and |
will leave themw th the group, so that you can get copies.

| hope that provided sonme perspective on the
frequency with which the particular high risk exposures are
associ ated with acquiring both Hepatitis Band Cin the US.
today. Again, the plasma donor population is very different
fromeither the vol unteer donor popul ation or the U S
popul ati on as a whol e.

Thank you very mnuch.
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DR HOLLINGER  Thank you, Mriam

Questions of Dr. Alter? Yes, Rev. Little.

REV. LITTLE Can you just clarify for ne, rel ated
to the peopl e who use cocaine, are you saying that that is
fromthe actual snorting of the cocai ne or behaviors that
fol | ow peopl e who have used -- behavior patterns related to
usi ng cocai ne?

DR ALTER W have no idea why there is that
association. One hypothesis is that individuals who are
snorting cocaine may share straws that coul d be contam nated
with blood and therefore, you woul d have nucosa
transm ssion of the virus.

Anot her hypot hesis is that these individuals, that
cocaine use is an indication that they nay al so have been
practicing injection drug use in the past, and the
association is actually with injecting drugs, not with
snorting them W don't know

DR HOLMBERG In 1992-93, there was an increase
of Hepatitis Cin I.V. drug users. Was there also an
increase in |.V. drug use?

DR ALTER | amnot famliar with the increase in
Hepatitis Cin '92 and '93 anong drug users, but as far as |
know, there has not been an increase in drug use. There
hasn't been a decrease in drug use either. Actually, what
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we have seen is a decrease in the nunber of cases in drug
users for both Hepatitis B and Hepatitis C although there
has been no decrease in drug use.

However, of the susceptibles who are left, they
continue to acquire particularly Hepatitis C at a very high
rate.

MR DUBIN Mre than a question, just a
conplinment. Dealing with people as we do, and ny
organi zati on does, on the ground, in the field, | have never
quite seen it put together like this. It is (a) really
hel pful, sonething we can really get with people and work
with, so | wanted to congratul ate you because we don't
usual |y get charts or data that we can just turn right
around and work with people with that are so effective and
so enlightening. So thank you.

DR ALTER Thank you.

DR HOLLINGER  Dr. Khabbaz.

DR KHABBAZ: Mriam your |ast table show ng 1
percent preval ence of Hepatitis C, HCV, in transfusion
recipients, this is a conponent, or where does that comne
fron?

DR ALTER That was Murphy's study. This was
published in JAMA and it | ooked at donors. It asked a nore
extensive history of all donors who canme to donate during
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'92 and '93 regardl ess of what their serol ogy mght have
shown, and 5 or 6 percent of themhad a history of ever
havi ng been transfused. |f either Mchael of Susan, who are
noddi ng their head, can el aborate on that, great. | don't
know anyt hi ng el se than that.

Then when they tested them 1 percent of them had
were anti-HVC positive, which | actually thought was
extraordinarily Iow, and perhaps soneone in the audi ence
could el aborate on that.

DR BUSCH Actually, that wasn't fromthe survey.
The history of transfusion question is a routine required
donor question, and it is keyed in, in all the REDS donation
centers, so we are able to look at all donors relative to
preval ence by history of transfusion, and that is correct,
about 7 percent of all blood donors have been previously
t ransf used.

Qoviously, they are excluded for the year prior to
transfusion, although, in fact, in the survey study by
WIllianms, we found that a surprising nunber of previously
transfused people within the past year did donate, and not
admt that at the tine of donation.

But, anyway, the preval ence you see anong the
previously transfused donors was 1 percent. It was
significantly elevated relative to non-transfused donors, so
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there was a significant association with Cin prior
transfusion, but it was sonewhat | ower than one m ght
suspect .

DR ALTER Wen | went back over that data to try
and put this together, | was surprised. You weren't
surprised by that?

DR BUSCH Well, it's alittle bit |ower than one
m ght predict, although you mght suspect -- one issue is,
of course, multiple-time donors were included, and those
peopl e had been culled with respect to anticore and al so
first-time HOV. That analysis restricted to post-first
generation C.  So, first generation C screening would have
cul  ed out your previously transfused positives.

DR HOLLINGER  Charl es.

DR AUGUST: In the red, white and bl ue slide that
you showed correlating the incidence of | think B and C and
a nunber of events, it looked as if the incidence -- and |
think it was Cor | guess it was B -- started declining
prior to anything that was identifiable, and that, for
exanpl e, the event initiating immunization for Hepatitis B
seened not to change the slope of the curve, and I was just
wondering what you attributed the initial decline in
incident toin the first place. It sort of |ooks |like the
top of a nountain, but there isn't any event that you coul d
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poi nt your finger at in saying this is why this happened.

DR ALTER No event in terns of vaccination
recommendations. Prior to 1985, honosexual nen accounted
for one of the largest risk groups for Hepatitis B, and they
initiated educational efforts that were so successful, and
there was such a dramatic decline in the nunber of cases in
that group, that | believe that was responsible for the
initial decline in the overall incidence of Hepatitis B.

DR AUGUST: That wasn't nentioned on the slide, |
guess.

DR ALTER Actually, no. Wiat it is, it is
underneat h the sli de.

DR AUGUST: There it is.

[Slide.]

DR ALTER These represent imuni zation
recomrendati ons or other types of screening above the |ine,
and below the line, which is in green, and you probably
can't see it because of the light, are declines anongst
specific risk groups.

This shows there was this huge decline anong
honosexual nmen and a substantial decline, as well, anong
heal th care workers, but because heal th care workers
represent such a small percentage of all the infections, it
had no inpact on overall incidence.
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It is here that you can see that gay nen
represented one of the highest nunbers of cases during those
earlier years, and then that you have this 75 percent or
nore decline in cases.

DR AUGUST: Maybe you should put on that slide
the tenure of office of Dr. Koop as the Surgeon General

DR ALTER | could try that.

DR HOLLINGER W are going to take a break now.
W are going to cone back for the illustrative case at the
tinme, so we will break until 11 o' clock, but we wll stil
start at 11 o' cl ock.

[ Recess. ]

Illustrative Case Studies
Al'i ce Godzi enski

M5. GCDZIEMSKI: M nane is Alice Godzienski. |
work in the Gfice of Conpliance in the Center for
Biologics. | amgoing to go over sone case studies, actual
case studies that we have dealt with within the Center

[Slide.]

The first case study. The situation is that a
firmrequests permssion to distribute one ot of immne
globulin human. The plasma pool for this lot included units
of recovered plasma which tested nonreactive for al

required viral markers, but were collected fromdonors who,
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after donating, reported to the collecting facility the
fol | owi ng postdonation information.

[Side.]

(One donor reported that he subsequently was using
. V. drugs. Another donor reported he was in high risk for
HV. Athird party subsequently notified the collecting
facility that the donor was high risk for HV. A fourth
donor subsequently tested positive for HBsAg. There was a
total of 10 units of recovered plasma with this pool. These
were only 4 out of the 10. The other postdonation
information was history of cancer, tattoo, and use of
antimal arial drugs.

[Side.]

The eval uation that was done by the Center of
Biologics was that all required viral nmarker testing for al
the invol ved donors was reviewed for conpliance with al
applicabl e regul ati ons, and the outconme was that the
distribution of the final derivative products was granted to
the firm

[Side.]

Case Study No. 2 is that a firmrequests
permssion to rel ease specific lots of plasnma derivatives
prepared from pl asma pool s which contai ned units of source
pl asma which tested nonreactive for HBSAg, but were
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col l ected fromdonors who previously tested repeat reactive
for HBSAG This case had seven units of source plasna that
were affected.

The pl asma derivatives prepared fromthese pool s
of source plasma include anti-henophilic factor al pha-1-
protei nase inhibitor, plasma protein fraction al bumn and
i mmunogl obul i n.

[Slide.]

The eval uation that was done was that there was an
absence of repeat reactive testing for HBsAg, which is
strong evi dence against Hepatitis B infection at the tine of
donation. The extensive heating process used in the
manuf acture of albumn, plasnma protein fraction, and al pha-
| - protei nase i nhibitor was viewed as acceptable for vira
i nactivati on.

[Slide.]

A validated viral inactivation process used in the
manuf acture of anti-henophilic factor was used. This was a
sol vent-detergent treatnent. The fact to date that U S
i mmune gl obulin have not been inplicated in the case of
Hepatitis transm ssion, so the outcone of this case was that
the continued use of the plasma derivatives was granted.

[Slide.]

The third case involves a firmthat requests
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permssion to rel ease specific lots of al bumn prepared from
pl asma pool s which contain units of recovered plasnma which
tested nonreactive for anti-HV by EIA that were coll ected
fromdonors who previously tested repeat reactive for anti-
H V-1 by EIA and had the follow ng confirmatory test

results.

[Slide.]

Fifty-three units and/or donors had confirmatory
test results of a negative Western blot either |icensed or
unlicensed. In determning Wstern blot's unlicensed, there
was two units or donors that were involved in this. No
Vestern blot testing perfornmed was 26, and there was one
case where there were no records of any confirmatory testing
bei ng done.

[Slide.]

The eval uation done by CBER was that the required
bi omarker testing for all involved donors was reviewed for
conpliance with all applicable regulations, and the
manuf acturi ng nethods for final products were reviewed and
are acceptable for viral inactivation.

So, the outcone was that the continued use of the
pl asma products was granted. In this case, also, three of
those donors that had the confirmatory testing results,
three of them had subsequent testing for reentry purposes.
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They all tested nonreactive for HV-1 by EIAwith Wstern
blot indetermnates. O the three, one had bands at P51 and
P55, another one at P51, and the third one at P17.

Those are the cases. Any questions?

DR NESS: | would find it nore interesting to
know of cases which were reviewed, where products were not
rel eased. Can you give us any exanpl es of those types of
cases?

M5. GODZIEMBKI: Wl l, we gave exanpl es of those
last tinme for the units, but I don't recollect off the top
of ny head actual ly whether the donors were previously
tested repeat reactive, that we did not allow the rel ease of
products. Does anybody el se renenber anything from FDA?

DR HOLLINGER Is there an answer to any product
that was not rel eased?

[ No response. ]

DR HOLLINGER  Ckay

DR MARTONE: Do you do foll owp on these products
after they are rel eased?

M5. QGODZIEMBSKI:  Wat kind of foll owmup do you
mean?

DR MARTONE: Looking at the peopl e who received

M5. GDZIEMSKI: | really don't know | mean not
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usual | y.

DR HOLINGER Following on Bill's inportant
question, | guess the issue is what data do we have that the
product has not been responsible for any disease. | nean it

goes back many years ago when people said there is no
Hepatitis Ctransmtted by bl ood, nobody gets Hepatitis C by
bl ood until you started | ooking at the donors and find a | ot
of themhad the disease, so that the issue is do we have any
surveillance data on this.

M5. GCDZIEMSKI: | don't have any surveill ance
data, no.

DR HOLLINGER Yes, Jane.

DR PILIAVIN Could you come up with a
hypot heti cal case, then, in which you believe you woul dn't
all ow rel ease? Wat kinds of findings about donors after
the fact would |l ead you to not allow the product to be used,
because it sounds like every tine they ask you about these
things, you say it is okay.

DR GODNG | think there is one exanple or at
| east one exanple that | recollect where the lots were not
rel eased, and |I thought we were actually still in the
process of discussing it. The situation was a donor donated
the product, denied any risk factors. Hs unit was part of
a pool. Later, on a subsequent donation, several nonths
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| ater, the donor was found to be -- cane back for anot her
donation -- was found to be positive.

They went back, there was a | ookback, and what was
found was that this donor, although he was negative by
testing at that tine, the unit that was transfused to the
recipient -- | think it was platelets or sonething -- the
reci pient actually becane HV positive.

A recall of the products was instituted and those
products are now on hold, and have not been distributed, and
we have been discussing it within the agency as to what we
are going to do with these products.

Part of the process of deciding what to do invol ve
goi ng out on inspection and | ooking at the validation data,
and testing pools. The pool involved in the actual
products, the final container products by PCR that was done
inindira Hewett's | ab, and everything was negative, and
the viral validation showed many | ogs greater than 20 | ogs
renmoval of HV by the process which had been vali dat ed.

So, that is an exanple of a situation, | think,
that was asked about where the final product was not
rel eased because of a donor situation.

DR MARTONE: | ampresumng that these are actual
cases that have happened, and not hypot hetical ones.

M5, GODZI EMBKI :  Yes.
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DR MARTONE: I n how many of these instances do
you actually go back to the individuals and retest themor
do an analysis or investigation of that individual, because,
you know, it seens to nme that part of this is that you are
concerned about a w ndow period, at |east we have heard a
| ot about that this norning, and there seens to be sone
variable time interval between the donation and then when
you are notified, do you go back to any of these donors and
retest themwhen you hear of these things?

M5. QCDZI EMSKI:  Sonetines the actual bl ood
establishrment will do followp testing for those donors,
whi ch then they woul d share that information with the
Agency.

DR MARTONE: Is that a uniformthing or is that
just sonething that may or may not happen?

DR HOLINGER | think Bill is right. If you
take all these cases you just presented -- | think, what,
there may be about seven donors or eight donors in this
whol e thing maybe that had sonme problem-- how nany of
those? | nean do we have the data for the nunber of the
donors that were retested?

M5. GCDZIEMSKI:  No, we don't.

DR HOLLINGER  You would like that, Bill, is that
right?
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DR MARTONE: | was just wondering if that was a
standard operating procedure or not, or you just |ook at the
facts as we have them here and then nmake a determnati on.

DR HOLLINGER  Dr. Khabbaz.

DR KHABBAZ: | was going to go back two questions
and respond to Dr. Martone in terns of surveillance systens
of recipients. You know, CDC has a surveillance system of
henophilia patients that has been expanded this past year to
include all patients treated at henophilia treatnent
centers, and doing testing, so |ooking for incident
infection, so there is a nmechanismto | ook for any
infections related to products of this sort.

DR FINLAYSON In answer to the other question
that Dr. Martone asked, is there a standard operating
procedure, there is a standard operating procedure for
reviewin the Ofice of Conpliance, but as far as what
happens in the actual collection centers, alnost any
scenari o that you can name has happened.

For exanple, in one of the instances that you
referred to is that a donor cane in, donated, and it turned
out that the person had a previous record of having been
positive -- | should say reactive for HBsAg. Now,
obvi ously, that donor shoul d never have been allowed to
donate in the first place, but he had slipped through
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possi bly because of having donated at anot her pl ace.

There have been many instances, for exanple --
well, many -- over the course of a couple of decades, there
have been a substantial nunber of instances in which a
person came back and not only donated once, but donated
several tinmes, and in effect what you have there is an
illegal reentry. The person shoul d never have been all owed
to donate, but was, on each of those appearances, negative
by the test at that tine.

There have been ot her instances in which having
becone aware of this, when a donor cane back and donat ed
once, and then was negative, but previously, the record
showed had been reactive, that donor is deliberately called
back in, but there is not a standard procedure, but all of
these things that you refer to have been seen not just once,
but on consi der abl e occasi ons.

DR MARTONE: | think that sort of makes ny point
about investigation of the donor, because in the exanple you
use, it is conceivable that someone acquired a case of acute
Hepatitis B and donated, was positive at that tine, and then
previously had been negative, but at the tine of the
donation was positive and then on retesting, you mght find
that they have becone a chronic carrier or that they had
resolved the infection, and at the tinme of the subsequent
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donation, were HBsAg negative and anti body positive, which
woul d have al | ayed any concerns about that particul ar
donation going into that product pool.

DR EPSTEIN | think part of the confusion over
t he exanpl es not havi ng cases where we did w thdrawal or
quar antine versus where we did not reflects the current
status of thinking wherein we have not been routinely
conducting withdrawal s or recalls based on the donor risk
histories for Hepatitis B, Hepatitis C and HW.

As you know, that is not because of a reluctance
to do withdrawals or recalls, for instance, in the area of
CID, where we have had even renote risk histories we have
done wi t hdrawal s.

The reason we brought this question to the BPACis
that this paradigmis itself the thing under question, and
we are really asking you whether you think we are doing the
right thing as we are currently doing it. So, we have
presented the issue wi thout bias, but the fact is that our
past behavior with respect to Hepatitis B, Hepatitis C and
HV for products where we have validated viral inactivation
procedures has not been to recall.

Now, there have been several recent situations in
whi ch the policies have cone into question, and | think that
Dr. olding nmentioned one, which was a case in which a donor
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who had failed to admt risk factors subsequently
seroconverted, had previously donated, and his other
products, nanely, his transfusabl e conponent, did transmt
HV, so we had a known contam nated collection, in fact, a
known wi ndow period collection with proven infectivity, and
we sinply have not reached closure what to do with the
products that have been quaranti ned.

They were not already in distribution, so it
wasn't a question of recall, but we haven't decided what to
do with them and that is one of the issues that we will act
on when we finally have recommendati ons.

Anot her situation which is pertinent to the issue
as we brought it to the |ast BPAC concerned positive narker,
where a foreign governnent tested pools for fractionation
and found antibody positivity for HV on the pool. Now,
there were no known donors who had been pooled with a
positive antibody, and presunmably there was sone error
sonewhere, however, the question then becane, well, what do
you do with the products.

In that case, we did have a tenporary quarantine
hol d on certain products, particularly clotting factor |X
during the tinme when we reviewed i nactivation dat a,
manuf acturer's validation, and did additional testing
specifically by PCR to see whether that pool presented any
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unusual threat.

In the end, we decided that it did not, but I
think the problemthat you face is that there are not very
many, if any, exanples to date where we have failed -- | am
sorry -- where we have acted to withdraw a product because
of arisk history for Hepatitis Bor Cor HV, sinply
because it has been our policy not to do so, but it is based
on these anal yses which we are now describing to you.

So, that is why there aren't exanples, but the key
point is -- and it is the question you will be asked in the
end -- is do you or don't you endorse these anal yses as a
basi s of that deci si onnaki ng.

So, | don't think you can try to judge it by past
performance of the Agency. You have to |ook at the criteria
that we are applying and gi ve us your reconmendati on when
the question conmes in front of you. | hope that helps, a
little | ong-w nded.

M5. PIERCE: Actually, Jay, in terns of that, what
scenario do you see in terns of all this that you would
actually look at a unit, considering the inactivation
techni ques and all the issues we have tal ked about, and not
release it?

DR EPSTEIN Well, currently, we are not
rel easing products if there is a known infectious unit as
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opposed to risk history. | would contend that there is an
i nconsi stency in the current assessnent.

V¢, | think have no reason to believe that there
is any greater risk with the known positive unit than a unit
presunptively contamnated or indirectly | earned to be
cont am nat ed, whereas, we have in recent years viewed the
situation differently with a known contam nati on or provabl e
contam nation as opposed to a risk history.

Now, at the | ast BPAC, you advised us that we
coul d i ndeed apply risk assessnent based on | evel s of
contam nati on and know edge of clearance in inactivation to
deci de what to do with such potentially contam nated
products, but we have in the past nmade a distinction between
actual positive units, known positive, and risk histories,
and there are instances in which we have either failed to
permt distribution or done a recall based on a positive
unit. That was the subject of the |ast BPAC

What we are really saying is that the principles
of risk assessnent shoul d be applicable either way, but that
is the question we are asking you.

DR HOLLINGER  Corey.

MR DUBIN | keep being struck by the sense that
we don't want to operate in a vacuum | am concerned, at
least ny own feeling is that to some degree we do that. |
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think we have a total picture of a systemthat is dependent
on checks and bal ances at varying degrees and varying
pl aces.

If we have a problemat the front end of
collection, it is obviously our hope that the sequence of
viral inactivation steps at the back end will catch that
problem W knowin a vacuumthat when it is applied
correctly, for lipid envel ope viruses, viral inactivation
works. W& have seen that, we have seen the studies, we know
t hat .

But | feel Iike we keep honing in on a tree at the
expense of the forest, and not try to be too cliche-ish, and
| think what | nean is we are not always |ooking at the big
picture. Now we are tal king about what Dr. Epstein said at
the last neeting, we allowed risk assessnent into the
equation and agreed, and | think that is inportant to do,
but I think, at the sane tine as doing that, fromny
perspective, we have got to be reasonably assured that the
checks and bal ances at the back end are in good shape.

In the last year, | think we have seen a nunber of
things that have questioned that substantially fromthe
problemw th the saline backwash and col | ection, and the
inmpact that will start to have on viral testing and then the
problens at the other end with sonme of the manufacturers

M LLER REPCRTI NG COVPANY, | NC.
507 C Street, NE
Washi ngton, D.C 20002
(202) 546- 6666




aj h

10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

114

t hat were found.

So, | feel we still have sone questions | ooking at
the total checks and bal ances in the systemthat we don't
al ways address, and we are asked to answer questions to be
very focused in. | understand that, but at the sanme tine, |
think there needs to be a real assessnment and a bi gger | evel
at how the whole pieces fit together and are they working,
are GWs being enforced to a degree that we know at the back
end or are reasonably assured that the technol ogy we know is
going to work is being applied correctly, to the best of
people's ability.

VW, in the last year, are not so sure about it.

DR HOLLINGER Reverend Little.

REV. LITTLE | appreciate what Corey just said
about the wi der picture and the checks and bal ances. It
hel ps to clarify something that | have been struggling wth
here, and | guess it's the inconsistency in how -- we know
how i nportant the risk history is, but then it seens to be
not so inportant at a certain level, and so | guess | have
been westling with that tension.

| woul d not want the nessage to get communi cated
on any level that, well, okay, you know, if you weren't
aware of this or if you are not telling the truth, or
what ever, that's okay because in the end, sonething is going
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to be inactivated. So, | amwestling wth that tension
right now, but thank you, Corey, because that hel ped.

DR HCOLLINGER  Because we have sone nore tine to
tal k about this, I think we need to discuss it, but there is
a section here on the open public hearing. W don't have
anyone who has specifically, formally, said they wanted to
speak, but there is a time period here for anyone in the
audi ence to have an opportunity to discuss these issues as
they may relate to them

| amopening it up for anybody, then, from
outside. Just be sure to give your nane and the
organi zation or association you are wth, please.

DR BUSCH |If you recognize the incidence rate of
these various infections in the bl ood donor popul ation --
and | amsure equal or perhaps slightly higher in the plasna
donor popul ation -- 1 per 10,000 person use, et cetera, and
you recogni ze also the data fromthe fol | omup questi onnaires
that were sent fromREDS to 35,000 donors that indicated 1
percent-plus of individuals who donated and gotten through
t he whol e bl ood screening programon a repeat questionnaire
acknow edge in a private setting sone renote risk

On the other side of the coin, you recogni ze the
size of these pools, 10,000-menber pools. | can't believe
there is ever a pool that does not, on subsequent followp
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of the donors, evidence seroconversion for one nmultiple
viruses or have donors with risk, so | think the inportant
bal ance here needs to be the recognition that we are dealing
wi th enornous size pools -- and fromprior discussion
probably potentially necessarily |arge-size pools -- and
that in the instance these viruses are so high, that
subsequent seroconversi on, subsequent acknow edgnent of
risk, if you really rigorously followed the donors who
contribute to any pool, | can't believe you wouldn't find
hundreds of donors who woul d, on subsequent foll owup,
donation, or interview, have risks.

| think that is kind of an extrene statenent, but
t hese cases, nost of themthat you are finding are just the
i nci dences where the donors cone back and seroconvert, the
donors cone back and acknow edge sonething, and that |eads
to sone suggestion that the pool is risky, but they are al
like this, | think.

DR HOLLINGER  Thank you, M ke.

Anyone el se in the audi ence? Yes, Jay.

DR EPSTEIN | just want to add one nore point
about Dr. Martone's question about surveillance. | think
that if we thought that a product could not be distributed
wi t hout al so doing surveillance, we wouldn't distribute that
pr oduct .
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Now, it's a different question when a product has
already been in distribution and we | earn of sone incident.
At that point, we will nake extensive efforts to find out
what can be | earned fromsurveillance, and will often hold
i n abeyance a decision on further distribution, but in
prospect, | think that question doesn't arise, because if we
are asking it, we are not distributing.

Thank you.

Open Comm ttee Discussion

DR HOLINGER | think then this will finish the
open public hearing, and we will initiate the open commttee
di scussion, which we have already started, at this time, but
to start that, Dr. Tabor is going to present the questions
for the coomttee discussion and recomrendati ons.

For the coomttee, they are on this pink No. |
| nadvertent Contamnation, No. |I. The questions are toward
the end of that, page 3 and 4.

Presentation of Questions

[Slide.]

DR TABOR The first question. Do you agree
that, when notified of inadvertent contamnation of a poo
consisting of units negative for markers of HV, HBV, and
HCV, but containing one or nore units froma donor with a

subsequent |y di scovered risk factor, FDA shoul d determ ne
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regul atory action based on an assessnent of product risk?

[Slide.]

The second question. Does the Conmttee agree
that an assessnent of product risk should take into account
an estimate of the nmaximum|evel of contam nation that could
be associated with the risk factor and the capability for
virus renoval and inactivation?

[Slide.]

Three. |If within 48 hours, or whatever period of
time the Commttee deens appropriate, of an incident of
i nadvertent contamnation it can be determned that it
rai ses no new scientific i ssue and the manufacturer has an
excel l ent recent record of QW conpliance, can a quarantine
of already distributed product be di spensed wi th?

[Slide.]

Four. Does the Commttee agree that a negative
nucleic acid test or other additional assay on the donor or
t he pool can be used to obviate the need to destroy a pool ed
product? Exanples of this are PCR testing on the donor or
t he pool, subsequent test-negative donations by the donor,
or followup testing of the donor.

Comm ttee Di scussion and Reconmendati ons

DR HOLLINGER Let's go back to that first

question, if you could. Ve wll just deal with these
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issues. This is the first question. | would like to have
comments fromthe Commttee on this particul ar question.
Are there any specific coments? Yes.

MR DUBIN At the risk of sonme redundancy, and
maybe I will belie sonewhat of a naive picture, | at the
face don't have a problemwith this, but to circle back
again to back it up, Dr. Fi nlayson was saying, you know,
wel I, you have got all these different standards at al
these different bl ow establishnents, in response to Dr.
Martone, and you are going to find anything, anywhere.

Vell, if on one side of the equation we are novi ng
inthis direction and we are | ooking at assessnent and we
want to nake intelligent regul atory deci sions because we
have a lot involved in this, then, at the other end, why is
the situation |ike that ongoi ng, why can't we bal ance out
the equation, do this, and set sone standards nationally
t hat everybody has got to neet, that FDA basically says here
is the standard, gang, anybody consistently doesn't neet
this standard, we use our ultinate power, we pull your
license. It's very sinple.

And then the situation that Dr. Fi nlayson was
tal ki ng about evolved slowy away fromit, and then we know
we have got two sides of an equation starting to build
towards a place where we are protected on all sides.
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DR HOLLINGER Wul d you want to respond to that,

because | thought what you said was that you all have
standards, there are standards that you deal with, things
that you work on, but that the manufacturers don't
necessarily have specific standards of what they mght do in
terns of |ooking for the donor, doing foll owp, and all this
other stuff. AmIl correct in that?

DR FINLAYSON | find this particularly ironic,
ny tal ki ng about bl ood banki ng pl asnma centers, which | can
attest falls in that area of the lowest 0.1 percent of ny
knowl edge, so pl ease bear that in mnd.

| think what M. Dubin was asking is why do peopl e
make m st akes, and gosh, as one who taught biochemstry for
35 years, | sure wish | knew the answer, but the situation
as | would describe, is this. The FDA does put down
standards. It says, you know, you will interview donors and
you will have a screening programand you will have an
interview programwhich elicits these risk factors,
furthernmore, you wll test for this, and you will test for
this, and although we are aware of both "requirenents,"
which are in the CFR and recomrendati ons which are put out
by nenorandum these are standard practice of the bl ood
banki ng and pl asmapheresi s i ndustry.

So, those exist, and that is why we have a revi ew

M LLER REPCRTI NG COVPANY, | NC.
507 C Street, NE
Washi ngton, D.C 20002
(202) 546- 6666




aj h

10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

121

program and that is why we have an inspection programto
see that these are enforced. Wat we are tal king about here
is that small but definitely neasurable portion of the
situations in which, for reasons that are extrenely varied,
there is an exception. Wen sonebody clearly, either
deliberately or inadvertently, nakes a mstake, either the
donor deliberately failed to give a truthful answer and then
subsequent|y has a paroxysnal diurnal burst of conscience or
when sonebody just sinply didn't remenber that he had
Hepatitis, let's say, when he was 13 years ol d.

The heterogeneity, if | can use that word, that I
was trying to inply by ny previous answer, is howthe
i ndi vi dual bl ood establishnments conme on to this infornation,
and the fact that when they follow up, there may be
different procedures foll owed.

| think the procedure that the FDA uses in | ooking
into this and evaluating the data that come to us is
reasonabl y st andardi zed.

D d that hel p?

M5. PIERCE: That actually feeds into ny concerns
because with acute PP standards and the triple safety net,
whi ch i s donor screening, donor -- well, donor questions,
donor screening, and then the inactivation techniques, in
this scenario here for Question 1, we are already talking
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about when your first two steps of your safety net have
failed, and you are down to your third one.

This is where | have got concerns about this
guestion and what additional information would be | ooked at
to nake that decision, would it just be a review of
information that has al ready been obtained or would it be
addi tional information would be searched out in order to
nmake the deci sion.

DR KHABBAZ: Let nme nake a comrent with regard to
this question here. As | think about it, | think there are
two things that cone to mnd. One is a point that Dr. Busch
made and | think it is clearly fromwhat we know, |arge
pool s nust have high ri sk donors whet her we know about them
or not, they are there, they exist. That is the first
poi nt .

The second is -- and | don't think that was
enphasi zed today as nmuch as last neeting in June -- the fact
that we have not had transmssion of HV, HBV, or HCV from
t hese inactivated products since these processes were in
pl ace, so that is reassuring.

Now, putting these two together, one is then faced
with what do you do when you do find out, and al t hough there
are a nunber of instances where you don't, but when you do
find out that you have a donor, you have a situation where
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one or nore level of safety -- and do you just sit and say
whil e we have the other |evel of safety that's working, or
do you go back and nmake sure that that |evel of safety is
wor ki ng and assess the situation. That is how !l |ook at
this question.

| think it is inportant to be consistent. Dr.
Epstein poi nted out what we are doing with CID, for
i nstance, where we are noving on a theoretical risk, and
natural ly, you know, acting in a very different node.

| think it is inportant to be consistent, but we
need to keep it in perspective and realize that we have a
very safe situation with regard to these viruses with a
| evel of safety that we have in place, and it's what we are
seeking is consistency and, you know, acting in a way that
IS consistent.

DR MARTONE: | would agree with Rma, and in
putting all this discussion into perspective, especially the
di scussi on about who we don't know about who is donating
t hese conponents, | guess all the four questions really are
going to boil down to how confident are we that if there is
sonmething in there, the inactivation process is going to get
ridof it, for one, and that any testing that mght be done
on the final products is a good test that woul d determ ne
whet her there is any viable agent in that final product.
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So, it seens to nme that all these questions really
boil down to that final question, how good was the
manuf acturer in ensuring that the Gws were foll oned, and
that is going to be the FDA's responsibility to determ ne
that, and on subsequent testing of the product, is that
product safe, because it sounds like it is alnost irrel evant
whet her the person had a risk factor or was positive or
negati ve when they nade that donati on.

DR HOLINGER | think I will bring this to a
vote, at least the first question here. The question you
have up there is straightforward, you all can read it.

How many of the Commttee nenbers, by a show of
their hands, are in favor of voting yes on Question No. 17?
Let ne see a show of hands, please.

[ Show of hands. ]

DR HOLLINGER Those opposed?

[ Show of hands. ]

DR HCOLLINGER  Abst ai ni ng?

[ Show of hands. ]

DR HOLLINGER Qur representatives. Paul?

DR NESS: | vote in favor.

DR HOLLINGER Reverend Little?

REV. LITTLE | abstain.

DR HOLLINGER  Could we have the vote on that,
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pl ease, Linda.

DR SMALLWOOD:. The results of voting, 10 yes
votes, 1 no vote, 1 abstention. The industry rep agreed
with the yes vote, and the consuner abstai ned from coment.

DR HOLLINGER Let's see the second question
then. The first question is nore | think broadly based, and
the next several questions are really to try to provide sone
gui dance about how nuch we feel should be done when | ooki ng
at assessnent of product risk.

Any comment s about the second question? Does the
Comm ttee agree that an assessnent of product risk should
take into account an estinate of the maxi numlevel of
contamnation that could be associated with the risk factor
and the capability for virus renoval and inactivation?

Yes, Joel.

DR VERTER | guess it is partially why |
abstained on the first one. It is the lack of clarity of
what we are trying to do. | mean | understand we are trying
to get the best product into the systemas possible, but it
is unclear to nme that the tools are available to actually do
the kind of risk assessnment and this maxi num|evel of
contam nation that they woul d need.

So, | find it hard to vote against any of this,
but I amnot sure what we are doing when we are voting for
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it other than saying it's like apple pie, but are the

t echni ques avail abl e that woul d then gi ve assurance t hat
once it's released, that the technology is there to actually
say we know what the maxi muml|evel is.

REV. LITTLE | have to agree with you, Joel. |
abst ai ned for sonething al ong those sane |ines, but also |
just want to add, | think it really does nmake a difference
what we know and what we don't know, even though, you know,
the reality is there are probably a nunber of people who
have risk factors. | think it is that one pi ece about now
that we have this information, what do we do with it. |
think that nmakes a big difference.

DR HOLLINGER  Part of that woul d be
surveillance, | take it, is one of the issues, although it
is conforting | think to know that at |east froma
clinically based di sease, and you woul d expect at |east sone
cases to be clinically relevant, that there has not been any
-- | think the conforting was that at |east for transfusion-
associ ated disease, no clinically relevant HCV has been
detected since '94, and for HV, | think it has been since
maybe ' 87 or sonething |ike that except for nmanufacturers or
other problens, and we will deal with that in a mnute.

REV. LITTLE | absolutely agree with you. In
reality, | think the product is probably safe, but then as a
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consuner, | get this picture, you know, of ny son needing a
particular lot of blood product, and if faced with the

choi ce of one of the two, which one would | choose, would it
inny mnd nake a difference, and | have to say yes, it
probably would. But | agree with you, | think
scientifically it probably is safe.

DR HOLINGER | will say that we are
participating just for information about surveillance, we
have just initiated in collaboration with the COC, a
nati onal surveillance of the henophilia popul ation at 150
henmophilia treatnment centers that actually will start again.
It has started already, but it will really start in Qctober,
| ooki ng for any evidence of infection occurring on an annual
or biannual basis of patients where Hepatitis or HV, and
perhaps that may shed sone |ight on sonme of these issues
that we have here now

Let's vote on this question then. Yes, please.

DR MARTONE: The question | have about this
question is what difference does it nmake -- and | ask this
to the FDA -- on your estimate of the maxi numlevel of the
contam nation whether it is 10 °in that donor or 10 8 is
there a cutoff that you are going to have, that you are
going to use, and if you are not going to use it, why shoul d
that even be rel evant?
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DR HOLLINGER Let ne cone back and ask you. |
mean you have | ooked at this, too, and | ooked at sone of the
issues. Do you have a feeling or does anybody on the
Commttee have a feeling of what you woul d advi se t hen?

DR MARTONE: Well, you know, the inactivation
processes aren't all or none sterilization processes, as |
understand it. They are log reductions. So, the question
have, is there a maxi numcutoff |evel that people have in
their mnds where they would say we don't feel confortable
with this inactivation process?

G anted, the product gets diluted 10,000-fold or

DR HOLLINGER | think there was sone data that
was shown -- you probably recall -- earlier about 10 0.
supposedly, reportedly 10 ' and 10'" log reductions over a
variety of things, at least that is what has been reported.

It is sort of an open-ended questi on obvi ously,
asking the Coomttee, you know, an assessnent of product
ri sk shoul d take into account an estinmate of the maxi num
| evel of contamnation could be associated with the risk
factor.

DR EPSTEIN | think what we are trying to get at
is arational way to cone to closure based on things we
could neasure. | think that, for HV, we have a sinpler
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situati on because we have good assays for neasuring virus
contamnation by PCR and we have a lot of data including
virus detection, but also transm ssion experinents,
culturability, animal studies, that have neasured the

cl ear ance.

For HCV and HBV, it is harder because the assays
are less well devel oped and because we are nore dependent on
marker virus data, and the epi demol ogi cal surveillance to
tell us what is true about safety of the product.

| think that the situation that we would like to
work toward is that, faced with an incident of potentia
contamnation, can we get to the point where we can do a
test, such as the PCR and if it's negative, say we are
done, not because that rules out the possible contam nation
of the pool -- comng back to Dr. August's earlier point --
but because it sets an upper Iimt on the contam nati on,
whi ch can then be viewed in the context of whatever it is we
know about cl ear ance.

So, for instance, if one could reach the point
where one coul d say that negative PCR neans that there are
no nore than, for argunent's sake, 100 copies of viral
genone per mlliliter, and if we know that inactivation is
in excess of, for argunent's sake, 5 logs, could we then use
these principles to decide we have a safe product.
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So, we are not really saying that we know all the
answers at this point in tine. Wat w are really asking is
whet her you endorse that kind of logic, and then, of course,
we w |l endeavor to do our best in each case.

Now, | think it has been suggested that we have
sone know edge of the upper Iimt of contam nation that
could be associated with a risk history, and the earlier
speakers suggested what we know about HV, HBV, and HCV.

At the June neeting, we gave a fairly extensive
description about what we knew about inactivation and
cl earance, and although it can be sinply stated for HV, the
problemis that we could not sinply restate it for Hepatitis
Band C W would have to go back through, you know, a 20-
m nut e presentation about marker viruses and transm ssion
experinents.

But we do know that there is highly effective
elimnation of envel oped viruses, and we believe that we can
conbi ne that information w th know edge of possible titer to
reach a risk assessnent.

DR MARTONE: Maybe ny question is sinpler than it
sounded. Ganted, we know what the naxi nrum | evel s of
contam nation could be based on the data we have here. Does
any of that nake any difference for this particul ar
questi on?
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In other words, let's assune that every instance
of notification could be a potential highest |evel of
contamnation possible. Wuld that nake you autonatically
disqualify that product?

DR EPSTEIN No, but the assessnent of risk could
vary on a product-specific basis given different
manuf acturing schemes. So, | don't think that there is any
particular level that would automatically disqualify al
products fromdistribution. However, if we had potentia
hi gh | evel contam nation, such as Hepatitis Cin the w ndow
period, we mght nmake a different decision for different
products based on their actual manufacturing schene.

DR MARTONE: Could you expand on that? | don't
know speci fic exanpl es you had in m nd.

DR EPSTEIN VWeéll, we have a range of products
that are inactivated and purified in a variety of ways, and
for any particular product, we have certain specific
know edge about viral elimnation during the purification
process and about viral inactivation or renoval related to
steps added for those purposes, such as a filtration step, a
heating step, a solvent-detergent step, but those set of
procedures are not the same from product to product.

(ne product may be heated in a | yophilized state.
Anot her product nmay be exposed to a sol vent - det er gent
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m xture. Another product may have a | ower tenperature
heating conbined with nanofiltration. So, what we are
saying is that we would do a risk assessnment, but it woul d
be on a product-specific basis.

| nmean Dr. Winstein could el aborate nore on that
particul ar product.

DR MARTONE: So, in fact, you will use the
information as to what the nmaxi num|evel could be?

DR EPSTEIN Ch, yes.

DR MARTONE: Based on the product and its
nmechani sm of inactivation?

DR EPSTEIN That is what | woul d envi sion.

DR MARTONE: Have you ever done that to date?

DR EPSTEIN | think that to date, we have | ooked
at the avail abl e knowl edge on viral inactivation and the
known epidemol ogy related to, in these cases since '87,
absence of transm ssion, and we have not really factored in
what we knew about residual titer.

| think that it is a step forward to try to add to
the analysis, an estimate of potential contamnating titer
or a direct measurenent, such as through PCR and we see
that as a step forward that woul d kind of |evel the playing
field. In other words, we would be qualifying pool s whet her
we knew they were contamnated or we didn't know they were
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contam nat ed, based on direct know edge of an upper limt of
contamnation in relation to viral inactivation. At that
poi nt, we woul d have a consistent |ogic whether there was

i nadvertent pooling of a positive unit, a high risk unit, or
no known unit, and we woul d be able to nmake the sane | evels
of assurance of safety.

So, that is really what we are trying to work
toward, and the way you do it is by |ooking at possible
contam nation | evel, sonetines based on theory. For
instance, what is the level in a w ndow period, but
soneti nes based on neasurenent, such as what is the highest
possible infectivity titer if there is a negative PCR

But we are not there yet for any and all things,
but what we are asking is whether you endorse this |ogic.

DR HOLLINGER  Probably when we get to 4, we can
maybe nmake sone specific recomrendations on that, too, Bill,
which | think is inportant to do.

REV. LITTLE | think one of the key phrases in
the question is take into account -- | think you shoul d
probably take into account anything that you know and all
know edge that you have, but according to that question --
and if | amunderstandi ng you correctly -- you are not
sol el y basing your decision on that. |Is that correct?

DR MARTONE: That is correct.
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DR HOLLINGER Yes, | think that is what he said.

Let's go ahead and vote on that. Al nmenbers of
the Conmttee who are in favor of this question, raise your
hand, pl ease.

[ Show of hands. ]

DR HOLINGER Al those opposed?

[ Show of hands. ]

DR HCOLLINGER  Abst ai ni ng?

[ Show of hands. ]

DR HOLLINGER Joel, do you want to coment --
and | don't want to put you on the spot --

DR VERTER | felt | had to be consistent with
the first one.

DR HOLLINGER  Ckay.

Beatri ce, anythi ng?

M5. PIERCE: | agree. It is sonewhat consistency,
but again it just goes back to ny concerns about a | ot of
i ssues that | voiced before.

DR HOLLINGER  Corey, anything specific?

MR DUBIN | think, Blaine, it is comng dow to
for me we have to pick and choose where we raise certain
issues, and there is a certain frustration that I know | am
voicing that | feel sonetinmes there is a bit of a
conpartmental i zati on of things here, and | see that here
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gi ven sone of the stuff we know about the |ast year and what
has happened with GwWs and sone of the factors, and so |
have concerns. On sone level, | need to foll ow those.

| was a little nore confortable with the first
one, although | had some of this, this is nore focused on
the capacity for virus renoval and inactivation, and what |
am seeing over the last 10 nonths, | am unhappy about, and
this is one way to voice it.

| do think we need, as a coomttee, to have this
discussion. | feel like we keep having it in parts, and I
would like to see us have it in a whole, because | think
what you are hearing fromour side of the table is a real
concern that GwWs are not bei ng managed in the way we woul d
like to see them and that while we accept that the
t echnol ogy does exist, and is effective in this area, sone
ot her things have to happen.

DR HOLLINGER Rev. Little, how woul d you vote?

REV. LITTLE | would have to consistently
abst ai n.

DR HOLLINGER And Paul ?

DR NESS. In favor.

DR HOLLINGER  Favor, okay.

Coul d you read the response?

DR SMALLWOCD: The results of the voting are 8
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yes votes, 1 no vote, 2 abstentions. The consuner
representative abstained, and the industry representative
agrees with the yes votes. | nust also note that Dr.
MCQurdy, the tenporary voting menber, was not in the room at
the time that the voting took place.

DR HOLINGER Let's go on. Now, we are sort of
perhaps getting a little bit nmore into the specifics. Let's
go on with the third question, please. And Paul McCQurdy is
now i n the room

DR MCURDY: | would have voted yes.

DR HOLLINGER On -- do you know what the
question was?

[ Laught er. ]

DR MCURDY: Yes.

DR HOLLINGER Ckay. The third one has to do
with the timng and al so about whether or not one m ght not
quarantine, whether it could be dispensed with based on if
t he manuf acturer has had an excellent recent record of QW
conpl i ance.

So, | would like to open this question up. |
think it is going to perhaps lead a little bit nore to sone
di scussi on.

Dr. Linden?

DR LINDEN | don't understand the question, and
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| would like to request that soneone from FDA expl ai n what
is meant by a "new scientific issue.” Are you saying that
it raises no conpliance issues, that the risk factor is not
sonet hing that would need a deferral, or does it mean

sonmet hing other than that, because that is really going to
affect the answer.

DR HOLLINGER W are not going to let you
rephrase it, Jane.

DR PILIAVIN | don't understand it either.

DR HOLLINGER  Coul d sonebody fromthe FDA try to
respond to Dr. Linden?

DR EPSTEIN Well, | think what we are tal king
about with a "new scientific issue" is sonething we can't
currently envision, but the kind of thing that you mght be
tal king about is, for instance, a strain that would fai
detection on PCRor if it were discovered, for instance,
that there is a subset of virus that is particularly
resistant to inactivation or any other factor that could
otherwi se | ead you to believe that your assessnents of vira
cl earance or inactivation would be incorrect in this
instance, so that is what | nean.

DR LINDEN So, you truly nmean a new scientific
issue, so they are at risk and likely to be infected with
Hepatitis B, Hepatitis C or HV, that would not be a new
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scientific issue?

DR EPSTEIN That woul d not unless there were new
i ssues that arose for Hepatitis B, C or HV. In other
words, what we are saying, you know, we don't know, but
certainly there could be new i ssues.

But the other point | think is directly
responsi ve, in fact, to you, Corey, what you have been
saying is that there has been conpartnentalized thinking in
ri sk assessnment because we haven't been tal king about a GwW
assessnent .

| think that the reason for that is that FDA has
been separating the issue and that what we have been tal ki ng
about is in the face of adequate QW conpliance, can we do
X Y, Z Wuat you have been saying is, well, the record
shows that there isn't always adequate QW conpl i ance.

Vel |, when there isn't adequate QW conpliance, we recal
products, and, you know, that is the record that you are
tal ki ng about .

| mean you are | ooking at the record of recalls
and w thdrawal s and saying, well, |ook, here are instances
of failure of conpliance, so, you know, how can we apply
ri sk assessment when there is failed conpliance, but in
t hose instances, we do not rel ease product in process, and
we do recall distributed product.
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The thrust of this question is in June, the
Commttee advised us always to quarantine first, and the
Agency has reacted to that advice and said, well, wait a
m nute, you know, sonetines we have reason to believe that
conpliance is not at issue, and in addition, there is no
novelty to this situation scientifically, what is the
benefit of a quarantine.

So, we are, in fact, trying to take into account
your concern that a scientific risk assessnent is
nmeani ngl ess in the absence of GW conpliance. W understand
that, okay, and in this question, we are trying to put the
two things together.

DR HOLLINGER But, Jay, on the sanme question
you know, along with this -- and I have just alittle
concerns about what this neans about "recent record of GW
conpliance.” | personally believe that if there is a
transmssion or sonething that is going to take place
sonewhere down the line, it is going to be because of a
breakdown in the technol ogy sonmewhere or, as we tal ked
before, inadvertent errors, or things like this, human
errors or sonet hing.

So, the question is does this nean that if a
manuf act urer has shown good conpliance w th everything, that
soneone is not going to go back and | ook specifically at
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this lot, let's say you found out that there was a product
from sonmeone, a donor, for exanple, or even if it was a
positive sanple that is nowin a pool or now been nmade into
a product, that soneone is not going to go back and nake
sure that in the manufacture of that specific product, that
there wasn't sone breakdown al ong the way or sone potential
br eakdown?

DR EPSTEIN Well, | think you have put your
finger onit, and part of the problemw th a review of GW
is that it can be very time-consumng, and the question is
what is the threshol d.

For instance, faced with an incident of a donor
with a risk history who contributed to a pool, at one |evel
it mght be sufficient to say, well, the conpany had a
nonvi ol ati ve inspection in the last six nonths, and the
batch record for this product indicates that inactivation
t ook pl ace.

Now, that is a | esser |level of stringency than
wanting to examne the actual record of the inactivation,
and that, too, is a lesser level of stringency than wanting
tore-reviewthe validation data for that inactivation

So, for instance, if it was a heating process, and
the heating step is, you know, nonitored with thernocoupl es,
and the thernocouples are located in 40 locations in a vat,
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and there is surveillance nonitoring of thernocouples, you
know, you could argue that, well, we aren't really sure,

unl ess we have gone back and determ ned that the conpany
nmonitored all its thernocoupl es and that indeed there was no
problemw th that surveillance in that run or the precedi ng
or subsequent run.

So, you know, the problemthat you face is really
this. |If a process is out of control for |ack of
conpl i ance, none of the products being nade are safe,
whet her there is a known incident or there isn't a known
i nci dent .

(On the other hand, if a conpany is operating under
control and in conpliance, then, there is really no reason
to think that an incident has raised additional concern
provided that it's within the known scientific dimensions,
in other words, things we know t he process handl es.

The dilemma is to what extent shoul d you
revalidate processing in the face of each and every
incident. Now, | would agree that if you are in an
environment with a particular manufacturer, where there is
an historic record of problens with conpliance, why, then
you ought to be ever nore vigilant in the fact of any
speci fic i1 nstance.

On the other hand, if you are in an environnent
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where there is a record of good conpliance, and where
recor dkeepi ng suggests that there are no deviations, then,
per haps the kind of 48-hour |ook at avail able records is
sufficient.

So, we are not saying we wouldn't assure that
there were intact records docunenting absence of deviations,
but it is a sinpler thing to ask if there were any
devi ations than to exhaustively re-review validati on dat a.

The quandary that we were put in by the
recomendation at the June neeting is that there was no
latitude given. W were essentially being directed to
al ways quarantine, which is tantanount to doing w thdrawal s
or recalls in the instance of distributed product.

So, there is a balancing act to be done, and |
think in fact what we are trying to do is acconmodat e your
very point, Corey, which is that we not have tunnel vision,
that we not just |look at virologic data, but that we take
into account QWP performance, but the question is howto do
that rationally.

| mean should we always withdraw or recall the
product, and then do a several -week to seven-nonth
i nvestigation when there is an incident? | would contend
that that is not just inpractical, which could be argued,
but al so not needed.
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DR HOLLINGER  Yes.

MR DUBIN Two things, Jay. One obviously, given
what | have said over two years sitting at the table, |
woul d agree with what you just said. | don't want to be,
don't want ny own conmments conpartnentalized either

In the incidents where, for instance, with CID
clearly, you know, we have nmade it vocal and to the point
that we think there are inprovenents happening in staff's
response, in the way things are | ooked at.

| don't want to be painted with the stroke of the
brush in the sane way that staff doesn't want to be, and
that the FDA shouldn't be, because it is a nmuch nore
colorful kind of picture than that, and | want to be really
clear about that, and | amnot sitting here saying, you
know, in all instances, this exhaustive review On sone of
those, | don't have a problemw th what is up there, | think
it is absolutely reasonable, but | don't think you can deny
that there have been a couple, at |east a couple of
incidents in very recent tinmes that have shook us up, and
have not indicated the kind of on top of it, sone of the
other actions we can | ook at have, and they have been in
areas that have been fairly disturbing.

The situation with the collection devices and the
backwash of saline that inpacted the viral testing, and the
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nost explosive of all, which will cone up later, is the pool
si ze discussion where for 20 years, we sit, you know, in
belief that certain things are going on, and FDA seens to be
of that belief, and | o and behol d, a congressional commttee
steps in and holds a series of hearings, and these nunbers
surfaces that are just shocking, and they are not only
shocking to henophilia, all the other comunities have been
calling on our 800 nunber to discuss this.

So, | want to be clear that | don't want to be
painted with a stroke of the brush either, that we are
absol utely strong when we say in these certain areas -- and
| have said it to Mark, | have tal ked with Mark a nunber of
ti mes on the phone where | said you guys are doing a good
job on this issue, we see it, but | think there is specific
areas where we have concerns that we will continue to raise
them | don't hear us sweeping the brush with you all.
Certainly, that is not our goal, but I think there are a
couple of incidents that have really troubled us this year,
that are separate fromthe incidents where we think you have
reacted well and qui ck, and nobody wants -- you know, every
time somet hing cones up, a seventh nonth or a three nonth,
we woul d have so nuch product on hold then, nobody's
interest would be served. W are very clear about that.

So, | think we need to be real clear on both sides
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about where we are comng from

DR HOLLINGER  Corey, | think your comments sound
appropriate. QG ve us fromyour exanple what you woul d do
with this question. Is it a matter of timng? Wat things
woul d you suggest that perhaps woul d be beneficial here?

guess that is the real question here.

MR DUBIN | nean | think, as | said, onits
fact, Blaine, | don't have a lot of problemwth the
question as it is structured. | think it is inportant for

us to ensure, as Bea just said a mnute ago, that all three
conponents in the safety net are functioning and functi oni ng
wel | .

| absolutely agree with Jay, you don't want to rip
open a five-nonth investigation every tinme sonethi ng happens
when a manufacturer has got a good record, and | don't want
to suggest for a mnute anything el se but certain things
t hat have happened that are troubling that we want answers
about .

Ohits face, thisis a very rational policy if the
systemis functioning in a way that the safety net is in
pl ace, and the peak, the different parts of it are
conplenentary, so if we have a break at the front, we have
got that net at the end.

DR NMARTONE: Let me voice the opposite opinion
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| amvery unconfortable with this recommendation. | am
unconfortabl e because you are dealing -- in the first

i nstance, you are maki ng the assunption, when you don't get
notification, that all the systens are in place, the conpany
has good GwWs, and you are issuing safe and good products.

(On the other hand, you have had a breakdown in one
of the phases. | think that in addition to determ ning
whet her there is a scientific issue involved, which may or
may not take 48 hours -- | don't know where the 48 hours
conmes in -- that there needs to be an investigation of those
lots that were nade.

Now, | don't know how | ong that takes. It could
take a day, it could take 10 weeks, but whatever it takes, |
think there needs to be sone type of investigation. Now,
maybe it means just going in and review ng sone records.
don't know that it requires a full-blown GW investigation
or sonething in between, because | amnot famliar with the
types of things that you do.

But to put an arbitrary time limt onit and to
give the inpression that you have been a good conpany so far
and everything is fine, | feel very unconfortable with it.

DR HOLLINGER  Thank you. Jerry.

DR HOLMBERG |Is there any nagi cal about the 48
hours? 1s that just so that we don't proceed to a five- or
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seven-nont h i nvesti gation?

DR EPSTEIN The proposal is quite the other way
around. W don't know how | ong an investigation mght take,
but we are saying that if within 48 hours we can determ ne
that there is adequate GW conpliance, can we avert a
quar anti ne, because the recommendati on of June said
i mredi ately and uniformy quarantine pending an
investigation. That means that there is no opportunity to
avert quarantine. It neans that any incident triggers
recall and withdrawal, because again, as was carefully
pointed out this nmorning by M. Fogle, fromthe |egal point
of view, we don't have a quarantine, that there is a recal
or a withdrawal.

So, what we are saying is, well, is there sone
mddl e ground, | nmean is there sone reasonabl e short period
during which a determnation could avert an automatic recal
or w thdrawal .

Now, if in that period we cannot determ ne that
t here was adequate QWP conpliance, investigations woul d be
ongoi ng for however long they take. So, | think the logic
is, you know, naybe we are communicating it backwards. W
are not saying we are going to render judgnents in all cases
in 48 hours. W are saying can we get sone reasonabl e
latitude during which if we can nake a judgnent, we can
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avert quarantine. Qherwise, in all incidents -- | nean the
advice we got fromthis coomttee in June, all incidents
woul d trigger recalls and withdrawals. W think that is an
unt enabl e position.

DR HOLLINGER But, Jay, on the sane deal, how
often is GW conpliance evaluated? | nmean is this sonething
that is done for a manufacturer once a year, and therefore,
there coul d have been a year go by before -- | nean if they
have had a record over the years, but it may be once a year,
is this once a nonth, once a week? | nean help ne, give ne
alittle feeling for it.

DR EPSTEIN VWell, for a licensed biological
manuf acturers, there is a requirenent for an inspection once
every two years. Now, inspections in fact occur far nore
frequently than that. The FDA has been stepping up the
frequency and intensity of GW inspecting of fractionators
in particular, precisely because of recent incidents to
whi ch Corey Dubin all uded.

Additional ly, manufacturers may be nore frequently
i nspect ed because they are manufacturers of nultiple
products. Additionally, they may be inspected for cause
based on reports which we may receive of errors and
accidents or based on reports of adverse events.

So, it is not possible to give you one uniform
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answer. | nean the answer nay be that a particul ar

manuf acturer was recently and extensively inspected, and it
may be that another was not so recently inspected, but they
woul d all have been inspected. In fact, we have inspected
all fractionators distributing U.S. products since January
of '97, so that they have all had an inspection in that tine
frame, 100 percent.

However, prospectively, as conpanies comnme into
conpliance, it may be possible for us to relax frequency,
but again, if there are incidents, adverse event reports, or
ot her causes, they woul d be reinspected.

DR HOMBERG | appreciate that clarification. |
guess to get back to Dr. Martone's comment about the GwPs, |
think that | would feel nuch nore confortable if the
statenent was no new scientific or GW issues, and throw the
GW in there, because that needs to be revi ened.

| appreciate the increase in inspections, however,
if the biologicals are only inspected routinely every two
years, | think that we need to have that thrown in there
with no new scientific or GW i ssues.

DR HOLLINGER  Yes, Dr. Linden.

DR LINDEN It seens that if we vote yes on this,
what we are saying is that if properly perforned, the viral
i nactivation processes will conpletely elimnate the well-
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studi ed |ipid-envel oped viruses, and it seens that we are
saying it is therefore okay to dispense with the eval uation
that we just tal ked about in the risk assessnment in
Questions 1 and 2.

If this question related to if the risk assessnent
can be done quickly in, you know, whatever nunber of days,
coul d you then avoid the quarantine, | would say yes, but
the way it is witten now, we are saying no, you don't need
to do a risk assessnent, and | couldn't support that.

Part of the confusion also may relate to this
i ssue about quarantine and hol d, and the question | asked
this norning, | amnot sure that there is a really good
under st andi ng of what happens when the quarantine is put in
pl ace.

| think at the |ast neeting, when we answered sone
of those questions, | think there was an understandi ng of
the Conmttee that there is sone way to just sort of put
things in hold while you do sonme further anal ysis and study,
and then a decision is nade, and that's what happens. |
don't think that there was an intent that you i nmedi ately
would initiate a recall when there is any report of any sort
of problemw thout studying it first.

DR EPSTEIN Again, the recommendation in June
was to nmake no distinction between in-house and distributed
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product, so, you know, we don't have the |uxury based on
that recommendati on to consider holding distribution, and
not recalling distributed product.

So, thisis why it is inportant to ask whether a
reasonably brief period of assessnent can go on concurrent
with product in distribution. | nean we are really putting
to you the question of did you really nean i nmredi at e
quarantine. | nean the recomrendati on was i mredi ate and
uni versal quarantine pendi ng risk assessnment, and we are
just trying to bring to light the inplications of that
recomendat i on.

DR HOLLINGER  Wat woul d be the alternative?

DR EPSTEIN The alternative is to set sonme limt
to the period of investigation during which a product
remai ns on the narket.

DR HOLLINGER  There woul d still be immedi ate
quarantine, would it not? | nean are you going to
investigate and then quarantine afterward --

DR EPSTEIN W routinely quarantine the in-house
product, in other words, what has not been distributed is
always held, but the issue is whether to treat the
di stributed product in essence differently, because to deal
with the distributed product, you have to pursue a
w thdrawal or recall.
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DR HOLLINGER  Paul .

DR MCURDY: | think there are a couple of things
that trouble ne inthis alittle bit, and | think nay
troubl e sone of the other nenbers of the group. |If we could
put a definition or get sonme sort of either a definite
defining of what recent is, is recent one week, one nonth,
six months, and so forth, and the other question that I
woul d have is, is 48 hours really 48 hours, which nmeans that
for practical purposes, no report that conmes in Friday
afternoon can be handled in this fashion.

| think it would be easier if we could put sone
definition to a couple of these terns.

DR HOLLINGER That is a good point. o ahead,
Bill.

DR MARTONE: | think there is about two or three
i ssues being mxed up here. One is we keep going back to
what we did in June, but that was a different issue, that
was a different problem That was known contam nation.

This is sonething different. This is a risk factor analysis
type of thing. So, whether that comes under what we said
before, | have no idea.

The other thing is that the way it is worded gives
the inplication that there isn't going to be any
i nvestigation of the conpany that nmakes this product, and
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that is the part | have the biggest problemwth.

Now, it is up to the FDA to decide how long and to
what extent it needs to investigate that potential
contamnation problem if that is going to, in their
opinion, take a nonth, that's the FDA s busi ness, but |
don't think we can let things get off the hook by just
sayi ng, oh, the conpany has a good record, so we are not
going to have to do anything in the conpany, and that is the
maj or problem| have with this.

DR HOLINGER So, if you had sonethi ng that
basically said in the question, just if follow ng an
i ncident of the inadvertent without a tine period onit, it
can be determned that it raises no new scientific and, as
Jerry said, no new scientific or GW issues, any new
scientific or GW issues and the manufacturer has an
excel lent recent record, again, the recent as Paul just
nmentioned, of QW conpliance, can a quarantine be di spensed
with. That is the kind of thing you are --

DR MARTONE: Yes, | think there are two different
i ssues, (a) when an incident occurs, an assessnent of
scientific issues needs to be nade and the conpany needs to
be investigated, issue 1. |Issue 2, during that
i nvestigation, what shoul d happen? That is a different
di scussi on.
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DR HOLLINGER  Joel .

DR VERTER | just briefly agree with what is
being said. | think the thing that | am concerned about is
that everything | have heard today tells ne the system when
it is working, gives the nation a great blood supply, and I
think the key thing here is exactly what Blaine just said.

A conpany coul d have been investigated three nonths ago and
have been given a clean bill of health, but the thing we are
trying to avoid is that sonething in the system human or
mechani cal error, happened when this new batch was put
together, and it gets out there.

So, the fact that they have an excellent bill of
health three nonths ago could be totally irrelevant. |
think that is what we are trying to focus on. That is ny
bi ggest problemwith it. | think that is what | heard
Bl ai ne say and ot hers.

DR HOLINGER It is probably tied inalittle
bit also with the fourth question, which we will get to,
too. | mean theoretically, if you could get to the donor
right away and test the donor by a very sensitive test, |ike
PCR and serol ogy, and/or you could test the product by the
sane technology, then, | think one would feel alittle bit
nore secure about what to do about this particular issue
because these are donors who have cone in, have been mnarker-
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negati ve donors who have had sone risk factors. | nean that
woul d be the other issue.

Then, for ne, if | saw that kind of thing and
| ooked at both the donor and the pool and found themto be
negative, | would not have a problemw th the others

DR VERTER In sone sense, it is kind of like a
random act agai nst the conpany that had the unfortunate
happenst ance of sone donor saying, oh, by the way, | have
donated, but now | renenber this.

What | have heard today is that probably
everything out there has sone contamnation, but the system
when it works, takes care of that. So, this group is being
singl ed out only because sone person shoul dn't have
contributed, did contribute, and then through guilt or
what ever decides to own up to it.

DR HOLLINGER Dr. Khabbaz.

DR KHABBAZ: |s the inadvertent contam nation

this question, limted to risk, or this enconpasses what we
dealt with in June, which was positive units? | nean
standing alone, | amnot sure it just means risk. Can

sonebody clarify that?

DR EPSTEIN | would prefer that the question
apply both to risk history and positive unit. |If the
Commttee is unconfortable |unping themfor whatever reason
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then, certainly today's discussion was focused on risk
history, but I think that we are really dealing with simlar
ri sk assessnments in both kinds of incident.

DR LINDEN | amtroubled that the question
inplies that we said that a quarantine is necessary if there
is arisk factor problem and we haven't said that. That is
not what we said in June.

DR HOLLINGER Say that again, Jeanne.

DR LINDEN | think that the question inplies
that default there is a quarantine if there is a risk factor
probl emthat has cone up

DR KHABBAZ: It says "be dispensed with."

DR LINDEN R ght, because it says "be di spensed
with,” that it is there, and we are tal king about can you do
anay with it, but I amnot sure why there is the inplication
that it is there when the Coommttee hasn't said that, and |
amnot sure why else there is an assunption that there wll
be a quarantine if there is a risk factor that comes to
light.

DR KHABBAZ: In June, we did not address risk
factor, but we discussed i nadvertent contamnation, i.e., a
reactive unit or pool.

DR LINDEN W are tal king about positive --

DR KHABBAZ: This enconpasses bot h.
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DR EPSTEIN Again, it is ny opinion that if we
take this question broadly to apply to both positive units
and risk factors, that we will make progress nore readily.
W are asking you in essence to revisit a question you were
asked in June, but | nean | think what you are hearing i st
that the Agency is unconfortable, that the concept of an
i mredi ate and uni versal quarantine is going to be difficult
advice to fol |l ow

Now, it may be the view of the Conmttee that that
was the right advice for positive unit and that we shoul d
sinply reopen debate on risk factor histories, but |I woul d
contend that, at a practical level, there is not a big
di fference because the issue is degree of contam nation and
we have shown you that it can go either way, that sonetinmes
contamnation levels are higher with marker positives, and
other times they are lower with marker positives.

So, to ny own way of thinking, that is not the
di stingui shing feature.

DR HOLLINGER  Yes.

M5. PIERCE: In terns of that, | guess one of ny
concerns is that we are tal king about risk factor here, but
in 48 hours, you are not going to be able to really
determ ne whether that risk factor actually equates a
positive unit or not, of it is just a risk factor, because
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of wi ndow periods and things |like that, and you are not

going to be able to get that additional information in 48

hour s.

DR HOLLINGER Dr. Verter.

DR VERTER | think you just confused ne, Dr.
Epstein. For a positive unit, | can see going the ful

limt, because we know it is positive, but here | thought
the issue was we don't know that there is anything positive
inthere, if it was just sone randomact which said sonmeone
who contributed to the nmaking of the unit is now saying he
has a risk factor, he or she has a risk factor, and the
question is what should be done with the totality of that
unit, admtting fromwhat | have heard that this is
happening all the tine, it is just randomthat this one
happened to cone up. |s that not accurate?

DR EPSTEIN That is correct.

DR KHABBAZ: But you should keep in mnd that
with the risk factor, you may as well have positive. You
know, we have w ndow periods. So, you have not tested to
find out whether you have positive.

DR VERTER Let's take it to an extrene, be
absurd. | will be absurd. If every one who contributed to

everything that is out there was swearing on a stack of

Bi bl es and anything that he held sacred, it would seemto me
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everything out there would be recalled or quarantined from
what | have heard today.

DR HOLLINGER  Any ot her comments? You can hear
Jay, that there are sone issues here that are of concern. |
think the issues primarily are not so nmuch when did they
wal k as it is a concern about whether there has been any
br eakdown and what assurances the conpany -- at least | am
unconfortable, | wll speak for nyself, with the fact that
t he assurances, be sure that there hasn't been a breakdown
in the product in terns of manufacturing, and so on, is the
only thing, whether it is positive or not. | mean that is
the real issue, and now the question is how |long that takes
w t hout going through a full-fledged eval uati on i s anot her
story. But | would be unconfortable if a nanufacturer had
been just evaluated two years ago or a year ago, and we are
now | ooki ng at an issue right now about what is there.

Yes, pl ease.

DR KHABBAZ: Can | propose rephrasing the
questi on?

DR HOLLINGER  How woul d you rephrase it?

DR EPSTEIN Jerry already proposed somne
r ephr asi ng.

DR HOLLINGER  Yes.

=

KHABBAZ: Rather than recent record, the
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manuf acturer has an excel lent recent record -- what was the
wordi ng that you used?

Drop the "recent” and put "no new scientific or
GWP issues"? How about the 48 hours are people confortable
with that?

DR MARTONE: | amsorry, | think that is vague.

DR HOLLINGER Wi ch is vague?

DR MARTONE: "No new scientific or GW issues."
| mean sonebody sitting in an office could | ook at a report
and say, okay, there is no new scientific or GW issues
here, let's get on with it.

DR HOLLINGER Do you have a suggestion, Bill?
It's a tough issue. This is not easy.

DR MARTONE: "Wen an instance of inadvertent
contamnation occurs, there will be a determnation of new
scientific issues in an investigation of the conpany's
conpliance with Gw."

DR HOLLINGER  Dr. Linden.

DR LINDEN | still have the sane probl emt hat
unl ess the question is going to be rephrased to include the
ri sk assessnent, | think to say yes to this is conpletely
i nconsi stent with having voted yes on Question No. 1, which
is that we said that there has to be an investigation to
assess product risk in order to determne regulatory action,
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and here we are saying we are going to determne regul atory
action w thout doing that risk assessnent.

DR HOLLINGER Wuld you like to see the FDA cone
up and rephrase their question for us, give us a better
definition? | mean you have heard a ot of the issues here.
| nean that woul d be one issue.

Yes, Bill.

DR MARTONE: Could | ask one thing? If | say an
investigation of a conpany's GW, does that |egally bind you
to do sone nine-nonth horrendous thing, or could it be at
your discretion what you do, could you go in and | ook at
sone batch records as a spotcheck?

DR EPSTEIN  Yes.

DR MARTONE: And interview sone of the enpl oyees
and get this done within a few days?

DR EPSTEIN Yes. But again | think the notion
of things we could learn in 48 hours suggests a certain
depth of investigation. |In other words, you could verify
that there was a conplete batch record with no history of a
deviation. You could not, on the other hand, verify al
details of manufacturing or review the validation history of
equi prent. You know, if you are limting yourself --

DR MARTONE: But you would get a feel for that
whil e you were there, you would go there and you woul d | ook
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DR EPSTEIN O maybe just fromthe | ot rel ease
record. | mean not everything requires going to the plant.

DR MARTONE: Do you disagree that you woul d need
to do sornet hi ng?

DR EPSTEIN No. | would be confortabl e addi ng
the phrase "If within 48 hours of an incident of inadvertent
contamnation it can be determ ned by suitable
investigations and risk assessnent that it raises no new
scientific or GW issue and the manufacturer has an
excel lent record of GW conpliance, can a quaranti ne be
di spensed wi t h?"

That puts the focus on doing an investigation and
an assessnent, which is where | amhearing the concern

DR MARTONE: WII it be done over the weekend?

DR EPSTEIN Yes. | mean we do these things over
the weekend. | nean the presunption that we don't is a
little startling, but we do.

DR MARTONE: You may do it, but the conpany nay
not be open.

DR EPSTEIN They will work through the night,
over the weekend. If the FDA calls, they will be open.

MR DUBIN Jay, | can substantiate that you have
called us late Friday night and worked through the weekend
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and had conversations and the conpany has call ed.

DR FINLAYSON | nust again confess that | have
not sat down and in cold blood -- bad pun -- read 21 CFR
211, however, according to GWs, these sane GWs that tel
you that you have to keep records, and you have to have
sufficient illumnation, and so forth, it also says thou
shalt have a quality controlled unit, and that quality
controlled unit shall do certain things, and anong the
things that that quality controlled unit -- and we extend
that to quality control/quality assurance you shall do -- is
revi ew the back records of every single |lot before it is
ever turned | oose.

In fact, that can nean if we are doing rel ease at
the FDA, before it is ever even sent to the FDA for testing.

Now, when an incident like this, that we are
tal ki ng about today, the conpany gets word of a donor who
didn't behave appropriately cones in, we would certainly
expect that conpany to go back and have their quality
controlled unit again re-review the records.

So, it isn't that nothing is happening in the
conpany, and as Jay says, it doesn't matter whether it is
Friday afternoon, in fact, it seens that it is Friday
afternoon, that the risk assessnment would begin at that tine
on our part, as well.
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But | sort of perceived that this role of the
conpany's quality control/quality assessnment function was
not appropriately appreciated.

DR MARTONE: Wiat you are saying and what is
witten here are two different things.

DR FINLAYSON That's correct. Wat | am sayi ng
is part of the background that woul d be assuned before No. 3
up there.

DR HOLLINGER  Good part of the background.
Thanks for sharing that.

Yes, Paul.

DR NESS: | would like to echo what Dr. Finlayson
just said, because | think the Commttee, in the discussion,
is underestimating what the FDA inspection process does in
the manufacturing world, and that they cone in at a point in
time, and obviously, we find a problemat a point in tine,
but when they cone in, they | ook prospectively and
retrospectively at all of the systens to nmake sure that
there hasn't been a failure at that tine.

The inspection is also totally random so any
prudent manufacturer is going to be doing these things
continuously anyway. So, it seens to ne that, you know,
within 48 hours, with a known inspection program which
occurs at some frequency, that one could verify that, in
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fact, this conpany is operating under control.

DR HOLLINGER  Good poi nt.

Jay, do you have that?

DR EPSTEIN | amal nost there.

DR HOLLINGER  Ckay.

M5. PIERCE: | guess | have a follow up question
tothat. In terns of all of this that goes on, on a routine
basis, what additional information do you think would be
obt ai ned fromgoi ng back in and | ooki ng at those batch
records again, and all that, if they have al ready been
| ooked at as part of the basic process?

DR NESS: 1In general, very little.

DR HOLLINGER  Thank you.

[ Over head. ]

DR HOLINGER | amgoing to call for the
question here on this basis here. Everybody take a | ook at
that, and then we will vote.

M5. PIERCE: Blaine, | have a question. | heard a
nunber of us ask that the excellent recent record of QW
conpl i ance be renoved, and | additionally would like to see
the excellent recent record of GW conpliance renoved.

DR PILIAVIN Wy?

M5. PIERCE: Wiy? Because | think that the issue
conmes up that some of this is randomand that going on the
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fact that they have a recent good record does not exclude
the fact that something can go wong in the manufacturing
pr ocess.

DR VERTER But this is in addition to --

DR HOLLINGER Yes, this is in addition to.

Linda just told ne | need to read this here, so
let me read it for the record.

If within 48 hours of the incident of inadvertent
contamnation it can be determ ned by suitable
investigations and a risk assessnent that it rai ses no new
scientific or BW issues, and the nanufacturer has an
excel lent recent record of QW conpliance, can a quarantine
be di spensed with?

DR AUGUST: A point of clarification. The
quarantine has been initiated and now we are tal king at 48
hours or however long it takes to get the nessage out, it is
going to be termnated. |Is that really what we are sayi ng?

DR HOLINGER | think it is saying that that is
why they are putting the 48 hours, that they are going to
let that go, and then the quarantine would be placed on it.

DR AUGUST: So, they are not going to quarantine
it or hold anything, they are going to make a deci si on about
quarantining in that 48-hour period.

DR EPSTEIN | think there was | oose use of words
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here. W would quarantine product under the control of the
manuf acturer. The issue really is whether to act agai nst
di stri buted product.

DR HOLINGER So, it would be actually can
further quarantine be dispensed with. |Is that right?

DR EPSTEIN Perhaps we should say a quarantine
has previously distributed product.

DR HOLLINGER  Yes, previously distributed
products be dispensed with. Can we wite that in just for
the record?

DR AUGUST: | think you are putting yourself in
the position of possibly getting into a situati on where at
the end of 48 hours, if your investigation in fact turns up
new scientific issues, you have been in a situati on where
you have quarantined, you have known about it and you have
quarantined the stuff under the manufacturer's control, but
you haven't stopped stuff that has al ready been distri buted,
when you knew that you mght want to do that, and | think
that puts one in or puts the FDA in an interesting and
unfortunate position of having sone information, and not
acting upon it, and the people who woul d be nost affected by
it would be potentially our citizens, the patients, and
health care institutions.

So, ny feeling is that if you are going to
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quarantine it at one level, to be consistent and | think

nost ethical, you have got to quarantine it across the

boar d.

DR HOLLINGER Wthout recall?

DR AUGUST: Wthout recall, but just --

DR HOLLINGER  Just hol d, quarantine hol d.

DR AUGUST: -- fromfurther distribution, yes,
put a hold. | would like not to think that, for exanple, a

conpany that is manufacturing ny i munogl obulin G has got a
hold on the product, and yet | amcontinuing to use it in
patients when it mght be deleterious to their ny patients'
health. | amunconfortable with this.

DR HOLINGER Yes, Bill.

DR MARTONE: | am probably not going to vote for
this mainly because | think it is extrenely conplicated and
| don't fully understand it, but for those of you who wl|
vote for it, |I would recommend that you put the word
"manuf acturing” after "suitable."

DR HOLLINGER "Determned by suitable" --

DR MARTONE: -- manufacturer investigations and
ri sk assessnent.

DR EPSTEIN It could be epidem ol ogi c al so.

DR MARTONE: Then, nmanufacturer and epi dem ol ogi ¢

just because you haven't explicitly stated yet in this
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question the concept of investigating the nmanufacturer.

DR HOLINGER And | don't know how we woul d put
in the other one. | take it, Jerry, that they usually do
not ask the product to be held at the distribution sites.
mean it would be very difficult to do that, | guess, if you
are tal king about only 48 hours.

DR EPSTEIN W often will request that al
product under the control of the manufacturer be held, and
that can include distribution sites. It is just that
sonetinmes the full know edge of where the product is, is not
avai | abl e to the manufacturer anynore, but other tines they
have a central distribution point and they can hold it
there, too, but basically, it's a hold on everything under
their control

But, again, this all harks back to the
recommendati on that we make no distinction, which was the
poi nt of view of the Conmttee with respect to inadvertent
contam nation by positive unit, we have no distinction
bet ween the product under the manufacturer's control and the
distributed product, and really, | think it was Dr. August,
who just commented that that distinction would continue to
bot her hi m

So, | nean you get to vote in favor or against,
but sort of that is the point.
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DR HOLLINGER Let's call for the question then.
Al those in favor of the question as currently witten,
rai se you hand, please, all those in favor.

[ Show of hands. ]

DR HOLINGER Al those opposed?

[ Show of hands. ]

DR HOLLINGER Al those abstai ni ng?

[ Show of hands. ]

DR HOLLINGER  Paul ?

DR NESS: | would vote in favor.

DR HOLLINGER And Rev. Little?

REV. LITTLE | woul d be opposed.

DR SMALLWOOD:. The results of voting for Question
No. 3. Four yes votes. Six no votes. Two abstentions.
The industry representative agrees with the yes vote. The
consuner representative agrees with the no vote.

DR HOLINGER Let's go on to the fourth
question, please. It has to do nore with what one shoul d do
when a question conmes up of whether to destroy a pool ed
product, and it has listed -- | want to open this up for
di scussi on.

[ No response. ]

DR HOLLINGER No discussion on this. | have a
problemwith it. It just says, "on the donor or the pool."
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It says, "Does the Coonmttee agree that a negative nucleic
acid test or other additional assay on the donor or the pool
can be used to obviate the need to destroy a pool ed
pr oduct ?"

| woul d nust prefer to see the donor tested than
the pool, if we are tal king about the donor here noww th a
product rel eased not because it was positive -- | mean
i nadvertent contam nation not because it was positive, but
because of this question.

Bill?

DR MARTONE: | would only al so point out a
potential inconsistency because when we get to the | PPI A
proposal , one of the responses that the FDA had to one of
t he suggestions was that detection imts of greater than or
equal to 100 copies per mlliliter were not adequate, and I
think that is probably what we are tal king about with
current technol ogies today, and if it not adequate for the
| PPI A proposal, | fail to see howit could be adequate in
detecting copies in a donor pool.

DR HOLLINGER  You woul d prefer to use sone ot her
| oner | evel for donor pool.

DR MARTONE: | don't know. | amjust pointing
out the inconsistency.

DR EPSTEIN If | could comrent, Bl ai ne?
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DR HOLLINGER  Yes.

DR EPSTEIN Certainly, detection limts of 100
genones per mlliliter is not adequate to rul e out
infectivity to pool, but it nay be adequate to ensure
adequacy of downstreaminactivation in the face of such a
viral load. | think that is the way you have to | ook at
t hose nunbers.

DR HOLINGER Yes, looking at |og reductions,
and so on.

DR EPSTEIN Rght. In other words, if you have
a 5 1og reduction, and you have no nore than a 2 log | oad of
particles, let alone infectivity, which we think is |ess,

t hen, the adequacy of the process nay have been assured even
t hough absence of infectivity was not denonstrat ed.

DR HOLLINGER  Paul.

DR NESS: | would interpret the intent of this
question to be asking the Commttee to say that does the
Commttee agree that nucleic acid testing or other kinds of
testing is additional useful information to nmake a decision
as to whether a product ought to be destroyed.

The way the question is sort of phrased inplies
that it is only yes/no, which I don't think is your intent,
and so | think if we broadly interpret it, then, | certainly
woul d favor that these kinds of tests on the donor or the
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pool shoul d be used and nmay be useful additional informnation
in terns of making the appropriate nedical and regul atory
deci si on.

DR HOLINGER Let's bring this to a vote al so.

Al those in favor of this question, so signify by
rai sing your hand.

[ Show of hands. ]

DR HOLINGER Al those opposed?

[ No response. ]

DR HOLLINGER Dr. Ness?

DR NESS: In favor.

DR HOLLINGER Rev. Little?

REV. LITTLE: Favor.

DR HOLLINGER Could you read the responses?

DR SMALLWOCD: The result of voting for Question
No. 4 was a unani nous yes. There was al so unani nous
agreenent by the industry rep and the consuner rep.

DR HOLLINGER W are going to break until 1:45,
and we will start again at 1:45.

[ Wier eupon, at 1:00 p.m, the proceedi ngs were

recessed, to be resuned at 1:45 p.m]
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AFTERNCON PROCEEDI NGS

[1:55 p.m]

DR SVALLWOCD: W are going to start the
af t ernoon sessi on.

| have received nunerous handouts to distribute to
the Commttee and | will be continuing to do so while we are
proceeding with this afternoon session. A though we greatly
appreci ate everyone providing their handouts, | nust let you
know that when the Commttee only receives the handouts at
the time of the neeting, it doesn't afford thema |ot of
tinme toread it before your presentation, but I would
encourage you, please, to send in and submt copies of your
handouts prior to the neeting, as soon as you can, and we
woul d Iike to always have copies for the record.

Thank you for your cooperation.

Di scussion of | PPIA Proposal

DR HOLLINGER W are going to open up the
di scussion today on the International Plasna Products
| ndustry Associ ati on proposal .

First, we are going to have the introduction and
background by Dr. VWi nstein.

I nt roducti on and Background
DR VEINSTEIN In this section of the neeting we

wi Il have di scussion of voluntary standards nmade by the
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International Plasma Products Industry Association or |PPlA
in conjunction with Anerican Bl ood Resources Associ ation or
ABRA to inprove the blood collection and manufacturing of

pl asma products.

[Slide.]

This is an outline of the |list of speakers here.
After ny introduction, an I PPl A representative will describe
the proposals in detail. W wll then have an FDA
commentary on the proposals by Dr. Aebersold of Hew ett and
Lynch, and then a presentation of the questions.

An outline of these standards has been presented
at a nunber of public foruns over the past year including at
the Bl ood Products Advisory Commttee in June. | wll
briefly summari ze these proposals as presented to the FDA
earlier this nonth.

[Slide.]

First is an applicant donor standard, plasma from
one-tine donors, the group nost likely to be at risk wll
not be used to nake pl asna-based therapies. nly donations
fromthose individuals who test negative on two separate and
sequenti al occasions, and on each and every subsequent
occasion, wll be used.

[Slide.]

The next standard that | have listed -- these
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mght not be quite in the order that IPPIA has, and we w ||
get to that later on -- is an inventory hol d.

Al donations will be held in inventory for a
period of at |east 60 days. During this tine, if a donor
seroconverts and subsequently tests positive or is otherw se
disqualified, the earlier donation can be retrieved from
inventory and destroyed.

[Side.]

There is a viral nmarker rate standard which wll
manage the quality recruitnment and retention of the donor
popul ation at the centers. The voluntary standards
establish a maxi numal | owabl e viral nmarker rate incidence of
di sease in the plasnma donor popul ation. Each donor center
will be required to naintain a viral nmarker rate for anti-
HCV, anti-HYV, and HBSAG

There is a voluntary standard for PCR testing.

Al plasma used in the manufacturing process nust test
negati ve t hrough genone anplification testing for HV and
Hepatitis C There is a donor exposure limt which wll
create a 60,000 donor Iimt for all major products including
Factor V11, Factor I X albumn and 13 V.

It is inportant to renmenber that these voluntary
standards are above the m ni numrequired by current
regul ations and thus do, in fact, represent an advancenent.
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At the sane time, they are not as conplete as they m ght be,
and after the IPPIA presentation, the FDA will present its
commentary on these standards.

| offer the follow ng preview about sone of the
comrents that we will have regarding these standards to keep
these in mnd as we have a review of the nany positive
el enents of the standards.

[Slide.]

VW have outlined a consideration regarding the
applicant donor standard. W have concerns about the time
between the first and second donati on when tal ki ng about the
inventory hold. W have a question about the material held
out si de of the wi ndow period for significant viruses, in
other words, is the hold sufficiently |ong.

VW wonder whether there is a nethod in place here
to track the donor to the donation. Regarding the vira
marker rate standard, howw !l it be assessed. Wth regard
to PCRtesting, it would be good to have details and
met hodol ogy standards and al gorithns, and with regard to
pool size, the question, is IPPIA's proposed imt a
reasonabl e alternative to that proposed by FDA i n Decenber
of 1996, will manufacturers using pools that are now | ess
than the ceiling limt be allowed to raise the limt.

These are just sone of our concerns, but at the
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sane tine, we urge you to keep in mnd the positive aspects
of these proposals.

Wth that, I will turn over the presentation to
the I PPl A representati ve.

Presentation of Proposal: |PPIA Representatives
Dougl as Bel |

MR BELL: Good afternoon. M nane is Dougl as
Bell. | amDrector of Public Affairs for the International
Pl asma Products Industry Association or |PPlIA

| will serve as noderator for our presentation
regarding the ABRA Quality Pl asma Programand | PPl A s
Voluntary Initiatives. Imediately following ne will be
Janes Reilly, President of the American Bl ood Resources
Associ ation, who will discuss the background and history of
@PP. Following himwll be Dr. TomWytes for | PPl A who
will outline the IPPIA Voluntary Initiatives and the
scientific reasoning and data supporting their
inplementation. Finally, I wll return to summari ze.

Also, | want to point out and clarify that our
Voluntary Initiatives are not proposals, but are existing
initiatives that are either in place or being inplenented.
It is one inportant clarification on your agenda that these
are either existing or being inplenented.

Before the technical presentations begin, | would
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like to briefly outline for you the role of IPPIA and its
relationship with ABRA'. It is also worth noting that the
IPPIAis affiliated with the European Association of the

Pl asma Products Industry which represents the vast nmajority
of the commercial fractionation industry in Europe.

IPPIAis the international trade association
representing the comercial producers of plasna-based
t herapies. | PPl A nenbers produce approximately 80 percent
of the U S narket for plasna-based therapies. [PPIA
menbers include the four | argest commercial fractionators:
Al pha Therapeutic, Baxter Health Care, Bayer Corporation,
and Cent eon.

ABRA is the trade associ ation representing the
U S. source plasna collection industry. Because nany
fractionators have plasnma collection operations, there is
overlap in the | PPl A ABRA nenbership. D stinct froml PPl A
ABRA nenbers al so include both |Iarge and snall i ndependent
source plasna collectors and ot her European/U. S. plasna
industry-related affiliates.

Wth I PPIA representing the fractionation
industry's interests and ABRA representing the source plasna
collection industry's interests, we represent virtually the
entire comrercial plasma industry.

Because of the unique way source plasna is
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col l ected and our nenbershi p bei ng exclusive to the
"commercial" sector, our Voluntary Initiatives that exceed
FDA regul atory requirenents do not apply to those that
exclusively collect or fractionate plasma recovered from
whol e bl ood col | ecti on.

Before | yield the floor to ny coll eague, Jim
Reilly, who will discuss the QPP program | would like to
provide you with a little background on the evol ution of the
| PPIA Voluntary Initiatives.

About two years ago the industry of its own
volition began formal di scussions regardi ng i nnovative ways
on an industry-w de bases we coul d i nprove upon the nmargin
of safety in plasma-based therapies. These discussions
required a significant anount of tine, personal conmtment,
conprom se, and financial investnent.

As a result, industry drafted four Voluntary
Initiatives that focus on mnimzing the risk of "w ndow
units." W determned that there were three primary
opportunities for window units to enter the manufacturing
process: units of plasna frompreviously untested, one-timne
donors; previously collected negative units of plasna from
repeat donors who subsequently seroconvert; and units of
pl asma col l ected fromrepeat donors who have tested negative
but do not return after their |ast donation.
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VW have devel oped an industry initiative to
address each of these theoretical threats fromw ndow units
and al so devel oped a standard to institute new, nore
sensitive testing technology to further close the w ndow
peri od.

More broadly, we believe that these initiatives
address three fundanental risks: that of the known
pat hogens; that of the unknown or energi ng pathogens; and
that of the l[imted access to plasnma-based therapies. Dr.
Tom Waytes will talk in nore depth about each of these four
voluntary initiatives.

During 1997, we have been inpl enenti ng t hese
standards one by one as technol ogy and regul at ory appr oval
will allow W have started the collection of data to
nmeasure the progress and effectiveness of the program Qur
objective is to continue to collect nore data to validate
t he program and subsequently report publicly on the progress
t hat we have nade.

These efforts will be a conponent part of an
additional conprehensive initiative that we are in the
process of devel opi ng.

Now JimReilly will discuss the QPP program |
woul d ask that you hold any questions until the end of our
presentation and that each of our speakers will remain in
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the front to answer any of your questi ons.

Thank you.

Janes Reilly

MR REILLY: Thank you, Doug. Good afternoon.

[Slide.]

Before we nove on to the current initiatives that
Dr. Waytes will present, | just want to take a few nonents
and give you a brief overviewof the Quality Plasnma Program
The QPP is a series of voluntary standards that if adopted
at an FDA-licensed facility would nake themeligible for our
QPP programcertification.

The QPP requires, as a baseline, FDA |icensure.
Fromthat point, as an industry we have devel oped consensus
st andards whi ch take advantage of uni que opportunities in
our collection and testing procedures, and donor popul ation
to ensure a high quality plasna. One of the nost critica
steps is the aggressive and targeted recruitnment of a
communi t y- based donor popul ati on.

[Slide.]

Before | go into the standards thensel ves and sone
of the changes we have nade to the program over the years,
it would be useful to review a few basic facts about the
i ndustry and QPP.

First, the programwas established in 1991. W
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actual | y began discussions |I think as nuch as two years in
advance of that for sone portions of it. QPP has 380 of the
413 eligible centers -- the typo there should be 413, and
not 410. To place this in a nore mneani ngful context,
roughly 1.5 mllion donors donate plasma 13 mllion tinmes a
year. O those, about 12 mllion of themare at certified
centers. It results in total in about 11 mllion liters of
pl asna.

The programis supported by the National
Henophi | i a Foundation by a letter that went to each of the
manuf acturers encouraging themto incorporate this into
their purchasing practices and al so by Board Resol ution
endor si ng the program

To put the worldw de narket into perspective, the
11 mllion liters produced here in the U S is roughly 60
percent of the entire world supply, and it has been w dely
recogni zabl e.

[Side.]

| amgoing to work backwards a little bit and
qui ckly review the changes to the QPP since 1991 and then
di scuss the current standards in total

The enpl oyee training standards that we have were
upgr aded once and the m ni mum educational requirements were
added to themwhen we did that.
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The National Donor Deferral Registry -- which I

wll explainin sone nore detail later -- has received
several relatively mnor to najor, depending on your point
of view, software upgrades since 1992, when it was entered
inas a pilot program It has also nore recently, on March
the 20th, 1997, received FDA 510(k) determ nation of
substanti al equival ence, which would allow us to market it
as a device if the association so chose to.

V¢ have added additional positive test results as
a cause for listing a person on the deferral registry,
specifically p24 and PCR when it is fully inplenented, and
viral marker rate standards have been upgraded in two ways,
one by addi ng HCV when we began HVC testing, and the
standards were lowered for HBV and HV, and | wll conme back
and discuss themin alittle nore detail.

[Slide.]

Wth that summary of the changes behind us, | wll
describe in a little nore detail each of the QP standards.
| woul d ask, as Doug said earlier, if you have specific
questions, to hold themuntil the conclusion. VW wll try
to address themas a group.

[Slide.]

First, facilities nmust have a formal training
program The QPP provi des gui dance by dictating the
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conponents of the program such as initial, annual and
interimtraining; docunentation; retraining; and that al
functions in the center are covered in the training
requi renents.

Sone of the ways we create a community-based donor
popul ation are through requirenments for donor identification
and | ocal address as an exanple. These criteria actually
serve a dual purpose in that they provide us on the rare
occasions the ability to contact the donor to bring them
back in for appropriate counseling and referral for nedica
eval uation and treatnent.

VW have very rigid criteria intended to ensure
that each location maintain their facility as a professional
medi cal operation. These include criteria related to
signage, cleaning, storage facilities, donor flow, |avatory
facilities, et cetera.

Donor screening criteria include a variety of
additional standards. Each is designed to focus on the
retention of qualified donors and the exclusion or deferral
of donors at increased risk of known or possibly unknown
viral transm ssion

As you know, the unknown is very difficult, if not
i npossible, for us to quantify until it becones a known, but
we believe these do help us in that endeavor.
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The additional screening criteria we require
i ncl ude increased enphasis on donor education of high risk
activities, exclusion for incarceration, and drug testing.

VW are particularly proud of the next requirenent.
It is participation in the National Donor Deferral Registry.
V¢ have successfully devel oped a national conputer system
capabl e of capturing the nane and donor identification
nunber for any person who has tested positive -- any plasna
donor | should say -- who has tested positive for any viral
marker test that we perform the |laboratories listed on a
private conputer network.

Each collection facility can instantaneously check
donors agai nst the Registry using an 800 nunber and a series
of location specific passwords and codes to check any donor.
Al QPP centers and associated | aboratories are required to
participate in the NDDR

(One of the nore creative standards at the tine was
the application of a viral marker standard at all | ocations.
| amgoing to describe this one inalittle nore detail in
just a second.

[Slide.]

Finally, each facility is required to submt
speci fic docunents and data for reviewrelated to the
standards, and they are subject to both a biennial as wel
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as randominspections by third party.

[Slide.]

Now, | would like to describe the viral narker
rate standard that we have in effect inalittle nore detail
because we are devel oping a significant change to this
standard this year

In 1991, we established a standard for HV and
HBV. At that tine, and until very recently, plasna products
were manuf actured from pl asma obtai ned from both applicant
donors and qualified donors, new and repeat.

Wth this in mnd, we set the standard based on
the nmean industry average of all positive tests per center
plus two standard devi ati ons.

In 1993, we added a standard for HCV and | ower ed
t he acceptable standard for HV and HBV by 19 and 32 percent
respectively. The rates for HV and HBV were | owered
because we were seeing a steady inprovenent in the industry
nmean as a result of the overall QPP program

In 1997, we are nmaki ng an even nore substanti a
change based on the inposition of an applicant donor
excl usion standard which Dr. VWaytes will describe in just a
norrent .

[Slide.]

Finally, before I turn the m crophone over to ny
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col | eague, Dr. Vaytes, you should al so be aware that we
don't viewthe @QP, the current voluntary standards, or any
of the industry's prograns as stagnant. This slide is
sinply alist of the initiatives we currently have in
various stages of discussion and inplenentation.

These initiatives are the devel opnent of basic and
train the trainer |evel workshops, expandi ng QPP standards
in the areas of the National Donor Deferral Registry, viral
mar ker rates, donor screening, and cGW and QA criteria. W
intend to expand our patient and regul atory |iaisons and
communi cation efforts, and devel opnent of a plasma center
| ocati on gui de.

[Slide.]

Next, Dr. Waytes will describe several new
industry voluntary standards, which I think Mark was kind
enough to already lay out in summary. Two of these, which
are related to the plasna collection portion of the product
manuf acturi ng process, wll or have beconme QPP standards.
They are the use of plasma fromnon-returning applicant
donors fromfurther manufacture, which becane effective
actually in July of this year as a PP standard, and the new
viral marker rate standard which will be based specifically
on confirmed positive viral nmarker tests fromQalified
Donor s.
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Wth that background of QPP and the building, if

you will, of our conprehensive initiatives, | wll nowturn
t he mcrophone over to Dr. Waytes who will describe the
current initiatives.

Dr. Thomas Waytes

DR WAYTES. (Good afternoon. M/ nane is Tom
Waytes and today | amrepresenting the | PPIA

[Side.]

The nmenber plasna fractionators of the | PPl A have
conti nuously sought to inprove the quality of their
therapies by increasing the theoretical "margin of safety,”
which is the difference between the maxi mum potential viral
| oad of the manufacturing plasma pools and the sumof the
virus renoval and inactivation steps incorporated in the
manuf act uri ng process.

M/ presentation today will focus on industry
initiatives to increase the safety of the plasma starting
materi al .

To address further the issue of reducing the
potential maximal viral load in manufacturing pools, the
| PPI A took the historic step of inplenenting what are now
known as the four "Voluntary Initiatives."

[Side.]

These initiatives include the Applicant Donor
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standard, the viral narker rate standard, an inventory hold
period, and PCR testing. ABRA has subsequently endorsed
these initiatives and has commtted to incorporating those
standards applicable to plasma collection into its QPP.
Over the next fewmnutes, | wll discuss the Voluntary
Initiatives in detail.

[Slide.]

A recent investigation has shown that, although
only a small percentage of source plasnma units are collected
fromfirst tine donors, or "donor applicants,” these units
account for approximately 95 percent of all positive vira
marker test results.

The first of the Voluntary Initiatives,
inmpl emented in July of 1997, as an elenment of QPP, requires
that no units of plasma be accepted for further processing
unl ess the donor has successfully passed at |east two health
history interviews and two panels of all required screening
tests.

Thi s standard takes advantage of the repeat donor
popul ati on unique to the source plasma industry, to further
reduce the risk of undetected infectious units of plasna
bei ng nmanuf act ur ed.

[Slide.]

By definition, Applicant Donors are described as
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all individuals presenting thensel ves who have not been
previously qualified as a donor in the past six nonths.

O the other hand, Qualified Donors are al
i ndi vi dual s who have been qualified for continued donations
by successfully passing two donor screening and viral
testing panel s.

More specifically, individuals will be considered
Applicant Donors until such tine as they have successfully
passed the foll owi ng two-stage m ni num donor screening
pr ocess:

In Stage 1, persons presenting thensel ves for
donation initially wll be screened according to al
appl i cabl e government and QPP screening and testing
criteria. This applies whether a conplete plasma unit or
sanple only is collected. At this stage the person will be
consi dered an Appl i cant Donor.

In Stage 2, reclassification of a person from
Appl i cant Donor to Qualified Donor is achieved by passage of
a physical examnation as required by governnent regul ati ons
and either: (a) subsequent donation of a conplete unit and
accept abl e donor screening and testing based on al
appl i cabl e governnment and QPP requirenents; or (b)
subsequent donation of a sanple only for the purposes of
viral marker testing and successful passage of the conplete
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medi cal history screening questionnaire.

The subsequent screening of Applicant Donors nust
occur no less than the mninumtine interval allowed by
appl i cabl e government requirenments and no greater than six
nont hs.

Testing and donor screening to classify a person
as a Qualified Donor nust be adm ni stered by coll ection
centers operated by the sane conpany.

No units of plasma froman Applicant Donor wll be
acceptabl e for the nmanufacture of therapeutic plasna
products until the person has becone a Qualified Donor.

What this acconplishes is that no plasma will be
used for manufacturer that has conme froma donor who has not
shown a coimtnent to repeat participation at the plasnma
centers. This markedly reduces the probability of using
pl asma from unaccept abl e popul ati ons such as persons who
appear primarily for free viral testing or those in
i mredi at e nonetary need.

This standard al so ensures that at |east two
accept abl e virus screening panels are perfornmed on each
prospective donor, which reduces the probability of testing
error, and, to a lesser or greater degree, depending on the
interval between sanpl es, reduces the w ndow period for each
Vi rus.
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In summary, the use of plasma fromone-tine donors
is conpletely elimnated through this initiative. Through
this standard, industry is also able to retrospectively
assess the acceptability of initial donations wth
subsequent interviews and test results.

The second initiative is the viral marker rate
standard. This will redefine the existing standards and
reestablish the maxi numal | owabl e viral mnmarker rate for
i nci dence of anti-HCV, anti-HYV, and Hepatitis B surface
antigen in qualified donor popul ati ons.

It was agreed by the nenber of the I PPI A and ABRA
that the quality of plasma froma given center is best
determ ned by neasuring the confirned reactive rates of al
pl asma units obtained fromthe Qualified Donors of each
center.

Because the donor popul ation and testing
requi renents are precisely defined, this standard wl |
provide an ability and opportunity to nonitor and assess the
overall quality of the repeat donor popul ation at each
center.

Al participating centers are coomtted to have
begun to performconfirmatory testing of anti-HCV, anti-HYV,
Hepatitis B surface antigen as of July of this year. From
this date, the confirned reactive rates of Qualified Donor

M LLER REPCRTI NG COVPANY, | NC.
507 C Street, NE
Washi ngton, D.C 20002
(202) 546- 6666




aj h

10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

units obtained at this each center will be collected for
each of the three viral narkers.

The data collected over the first six nmonths wll
be anal yzed statistically, so that a meani ngful naxi num cut -
off |l evel can be established. Each donor center wll be
required to maintain a viral marker rate belowthis limt as
part of its QPP certification. Facilities exceeding the
[imt will be identified for corrective action or exclusion
fromthe program This standard will be inplenented in
January of 1998.

[Side.]

In order to obtain an estimate of the expected
viral nmarker reactive rates to be obtained in the above
pl an, ABRA has undertaken a viral marker data collection
effort concerning confirmed positive rates of units from
Qualified Donors at participating centers.

Retrospective data as collected prior to July of
this year fromvarying tine periods ranging from6 weeks to
6 nmonths fromall industry |aboratories. This data
represents a total of 3.175 mllion donations collected from
nearly all industry plasma centers and is shown as foll ows:

[Side.]

The Hepatitis B surface antigen of 0.005 percent;
confirmed anti-H YV, 0.0019 percent; and confirned anti-HCV,
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0. 0112 percent.

This retrospective data was collected to obtain an
i mredi ate glinpse of where our prospectively determ ned
rates are likely to be. ABFA will publish data collected
during the July 1 to Decenber 31 period, as well as that
collected on an annual basis. Viral reactive data collected
fromall participating centers will be evaluated on a
routi ne basis, so that neaningful cut-off limts can be
mai nt ai ned.

[Slide.]

The inventory hold. The third Voluntary
Initiative is the institution of an inventory hold for units
of plasma prior to pooling for further processing. A
m ni num 60-day hold will be inplenmented on all units
col l ected by January of 1998.

The inventory hold programtakes full advantage of
the frequent and repeated participation of source plasna
donors. As can be seen in this exanple, if a donor becones
infected with a given virus, such as HV or HCV, a w ndow
period exists during which tine he or she is potentially
infectious, but is not detected as such by current screening
tests whi ch neasure antibody response to the viruses.

By holding all seronegative units in an inventory
hol d, this standard provides nmanufacturers with the
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opportunity to retrieve units frompreviously qualified
donors who seroconvert on a subsequent donation, or are

ot herwi se disqualified. Thus, w ndow period units, as those
shown in this illustration, can often be prevented from
entering the manufacturing pool s.

Dat a have been coll ected over a five-nonth period
froman | PPl A nenber conpany incorporating an inventory hold
program During that tine, over 300,000 units of plasna
were entered into the inventory hold. It is inportant to
note that approximately 97 percent of these units were
foll owed by a subsequent donation by the sanme donor.

Atotal of 2,555 units were renoved fromthe
inventory hold as the result of 331 donors being identified
by subsequent seroconversions, other surrogate testing, or
post-donation information. As a result, these units were
prevented fromentering the nanufacturing pool s.

The voluntary inventory hold identifies units
obt ai ned fromseroconverters for HV, HCV, and HBV. It also
has the capacity of renoving units that nmay contain any
known or unknown virus of which transm ssion nay be
associated with the potential high-risk behavior identified
by the current testing nethods or post-donation informnation.

PCR testing. The fourth Voluntary Initiative is
the inplenentati on of Genone Anplificati on Technol ogy,
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commonly known as Pol ynerase Chain Reaction or PCR  This

t echnol ogy can further reduce the w ndow period by
identifying potentially infectious units which fall bel ow
the detection threshold of existing donor screening and
testing technol ogies. Each of the manufacturers i s working
closely with the FDA and other affected parties to obtain
the required agency approval s necessary to inplenment PCR
technol ogy as rapidly as possible.

Not only can PCRtesting limt the maxi num
potential viral |load to the detection limt of this
sensitive assay, it can also serve to validate the
ef fecti veness of the previously described standards.

In summary, the four Voluntary Initiatives,
descri bed above, represent a trenmendous cooperative effort
bet ween pl asnma collectors and fractionators, and are
expected to have a significant inpact on increasing the
margin of safety of all products derived from human pl asna.

It shoul d be enphasi zed, however, that these
standards represent not a final solution, but a dynamc
process which will be continuously eval uated and i nproved.
These Voluntary Initiatives di scussed above are part of a
conpr ehensi ve package of initiatives put forth by industry
to take advantage of new i nformati on systens and technol ogy
used to continually inprove the margin of safety in plasna-
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based t her api es.

It is hoped that the significance of these efforts
wi Il be recogni zed by the appropriate regul atory agenci es,
as well as the consuners of our |ife-saving products.

| will turn the m ke over to you.

Dougl as Bel |

MR BELL: Thanks, Tom

[Slide.]

Qur coomtnent to safety is clearly illustrated by
the QPP and the Voluntary Initiatives. Mre inportantly,
what can be seen is that we have responded to the chal |l enge
and pursuit of nmaking pl asna-based therapi es ever safer, not
with rhetoric, but with action.

You have heard a detail ed discussion of the ABRA
Quality Plasma Programand the I PPIA Voluntary Initiatives.
As you see, these initiatives are dynamc and continual |y
evolving in our search for safer therapies. Sonme of these
initiatives have been in place for years, other are being
i npl emented and we are proud to announce yet anot her
addition to our safety initiatives.

In our testinony this summer before Congressnan
Shays, Human Resources Subcommttee, we outlined seven
| ayers of safety in the manufacture of plasna-based

t herapi es. The uni queness of fractionation allows for these
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additional |ayers of safety. W believe that these | ayers
of safety are fundanental to achieving the | evel of safety
our patients expect and need.

[Slide.]

These | ayers of safety are donor screening, donor
deferral, donor testing, inventory hold, quality assurance
and good manufacturing, viral inactivation and renoval, and
recall notification. |In fact, earlier, | think there was a
triple safety net remarked on earlier and some di scussion at
BPAC. W believe that there is much nore than that, at
| east seven | ayers of safety we believe to have achi eved.

As you have just heard, the industry has for years
actively and nethodically undertaken a series of voluntary
initiative to address these opportunities for defense.

These industry initiatives serve to conpl enent the

i ndividual efforts nade by each manufacturer to safeguard
against inpurities. Together, these efforts forma
protective safety barrier that is far stronger than each of
t he conponent parts. Yet, all of these parts nust be strong
in order to provide the best assurance of safety.

What we are pursuing -- and what we commtted to
at Chairman Shays oversight hearing -- is a conprehensive
pl an that builds upon the seven | ayers of safety. A
conprehensive plan that will reviewthe existing initiatives
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to measure their progress, assess the need for new
initiatives, and communi cate to key individuals our
obj ectives and the progress that we have nade.

In a staged process, we are assessing our existing
voluntary initiatives, our commtnent to reduce pool size,
and the need for new prograns. 1In the context of this
exam nation, we will determne accurate forns of neasurenent
to quantify our progress.

As | PPl A Executive Drector Robert Reilly stated
to Congress, "That is our goal, our challenge, and our
commtnment -- and we will verify the success of our efforts
t hrough accurate neasurenents.”

[Slide.]

If you examne the QPP certification standards and
the four voluntary initiatives at the macro-level, each is
an inportant piece of the safety puzzle. Each has its
critical role in maximzing safety. Each has its critica
time in the process. Finally, each has its critical place
in the system

What is evolving -- and what industry has
commtted to develop -- is a keystone to these prograns that
wll be the glue bringing all of the pieces of the puzzle
t oget her.

[Slide.]
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| PPI A over the next several nonths wll be
exam ning the key elenents of this plan. W wll share
those key el enments with Congress, the FDA, and consumer
groups for feedback and comment. After receiving comrent
frominterested parties, the industry will then finalize the
detail s.

The seven | ayers of safety are the foundati on upon
whi ch we are building in our ongoing commtnent to naking
pl asma- based therapi es safer still. The basis of our
strategi c plan should then be no surprise.

The industry has a long history of nmultifaceted
voluntary initiatives that address the seven | ayers of
safety. W are |ooking toward expandi ng those vol untary
initiatives to include a keystone or conprehensive plan that
wll help interlock the existing voluntary initiatives
together with the seven | ayers of safety into one unified
pr ogr am

As providers of plasna-based therapies we are, and
must continue to be, leaders in the coormtnent to safety.

It is aresponsibility that we take very seriously. The
message we are sendi ng through these voluntary initiatives
and our coomtnent to this conprehensive plan shoul d be
clear: Industry is dedicated to continuous inprovenent, so
that the peopl e who depend on pl asna- based therapies for
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their health and their very lives will know that those
therapi es are safe, available, and effective.

In sum what you have heard in our presentation is
that industry has a nunber of robust voluntary prograns
underway. The @P, which began in 1991, and the four
voluntary initiatives that began in 1996, and are bei ng
i npl emented this year, these industryw de prograns serve to
conpl enent addi ti onal measures that each individual conpany
enpl oys.

What we have said is that we will reexamne all o
four existing initiatives, add a conprehensive initiative to
our existing plan, and report publicly on the progress we
have nade.

VW are very excited and proud of these prograns.
V¢ hope that you can enbrace and support us in these
endeavors.

Thank you very much, and we will be happy to
answer your questions.

DR HOLLINGER  Thank you.

| think what we will do, if the Conmttee doesn't
mnd, | think I will go on and have the FDA commentary on
the proposal first, and perhaps even go into the conmments
fromthe group before nmaking we can respond. |s that al
right with the Commttee?
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Wiy don't we have the FDA's commentary and then we

w |l rnove forward
FDA Comrentary on Proposa
Paul Aebersold, Ph.D.

DR AEBERSOD: M nane is Paul Aebersold. | am
inthe Division of Blood Applications. | wll start the
commentary. There will be three speakers, as Dr. Winstein
i ndi cat ed.

[Side.]

First, to comment on the inventory hold, | would
actually comment on all of the proposals. They are
definitely very positive steps to reduce the frequency of
wi ndow period donations fromgetting into the nanufacturing
stream

That is the underlying comment about the
proposal s, but |let ne say about the inventory hold, that in
an ideal world, I think we all know what the inventory hold
would be. It would be a period of tinme that was | onger than
t he wi ndow periods for these three viruses, and any unit
woul d be rel eased only when a donor subsequently returned
after the | ongest w ndow period, 89 or 90 days, or sonething
like that, than the previously released unit ol der than that
age woul d be rel eased.

This woul d mean essentially that only units woul d
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be used for whom a subsequent test existed past the |ongest
w ndow period. That is the idea situation. There is a lot
of inpracticalities about it, not the | east of which would
be that anytinme a donor dropped out of the donor pool, since
they woul dn't be com ng back, you would | ose a nunber of
units.

In terns of a coomentary on this, as probably the
i deal perhaps not being practical, the question would be is
the 60 days | ong enough to enconpass the w ndow periods.
course, again, there is no guarantee that a donor woul d be
returning before the product was released. As it stands,
the product woul d be rel eased at 60 days whet her or not
there was a subsequent test for qualified donors.

[Slide.]

Ve will look at the next slide. The applicant
standard. These are al so, of course, under the 60-day hold,
inventory hold. Again, elimnating plasma for which the
donor never returns, not using that is a positive step based
on the nunbers that were given that 95 percent of the
positive tests conme froma snall percentage of donors who
are the first-time donors, this would be expected to reduce
t he nunber of w ndow period donations entering the
manuf act uri ng stream

The busi ness of qualifying the donor by two tests,
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question of what tine frame shoul d be consi dered between
these two tests for a person to be considered a qualified
donor. | gathered -- | should say | amsubstituting for
soneone who is on jury duty, and | amnot in the plasna
col l ection business nyself -- but ny understanding is that
the time between donations could be two donations in a week
or sonething like that, and then the question that comes up
is, is this a suitable period, have you really | earned that
much nore about a donor to qualify that person because they
canme back twice in a week, or are they tw ce as desperate
for noney on the other side of things, would one want to see
a longer period between donations to consider sonmeone a
qualified donor.

(ne coul d concei ve perhaps that an absol ute
quarantine or hold for the | ong w ndow period tine, although
maybe not practical for every donor, mght be sonething that
could be considered for first-tinme donors to enter theminto
the qualified pool, so that you woul d actually get a second
test past the wi ndow period donations before you woul d
consider thema qualified donor.

This woul d have a down side, of course. There may
be nore plasma units that couldn't be used.

[Slide.]
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The last part of the QPP programthat | wll say
anything about is the viral narker rate standard, and |
guess this is like apple pie, of course, one is in favor of
it. | guess the questions that the FDA would nost |ikely
have to ask would be howis it handled if one of the
collection centers falls outside these bounds, how do they
take corrective action to ensure a better nmarker rate
standard or conpliance in the future, how woul d they change
their donor recruitment, for exanple, if they fell out of
bounds, and, of course, in the nmeno that was in the BPAC
package, the question was asked what about first-tine
centers, since they are going to have first-tinme donors, you
woul d expect their rates to be higher. So, we don't have
probably all of the information about how this program woul d
work for first-tine centers or for centers what fall out of
conpl i ance, and yet obviously, it is a very desirabl e thing
to hold the rate of positive donors down as nmuch as
possi bl e.

Dr. Hewett will talk about the PCR testing.

Indira Hew ett, Ph.D.

DR HEWETT: Good afternoon.

[Slide.]

| amgoing to present a critique and an FDA

response on the aspect of the proposal that tal ks about
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i npl enentati on of gene anplification technol ogy.

[Slide.]

The | PPl A proposal does tal k about inplenmentation
of gene anplification technol ogy, specifically, PCR testing
with an eye towards early detection of the infectious agent
and reduction of the w ndow peri od.

They also are currently working with FDA to
i npl ement testing. However, the proposal does not provide
any details on assay mnethodol ogy, on the standards that will
be placed for PCRtesting, and algorithns for testing, as
wel I as how donor notification of positive results wll
occur .

[Slide.]

FDA' s current perspective and thinking is that
nucleic acid testing is perhaps the nost sensitive nethod
currently available for early viral detection. Nucleic acid
testing would result in reduced viral burden in blood and
pl asma, and this is a good thing.

The pl asma i ndustry has proposed, however, testing
pl asma pool s rather than single donations for the presence
of viral nucleic acid. Part of the reason for this is that
pool testing may be the nost practical at this time given
the state of the technology and the rapid evolution of this
t echnol ogy.
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[Side.]

FDA bel i eves and recogni zes that plasna pool
testing inplementation is in the best interests of public
health. W also believe that it is an interimstep toward
singl e donation testing, which we hope will be the future in
terns of donor testing.

The test is considered to be a donor screen
because donors are being tested in the process of generating
pl asma pools, and as a result and consistent with our
approach in the past with regul ati on of donor screening
assays, these tests will be evaluated under the | NDY PLA
mechani smfor |icensure.

The purpose of the review under this mechanismis
to establish manufacturing consistency of the test, as well
as to establish the perfornmance characteristics of the
assay.

[Side.]

An integral part of pool testing woul d be donor
notification, and the issues here have to do with the public
health benefit that is derived fromdonor notification
including treatnent and prevention of subsequent viral
transmssion. Therefore, we believe that plasna pool
testing while being inplenented shoul d occur in concurrence
wi th procedures for donor notification and deferral, as well
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as product retrieval.

[Slide.]

| amgoing to very briefly outline sone of the
regul atory concerns in regard to the test nethodol ogi es, and
| have actually spoken in greater detail about this at a
previous nmeeting of this coonmttee.

So, to sumarize the issues, the key issues have
to do establishing a rationale for the pool size, taking
into account its inpact on test sensitivity. Al though FDA
has not yet defined a specific lower [imt of detection, the
current thinking is that the lower limt should ideally be
bel ow 100 copi es per nm.

The test should al so be evaluated for clinica
sensitivity and specificity in addition to anal ytic
sensitivity, and test sensitivity shoul d be established for
viral variance, and this, of course, will be determned by
the design of priners and probes used in the assay.

[Slide.]

G her regul atory concerns include establishnent
and eval uati on of sanple and reagent stability, the
reproducibility of the assay, the effect of interfering
substances in generating either fal se positive or false
negative results, which is of particular concern in a pool ed
mat ri x.
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In addition, the issue of controls is inportant
with pool testing, of course, and PCR testing, one has to be
concerned about controls for contamnation, as well as
internal controls that woul d ensure that the assay has, in
fact, been perforned as expected and descri bed.

QG her issues have to do with the establishnent of
quality control methods that woul d nonitor nmanufacturing
consi st ency.

[Slide.]

Finally, validation of the pooling matrix is, of
course, very critical. W have seen in our discussions wth
industry a variety of pooling matrices and pool sizes, and
that this of course has to be validated including validation
of mechani sns that would allow tracing of positive results
back to the original donation and to the donor

This type of setup, of course, would necessarily
i nvol ve software and instrunent use, and validation of both
software and instrunentati on should be provided by the
i ndustry.

In addition, since this product or this type of
testing wll fall under the I ND nechanismfor review, the
test met hodol ogy of course will fall into the category of
tests that woul d be under |ot rel ease requirenments using
CBER panel s.
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[Slide.]

In the next couple of slides, | would like to
outline sone proposed regul atory options that are under
consideration by the FDA, and this of course is an effort
that FDA has taken on to facilitate inplenentation of PCR
testing.

The first option is one where the bl ood product
manuf acturer woul d take on full responsibility for the
testing. The manufacturer would submt the IND and the PLA
and assune responsibility for the quality of the test.

G her manufacturers wishing to use the test would then file
PLA suppl enents for each product, and the test nethod woul d
be subject to lot release testing to nonitor test

per f or mance.

[Slide.]

In the second option, the bl ood product
manuf act urer may choose to send plasma or pools to a testing
| aboratory. The testing |aboratory would submt then the
| ND and the PLA toward |icensure, and |icensure would then
permt labs to test for multiple custoners.

The bl ood product nmanufacturer woul d then submt
i ndi vi dual PLA suppl enents for each product, and the test
[ ab woul d then conme under | ot rel ease surveill ance.

[Slide.]
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Inathird option -- | do want to enphasi ze that
all of these options are proposed and are under di scussi on,
and comrents will be solicited fromthe industry -- the
third option is one where the bl ood product manufacturer
devel ops an in-house test as a nmanufacturing control.

In this instance, any reactive specinens that are
identified would be tested by an i ndependent | aboratory, and
this would be set up in the framework of shared
manuf acturi ng between the testing | aboratory and the bl ood
product manuf acturer.

The main concern and the inportant point here is
that the in-house test should be no I ess sensitive
anal ytically than the outside test |ab nmethod. The bl ood
product manufacturer and the testing |ab then submt | NDs
and PLAs, and the conbined test nmethod is then |icensed as a
donor screen.

[Slide.]

In the last option, the blood product nmanufacturer
woul d use a test kit devel oped i ndependently for pool
testing. The test kit manufacturer and the bl ood product
manuf acturer woul d submt separate | NDs and PLAs, and the
test is then licensed for the specific intended use, which
inthis instance is pool testing, and for the use for which
adequate clinical data is provided. Again, the test kit in
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this instance woul d be subject to |ot rel ease testing.

[Slide.]

In summary, FDA's view is that inplenmentation of
nucleic acid testing in the formof plasma pool testing is
in the best interest of public health, although we see that
this is aninterimstep towards single donation testing in
the future

As a validation, should be eval uated under the
| NDY PLA nechani sm consistent wi th other donor screening
tests, since we have established at this point that this in
fact is a donor screening node.

Finally, testing or inplenentation of plasnma pool
testing is expected to occur in conjunction w th donor
notification of positive test results.

| would like to conclude by saying that the
options that were presented, the last four options that were
presented are in fact part of a Federal Register notice that
is being drafted at the FDA and will be circul ated for
comment, so what you are seeing here is in fact the current
thinking of the FDA in terns of plasma pool testing, and the
mechani sns that we have expl ored under the regul atory
purview that this set of products would fall under to
facilitate the inplenmentation of PCR testing and gene
anplification testing for the testing of plasnma pools.
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| think the next speaker is Tom Lynch.
Thomas Lynch, Ph. D.

DR LYNCH (ood afternoon.

[Slide.]

This subject, pool size limtations in
manuf acturing plasma derivatives, is a subject that we have
brought before the Coonmttee before, the nost recently in
Decenber 1996.

It may be useful to reviewthat initiative now
before we go on to review the current |IPPIA proposal. In
brief, FDA cane forward with a systemthat has several key
features. MNunber one, in addition to suggesting that limts
shoul d be proposed, we suggested that those [imts be phased
in over a period of tine.

Second, we proposed recogni zing a difference
bet ween products nmade from source plasma and t hose nmade from
recovered plasma, and set different limts for those two
cat egori es.

Third, we suggested that the pool size be neasured
in terns of donors rather than donations or vol une.

Fourth, in doing this bookkeepi ng, we suggested
that donors contributing to the albumn that nmay be added as
a stabilizer excipient were even added to an in-process
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material during nmanufacture, not be included in the fina
total.

Fifth, recognizing that some products are
different fromother products, we proposed a mechani sm by
whi ch exenptions mght be granted for particul ar products
where the limts were either inpractical or woul d adversely
affect the quality of a product.

This was debated rather energetically in Decenber
both the effectiveness of these nmeasures and their inpact on
product availability and cost were called into question.

The FDA undertook an information gathering process in an
attenpt to assess actual manufacturing practices anong the
nine |l argest plasma fractionators who hold U S. |icenses.

That process i s ongoi ng, however, we have received
sone prelimnary data fromthe firns in question

[Slide.]

Over the past nonth of six weeks, FDA has al so
received a proposal fromlIPPIAto institute a voluntary
limt of 60,000 donors. MNotably, this limt would apply
across the board to both recovered and source plasnma. It
woul d include in the sum donors who contribute to the
manuf acturer of the active ingredient of a product, as well
as any stabilizing protein that may be added to it.

Finally, the proposal that FDA has received
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specified that this limt would apply to the maj or products.

As | see it, this proposal does have two nain
virtues. darity is one. It is a very sinple because it
does not propose a conplex nulti-tiered program The limt
is easily understood. Therefore, conpliance with it, shoul d
this limt be adopted, would be sinplified.

Secondly, we may assune that this limt is
practically achievable since it conmes froma najor segnent
of the industry itself. However, | would ask you to bear in
mnd that not all US -licensed plasna fractionators are
menbers of IPPIA although those nmenbers do account for the
bul k of the market for plasma fractionated products.

[Slide.]

Just a brief side-by-side conparison points out
certain differences that are already fairly apparent. Both
FDA and | PPl A agrees that donors are an appropriate neasure
of pool size for a variety of reasons, however, the nunber
the gross nunbers do differ in sone respects.

However, those differences are not easy to resol ve
because of, first of all, the FDA proposal initially
enconpassed only the active conponent in any given product
whereas the current industry proposal includes the active
conponent and any exci pi ent protei n added.

The differentiati on between sources and recovered
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pl asma that was part of the FDA program has been elim nated
in favor of a single limt, and while the FDA proposal
explicitly enconpassed all plasnma derivatives and the

i ndustry proposal suggest perhaps only major products are
included, in fact, this may be a difference without a rea
di stinction, since nost of the "mnor" plasna-derived
products are nmanufactured fromsnaller pools. Thereis a
point of clarification there.

Finally, the tine frame for inplenentation, we
initially suggested a three-nonth and 12-nonth period of
inpl ementation. O course, those limts have | argely been
nooted by intervening events. Nonetheless, the tinme frane
for the current proposal is not clear, at least to ne.

[Side.]

In terns of evaluating the nuneric limts, one
nmust consi der separately products that are nmade with and
wi thout albumn or other stabilizing protein in the process.
I will turn first to the ones that include albumn. That
woul d be intravenous i munogl obulin and anti-henophilic
factor. These products are currently fornulated with
al bum n and of course would add, under certain
circunstances, to the effective pool size, the donors that
are represented in any given final container of product.

In this context, the 60,000 proposed limt is at
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industry average as it exists today. By "hypothetical," |
nmean that nunber of donors in a manufacturing pool that one
woul d arrive at by considering the average size of a plasna
pool fromwhich the active ingredient was derived and the
average size of a plasna pool fromwhich the excipient is
deri ved.

That is not always the case. |In sonme cases, the
addition of stabilizer may increase the effective pool size
by a larger proportion, and in sone cases, by |esser
proportion. It depends on the preci se nunber of donors that
contributed to the particular lot of al bumn used as a
stabilizer.

That notw t hstandi ng, the 60,000 donor limt would
in fact reduce pool size by elimnating the occasional
exceptionally large plasnma pool that a given lot of product
may be manufactured, and by elimnating the above average
pools, the fairly routine manufacture, that may occur above
t he 60, 000 donor limt.

[Slide.]

Turning to those products that are not fornul ated
with any stabilizer, the 60,000 donor |imt appears to be
substantially above the average pool size as it currently
exi sts for nost manufacturers, for nost products.
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Now, | hasten to point out that that is not
necessarily true for plasnma derivatives nmanufactured from
recovered plasnma, but with that caveat in mnd, we are
| ooki ng at nunbers substantially |arger than current
i ndustry practice on aver age.

Nonet hel ess, the occasi onal exceptionally |arge
pool does exist for these products, and the 60,000 donor
[imt would elimnate those. It is a concern of ours that a
60, 000 donor Iimt, however, would permt increases in scale
fromwhat is currently practiced, and woul d ask whet her or
not a cap at current |evels would not be appropriate.

If it was decided that capping current industry
practice at its current level is an appropriate thing to do,
the issue of howto define that cap conmes up, and this is
not an issue that we have resol ved yet.

[Slide.]

QG her unresol ved issues regarding this proposal is
the time frane for inplenentation. W are not sure exactly
how soon this limt can be adopted, whether it is
appropriate to allowthis restriction to be entirely
voluntary or whether it should be folded into sone sort of
formal regul atory nechani sm such as a change to a product
l'i cense.

The exact scope of the proposal is also not clear,

M LLER REPCRTI NG COVPANY, | NC.
507 C Street, NE
Washi ngton, D.C 20002
(202) 546- 6666




aj h

10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

220

whether it is intended to be restricted only to the "najor
products,” or whether all plasna derivatives shoul d be
included, and finally, because this proposal derives froma
trade associ ation that does not enconpass all U S
licensees, it is not clear whether the non-nenbers, the non-
| PPI A menbers, do in fact endorse this limt.

[Slide.]

Finally, we would ask whether or not a distinction
bet ween source and recovered plasna is appropriate. W are
given to understand that it may in fact be possible to
mai ntain the use of recovered plasnma at the 60,000 donor
limt. EBimnating the distinction that was proposed in
Decenber of '96 woul d of course elimnate the issue of
whet her such a distinction can be scientifically justified.

Finally, the question of whether or not FDA shoul d
continue to evaluate this nmanufacturing i ssue and
contenpl ate additi onal measures in the future should those
becone appropri at e.

Thank you very much

Open Public Hearing

DR HOLLINGER There are four additional speakers
in the open public hearing that want to speak on this issue
also, sol think we will have those four go ahead and gi ve
their talks, but I would have you [imt this to no nore than
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eight mnutes a person. W have 30 mnutes designated here,
and the first one will be by Kathy Mles Gews fromthe
| mmune Defi ci ency Foundati on.

M. CREW5: (ood afternoon. | amKathy MIes
Oews. | ama nenber of the Immune Deficiency Foundation
National Board of Trustees, and | am President of the Texas
Qi f Coast Chapter. | amalso the parent of an i mune
deficient adol escent, and I have two brothers who have
primary immuno deficiencies. So, this is sonething that I
have lived with for a long tine.

G owi ng up | watched ny younger brother suffer
fromchronic illness. Their physicians suspected that the
i mmune deficiencies that ran in our famly were possibly
genetically linked. GConcerned with this possibility, I
hesitated to have children. Wth the advent, though, of
IMG ny brothers' quality of life changed for the better
and | found nyself rethinking the possibility of starting ny
own famly.

| nmarried and with great anticipation ny first son
Cody was born healthy. Four years later ny son d ayton was
born, and within six nmonths ny worst fears cane true. As a
carrier, | had passed a genetic disorder on to and had gi ven
it to ny second son. But at the age of eight nonths, he
began the IVIGtherapy. This therapy has enabled O ayton to
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growinto a very normal heal thy adol escent.

I VI G has been instrumental in helping our famly
live a very normal life, free of the fears of constant
recurring and life-threatening illnesses. However, in 1994,
we | earned that the nedication that kept hi mhealthy had
devel oped sone serious problens. Hepatitis C had been
transmtted through the use of IMG W were not able to
adequately obtain the | ot nunbers fromthe nmanufacturer
associ ated with the Hepatitis Cvirus. To this day, ny
famly is not sure of the lots that were affected by
Hepatitis C

At that juncture, our famly, along wth thousands
of others, becane very proactive in issues related to bl ood
safety. Issues related to recalls, wthdrawals, and
notification became a paranount concern. This leads ne to
the point | would |like to nake today.

Patients and physicians need to be notified
directly in the event of a recall or a w thdrawal.

The | mmune Defici ency Foundation's Nati onal
Patient Survey has revealed to us that over 20,000 patients
receive regular infusions of IMG A though we do not have
formal studies, as President of the Texas Qulf Coast
Chapter, | amin regular contact with 200 to 250 patients in
ny area. | can therefore present what | believe to be a
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typi cal scenario for imrune deficient patients.

The typical patient does not record | ot nunbers,
and sone are not even aware of the brand of IMGthey are
on. Patients who want to record their nunbers and use an
infusion | og sonetinmes are not able to do so because the
person who is giving the infusion does not know the | ot
nunber .

In the event of a recall or wthdrawal, the
product often stays in the pipeline and because the nmajority
of patients are not being notified directly, infusions of
wi t hdrawn products occur frequently. The result is and wll
continue to be that the patients, even the vigilant
patients, are likely to be infused with w thdrawn products.

The | nmmune Defici ency Foundation is anxious to
join with other patient groups, the FDA and industry in a
joint effort to provide pronpt and direct notification of
product recalls and withdrawal s to patients and physi ci ans.

The IDF is currently working with the A pha 1
Foundati on, the National Henophilia Foundation, and ot her
parties in an effort to develop a patient notification
programdirected towards regul ar users of plasnma products.

I n essence, the systemwoul d encourage patients
and physicians who regul arly use or prescribe plasma
derivatives to enroll in a voluntary registry or database.
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It woul d be managed by a third party, as a means to permt
the plasma industry to directly notify patients and
physicians of all recall and w thdrawal s.

Wthout going into great detail on the specifics
of the program let me just state five basic criteria which
must be net in any patient notification system

1. Patient confidentiality. It nust be
guaranteed. Patients will not enroll if they believe that
their confidentiality is going to be breached.

2. Any notification systemnust be industry w de.
Many i mmune deficient patients are having to switch from
brand to brand particularly in this tine of shortages.
Patients should not have to be burdened with a nulti-system
and al so we shoul d be provided with a single point of
access.

3. Drect and active notification of individua
patients and their prescribing physicians a nust. Patients
must not be required to seek out this information on their
own initiative.

4. Patient and physician educati on nust acconpany
a nore effective recall systemto ensure conpliance. W
must be ever mndful of the patient's fears in the face of
this infornation.

5. The FDA has the responsibility and shoul d
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oversee the inplenmentation of such a system At the
Novenber 1996 wor kshop on patient notification, FDA
officials indicated that the preanble to the 1978 guideline
on recall does require industry to conduct effective recalls
to reach end users. |DF believes that the FDA has the
responsibility to enforce this inplenentation.

| would like to nake the Commttee aware that |DF
the Al pha 1 Foundation, and the National Henophilia
Foundati on are currently working cooperatively to design a
programthat nmeets these criteria.

Permit ne to close with just two personal
observati ons.

M/ brother, Stephen, is now a practicing allergist
and imunol ogist. In his practice, he treats patients with
prinmary i mmunodeficiencies and he prescribes IMMG To date,
he has never received a recall or wthdrawal notification
fromany nmanufacturer of IMG As a patient and as a
physi cian, and as a nenber of nunerous nedical societies, it
is shocking to ne that he has never received direct
notification.

As a nother of a 13-year-old child, dayton wll
be infused with this product 17 tinmes this year alone. The
present system nakes nme certain that one of his infusions he
will receive will have been a w thdrawn and recal | ed product
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wi t hout our know edge or we are going to be notified too
late. In fact, thisis a fact that | personally just cannot
accept. | urge the Coonmttee to oversee the inplenentation
of a patient notification systemto reach all users, all end
users.

Because of this norning' s discussion, | am
conpelled to point out that there are no formal CDC or FDA
sponsored health surveillances or | ookback studies in the
primary i mmune deficient coomunity, and | woul d encourage
CDC or FDA to contact the Foundati on.

| would like to thank you for letting ne voice ny
concerns today. Thank you very mnuch.

DR HOLLINGER  Thank you.

VW have two speakers for the National Henophilia
Foundati on. W can either have one that speak for eight
mnutes or two that can speak for five mnutes each, because
we only had one actually that asked to speak here.

Ohe is Bruce Ewenstein -- | amsorry, Patrick
Col lins, and the other Val Bias.

MR CCOLINS: ood afternoon. | amgoing to read
a prepared statement fromDr. Bruce Ewenstein, as well as
the rest of the nenbers of the National Henophilia
Foundati on's Bl ood Safety Working G oup of which Dr.
Ewenstein is a co-chair.
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A rapid and effective notification systemfor
consuners of blood products that have been the subject of
mar ket withdrawal or recall has been a | ong sought goal of
the National Henophilia Foundati on and renains one of the
agency's highest priorities.

The availability of tinely and accurate
information is an absol ute requirenent for inforned
deci sions on the part of consunmers and treating physicians
as they bal ance the risks and benefits associated with the
contenpl ated use of such products.

V¢ believe that a prinmary notification system nust
reach all concerned parties, should not require that
consuners seek out information, and nust respect the
patients's right to privacy.

It remains our position that the posting of
updates pertaining to market withdrawal s, recalls, and
ongoi ng investigations by toll-free tel ephone |Iines and
Internet web sites provides a val uabl e adjunct to, but not a
substitute for, an adequate primary notification system

VW agree with FDA' s previously stated position
that the creation of such a systemis the responsibility of
the manufacturers of these products. W al so believe that
the FDA has the regulatory responsibility to nonitor
i ndustry performance and to enforce conpliance with
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est abl i shed st andards.

V& propose the creation of a system conprised of
two conpl enentary conponents that together woul d assure that
participating consuners and prescribi ng physicians receive
rapid notification of product withdrawals and recalls while
al so providing witten docunentati on of the manufacturer's
actions to all end users of these products.

V¢ envision that the first of these conponents
i nvol ve the use of a single independent agency that woul d
i ssue tel ephonic and/or overnight mail notices to consuners
and prescri bi ng physicians who voluntarily submt their
nanmes. Medical necessity as well as recurrent shortages in
t he nmar ket pl ace require that many consuners recei ve products
fromnore than one manufacturer.

Cten, these substitutions are nmade on short
notice. Thus, the NHF strongly encourages all of the United
States plasnma product nanufacturers to contract with a
single notification system providing a single point of
access for all concerned parties.

The NHF is fully coomtted to working with the
manuf acturers, other organizations representing regul ar
consuners of plasma products, such as the | mrune Deficiency
Foundation and the A pha 1 Foundation, and the FDA in the
sel ection of an appropriate agency. NH is also coomtted
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to pronoting the voluntary use of this segnent of the
primary notification systemanong our mnenbership.

The second conponent of the primary notification
systemwoul d be designed to reach every consuner of a
product that has been the subject of a narket w thdrawal or
recall and to provide witten docunentati on of these events
pertaining to these actions.

This notification should follow the path of the
product from nanufacturer to end user and prescribing
physician. It may, be necessity, involve multiple segnents
of the plasma product distribution network and a
consi derabl e period of tinme may therefore be expected to
el apse between the withdrawal or recall decision and the
recei pt by the manufacturer that all consuners of the
af fected product have received witten notification.

Nonet hel ess, it woul d provide that every consuner
of plasnma products receive appropriate notices of potential
heal th hazards without requiring that these patients subm't
potentially sensitive nedical information to an agency not
directly involved in providing their medical care.

In closing, a prinmary notification systemnust be
i npl enented i medi ately in order for the end user to be
secure in the know edge that he or she has been notified of
a wthdrawal or recall. The status quo is totally
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unacceptable as there is no certainty that the end user
beconmes aware of the product withdrawal or recall. NHF
believes that it is the obligation of industry to rectify
this problemin an expeditious manner.

| thank you and | thank the Chair.

DR HOLLINGER M. Val Bias.

MR BIAS. &ood afternoon. M nane is Val Bias,
and I ama person with severe henophilia, Factor IX
deficiency. | have served as a past volunteer and currently
as a consultant to the National Henophilia Foundati on.

| would like to present NHF' s response to the
IPPIA initiatives. NHF supports, in principle, the
voluntary initiatives proposed by I PPl A and ABRA to enhance
the safety of source plasna used in the production of pooled
pl asma derivati ves.

Many of the proposals have been di scussed over the
past two years by industry, FDA, NHF, and others, as
measures to prevent inadvertent transm ssion of known
agents, and as inportantly, to mnimze the potential inpact
of unknown energi ng agents on chronic users of plasma
products. In fact, Immno initiated many of these
initiatives for their plasma products two years ago.

The initiatives we received prior to today did not
include all of the scientific data to fully comrent on their
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nerits. There is no doubt that these initiatives wll

i nprove the safety of pooled plasnma products. Ve | ook
forward to reviewng the nore detailed plans when the NHF s
Medi cal and Scientific Advisory Council (MASAC) convenes at
the end of Cctober. 1In the neantine, we would like to offer
sonme specific comrents on each industry proposal

Appl i cant donor standard. This calls for
preventing first-time donors fromcontributing to plasma
pools. This is a significant inprovenent in the safety of
pl asma pool s.

Viral marker rate standards. This neasure will
provide for upper limts on antibodies for HV, HCV, and HBV
i n donor popul ations at each donor center. W need to know
what the [imts will be, howthey will be determned, and
what will occur if they are exceeded before we can comment
further.

I nventory hold. A 60-day hold will be inplenented
for all plasma prior to processing. This neasure, coupled
with not using plasma for first time donors, could provide
an enhanced renoval w ndow for period donations. However,

t he wi ndow periods for HCV and HBV are frequently greater an
60 days, thus, some of the donors could contribute to the
pool ed plasma. A hold of at |east 90 days woul d nmake nore
sense. Alternatively, the use of genonme anplification
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t echnol ogy, PCR woul d shorten the w ndow peri ods
consi derably, and would allow for a shorter hold peri od.

PCR testing. The detection of viral nucleic acids
woul d significantly decrease the w ndow period for al
infectious agents transmtted via plasma. The prelimnary
proposal did not specify which agents woul d be screened. W
woul d strongly urge HV1 and 2, HAV, HBV, HCV, and
parvovirus Bl19 as the initials agents to be subjected to PCR
testing.

Furthernore, we support FDA requirenments for donor
notification of positive tests. The nethods for PCR testing
must have significant sensitivities and limts for
infectious materials in each pool needed to be established.
VW know from | muno' s experience that PCR testing can detect
and elimnate HCV and HBV from pool ed pl asma, however, we
need additional information on the proposal before we can
comment further.

Donor exposure limtation. Industry proposes a
60, 000 donor cap for plasma pools which nake nmaj or products
including Factor M1 and Factor |IX albumn, and IMG W
use the termpool size to nmean the nunber of donors
contributing to each lot of product, thus, all the
excipients and stabilizers need to be included in the total
figure if they cone frompooled plasma. This proposal is
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and the consuners who use coagul ati on products for the
fol |l owi ng reasons:

Ve were surprised, as seened to be the FDA, at the
bl ood safety hearing convened on July 31, 1997, by
Congressnman Chri st opher Shays, that up to 400,000 donors are
used in a single plasma pool. That is 27 tines nore than
t he 15,000 donors which we were led to believe by industry
were the upper limts, and considerably greater than
i ndustry acknow edged | ast spring when we queried each
manuf act urer.

I ndustry offered at the Shays hearing to reduce
pool sizes by 40 percent. W support all initiatives that
w |l reduce plasna pool size and we continue to support FDA
goals that will eventually |ead to donor pools of 15,000 in
the future

I n sunmary, the bl eedi ng di sorder comunity
wel comes these initiatives and once supporting data has been
reviewed by MASAC, we will support these initiatives if they
contribute significantly to safety.

As a person dependent on these products, | think
this is a step inthe right direction that industry is
taking. | thank themand I thank BPAC for considering them

Thank you.
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DR HOLLINGER  Thank you.

The next speaker is Christopher Lanb fromthe
Anrerican Red O oss.

MR LAMB. Thank you very much, M. Chairman, and
nmenbers of the Bl ood Products Advisory Commttee, for
allowing nme the opportunity to speak with you about the
i nportant issue of plasna derivatives safety. | am
Chri st opher Lanb, Vice President, Plasma Q(perations, of the
Anerican Red G oss Bionedi cal Services under which our
pl asma progr am oper at es.

The American Red ross is the largest not-for-
profit provider of blood services in the United States,
collecting alnost 6 mllion units of whol e blood from
vol unt eer donors annual |y, or about 45 percent of the
nation's blood supply. Blood collected for transfusion is
made i nto specific conponents such as red bl ood cells,
pl atel ets and plasma, which Red G oss distributes to over
3,000 hospitals in the United States.

In addition to these conponents, approxinately 1
mllion liters of plasnma recovered fromour vol unteer bl ood
donor units are annually processed, or fractionated, into
pl asma derivatives. Approxinmately 800,000 liters are
fractionated at Baxter Healthcare's Hyland D vi si on under
that conpany's FDA |icense, and approxi mately 200,000 liters
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are fractionated by the Swiss Red ross under its FDA
license. These plasna derivative products are distributed
under the Red Oross | abel to hospitals, henophilia treatnment
centers, and other internmediaries. The Red Ooss itself
does not fractionate plasna.

Pl asma derivatives manufactured for Red O oss
i nclude Factor Vi1l Concentrate used by persons with
henmophilia, albumn used to restore plasna volune in
treatnent of shock and burns, and i mmune gl obulins used to
treat immune disorders. Red (ross plasna derivatives
account for approximately 15 to 20 percent of the nation's
supply and are produced solely fromvoluntary, non-
remuner at ed donati ons.

1. Red Ooss Initiatives to Inprove Safety.
Bef ore discussing specific initiatives to inprove safety, it
IS necessary to distinguish between recovered and source
plasma. Red Goss plasna derivatives are nmade from
vol untary whol e bl ood donations. Plasna obtai ned when whol e
blood is divided into conponents is called recovered pl asna.
In contrast, plasna derivatives nmade by commercial conpani es
are manufactured principally fromplasma obtained by a
procedure called plasmapheresis. Plasnma obtai ned by
pl asmapheresis is called source plasna, alnost all of which
is collected frompaid donors.
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The anount of recovered plasma froma unit of
whol e bl ood averages 250 mi. The anmount of source plasna
obt ai ned by pl asmapheresis averages 700 m. Therefore, an
initial pool of recovered plasma contains plasma fromnore
than two to three times the nunber of donations as the sane
si ze pool nade exclusively fromsource plasna.

The Red Oross has taken several steps to reduce
t he nunber of donations in pools of recovered plasma. In
early 1996, we directed Baxter to initiate processes to
ensure that Anerican Red O oss |abeled AH--M and IVIG were
derived from pool s containing approximately 16,000 liters or
bet ween 54, 000 and 60, 000 donati ons.

Since md-1996, the mgjority of Red & oss AHF M
and IM G lots have been derived frompool s containing fewer
t han 60, 000 donations. Inportantly, this process ensures
that al bumn used to stabilize these products is al so
derived fromthe sane pool, in other words, material from
different pools is not mxed together. Eforts wll
continue with our contract nmanufacturers, Baxter and the
Swiss Red Oross, over the next year to reduce negoti at ed
validate pool size to simlar levels for the production of
all products and batches intended for transfusion.

In addition, we are increnentally increasing the
vol ume of recovered pl asna donations through inproved
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coll ection and separation techni ques. Through these efforts
t he average vol une of recovered plasma per unit of whole

bl ood has increased froman average of less than 250 ml to
283 m and we expect further inprovenents to follow W
also intend to increase the anmount of vol unteer plasna
obt ai ned by pl asmapheresis to further decrease the nunber of
donors in Red O oss plasnma pool s.

2. Qher Red Ooss Efforts to Address Pl asna
Derivative Safety. Pool size is only one of the elenents to
consider in inproving the safety of plasna derivatives. The
Red Ooss is actively exploring new nethods to i nactivate or
renmove potentially transm ssi ble agent from bl ood and
pl asma, such as gamma irradiation, iodine treatnment, and the
use of high efficiency filters. These techniques can be
effecti ve agai nst both known and newy enmerging threats to
bl ood safety. Dr. WIIliamDrohan of the Red O oss Hol | and
Laboratory recently reviewed these and ot her technol ogi es at
a neeting of the FDA Bl ood Products Advisory Commttee.

In addition, within the next year, the Red Coss
wll also inplenment a highly sensitive testing technol ogy
cal | ed pol ynerase chain reaction or PCR to detect early
evi dence of infectious virus in plasma to be processed into
derivati ves.

Prelimnary studies, which were presented to this
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commttee in March of this year, suggest that PCR testing
may prevent the transfusion of several hundred bl ood
conponents each year that nmay be infectious for Hepatitis C

3. HEforts to Reduce Wndow Period Donati ons.

Pl ease note that because whol e bl ood donors can donate bl ood
at nost once every 56 days and nost repeat donors donate
twice a year, the likelihood of multiple w ndow period
donations froma vol unteer donor of recovered plasna goi ng
into a pool are renote.

The American Red Gross is coommtted to providing
t he safest blood fromvolunteer donors. W participate in
epi dem ol ogy studi es, such as REDS, which was referenced
here earlier today, and ARCNET, an Anerican Red O oss
programthat track viral marker rates and assess the risk of
transfusi on associ ated with transm ssion of viruses.

The results of our studies are published in peer-
reviewed articles and journals, such as the New Engl and
Journal of Medicine. A reviewof data related to the
reduction of HCV and HV risk shows substantial inprovenents
since 1985. Wth regard to HCV, risk has been reduced from
1in 200 in 1985, to a risk of 1 in 103, 000.

Wth PCR we anticipate reduci ng the w ndow peri od
currently estinmated at 59 days, by between 20 to 40 days.
Wth regard to HV, the risk has been reduced dranatically
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fromlin 3- to 4,000 prior to 1985, to 1 in 225,000 in

1990, and 1 in 675,000 after introduction of HV p24 in
1996.

PCR testing mght provide increnmental inprovenent.
However, the experience with HV p24 testing perhaps offers
sonme additional insight in assessing the potential for
i nprovenent. Since introduction of that test, there have
been 2 anti body negative/antigen positive cases out of
approximately 18 mllion tests in the volunteer sector.

This is much | ower than expected and suggests that there are
in fact far fewer w ndow period donors than previously
t hought in the vol unteer donor popul ati on.

4. Regulatory Issues. The Red Oross bl ood and
pl asma prograns are regul ated by the Food and Drug
Admnistration. W are inspected by FDA Ofice of
Regul atory Affairs and by several other governnental and
prof essi onal organizations. Since 1993, the Red & oss has
been operating under a consent decree agreed to by the Red
O oss and FDA that is designed to inprove our operations in
several key areas.

V¢ have essentially conpleted all requirenents of
t he consent decree. For exanple, we have consolidated our
50 testing | aboratories into nine new standardi zed stat e-of -
the-art facilities that test all blood donated to the Red
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O oss.

VW have al so devel oped a powerful quality
assurance programthat is the nodel for the industry. The
FDA has been very tough but fair throughout this process.
The Red Oross is now a stronger, better nanaged, nore
efficient organi zation because of these efforts.

5. Qeutzfeldt-Jakob D sease. The Anerican Red
O oss takes all potential threats to bl ood and pl asna safety
very seriously, and we have noved aggressively to expand the
body of scientific information related to CID.

V& have several research studies underway at our
Hol | and Laboratory and in collaboration with Dr. Paul Brown
at NH and Dr. Robert Rohwer at the Veterans Adm ni stration.
The Red Oross has coomtted over a mllion dollars in
research studyi ng possible |inks between CID and
transfusi on, probably nore than any other private
organi zati on.

The Red Oross is al so conducting a CID "I ookback"
study under the direction of Marion Sullivan at the Red
G oss Holland Laboratory in collaboration with CDC. W have
studies 179 recipients of blood transfusions from donors
subsequent |y di agnosed with CID. These recipients have been
followed for up to 25 years follow ng transfusion. None of
the recipients has died of CID or shown any signs of
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illness.

These data are encouragi ng, however, until there
is further convincing evidence of non-transmssibility, the
Red Gross will continue to quickly w thdraw pl asma
derivatives follow ng recei pt of post-donation infornmation
froma donor or a donor's famly about a risk of CID

Conclusion. The Amrerican Red Ooss is commtted
to providing an adequate supply of bl ood conmponents and
pl asma derivatives that neet the highest standards of
safety. Red (oss plasna derivatives have proven to be safe
and effective. W are proud of our vol unteer donor
tradition and believe this also contributes to a high
quality starting material as suggested by the recently
publ i shed Gover nnent Accounting Ofice report.

V& have taken steps to insure this safety by
reduci ng the nunber of vol unteer recovered pl asma donations
in pools for fractionation. These steps are part of a
| arger programof initiatives -- unique to vol unteer
recovered plasnma -- to inprove safety by an aggressive
qual ity assurance program focused research prograns, and
i nproved donor screening and testing.

Thank you, M. Chairnman.

DR HOLLINGER The | ast speaker that has asked to
speak is Wayne Swi ndl ehurst fromthe Coonmttee of 10, 000.
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MR SWNDLEHURST: M. Chairnman, nenbers of the
BPAC, | am Wayne Swi ndl ehurst. | ama person with
henophi | i a, severe Factor VIII deficient. | amalso the
Vice President of the Coomttee of 10, 000.

| cone here today on behal f of our Board of
Drectors. W have reviewed and considered the | PPl A
Wiile we are pleased to see voluntary initiatives on the
part of industry, we question these proposals and are not
sure whet her certain aspects of these proposals wll inpact
the safety equation in a substantial fashion.

First of all, we are sonewhat surprised at the
pool size proposal given what we have | earned over the | ast
two nonths. |If industry is proposing to increase baseline
pool size, yet we renenber that over the last 20 years, we
have been led to believe that we were infusing products
produced from plasma of up to 20,000 donors.

This was the accepted standard that we, the

consuners, Congress, the FDA, and others were led to believe

was operative. To our shock, we recently | earned that we
had been fed a line for over 20 years. dven this, it is

not hard to understand our dismay at first understanding

this 20-year cover-up and then being presented with this new

[imt, which we know represents a snaller size than nany of
t he previous pool s.
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Qur board is unaninous in its opposition to this
standard and again state that its only justification is
industrial economes of scale. W are also unsure as to the
real efficacy of the inventory hold given what FDA has
rai sed about w ndow peri od.

Ve want a serious attenpt to address the dangers
of the wi ndow period transm ssion, not just a w ndow
dressing. W support PCR testing, but need nmuch greater
detail regarding standards and paraneters if we are to
seriously consider this part of the proposal.

In closing, we again call for a new approach on
the part of the manufacturers. W [ook toward a time when
our relationship evolves into one of trust and cooperati on.
It is clear given the recent revel ati ons regardi ng pool size
that industry is yet to be ready for this new era of
cooperation. W continue to look forward to a future where
we can all -- industry, consuners, Congress, FDA -- can al
work together in a climate of nutual trust and respect.

Thank you.

DR HOLLINGER  Thank you.

I's there anyone el se during this open public
hearing that wants to speak?

[ No response. ]

DR HOLLINGER Not havi ng seen anybody, we wl|
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take a break now until 4 o'clock. It is 3:36. W wll be
back here at 4 o' clock to continue the discussion of the
Comm tt ee.

[ Recess. ]

OQpen Comm ttee Discussion

DR HOLLINGER The neeting will cone to order.

Dr. Winstein will present the two questions that
are up here. | would like to comrent that recipient
notification, although it is really critical and we need to
discuss it, that is not one of the topics for discussion
today. Donor notification is part of this, but recipient
notification is not, and that is an issue that we wl |
probably have to deal with in the future. So, keep that in
mnd as we di scuss these things today.

Presentati on of Questions

DR VEINSTEIN For each separate voluntary
standard, should the FDA recomrend this voluntary standard
as an interimneasure? |f the standard is not recomrended,
what further action should be taken?

Conmmi ttee Di scussion and Recommendati ons

DR HOLLINGER  Thank you, Mark.

Basically, obviously, if the answer to the first
question is yes, then, we are not going to deal with the

second question. If it is no, then, we deal with the second
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questi on.

| think | want to just feel out the Commttee for
just a mnute because | think I know where we are going to
go initially with this, so |l would |like to see a show of
hands on the first question about should the FDA recomrend
the voluntary standard as presented conpletely by the | PPIA
w t hout any changes, woul d they recommrend this voluntary
standard as an interi mmeasure.

How many woul d be in favor of that fromthe
Comm ttee? Raise your hands. The whol e package as it is.

[ No response. ]

DR HOLLINGER How many woul d be opposed to it?

[ Show of hands. ]

DR HOLLINGER So we can nove to the second
question, which is if the standard is not recomrended -- |
think what they are asking here, if the standard is not
recommended, what further action should be taken.

So, | think we need to discuss this. Yes, please,
Jane.

DR PILIAVIN It says for each separate voluntary
standard. | think we can do it nore easily. W could say
yes, yes, no, no, or whatever it conmes out, and then all we
have to do is work on the parts we don't I|ike.

DR HOLLINGER  Thank you for picking that up
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That is a very inportant point. Let's then |ook
at each of the voluntary standards.

DR PILIAVIN The first one is not using the
plasma fromfirst tine donors for which I would like to give
a rousi ng yes.

MR DUBIN It's inventory.

DR PILIAVIN Inventory? Wat happened to that
other first one?

DR HOLLINGER No, the first one is absent donor
standard, plasna for one tine donors, on page 1, the group
that is w dely acknow edged as the nost likely to be at risk
will not be used to nake pl asnma-based therapies. ly
donations fromthose individuals who test negative and
conplete the full donor interview process on two separate
and sequential occasions, and on each and every subsequent
occasion, wll be used.

Now, tied into that has to do with the question
whi ch they di scussed, has to do with the timng for those
subsequent donations or the separate and sequenti al
occasions, | believe, whichis a critical one and which they
wanted to deal wth.

Any questions or comments, please, about that
first standard? Yes.

DR AUGUST: | think we have to deal with the
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issue of the timng of the two separate and sequenti al
occasions. It was pointed out to us that if those happen to
be just a few days apart, they could then hold the materi al
for 60 days and you wouldn't really have | earned very nuch
or assured nmuch in the way of safety.

DR PILIAVIN But you woul d have dependi ng on how
fast they can do the testing, you would have at | east
| earned whether they are safe on the basis of testing.

M. PIERCE: | think that if the first donation
does not exclude the person, being that it is negative, but
the fact that it mght be in the w ndow period, the donation
then actually will qualify that one that is negative, but a
potential w ndow period really should be taken 60 to 90 days
after, when you would be pretty nmuch out of the w ndow
peri od.

DR PILIAVIN No, they don't do that with other
peopl e.

M5. PIERCE: No, but what | amsaying that is what
| say as the fallacy here, because you have a second
donation that is going to qualify your first donation, but
it can be -- what was it -- three days after your first
negative donati on you can have a second negative donation,
which woul d still be in the window period, it is sonething
that nay have a w ndow period of 60 to 90 days, and it would
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DR PILIAVIN No, that is not true.

M5. PIERCE. Yes, it is.

DR PILIAVIN They still will not use, they wll
not use the first one. The person cones back. By then, the
testing has been done.

DR HOLINGER Let's find out. Wy don't you go
ahead fromthe group

DR PILIAVIN Then, that second one goes into a
hold for 60 days, just |ike everybody el se's donation.

M5. PIERCE: R ght, but then there is nothing at
the end of the 60 days, there is not another test at the end
of the 60 days.

DR HOLLINGER Wy don't you go ahead and see if
you can el aborate on that a little bit.

DR LYNCH The purpose of the applicant program
is to only accept donations fromdonors who have commtted
to repeat participation. The purpose of this was not to
cl ose the wi ndow period, but to select a totally different
popul ati on of donors who we call qualified donors, who have
taken it upon thenselves to cone to the center on two
separ ate occasi ons and have shown that conmm tment.

Qovi ously, all collectors of blood and pl asna
would like to ideally get all of their product from
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coommtted donors who are healthy, who we know, who conme on a
regul ar basi s.

As one neasure of that coomtnent, we would |ike
two visits to the center. MNow, what this does is it
el i mnates any donor who wants to cone in once to validate
hi gh-ri sk behavi or, for exanple, by getting sonme free viral
testing, and this is a probl emthroughout the industry and
t he vol unteer bl ood industry.

To di scuss the specifics, any qualified donor who
returns, even that first unit and the second unit, and every
other unit, will be held in the inventory hold for a period
of not | ess than 60 days.

DR HOLINGER On the two separate occasions,
what is the least tine interval that you wll accept that
person? |If | cone in today and then cone back and see you
tonorrow, that is perfectly okay with you?

DR LYNCH No, because that is shorter than the
tinme all owed by federal regulations.

DR HOLLINGER And what is that tinme?

DR LYNCH A two-day period is the absol ute
shortest period of tinme.

DR HOLLINGER So, if | cone in today and cone
back on Saturday, that is perfectly okay?

DR LYNCH Absolutely. If you conme today to
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donate, you cone back again on Saturday to donate, we see a
commtnent that we feel nmuch nore confortable with than if
you only cane in today, and we never saw you again. W find
that as being a critically inportant determnation for risk.

DR HOLLINGER  Joel .

DR VERTER | guess | have sone confusion and a
suggestion. | think it is clear that we all support that if
it is asingle time donor, that person shouldn't be
accepted, and | think the confusion is that they are trying
to do too nmuch in this one suggestion

If we could separate that out and say that we
support that part, | haven't seen enough data today to tell
nme whet her the 60 days is enough for all the viruses that we
are tal king about. The idea of soneone comng back three or
four days later and then how that would do is not clear to
me fromthis, so that is the issue.

| think there is two inportant things here, one
whi ch the Coomttee can probably agree to, and one in which
there i s confusion.

DR HOLLINGER  Paul.

DR MCQURDY: | amassumng fromthis that
sonebody coul d cone back twice in a week for four tines in
two weeks, and then di sappear and seroconvert or whatever,
and 60 days later, those units would then be usable. | nean
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assum ng they nake a four-donation commtnent in two weeks.

DR LYNCH Renenber we are |l ooking at a series of
initiatives, and no single initiative is going to elimnate
all risk. Inthe series of initiatives, we have the
appli cant donor standard, then, we have the inventory hold,
and you are correct, that if sonebody cones four tines in
two weeks, two weeks | ater seroconverts to HCV, then, how
woul d we identify those units?

VW do the PCR testing of the manufacturing pools
or however each conpany wants to arrange their PCR testing,
so there is a followp with the PCRtesting. The PCR test
itself closes that wi ndow period to sonme degree.

DR MCURDY: Could I ask one question? Do you
really nean PCR testing in every instance or do you nean
genomc anplification which the nost common is PCR? There
are other techni ques that have perhaps simlar sensitivity.

DR LYNCH Let's call it genomc anplification
al though | believe nost conpanies will be going with PCR

DR HOLLINGER  And the conpanies right now woul d
have the option of doing donor testing on individual units
ver sus doi ng pool s?

DR LYNCH The reason | was as vague and the
| PPI A standards at this tine are as vague as they appear to
be is that every individual conpany is currently di scussing
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their specific prograns under an | NDPLA situation with the
regul atory authorities.

It was determned that we woul d invol ve this PCR
or genomc anplification testing. Each individual conpany
wll do it in cooperation and as approved by the FDA in
their own FDA-approved way.

DR HOLINGER Rev. Little.

REV. LITTLE Two questions for clarification. Am
| understanding correctly that the idea of the applicant
donor is not so nmuch addressing the issue of w ndow peri od
as it has to do with notivation or with the consistency in
their donating? That's the first part.

The second part is, are the donors aware of this
or do they cone back for a second tinme on their own, or do
you say this is part of what it takes to be a donor here?

DR LYNCH Here again, that is a center-by-center
and conpany-by-conpany nmatter. You are absolutely correct
in that the donor applicant program we believe guarantees
that we will not nmanufacture any products fromunits
accepted fromone-time donors. W consider a one-tine donor
who comes to the center and who we never see again to be an
extrenely high risk donor, and the nain thrust of the donor
applicant programis to not accept plasma fromone-tine
donors.
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DR HOLLINGER  Corey.

MR DUBIN A basic statenent, just to kind of
maybe keep the focus. If it's a duck and it quacks, it's a
duck. These are still paid donors, and | understand the
concept behind a one-tinme paid donor who is in the door and
out, but | think Dr. MCQurdy nmade a really inportant point.
You know, it is hard for nme sitting here as an end user
know ng the difference, and the studies in Europe and
el sewhere that have been done on paid versus unpai d donors,
tolistento this alnost as if we are tal ki ng about sone
kind of altruistic coomtnment froma donor who has got the
check, and | just want to remnd people that we are stil
tal ki ng about pai d donors.

Now, that doesn't mean | amtotally opposed to
where you are going as nmaybe an i nprovenent over where you
have been, but | would like to keep the terns pretty clear
because we are still not tal king about your average
altruistic donor that walks into the local Red G oss in
Santa Barbara at tri-counties and gi ves bl ood.

You know, | have got friends that go in every
nmonth and gi ve blood. They don't get a check, they don't
get anything, period. So, | kind of want to keep that --
rem nd peopl e of that.

DR LYNCH And | do want to --
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MR DUBIN Let ne finish, I amnot done, and I
want to go back to what you were saying that we don't want
to nake nore out of this, this isn't a w ndow period thing,
and we don't want to try and make this a window, the hold is
a wi ndow period thing, and we will cone to that.

So, | agree we ought to keep themfocused on what
it is.

DR HOLLINGER  Go ahead.

DR LYNCH | just want to say that | really
believe that the altruistic elenent is a nmajor conponent of
the donors that we have in the center, that we can keep
comng back on a regular basis. Every conpany conpensates
for time and travel, a certain anount on each visit, and |
think that certain helps for that kind of coomtnent. |
think I would expect it, too, but |I really believe that our
donors do keep comng back with a sense of altruism |
think we would not be able to have the quality of the donors
that we do have if it wasn't for that.

DR HOLLINGER Can | ask a question just because
| amnot sure -- what is conpensation |like? Qve nme an idea
of how nmuch they are conpensated for donating pl asnapheresis
or a range. dve ne a range.

MR REILLY: | wll try to address that and sone
of things that Corey said.
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The rate is let's say roughly sonmewhere between 10
and $20, it is conpany-specific and nay vary for a variety
of reasons.

Wth regard to the paid donor issue, nobody has
said that they are not paid, and we are not inplying that
they are not. Wat we are tal king about, though is a
programthat takes advantage of the donor popul ation that we
have and | ooks at the uni queness of the situation and the
opportunities that we have to inprove the product.

Al t hough two days does not seemlike a
particularly long period of tine, if you |ook at the data
that Tom presented before, what is shows is that our
experience is that those donors that conme ininitially are
where we see the risk, both in real test results and then
presumably in potential for w ndow units.

So, what we have done is we set in place a
nmechani smthat says until the donor cones back and nakes
that coomtment that he is going to repeat, because our
experience is that they don't just come back once, they cone
back repeatedly, they either cone in only once or they comne
in repeatedly for a nunber of tinmes.

So, with that experience in mnd, let's find a way
to take that at-risk unit and nove it out of the
manuf acturing process, and that is effectively what we have
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done.

DR HOLLINGER  Jane.

DR PILIAVIN | have an enpirical question for
you. The exanple that was given is of soneone's concern
about the effectiveness of Item2, which we are not going to
talk about, but let's say you have soneone who cones in
twice a week for three weeks, and then you never see them
agai n.

Have you ever done any studies that indicate
anything about the viral markers in those folks, like on the
last tine they give? Is it nore likely or less likely that
they will have a viral marker of sone sort than peopl e who
stay | ong enough, so that you can have the whol e wi ndow
period go by? | knowit would be real hard to do.

MR REILLY: That is one of the problens, is what
is long enough to know. Eventually, every donor stops
donating. How do you decide what's | ong enough that you --
we know that there is a nmajor gap between donation one and
two, beyond. Fromtwo, beyond, the gap seens to be -- our
experience is that it is less or nil.

DR PILIAVIN But | nmean you have al ready thrown
out a lot of the people on the first go. You don't know
whet her they woul d have cone back

DR LYNCH | think the data you are asking for, |
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adopt the PCR testing and as the individual donor who
contributed that unit is identified, the data will be

avail abl e then to answer those questions that you have.

DR MARTONE: Let me try and get sonething
straight. The person conmes in the first tine. Do you draw
a unit of plasma and then hold it, and then if they cone in
again, you will use it, or do you not draw anything on them
the first time except for their baseline | ab studies?

MR REILLY: The standard would allow for you to
do either. Fromthe practical point of view, they draw the
unit and they would hold it until the donor returns.

DR MARTONE: How I ong woul d you hold that unit?
Si xty days?

MR REILLY: Wll, that varies fromconpany to
conpany. | would presune they are going to hold it at |east
two days.

DR NMARTONE: Well, when are they going to throw
it out?

MR REILLY: W have not set an ultimate cutoff of
how | ong they have to hold it, but I don't know that that is
necessarily relevant to the safety question if the donor
cones back in two days or 12 nonths or 6 nonths.

DR MARTONE: Well, | think it is just relevant to
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ny understanding as to what is going on.

DR HOLLINGER But you wouldn't use it if it's a
first time donor, is that correct, if it's marker negative?

DR LYNCH That's correct.

DR HOLLINGER  Regardl ess.

DR LYNCH That's correct.

DR HOLLINGER You are just drawing it because it
is easier. You presented sone earlier data that showed that
in your qualified donors -- | amassumng these are donors
who have been negative, that you had rates that ranged from
2 to 12 per thousand dollars, and that seens pretty high to
nme. | nean you presented that very early, 0.005, 0.019,
0.012, | think it was.

DR LYNCH These are percentages.

DR HOLLINGER | know they are percentages. o,
0.005 is 5 per thousand, if ny percentage is right -- oh,
it's 5 percent, not 0.005, sorry about that. So, it is 5
per 100,000. Ckay. And the HCV would be 12 per 100,000, 1
per 10,000. Ckay. So, it is pretty lowat that |evel, but
surprisingly, there are still people within that group that
are seroconverting during followp. |Is that higher than you
woul d expect ordinarily?

MR REILLY: W don't know what the normwoul d be.
This is what our nunbers are. W don't have a conparabl e
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data set to assess it against.

DR HOLLINGER  Thank you.

Yes, Jay.

DR EPSTEIN | think that there is an underlying
confusion in that the marker rate in a first tinme donor and
the marker rate in the repeat donor do not mean the sane
thing. The marker rate in the first tinme donor represents
preval ence in the popul ati on fromwhich the donor is drawn.
The marker rate in the repeat donor represent incidence in
t he popul ati on fromwhich the donor is drawn.

Now, the confusion is whether having elimnated
the first tinme donor, you have then selected for a | ower
i nci dence subpopul ation, and that is by no neans cl ear.

In other words, it may be that repeat donors still
are representative sanples of the sanme underlying
popul ation, and | think that what Jane was trying to get at
is that if you were to be able to neasure incidence in those
rejected first-time donors, you could | earn whether or not
there is a difference conparing themto your repeat donors,
but that is the think we will never knowif we sinply defer
t hem

| think the other point of confusion -- and this
point needs to be very clear -- that the schene that is
bei ng prevented in no way rul es out a w ndow peri od
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collection in the donor who re-presents as a repeat donor,
because there is no control over the interval of testing.

However, | think the point that is bei ng nade by
the industry is that an individual who is screened once for,
you know, exam nation and risk factors, and then cones back
again and is again screened by exam nation and risk factors,
the argunment would be that that is an individual less likely
to actually have risk factors, and | think that if there is
any benefit at all to rejecting the first time donor, it is
not the fact that you are rejecting the marker positives,
and it is not nerely the fact that you are rejecting a
first-time donor. It is the belief that you are sel ecting
for donors who truly don't have risk factors based on bei ng
screened twice, and | think that that is really howto frane
t he issue.

VW are sinply getting confused conparing narker
rates.

MR REILLY: Thank you, Jay. | think you probably
stated it better than we have.

DR PILIAVIN Just for the record, | do have one
set of data that | took in Poland where, at least in the
time | was doing it, back in the eighties, they had a bl ood
collection center in Warsaw where you could cone in and
either give blood for free or give blood for noney.
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It was the same personnel. It was like a
control | ed experiment except you don't randomy assign the
peopl e to conditions, and | was collecting questionnaire
data fromall of them It is indeed the case that the paid
donors answered ny altruismaquestions in a very simlar
manner to the way that ny unpai d donors answered the
questions, and, in fact, sone people said that when they
could afford it, they gave for nothing, and when they needed
t he noney, they took the noney.

Now, this is a conpletely different system but it
is just to sort of underscore the idea that people who do
accept noney for giving blood products don't necessarily
have no altruistic notivations at all. | nmean they are
probably of a different nature and not as strong, but they
are there, they choose this way to nake noney rather than
sonme ot her way.

MR REILLY: And there have been sone di scussions
of, for instance, nmarker rates as a neasure, that have shown
relative conparability.

MR DUBIN Wat year, Jane, were you in --

DR PILIAVIN This was in the eighties.

M5. PIERCE: Just to clarify, the first time a
donor comes in, does not actually donate a unit, but does
enough to be tested on that. The second tine they cone in,

M LLER REPCRTI NG COVPANY, | NC.
507 C Street, NE
Washi ngton, D.C 20002
(202) 546- 6666




aj h

10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

262

and donate, if they do not conme back again, that second-tine
donation will be used, because of the testing done on the
first one?

MR REILLY: Presumng that all of the testing,
all the screening criteria were in fact net.

DR HOLLINGER Let's vote on this question in
terns of this particular standard, the applicant donor
standard, which basically says that they won't use one-timne
donors, and the issue still is open about the separate or
sequenti al .

| would like to see how nany are in favor, though,
of the way this standard has been presented, how many of
those are in favor of the way it is so stated? Pl ease raise
your hand.

[ Show of hands. ]

DR HOLINGER Al those opposed?

[ Show of hands. ]

DR HOLLINGER  Any comments, Paul ?

DR MCQURDY: | just think, taken by itself, the
applicant donor, particularly one who nay donate just a
coupl e of times before he noves on, he or she noves on, | am
not sure that that really does nuch

By itself, | can't see that, and | amnot sure
that it adds anything to sone of the other standards that
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are there.

DR HOLLINGER  You woul d feel nore confortable if
t he donor stayed around for at |least a period of time, nore
than just a couple of tinmes or three tines?

DR MCURDY: | would like to see testing done at
an interval, so that you wouldn't be testing al nost the sane
circuit of blood. | nean every two days or tw ce a week or
a couple tines in two or three weeks, that is essentially
testing the sane bl ood vol une.

DR HOLLINGER Wat woul d you put as a nunber?

DR MCURDY: | haven't given enough thought to
it, but | suspect that the inventory hol d issue,
particularly if one of the goals is w ndow period, | think
if the 60-day hold were coupled with the repeat testing, as
is done for | think sone biologic products, not bl ood.

DR HOLINGEER | think Jane's comrents initially

are very pertinent. | would hope the industry would take
this into account. It is critical, and Jay al so nenti oned
that, too, is that it really is inportant. |f you have

peopl e who cone in for a short time, as you nentioned, three
weeks, six weeks, or sonething like this, that that blood is
eval uated in conparison wth a |arge anmount of data which
you al ready have to see where these are truly at higher risk
t han your regul ar donors.
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MR REILLY: One of the paths, if you wll, we are
going down is | guess a continually expanding data set to
start to nmake these kind of decisions from W are in the
mddl e of collecting the first set, and we will be able to
figure out exactly what neans to us and how to proceed into
the future

DR HOLLINGER Paul, | amsorry, | didn't nmean to
ignore you and Rev. Little. How would you vote fromthe
i ndustry?

DR NESS. Yes.

REV. LITTLE:  Yes.

DR HCOLLINGER  Yes for consuner.

M5. PIERCE: | just wanted to clarify. These four
standards are a package, is that correct? These four
standard are being inpl enented as a package, not as
i ndi vi dual - -

MR REILLY: W have adopted themas a package.

M. PIERCE. R ght.

MR REILLY: But they all have sort of individual
i npl enentation deadlines. This one, in fact, was adopted in
July.

M5. PIERCE: | guess that is what | was
consi dering when | saw the applicant donor, is that then you
go to inventory hold, and that sonmewhat nodifies the
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appl i cant donor.

MR REILLY: They all have sone interrel ation, but
t hey can be devel oped i ndependently, and they have val ue
i ndependent |y, but collectively, they have a greater val ue.

DR HOLLINGER Let's nove on to the one on the
i nventory hol d.

DR SVALLMWOCD: | will read the vote.

DR HOLLINGER  Yes, please, | amsorry.

DR SVALLWOCD: On the IPPIA Standard No. 1,
applicant donor, the vote was 10 yes votes, 1 no vote, no
abstentions. The industry representative and the consuner
representati ve both agreed with the yes votes.

DR HOLLINGER  Thank you.

The inventory hold is the next one, which has
stated that, "All donations will be held in inventory for a
period of at |east 60 days. During this tine, if a donor
seroconverts and subsequently tests positive or is otherw se
disqualified, the earlier donation" -- and | presune that
earlier donations should really be in there -- "can be
retrieved frominventory and destroyed."

Comments, please. Yes, Dr. Linden.

DR LINDEN | think we have al ready heard sone
comments in regard to the concern that this is only a hold,
it isnot really true quarantine and retesting as is done in
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sonme other industries, such as the tissue industry where
living donors are retested and | believe al so bl ood donors,
when the blood is used for stimulation.

In the senen donor industry, there is six-nonth
quarantine and retesting, and in nost cases, the donors are
given a strong incentive to return for that final test
because a portion of their paynment for their donations is
wi t hhel d.

Is there a reason why that type of strategy woul d
not work here to induce the donors to conme back after be it
60 days, 90 days? | know there is sonme discussion on that
point, as well.

MR REILLY: There is probably a fairly subjective
deci sion, but ny guess woul d be the anmount of noney invol ved
isn't nearly enough to stinmul ate sonebody who has decided to
nmove on in their life, and not donate any | onger.

DR HOLLINGER  Jane.

DR PILIAVIN Another enpirical question. Have
you any i dea what proportion of the plasma donors do i ndeed
hang around for over 60 days?

DR LYNCH Shall | talk on our own experience?

DR HOLLINGER  Yes.

DR LYNCH On our own experience -- and this is a
little bit dated plasna which we are in the process of
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updating right now -- it is better than half.

DR PILIAVIN Actually, the only people for whom
this hel ps are those who are around after the w ndow period
has been cl osed, and you can test themagain. Qherw se, it
doesn't hel p.

DR LYNCH Ch, not at all. Actually, anyone,
even 60 days after a donation if sonebody seroconverts
during that tinme, renenber, a wi ndow period isn't a set data
t hat everybody has the sane w ndow period. There is a broad
range of tinme, and if at anytine during that mni numof a
60- day period, either from seroconversion to one of the
three major viruses, a surrogate test |like elevated ALT or a
nunber of things, we could identify this person as a high
ri sk person, we can go back and retrieve units, and this not
only has value for the three viruses that we are
specifically testing for, but actually for any known or
unknown virus that mght be associated with high risk
behavi or .

DR HOLLINGER  Charl es.

DR AUGUST: It seens to ne that if you wanted to
set that tinme period in a biologically neaningful way, you
woul d have to do a couple of things. The first is you would
have to define w ndow periods in terns of nmean and standard
deviation for the three viruses that are of interest, as
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well as for the assay that you were going to use, be it
anti body, antigen, or a nucleic acid by PCR and then
knowi ng that data, you would have to decide to set your

hol ding period in terns of a second or a third perhaps
standard devi ati on above the nmean to enconpass everybody
that you would Iike or to enconpass a certain percentage of
the people that you would |ike to elimnate.

Qovi ously, you would like to elimnate everybody,
but you mght not be able to do that, so you mght have to
take the second standard deviation at the 95th percent
confidence limt or the third standard deviation for the
99t h or even go out anot her one dependi ng on whether it
woul d involve an inpractically |ong hol ding period.

But this kind of information, it seens to ne, is
what is required to nake what you now have as a 60-day
hol di ng period, nore neani ngful and relevant to the issue of
excluding infected units than it now seens to be.

DR LYNCH | would like to respond to that.

Actual Iy, when the 60-day mnimumunit or
inventory hold was established, it was with the belief and
understanding that this is a neani ngful and an achi evabl e
goal at this time. The nice thing about these vol untary
initiatives is that they are not static, they are not carved
in stone, they are conpletely, all the time being
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reeval uated and can be changed.

Your point about the w ndow period is inportant
because this inventory hold period has to be taken into the
context that we are following this up to nucleic
anplification testing or PCRtesting, and we will as tine
goes on get a lot nore information based on the nunbers and
the types of donors that we are identifying beyond the
wi ndow period with this testing.

And you are absolutely right, as this information
cones across, we as an industry and as individual conpanies
get nore information fromthe PCR testing results, we can
al ways go back and reanal yze how neani ngful and how valid
was the 60-day period, is there sone value to extending it,
and if there is, that woul d be certainly taken under
consi derati on.

DR VERTER Again, | applaud the industry for
comng forth with standards and al so the attitude you j ust
expressed, but | wonder if someone fromFDA could clarify
sonething for me and maybe the commtt ee.

The question is should the FDA recomrend this
voluntary standard as an interimneasure. Wiat is the
intent of that?

DR VEINSTEIN This woul d beconme part of the QW
it would be put into a guidance docunent, and it woul d be
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nmade enforceabl e under our QW gui dance once it had gone

t hrough good gui dance practices, notice, and conment peri od,
and all menbers of the organization would be expected to
follow the given standard, and it would no longer in a sense
becone quite so voluntary. There would be nore FDA
overseeing of nmaking certain that this was being carried
out.

On the negative side of this, the recomrendation
standard being adopted at this tinme would be put in place
when we can see now that there is, fromyour questions,
insufficient data to actually denonstrate that these clains
woul d have effectiveness on the safety of the products.

It is our inpression that they would in many
cases, but we would not have the data here to clearly
support this, and one mght inmagine that industry would
advertise that these things are in place, and there woul d be
perhaps an indication that they are effective safety
nmeasur es.

In a sense we can see, yes, there are positive
out conmes of these voluntary standards, but at the sane tine,
there are, as you are raising these questions about their
true effectiveness in input of the safety of the product, so
those are what an FDA recommendati on m ght nean.

DR VERTER | kind of understood the word

M LLER REPCRTI NG COVPANY, | NC.
507 C Street, NE
Washi ngton, D.C 20002
(202) 546- 6666




aj h

10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

271

"recommendation,” it was the interimthat | needed sone
clarification on.

DR VEINSTEIN The interimis just the
acknow edgnent that these are a process, that they are
changi ng here, but what we are saying here we accept them
now. W are taking themnow at this point in time wthout
asking for this additional data and validation of the
processes that are being proposed.

MR REILLY: If I could just nake a brief coment.
(ne of the things that may conme out of this is probably
sonewhat obvious. In sonme cases there is good data to
support precisely what and why we did things. In other
cases, the data is not as precise.

What we have tried to do is to say we know
instinctively that these things will nake a difference, so
have not let, if you will, the pursuit of perfection stand
in the way of inplenenting anything at all. So, we have
tried to take neasures that we coul d take quickly, that made
sense, that we could denonstrate at |east sonme m ni num
level, of not a full level, of effectiveness.

M5. PIERCEE M concern here is that just hol ding
for the period of 60 days w thout sone additional test
further apart fromthe donati ons doesn't really give you the
i nformation whether or not someone is in a w ndow peri od.
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| guess ny other question is what is the rate of
repeat donors who will come back nmaybe the fourth and fifth
tinme, but would be out of the w ndow period for an earlier
donation. Say they cone back in 30 to 60 days.

MR REILLY: Let ne take the first question. The
inventory hold was not intended to absolutely close al
wi ndow units out. It was a practical standard which all ows
us, for donors that we have identified as seroconverting, to
go back and, if you will, ensure that at a mni numwe can
get the window units fromthose donors we have identified.

From t hose donors who have dropped out of the
program for whatever reason, and we don't have a test result
on, we are not suggesting that the 60-day inventory hold has
done anyt hi ng about those w ndow units.

M5. PIERCE: | guess that is what | am asking.
How many then woul d you catch the seroconversion on before
the test or whatever donation?

MR REILLY: The data that we put up before is the
percent of seroconverting qualified donors. So, those are
t he donors who, whether it is for the second donation or the
hundredt h donati on, they have seroconverted and for that
percent that -- | think HV was, what, 0.005 -- that is the
nunber that we are able to retrieve fromthat inventory.

DR PILIAVIN Beatrice, when | asked hima
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question earlier, | don't knowif this is part of what you
are asking, he said that roughly half of the plasma donors
are still around that long after their first donation. It
wll help with like roughly half of them

DR HOLINGER But that really creates, too, |
mean | | ook at the other way, half are not, which nmeans it
creates a two-tier system You have a tier which says those
who are going to be around, we are going to | ook at you, and
if you seroconverted, we are going to discard all your
previ ous donati ons.

Then, you have got this other half here, you are
saying we aren't going to | ook at you, because you didn't
give one in 60 days, so we will look at it in the pool maybe
we aren't going to look at themindividually, and the
question is should they be | ooked individually if they are
not going to be around in 60 days.

In ny opinion, | think the 60 days is too short
personally, | think it ought to be 90 or 100, and the issue
is what do about people who are not going to be around for
those periods of tine, rather than pool those, should those
be | ooked at individually for any evidence of di sease by
per haps sonme of the nore sensitive neasures, and perhaps |
woul d even permt those to be pooled if they are not |arge
vol unes, and |ooked at in a small concentration, if you
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will, 1 out of 100, or 1 out of 50 rather than -- | nean |
woul d be even happy with that. That woul d make nme even nore
secure to look at themin that way in terns of cost savings.

DR KHABBAZ: The range, the inventory hol d says
for a period of at |east 60 days? Is there an upper tine
that is considered? Let's say after 60 days, sonebody has
not been back, but then they are back at 70 or 80 days, is
it at least intended to all ow keeping the hold | onger?

MR REILLY: A conpany could decide to hold
| onger. The m ni nrumwoul d be 60.

DR HOLLINGER That's a good point, R ma, because
then the question is do you hold indefinitely, how do you
know t hese are people that are not going to conme back, and
that you are going to pool.

Theoretically, then, you probably coul dn't poo
anybody as you would read this, because you are saying it
says at | east 60 days, so then you come up a year from now,
if they are not back in a year fromnow, you go back and use
those first six units, at what point do you decide that you
are going to use those six units if these people are never
going to cone back versus waiting until they conme back for a
second tinme?

| think they will use them too, | think you are
right, but the question is at what point do you say you are
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not going to use that because we haven't seen this nan after
90 days, let's say. It's a good point.

Coul d you respond?

MR REILLY: | think one thing that we need to be
clear on is the way the standard works. It is, in effect, a
rolling 60 days fromdate of collection. So, if the donor
donates 60 days later, if he was a qualified donor, in other
words, it was at |east his second donation, 60 days |ater
that unit coul d be pool ed.

DR HOLLINGER Regardl ess of whether he is there
or not, whether he has cone back in 60 days?

MR REILLY: That is correct.

DR HOLLINGER  Jay.

DR EPSTEIN It is very clear that the inventory
hold is not a quarantine and rel ease strategy which woul d
capture a wi ndow period unit. Having recognized that, it
seens that the key question is what is your estimate for the
percent of w ndow period units that woul d be caught, and I
have not heard an answer to that.

It would require a fairly sophisticated anal ysis
of the interval at which repeat donors return, and you woul d
have to then stratify against that the different w ndow
periods of the different conditions for which you screen,
and | have not heard that that anal ysis has been done, but |
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think it would be very clarifying to me, and | assune to the
commttee, if such an estinate has been nmade and what the
result is.

DR LYNCH | think the estimate that has been
made are the anount of the PCR reactivity of the small
m ni pool s that have been done by sone conpanies. This would
basically tell you how many donors seroconverted and you did
not renove by an inventory hold if it was your policy to do
PCR testing after the inventory hold. So, that data is
available. | amwearing an industry hat right now, and it
woul d be inappropriate for me | think to discuss i ndependent
conpany data, but those nunbers have been presented
publicly.

DR EPSTEIN | nean | think that that is what we
are all looking for here is an answer to that question, and
so it would be illumnating if anyone here knows the answer
and knows the estinate, because | think that it is obvious
that the answer is non-zero. Certainly, there will be sone

seroconverters who cone back within 60 days, so it is non-

zero.
On the other hand, it is also obvious that it

can't possibly be 100 percent because 60 days is -- for two

reasons -- one, that is less than certain w ndow peri ods,

such as for Hepatitis Cor Hepatitis B, and al so because not
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all donors will cone back within that hold peri od.

So, you know, we know it is non-zero, and we know
it is not 100 percent, and | think the issue is in order to
have a feeling for whether it a benefit worth recomendi ng
froma regulatory point of view, we would |ike to know how
good is it, and I have not heard any estinate.

DR NMARTONE: | agree with that. It would seem
that the recommendation is al nost pointless if you are not
going to do sonething after 60 days ot her than hope that you
m ght catch sonebody who cones in, and those nunbers | woul d
suspect to be fairly snmall.

On the other hand, if you could give us an idea of
how many repeat donors would be comng in and getting
retested for another unit, therefore, you woul d know t hat
this one got through nost of the w ndow period and coul d be
rel eased, you mght tier your strategies and say, okay, we
are going to use this one, we don't know anythi ng about the
person, they haven't cone back, and those are the ones we
wll do PCRtesting onif we are going to do PCR testing on
a fraction of units rather than pools.

DR HOLINGER | think that's right, you know,

w t hout know ng a nunber, you know, | certainly would fee
better if | amgoing to do a PCR testing even on a pool, |
woul d require a pool of a much | ower nunber for those
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patients who did not cone back after 60 days in this rolling
type of thing than | would, say, on the final pool, if you
will, for a fraction, and so on, just for that reason, until
we have sone information about this estimate that was

di scussed.

DR LYNCH | could answer sone of that, actually,
sone of the data that has been published, and it's data that
is a couple of years old, based on one nmanufacturer's
findi ngs.

PCR testing of mnipool testing, if broken down to
a per-unit basis, would be about 1 to a mllion for
Hepatitis B, there was none for HV, and it was
approximately 1 per 50,000 at that tinme for Hepatitis C
This is again ol der data that has been published, so | feel
confortable releasing it.

As far as how nmany units are followed up by a
subsequent donation, as | said earlier in ny presentation,
97 percent in one survey, 97 percent of units that were
entered into the inventory hold were followed up by at | east
one subsequent donation. There is at |east at a m ni mum of
one additional time when that donor could cone in, be
requestioned, be retested, and | think that adds val ue to
the confidence that you have in that unit of plasna.

MR REILLY: W are trying to take sone notes
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about where your concerns are with these standards. As they
go into place, allows us the capacity then to | ook at what

ki nds of questions enanate and what data woul d then be
supportive of the position that we have taken.

DR HOLLINGER  The nunbers, it was like 1 in a
mllion for B, and obviously, the nunbers nust be |arger
than that, because you quoted that it was sonmething like it
was 5 out of 100,000 of your qualified donors are found to
be HBs antigen positive sonetine |ater.

MR REILLY: But we have renoved all of them and
their previous units.

DR HOLLINGER  You have renoved them but there
nmust be others that are comng at the sane tinme. | nean
t hese were discovered, so they nust have had a PCR-positive
unit sonmewhere in that period of tine if they were a
qualified donor, and later you found that to be HBs anti gen
positive.

MR REILLY: But the inventory hold that was in
pl ace al l owed themto renove those previ ous donations which
had tested negati ve.

DR HOLLINGER Wi ch had tested negati ve.

DR LYNCH In other words, although these are
individual initiatives, the value is synergistic with one
initiative wth another, taking an inventory hold along wth
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the PCR testing. GCouple that with the donor applicant
standard. These are nore than additive, they are
synergi stic on each ot her

DR HOLINGER If | can go back, you say that
they were renoved, but on the other hand, you told ne that
after 60 days, this is going to be dunped into the pool, so
you really -- if a person cones back 90 days |ater, they nay
have had two or three that you didn't renove, and you may
have found then now to be HBs antigen positive, but since
you said it is arolling type of thing, they woul d have had
transfusions that woul d al ready have been dunped in that
coul d have been positive in that tine period.

MR REILLY: Correct, if it exceed the 60 days, it
could wel |l have been added.

Yes, pl ease, Jeanne.

DR LINDEN | would like to just take a slight
different tack. | think everybody here agrees that the
absol ute ideal situation would be to have a true quarantine
and retest where there would be holding for a period of
probably at |east 90 days, and com ng back and retesting 90
days after the | ast donation, because, of course, this wll
only help you for your earlier donations, the |ast donations
just before they stopped donating aren't going to have much
of a check on them
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| would certainly encourage the industry to try to
pursue some sort of incentive programto try to get people
to come back for a blood test, but | think that we are not
in an ideal situation. Firstly, for recovered plasma, this
isn't doable at all. | nean this doesn't even apply, and
think actually, the industry is to be commended for
voluntarily having taken the step to even address this at
all. It isnot theideal, but I think it is actually a
pretty good first step. It is better than what was done
before. It is astep inthe right direction, and nmaybe one
can build on that |ooking at the experience perhaps wth
this type of approach, seeing how nmany things are caught.

The other thing is, of course, the role of PCR
If the wi ndow period is shorter, then, a shorter hold tine
is going to be nore successful in nore cases.

MR REILLY: To be really frank and honest wth
you the cost and | ogistics far exceeded what we thought they
wer e.

DR LINDEN | actually amvery concerned about
shortages. W right now have a shortage, that | amaware of
at least, of 5 percent albumn and I.V. gamma gl obulin, and
in the past we have had a | ot of shortages of different
products that have actually caused problens for us as public
heal t h agenci es.
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unrealistic and, you know, cutting out half of the
donations, then, you are going to have potentially real
supply problens, and | think, you know, maybe | ooking at
incremental steps is perhaps a realistic way to go.

DR HOLINGER | think the al bumn probl emwas

one for sone bacterial contamnation froma najor supplier

Is that correct? It may be different. It is an inportant
I Ssue.

| guess we could vote on this. It sounds |ike
there is a lot of -- yes.

DR MCURDY: It seens to ne apriori, | would be

nore confortable with a shorter period and a retest than I
woul d be with a longer period and no retest. | suspect that
that kind of approach, varying those is nodel able, that is,
| think you can probably -- there are data around that coul d
be used to nodel that and see what the | osses are.

| would guess that if half of your donors are
around, as sonebody pointed out, half of themare not, and
if you lost half your one to three or four-tine donations in
the process, that mght be much too costly in product and
dollars to do. But, as | said, wthout seeing nodeling
apriori, | would be nore confortable with a whol e period
wth a retest, a so-called true quarantine than | would with
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a |l onger period and no retest.

MR REILLY: The supply frankly, as well as
| ogistics, but supply is a rather substantial part of that
equation, and | don't remenber the precise data, but several
years ago, soneone did take a | ook at how woul d you i npose a
full-scale quarantine, and it was a fairly rough
calculation, so | can't maybe stand on it with great
firmmess, but the nost conservative estimate they canme out
with, I think, if | remenber right, was a roughly 90-day
quarantine would result in an ongoing | oss of 50 percent of
col lections, in other words, 50 percent of every unit you
ever collect forever woul d be trashed.

DR MCURDY: How about a 30-day hol d?

MR REILLY: | don't know what the 30-day woul d
do.

DR MCQURDY: | think if you had a nodel that
wor ked, then, you could plug in all sorts of different
nunbers and cone up wi th sonething that mght be useful and
doabl e. Maybe not.

DR LYNCH If I could just add a little bit nore
information, I was rem nded, talking about what percentage
in an inventory hold program what percentage of units that
are renoved because of the program are renoved at what
period of tinme, and | was informed by one of the nenber
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conpani es who had | ooked into that, is that 90 to 95 percent
of the units that are renoved frominventory hold, even a
long inventory hold, are renoved during the first 60 days.
So, as you go beyond 60 days, the yield of units being
renoved is further and further decreased.

DR HOLINGER | wll call for a question here,

if I can.

Rev. Little?

REV. LITTLE | just wanted to sort it out a
little bit. | amglad to see that industry is doing
sonething like that, but I amstill confused about if this

is an FDA reconmmendati on, does there need to be nore data
before it is a recommendation, or is it a recomrendation
just based upon it seens a good thing to do?

DR HOLLINGER | think the issue is where these
standards shoul d be as an interi mneasure, understandi ng
that there will probably be -- well, will clearly be --
changes as it goes along, as nore informati on i s obtained,
hopeful |y, they will ask for those.

Yes, Bill.

DR MARTONE: | just think we should be given nore
information about this before we could endorse it. Ether
way, | nmean it is either going to beneficially get rid of
sone bad units or it's going to do nothing, and | don't have
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a good feel. | mean you are asking industry to do sonet hi ng
here, and | don't see the strong positive benefit in terns
of data.

| guess what | would ask for is nore information
on this point.

DR HOLLINGER | guess the question then would
come up would this a better interim-- | amjust asking the
question now -- would it, at least as an interi mmeasure
versus doing nothing -- yes?

DR MARTONE: |s doing nothing the sane as doi ng
thi s?

DR HOLLINGER | guess that woul d be the issue.

MR REILLY: It is probably worth saying that the
industry is coomtted to this.

DR NMARTONE: (kay, but tell ne why, so | can be
commtted to it, too.

MR REILLY: Wuat we have tried to provide is what
data we do have and what |ogic we applied or reasoni ng we
applied to the devel opnent of the standards to date.

DR MARTONE: Well, | can see the initial donor
deferral issue, but I can't see the 60-day hold. Maybe you
presented data, and | just forgot it.

MR REILLY: Well, let ne maybe contrast it
against the existing situation. The existing situation is
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that there is no mninmumrequirenent, and that as fast as
you could get the plasma to the plant and pool it and
manufacture it, it is used.

What this does is it guarantees you at |east 60
days at which point you could retrieve the units.

DR MARTONE: How nmany of those units are you
going to retrieve?

DR LYNCH | presented that data in ny
presentation. Qut of 300,000 units over a five-nonth period
by one conpany, | believe it was 2,555 units were retrieved
as a result of 330 or 331 donors subsequently being
identified by seroconversion, by surrogate testing, or by
post - donati on i nformation.

DR MARTONE: In that 60-day period?

LYNCH That was a 90-day inventory hol d.
MARTONE: That was a 90- day.

LYNCH  Yes.

3 3 % 3

MARTONE: | just mssed that part of the
presentati on.

DR LYNCH So what | amsayingis, if | wre a
consuner of a blood product, | would find a ot of confort
that these 2,555 units fromdonors who were subsequently
identified as being at potentially higher risk were renoved
fromthe plasma pool
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DR MARTONE: That was a 90-day hold and you said

sonething a little bit earlier that -- is it 95 percent of
t hose woul d have been caught in 60 days?

DR LYNCH  Yes.

DR NARTONE: Ckay.

DR LINDEN | have one other question. Wen this
concept was introduced, was it with the intention
specifically of partially closing the w ndow period and
catching sone of these units, or was it also significantly
an opportunity to interdict pools that you mght otherw se
have to destroy because of post-donation information that
cones up later if the processing were to occur right away?

MR REILLY: It provides us benefit on both sides,
but I think the first was our inpetus.

DR HOLINGER | amgoing to call for a question
on the inventory hold. Al those who agree with the
proposal as an interimneasure, so signify by raising your
hand.

[ Show of hands.

DR HOLINGER Al those opposed?

[ Show of hands. ]

DR HOLLINGER Al those abstai ni ng?

[ Show of hands. ]

DR HOLLINGER  Paul ?
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DR NESS: Favor.

REV. LITTLE  Abstain.

DR HOLLINGER  Abstain.

DR SMALLWOCD: Votes on the inventory hold as an
interimmeasure, there were five yes votes, three no votes,
1 abstention. The industry representative agreed with the
yes vote. The consuner representative abstained. Those
votes represent the remai ning nenbers that are here. Two
nmenbers left.

On that particular question, Dr. August's response
was yes at 90 days. Dr. Piliavin's response was as foll ows:
that she believes that the viral nmarker standards are vague,
but liked the idea. Again, as Dr. Linden suggests, it is a
step in the right direction

DR HOLINGER |Is there a yes, no, or abstained?

DR SVALLWOCD:  She did not indicate.

DR HOLLINGER | think, Jay, what you can hear
fromthat is that there are sone things -- and |I think you
pi cked up on all those obviously.

Let's go on to the next section which has to do
with viral marker rate standard. It is manage the quality
recruitnment and retention of the donor popul ation at the
centers. The voluntary standards establish a maxi mum
al l owabl e viral marker rate incidence of disease in the
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pl asma donor popul ation. Each donor center will be required
to maintain a viral marker rate for anti-HCV, anti-HYV, and
HBSAG below a set Iimt as part of its QP certification

Comment s? Yes, Jay.

DR EPSTEIN It wasn't clear to ne fromthe
presentations whether the marker rates used to set limts
woul d include the first time donor rates. W understand the
units are discarded, but are you using only the repeat donor
rates or are you using the conbined rate, what rate are we
usi ng?

MR REILLY: The existing standard was based on
the conbined rate. The new standard that is in the
voluntary standards is to be based uniquely on the qualified
donor rate, which would be the equivalent, if you will, of
the donor, so the units that are used in the nmanufacturing
pr ocess.

DR MARTONE: Can | ask a question?

DR HOLLINGER  Yes, you nay.

DR MARTONE: How do you respond to the inportant
FDA statenent on the bottom of page 2 here in the handout,
that CBER has received reports of some centers using two or
nore testing | aboratories and only reporting the results
fromthe | aboratory with the nost favorabl e outcomes?
think that is an inportant point that I would Iike
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addr essed.

MR REILLY: | haven't seen that report, but as we
admni ster the QPP program we obviously asked themto
report that data to us to evaluate their conpliance. At
| east when we are aware of it -- which | believe is all the
tine -- we get the data in total, and to the best of our
know edge, we have not found a situation where they are
doi ng that.

DR HOLLINGER Is there sonmeone from CBER here
that could comrent on that specifically?

MR REILLY: CBERraised that with us once before
as a hypothetical that could occur. To the best of our
know edge, it has not and we are aware of sone dual
| aboratory situations.

DR MARTONE: They say they received reports.
What woul d you do to a place if you found out they were
doi ng that?

MR REILLY: | think we would take action to
decertify themfrom QPP

DR HOLLINGER  Paul.

DR NESS: A coment and a question. In view of
Dr. Epstein's conmments about the difference between the
preval ence of infection which mght be determned by first
time donors and the incidence of infection which may be
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subsequent donors, it would seemthat the standards woul d be
better if they covered both, first tine, nonqualified
donors, and qualified donors. | would think that woul d
really be the ultimate way of looking at it.

The second question woul d be they said they were
going to cone up with sone sort of standards, and if you
don't make the standards, then, there would be a corrective
action. | wonder what kind of corrective action they woul d
t hi nk of doi ng.

DR LYNCH | wll take the first question and
t hen pass the second one on to Jim

Wien it was decided as to define the donor group
to base the standard on, the decision was nmade on findi ng
t he nost neani ngful and relevant data, and it was obvious to
us that the nost nmeani ngful and relevant data to the safety
of our manufacturing pools is to look at the viral rate of
every unit collected fromevery donor who was qualified to
contribute to the pool.

W feel strongly that this is the nost neani ngful
data to collect and conpare.

MR REILLY: The other side of the question was
what ki nd of enforcenment action. At the nonment, we are
transitioning through all the standard fromone to the
other. The current enforcenent action is if they are not in
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conpl i ance, they are decertified.

The future standard is very refined, and there are
a nunber of new issues that have cone up fromit, and there
may be action levels in between the initial nonconpliance
and actual decertification, but ultimately, if they cannot
cone into conpliance, they would be decertified.

DR HOLLINGER  Wat does decertification entail ?

MR REILLY: Wiat does it entail?

DR HOLLINGER  Yes.

MR REILLY: It seens sinplistic inits nature
that we sinply would not allow themto advertise or take
advantage of the fact that they have been certified as QPP.
What that neans to them though, is that nearly ever
fractionator in the world has now nade QPP certification a
specification in their contract, so they are effectively out
of busi ness.

DR HOLLINGER  Thank you.

Paul .

DR MCURDY: | amcurious as to what the purpose
of thisis. It occurred to nme initially that the purpose
was to see how wel |l you sel ect your donors, because if you
select themwell, you will get themwith a | ow marker rate,
but that would be first time donors nostly, because those
are the ones that you are selecting initially.
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| was wondering what the purpose of this is, what
do you expect to gain out of it.

MR REILLY: | think that is what Tomwas sort of
alluding to. Maybe I will try and say it a different way.
It is about the quality of the donor. It is about the
quality of the donor that we have retai ned and we are goi ng
to use in the manufacturing process.

In other words, if you will consider it as an
additional part of the screening, if youwll. W go
through all kinds of screening questions and tests before we
tell somebody or before their unit is considered to be
accept abl e, we have sinply added yet another screening
barrier to the unit being acceptabl e.

So, that is the quality of the donors that we
ultimately retain and consi der acceptabl e.

DR MARTONE: Based on that, | would say that you
don't have too nmuch control over who wal ks through your door
the first time, so | don't see why that should be incl uded
in this mninumstandard here, but you do have control over
who you follow up and retain, and there | think are in the
st andar d.

MR REILLY: And that is why we set the standard
where it is, because that is what we are trying to measure
IS who we retain.
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DR MARTONE: | thought you said you woul d include

the first entry.

di fference.
donor popul

to retain.

MR REILLY: No.

MARTONE:  You are not going to use that.
REILLY: W are not going to use that.
MARTONE:  Ckay.

HCOLLI NGER  And new centers that cone aboar d?

2 %3 % 3 3

REILLY: FEffectively, that nmakes no
New centers are always in with a whol e new

ation, so we are only neasuring what they decide

DR HOLLINGER  Thank you.

Let's go ahead and vote on this one. Al those in

favor of this particular standard as witten, so signify by

rai sing your hand.

[ Show of hands. ]

DR HOLINGER Al those opposed?
[ Show of hands. ]

DR HOLLINGER  Abst ai ni ng?

[ Show of hands. ]

DR HOLLINGER Three, three, three.
Paul ?

DR NESS: Favor.

REV. LITTLE  Abstain.
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DR HOLLINGER  Ckay.

DR SVALLWOCD:  Results of voting on No. 3 vira
markers. Three yes votes, three no votes, three
abstentions. Industry representative agrees with the yes
votes. The consuner representative woul d abstain.

DR HOLINGER (h, yes, we have two others. Just
a second. There may be tie-breaker here.

DR SMALLWOCD: Dr. August woul d have voted no,
too vague so far as criteria definitions are concerned.
believe I msunderstood Dr. Piliavin. She agreed with the
viral marker standards, but they are vague, but she |ikes
the idea, so yes.

MR REILLY: If | could just nake one commrent.
The vagueness is really a circunstance of timng. W are,
if youwll, right literally in the mddle of collection of
the data and setting of the rates and assessnent of that, or
we woul d have provided you enornously nore definitions.

DR HOLLINGER  Thank you.

Yes, Jeanne.

DR LINDEN AmIl allowed to clarify ny no vote,
which is to say | really support the idea. The only reason
| voted no was | thought it was too vague and woul d not want
to see this inposed as a standard the way it is, but | would
encourage further work in this area to devel op sonethi ng
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nore specific.

DR HOLLINGER  Thank you for conment.

Anybody el se want to ask for forgiveness?

[ Laught er. ]

DR HOLLINGER Let's go on with the PCR testing.
Al plasma used in the manufacturing process nust test
negati ve t hrough genone anplification testing for HV and
Hepatitis C Procedures such as PCR are nore sensitive than
the antigen or antibody detection nethods currently enpl oyed
to screen collected pl asna.

Commrents? | just have a question. Wy just HV
and Hepatitis C and not Hepatitis B included?

MR REILLY: If I recall back fromthe debates
that we had, | think it was a sense of trying to prioritize,
if you will, which ones to attack first, because it wasn't
practical to do themall at the sanme tinme, and Bis
actually, if | remenber correctly, on the list, but just
farther down on the priority.

DR HOLLINGER Do you recommend vacci nation for
your plasma donors that come in, so you don't even have to
worry about Bin the future at all?

DR LYNCH No, our donors are not routinely
vacci nat ed.

MR DUBIN dearly, they haven't considered it.
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DR HOLLINGER It would certainly seem
appropri at e.

Wiile we are waiting for Bill to come back, let's
go and just read the other part and we will come back and do
this -- oh, hereis Bill.

W are here to vote on this as witten. Al those
in favor of the standard for the PCR testing, so signify by
rai sing your hand.

[ Show of hands. ]

DR HOLLINGER Al those in favor that the plasma
used i n manufacture nust test negative through genone
anplification testing?

[ Show of hands. ]

DR HOLLINGER Let's do it again.

DR MCURDY: Blaine, | amnaking the assunption
that some of the objections about the conpl et eness of
information in here, exactly howthey are going to do it,
and validating the test are going to be taken care of.

DR HOLLINGER  Yes.

M5. PIERCE: But the only concern is that is why
we have gotten all these yes/ no, because peopl e have nade
t hose assunptions differently on the different questions.

DR HOLLINGER Let's ask Jay for a clarification

MR REILLY: Jay, | amhoping is going to say the
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same thing | am Basically, the anbiguity in this standard
really is that it has to be a cooperative effort with an I ND
and PLA between FDA and each indivi dual manufacturer, so
literally, all those questions that Indira went through have
to be answered before anybody can inplenent it.

DR EPSTEIN Yes. The point of Dr. Hewlett's
presentation is that FDA will be exercising close regul atory
control over such systens that nmay be inplenented. The
question really on the table is should we go further and
recoomend it rather than leave it to a voluntary evol ution

DR HOLLINGER WII you be including B or not?

DR EPSTEIN | think that it is clear that the
earliest devel opnents will be for HV and HCV. | think we
| ook forward to closing as nmany w ndows as possi bl e and
screening for as many agents as we can, especially those for
which there is not viral inactivation where you could nake
an even stronger case for doing it than for agents where
there is viral inactivation, but the scientific devel opnent
has followed the path of HV, HCV first, so that's at hand.
Ve mght want the others, but the technol ogies are not yet
devel oped.

DR HOLLINGER Part of this will also include
whet her you are going to test single donors or pools and of
what si ze.
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DR EPSTEIN Well, | think the i mredi ate proposa
is pool testing. FDA' s point of view, which represents our
current thinking, is that pool testing should be regarded as
an intermediate control strategy to be foll owed as
technology permts with single unit testing.

DR HOLLINGER  Corey.

MR DUBIN If they come back to you guys and say
they want single unit testing done, are you prepared to do
t hat ?

MR REILLY: | think what has been offered up and
what people are working with FDA on is a variety of natrixes
which all ow you to, not necessarily test the unit, but test
a matrix and work back to the donor when you find the
positive.

The net result, Corey, is yes, the donor woul d be
identified.

MR DUBIN  Thank you.

DR HOLLINGER So, once again, all those in favor
of the interimstandard or the standard for interim
evaluation as witten, so signify by raising your hand.

[ Show of hands. ]

DR HOLINGER Al those opposed?

[ No response. ]

DR HCOLLINGER  Abst ai ni ng?
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[ No response. ]

DR HOLLINGER  Paul ?

DR NESS. Yes.

REV. LITTLE:  Yes.

DR HOLLINGER Al right.

DR SMALLWOOD: No. 4. PCR testing vote
unani nous, 9 yes votes. The consuner and the industry rep
both agreed with the yes vote. Those that |left, Dr. August
woul d have voted yes and Dr. Piliavin would have voted yes,
as wel .

DR HOLLINGER  Thank you. W are now down to the
| ast one, and not necessarily the easiest one, donor
exposure limtation. Pl asna pool size neasured by total
nunber of donors will be limted to 60,000 for all najor
products, both source and recoverabl e of bl ood incl uding
Factor V11, Factor I X albumn and 13 V.

Thi s measurenent takes into account the
conposition of starting pools, the conbining of
intermediates fromnmultiple pools, and the use of plasna

derivatives of additives or stabilizers in the manufacturing

pr ocess.
Conmment s?
DR LINDEN Before we get into a lot of

di scussion, | actually have a question for the industry.
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The Red O oss speaker nentioned the concept on the excipi ent
al bumn of using the sanme |lot fromthe sane pool. |Is that
sonething that the source plasna industry is coomtted to or
are you intending to just say, well, as long as it's |less
than 60,000 that's okay, and it's okay to double it by
addi ng these additional donors?

MR BELL: Each, the answer from nmanufacturer to
manufacturer will differ, but the inportant distinction that
| think Dr. Lynch nade there is that our 60,000 donor limt
i ncludes the excipient to the equati on, so sone
manuf acturers nmay be pursuing it in that nmanner, others may
not, but the assurance is that including the excipient in
t he manufacture of the products, there will not be donor
exposures to exceed that 60,000 donor limt.

MR DUBIN Two things | want to say, and the
first cooment is probably not directed at the two of you
because you guys are in the public policy side, but I have
just cone off a week of hundreds of phone calls fromout of
ny comunity.

| will just use nyself as an exanple. | have a
four-decade relationship with all four of the ngjor
conpanies. M oldest is with Baxter because | was one of
their first guinea pigs for Factor i1l. M father was very
close to the original president. W have a |ong-standi ng
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relationship in the Dubin famly. W believed for four
decades what we were told, that the exposure factor and the
ri sk factor was sonmewhere between 12- and 20, 000 donors per
pool .

Those nunbers were given to the United States
Congress over the years, they were given in this comttee,
and understand | amthe soft end of the reaction out there,
not just in henophilia. | get calls fromother user
communities who, after raking me over the coals a little
about sitting on the BPAC, and not knowing this, or did you
know it, we got down to some serious discussion

So, this is a tough di scussion for us because
everyt hing has changed. A of a sudden, you know, 60 | ooks
better than 120, or 60 | ooks better than 200, and there is a
process going on now that we have to reassess it, and that
is wiy | amtrying to isolate you guys out of this critica
part of the coment.

But we are pretty angry about it, and it's not too
good a way to treat your custoners, first of all, and it's
not sonething that is really too smart to do for four
decades when we are in a period now when we are trying to
pul | out of a very rough period between us and build sone
kind of working relationships for the future, which we keep
tal king about, and we are still tal king about.
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This didn't help those of us who are at the front
line of trying to recreate the environnent or the ground
between us. That said, let ne get on to the specifics. W
were very pleased at FDA s Decenber '96 recomendati ons,
5,000, 20,000 short term long term W thought those were
intelligent nunbers to go nove towards and we still haven't
seen anything that tells us these nunbers are nothing nore
t han based on economes of scale and not safety, and until
we see hard evidence that that is not the basis, this is the
position we will continue to take, and | think it wll be
unchanged, and | think you will find nost of the
organi zations on the user side are somewhere in this end of
t he conti nuum

MR BELL: If | could address the comment, that is
a good point that Corey brings up, and we don't take it
critically. | have been involved in the discussion and
debate of pool size at least for the past two years through
BPAC and ot her foruns.

In our cursory review, and as you know, it taxes
your nenory to go back and recol |l ect who was sayi ng what,
when, and what was the context of the debate. Wen we did a
cursory review of the BPAC transcripts, you can see over the
course of tine how the debate unfol ded and changed. At the
very inception of the debate, at l|east as industry was
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respondi ng, we were | ooking at the question of what are your
pool sizes in the context of what is the volune of the pool.

As it continued to unfold, there seenmed to be nore
and nore questions about we were focusing on donor, donor
exposure, and then another portion on the debate unfol ded,
sonething that we net a learning curve on, which is, well,
not only is it the size of the pool that is inportant, but
it is the excipient that you use when you manufacture it,
but whi ch creates additional donor exposures, if you wll.

So, really, when we | ook back on the debate, it
really has significantly changed fromthe very begi nning of
tinme to the point it is at now So, | think that is an
inmportant point to recollect or as the transcripts woul d
reflect the way the debate was unfolding. | think that is
i nportant.

| think al so, the second point is that the nunbers
can be inflammatory when you | ook at themin the context of
different products and different donor exposures for
di fferent products.

In the context of the four maj or products which
our commtnent over the sumer to Congressnan Shays was, is
very different fromsone of those other products which
require increased volune to create the snmall capacity of
product that is actually sold. So, that is why we had to
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put it in the context of only the four major products, and
keep those donor exposures in check.

DR VERTER Qiginally, | was going to vote no on
this, but | have decided | amgoing to vote yes, and this is
the rationale. | was going to vote no because it seened
i nconsi stent with what we did in Decenber and certain other
phi | osophi es that have been expressed.

On the other hand, what | have heard today is this
may be of marked benefit and change in procedures that have
been going on for 20 years, that no one knew about, even
t hough they thought they knew about it. And it's voluntary,
and the FDA, | assune would continue to interact with these
groups. Furthernore, | don't recall seeing themin
Decenber, although I woul d have to go check ny notes, and |
certainly didn't see themtoday, as to what as the rational e
for 5 or 20 or 60 or 420, and so it seens to me until we see
sonme data, this mght be the best good interimstep that
this coormttee can take. So, for that reason when the vote
cones, | amgoing to vote yes.

MR BELL: That's an excellent point because what
we saw, even as Corey reflected, in the testinony in
Congress, Dr. Zoon did an excellent job of really weighing
the benefits and detrinments of pool size that clearly there
IS no convincing argunment for one or the other, but it is
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sonething that clearly needs to be expl ored and consi dered
as we nove forward, and | think in recognition of that, the
industry has put forward this voluntary initiative.

DR HOLLINGER  Joel or the rest of the Commttee
menbers, woul d you nake a distinction between recovered
pl asma and source plasna, as the FDA has wanted to, based
upon the vol unme si ze, recovered plasna bei ng about a quarter
or a third the volune of the source plasma in there or not?
| think that is the other issue here besides -- and | agree
with you, I think one nunber that is lower is better than
all the others. The issue | think also is where there
shoul d be a distinct difference between recovered and
sour ce.

MR DUBIN | have to ask a question. | nean if
this is voluntary, all right, then, how do we know they are
doing it? The BPAC can vote to recomrend that we agree with
this 60,000 nunber, but we haven't held themto anything, we
haven't changed anything. They have sinply conme to us and
said -- and | want to add sonething else -- this is in part
damage control. Let's understand what's happeni ng.

They took a beating up on the HIIl and cane back
and did sone damage control. MNow, if that damage contro
has sone substance, you guys m ght have sone inpact on even
ny thinking, but I don't see any guarantees that what we are
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really about to do if we vote yes is create the conditions
where they are going to neet this standard, and this is what
t he standard becones.

DR MARTONE: M understanding of it is that they
will nonitor this, and if they don't conply, they will be
decertified. 1Is that incorrect?

MR BELL: This standard is exclusive fromthe QPP
certification program which is an ABRA program and this is
an |PPIA voluntary initiative.

DR MARTONE: So, this is just |like a guideline
that you don't nonitor.

MR DWBIN Right.

MR REILLY: The QPP is specific to plasma
collection, sothis is really a manufacturing plant
st andar d.

DR MARTONE: So, this is a guideline that you
w ll not nonitor.

MR REILLY: | think that is in part or at |east
on the surface correct, but maybe Jay could weigh in on
this.

DR EPSTEIN | think that if this becones
recommended by FDA, there is, first of all, the expectation
that industry will adopt it. W would then be in an
enf orcenent posture, in other words, we would nonitor this
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and take enforcenment actions. So, that is why it is
material to FDA whether we ought to recommend these limts.

Now, of course, really the options are accept
these [imts with the various limtations, you know, such as
that it is not stratified by product, it is not stratified
by source plasma versus recovered plasma, but recognizing
that it is a step forward and that it is an upper limt
where there were no upper limts before, and that is
i ncl usi ve of excipients, which we hadn't really cone to
terns with before, and, you know, take this and go forward.

But the inplication of an advisory comittee
recommendation is that FDA woul d nove forward and recomrend
that these becone the enforceable industry limts.

DR MARTONE: In that case, what ny reconmmendati on
is, is to endorse the concept of Iimtation of pool sizes
and leave it up to you guys to decide how | arge or snall
t hose sizes should be rather than take sone pool size limt
fromthis guideline, so | would change the question.

DR HOLLINGER  You woul d vote no on it.

DR MARTONE: | would vote no on this particul ar
question, but what it really nmeans is yes to an FDA
[imtation on pool size.

DR HOLLINGER  Yes, Beatrice.

M5. PIERCE: | have two questions, but the first
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31st neeting with the Shays Conmttee, and that was that
pool s coul d be decreased by 40 percent.

Now, fromthe nunbers that we have here, 40
percent in some cases would definitely be bel ow 60,000, and
| guess that's -- why 60,000, and not 40,000 or |ower?

MR BELL: That's a good question. The answer is
this. The nunbers that we were debating in the context of
for all major therapies, let's not include anything but
albumn, IMIG Factor M1, Factor IX were pools sizes that
were approxi mately the 100,000 range, and what we said is
that we could, as an industry, w thout detrinmentally
affecting safety, efficacy, or the availability of these
products, decrease it fromthat 100,000 |evel 40 percent to
t he 60, 000.

In addition, the other point that | guess you
raise is that this is a 60,000 cap, an absol ute cap, so
manuf acturers are at, at |least that |evel or bel ow that
level, and will continue to be below that |level, and we w |
work forward fromthere.

DR HOLLINGER  Paul.

DR MCURDY: As | understand it, we are being
asked to accept or not accept this as an interi mmeasure,
and | think as an interimneasure, it's probably a
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reasonabl e approach

| think it is probably better than nothing. |
don't know what the right nunber is, | have a feeling it
probably is lower than this, but with the idea that it's an
interimmeasure, | think I can support this.

DR HOLLINGER Let's not forget that there are
many conpani es here who have nmuch snaller nunbers in here
than 60,000, and | don't think that they are going from-- |
woul d hope not -- from 23,000 to 60,000 because of this
nmeasure, but they coul d.

DR KHABBAZ: |If we vote to reconmmend the
standard, can we al so take a vote on an additional separate
comment that the FDA work on setting up a | ower standard?

DR HOLLINGER | think we could, but I think that
the FDA probably hears all this. Aml right, Jay, that if
one votes -- | mean it woul d depend on how you are hearing
this -- or should there be an additional vote? | guess
there could be an additional vote.

DR EPSTEIN Well, | nmean we had your
recommendati on | ast Decenber that we nove toward even
smaller limts, and we woul dn't expect to stop here, but the
question is, is this a point at which we can have a policy
with respect to current industry practice. That is not
going to be the end of the story. An interimpolicy, would

M LLER REPCRTI NG COVPANY, | NC.
507 C Street, NE
Washi ngton, D.C 20002
(202) 546- 6666




aj h

10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

311

you support this as an interimpolicy? That is the
questi on.
DUBIN Jay, how long an interimpolicy?

EPSTEIN Well, | can't answer that.

2 3 3

DUBI N  Bal | park?

DR EPSTEIN The trouble is that it wll take
tinme to investigate the feasibility of driving the nunbers
even | ower, and that process has been started, but, you
know, it isn't over until it's over.

DR HOLINGER Corey, let nme just say we have two
Commttee nenbers who mght be | eaving here soon, so we are
going to have to cone to a deci sion because we have a quorum
right now |If one person |eaves, we don't have a quorum
anynor e.

MR DUBIN And what have we got, about two
mnutes left?

DR HOLLINGER W have actually no tine left from
when we said we were going to be finished.

MR DUBIN Al right. Let nme throw ny one
sentence out and I wll get the heck out of the way and we
can vote.

DR HOLLINGER  Go ahead.

MR DUBIN The bottomline for ne, if we vote for
this, this cannot be the end. W are going to keep
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agitating like crazy, and the last thing | want to say is
forget | have henophilia, forget who all of us are. At what
poi nt do peopl e get outraged about the truth?

At what point does it nmatter that for four decades
people don't tell the truth, and then we cone to this
neeting and we act as business as usual, and at that point
for me, it just becomes a question of it's going on all over
our society as far as | am concer ned.

DR HOLLINGER Beatrice, go ahead.

M5. PIERCE: Real quick, | would Iike sonebody
fromthe FDA to comment on the fact that the FDA
recomendati ons for nunbers do not include excipient donors,
wher eas, the 60,000 does, and considering that that is
mai nly fromal bumn, those excipient donors which has a very
safe record, can you speak to that point, the val ue of
havi ng exci pient in there?

DR EPSTEIN FDA has certainly recogni zed al
along that it is donor exposures that we seek to control
not just volune or scale of nmanufacturing, and there is no
question that one has to include all downstream pooling
procedures including the addition of excipients in
fornmul ation as contributors.

VW knew that of course in Decenber. However, at
that point in tinme, we had only a very sketchy know edge of
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what the downstream processes were, and the inpact that they
were having on the pool sizes, so we took the point of view
of starting down that path by setting limts to the upfront
fractionation pool, but with the definite notion that we
woul d cone back w th discussion of downstream pooling and
use of excipients.

So, really, it was never an either/or situation.
It is just that you have in front of you a nore limted
initial FDA proposal, and now, if you will, the paradox that
if you have a | arger nunber, but a nore inclusive systemin
the current | PPl A proposal, but there is no question that
FDA's goal inthis is to drive the total donor exposure as
| ow as possi bl e.

DR HOLLINGER  Thank you. Let's not al ways
forget in the final here, that these products are very safe
right now, and that what we are really trying to do is nake
t hi ngs even safer as such

Yes, Paul.

DR NESS: Just one quick comment. | understand
the enotionalismand the fact that people are unhappy that
they may not have thought they heard the truth, but we have
heard I think pretty convincing evidence today that there is
amjor -- that the levels of contamnation are relatively
small, that the systens of inactivation have many | ogs of
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protection over those |evels of contamnati on, seven or
eight logs we heard, and we are tal king, we are arguing here
about small arithnetic differences which are maybe two to
si xfol d.

| aminpressed by the nedical inpact of really
| oweri ng donor exposure for these agents. Therefore, |
would vote no if | had a vote.

DR HOLLINGER W wll vote on the question of
t he donor exposure limtation as stated.

Al those in favor of the standard as set --

MR DUBIN Are we voting to have FDA recomrend
this just so | amclear?

DR HOLLINGER Yes, that is correct, as an upper
limt.

DR MCURDY: Interi m neasure.

DR HOLLINGER Interimneasure, yes.

Al those in favor of the donor exposure
limtation as stated, raise your hand.

[ Show of hands. ]

DR HOLINGER Al those opposed?

[ Show of hands. ]

DR HCOLLINGER  Abst ai ni ng?

[ Show of hands. ]

DR HOLLINGER  Paul ?
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DR NESS. pposed.

DR HOLLINGER  (pposed. Rev. Little?

REV. LITTLE | would vote yes. Can | say why?

DR HOLLINGER  Yes.

REV. LITTLE | amvoting yes because it's an
interimmeasure and it's sonething, but | have to tell you I
amsitting here and | amreally feeling outraged because |
feel that, you know, for so long the truth hasn't been told,
and in a sense nowit's alnost being -- | don't want to say
rewarded -- but held up as, well, look, this is being done,
so | do hope that this is clearly seen as an interim
measure. | don't think that nunber is acceptable, but as an

interimneasure | amvoting yes.

DR HOLLINGER  Thank you.

DR MARTONE: | voted no because | am unconvi nced
that that is the optinmal upper limt for the nunber

DR HOLLINGER  You think it shoul d be higher or
[ ower, in your opinion, or you just don't know?

DR MARTONE: | think we have been hearing from
the FDA it should be nuch lower, and | think this commttee
voted for a higher limt based on -- nothing.

M5. PIERCE: Let ne qualify why | said yes, and it
iswith alot of mxed enotions, but it is yes to get the
process going, to get it nmoving toward 60,000 with the
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intention that this is not the end, and it should be rapidly
noved even | ower.

DR HOLLINGER | think Jay is hearing that.

Yes, Corey.

MR DUBIN And | have to say the sane reason. |If
| think a majority of our guys our getting product out of
pool s over the 100,000 range, 60 obviously is a slight
inmprovenent. | didn't want to vote yes. It is pretty clear
| did because | do think Jay is listening, but | need to
say, and | think Bea will agree, and | think we are going to
be pushing really hard to nove to where FDA recommended in
Decenber in that range, because we think that is a realistic
range and we think it is justified, and we are not intending
tolet up. Interimis the key word here.

DR HOLLINGER  Thank you very nuch

DR SVALLWOCD:  For the record, the vote on donor
exposure, there were 7 yes votes, 1 no vote, 1 abstention.
The industry representative agreed with the no vote. The
consuner representative agreed with the yes votes. Dr.
August woul d have voted yes. Dr. Piliavin would have voted
no.

DR HOLINGER W wll see you tonorrow norning
at 8 o' cl ock.

[ Wier eupon, at 5:45 p.m, the proceedi ngs were
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1997. ]

to be resuned at 8:00 a. m, Friday, Septenber 19,
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