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PROCEEDI NGS

Openi ng Remar ks

MS. WHELAN: | would |like to welconme you. There
wi Il be transcripts available of this neeting
approxi mately two weeks or so after and we will have them

posted on the CBER website as well as the ORA website.

Wt hout further tinme-wasters, | amgoing to go
ahead and introduce Anne Johnson who will be npbderating
t he meeting.

Moder at or

MS. JOHNSON: | would also like to wel cone each
and every one of you to today's public nmeeting. Before
we get started, would you stand up and introduce
yourselves. Also, the folks here at the head table.
After that, we are going to give you a chance to briefly
i ntroduce yourselves just by name and organi zation.

Let's start with the fol ks at the head table.

MR. BOWERS: | am Lee Bowers. | amDistrict
Director in Baltinore.

MS. GUSTAFSON: | am Mary Gustafson. | am
Senior Director, G obal Regulatory Policy for Plasm
Protein Therapeutics Associ ation.

MR. MADSEN: | am Russ Madsen. | am Senior Vice
Presi dent, Science and Technol ogy, for PDA

[ Att endee I ntroductions.]
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MS. JOHNSON: Thank you. | am Anne Johnson. |
am a conpliance officer in ORA's Ofice of Enforcenent.
It is a pleasure to have you all here. W are | ooking
forward to your comments, suggestions and points to
consider. W strongly encourage frank back-and-forth on
t he i ssues at hand today.

Wt hout further delay, | am going to introduce
Lee Bowers as our first speaker this norning. Lee is a
District Director in FDA's Baltinore District Office. He
is going to give us additional words of welcone as well
as introducing us to today's neeting.

Wel come and | ntroduction

MR. BOWNERS: Good nmorning to you all. | thank
you for comng today. | was a little surprised at the
paucity of attendees or registrants fromthe industry.
My history working with biological products has kind of
led nme to believe that there was not nmuch shyness on the
part of industry or people who were involved in
biologics. | hope this is not an indication that you al
have suddenly gotten shy, or maybe | ambeing a little
optim stic.

But, certainly, your coments are wel cone here
today. FDA is coming into this with an open m nd. W
are soliciting your conments. W need your help and |
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think that you can prove to be valuable in determ ning
how we are going to evaluate team bi ol ogi cs.

We al so want to hear about your experiences with
that group. Like | say, this is your opportunity. |
bel i eve the docket may still be open for those of you who
have not responded. |Is that right, Jackie? It is still
open until June 10, so you are certainly welcone to send
in your comments to that.

What | am going to do today is give you a brief
outline of the history of team biologics and its
i npl enentation. We want to discuss a little bit of FDA's
Phar maceutical cGwWs for the Twenty First Century
Initiative, how that is affecting team biologics right
now and how it will affect teambiologics in the future
and then tal k about the focus of today's public neeting.

Team biologics is a relatively new program for
FDA. It was initiated in 1997 due to sone reports by the
CGeneral Accounting Ofice, Blood Safety, FDA Oversi ght
and Remai ni ng | ssues of Safety, which was published in
1997. And then another review by the Ofice of Inspector
General from HHS which was entitled A Review of FDA's
| nspection Process of Plasma Fractionators which was
publi shed in June of 1997.

Both reports were sonmewhat critical of FDA and
cont ai ned recomendati ons on how t hey believe we coul d

M LLER REPORTI NG COVPANY, | NC
735 8th Street, S.E.

Washi ngton, D.C. 20003-2802
(202) 546-6666



i mprove our inspectional process with relation to bl ood,
bl ood products and plasma manufacturers. That was pretty
much the limt of the reports.

FDA, as we often do when we get a criticism
br oadened that scope and decided to include al
bi ol ogi cal products in a new approach called Team
Bi ol ogics; A Plan for Reinventing FDA's Ability to
Optim ze Conpliance of Regul ated Bi ol ogi cs | ndustries.
That sounds |i ke a Federal Register Announcenent title to
me.

What we wanted to do, though, was to inprove
consi stency not only within the FDA district offices and
the field but between our actions with industry from CBER
and the field. W wanted to increase the tineliness of
our response which has al ways been sonet hi ng that
i ndustry has been critical of, and we have been
internally critical of that, too and we wanted to assure
nore consi stency of our policies, our guidelines and our
regul ati ons.

So we got started with team biol ogics after the
publication of the Inplenmentation Plan and began, in
Cct ober of 1997, basically four nmonths after the O G
report was published, added licensed in vitro diagnostic
products in April of '98, the biotechnol ogy and
al l ergeni c products in October of 1998, and the vaccines
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and the other various products in October of 1999 which
conpleted basically the core teamactivities of team
bi ol ogi cs.

What FDA did when we received the reports is we
got a workgroup together and devel oped an inpl enentation
pl an for team biol ogics. That consisted of an operations
group and a steering conmmttee. The operations group was
charged primarily with assuring the policy was
consistent, and that sort of thing, to resolve probl ens
t hat were occurring between CBER and the field.

That operations group still does neet. | guess
one of the reasons | amhere is | am Co-Chair of that
group now. But the goals of the process were to assure a
conprehensi ve regul atory posture anong all product |ines,
both bl ood and the regul ated i ndustry with vacci nes,
al l ergenics and that sort of thing; pronmote uniformty
bet ween CBER and the field and anobng the field conponents
associated with inspections, policy, inplenentation and
cGWP interpretation.

There had been sone conplaints that different
districts were handing different investigational
operations in different ways and possibly even we were
formulating a regulatory plan for a particular firm
Different firms in different areas were being treated
differently.
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Finally, we wanted to develop and maintain a
hi ghly and professional trained workforce.

I n addition, we wanted to design and organi ze an
approach to inspections that clearly defined both the ORA
field and the CBER roles. You have to renenber that,
before team biologics, while the field was primarily
i nvolved in doing the blood and plasma inspections, the
field was not involved, particularly, in the vaccines,
the fractionated products, the allergens, those products
covered by the core team

As they were transferred over to the field,
obvi ously, there were sone issues we had to get over,
sone problenms we had to resolve and that was part of the
reason that we wanted, when we inplenented team
bi ol ogi cs, the operations group was set up.

We wanted to design a rapid and effective
process for resolving ORA and CBER differences. That has
wor ked sonmewhat. Sonmetines, it is rapid. Sonmetines it
is not. | think that, in the time | have been associ ated
with the team biologics, and that has been just three
years, we have done a nuch better job in resolving those
di fferences and ironed out problens.

| wanted to focus on operation, on policy
approach, that fits FDA' s existing structures and
systens. However, you need to understand that the team
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bi ol ogi cs approach was totally different than anything

t hat FDA had done in the past. Wat we had done with the
bl ood and the bl ood products and plasm was |eft the
responsibility for the investigations in the field in the
district offices.

However, what we did is, with training, we had a
specific nunmber of bl ood-bank investigators that went
t hrough extensive training, both advanced and basic
bl ood- bank. Then we al so trained our conpliance officer
and the supervisor in each district to deal with those
i nvestigators. That is not typical in normal progranms in
FDA.

Wth the core team that was totally different
t han anyt hi ng we have done in the past. What we did was
we established twelve to sixteen investigators that were
| ocated in the district but nanaged by ORA headquarters.
There were up to four conpliance officers.

In ORA, there were also four conpliance
officers. They were managed by O fice of Enforcenment in
ORA. There were CBER conpliance officers attached to
that and then the CBER product specialists which were
managed in the CBER Program Offi ces.

The idea was that the product specialist, the
ORA investigators and the conpliance officers in both
CBER and ORA would work together fromthe very begi nning
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of an inspectional process to facilitate that process and
assure consistency. So that is sonmething that was
totally different. It is sonmething that, now that we are
nmoving into the cGWP initiative that is being explored, a
simlar type but no exactly the same, process for drugs.

In furthering the consistency or the working in
a consistent manner in the field, in the core-team
activities, the operations group devel oped two SOPs, one
for conpliance assessnent and one for the inspectional
process. Those have been in use in the field and in CBER
for approximtely two years, now.

We wanted to provide oversight and assurances of
consistent quality of work products for decisions and/ or
actions. That was primarily the role of the operations
group and the steering conmttee. W wanted to bring
about maxi mum efficiency of operations. That was the
reason for concentrating the investigational activities
in a smaller nunmber of investigators than is typically
handl ed i n other program areas, and we wanted to eval uate
new nmet hods for inplenmenting the biologic inspection and
enf orcement prograns.

Al'l of this was in an effort, for the agency--we
wanted to be innovative. W wanted to be consistent.
Certainly we wanted to pronote the availability of safe
products.
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The pharmaceutical cGW initiative is a risk-
based approach that began in August of 2002. It is part
of a programthat Secretary Tommy Thonpson in HHS
initiated to assure safe and abundant nedical care of the
American public. It says here it is a two-year program
but, as a result of a neeting we had last April with
phar maceuti cal industry, we have all realized it is going
to be much nmore than a two-year program But we have got
sone initial goals and tine lines that we need to neet in
a two-year program which should get this noving right
al ong.

It applies to all pharmaceuticals including
bi ol ogi cal, human drugs, veterinary drugs. However, it
does excl ude the bl ood and pl asma.

The objectives of this initiative are to insure
regul atory review and inspection policies that are based
on state-of-the-art pharmaceutical science and encourage
adopti on of new technol ogi cal advances by the
phar maceutical industry. This is primarily in response
to sonme suggestions by the industry that FDA was
inhibiting progress in devel opnent of new ways of doing
things. The cGWs may be a little out of date--they are
sone thirty years old--and that there were different ways
that we could regulate industry in a nore--a manner where
we work together rather than in confrontation.
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Again, the cGW initiative sets out to clear up
i nconsi stencies that may be occurring not only anong the
field offices, in the different district offices, but
al so anong the centers, the Center for Veterinary
Medi ci ne, Biologics and in Drugs.

Ot her objectives are to integrate advances in
qual i ty- managenent techni ques including quality systens
and approaches into the agency's regul atory standards and
systens for review of inspection and process.

That is sonething that the field has enbarked on
probably about a year ago. The districts are in various
stages of a quality-mnagenment system devel oping that.

It is being |l ed by ORA Headquarters but sone of the
regions went out on their own and devel oped their own
gqual i ty- managenent systens. There are in various stages
of devel oprment right now.

It is something that is moving on into the
Centers, | believe, at a pretty rapid pace. W wanted to
i mpl enent risk-based approaches to our investigational
and our review activities and enhance the consistency and
coordi nation of the agency drug-quality prograns.

| mentioned the April workshop that was co-
sponsored by FDA and PQRI, the Product Quality Research
I nstitute. That was a two-and-a-hal f-day neeting where
we di scussed a variety of these issues. Industry was
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asked for input, simlar to what you are being asked for
today, to help FDA beconme nore effective, becone nore

i nnovative and to have a better approach in working with
i ndustry rather than opposed to industry.

Think that the general comments from that
wor kshop were industry was extrenely delighted to be
there. They were happy for the opportunity. | think the
interesting thing is sone of the suggestions that were
made at that neeting were things that FDA had conme up
wi th and neshed hand-in-hand with those that we had been
wor ki ng on for the previous six nonths, since August.

So I think that was a good indication that
i ndustry and FDA are kind of on the sane page and that we
are interested in working together.

One of the things that I think nost inmpressed ne
about that meeting was the adni ssion by both industry and
FDA that there is sonme risk involved in this. This is
going to require a nore open, nore honest, nore trusting
stance on both of our parts. There was a great deal of
di scussi on who was going to start that process. | think
that the consensus was that the process has got to start
with both of us. | think that is where we are headed.

Sone of the things that kind of overflow from
the cGW initiative but the were al so being worked on by
t he team bi ol ogi cs operations group prior to the cGW
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initiative were the adoption of an internal quality-
managenent system The operations group had set up a
wor kgroup to work on that back in January of 2002 and
t hat process is continuing.

The devel opment of netrics to deterni ne the
i ndustry of team biologics. That is really the focus
that we are here today for. That workgroup tried to nake
sone stabs in an evaluation. Frankly, what we found is
the data we have, while it is traditional data that FDA
mai ntains, it is probably not the nost effective way to
assess team biologics, the industry and the safety of
products.

We want to standardi ze the training and
qualifications of core-team nenbers. That is another
wor kgroup. Sonme of the initiatives they have come up
with is having the--of course, the investigators in the
field have al ways been going through the OR University
pl an but one of the things we are working on nowis to
have sone of the CBER product specialists participate in
that training program possibly not all aspects of it but
certain aspects of it, so that they are able to work
better with the field investigators.

We are also going to train the field
investigators in sonme of the areas where the CBER product
specialists are trained. W wanted risk-based work

M LLER REPORTI NG COVPANY, | NC
735 8th Street, S.E.

Washi ngton, D.C. 20003-2802
(202) 546-6666



pl anning. In other words, we wanted to plan our

i nspections, not that we needed to do a certain nunber of
firms every single year but that we had to do a certain
nunmber of firns based on the risk of those products.

That woul d nean that some firnms, sone
i ndustries, would be inspected nore often. Some woul d be
i nspected less often. Finally, we wanted to increase
conmuni cati ons between Headquarters and the fields. W
have done quite a few things on that. At this point, we
have nmont hly conference calls between the product
specialists, the field investigators and the conpliance
officers. They discuss it there. There are a variety of
i ssues that need clearing up or that we think that nore
information i s needed.

We are asking you for your input on performng
this evaluation. W want to do a prospective eval uation
of team biologics. W want to know where we should be
doi ng, what types of neasures we should be doing in the
future. | think that industry has a | ot of that
i nformation.

| think that your ideas on how to eval uate the
programw || probably |lead to a nuch better eval uation
rat her than FDA measuring its effectiveness by the nunber
of recalls, the nunber of injunctions, the nunber of
warning letters, the nunmber of inspections. That is the
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ki nd of data we have readily available and I don't think
it is really what we want to use for an eval uation of
this program

The criteria that we are asking you to address
today is industry conpliance with applicable | aws and
regul ati ons. We want your input on that. The
consi stency of our inspection and conpliance activities.
This is your opportunity. | know at the cGW workshop in
April, there were quite a few comments about the team
bi ol ogi cs approach and I ask you not to be shy today.

We want to hear about the effects of our
i nspection and conpliance activities on product quality
and, finally, the inpact of the team biol ogics approach
on public health.

The next series of slides will provide sone
additional information on each of these four itens we are
aski ng you to coment on.

For each item we are asking you to give us
i nput about specific nethods, tools, criteria and netrics
that you think the agency should use to neasure the
ef fectiveness of teambiologics. | think that, in the
past in ny career, | have been involved in sone
eval uati ons of FDA prograns. What we have pretty mnuch
done is a traditional approach. W have neasured our
regul atory actions. W have neasured recalls. W have

M LLER REPORTI NG COVPANY, | NC
735 8th Street, S.E.

Washi ngton, D.C. 20003-2802
(202) 546-6666



measured sanples collected. W have neasured violative
sanpl es.

Basically, that gives you an evaluation of what
FDA has done but | don't think it goes to the heart of
the matter of what exactly is the quality, the status of
industry in the United States. So that is why we are
asking you to help us on this.

We asking the approach to take in measuring
i ndustry conpliance to include the types of nethods or
tools you would use in your evaluation if you were to
evaluate team biologics or if you were to evaluate the
quality of a particular product that you are involved
with. W are asking for the criteria you would use to
assess the effectiveness of team biologics in achieving
i ndustry conpliance.

The team approach has been in effect now for
about four or five years. | think nost of you in
i ndustry have had a pretty good experience with it, or at
| east anple tine to experience it. Whether it has been
good or not is probably dependent on how you | ook at it.

But you may suggest that the team biologic
approach has served its course and we need to nove onto
sonething else. We are open to that. You are welcone to
provi de your comments.
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We are asking for the approach you would take in
measuring industry conpliance including the types of
tools you would use for the evaluation. Many firns, |
know, evaluate their processes. They evaluate their
product quality. Those may be applicable to the team
bi ol ogi cs approach, what we had, as we nove into this
Twenty First Century with the regul ation of these
products, and, finally, the criteria you would use to
assess the effectiveness of team biologics in achieving
i ndustry conpl i ance.

Cbviously, we are all in this together.

Regul atory actions against firms do not serve FDA well.
They do not serve you well. They do not assure

consi stent product quality. They do not assure

consi stent ampunt of product. W need to work on that
t oget her.

We are asking you how to assess the prograns
i nspecti on approach regarding the scope and depth of the
systens and the product coverage. W have noved in ORA
in some areas to try to do abbreviated inspections, to
get into firnms faster and get out faster if there is no
i ndi cati on of problens.

| know that the core-team activities,
particul arly, those inspections are often long. There
are possibilities to abbreviate those. W are working
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ri ght now in the blood and bl ood-products area on
stream ining that program That is one of the first
steps we are going to do. Then, after we do that, we are
going to | ook at sonme of the other prograns and that
woul d i nclude the core-team conpliance prograns.

We are asking for your scientific and regul atory
know edge, your skills that you perceive of our
i nspectional personnel. | heard at the April neeting
some comments that the team biol ogics inspectors, firms
felt that they were providing training for those
i nspectors and that was really not their responsibility.

| would comment on that that it is quite
interesting. In the tinme period that | have been
i nvol ved with team biol ogics, nost of the investigators
that we have |ost or that have left the agency have gone
on to industry and I would wonder if, in fact, industry
is providing all the training for these people, why they
woul d be hiring themagain. But that is just ny
percepti on of that.

Finally, the length and frequency of the
i nspections. | know there are a | ot of comrents on that.

We are asking for your views and your
experiences with post-inspection outcones; for exanple,
the tinmeliness of our post-inspection of correspondence,
our adm nistrative and | egal actions or regulatory
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meetings, et cetera, in the context of evaluating the
consi stency of the outcones.

| think that, in the core-teamactivities, we
have got a pretty good handl e since we have got a very
smal | nunber of conpliance officers, a very small nunber
of investigators, and they are all handled at a
centralized headquarters office rather than in twenty
districts. So | think that is probably fairly consistent
but, again, we need your input on that.

You are on the receiving end of this and I think
you are the ones that are in the best positive to give us
a really open and honest assessnent of that. W
certainly want to assess the fairness of the outcones of
our inspections and our regulatory activities.

Finally, the |l ast approach, and this is
sonet hing that we, again, tal ked about during the two-
and- a- hal f-day April workshop, how to define product
quality. | think that is something that seens very
sinple on the surface but | renmenmber, in sone of the
wor kgr oups, we worked for three or four hours just on
that particul ar aspect, what is product quality, what
does it nean, how do we achieve it.

Approaches that you would use to assess the
i npact of product quality. Finally, discussion of the
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scope of deviations fromthe cGWs that should trigger a
product -quality assessnent.

These are all things that | think industry is in
a very good position to determne. | am suggesting that
you, by being at this neeting and by your input and your
contri butions here, can make a difference in how FDA
regul ates the biologics industry in the future. W are
open to your suggestions and we hope you will take us up
on that.

Finally, what criteria would you consider in
assessing the program s inpact on product safety and
product availability. Obviously, those are two issues
t hat wei gh heavily on FDA and on industry. It is no good
to have a good inspectorate, a well-trained inspectorate,
in FDA that shuts down industry where there is no product
avail able. That is not what FDA is about and it is
certainly not what you all are about. So, we are | ooking
for some criteria that you would use to guide us in
assessi ng that.

Finally, in closing, your coments and
suggestions are going to be used. They are going to be
listened to. They are going to be reviewed. They are
going to be tal ked about. They will serve as an
i nval uabl e resource in assisting us in acconplishing our
obj ectives and providing criteria to design an eval uation
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pl an to prospectively evaluate the effectiveness of the
t eam bi ol ogi cs program

Whet her team biologics |lives or dies can depend
on this and your comrents can have a sincere effect on
that. We need input fromyou, fromconsuners. W don't
profess to know it all. So, again, | am pleading with
you to speak out and comrent.

Agai n, these comments are going to be used in
part to the greater cGWP Initiative, to nodernize our
regul at ory approach toward drug manufacturing and product
quality. Team biologics is still operating a little bit
separately fromthe cGW Initiative but there are a | ot
of interfaces. There are a |ot of neetings that are held
between the Initiative Wrkgroup. |In fact, we are having
one tomorrow with some of the CDER people at our
operations group nmeeting to discuss interactions and how
we can be nore consistent anong the two approaches.

Finally, we introduced earlier the team
bi ol ogi cs public nmeeting coordination team | think they
did a good job. We planned on having this neeting--we
only thought about having this neeting about six weeks
ago. Jackie Little and her group did, | think, an
excellent job in getting this together, securing a room
working with you all to, hopefully, nmake this an
effective and a val uable nmeeting for all of you.
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Wth that, | thank you.

MS. JOHNSON: Thank you, Lee.

W will now nove on to the next segnent of our
program where we, the FDA, get the opportunity to hear
fromyou. W have four planned presentations. W are
going to hear fromrepresentatives of the Plasma Protein
Ther apeutics Associ ation, the Parenteral Drug
Associ ation, the National Hermophilia Foundation and,
finally, the Imune Deficiency Foundation, in that order.

Each i ndividual session or presentation is going
to be followed by a Q&A session. Initially, we will open
that up to the workgroup commttee nenbers. They are
seated here at the head table. After they are finished
with their questions or comments, we will then open it up
to everyone here in attendance today.

Wth that, | will introduce our first speaker,
Mary Gustafson, Senior Director, G obal Regul atory
Policy, representing the Plasma Protein Therapeutics
Associ ati on.

Present ati ons
Pl asma Protein Therapeutics Associ ati on ( PPTA)

MS. GUSTAFSON: On behal f of the Association,
woul d li ke to thank you for providing the public forumto
solicit views and coments to assist you in eval uating
the effectiveness of the Team Bi ol ogi cs Program
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PPTA is a global association that advocates for
the world's | eading source-plasnma coll ectors and
producers of plasma-based and reconbi nant bi ol ogi cal
t herapeutics. The nedicines produced by PPTA nenbers are
used in treating life-threatening di seases and seri ous
medi cal conditions including bleeding disorders, inmune-
system deficiencies, alpha-1 antitrypsin deficiencies,
burns and shocks.

Safety is the nunber-one priority for the
menbers of PPTA. In furtherance of safety and quality,
PPTA sponsors prograns of voluntary-standard initiatives
for both its collectors and final -produce manufacturers.
The International Quality Plasma Program the | QPP, for
collectors and the quality, safety, excellence, assurance
and | eadership, or Q SEAL Program for fractionators set
st andards beyond current cGWs that are verified by
i ndependent auditors.

As part of an overall quality system PPTA
menbers wel cone oversi ght by the Food and Drug
Adm ni stration. |In 1997, FDA initiated team biol ogics,
as M. Bowers said, to focus FDA's regul atory oversi ght
of biological products. At that tinme, FDA's Ofice of
Regul atory Affairs and Center for Biologics Eval uation
and Research entered together to better address the
continued quality and safety of biol ogical products,
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resol ve inconsistencies and bring products into
conpl i ance.

The original goals of the programwere on M.
Bower's slide, so | won't go over those again. However,
we feel that the goals from 1997 are rel evant today and
that any programthat is devel oped for neasuring the
effectiveness of the program should include success in
nmeeting these original goals.

In preparing for today's presentation,
presenters were asked to provide input in four areas of
assessing the effectiveness of team biologics. These
areas include industry conpliance, consistency of
i nspection and conpliance activities and effects on
product quality and inpact on the public health.

In terms of assessing industry conpliance with
appl i cable I aws and regul ati ons, we asked our nenmber
conpani es and we cane up with the netrics that M. Bowers
had said that are readily avail able but that nay not be
the right netrics for evaluating the program

These are the recall seizures, |icense
suspensi ons and revocations, warning letters and
injunctions, the traditional, | guess, nunmbers. It is
with great trepidation that | even put these up on a
slide because | have been around | ong enough that |
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remenber when investigators were actually rewarded for
t he nunmber of these actions that they initiated.

We do not want to go back to that at all. |
don't think you do, either. | think the goal should be
to pronote voluntary conpliance of the industry. As M.
Bowers nenti oned, no one wins when there is a regul atory
action. It underm nes public confidence and the
confidence in the people who depend on our nedications.

Also a goal is to increase to agency efficiency.
| think the agency is getting a | ot better at managi ng
i njunctions because there have been so many of them but
they are still extrenme resource burners. |In the end, I
don't know that they do anyone a | ot of good. | know
that sonetinmes they are necessary.

But | guess, in terns of metrics, one thing that
probably hasn't been around a long time for this group of
i ndustry is the Biological Product Deviation Reports.

The regul ation was changed in the |ast couple of years
and there is increased reporting. | know that there are
reports that go out, conpilations of these BPDRs, but we
woul d like for the agency to take this a step further and
really use the BPDR reporting systemas a system for
continuous inprovenent in the industry.

In ternms of the second itemthat we were to
di scuss, determ ning the consistency of inspection and
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conpliance activities, we thought of some of the tools
that could be used. One of them would be custoner-

f eedback surveys. You can't have your car repaired, you
can't go to the dentist, you can't have a plunber cone to
your house, w thout having a tel ephone call or a survey
sent to your house or one dropped off that says, "How are
we doi ng?" Sonetinmes they are very short. Sonetines
they are very long and detail ed survey tools.

| actually saw a cartoon the other day, the
Nonsequitor. It showed this little gal out in the field
with a bunch of sheep. She is holding a sign, and it
says, "How am | herding? Call 1-800-Bo-Peep.” | wasn't
qui ck enough to get the slide copied for it, but it is
pervasi ve, the custoner-feedback surveys.

Obviously, | don't have a lot of insight into
how to devel op the surveys, but there are people who do
this for a living and some of whom | think are quite
good. One reason why we think a custoner feedback survey
woul d be a good tool is it is for everyone. It would be
sonet hing that everyone would be asked to fill out.

| know when manufacturers have conpl ai nts about
an inspection, they are always told, "Well, give us that
f eedback. Everyone has a supervisor. Go up the chain of
command. Call in. Wite in."
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But there is a lot of fear in the industry of
doing that and the "R'" word cones up that we don't want
to tal k about, retribution, retaliation. Manufacturers
are always assured that this will not happen, does not
happen, will not be tolerated. But yet there is a fear
in the industry to pick up that tel ephone or to wite an
i ndi vidual letter.

A cust omer -f eedback survey that would be sent to
everybody | think would neutralize that fear because the
expectati on would be that you will participate and you
wi |l provide feedback and it will be used, then, to
i mprove the system

Anot her item woul d be peer review. | didn't
think of this nyself. | sawit in one of the sheets. |
t hi nk Bruce Burlington had nmentioned this in a talk that
he had given to Tenple University. But, yes, having the
ot her nmenbers of the teamreview the inspection reports
and the work preps, the tinmeliness, the nunber of
deficiencies, the 483s and provi de feedback in,
hopeful |y, a nonconfrontational environment because |
t hi nk your peers are the ones who can actually help you
and hel p the program i nprove.

And then we have managenent review. Wth the
core-team managenent, this may al ready be happeni ng, but
| know that the inspections are signed off by
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supervisors. However, is there a review of the

i nspections or the recommended conpliance actions, then,
in terns of the aggregate, |ooking at them across the
board for consistency and really using this information,
then, to go back and i nmprove the program

| think that the goals of using these tools
woul d be to have a consistent scope and depth of the
i nspections across the industry, to insure that there are
appropriate know edge, skills and professionalismin the
work force and to nmake sure that there is an even
application of agency rules and policies.

In ternms of determning the effects of the
program on product quality, we again have the netrics
that are used for product quality. Those are recalls and
seizures. W can also use the Biol ogical Deviation
Reporting System again, as a quality-inprovement tool by
| ooking at the nunber and the types of the BPDRs and the
true inpact on product quality.

| think the Internal Product Conplaint Files of
t he manufacturers are a great tool because, when it cones
right down to it, custoner satisfaction is what
determ nes our product quality.

The goal, again, should be to effect process
i nprovenents and to better relate GVW observations to
product quality. | think this is really, really tough
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because of just what GWs are. It is kind of an early
warni ng system It doesn't tell you that there are
actual product-quality problens. However, it tells you
that the conditions exist for having a catastrophe.

But we need a better way to really review and to
| ook at the GW issues and to tie those into product
quality. Again, this is not an easy thing. |If it were
easy, it would have been done a long tinme ago.

In ternms of assessing the inpact of the team
bi ol ogi cs on public health, | think, again, nmetrics would
be the review of the 483s and to | ook at those in terns
of whether they are noting systemproblenms within a
conpany or isolated observations. | think it is very
hard for the public to nake this determ nation. The 483
is a very, very powerful docunent.

It is released to the public before the ink is
even dry. So there should be great care that goes into
listing observations on a 483 because of the inpact or
t he perception of those 483 itens. Personally, | hate to
| ook at the stand-al one 483. Maybe it is because | grew
up in conmpliance, but I want to see the background. |
want to see the report. | want to see the docunentation.
| want to see exactly what backed up that 483
observati on.
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| think that is one of the defects of having the
483s rel easable imediately is that you don't have that
background. By all neans, the public doesn't have the
background. So they are kind of scary.

Then there should be some risk/benefit analysis
done. | think, again, we have got the Twenty First
Century. | think that is being done but pay particul ar
attention to the risk of, say, 483 itenms or the risk of a
GWP observation versus the benefit.

| think the goals of this should be to better
understand the science and the use of the product. In
that, I was very, very glad to hear that, in the training
t hat product specialists are being brought in and, al so,
that there is the nonthly conference calls. | think that
is terrific. | think it will go a long way to hel ping
t he product specialists understand the inspection needs
and having the inspectors understand the science behind
t he products and the use of the products.

Agai n, the FDA goals should be to focus on
consuner protection.

I n summary, again, we would like to commend ORA
and CBER for seeking input fromthe public. We think
that this is very valuable and don't be discouraged by
the limted participation. | think that this is a first
step. | don't think many of us--we | ooked at the four
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areas. W | ooked at what was expected and, perhaps,
didn't really quite understand or appreciate the scope of
it.

| think it should be a first step to encourage
public input. | think it also shows that you recognize
t hat better oversight of the programis needed. There
are anecdotal reports. | know, by trying to focus in the
four areas and asking for netrics, that you want to go
beyond anecdotes, and | think we do, too.

| was real happy to hear M. Bowers say that you
want to partner with industry in terns of having a | ess
adversarial relationship. | think one way for
partneri ng, and our conpany have suggested this is the
past, is to use the industry in ternms of training and not
just training during the inspection, because that is
time-consumng and it is only a one-on-one, but ask
industry to cone in and participate in certain training
in process or in the science behind the product.

Thank you.

MS. JOHNSON: Thanks, Mary.

The floor is now open for any questions or
comments fromeither the workgroup commttee nmenbers or
anyone seated here at the head table.

MS. ROSSITER: Enmily Rossiter from Regul atory
Resources. |s anyone else fromthe bl ood-bank sector
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here today? | can't imagine why they are not. | wll be
in touch with them after the neeting since the docket is
still open. Over half the blood collected in the US. is
currently collected under consent decree. | hope that
that fact hasn't hindered the coment process for a
hearing of this type.

But | know the docket still is open so,
hopefully, there will be sonme witten comments provided.
| don't have any prepared because | am not a spokesnman
for the three big bl ood-bank associations, but | can
assure you there are plenty of coments out there and |
t hi nk the FDA needs to hear them

| wanted to expand just on two comrents that
Mary made. She tal ked about a feedback form The Center
for Devices, several years ago, did develop a custoner-
feedback form | amnot sure what it was called, but we
actual ly adapted it for the Citings Programfor our
menbers. It is a one-page form It has maybe four or
five questions on it with a lot of fill-in-the-blank
space for custoners.

| think that CBER may want to | ook at that as a
possi bl e--and talk to CDRH about their experience with
that form | don't know if they are still using it, but
we are still using it in the Citings Program
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Secondarily, the conplaints systemthat | am
sure the FDA has is another netrics area that | think
could be used to track whether or not the conplaints are
up or down, whether the conplaints are higher in a
certain region of the country than another, that woul d
hel p I ook at the big picture and detect potential areas
that need nore attention with team bi ol ogi cs.

MS. JOHNSON: Thank you.

MR. LEWS: Richard Lews, Ofice of Blood at
CBER. | would like to focus on a couple of things, both
in your talk and comments that Em |y made. Both of you
comented on the custoner-feedback surveys. | wonder who
you define as our custonmers. We recognize that our
interaction is predomnantly with the manufacturers but
our ultimate custoners are the patients that use these
particul ar products.

How do we neasure the manufacturers' output and
whet her the quality has inproved fromwhat is produced by
manuf acturers? And how do you see a custoner survey
addressing that?

MS. GUSTAFSON:. Obviously, a custonmer survey, in
terms of the fol ks of who are inspected. | was thinking
in ternms of the tool that would be used post-inspection,
ki nd of a post-inspection survey. However, a couple of
the presenters today are fromthe consunmer groups, the
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user groups. | think, too, that that would be val uable
al so, to get feedback from people who actually use our
products in terns of how are we doi ng, because, when it
cones right down to it, those are the ultimte consuners
and they are the ones that we need to satisfy and we need
to satisfy. We need to have safe, quality products and

t hey needs to be accessible, and we need to have choi ce.

MR. LEWS: Thanks. Then, regarding the bl ood
i ndustry, in our internal evaluation of team biologics,
the cadre concept of having investigators fromthe
districts, specially trained investigators, got the
hi ghest ratings of team biologics. It was felt, at |east
by our internal evaluation, that the program was doing a
good | ob.

So, Emly and others, if you do take that back
to them and ask for their comments to the docket, | would
appreciate it.

MR. MASI ELLO  Steve Masiello, CBER  Mary, you
said that quality equals costuner satisfaction. Can you
give us a little nore insight into any information you
m ght have in that area, what is up, what is down,
changes, perhaps?

MS. GUSTAFSON: | don't really have a finger on
the pul se of the customers. Perhaps, like | said, we
have a couple of presenters that represent consuners but,
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in general quality jargon, you end up that the ultimte
qual ity of the product is having a satisfied custoner.
So I think we have to take that into account.

| think, froman FDA standpoint, we think of
quality in terns of safety, purity, potency. That is
right. That is quality. But, in the final analysis, it
is the customer satisfaction that really counts.

MR. MUNSON: Terry Minson representing PDA
al so. One other thing about using defect reports,

t hough, is the sanme thing conpanies go through with their
consuner conplaints. You have to be very, very careful
with that netric because you have to differentiate those
conplaints that are true quality-related i ssues as
opposed to sonmebody m susing a product or using it in a
manner that wasn't specified by the manufacturer or
approved.

So you have to be really careful and that is
going to require a | ot of analysis, |ooking at the defect
reports, just as manufacturers have to do with their own
conplaints that they receive internally is trying to nmake
those differentiations so that you are dealing with truly
defects that are quality issues, sonmething that the
manuf acturer had control over and should be responding to
and fixing, and those you should see as your
i nvestigations go and as those things get corrected, you
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shoul d see |l ess and | ess of those. Those are the itens
you shoul d be | ooking at.

But it is just a cautionary statenent on | ooking
at the defect reports.

MS. RISSO. Sharon Risso, Ofice of Therapeutics
at CBER. | was just wondering, for Mary and ot her
i ndustry representatives, the nmetrics that you have
tal ked about with respect to product quality are very
visible nmetrics to FDA. But | amwondering if there are
sone ot her things that you, as manufacturers, | ook at
internally; for exanple, nunmber of |ots reworked,
failures, other types of internal deviations that are
taken care of internally through your QA/ QC programns that
m ght, in fact, reflect overall operation.

s it feasible for, say, your organizations as
whol e to, perhaps, gather sonme data |like that or are
those netrics sonmething that are possi ble uses for
measuring the inpact of inspections on overal
operations?

MS. GUSTAFSON: | amdefinitely willing to take
the idea back. But | think what you have is the issue of
near m sses, that if you didn't have a quality program
and these things got out, what would be the inpact. |
know on a conpany-w de basis, those are taken into
account. \hether they have been | ooked at in the
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aggregate by the industry, or whether it would be
possi ble, I amnot sure.

MS. JOHNSON: Any other questions or comments?

Hearing none, thank you, Mary.

Qur next speaker is Russell Madsen. He is the
Seni or Vice President, Science and Technol ogy,
representing the Parenteral Drug Associ ation.

Parenteral Drug Associ ation

MR. MADSEN: Thank you very nuch. PDA al so
appreci ates the opportunity to present comments to you
today. For those of you who are not famliar with PDA
PDA is an organization of individual nmenbers devoted to
phar maceuti cal science and technol ogy, sone research. W
have been around since 1946.

Qur basic goal is to provide a nmechanismfor
menbers to get together and share scientific and
technical information.

The purpose of this presentation today will be
really to cover the four main topic areas, to explain
thema little bit and then to provide just sonme starting
poi nts for discussion with respect to ways that they
m ght be addressed.

Those four topic areas we have al ready tal ked
about are industry conpliance with applicable | aws and
regul ati ons, consistency of inspection and conpliance
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activities, and the effects of those inspection and

conpliance activities on product quality, and then,

overall, the inpact of the Team Bi ol ogi cs Program on
public health.

PDA wi Il submt nore detailed witten comrents
to the docket by the June 10 deadline. So these are kind
of prelimnary comments at this point.

In terms of the conpliance with applicable | aws
and regul ati ons, industry wants to conply with | aws and
regul ations, by and large. | don't think there is any
question about that. However, conpanies and regul ators
soneti mes have different interpretations of what the
requirenents are. This can lead to sonme problens. In
addition to that, sonme individual inspector
interpretations soneti mes becone a factor in 483
observati ons.

How can we address sonme of these situations?
First of all, I think it is inmportant to try to analyze
and identify what the mpjor areas of nonconpliance are
and, when they are identified, to devel op guidance to try
to inprove conpliance in those areas.

Maybe one way to do that is to develop a system
where we can neasure repeat findings sonehow to determ ne
what the effectiveness of those conpliance prograns is.
Finally, this is an area that was quite substantially
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addressed at the recent POQRI FDA neeting in Washi ngton;
cat egori ze observations as critical major and m nor as
they do in the U K and then devel op a system whereby you
coul d measure conpliance by eval uati ng the nunber of
critical observations per year divided by the nunmber of

i nspections.

| think this is just one possible way to do
this. You have got to be very careful to somehow figure
out a way to normalize this maybe with sone kind of a
five-year running average that will mnimze the noise
and will prevent you from seeing what is a real change
versus what m ght be a subjective change.

In terms of consistency of inspection and
conpliance activities, these are sone of the issues we
identified. Some investigators--this is not the
maj ority, but sonme investigators seemto focus on
buil ding a case rather than | ooking at what is really
happening with a firmand the facts of a particul ar
Situation.

I n sone cases, inspectional outcones tend to be
driven by how individual inspectors interpret the GWPs.
Finally, sonme inspectors at not adequately prepared. W
have seen instances where they have clearly not revi ewed
t he BLAS or SBLA and are not aware of particular
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agreenments between the CBER reviewers and the particul ar
conpany bei ng inspected.

How can we change this? Well, | think it has
been already addressed here. One of the major ways to do
this is through investigator training and, perhaps, even
certification of investigators for particul ar areas of
conpetence. Then you could sel ect investigators and
match themup with what a firmis doing to make sure that
they are fully aware of all of the technol ogy that they
need to know about before they do the inspection.

Devel op nmechani sns for oversight of
i nvestigators, effective nechanisns investigators. And
then, review the issues that investigators are citing and
deci de which of these issues should be policy underlying
the team bi ol ogi cs inspections and then comruni cate those
to the inspectors.

Finally, and this was brought out at the GWs
for the Twenty First Century meetings, devel op an
effective dispute-resolution program

How can we neasure the effects of inspection and
conpliance activities on product quality? It is very,
very difficult. These are sone of the issues we
identified. The primary goal of FDA inspections and
conpliance activities is to protect the public health.
That is Job 1. Having said that, that is a very broad
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i ssue and very hard to neasure. If we do that, if we
continue to focus on protecting the public health, over
time, this should result in inprovenments in product
quality.

Some nmetrics that we have already tal ked about
include things like increased custoner satisfaction,
reduction in nonconform ng product and reduced cost, and,
finally, the point that this slide nakes is that the
associ ati on between inspection and conpliance activities
and product quality is extrenmely difficult to neasure
and, at best, is very indirect.

How can we address sone of these issues? Well,
per haps, if we coul d devel op nethodol ogy that could nore
accurately nmeasure the effects of inspection and
conpliance activities on product quality, that would be a
step in the right direction.

|, again, hesitate to put some of these up here
because they have to be handled in a very careful way.
But, for exanple, the nunmber of recalls due to known
product defects, and Terry Minson addressed this a little
whi |l e ago, just because a product is recalled, you have
to make sure that there is, in fact, a known product
def ect involved as opposed to sonme other issue. Evaluate
t he nunmber and type of conplaints and identify rel ated
i nspection findings if possible.
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The inpact of the team biol ogics approach on
public health; certainly effective products al nost
i nvari ably have associ ated potential for harmif they are
not used properly, if they are not manufactured properly.
Si gni ficant adverse effects and contraindications are
identified on approved product |abeling. Post-approval,
seri ous and unexpected adverse events associated with the
use of a therapeutic agent reflect, usually, a previously
unidentified risk. However, that serious adverse event
may be associated with a product. It could be associated
with a user error or sone quality defect.

The team bi ol ogi cs effect can have a negative
effect on public health if it inappropriately raises the
conpliance bar that results in increased product costs
and, in some cases, product shortages.

Suggestions for change; if we calculated the
reducti on of serious or unexpected adverse events,
normal i zed sonmehow to the ampunt of product distributed,
that could be a neasure of the effectiveness of agency
i nspection prograns. Since the agency currently captures
bot h product distribution and serious unexpected adverse-
event reports, this metric m ght be tracked using

exi sting FDA systens.

M LLER REPORTI NG COVPANY, | NC.
735 8th Street, S.E.
Washi ngton, D.C. 20003-2802
(202) 546-6666



It is also consistent with the team bi ol ogics
goal of an operational and policy approach that fits
within FDA's existing structures and systens.

That concl udes the presentation. | would be
happy to take any questi ons.

MS. GUSTAFSON: Mary Gustafson, PPTA. You had
menti oned the issue of inconsistent application of policy
or interpretation. | think that is a common conpl aint.
On one hand, we would say, "Provide us with nore detailed
gui dance, " but that is also a doubl e-edged sword because
very detail ed guidance tends to, | think, inhibit
i nnovati on.

Do you have any comrents on how this could be
i nproved?

MR. MADSEN: You hit the nail on the head.

Gui dance has to be general but, at the sane tine, it has
to be specific. W can't have that. W can't have both.
Possi bly, one way around this is to provide sonme kind of
a tenplate that can be used to identify certain critica
areas, critical processing areas, perhaps, that a firm
woul d use to submit, in this case, with, perhaps, a BLA
or, in the case of CDER, an NDA or an ANDA.

That woul d be evaluated by the reviewers, the
associ ated reviewers. Once that was done and agreed upon
as adequate, that could be used as the basis for
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i nspectors to evaluate a particular firm based on those
previ ously agreed paraneters.

In addition to using common GWP--so, sonmehow, it
woul d have to be nelded at the inspection |evel which is
not an easy thing to do, but the way, you would get the
specifics through this filed and approved application
whi ch woul d be different, perhaps, for every inspected
firmand you would al so have general guidance out there
to cover the GW interpretation. It is just an idea that
has been kind of floating around out there for a while
and | don't know whether it would work.

It is a very, very difficult question.

MR. MASI ELLO  Steve Masiello. | will ask you
sort of the same question that | asked Mary just to be
fair. |f PDA does any type of trending with nmenbers in
terns of custoner satisfaction and, then, could you
comment on how one m ght define custoner satisfaction a
little bit?

MR. MADSEN: | will answer your question in two
parts. First, PDA really doesn't collect any data on
custonmer satisfaction. Wat is custonmer satisfaction is
t he second part. | think I would define it--other people
woul d define it differently, but | would define custoner
satisfaction in terns of FDA's inspectional efforts as
agreenent follow ng an inspection, that that inspection
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was fair, it identified the issues, that those issues
were correct and agreed to by the firm

Nobody |ikes to be inspected, but everybody
knows that there should be a system of checks and
bal ances and you have to have inspections. But if a firm
is happy with the results of the inspection, assumng it
is a good inspection and not just a quick brush-through--
if the firmis happy and the FDA is happy, then | think,
in nmy mnd, that defines an effective program and it
defines custoner satisfaction.

MR. MASIELLO. So there is a desire for a nore
conpr ehensi ve inspection?

MR. MADSEN:. No; but a good inspection. Let nme
just put this in perspective. | was involved, for nmany,
many years, in ny career as an internal auditor--we did
i nspections all over the world of conpany facilities and
contract facilities and suppliers that we used.

You get a feel for what is a good inspection and
isn't a good inspection. You intuitively know that as it
happens. You can tell by the inspected firm s body
| anguage, if they are happy. A lot of this is very
subjective. It is hard to neasure. It is hard to
quantitate. But you know if it is a good inspection.

A firm appreciates a good, fair inspection that
identifies the issues but that doesn't go too far. \What
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is too far? Again, who knows? | hope that answers your
guesti on.

MS. PRESTON: Sue Preston. | have a couple of
practical things, but, before | get into that, can | talk
about a phil osophical question. You raised an issue here
t hat hei ghtening of the conpliance bar may result in
i ncreased production costs and, therefore, those are
transferred to, obviously, our custoners.

| ama little worried about that being actually
a way of preventing products comng to the custonmers who
do val ue having the choice and having that availability.
It is a very insidious way, | think, perhaps even nore
because it is not as visible as the product shortages
that the FDA keeps in their website.

So | amwondering if there is a way to | ook at
the inmpact of conpliance on the increases in costs of
products even though pharmaceuticals are |ess than 10
percent of the medical healthcare costs here in the U S.
So | amwondering if it is worth taking a | ook at that
i mpact in sonme nore formal way.

| don't have the answer about how because | have
been struggling with that question for a nunber of years.
But | think that that would be worth it. | was wondering
if you had any comments about that before | have two
practical things to nmention.
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MR. MADSEN:. | would agree that it would be very
nice totry to find a way to neasure that. | would agree
with you that | have not thought of a good way to neasure
that. Maybe sonebody el se has.

MS. PRESTON: Maybe sonebody will think of a
good way. Maybe we can put sone of the post-docs or sone
of the doctoral students at one of these pharnaceuti cal
sci ences universities. Anyway, a couple of thoughts of
about effectiveness and how one m ght neasure
effectiveness of the conpliance program or of auditors.

| think there are a | ot of conpanies that have
fairly significant conpliance progranms and | am wonderi ng
whet her, as part of a survey, whether industry would be
willing to share how they neasure their conpliance
prograns, their auditors and what training they do
because, obviously, we have the sane goals of our
conpliance progranms as the FDA

We are concerned about product quality. W are
concerned about product quality. W are concerned about
the public health also. So |I am wondering if that m ght
be al so hel pful in |ooking at that for team biol ogics.
Then, with a specific thought to the inspections; now the
i nspections seemto focus on what I will call our "dirty
laundry.” And, yes; it is a very effective way to tell
what we are doing with respect to the product quality.
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But | am wondering whether it would be nore
effective to switch to | ooking at areas of prevention.
So, in other words, do we think about the standards for
our facilities. Are there sone standards for quality
systens that we could use? So | am wondering, instead of
focusing on, I'll say, the tail-end, can we | ook at nore
of the input end and influence that and have a nore
effective inpact on conpliance.

MR. MADSEN: Again, very difficult questions.
There are lots of ways to neasure the effect, | guess,
rather than the effectiveness of your audit program You
can cal cul ate things ranging from how many observati ons
did a particular investigator find in the course of a day
or in the course of an inspection. | don't know how
meani ngful that is. Are they just nit-picky things that
Harry didn't cross the "T" when he signed his nane on his
production record or are they real?

| think one has to |l ook in broader ternms at a
firms state of control. That is an old termthat goes
back into when the GWs--when | renenber, back in the
m d-70's, when the GWs really started to be enforced,
sonme of the old-tinme FDA inspectors, and | think maybe
sone of you in this roomstill remenber him Bud Loftis.
Bud al ways used to |look for a state of control, whatever
t hat was.
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It is hard to define but | think if you could
identify it and feel in your gut that a particular firm
had adequate control and production-and-control systens
in place that they knew what was going on in their
organi zations, that you didn't get a lot of blank stares
when you went in and asked a question about why do you do
this, if you could find a way to neasure that, that is
what you are | ooking for.

But | don't know how neasure it. | amnot sure
anybody knows how to neasure it.

MR. BRUCKHEI MER: M ke Bruckheinmer with
Novartis Pharmaceuticals. | just want to touch on one of
your slides where you talk about the inpact of approach
on public health and you discuss the issue of SAEs and,
in principle, adverse-drug-event reporting.

The one coment that | would have on that is if
there is anything that could be considered within FDA for
an alignnent of the inspection effort and approach to
adver se-drug-event inspections that a conpany nmay
experience from both team biologics and from CDER. The
reason | bring this up is the office that generates nost
of the inspections in that area come out of CDER through
ORA.

Cccasional ly, you see a specific teambiol ogics
i nspection of therapeutic products which are in CBER s
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purview. A |lot of the systemissues at the conpany were
covered by ORA and CDER. |If there is any way that this
coul d be coordinated and aligned, | think it would be
beneficial for all of us.

MS. ROSSITER: Emly Rossiter, Regulatory
Resources. | guess | would |like to underscore Sue's
earlier comrent about trying to focus on the positive
aspects or turn the dirty laundry into sonething useful.
The quality people in our organizations want to cel ebrate
the errors. They really do. They want to encourage the
reporting of deviations and problens, but it is very
difficult to do that when the staff see in the headlines,
week after week, how those sanme reports can potentially
be used against their enployer.

So the people who were supervising and nmanagi ng
t hese enpl oyees on whom we depend to report problens are
hearing two different nmessages, one fromtheir bosses and
one fromthe public-health authorities. | don't know how
to solve that except to try to get their enployees and
the public-health authorities talking the same way about
t hese problens and trying to solve them together rather
than being used in a "we found this out; it goes in a
483," et cetera, et cetera, and ends up in the Nightly
News.
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MR. MADSEN: Let ne say one nore quick thing
about this idea of critical mmjor and m nor observations
classification. It is difficult, sonmetinmes, to know
whi ch box to put an observation in but |I thin, in terns
of some netrics to neasure the effectiveness of your
prograns, if you could sonehow concentrate on the
critical and major issues and don't include the m nors,
it mght take sonme of the noise out of the system

Ten m nor observations probably indicate that
maybe there is a nmajor one there soneplace. If a firm
has hundreds and hundreds of m nor observations, clearly
that is an issue. But the nmetric, whatever it is when it
is finally chosen, or the metrics, should try to identify
the critical and major issues as opposed to the noise.

MS. LITTLE: Russ, in one of your slides, you
mention that investigators were sonetinmes not adequately
prepared, that they did not review the BLA or the BLS-BLA
and are not aware of the agreenents between CBER
reviewers and the conpany. | just wanted to point out
that core teaminvestigators focus on post-approva
i nspections so they really aren't required to review the
BLA. But they are required to interact with the

scientists and the product specialists in CBER
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So I was wondering if you have any data on how
frequently investigators are not prepared to do a GW

i nspection versus focusing or know ng about a BLA.

MR. MADSEN: | don't have hard data. This is
really information that comes in occasionally. | don't
know whether it is 50 percent. | can't imgine it is,
but there is sonme low level of that. It is not only in

CBER. W see it in CDER as well, particularly for pre-
approval inspections. It is clear that the investigator,
in some cases, has no idea--sonetines, they don't even
know what product they are there to | ook at when they
wal k in the door.

We have had sone, "What am | here to | ook at
today?” Only occasionally, but sonetinmes, that is the
case. Most of themdo their jobs very, very well and are
wel | prepared, but there are sonme that could be better
prepared and trained better.

You can say that sanme thing for industry. There

is a bell-shaped curve and you have got to try to fix

t hat .

MS. LITTLE: Thanks.

MR. MADSEN: Terry?

MR. MUNSON: Just a follow up on the critica
maj or-minor. In nost cases, the definitions there are

the criticals, are where the investigator can justify
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that their failure to do whatever they are observing wl
result in a bad product. In other words, it is a direct
link and they are able to make that connecti on.

The majors are there is a possibility of that.
Then you get into the mnors which are just kind of the--
well, they are deviations from GWs, but product i npact
really can't be--there is not a good direct link to it.
So | think, again, using that kind of a nodel wth
clearly defined definitions for each one of those, |
t hi nk, again, focuses on | ooking for those kinds of
operations with a conpany that does have a direct effect
on the acceptability of that product for use by the
CONSUNers.

So I think, again, it is a way of kind of
refocusing us on what is really inportant and having the
i nvestigators have to actually start linking these things
to definite product inpacts; how does this observation
directly inmpact this product.

If they can't nmake that |inkage, then it drops
down in the criticality scale and they can be correctly
judged so that you are |ooking at, if | use this as a
metric, we really shouldn't have a whole lot of criticals
out there. If we take a segnent of the industry, blood
col l ection, blood fractionation, vaccines, if we are
seeing a lot of critical observations in one particular
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area, then that would be a key for CBER to refocus on
that, and what kind of guidance could be put out,
specific, nonspecific, goals, risk-based approaches that
shoul d be done which kind of fits into the general FDA
novenment to go to nore risk based.

Maybe that is the idea in the guidance docunent,
how woul d you go about defining those risks; should each
conpany define those risks for all their processes and
have that clearly defined up front so that, when you go
in to do an inspection, you focus on those critical
points in the processes and how well are they controll ed.

MR. MADSEN: Mary?

MS. MALARKEY: Mary Mal arkey, CBER. | have a
comment and then | al so have a question to follow up on
this critical major-mnor issue. First of all, the
comment. | just wanted to assure industry that the
di spute resolution guidance and pilot programthat are
bei ng devel oped under the GW Initiative will apply to
t he team bi ol ogi cs inspections. So we are working on
t hat as we speak.

My under standi ng of the European program and
correct me if I amwong, is that the critical major-

m nor designation is not given by the investigator but
rather the findings are taken back to the inspectionate,
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if you wll, and that decision is mde by a further
revi ew.

Practically speaking, how do you see that
wor king here? |If the investigators, thenselves, nmade
that distinction, would we will have consistency issues?
| am just wondering how you envision going to that type
of system here in the United States.

MR. MADSEN:. It would, | think, require a
change. Sonme of this was brought up down at the PQRI
nmeeting. The FDA investigators are required to |eave the
483 before they leave the facility. One change that
woul d have to be made under the European systemis that
t hat 483 somehow woul d have to be massaged and the
criticality determ ned prior to the end of the
i nspecti on.

That has the advantage of providing naybe a
needed |ink between--1 don't know who woul d make the
deci sion, whether it would be made at the district |evel
or whether it would be made at the Headquarters | evel,
but it would tend, in itself--the setting of the
criticality could provide a necessary |ink between the
field and Headquarters, perhaps. But the negative
side of that is it mght extend the investigation. It
m ght require a change in the way FDA does the
investigation in ternms of, "Okay; | am finished now. I
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am goi ng away and | am going to cone back in two weeks

and hand you the 483," which would require a | aw change.
MS. JOHNSON: Any other questions? |If not, |

have just one thing, Russell. A couple of tines during

your talk, you nentioned reduced product cost. | amjust

curious as to whether you feel that is sonething that

i ndustry would be willing to share with the FDA if we

were to use that as a netric.

MR. MADSEN: | don't know. | know industry is
extrenmely cautious about cost information. It would be
nice if it could be shared. Intuitively, you can raise

the | evel of conpliance so high that, at the extrene,
products are hand-nmade, make one tablet at a tinme and
you--it is made by an expert and nobody could afford it.

At the other extrene, it is also a problem But
there has got to be some wi ndow of adequate conpliance
that ties in, somehow, to adequate product quality. The
trick is finding where that optimum wi ndow is.

MS. JOHNSON: Thank you. Are there any others?
If not, we are going to pause here for a break. W are a
little ahead of schedule. It is twenty mnutes to 10:00.
| f we could reconvene back here at ten m nutes after
10: 00. That gives you thirty m nutes.

[ Break. ]
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MS. JOHNSON: CQur next speaker of the norning is
Shannon Penberthy, Senior Director of the MARC
Associ ation. She will be representing the National
Hermophi | i a Foundati on.

Nat i onal Henophilia Associ ation

MS. PEMBERTHY: Good norning. Again, ny name is
Shannon Penberthy. | work as Senior Director for MARC
Associ ates. We represent the National Henophilia
Foundati on and have done so since about 1985.

Thank you for the opportunity to speak today
about the inportance of the team biologics program For
those of you in the audience who are not famliar with
t he National Henophilia Foundation, it is a fifty-five-
year-ol d organi zation dedicated to inproving the |ives of
people with bl eeding disorders. They are based in New
York City.

We have an extensive nunber of educati onal
prograns usual ly designed around hel ping new parents with
children newly diagnosed with henophilia, particularly
programs focused on teenagers and then with adults,
particularly those transitioning into adulthood.

We have ongoi ng extensive bl ood-safety
surveill ance oversight activities the we pursue;
educati onal prograns around wonen with bl eeding
di sorders; a strong advocacy program here in Washi ngton,

M LLER REPORTI NG COVPANY, | NC
735 8th Street, S.E.

Washi ngton, D.C. 20003-2802
(202) 546-6666



D. C. focused on research, education, prevention,
treatment for hermophilia and for the conplications of
henmophilia and al so for bl eeding disorders.

We have | guess about forty-five chapters now
nati onwi de and we are the |argest of the henophilia,
bl eedi ng-di sorders, organizations in the United States

| know this was offered a little bit earlier by
M. Bowers in his presentation but a little bit about the
hi story of team biologics, at |east fromthe NHF' s
perspective. In some ways, we really feel the origins of
t he team bi ol ogi cs concept cane out of the handling of
the H V-AIDS crisis. As consunmers becone nore invol ved
in trying to understand how their products that they used
wer e manufactured, how they were inspected, the FDA's
role, all these questions asked about what happened in
the '80's.

It becanme clear that sonething nore needed to be
done. These concerns gai ned enphasis and validation with
the Institute of Medicine Report on HV in the bl ood
supply. As you will recall, the report nade sone very
speci fic recommendati ons about inmprovenent in our blood
safety and bl ood-supply system

We were also, at that tinme, | would say
fortunate to have a nenmber of Congress who took a very
strong interest. His staff as well took a very strong
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interest in these issues, and there were a nunber of
hearings that those of us who were around then--1 don't
know if we finally recalled them but there was a series
of hearings that occurred actually over a nunber of years
and the governnent formed an oversight conmttee.

Those really began in October of 1995 when the
Congressnmen Chris Shays, who chaired the Human Resources
and | ntergovernment Rel ations Subconmittee of Governnent
Ref orm and Oversight, held a hearing on the | OM Report
that then Secretary Shalala testified at. It was really,
if you will, the Adm nistration's first response to the
| OM report, a nunber of recomrendations put forth then is
how we now have--the Assistant Secretary of Health is the
Bl ood Safety Director. There is an internal task force
within the Departnent on bl ood safety. Then, further,
there was the establishment of the Advisory Committee on
Bl ood Safety and Availability.

| recall all that because we also testified, the
Foundation did, at that hearing. | actually pulled out
the testinony. This was testinmony given by a nother of a
hepatitis-infected child with henmophilia. At that
hearing, we called for FDA to work with manufacturers to
expedite the devel opment of new viral-inactivation
t echni ques, for the devel opment and enforcenent of a
system for notifying providers, potential purchasers and
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known consunmer groups about potential threats to bl ood
products frominfectious disease.

We advocated for smaller plasma pool size. W
advocated for consuners of blood products to be vested
participants in regulatory conm ssions and meeti ngs on
bl ood policy including the Bl ood Products Advisory
Commttee. We called for accurate warning |abels to be
devel oped for blood products and we also called for a
conpensation fund.

| went back to that testinony because | thought
it showed, in a way, how far we have really, really cone.
That Committee went to have various hearings and had
various reports that were referenced, the O G the GAO
reports. Sonme of the findings fromthose hearings
actually were that the bl ood supply is safer than it has
ever been before, that it continues to face new
i nfectious-di sease chal |l enges, that HHS had begun, at
that time, to inplenent higher regulatory standards for
protecting blood and bl ood products, that the public has
insufficient information on the risk of blood and bl ood
products, that managenment of the regul atory-review
process was needed by FDA and that we still did not have
an effective comruni cati on system

This was August of '96 when that report was put
in place. | guess | would say we have made a | ot of
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progress in sonme of those and there are sonme we still
need to work on.

| think that it should be noted that those
hearings were occurring at a tinme when we were having
numer ous product recalls and shortages of products.

Unli ke the recalls and withdrawals of the '80's which
were caused by the transm ssion of hepatitis or HV,
these were recalls that were bacterial in nature. W
wer e having products show up reactions in patients
because of sepsis or because, in one, penicillin nold had
been found in the vials that the product was put in and
then it was shi pped.

| think that these are the types of things that
t eam bi ol ogi cs and greater enforcenent of good-
manuf acturing practices in those facilities have
addr essed.

Anot her key turning point in our mnds is a
meeting that we had in 1997 with FDA with seni or
officials. The Foundation had been trying to neet with
FDA for sone time and finally was granted a neeting.
Some of the questions that we raised were the sanme ones
being raised in the hearings; why weren't facilities that
manuf act urer biol ogic inspected by people who had an
under st andi ng of bl ood.
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On the other hand, why weren't plasm
manuf acturers held to GW standards |i ke other drug and
devi ce manufacturers? Wy, in spite of the problens of
the '80's and the 1OM report did the phone call about a
recall still come to my office every Friday at 5 o' clock
and | would be left all weekend with this informtion?

It got so bad, we would stand by the phone and
wait for it to happen. | amreally not joking about
that. We think that team biol ogics has addressed these
gquestions for our community by beefing up inspections,
hol di ng manufacturers nore accountable to GW and
ensuring the efficacy and safety of blood products.

We believe team bi ol ogics has been crucial to
the i nmprovenents we have seen, and | don't say that
lightly. Qur foundation has been criticized, at tines,
by manufacturers, by bl ood bankers and even our own
comuni ty about sonme of the shortages that have recurred
because of those nobre vigilant inspections.

Sonme of the facilities, the production |ines had
not been inspected in years. | know |l recall from one of
hearings that one of the album n |ines had not been
inspected in forty-five years. So you are going to
expect any tine that you change practice and start to
enforce things that you hadn't enforced before that that
is going to have an inpact.
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| know that availability is a safety issue for
our community. | think that, because of the history of
t he henmophilia comunity, we tend to fall probably nore
on the side of--we can work around the availability issue
but let's first make sure the product is safe. | think
that you saw that in the shortages that occurred just a
coupl e of years ago.

Prior to team biologics, we really were plagued

with these recalls and withdrawals. | pulled out old
recall data. 1In 1996, there were fourteen product
recalls. Last year, in 2002, there were four. But |

agree with the point nmade earlier; you can't just conpare
nunbers. What was the inpact or the severity? Wat was
the critical problem if you will, with those products

t hat caused the recall or the w thdrawal.

In 1996, it was because of transm ssion of
hepatitis. It was the sepsis. It was the penicillin
nold. In 2002, those recalls were because there were
concerns about the efficacy of the product related to
manuf acturers today trying to neet consumer demand for a
product that is not refrigerated.

What we have found is that sonme of the products
that we thought didn't need to be refrigerated, in fact,
when they were kept at roomtenperature for a certain
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period of tine, don't have quite the sane potency that it
is |abeled for.

So | very much agree with sone of the coments
made earlier in ternms of where are we in terns of
critical transm ssion or the reduced potency. It is a
safety issue but not of quite the magnitude that the
product recalls were earlier, just even six and seven
years ago.

Transm ssion of viral contam nants fortunately
is very |low today, although we nmust remain vigilant in
our efforts of nmonitoring new agents, West Nile virus,
SARS, even CID remain very nmuch on the m nds of consuners
of bl ood products.

Consuners then have brought nore into the
deci si on process. W now have a voice on all the federa
advi sory committees related to blood. NHF has regul ar
meetings and a dial ogue with FDA in a coll aborative
manner that previously did not exist. | think this
relati onship has been beneficial to all parties.

FDA has also inproved its response mechani sns
for comruni cating information about recalls and
w t hdrawal s. We now actually have a voluntary
notification system mai ntai ned by PPTA. W continue to
think there could be sonme inmprovenents to that system but
we are certainly a long way from where we were.
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So, obviously, much has changed since the now
ei ght years since the 1OM Report was put into the place
and the three or four or five years since team biologics
was instigated by the agency. But | would contend that
sone of our central issues of safety really have not. |
think we are getting closer and nore discrete and finite
in our questions, can we get to zero tolerance in blood,
what new pat hogens m ght be out there that put these
products at risk, how much verification and validation is
needed to maintain safety, efficacy and consuner
confidence in these products.

| think one place to start is to |ook at the
different |layers of our blood-safety systemstarting with
donors for these products. What can we do--and | know
this is a very hot topic right now, but what can we do to
ensure the equival ency between paid and vol unteer donors.
s that sonething that is achievable and, if it is not,
why not, and getting those questions out on the table.

| nspections; there was a | ot today said about
the 483 and consent-decree process. It is sonething that
we have a | ot of questions about. We, obviously, wll
al so ook at the 483s and, |ike Mary, would |ike to see
t he data behind that so we can have a nore full
understanding, really nore to put the findings in
cont ext .

M LLER REPORTI NG COVPANY, | NC
735 8th Street, S.E.

Washi ngton, D.C. 20003-2802
(202) 546-6666



Today there was tal k about critical, major,

m nor. | would never say |eave the mnors off because we
need to know about those and track those just as much as
we do the critical and the majors. But what is the
context? W currently are engaged in a dialogue with the
American Red Cross about the Decenber 483 and the revised
consent decree.

But, as consuners, it is alnost |ike a three-|egged stool
in that we talk both to FDA and Anerican Red Cross and it
takes a | ot of those conversations and conti nuing

di al ogue to help us put in context what this really neans
and what is the inpact.

We appreciate that is a dialogue that is also
continuing privately with FDA and Anerican Red Cross but
trying to interject ourselves into that has been
extrenmely inportant to us to have a better understanding.
We have to scratch our heads a little bit and say why is
it that we are ten years into a consent decree and the
probl ens haven't gone away.

| think that does require a bit of a paradi gm
shift. There was a comment made earlier today about we
focus a | ot on what was wong when we go and do an
i nspection. Maybe we need to focus nore about what was
right and try to address in a whole systens nmanner how
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that prevent fromgetting to the situation where you have
a consent decree.

| know when you are starting with a bad
situation, it has hard to go there. But | think it is
sonet hing that we need to discuss as, hopefully, an
entire community.

Viral inactivation; our consumers want rigorous
testing for new agents as they come about but how nuch
testing can you do? When is the data enough? CJD has
been out there for how | ong now, ten years? W are still
just getting to a point where we are considering changing
the | abel for the product.

Sonmetimes, the science isn't there to be able to
make those decisions. W have actually encouraged, or
are encouraging right now, the devel opnment, if you wll,
of an energing-threats matri x that would hel p, we think,
everyone involved be able to, hopefully, get to that
deci si on about whether sonething is a potential threat in
a qui cker nethod.

We now know from our very in-depth conversations
and the presentations in nonitoring these issues that you
can have a new threat that resides within a famly of
t hi ngs that you know are inactivated. W have seen al
of the test results fromthe spiking with West Nile virus
and bovine diarrhea. |Is there a list somewhere that we

M LLER REPORTI NG COVPANY, | NC
735 8th Street, S.E.

Washi ngton, D.C. 20003-2802
(202) 546-6666



coul d say, "These are the things that we know currently
are inactivated and these are the things that we know -"
| guess the unknowns, you don't know. But can we
extrapol ate that sonehow.

We have al so very nmuch supported the devel opment

of new technol ogies for inactivation and for testing.
One of the things that we are aware of is a m croassay
t hat woul d sinmul taneously speed up and reduce costs for
testing. That is sonething we very nuch are interested
in and have supported.

We were asked, for today, because, as a consuner
organi zation we are not involved in the everyday, when
the i nspector conmes in, the inspection process, but we
were asked to propose new i deas for neasures. | do think
you have to go beyond just neasuring. W had fewer
recalls, trying to put those recalls, when they do occur,
into context.

For us, shortages are an issue. | know we were
quite frustrated in the previous shortage in 2001 that we
couldn't get the shortage on FDA's official shortage |ist
because that |list is maintained by CDER and not CBER. W
were, nevertheless, quite pleased with the way that FDA
nmobilized its resources in speeding up some product
approval s and some plant approvals to address that supply
i ssue.

M LLER REPORTI NG COVPANY, | NC
735 8th Street, S.E.

Washi ngton, D.C. 20003-2802
(202) 546-6666



| think one of the things that we think about is
that we tend to only, as consuners, and | say that not
only as the national organization but also thinking about
the mother of a young child who is infusing this product
pretty nmuch on an everyday or every-other-day basis--we
only hear about the problens. W don't hear about when
the inspections go well. W don't hear about when a
facility has passed an inspection.

| don't know if that is sonething we could ever
get to or not. COccasionally, you m ght have a
manuf acturer who is bold enough to cone out with that
statenent following--if we noved nore to that kind of
system or where you let that information also be known,
| think it would go a long way towards instilling nore
confidence in consuners about products and, | think,
create sone joint accountability between FDA and the
manuf acturers about being able to nake that statenent.

| have already addressed that, |ike many, we
sonetimes want to see the data before--in the 483. |If |
go through FO A, sonetinmes sonme of the critica
information that we need to know is scratched out and,
therefore, we are put in a position where we are really
reliant upon conversations that we have had with FDA and
t he manufacturer to try and help us put all the pieces
t oget her.
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| think that, by and | arge, our nenbers and our
consunmers don't fully understand the inspection process.
That is sonething that also could go a | ong way towards,
| think, inproving confidence. |If our consuners had, in
sonewhat |aynen's terns, a docunent that said, "These are
all the things that occur in an inspection. These are
the things that are evaluated, |ooked for,” in very
generic terms, it would help, again, our community put in
context what it nmeans when a 483 is put together post-

i nspection, what are the steps in ternms of what gets you
to a consent decree.

There was al so a comment earlier today about
custonmer satisfaction. In my opinion, and in, | think,
nost of the people in this room the ultimte custoner is
the user of those products. They want a product that
t hey have confidence in, that they are going to have, if
you will, consistent results with, that they understand,
to the best that can be done today, does not transmt
di sease and that is readily avail able when they need it.

The | OM Report begins by stating that bl ood
safety is a shared responsibility. | think, to maintain
that safety, we do all have to work together. | actually
pul | ed out of FDA's own website a piece they have on what
they believe their responsibility for blood is. The very
| ast sentence is, "The role of FDA is to drive risk to
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the | owest |evel reasonably achievable w thout unduly
decreasing the availability of |ife-saving resources.”

| think that is sonmething we whol eheartedly
endorse and believe that team biol ogics has done a
terrific job in further noving us towards that goal

MS. JOHNSON: Thank you so much.

Any questions or conmments at this tinme?

MS. PEMBERTHY: | had to have sparked sonet hi ng.
| apol ogi ze for not having a formal presentation. | was
asked to do this on Monday afternoon.

MS. JOHNSON: Hearing none, thank you very much.

OQur fourth and final presenter this afternoon is
going to be Mriam O Day representing the | mmune
Defi ci ency Foundati on.

| mmune Deficiency Foundati on

MS. O DAY: VWile the slides get set up, | wll
just introduce nyself. Again, | amMriamO Day. | am
here with the I mmune Deficiency Foundation. | would Iike
to say, on behalf of their Medical Director, Jonathan
Gol dsm th, who was supposed to be presenting today, he is
very sorry that he could not be here. | would also like
to acknow edge and thank Candice Steele, the Vice
Presi dent of Communications for IDF. When you see the
slide set, you will realize how good she is going to make
me | ook today.
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When we took a | ook at the Federal Register
notice, we decided that what we really wanted to address
here today at this neeting, and we are pleased to be able
to have comment on the record, are Questions 3 and 4, the
effects of the inspection and conpliance activities on
product quality and the inpact of this approach on public
heal t h.

The Foundation's mssion is listed there for
you. To boil that down, it is really to inprove the
quality of lives for individuals living with primry
i mmunodefi ci ency.

| amgoing to give you a little bit of
background on | DF, use a case study on the Bayer
tanmpering recall and talk about sone of IDF' s actions in
that regard, and then make sonme recommendations in terns
of improving community outreach, collaboration and, we
hope, through that collaboration, inmproving public
heal t h.

The Foundation was founded in 1980. The
i ndi vi dual s who founded it were parents of a child that
was di agnosed wi th hypogammagl obul i nemia. He was two
years old. He was in the hospital for his third
pneunoni a. They decided that what they really wanted to
do was to form an organi zation that was national in
scope. There were sonme support groups around the country
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but peopl e, because of the rarity of this disorder, and
rare di seases are defined as 200,000 or less in the U S. -
-because of the rarity of this disorder, there was not a
| ot of lay public information avail abl e and peopl e had
not met one another who were affected with these
disorders. It was very difficult to find other famlies
that had children with X-linked SCID or
hypoganmagl obul i nem a.

The organi zati on has a Board of Trustees. The

Board is conprised of individuals, again, who are

primarily personally affected. It has a nedical advisory
commttee with twenty nmenbers and all of them | should
note, are leaders in the field of immnology. In fact,

some of the nmenbers of the MAC are the ones who wote the
t ext books on i nmmunol ogy, some of the basic texts on
primary i munodeficiencies and i munol ogy.

A nursing advisory commttee was formed by the
Foundation in 1999. They have a vol unteer peer-support
network. They decided that the chapter structure was not
as effective as having peer support all around the
country, so they have a | arge volunteer network now t hat
can be nobilized on issues and a professional staff.

They are accountable, personally affected and
invested in the success of the organi zation. Because of
all of these advisory groups and conmttees and the
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activity of the Foundation, their reach is extensive.
The patient and fam |y menbers around the country, the
maj ority of them have probably heard of the IDF if they
are not engaged on the mailing |ist and having regul ar

i nteraction.

Heal t hcare providers are regularly updated
t hrough participation at professional society neetings,
presentations to national pharmaci st neetings, et cetera.
They have a | egislative federal and regul atory outreach
program and we will talk about that a little bit nore in
the m | estones.

Al'l of the healthcare community has had sone
type of outreach by the organization. They partner
closely with industry. They have an interactive website
and conferences and regi onal neetings around the country.

I n 1980, again, the organization was founded.
The Medical Advisory Commttee was put together. In
1987, they published their first patient handbook in
primary i mmunodeficiency di seases. Again, please feel
free to contact the organization if you would |ike a copy
of the handbook, it is very inpressive. It covers al
aspects of primary i munodefici encies including
nutrition, healthcare, all types of healthcare, et
cetera.
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The Foundation hel ped form | POPI, the
i nternational patient organization for primry
i mmunodeficiencies, to help address international issues.
As you know, healthcare is nmuch different in Europe and
ot her parts of the world than it is here. The chall enges
of organi zing patient groups are extensive, so the U S
of fered | eadership.

I n 1994, the organization really realized one of
its primary goals which was to establish a patient
registry. NAID the National Institute of Allergy and
| nfectious Di sease, awarded a grant for the Chronic
Granul omat ous Di sease Registry, the first of its kind in
the country, which is significant because it led to an
addi tional award in 1997 of eight patient registries
whi ch includes comon vari abl e i mmunodefici ency. CVID
makes up the majority of the diagnosed popul ation. So
t he I nmmune Deficiency Foundation now is tracking CVID
patients.

| want to go back and just note for you that the
registries are physician registries. The physicians
register patients and they are nmedically qualified.

There is PI. This is not patient-reported data that is
in the NIAID registries.

In 1998, as a result of severe shortages, as a
result of problems in manufacturing GW, et cetera, |DF
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established a Safety Net Program This was a way to do
direct-to-patient allocation of 1@V, when the inpact of
t he shortages was severe, across the healthcare system
all sites of delivery, physicians' offices, hospitals,
home healthcare. The FDA nonitored that program and
endorsed that programwi th us, so they assisted us. W
al so devel oped a protocol for prioritization.

I n 2001, IDF was fortunate enough to have its
first Medical Director, Jonathan Goldsmth. He is an
M D., and that is inportant when we get a little further
down the |ine because having a doctor on staff allows us
to do sone things that |ay people cannot do al one.

I n 2002, CDC had the small-pox vaccine issue to
deal with. |DF engaged in a debate on that issue because
it is alive vaccine and it affects primary inmune-
deficient people and i mmune-conproni sed individuals. The
information that the Foundation put out and our
col l aboration with CDC is available on the website for
anybody who would like to take a look at it.

| would also like to note, since we are all at
the end of the time line on this slide, that the
Foundation has been instrumental in inpacting public
health in a nunber of areas. | want to highlight for you
t he polio-vaccine issue. The Foundation was there with
t he parents group, the VAP Parents Group, calling for a
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change in the polio-vaccine protocol. Not having had
live polio in the Northern Hem sphere since 1979, |
bel i eve, there was no reason to be giving the live virus
out and the people who contracted polio were those who
wer e i mmune- conprom sed and, in nost cases, primary
i mmune-deficient patients.

The Foundation has al so worked to develop a
Nati onal Health Surveillance Project and is a regul ar
liaison with clinical centers around the country. The
Nati onal Health Surveillance Project is inportant because
this is the | argest plasma user community in the country,
regul ar, frequent and life-long recipients.

Some of the Foundation's progranms include a
pati ent advocate. They have a board-certified genetic
counsel or who does actual case work for patients. The
box on the right gives you a breakdown of what patients
are calling about, what they are interested in, what they
want to know.

You can see that 40 percent of those calls cone
from new patients or famly nmenbers who have just
recei ved a diagnosis. They, again, provide counseling
and education, tools to help patients manage their
heal t hcare, |i ke physician checklists. You can only
i magine what it is like to be a parent of a child who has
been hospitalized repeatedly for infections and not even
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remenbering half of what is being said to you when you
are standing in the physician's office or talking to the
nurse about what is going on. So we provide checklists
for them

The GV Safety Net Program | gave you a small
preview of that. That was |aunched in '99 as an
enmergency supply. All brands of 1@V participated in
providing a priority program for distribution to i mune-
deficient patients. The programis still maintained to
ensure that an enmergency inventory is held in the event
of shortages again. The margin--we are not going to talk
about the marketplace for 1@V today, but the market is
very close. The margin between what is produced and what
is distributed is a very close margin and any little blip
in GW manufacturing, et cetera, causes a significant
programin terms of supply.

| think Shannon touched on that a little bit
when she told you about sone of the issues that the
bl eedi ng disorders are faced with clotting factor. It
was devel oped again with the endorsenment of the FDA and
t he coll aboration and cooperation of all of the GV
manuf acturers.

In March of 2002, the Foundation started a
Conpassi onate Care Program They do not advertise this
program They receive an average of one call per week
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even though the programis not--they don't solicit or
make it known that this programis available. It is
basically word of nouth.

The applicants are reviewed based on their
medi cal necessity and their financial need and then they
are given a limted supply or a tinme-bound supply of
| GV, again based on the evaluation of their necessity.

The Foundati on hol ds national education
conferences for patients. They will be having their
second one in 2003. They do full education training.
They do breakout sessions by di sease and support-group
meetings, and a Capitol Hill Day where they are able to
visit with menmbers of Congress and advance their
| egi sl ati ve agenda.

| want to give you a little denographics about
t he patient population and the utilization. The patient
popul ati on, the point we hope to make with this slide, is
that the patient population is younger than the general
popul ation in the U S. In fact, the Medicare utilization
is about 11 percent for inmmune-deficient patients whereas
it is about 14 percent for the general popul ation.

Agai n, you have this |arge chunk of individuals
who are between 30 and 44. The significant thing about
this is these individuals are in the prinme of life for
this sector here and a portion of this sector, they are
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in childbearing years. They are productive. They are
wor ki ng. They are using conputers. They are a very
savvy popul ation.

In fact, they are an educated popul ati on as
well, as this slide will show you. Most have had sone
coll ege or a college degree or graduate degrees. This
data comes from a national survey of inmune-deficient
patients conducted by the I mune Deficiency Foundati on.
It currently is not published. It wll be published
within the next couple of weeks.

Agai n, you find about 67 percent of this
popul ation are GV users. VWhen | tell you that they are
| GV users, they are frequent and lifelong recipients.
They generally receive their infusions every fourteen to
twenty-one days. It is a replacenment therapy and it is
necessary for life. They have, in nost cases, no
t herapeutic option. As other patient groups who are now
pl asma consuners nmigrate to other types of therapies,
ot her routes of adm nistration, other sources of therapy,
for instance reconbinant clotting factor or for
i ndividuals with al pha-1 antitrypsin deficiency,
reconbi nant therapy is around the corner.

| @V users are in the blood supply. They are
stuck there. There really is not going to be a
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t herapeutic option for many, many years to conme, oOr SO
our Medical Advisory Committee tells us.

How concerned are they about safety? | would
say that between the major concern and noderate concern,
the majority of the population is very concerned about
safety issues.

When it cones to safety and efficacy--this is a
very self-promoting slide--their prinmary source of
i nformation, once you get past the physician halo effect,
is the consuner advocacy organi zation, |ike the |Imune
Defi ci ency Foundati on.

The Foundation partici pates on FDA advi sory
commttees. Again, as Shannon nentioned, we have or did
have representation on all the commttees that have
oversi ght over blood. Jonathan Goldsmth and Charlotte
Cunni ngham Rundl es sit on the FDA BPAC. Jerry
W nkel stein, whose term just expired, was on the
Departnent of Health and Human Servi ces Advisory
Comm ttee on Blood Safety and Availability.

| would like to note here there was sone
di scussion with the new adm ni stration about
reaut hori zing the DHHS advi sory commttee. As Shannon
rem nded you, this is an inportant place, one of the only
pl aces, that consuners can cone and di scuss cost an
rei mbursenent issues. It is also inportant because it is
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one of the only places where the federal governnent and
all the agencies with oversight over blood conme together
and di scuss conprehensively bl ood safety and availability
in a public forumwhere there is sunshine and public
comment .

| am going to give you a case study of IDF' s
activities in response to a recall of Gami nmune N, 10
Percent, which is manufactured by Bayer. The Foundati on
has an advisory conmttee that assessed the risks,
informed the community, conducted surveillance and
ultimately ended up advocating to inprove the product
packagi ng.

The recall was posted on February 1 of 2002.
This recall, in and of itself, did not set off an alarm
bell. It actually was the second recall that took place
in March of 2002 where the custonmer reported white
precipitate in a solution and |ow protein concentration,
el evated chloride and the presence of bacteria.

An al arm bell went off within the | nmune
Defi ci ency Foundati on, some pharmaci sts who notified us
and the physician and healthcare community as well as
consuners. The Foundation i mediately convened its
advisory commttee, its Blood Safety and Availability
Advi sory Committee which is a subgroup of the Medical
Advi sory Committee, includes individuals fromthe nursing
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group and al so outside consuners. O her plasm consuners
participate in that commttee.

We initiated conversations wth FDA, CBER, and
we established as nmuch open comruni cati on as we possibly
could with the agency. They had sone lintations and
restrictions. There is no criticismof FDA here today,
but it does illustrate one of the problens that arose
t hrough this whole recall situation.

We, again, talked to Bayer Corporation, the
manuf acturer of Gam nune N. | mmedi ately, the Foundation
put out an urgent notice and the product-integrity
information sheet. Those are pictures of normal and
tanped vials. Those were produced by Bayer. Bayer
provi ded those to the Foundation on a slick-sheet and
they went out with our mailing. The mailing went to
15, 000 patients and professionals that were on the
mailing list. A blast-fax was done to physicians and
pharmaci sts who were enrolled in the Safety Net Program
and i nformation was posted i nmedi ately on the | DF
website.

The nessages included in that correspondence
were "Check your |ot numbers. Don't infuse if you have a
recalled lot. Examne all vials of Gam nune N and don't
infuse if there is visible precipitate. Exanm ne all
bottles for evidence of damage." Again, we understood
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that this was a tanpering incident and so we asked t hat
consunmers be vigilant over all product that was received.

The secondary nessage was that people were
encouraged to enroll in the Patient Notification System
There is no surprise here that, when consuners got back
to their pharmacists or their physicians or their
heal t hcare providers that they found that the | ot numbers
were not recorded. We have asked repeatedly--it has been
part of the Foundation's Public Policy Programthat there
be a way to record those | ot nunmbers easily, whether it
i s peel -and-stick, bar-coding, scanning, whatever it is,
that there be a way for those | ot nunbers to be recorded.

Again, we found in a | arge nunber of cases, the
patients could not track their |ot nunbers back. W
asked that they contact us or Bayer Corporation if they
had additional questions immedi ately.

There was al so distribution of an educati onal
brochure that was produced sone years ago when the
patient notification systemwas first put together. It
is an education piece that tal ks about how to keep an
i nfusion | og, where the | ot nunbers physically are on the
vial because a |ot of times patients confuse the nunbers
that are on the vial with information on the packagi ng
and, a lot of times, they never see the | ot nunber.
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The product comes prem xed to them hanging in a
bag and they are just ready to be plugged in for their
infusion. So they may never actually handle or see the
product, itself.

We fielded nunerous calls fromconsuners and the
heal thcare community. The inmportance of having Jonat han
Goldsmith as an M D. on staff as the Medical Director is
significant because he was able to do an investigation,
file an adverse-event report and submt those case
reports to MedWatch

Finally, one of the things we did was advocate
for new packagi ng, tanper-resistant packaging. In fact,
Bayer has nodified their packaging so we have sone really
good news here today. The tanper-resistant packaging, in
fact, is being checked on a regular basis. W know
because we had a recall because the vials went out
wi t hout the tanper-resistant packaging. So we know that
it is being inplenented as well, which we feel good
about .

Agai n, we are not knocking the FDA because there
was a crimnal investigation in this particular case
study. But what happened was we couldn't find out the
geographi c |l ocati on where this individual had tanpered
with the product. |If we were able to understand that
i nformation, we could have targeted and tail ored our
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message a little bit better in terns of delivering it to
the patient community and the healthcare conmunity.

It really was very frustrating. But, again, we
woul d thank the agency for continuing to keep the
di al ogue open even though we know that they were very
limted by sone of the things that they could tell us.

So what we found out here is that collaboration
wor ks between the federal governnent, between industry,
bet ween consuners, and that we really need to have a
further coordination of dissem nating patient information
back to them

So we would |ike to make some reconmendati ons
today. We would like to recommend that we continue to
comruni cate and partner with CBER and the nedica
communi ty about issues that are relevant to 13V and
patient safety. And we have sonme specific
recommendat i ons about how we would |ike to suggest that
t hat get done.

We would also Iike to make the record, as
Shannon nentioned, that individuals who are frequent and
life-long plasma consuners be given an educati on piece, a
| ay expl anation of team biologics, of term nol ogy, of
descriptions of a 483. This can help allay consuner
fears because, when you have a child that is being
infused with a product, they are dependent on that
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product, you don't have a therapeutic option and you hear
that there has been a recall or that a plant has been
shut down for conpliance problens, it is very difficult
to understand exactly what is going on. So we think it
woul d be very beneficial to have a lay publication or
possibly a lay section on the FDA website.

We would like to maintain our seats on the
federal advisory commttees that have oversight over
bl ood. We are very pleased that we continue to have
seats on BPAC. Currently, the I mmune Deficiency
Foundati on does not have a DHHS advi sory comm ttee seat.
We would like to turn our inpronptu nmeetings with the
agency, as NHF does, into a standing neeting, a regular
meeti ng where we can exchange information and
col l aborate. We would like to be able to continue to
gi ve you updates on the Safety Net Program

Finally, we know neetings like this today are an
exanpl e of the federal mandate to do community outreach
to get input and discussion and coments and sunshi ne.
We would like to propose a denonstration project to you
where the goal would be to comruni cate current agency
activity relevant to the GV consuner conmmunity and to
col l aborate in a framework that is well devel oped.

We could provide a list of ongoing inspections.
We could deno the lay literature and materials. W could
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publish information. There could even be a guest spot
fromthe FDA in IDF's Advocate Magazi ne, which is their
newsl etter. Information could be posted on the website
or there could be plans to link back and forth to the
website and we would be able to coordinate this with
CBER, and we woul d have a comruni cati ons plan al ready
wel |l set and evaluated in place if there were shortages,
recalls and special notifications.

The outcone of a denonstration project would be
to really build a stakehol der's comuni cati on nodel wth
t he agency that could be used with other stakehol der
groups. |If you developed it through a denonstration
project, a program it could be easily translated into
ot her consumer groups.

So | think we have stated the benefits. The
organi zation is a national organization. Qur nmssion is
really to educate and help patients and heal thcare
provi ders--again, we have broad national reach--and
direct an ongoing access to the patients. In fact, they
rely on us. After their doctors, we are the nunber-two
source of information for them

| know this feels like a car-rental commerci al
to say we are number two. But, for a consuner-advocacy
organi zation behind the physician, | think that is
significant. Again, we have a proven track record.
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| woul d be happy to answer any questions that
you may have. Thank you.

MS. JOHNSON: Are there any questions?

MR. McI NTYRE: Good nmorning. | am Scott
Mcintyre with the OFfice of Regulatory Affairs. This is
a question to Mriam and Shannon to hel p address your
concern about the information that is available or
possi bly a question that | have is, is it not avail able.
Are you aware that there are currently on the website of
FDA and in ORA, an Investigations Operations Manual, the
Regul atory Procedures Manual and the Conpliance Prograns.

MS. ODAY: | think that it is not accessible
enough to individual patients. That is why we are
offering to assist in tailoring that information so it
reaches its targeted audi ence.

MR. McINTYRE: They are avail able on the
Internet, public domain. | think, then, what | am
hearing is nore transparency and visibility. That is in
the Comm ssioner's Initiative to make FDA nore visible.
So |l will take that back to the people I work with and
see if there is a way that we can maybe help in that
ar ea.

MS. O DAY: Thank you. | don't know if Shannon
had anything. Do you want to come up to the podium
Shannon?
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MS. PENBERTHY: | think that, yes, agreeing with
Mriam s answer, those docunents are not only difficult
for our lay comunity to find. |[If they did find them
don't think they would understand them Even that is
sonet hing that--we also have a Medical and Scientific
Advi sory Committee. |If they read them they understand
them but | amnot able to fully articulate all the
things that are in there to a consunmer who is using the
pr oduct .

| would | ove to see us have an hour-and-a-hal f
session at one of our annual neetings where we |aid that
out for consuners in terns that they could understand.

MR. LEWS: | agree with those coments. Scott
has offered ORA and if | could offer CBER as well to
participate in the process to put together a handbook for
patients that defines the Inspection Program | think
t hat CBER does participate in your national neetings.

MS. PENBERTHY: Yes; you do.

MR. LEWS: And we would offer to send
representatives for some of those discussions at the
nmeeti ngs.

MS. PENBERTHY: We appreciate that. Thank you.

MS. JOHNSON: Any ot her questions or comments?

Thank you, Mriam
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At this point, we are open for any general
guestions, whether it be fromany of the presentations
t hat were nmade or any other burning issues you had on
your mnd that you just had to get off your chest. |If
there i s anyone who wants to make an additional comrent,
now i s the tine.

Ckay; | think we are all talked out, then.

We are just going to go over a brief recap of
the goals of the neeting today. W are going to use a
couple of the slides that you saw before from M. Bowers'
talk. The criteria that we hope to address today were:
to develop tools and netrics to assist us in neasuring
i ndustry conpliance with the applicable | aws and
regul ati ons; assess the consistency of our inspections
and our conpliance activities; and also to determ ne the
effects of our inspection and conpliance activities on
product quality and the inpact of our approach on public
heal t h.

Hearing no additional coments, | would invite
you, that if you have anything that you think of |ater
on, we do have a docket that is open. You can wite to
us at the Dockets Managenent Branch here at FDA or you
may choose to submt those electronically on our website
at fda.gov. |If you need any nore information on exactly
how to do that, see Ml anie.
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| guess, at this point, I will introduce Richard
Lewis. He is the Director of the Ofice of Blood
Research and Review in FDA's Center for Biologics
Eval uation and Research and he is going to give us
closing remarks after which we will be adjourned for the
day.

Cl osi ng Remar ks

MR. LEWS: Thank you, Anne. | wll let Jay
know | ater on. | amthe Deputy Director of the O fice of
Bl ood. Dr. Jay Epstein is the Director.

MS. JOHNSON: | pronoted you

MR. LEWS: Thank you very nmuch. | appreciate
t hat .

| think today has been a very worthwhile
meeting. One thing that struck me just now in your talk,
Mriam the government requirement to receive information
fromthe public was really not one of our forenost noving
concepts in developing this nmeeting today. In fact, we
were stuck. We did cone to the question of how can we
eval uate ourselves and what are the appropriate netrics
to put into place to go forward with team biologics to
eval uate oursel ves and wanted sonme public informtion
fromthat.

We know t hat manufacturers assess thensel ves
t hrough quality progranms and we are hoping to, and think
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t hat we have, received sone inportant information today
on how to put sonme of those things in place.

Let ne start by thanking, again, Lee Bowers. He
t hanked the workgroup that was listed in his slides, sone
of the people that have been addressing this question. |
al so want to thank our Office of Communication, Training
and Manufacturers Assistance who were very inportant in
putting this together, Ml anie Whelan, who is very
i nportant in putting together the neeting, as well as
Kat hy Eberhart and Donna Li psconb whom you have all seen
this nmorning helping with the organi zation.

| think that there has been a recognition today
that regul atory actions are all necessary and that we
keep track of them and that they are one netric that can
be used but that are not necessarily a neasure of product
quality. Again, this is one of the areas where we were
hung up, to continue to use these particul ar neasures
doesn't really address the quality of the product; that
is, our bottomline is that the products get better and
that patients get inproved therapies.

We want to integrate and inplement GWs for the
Twenty First Century--this is also going to be part of
our efforts in the future--as well as inplenmenting a nore
effective inspection program
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We have seen today and heard a greater
cooperation with industry and patient-advocacy groups.
That is an extrenely inportant conponent of team
bi ol ogi cs and we hope to continue that and |li ke to nake
that offer, anything that we can do. W do hold regul ar
|iaison neetings with both industry organi zations as wel |
as patient-advocacy groups and we will hear your comments
at those and at other tines. | think that even in sone
of the presentations this norning, there has been a
recognition that it is very difficult to establish
specific netrics. \Where are the boxes that we can put a
check in to say that we are getting better or worse? But
there is an inportant subjective conponent not only of
t he inspection process, itself, but in evaluating the
i nspection process.

Sonme i nportant conments on categorizing 483s, we
recogni ze that there is sonme difficulty in doing that but
that m ght be an inportant conmponent that we can address.
We regularly, again, collect feedback fromindustry and
patients and hope to continue to be able to do that.

| would like to thank the National Henophilia
Foundation for their coments that team biologics is
critical to inprove safety and we agree. We think that
we do serve an inportant role and would like to see
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ourselves in that role and that is our ultimate goal, is
to serve the patient.

So, as we continue our dialogue, | will rem nd
you one nore tine to please send your coments to the
dockets. Al those comments are taken seriously as wel
as the ones we have heard today. And thank you all for
taking the time to put together presentations for us as
wel |l as those of you who have cone to contribute to the
di scussi on.

Thanks a | ot.

[ Wher eupon, at 11:10 a.m, the neeting was

adj our ned. ]
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