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PROCEEDI NGS

MRS. EBERHART: Good norning. M nane is Kathy
Eberhart. On behalf of the agency I1'd like to welcone all
of you to this open public neeting on the Medical Device
Action Pl an.

We have a pretty full schedule today. W're going
to have a break this norning after, | believe, the first
four speakers, and then we have lunch |I think around 12: 15,
as you can see on the agenda in your folder. Then we're not
sure how |l ong the afternoon's going to go, so we're just
going to have to play it by ear.

The bat hroons are out in the hallway this way and
there's a cafeteria in the building for lunch. And if you
have any questions, please feel free to ask nme any tine or
ask anybody that has a nane badge on that's with the FDA
And i f you need anything, just cone out to the table any
time during the day and we can hel p you.

We do have a transcriber, as you can see, and if
you would li ke a copy of the transcript, we have the address
to the FO office out on the table, also, if you' d like a
copy of that address.

I'"d like to wel cone our first speaker today. |It's
our Center director, Dr. Kathy Zoon.

OPENI NG REMARKS

DR. ZOON: Good nmorning. | would like to wel cone
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everyone and thank everyone for com ng today, especially a
nunber of our speakers who have travel ed | ong di stances to
be with us.

This is a very inportant neeting for CBER It's
inportant for many reasons. One, | think it reflects the
spirit of sone of the negotiations that we had on the FDA
Moder ni zati on Act, with going out, reaching, listening to
t he public, hearing what the public and our constituents
have to say and then responding to those issues in a way
that we can further understand and then have a plan to deal
with the problens that we face.

One of the issues, and you'll hear today--1'm
going to give a brief overview on the CBER Medi cal Device
Action Plan and a nunber of our colleagues fromthe Center
will be presenting today, but | think it's very inportant
for us today to have an opportunity to hear fromyou, hear
fromthose of you affected by the FDA and our processes and
how we can make our processes better and nore effective to
serve the public health

In doing this, | would Iike to start out by just
rem ndi ng everybody of CBER s mi ssion statenent. CQur
mssion is to protect and enhance the public health through
the regul ation, the biological and rel ated products,

i ncl udi ng bl ood vacci nes and bi ol ogi cal therapeutics,

according to statutory authorities. The regulation of these
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products is founded on science and law to ensure their
purity, potency, safety, efficacy and availability.

And to the extent that CBER regul ates devices and
their inpact on bl ood safety and ot her products that we
regulate, this is a very inportant part of our program It
is arelatively small part of our program but one that we
take a lot of pride in and |I think one that we are seeking
advice fromyou, who are affected by us, to do even a better
j ob.

If | can have the next overhead, the principles
for the regulation of all biological products, and these
i ncl ude our biol ogical devices, involve a nunber of
fundanental principles. They involve our review capability,
our research capability, our ability to understand the
sci ence behind what people are doing and trying to enable
that science to bring forth products, surveillance, policy
devel opnent and conpl i ance.

All of these are very key and inportant conponents
in the regulation of biol ogical products.

The next overhead shows you the range of products
that are regulated by CBER. They go fromtissues, whole
bl ood, bl ood conponents, bl ood derivatives, vaccines,
al l ergenic extracts, nonoclonal antibodies, biotech-derived
t herapeutics, somatic cell and gene therapy and

zenotranspl anati on. Devices cross-cuts many of these
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product areas and therefore we have active participants in
our Center involved in this.

We have taken an opportunity in | ooking at our
devi ce program and have actually worked very closely with
our field colleagues, as well as CDRH.  John Stigi, who from
CDRH was supposed to be here, couldn't nmake it today because
of a personal issue and we're sorry he's not here but they
have been very active on our conmttees, which we wll
explain to you today.

So we're really very nmuch trying to | ook at our
device regulation in the broader context, |ooking at FDAVA,
| ooking at its inplenentation and howit relates to
bi ol ogi cal devi ces.

The next overhead gives you sonme of the exanples
of devices reviewed by CBER. In this case our primary
products include in vitro test kits and related instrunents,
bl ood coll ection and processi ng devi ces and bl ood
est abl i shnment conput er software.

Many of you in the audi ence, we have worked very
closely on a nunber of these products with you and we are
anxious actually to hear fromyou or your representatives
today in sonme of the issues surrounding the review of these
different classes of products.

The next overhead shows you the | evel of effort

that is currently being expended in device regul ation as of

M LLER REPORTI NG COMPANY, | NC.
507 C Street, N E
Washi ngton, D.C. 20002
(202) 546- 6666



FY97. For the Center, and this includes all our product
areas, the total level of effort is about 52.7 full-tine
equi val ent s.

This is inportant for you to know and it becones
even nore inportant in the context of sone of the current
budget issues that the agency has been facing over the past
five years. W've had a decrease in resources for non- PDUFA
progranms by virtue of annual reductions and M. El engold
w Il be presenting sone of the budget information to you in
t he next presentation.

But | think it is fair to say that our non- PDUFA
prograns have really been challenged to have the performance
| evel s even equivalent to what we had in the early '90s in
order to do a nunber of the reviews.

The next slide shows sone data on the nunber of
PMAs and PMA suppl enments that have been received by the
Center and are pending and those that are conpleted. This
represents data since 1992 and as you can see, in 1997 there
was quite a |large recei pt and pendi ng nunber. That has cone
down this year. Over the past several years many of these
i ssues are being managed, but | think we still have sone
work to do.

The next slide |ooks at the data for 510(k)s. |
think it's self-evident what the data says. | think what

this data says is that we're still struggling to keep up
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wi th the workl oad that we have regardi ng the review of

subm ssions. | think we're making progress. As you can
see, the received and pending is com ng down and the
conpletions are up a little bit in "98, but | think there's
still a differential that we're challenged to take care of.

The next slide shows the conpl eted device reviews
versus the FTEs. | think there's been sone increases over
time. This is just for the Ofice of Blood Research and
Revi ew and doesn't include Ofice of Conpliance, Biologics,
Quality and Ofice of Therapeutics. It allows you to see
t hat .

For to past three years we've tried to at | east
mai ntai n the nunber of FTEs in the Ofice of Blood in order
to deal with device reviews to the best of our ability, even
wi t hin declining resources.

The next overhead talks a little bit about FDA
noder ni zation. Many of you are famliar with this in the
audi ence but this |law was signed into effect in Novenber of
1997 and CBER has been very much a very active player in the
i npl enentati on of the FDA Moderni zation Act.

Clearly we're affected by many aspects of this
act, both for our new biol ogics and drugs, our devices, and
our policies and procedures as they are affected by this
particul ar act.

W have been in contact with CDRH as it relates to
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devi ces since the FDA nodernization. Dr. Jerone Donl on has
been our liaison to CORH in participating in the guidance
and regul ati on devel opnent as they apply to CBER s products.
We have been very nuch actively engaged in that process.

Now, there are some things unique to CORH in this
| egi sl ation and sone things that do affect the Center for
Bi ol ogi cs and we are working very closely with CDRH and are
going to increase our interactions wth CDRH as we go
forward and devel op the Device Action Pl an.

The next overhead, as part of FDAMA, was to do
outreach and CBER was very active in the 406(b) initiative
of FDAMA to reach out. W actually had several neetings,
two of which were CBER al one, one on the East Coast here in
Washi ngton, D.C., one on the Wst Coast in Oakland. And
then we also did a separate neeting with our coll eagues at
ORA out in Irvine, California and we al so participated in
t he broader FDA 406(b) hearing in Septenber in Washi ngton.

| think this was a very inportant process for
CBER. Many issues, especially in the device area, were
rai sed

And if | can have the next overhead, sone of the
themes that we heard in these neetings were the foll ow ng:

i ndustry's general dissatisfaction wwth CBER s regul ati on of
medi cal devi ces, concern that device review standards are

not harnonized with CDRH, inprovenents were needed in review
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per formance, inprovenents were needed in comruni cations
during the review cycle, and CBER field requirenents were
not coordi nat ed.

These were very serious things that we heard and
we took these coments very seriously.

As a result, if | could have the next overhead,
CBER t ook a nunber of followup actions. W established a
device core team which was co-chaired by Dr. Jerone Donl on
and Dr. David Feigal. This is actually an intra-agency
group that includes individuals from CBER, CDRH and ORA and
Team Bi ol ogi cs, addressing sone of these issues that were
rai sed at the 406(b) hearings.

Dr. Donlon this afternoon will be giving you an
overview in a general sense of our draft plan to deal with
the i ssues that we heard.

But nore inportantly, we're very nuch interested
in hearing if we got it right and hearing if the issues that
were raised are the issues that are inportant to you, what
are sone of the suggestions you may have to help deal with
sone of these issues, and to nove us forward.

As a first step to that, we have today this open
public neeting to discuss the draft Device Action Plan, to
open the dial ogue, to get your thoughts and your ideas so
that as we develop the action plan, we can nmake sure that it

truly reflects what the issues of inportance are.
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We | ook forward to this neeting. W |ook forward
to hearing fromyou and we | ook forward to working with you
over the next several nonths in order to fully develop this
pl an.

So as a result, we have no preconceived
conclusions. W cone here to listen. W are open to
constructive input and proposals and we | ook forward to
working with all of you that have an interest in devices now
and in the future.

So wth that | want to thank you very nuch and I
appreci ate you all com ng today.

| now have the pleasure to introduce Mark
El engold. Mark is the Deputy of Operations for CBER and he
will give an overview on budget and Team Bi ol ogi cs. Mark?

BUDGET | SSUES/ TEAM BI OLOA CS

MR. ELENGOLD: Thank you, Kat hy.

It's also a pleasure for nme to be here and | want
to thank everyone who has cone. W have a turn-out that's a
little larger than we had anticipated but that's very good.

| also want to nmake a point of thanking the staff,
particularly of OCTMA--Kathy Eberhart here who's running the
slides, Gail Sherman, Laurie Harrison--for putting this
together on a relatively short tinmefranme, with the
assi stance of folks fromour Ofice of Conpliance and

Bi ol ogics Quality and particularly the Ofice of Bl ood
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Research and Revi ew.

We canme to this process after the grassroots
nmeetings, as Kathy said. W had the grassroots neeting here
in August and Em |y Rossiter and the Massachusetts Biotech
G oup had sonme comments about devices. Then two weeks |ater
in Cakland there were nmany nore poi nted comments about
devices. And finally at the Pacific Region grassroots
nmeeti ng, which was attended by Laurie, nme and El ai ne Col e,
who' || be speaking later and is the chair of the Biologics
Field Advisory Commttee in the Ofice of Regional
Operations, it becane very clear that sonething needed to be
done to address the issues, ranging as sinple as
communi cation to as conplicated as our processes.

So we cane up with the idea for a plan. W wanted
to make sure that we heard from people who were telling us
there were problens that this was the right plan and in a
relatively short period we put together this neeting.

There will also be a docket that will be open for
a few weeks after this, so we'll talk about that later in
the neeting. Your comments are encouraged to that docket.
After hearing what we say today and you go back to your
of fices and your clients, discuss this with them and get
their feelings on it and that's a very inportant part of
t his.

|'ve got the bad news/good news presentation here.
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The bad news is our budget situation. Since we want to
avoi d anyone taking nmuch tine telling us we should throw
nmoney at the situation and fix it, I'"mgoing to go over sone
nunbers that show that that's not a way to do this. The
only thing we can do, in the words of Glbert's
poi nty-haired boss, is work smarter to fix it.

So let nme just go over sone of the budget issues.

About four years ago CBER conceived a strategic plan and

all of our activities and our budgeting and priority-setting

processes are based on the strategic goals. |[|'m sure many
of you have seen this before so we'll go over themrea
fast.

A managed and integrated regul atory process from
di scovery through post-marketing. A high quality research
program whi ch contributes directly to the regul atory
m ssion. A high quality and diverse work force.
Interactive information systens and | everaged resources.

This is what we're dealing wwth. This is the
slide | refer to as the flying wedge. The area in red is
our actual budget and appropriation figures. The black area
to the top is what woul d be necessary to keep activities at
the levels they were at in FY95.

As you can see, every year our appropriation,
while it has increased marginally, was not adjusted for

current services, increased costs, inflation, increased pay
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raises. So even just to do what we did in 1995, we would
need alnost a third nore funds than have been appropriated
for this year.

Were's that noney coming fron? Well, if you | ook
here you can see the bottom bar is our non-PDUFA sal ary and
expense base. The bar above that is our PDUFA Prescription
Drug User Fee Act base. The red area above that is our
PDUFA additive, paid for by the prescription drug user fees.

And the yellow bar at the top is other, and you'll notice
that that's been increasing in size consistently, and that's
i npl ementation of that |everaged resources goal in our
strategic plan--obtaining grant noni es from ot her
organi zations, entering into CRADAs with Partners for
Devel opment, | AGs with ot her governnment agencies and areas
i ke that.

The total CBER all ocation--again you can see the
pressure we're under and goi ng back to the wedge, each year,
because of federal governnent pay increases and the natural
t endency as an organi zation matures, pronotions to occur,
has beconme a consistently larger portion of the noney we
have avail abl e squeezing the operating dollars. The noney
for conmputers, for contracts, for animals, for research, for
everything we do, including travel to acconplish that, gets
smal l er and smal |l er out of the same piece of pie.

FTEs--when | started with the federal governnent
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28 years ago we had man-years. Then we had staff-years and
now we have full-tinme equivalents, representing the fact
that we have many nore part-tinme and job-sharing enpl oyees
in the government.

As you can see, the nunber increased slightly back
to FY97 and has pretty nuch | eveled off since '96. Again
you can see the vast mgjority of the full-time equival ent
positions we have are in PDUFA because renenber that PDUFA
nmoney is additive and the base level that we're required to
maintain is equal to it.

Qur operating budget--well, you can see that since
FY94 it has gone down. And again the S&E portion has gotten
smal | er each year while the other portion, aside from FY94,
whi ch had sone special fees in there, gets to be |arger over
tine.

Qur funds again you can see have gone down
consistently since '94 and, nost inportantly, since there
were sonme comments at the FDA neeting about CBER s research
program you can see that it's decreased by al nost half
si nce FY94.

Now to the good news. Now that |'ve shown you
that we can't just throw noney at the problens we have in
devi ces, one of the things we've been doing to address sone
of the concerns is going to a new inspection and conpli ance

systemcall ed TeamBiologics. This is designed to conserve

M LLER REPORTI NG COMPANY, | NC.
507 C Street, N E
Washi ngton, D.C. 20002
(202) 546- 6666



resources and be nore consistent with the rest of the
prograns in the Food and Drug Adm nistration. And | assune
nmost of you have heard the 20 or 30 tal ks that El aine Cole,
Jerry Vince, Debby Ralston and | have given, so we'll go

t hrough this kind of fast.

It was a plan for reinventing our ability to
optim ze conpliance of the regul ated biol ogics industry.
It's a joint effort of CBER and the O fice of Regulatory
Affairs, which is our field organization. |t uses the
di verse skills of both groups and it focusses on
i nspectional and conpliance issues.

It changed the responsibility for the biennial
i nspection lead fromthe traditional CBER enployee to a
field enpl oyee, and that was done to reduce inconsistency
wi th other prograns, including the CDRH i nspecti onal
prograns. W have a cadre of specialized inspectors and
i nspections include a | ead investigator who's a nmenber of
our core teamand a CBER staff nenber, who we call a
products specialist, and they receive specialized training
in our industries.

It standardi zes the traditional inspectional role
that ORA perforns for the other centers.

The core team conposition is 12 investigators, one
at least | see here, four national experts--oh, | see a

second one; thank you--four national experts who are the
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bi ol ogi cs national experts, who also report to ORA
headquarters, and two conpliance officers, one of whomI|'ve
seen here so far today.

They're located in the field offices around the
country but they report to the ORA headquarters staff in the
Di vi si on of Epidem ol ogy and | nspectional Operations. |Is
that right, Elaine?

M5. COLE: You got the initials right.

MR. ELENGOLD: | got the initials right. That
group has changed nanes at |least 20 tines since |'ve started
w th FDA.

One of the comments we did hear during the
grassroots and 406(b) neetings was the need for inproved
gui dance material. WlIl, the Team Bi ol ogi cs process has |ed
to the formation of nore of that. W have issued or are in
the final process of issuing conpliance prograns as products
nmove from CBER |l ead to ORA | ead. W have issued sone and
wi Il be issuing nore inspection guides. W got specific
i nspection assignnments with guidance in them operational
SOPs so that everyone is doing everything the sanme way
across the country. And the Turbo EIR, which is an
initiative that ORA started that we have assisted with
whi ch speeds the reporting process so that actions can be
taken and files closed faster.

Training activities. This is probably the nost
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highly trained group of people in the FDA today. W' ve had
si x bl ood banking and plasma courses. W' ve had two courses
on the fractionation industry. W had courses on |VD
manufacturing, which is a particular interest to this group.
And many of you |I know were at the industry workshop that
we had in conjunction with the VD training back over the
summer. Allergenic manufacturers training, biotechnol ogy,
and we're planning for the sumrer a vacci ne manufacturing
training programfor the TeamBiologics. And we're in the
process of holding three or four quality auditing courses.

One of the things that is a parallel issue but
related is the Gw Wrking G oup, which was put together
under the lead of the Ofice of Enforcenent and the O fice
of Regulatory Affairs. That group has been trying to
address issues that are common across the Centers. And
there are nenbers of that group from ORA, CBER and CDER and
at a recent neeting we decided to expand that group to
include CDRH, so they will be coordinating on these issues,
as wel | .

And so far, sonme of the issues they've discussed
and tried to reach resolution on are viral and activation
val i dation, reprocessing, reworking, blending, validation,
particul ate matter and inspectional issues.

The inpl enmentati on schedul e for Team Bi ol ogi cs,

the first products that went over QOctober 1, '97--plasma
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fractionation products. April 1, '98, licensed |IVD, and
many of you in the roomare very famliar with that process.
Cctober 1 this year we transferred allergenics and the

bi ot ech products. And the last group to go over Cctober 1,
‘99 are the vaccine products.

And one of the things we hope to acconplish and we
have actually in the operations group that oversees the Team
Bi ol ogics roll-out just about finalized an eval uation pl an,
is to see how we're neeting our goals. The things we'll be
| ooking for are consi stency of agency operations, enhanced
coordination, the inportance of the program both to the FDA
side and the industry side, industry acceptance and support,
whi ch quite frankly has been m xed. Sonme manufacturers have
told me enthusiastically they think this is the greatest
t hi ngs we' ve ever done. Ohers have reservations.

Techni cal expertise of the staff. There's a
certification programso that eventually all people
participating in this will be certified to a base |evel.

And, of course, our overall goal of consunmer protection.

So | just wanted to go over that real fast. Thank
you very nmuch. And | honestly do not know who the next
speaker is, so I'll ask Dr. Zoon to introduce them Thank
you very nuch.

DR. ZOON: Thank you, Mark.

Qur next session is entitled Perspectives--present
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i ssues fromthe device industry and the nmanufacturers
issues. And the first speaker this norning in this program
area is Carolyn Jones fromH MA, who will|l address software.
PERSPECTI VES - PRESENT | SSUES FROM THE
DEVI CE | NDUSTRY, MANUFACTURERS | SSUES
SCFTWARE

M5. JONES: CGood norning. First let me let you
know that | won't be just addressing software. It's sort of
a m xed bag that H MA represents.

Good norning and 1'd like to thank FDA for
allowing us this opportunity to present suggestions for
i nprovenents to CBER s regul ati on of medi cal devices, those
processes.

At HMA | amdirector of technol ogy and
regulation. At present my primary responsibility is in
vitro diagnostics and bl ood bank software. And because we
had been hearing so many conpl ai nts about CBER activities,
we' ve expanded our activities to include sonme device groups
that aren't represented in those broad categories that |
al ready participate in.

Let me tell you a little bit about HHMA. H MA is
a Washington, D.C -based trade association and the | argest
medi cal technol ogy association in the world. W represent
over 800 manufacturers of nedical devices, diagnostic

products and nedi cal information systens. That's why today
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" m not just speaking with respect to the software
manuf acturers.

Al t hough the bul k of devices are regul ated by
FDA' s Center for Devices, CBER s regulation of devices is an
i nportant issues for many of our nenbers. Increasing del ays
in product reviews at CBER have increased manufacturers
di scontent and frustration with the CBER processes.

Dr. Zoon has already sort of discussed alittle
bit about FDAMA but just to give you fromour perspective
what we think FDAMA did, in 1977 the Congress of the United
States passed a | aw designed to rem nd us that FDA's m ssion
is the provision of safe and effective nedical products to
t he Anmerican public.

It was also a rem nder that the agency is
partnered in this effort with the nedical professions and
wi th the producers of nedical products.

While in the past, FDA nmay have thought of its
m ssion as preventing unsafe and i neffective products from
reachi ng the market, Congress has sent us a clear nessage
that such an interpretation is, at best, inconplete. To be
consi dered successful now, the agency nust ensure a steady
and tinely flow of products that are not only safe and
effective but that make a significant contribution to the
health of the American public.

FDA has responded to this new vision with
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ent husi asm and dedi cati on. CBER has canvassed st akehol ders
and has listened seriously and thoughtfully to their
concerns and is noving to address sone of those concerns.

H MA is greatly encouraged by CBER s efforts to
gain input fromthe nedical device industry on how it can
best inprove its regulation of devices. W are glad to see
that comments made by the nedical device industry at the two
nati onal stakeholders neetings hit fertile soil and
appreci ate that sone seeds may have al ready taken root.

We commend CBER for its recent adoption of
previously enacted CDRH i nspectional initiatives--the
preannounced i nspections and annotated FDA 483s. But there
is much nore to do. W agree with Dr. Zoon that today's
nmeeting to discuss the devel opnent of a Device Action Pl an
is a good first step in that direction.

Any new project should begin with an eval uati on
and that eval uation should take into consideration the tools
that you already have at hand and those needed to perform
the task. To develop a 1999 Device Action Plan, a good
starting point for CBERis to first evaluate all of its
current processes to determne what things add no or little
value to the process. Stop all functions with little or no
pay-off. Expand those that work and | ook for new approaches
to enhance the process. This kind of introspection, while

difficult, wll result in a nore efficient organization that
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nmeets all of its |audable goals outlined in the m ssion and
vi sion statenent.

Sone specific suggestions that we have--one of the
things | think that has bothered the nedical device industry
is we sort of |ooked, reviewed carefully the m ssion and
vision statenent. W saw that one of the things that was
m ssing was any specific reference to nedical devices in the
m ssion statenent. And we viewed that in sone ways as a
sort of exanple of one of the problens we've seen wth CBER

Sonme devi ce manufacturers believe that CBER has
l[ittle interest in review ng products that don't generate
user fees. W believe that CBER s disinterest is evidenced
by a noticeabl e absence from CBER s current m ssion
statenent of specific reference to nedical devices. That
may not be true but that is the perception.

I ncl udi ng nedi cal devices in the m ssion statenent
would go a long way to correcting the perception that CBER
has little interest in nmedical devices because they do not
generate user fees.

CBER should clearly outline its nedical
devi ce-rel ated FDA Mbderni zation Act inplenmentation
pr ogr ans.

For some tine, the medical device industry has
been both confused and frustrated by the seem ng | ack of

activity within CBER regarding i nplenentation of the FDA
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Moder ni zati on Act. Wile CDRH has had the bul k of the work
i n devel oping and i npl enenting prograns and policies for
devi ces, CBER has been slow to develop its own policies or
to indicate which CDRH policies it wll adopt.

CBER shoul d adopt the CDRH initiatives that are
well suited for its progranms, use sone of the tools
i npl emented by CDRH, such as the 510(k) paradi gm nodul ar
PMAs and product devel opnent protocols. These could greatly
i nprove CBER s product review processes.

Har noni ze the review processes. CBER s review
processes with regard to instrunentation and software could
be reharnoni zed with CDRH s review processes so that
instrunmentation and software that can be used for both bl ood
screening or diagnosis will not require dual review

The device industry recogni zes that CBER s
paranount concern is the safety of the nation's bl ood
supply. Where necessary to address specific CBER concerns,
add requirenents in a consolidated gui dance docunent.

Har noni zi ng the device reviews would streamine this process
and facilitate getting new technol ogies to market.

So we're not saying that you have to adopt CDRH s
software policies or instrunentation policies in total but
we're saying that the bulk of that information is useful to
the CBER processes. And where it doesn't fit, where it's

not a nice, neat fit, you can put specific guidance or
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specific requirenents in place that woul d make the areas
where you need to protect the blood supply.

Wrk with industry to devel op tenpl ates and
gui dance docunents to nake each type of subm ssion--the BLA,
the 510(k) and the PMA--and revi ew processes sinpler.

The nedi cal device industry has not been given the
opportunity for neaningful participation in CBER s gui dance
devel opnent process. CDRH has al ready recogni zed that much
can be gained fromearlier interaction between the agency
and i ndustry during the gui dance devel opnent process. In
fact, industry has developed the initial drafts for a nunber
of gui dance docunents at CDRH W believe that CBER
gui dances could well benefit fromthis type of collaborative
effort.

One of the other things is that manufacturers have
conpl ai ned that sonetines it seens |like their subm ssions
are sort of lost in a black hole and they don't know where
they are. | think it would be helpful for CBER to publish
flow charts of internal processes for all subm ssions so
that the process is transparent. Indicate who' s accountable
for the process at critical points.

Publish the flow charts of internal processes for
the well-defined points so that firns can, at key conmttee
review points, get feedback and talk to FDA about concerns

with the subm ssions. The feedback coul d be done via
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tel econference and cover questions that m ght require
additional investigational data. It would help both
i ndustry and FDA reduce the cycle tinme for product
devel opnent and revi ew.

It should also attenpt to inprove the access to
scientific and technical expertise. One of the issues that
FDA as a whole has to cone to grips with is that it cannot
al ways keep up with the advances in the technol ogies that it
regulates. CBER is no exception. Many of the delays in
certain product areas can be directly linked to a | ack of
under st andi ng of the technol ogi es.

It isin CBER s and industry's best interest, as
well as the public's, to nmake sure reviewers can keep
current. CBER should nake nore use of scientific workshops
to gain a broader perspective on scientific and techni cal
I Ssues.

Wor kshops permt an open di al ogue and exchange of
i deas, which is precluded by the advisory commttee
structure. Bringing products to advisory commttees doesn't
al l ow that true exchange.

CBER has al ready conducted a wor kshop addressi ng
i npl enmentation of nucleic acid testing for HV for bl ood
screening and another for nucleic acid testing for hepatitis
and other viruses. W hope that this will continue and

expand into other areas, as well.

M LLER REPORTI NG COMPANY, | NC.
507 C Street, N E
Washi ngton, D.C. 20002
(202) 546- 6666



W realize that workshops can be
resource-intensive, and Mark gave a good presentation of the
what the status of CBER resources is at this tinme. FDA
shoul d consider allow ng industry or professional
associ ations to cosponsor or even sponsor workshops, where
possi bl e.

The CDRH vendor day program shoul d be expanded to
i ncl ude products regulated by CBER In addition, CBER
reviewers should be allowed to nake site visits to device
conpanies to gain a better understandi ng of the products
t hey regul ate.

CBER shoul d consider reallocating sone of its
resources to clear up the backl og of device reviews, nuch
like its sister Center, CDRH This neans tenporarily
pl aci ng research projects on hold to help accelerate the
process of getting new devices to market. This would be an
effective and efficient way of reducing the current product
revi ew backl og.

| recognize that Mark has indicated that the
resources in the research area have already been
significantly reduced and | don't want to | eave you with the
i npression that we think those research activities should be
di scontinued. But in times when there are significant
backl ogs and significant problens within an organi zati on,

you have to take a step back and reprioritize.
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And at this point, with the significant backl og,
it may be a good idea to | ook at other resources within CBER
that may be doing things that possibly don't add a whol e | ot
of value at this tinme but may add value in the future.

Don't discontinue them but put themon hold for alittle
bit.

Al so one of the things that device manufacturers,
you' |l | probably hear throughout the day, is the necessary to
adopt CDRH device initiatives such as warning letter pilot
program and sone of the FDAMA initiatives. You'll probably
hear that over and over again.

But with respect to the warning letter pilot
program we suggest that CBER adopt the warning letter
program W realize that this will require slight and
possi bly painful attitude adjustnent. The current program
with its focus on netrics rather than correction, adds
little to CBER s ultimte goal of a safe bl ood supply.

The warning letter pilot program has the advant age
of allow ng the conpany to nake a conmtnent to correct any
deviation without the need for a warning letter. |If the
commtnment is not nmet, the option of a warning letter is
still available. The program has proven successful at CDRH
and | think it may add sone benefit to the CBER program as
wel | .

Wi |l e nost of our concerns right now are directed
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at the product review, sone of our conpani es have expressed
concern with the Team Bi ol ogi cs approach and | did have sone
coments in ny presentation with respect to that. But |

t hink they should be held for |ater discussions with the
agency because | think there may be sone m sconception on
the manufacturers' part as to the focus and direction of
sone of the Team Biologics activities, so | will put those
on hol d.

But in closing, H MA thanks FDA for the
opportunity to provide suggestions. W hope that today's
nmeeti ng denonstrates a true wllingness to work to inprove
CBER processes so that the m ssion and vision that CBER has
outlined can be net.

We | ook forward to working with CBER as a partner
inthis effort to continue to inprove the review and
i nspection progranms. Thank you for the opportunity to
present these comments. W hope that this again will be the
first of many efforts to inprove the processes at CBER

DR. ZOON: |'ve just been inforned that at the
break we'll be getting sone nore chairs, so that should give
you sone nore confortable facilities.

| want to thank Carolyn very nmuch. | |ook forward
to working with her and her colleagues and | think many of
t he points, again Carolyn you' ve made, reiterate what we

heard in the 406(b) neeting and | think that's inportant
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that we're getting at | east a consistent nessage on sone of
the issues that people believe are inportant, so thank you
very nmuch.

Qur next speaker this norning is Dr. Steven Binion
from Baxter Heal thcare

EQUI PMENT/ SUPPLI ES

DR. BINION: Good norni ng.

Just a coupl e of background comrents about the
Fenwal Division of Baxter Healthcare, which | represent.
Fenwal is a manufacturer of drug and device products which
are used in the collection, processing, storage and
adm ni strati on of bl ood conponents. And in the U S., all of
Fenwal ' s products are regulated through CBER s Ofice of
Bl ood Research and Revi ew.

On behalf of the Fenwal Division, | want to thank
CBER for organi zing this workshop and for providing an
opportunity for a variety of individuals to be heard on the
topic of CBER s regul ation of blood technol ogy devices.

Wil e sonetines referred to as niche products,
bl ood technol ogy devices represent a significant industry in
the U S. and abroad. More inportantly, these products play
a key role in maintaining and inproving both the
availability and safety of the supply of bl ood conponents
for transfusion and bl ood conponents for further

manuf act ur e.
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It's very appropriate and tinely for the agency to
seek feedback concerning the regulation of these devices and
Baxt er appl auds the agency's initiative in this area.

What | hope to acconplish today is to provide a
brief overviewand | will try and be brief, since | realize
|"'mthe only thing between you and the break. But |I'd |ike
to address several aspects of CBER s device regul atory
process fromny perspective in industry.

" mgoing to focus on three key elenents in the
regul atory schene--the people involved in device regul ation,
the products that are regulated and then finally, the
process whi ch CBER and devi ce manufacturers use to bring
t hese products to nmarket.

Gven the limtations of tinme and al so ny
i ndi vi dual perspective, it's unlikely that I will address
all the points that are relevant to today's di scussion.
However, | hope that | can provide sonme useful comrentary
and perhaps one or two recommendati ons whi ch may be of
interest with regard to CBER s Device Action Pl an.

In terns of the people at CBER, it's clear that
the reviewers and other staff involved in blood technol ogy
devi ce regul ation face a daunti ng and per haps unenvi abl e
challenge. In order to be effective in their role, CBER
reviewers nust conbi ne expertise in bl ood banking, biologics

and nedi cal device regulation, while trying at all tinmes to
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process their workload in a tinely manner.

This is certainly no small task, especially in
[ight of the budgetary and staffing constraints, as
previ ously addressed by Mark.

Those of us in industry also face constant
pressure, as well as internal resource constraints, also
associated with the product approval process. And we
certainly have a very close-up view of the agency's issues
and efforts in this area.

In terns of recommendations, the first one that I
woul d offer sinply recognizes the fact that at present,
devi ces are not user fee products. Wth this in mnd, it's
i nportant that CBER explore and | ook to inplenent resourcing
alternatives which nay be available to assist in the review
and approval of blood technol ogy devices.

At a mnimum this type of internal reviewis
likely to identify strengths and weaknesses in current CBER
oper ati ons.

A second recommendation is that CBER work with
i ndustry to create opportunities, and here I'd like to
stress additional opportunities for reviewers and other
staff to nmeet with manufacturers in order to increase the
reviewers' famliarity with the design and use of the
products which they regulate and al so to provi de additional

opportunities for CBER staff to communi cate requirenents and

M LLER REPORTI NG COMPANY, | NC.
507 C Street, N E
Washi ngton, D.C. 20002
(202) 546- 6666



expectations to the industry.

Fenwal has participated in several device
denonstrations in FDA's Chicago District Ofice and the
program has been beneficial to both Baxter and, based on the
f eedback, to the agency.

Thi s next comment reflects nmy experience in
dealing with CBER on a variety of device issues during the
past five years. As CBER | ooks to make the best possible
use of its people, | would point out that in many instances
it iscritical for a manufacturer to be abe to interact
directly with the reviewer on a technical issue. This type
of access benefits both the manufacturer and CBER in the
overal | process.

In addition, as CBER | ooks to inprove the device
regul atory process, the value that industry places on tinely
communi cation of issues and progress through the review
process cannot be overenphasi zed.

Accessibility and tinmely conmunication are two
people skills that are critical in this area and wll be
critical to CBER s success in the future.

Finally, it is worth noting that we in industry
share a nunber of goals in common with the people of CBER
In particular, we, too, are conmtted to providing safe and
effective devices for use in the nation's bl ood-banking

i ndustry.
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Turning now to the issue of the blood technol ogy
devi ces which CBER currently regul ates, Fenwal supports the
concept of CBER maintaining responsibility for nedical
devi ces which are used for the collection, processing,
storage and adm nistration of bl ood conponents for
transfusion. Gven CBER s overall responsibility for the
bl ood supply of the nation, it is appropriate that these
devices are also regul ated by CBER

Currently the majority of these devices are
regul ated through the 510(k) process, which is used by CBER
as an adequate regul atory nechanismto address relatively
conpl ex devi ces, such as automated bl ood cell separators and
the aphoresis kits which are used wth these instrunents.

One suggestion for inproving the regul atory
process for blood technol ogy products is that CBER
investigate the possibility of reclassifying bl ood pack
units which contain anti-coagulants or other solutions, as
510(k) devices. The device conponents of these products,
which are currently regul ated as drugs, could just as
effectively be regulated as 510(k) devices while the
anti - coagul ant and ot her solutions remain covered by the
correspondi ng new drug application.

Thi s change woul d potential streamine the
regul atory process for manufacturers and the agency. It

m ght al so hel p address sone of the concerns around product
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approval tinmes and CBER resourcing.

And | would point out here that in the instance of
Fenwal ' s drug devices as used for bl ood conponent
processi ng, these NDA products are also, by |law, not subject
to user fee paynent.

Anot her area of bl ood technol ogy device regul ation
whi ch CBER nust continue to address is the need for
finalization of the regulatory framework for devices which
are used for the collection and processing of mnimally
mani pul ated stem cell products. Over the past few years,
several draft guidances have been issued for comrent, but
the regul atory status of these products is not yet fully
defi ned.

The third recommendation related to 510(k) devices
is that CBER identify for manufacturers those 510(k)-rel ated
process i nprovenents which can be applied to bl ood
t echnol ogy devices and work with manufacturers to identify
specific circunstances in which bl ood technol ogy device
changes require no 510(k) or only an abbreviated 510(k)
subm ssi on

Looki ng next at PMA devices, this product category
obvi ously contains those devices which are associated with
the highest risk and/or regulatory conplexity. Wile
general ly asking that CBER exam ne recent PMA process

i nprovenents as adopted by CDRH, one very specific
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recomendation is that CBER designate a category of bl ood
t echnol ogy devices which qualify for expedited review by the
Center for Biologics.

Two key elenents of this proposal m ght include
the requirenment that such products represent an inportant
new t echnol ogy or technol ogi es and that these products al so
contribute significantly to an inprovenent in the safety of
exi sting bl ood products.

Thi s change woul d be an inportant step forward in
addressing industry's concern over the availability of new
technol ogi es and in denonstrating CBER s conm tnent to bl ood
t echnol ogy devi ces.

Adoption of a nodul ar approach to PMA subm ssi ons
and reviews would al so help streamine the review and
approval process. And again there's a nodel within recent
process changes adopted by CDRH that could be foll owed here.

Simlarly, CBER adoption of the so-called realtine
review for mnor PMA product changes could be specifically
adapted to bl ood technol ogy devices and has the potenti al
again to inprove the product review process fromthe
standpoi nt of both industry and the agency.

In closing, 1'd like to offer just a few
addi ti onal comments concerning the overall regul atory
process. As | nentioned earlier, manufacturers of bl ood

t echnol ogy devi ces share a nunber of goals in common with
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CBER. And as we nove forward in this activity, both

manuf acturers and CBER need to share a commtnent to
inproving in the followng areas. And | think clearly I'm
tal ki ng about inprovenents on the part of both parties in
this area.

Nunber one, to focus on this sector of nedical
devices. Cearly these products are recogni zed by
manuf acturers, the bl ood-banking community and the agency as
bei ng i nportant conponents of the preparation of the
nation's bl ood supply.

Both i ndustry and CBER need to focus on
mai nt ai ni ng and i nprovi ng access to one anot her throughout
all phases of the regulatory process.

And finally, we have to agree to nake a conm t nent
to the best possible interaction between CBER, manufacturers
and the custoners who use these products and who are, in
turn, regulated by CBER  Thank you.

DR. ZOON. Thank you, Steve.

We'll now take a 15-m nute break. W're on
schedule so we'll resume at 10:15. Thank you.
[ Recedes. ]

M5. EBERHART: Qur next speaker is Dr. Pau
McCurdy. He's fromthe Heart, Blood and Lung Institute.
He's a consul tant.

HEART, LUNG AND BLOCD | NSTI TUTE
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DR. McCURDY: Actually it's the Heart, Lung and
Bl ood Institute. Lung got there before blood did, for
what ever reason--a better |obby, | think.

| was, until last January, the director of the
bl ood resources programin the Blood Division of the Heart,
Lung and Bl ood Institute and as was nentioned, |'mnow a
consultant to the director in the blood resources area.

|'ve had a noderate anobunt of experience with the
FDA and its predecessors. | was involved with regul atory
agencies from approxi mately 1956 to about 1986 in one way or
anot her and since | becane a nmenber of the Institute, we
wor ked closely with the FDA on a nunber of the research
projects that the Blood D vision and the Bl ood Resources
Transfusi on Medi ci ne Section sponsored.

| watched the initial incarnation of what is now
t he Bl ood Product Advisory Commttee, maybe BPAC 1, which in
the "70s reviewed all of the blood products and made
recomendati ons for specifications and so forth.
Unfortunately, many of those di sappeared w thout a
regul atory trace in the next five or eight years. A |ot of
it was caused by the AIDS epidem c.

The NHLBI, the Heart, Lung and Blood Institute, is
the |l ead agency in the Public Health Service and at NIH for
research in transfusion nmedicine and bl ood safety. Wen

we're dealing with the possibility of products that may be
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regul ated, |1've | ooked upon our role, at least in part, to
provide the research to help provide a scientific basis for
regulation. And in that, we have attenpted to work closely
with the FDA

"Il mention a few exanples and, in the process,
note sone of the good things that we've been able to
acconplish and perhaps a coupl e of problens.

| ' ve approached our work with things that are
usable with the idea that they should be able to be used and
there shouldn't be any regulatory inpedinents to getting
themused. And in that |ine we've supported basic studies.

Sonetinmes they' ve been followed on wth corporate support
for application. An exanple are sone studies the Institute
supported in the inactivation of viruses, first in plasm
and nore recently in cellular conponents that are begi nning
to nove forward.

We al so support clinical studies when corporate
support is unlikely, at |east at the beginning, and several
of the exanples I'll nention lie in that area.

W' ve been supporting now for about five years,
think, a trial to determ ne whether T-cell depletion of a
bone marrow transpl ant before the transplantati on woul d
prevent graft versus host disease, inprove the overal
survival of the patients who get bone marrow transplants

w thout penalties of graft failure and sonme other side
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effects of T-cell depletion

There has been now for 10 or 15 years a debate in
t he bone marrow transplant community as to whether graft
versus host disease in the unrel ated donor setting in
particular is so bad and so difficult to manage that you
need sonething like T-cell depletion.

W have two devices that are things that would
probably be regarded as devices that are being used in this
trial. One of themis elutriation to renove virtually al
of the |ynphocytes and to concentrate the CD 34 positive
cells, and we're using another device, an anti body devi ce,
to further purify CD-34 cells fromthe nonusable fractions
and add them back in order to get a fairly |arge dose of
CD-34 cells. These are both devices that ultimately w |
need to be approved for use if they turn out to be
satisfactory.

The other one is an anti body that renoves T-cells
by agglutinating themand then differentially centrifuging
themout. So-called T10B9 anti body.

From the very beginning of this trial, we
recogni zed that for the results of the trial to be wdely
applied if they' re positive, there would need to be approval
at several levels at least in the FDA for that. W worked
with our own biostatistical group in designing the RFP. W

al so discussed it with menbers of the FDA as we were
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devel opi ng our request for proposals.

There was a problem however, that devel oped in
this and it's a recormmendation that I m ght make for the FDA
to consider. That is decisions nade by one individual early
in our designing of the trial turned out, when that
individual left the project, not to be supported by the next
person that took over the managenent of the trial fromthe
FDA' s st andpoi nt.

This was not necessarily a bad decision, to change
that, but it reflected sone |ack of continuity and a
potential problemthere, and I think cost us probably
sonmewhere between six nonths and a year in getting the trial
started.

Anot her area that we're now supporting a clinical
trial is a sinple little efficacy trial wthout any
conparison. The first, the T-cell trial, is a random zed
mul ti-centered trial.

The other trial is an attenpt to determ ne whet her
cord blood stemcells, which have received a fair anount of
publicity, particularly in the |ast week as a result of
publication of the |argest series fromthe pioneer in this
area, Dr. Pablo Rubenstein. It received sone press, |
understand it--there was a large article in the New York
Ti mes.

We al so worked very closely with the FDA and with
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our own biostatistical group in designing the RFP

determ ning how nmany cases we needed, what our goals were
and so forth. In this situation it's not absolutely clear
how cord units are going to be regulated. |It's been ny

opi nion that they probably should be |icensed as a biologic
but there are other possibilities that wll protect the
public.

This has generally gone very snmoothly. W' ve
appreci ated the assistance that we've had fromthe FDA in
hel ping us get this trial under way and following its
pr ogr ess.

A third exanple, the Institute is now about three
years, | believe, into the devel opnment or sponsoring the
devel opment of a genom c anplification test or nucleotide
anplification test for blood screening, ainmed initially at
H V and hepatitis C virus.

This turned out to be a conpletely new approach to
t he screening of blood, with which none of us had a great
deal of experience. There was no precedent as to how many
cases or what the end points should be.

We worked closely with the FDA staff on this but
nost inportantly, we went to our own biostatistical group
and told them what kind of confidence [imts we would |ike
to have, what our approach was going to be, what the results

were, and asked themto tell us how many i ndividuals needed
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to be tested in the clinical studies. This was very
i nportant.

There was, however, sonmewhat of a problem and that
is that since this is new technol ogy but al so because
there's been a progressively increasing scrutinizing of
conputer software and validation at a nunber of different
steps in this process, this is partly, not totally but
partly responsi ble for sonewhat of a cost overrun and a
delay in that we're a bit behind schedul e.

| don't think that there's nmuch of anything that |
can recomrend to the FDA that they do about this. This is
the state of the art. This is a new area and it needs to do
that. It needs to be carefully | ooked at in view of
addi tional information.

There is one question that | did not take the
opportunity to ask during the interm ssion but we've had
sone interest fromthe AIDS community that our test for
Al DS, our nucleic acid anplification test for H 'V virus,
woul d be useful in clinically diagnosing cases very early in
the process, particularly people who' ve had poi nt exposures
of one sort or another. And there's interest in our
providing the test for that purpose.

| guess ny question is would it be necessary for
this if it were to becone a diagnostic test, as well as a

bl ood screening test, would it be necessary to get a
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separate subm ssion to CDRH and a separate review and a
separate study? It would seemto ne that sonething that's
adequate for screening bl ood ought to be adequate for

di agnosi s--probably but not necessarily adequate for
quantitation but adequate for diagnosis.

When we' ve had investigators conme to us with
clinical trials that they' re proposing or when we put out an
RFP for some clinical trials if they involve the FDA we
make every effort to insist that the investigators consult
with the FDA very early in planning so that if the results
of the trials turn out to be positive, there won't be any
particular glitch in getting the approvals that are
necessary.

|'ve nentioned a couple of problens. There's a
third problem which | observed initially back in the late
" 70s but in checking the devices that have been approved in
the last year by CBER it's cropped up again. That is the
licensing or the approval of a device to provide a biologic
product which itself is not yet |icensed.

The exanple fromthe late '70s, there were a
nunber of phoresis machines that were avail abl e and approved
for sale, were on the market providing platel et phoresis.

It wasn't until the early '80s that platelet phoresis
products were |icensed and shi ppabl e across state |ines.

At that time | happened to be the director of the
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| arge regional blood programin the District of Colunbia. |
could spit across a state line in either direction. You
al so needed a license to ship it out the front door because
that's the way the original law was witten. You could ship
a product fromone end of Texas to another, as one of ny
friends said, to save a life or the reverse, but | couldn't
send it out the door.

It generally renoves the incentive for people to
gat her the data necessary for licensure if this happens.

| noticed that |ast sumrer there was approved an
unbi lical cord blood collection device. There's a |ot of
interest in cord blood. There are a |ot of people that are
i nvol ved in cord blood transplantation, cord bl ood
collection, but there are a | ot of questions that we need to
answer before it's appropriate to bring theminto the
routi ne therapeutic armanmentarium Thank you.

M5. EBERHART: Thank you, Dr. MCurdy.

The next speaker is from ThernoCenesis and it's
M. Phil Coel ho.

SMALL COVPANY PERSPECTI VE

MR. COELHO First of all, thank you for the
invitation for speaking here today.

Just to give you a perspective on ny comments,
ThernoGenesis, for those of you who don't know, is a smal

medi cal devi ce manufacturer based in California. W have
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previ ously devel oped and marketed ultra-rapid plasm
freezers and plasma plasmat hars which we sell to bl ood
banks, either in the hospital or blood banks.

We have recently been working on the devel opnent
of alittle nore conplicated devices. Those were Class 1
devi ces so the new ones are Class 2 devices. They're
different for us as a conpany in the sense that they are not
only a device, which is the machine in this case, the
t her rodynam ¢ nachine, but also single use sterile
di sposabl es, which actually contact the blood. So that's a
ki nd of upgrading of the conplexity before our conpany and,
of course, our regulatory subm ssions bear the burden of
t hat .

Qur recent involvenent with these new products
have exposed weaknesses in our own conpany and in the course
of the regulatory efforts we have been nmaking, they have
al so aroused in us sone suggestions about how the process
m ght be approved.

In listening to the previous speakers, | don't
think there's anything I'mgoing to say here that hasn't
previously been said and said better, but I'll kind of take
a whack at it.

If I were to summarize it, as | understand it,
it's kind of borrowing fromthe Gatorade comercial about

M chael Jordan--you know, "Be like Mke." Wat | hear
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peopl e saying is "Be like CORH." [|'m enbarrassed to say |
haven't read the new CDRH regul ations. All of ours have
gone to CBER

First of all, it's fair to say that in the course
of our involvenent with CBER, we are aware of the rather
severe dilemma. The cutbacks have been onerous in staff.
There's a public obsession with safety. The press is
second- guessi ng every decision you nake. |If you screw up,
they're all over you.

Conpani es are clanoring for approval and the
public basically wants their life extended so it averages
200 years, so every new product, every new device, every new
drug is going to have themget that way and you're nerely
the eneny if you stop themfromcomng to market in a hurry.

One thing that is also clear to ne in the course
of it is that |ike with many conpani es who have cut backs,
everyone that |'ve net at CBER is working real hard. You're
basically expected to do what you did before but with 20 or
30 percent fewer people.

We're a conpany that's gone through a 30 percent
cut back ourselves, so | have sone sense of that. And you
shoul d believe that people in industry, including the Mbi
and Exxon enpl oyees here, are soon going to find out what
it"'s like to do nore with less. It is sonething we can

enpat hi ze w th.
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|"ve kind of divided this up. There is sone
advi ce which we have | earned over the |ast couple of years
that I w sh we had understood better in making these nore
recent subm ssions.

One of the things is, strangely enough--so this is
kind of voiced in the way of advice that CBER m ght give
smal | conpanies. Although you can't really demand this, but
mainly hire a consulting firm There are people out there,
sone of them fornmer FDA enpl oyees, who can give you advice
that is absolutely indispensable to doing this thing
correctly. W' ve used Hogan & Hartson and we've used Emly
Rossiter, et cetera. Every contact we've had with them have
saved us noney.

Another is try to have preneetings before you
present, so that you're real clear on what the CBER is
likely to want with this particul ar device.

Anot her one is when you wite your subm ssion, one
of the things | would recormend and that we will do in the
future is to wite it in such a fashion that it's clear to
an uni nvol ved nontechni cal person. What you have is if you
have devi ces that unusual in any respect, the people who are
witing it are so inbedded into the device, they wite it in
such a fashion that it may be clear to thembut it's not
necessarily clear to soneone el se.

So |l think we will literally have people in our
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conpany that are nontechnical and not involved read every
single subm ssion we make in the future in detail. And if
they ask a question, it's likely to be asked by soneone at
CBER, the sanme sort of question. So we need to do a better
job of anticipating that because you can't expect

t hem - anyone el se outside--to be as inbued in the product as
you are.

Also if the device is unusual in any fashion, and
our two new devices are quite unusual in the sense that
they're a single platformthat replaces a variety of other
devi ces, then | suggest that you press for a neeting where
you can denonstrate it. That's kind of a back-up of witing
the explanation in sufficient detail that nontechnical
peopl e can understand it.

There's nothing Iike a show and tell. W' ve used
it inthe past. | think it was hel pful for us.

The other is press for interactive neetings with
agendas in advance. There have been in the past tines where
everything nmust be in witing and things that could so
easily be cleared up with a little interactive
communi cation, all of a sudden you're back in the queue,
anot her 90 or 120 days is going on and you're frustrated and
waiting. | think this has got to be as frustrating for the
CBER people as it is for us.

And the nost inportant neetings we've had have
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been interactive ones, where you get questions asked right
there and you can answer themright there and it saves tine
for both CBER and oursel ves.

We made anot her m stake. W submtted data on a
study that had sanpling errors init. And as a result of
that, we explained themand went on. W were rushed, wanted
to get the data back in. One suggestion | would nmake is
that if you have any of those kinds of errors that you
sinply start all over on a clean piece of paper because
anything that you submt that is confusing in that fashion
your explanation's only going to go so far, so it's better
cheaper, faster ultimately to start all over, spend the
nmoney, redo everything, do it correctly this tinme and that
wi Il be good for the conpany.

These are kind of suggestions that to the extent
t hat CBER can advi se small conpanies, | think it's a good
thing to do.

In regard to CBER thensel ves, the corollary of
this is to grant interactive neetings. It's got to be nore
efficient for them as well.

Secondly, if there has to be foll ow up neetings,
we woul d appreci ate having our specialists deal with the
CBER specialists. So if this is a software issue, it really
doesn't need to tie up all the other CBER people in a

meeting on a software issue. |If our software specialists
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can talk to their software specialists, a lot of this can
nove nore expeditiously.

W' ve had several neetings where there's been a
whol e group of CBER people and a whol e group of our people,
but the real communication was in a very select thing. So
there are a ot of people tied up in the neeting who didn't
really have to be in that neeting.

Also, if a conpany presses and you agree, to have
a denonstration. It's real inportant to get the people from
CBER who really can gather in the salient information about
the denonstration there at that neeting. |It's frustrating
to have a neeting wwth a denonstration and find out a key
person wasn't there, so basically all of this was for
not hi ng.

Also, this has, |I'msure, been suggested by ot her
peopl e but there may be sonme C ass 1 devices--1 understand
sone of these now are going out of your review period, but
the degree to which you can pass on and not give the sane
attention to sinpler devices in order to devote nore tinme to
the nore conplicated Cass 2 and O ass 3 devices, that would
be a suggestion that | woul d nmake.

| think a final note is froma snmall conpany
perspective, borrowing fromFitzgerald s remark about the
di fference between rich people and poor people--the rich

peopl e have nore noney--snmall conpanies are fragile, but
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sonetinmes we al so have good products that can be of benefit
to patients. An extended delay for a conpany |ike Baxter
may nean a little less revenues in that area. An extended
delay for a small conpany can be crucifying.

So it doesn't nean that the standards
necessarily--they shouldn't be reduced, but just be aware of
t he consequences sonetines for small conpani es of extended
del ays. They are significant.

That's it. Thank you very nmuch for your
attention.

M5. EBERHART: Thank you, M. Coel ho.

The next speaker is Bernard Branson fromthe
Centers for Disease Control

CENTERS FOR DI SEASE CONTROL

DR. BRANSON. Good norning. M nanme is Bernard
Branson fromthe National Center for HV, STD and TB
prevention at the Centers for Di sease Control and
Prevention. CDC appreciates this opportunity to offer
comments to CBER on the devel opnment of a Device Action Plan
and on their efforts to inprove the regul ation of nedi cal
devi ces.

Most of the nedical device applications reviewed
by CBER are related to issues of blood safety under FDA's
mandate for the protection of public health. CDC s

interest, in addition, relates to FDA s broadened public
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health m ssion, not only the protection of public health,
ensuring safety and efficacy of nedical devices, but also
the pronotion of public health through ensuring the tinely
avai lability of devices inportant for unmet nedical and
public health needs.

Consi derations of safety and efficacy nust take
into account not only the performance characteristics
intrinsic to the diagnostic devices when they' re used for
bl ood screening but also the public health inplications and
benefits and risks when these devices are used for screening
in other settings.

The requi renents for approval of devices intended
for donor screening are explicitly designed to protect the
safety of the blood supply. However, many
transfusion-transmtted di seases can also be transmtted
t hrough ot her mechani snms, such as sexual contact,
needl e-sharing by injection drug users and during pregnancy
froman infected nother to an unborn child.

Because of these circunstances, regulatory
criteria sonetines lead to a paradox. The requirenents
necessary to ensure efficacy of devices for donor screening
may i npede or delay the availability of devices intended for
ot her screening situations with substantial public health
benefit.

|'d like to illustrate the situation with the
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exanple of HV rapid tests. The virtual elimnation of
transfusion-acquired HV is a testanment to the success of
CBER s scientific, regulatory and revi ew process. However,
both the technol ogy for H V diagnostics and the | andscape
for H'V prevention continue to evol ve.

In the United States, tests designed for donor
screening led to the predom nance of conpl ex, batch-oriented
I mmuunoassays. From experience, we've learned that this
ti me-consum ng technol ogy conplicates H V screening in other
venues because many persons who are tested never learn their
HV test results. O the 37,000 persons who tested positive
for HV at publicly funded prograns in 1995, nore than
9,200, 25 percent, never returned to learn their test
results.

Rapid test could practically elimnate this
probl em Based on studies using rapid test, CDC esti mtes
that 8,200 nore infected persons would have | earned of their
H 'V infection if rapid tests were used in 1995.

The need for imediate H 'V test results for making
deci si ons about treatnent has made the demand for rapid HV
tests even nore urgent. A recent study from New York
denonstrates reductions in the rates of perinatal HV
transm ssion fromwonen who had not been tested during
pregnancy when antiviral therapy was begun intrapartum or

given to the infant wwthin the first 48 hours of life.
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Routine, voluntary HV testing of wonen in | abor who have
not been tested is |likely now to becone the standard of care
and for this we need accurate rapid tests as soon as
reasonabl y possi bl e.

Meeting the public health needs for tinely HV
di agnosi s requires the availability of additional HV rapid
tests. Using the single currently-approved rapid test alone
poses probl ens because many fal se positive results wll
occur when a single screening test is used. Wen two or
nore sensitive and specific rapid tests are approved, the
Public Health Service can devel op a diagnostic al gorithm
based on conbi nations of rapid tests, simlar to that
recommended for several years by the Wrld Health
Organi zation. And use of a second or third rapid test to
corroborate the results of a positive screening test
significantly inproves the predictive value of a positive
tests and greatly inproves the value of rapid testing for
maki ng treatnent deci sions.

Al t hough many rapid tests for H 'V have been
devel oped by U S. manufacturers and are wi dely avail abl e
internationally, paradoxically, few have been submtted for
FDA approval and only one is comercially available in the
United States. The reasons these tests are unavailable is
mul tiple. Anmong the reasons cited to us by manufacturers

are the conplex requirenents, cost and tine associated with
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FDA approval. The requirenment for group O sensitivity
represents one exanpl e.

Based on the recommendati on of the Bl ood Products
Advi sory Commttee, CBER requires that all new HV tests
detect antibody to group Ovirus. Even though many HV
tests currently available in the United States do not detect
group O, any rapid test submtted for approval nmust now neet
this requirement. This is likely to delay the availability
of rapid tests, which are intended to be used in settings
ot her than donor screening.

CDC agrees that it's desirable for every
di agnostic test to be able to detect subtypes such as group
O and other variants as they occur. But these are very
uncommon viruses in this country. Although it is inportant
to screen donors for these rare viruses in order to protect
t he bl ood supply, we nust also consider our responsibility
to facilitate diagnosis for many HI V-infected persons who
could benefit fromtreatnent.

CDC currently estimates that there are
approxi mately 250,000 persons who don't know of their H'V
infection. Data show that many of these persons currently
pass through enmergency roonms and out-patient clinics wthout
| earning their HV status.

Rapid tests could nake it feasible to offer

testing in these and many other settings where it's
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currently inpractical, and we have al ready docunented that
many nore persons receive their test results when rapid
tests are used. Delaying the availability of rapid tests
until they denonstrate sensitivity for rare HV strains thus
hanpers our ability to detect a | arge nunber of persons
infected with common group M strains.

Because no screening test is perfectly sensitive,
a smal |l percentage of false negative tests will occur. Even
using tests that lack sensitivity for group O however, nore
fal se negative results wll occur anong persons infected
with group Mthan with group O viruses sinply because group
Minfection is so nuch nore common than group Oinfection in
the United States.

H V tests for diagnhostic use only constitute a
separate category fromH V tests intended for screening
bl ood products, for which different criteria for approval
are warranted. 1In establishing the criteria for diagnostic
use only tests, CBER may al so want to consi der the
appropriate nmechani smfor evaluating the potential risks and
benefits for public health unrelated to bl ood safety.

At CDC recently, we have had to bring together
advisory commttees fromtwo different centers to discuss
the issue of transm ssion of H'V fromhealth care workers to
patients because neither commttee al one had adequate

expertise to provide our agency with the best direction.
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CBER may want to consi der whether the Bl ood
Products Advisory Commttee, establishing for devel oping
criteria for blood safety, represents the optimal forumfor
eval uati ng nedi cal devices intended only for diagnhostic use
or alternatively, whether it should be supplenented with
nore experts in clinical nedicine and in public health.

Two ot her points that mght inprove the tinely
availability of medical devices echo points that were raised
during the previous stakehol ders neetings. The first
relates to the tinmetable for reviews for in vitro diagnostic
subm ssions. The | arge nunber of applications and the
resource limtations within CBER may soneti nes cause these
reviews to be delayed or to receive lower priority,
resulting in a lengthy review process. It may be useful to
specify criteria and procedures for expedited review of
medi cal device applications submtted to CBER, simlar to
the revised policy issued by CORH in March of this year, so
t hat devi ces which address specific unnet needs receive
priority attention.

The second point involves the transparency of CBER
procedures. We would |ike to acknow edge the substanti al
efforts CBER has made, especially in making information
avai l able through its web site. However, we have noted that
it is sonmetinmes difficult to identify a conprehensive

summary of the performance requirenents expected for
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di agnosti c devi ces.

For exanple, in recent years a nunber of specific
requi renments for the clinical evaluation of in vitro tests
for H'V have been expanded. However, the draft of points to
consider, which outlines required aspects of clinical trials
for H'V testing, has not been revised since 1989 and does
not include several of the current requirenents.

We woul d recomrend that summary docunents, such as
draft points to consider, be updated as additional
requi renents are developed in order to dissemnate this
information and to facilitate comunicati on between CBER and
i ndividuals interested in nmaking applications to the FDA

Thank you once again for the opportunity to
provide remarks at this neeting.

M5. EBERHART: Thank you, Dr. Branson

The next speaker is Kay G egory fromthe Anmerican
Associ ati on of Bl ood Banks

BLOOD | NDUSTRY

M5. GREGORY: (Good norning. The American
Associ ation of Blood Banks is pleased to have this
opportunity to coment on the devel opnent of a CBER Devi ce
Action Pl an.

The AABB is a professional association for
approxi mately 2,200 institutions engaged in the collection

and transfusion of blood and bl ood products, including all
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American Red Cross bl ood service regions, independent
communi ty bl ood centers, hospital-based bl ood banks and
transfusion services. And we're also the professional
organi zation for nore than 8,500 individuals engaged in al
aspects of blood collection, storage, processing and

t ransf usi on.

Qur nmenbers are responsible for virtually all of
the bl ood collected and nore than 80 percent of the bl ood
transfused in this country. The AABB' s highest priority is
to mai ntain and enhance the safety of the nation's bl ood
suppl y.

The AABB' s primary concern is that CBER devel op a
pl an which results in the qui ckest possible review and
cl earance process for nedical device 510(k) notifications.
The delay in getting new technol ogy on the market should be
as mninmal as you can nake it. CBER should streanline the
510(k) notification and review processes while conserving
i ndustry and agency resources and still protecting the
public health

One area that is of particular concern is the
ext ensi ve del ays reported by our nenbers in obtaining
cl earance for bl ood-banking conputer systenms. A second area
of concern is the overlap between review for the device and
I icensure of the product manufactured using that device.

We do have sone specific recommendati ons we
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bel i eve woul d contribute to the stream ining process.

First, I"'mnot going to be saying anything that you haven't
al ready heard, but first we would |ike to see you harnoni ze
CBER and CDRH requirenments. CDRH has issued many gui dances
pertaining to device subm ssions but it's not clear whether
t hese gui dance docunents al so applied to the CBER review

pr ocess.

CBER shoul d make it clear when they concur with
t he CDRH gui dance. For exanple, will CBER adopt the
i nnovati ve approaches such as special 510(k) device
nodi ficati on and abbrevi ated 510(k) subm ssions? What are
the criteria for renovals and corrections with regard to
medi cal devi ces?

| f CBER does have different expectations, and you
m ght, then we would |ike to have additional guidance
I ssued.

Revi ewers nmust al so have the technical expertise
to review subm ssions. |f adequate nunbers of qualified
reviewers do not exist within CBER, this further del ays
approval. Again our nenbers cite this as a concern with
particul ar reference to bl ood bank software and believe that
CBER coul d benefit fromthe technical expertise in review ng
software that exists in CDRH

O course, one way to harnonize the requirenents

and provi de consistent expertise would be for a single
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center to be responsible for all nedical device eval uation
and review of 510(k) and PMA suppl enents. For

manuf acturers, this would have the added advant age of
elimnating the extra burden of nonitoring gui dances and
under st andi ng the expectations of two different centers.

However, we're not really recommendi ng that.
There are other ways to acconplish this. CBER could
acconplish this goal by adopting the CDRH nodel for review
and by providi ng adequate nunbers of qualified reviewers and
explicit and tinely guidance.

We al so support the CDRH concept of utilizing a
revi ew system based on the conplexity and the level of risk
posed by the nedical device and urge CBER to adopt this sane
approach. This approach is consistent wwth the current
approach in biologics, in which risk is a criteriain
determ ning how to report changes to CBER, for exanple.

Next we'd like to see you devel op gui dance
docunents. W suggest that sonme of the confusion is due to
the | ack of guidance as to when subm ssion is necessary, as
well as what is to be submtted. Too often it seens that
requi renents are not clearly delineated and manufacturers
becone aware of themonly when they're notified of
difficulties in the subm ssion.

It al so appears that CBER waits until after a

nunber of subm ssions have been recei ved before deciding
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what is really required in a subm ssion

We encourage CBER to follow the CDRH lead in
provi di ng cl ear guidance. As stated in the March 20, 1998
publication from CDRH entitled "The New 510(k) Paradi gm"
over the past few years FDA has been pl acing greater
enphasi s on the devel opnent of gui dance docunents to
communi cate regulatory and scientific expectations to
i ndustry. Wth the advent of good gui dance practices,
devi ce-speci fic gui dance docunents are devel oped with public
partici pation.

The main focus of these gui dance docunents is the
identification of the information recogni zed as appropriate
for marketing authorization.

AABB agrees that a 510(k) subm ssion that conforns
with an FDA gui dance docunent should be easier to prepare
and review, thus resulting in a nore expeditious eval uation
and cl earance of the 510(k). This would be true not only
for the traditional subm ssion but also for alternative
options, such as a special 510(k) device nodification and
abbrevi ated 510(k)s.

We further enphasize the inportance of public
participation in the devel opnent of such guidance. CBER
must be wlling to consider manufacturers' comrents and,
where appropriate, incorporate their suggestions into

gui dance.
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Clarity is especially needed in the area of bl ood
bank conputer requirenments. Despite repeated input fromthe
bl ood- banki ng community and software nanufacturers, the
current docunent being used by CBER is still just a draft
docunent, draft reviewer guidance for premarket notification
subm ssion for blood established by conputer software, which
was issued in April of 1996.

Currently our nenbers also report that the review
process is very reviewer-dependent. C ear guidance
docunents should al so elimnate ad hoc approaches and
i nconsi stency between reviewers, since expectations wll be
known not only to the device manufacturer but also to FDA
personnel .

Finally, we wed like to m nimze review overl ap.
CBER is perhaps unique in that it is responsible for review
of subm ssion concerning the nedical device and, at the sane
tinme, CBER also regulates the users of the device. Thus
wi thin CBER we have two separate sets of |icensure-type
reviews: the 510(k) for the device itself and the BLA
license review as users of the device.

Bl ood banks are subject to two delays in getting
new and i nproved product to our patients--first in the tine
it takes to get the device approval, then in the tine it
takes to obtain product approval. This is especially

apparent for aphoresis equi pnent.

M LLER REPORTI NG COMPANY, | NC.
507 C Street, N E
Washi ngton, D.C. 20002
(202) 546- 6666



The Coalition for Regul atory Reform has suggested
to FDA on numerous occasions that once a device has been
cl eared, bl ood banks, as users of the device, should be free
to utilize that device imediately to nmanufacture products
and shoul d not have to wait for additional CBER |icensing
approval .

Particularly when the sane agency is review ng the
510(k) notification, it should be possible to mnimze the
tinme required to approve the use of the device by bl ood
banks. And it certainly should not require a licensing
suppl enment subm ssion for each | ocation which wll be
manuf acturing the product using that sane device.

This system creates unnecessary delay in getting
new t echnol ogy to the market, technology which is
specifically designed to inprove the quality of the nation's
bl ood supply.

In closing, AABB would lIike to thank CBER for
hol ding this public workshop. W believe it denonstrates a
nunber openness and willingness to respond to industry
concerns. Unfortunately, this nmeeting had a short |ead tine
in which to devel op these comments and we were not able to
provi de i n-depth ideas.

We | ook forward to working wth the agency on this
inportant effort and anticipate that major effort wll be

directed toward getting the best possible equi pnent
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avai lable for use in the swiftest possible fashion. Thank
you again for the opportunity to speak here today.

M5. EBERHART: Thank you, M ss G egory.

The next speaker is wwth the FDA in the Ofice of
Regul atory Affairs--M ss El aine Cole.

OFFI CE OF REGULATORY AFFAI RS

M5. COLE: Good norning. My nane is Elaine Cole
and I'mwith the Ofice of Regulatory Affairs, ORA, the
field part of FDA. And, in particular, I'mthe director of
the Baltinore District, which covers Maryl and, Virginia,
West Virginia and the District of Col unbia.

The O fice of Regulatory Affairs, the field part
of FDA, works cooperatively with all of the agencies,
centers and other mmjor conponents to inspect the industries
regul ated by the agency, to collect and anal yze sanpl es.
We're the agency's consuner conplaint, public, visible
conponent. W are also involved with recalls, tracebacks,
national disasters, flood, hurricanes, a whole variety of
public health pronotion and protection activities.

Wth respect to the inspectional work which we do,
the Ofice of Regulatory Affairs does both Gw, good
manuf acturing practice inspections of nedical device
manuf acturing facilities and preapproval inspections where
they're necessary for products regul ated by CDRH

Wth CBER, and particularly nore so since the
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advent of Team Biol ogi cs, which Mark El engol d nentioned, we
have been involved in doing the GW inspections of the
licensed in vitro products and we have for several years
participated, where we have staff available, in joint

i nspections | ed by CBER for proapproval of applications for
products they regul ate.

The O fice of Regulatory Affairs, wth CDRH, has
had sonme experience in experinenting with new ways to try
and cover industries where the anounts of resources
available is limted and where there's also a desire to be
abl e to make deci sions about the status of products
expedi tiously.

We have been active participants with CORH in the
medi cal device industry initiatives, which includes things
such as preannounced i nspections, annotated 483s. W are
the part of the agency that is nost involved on a day to day
basis in the issuance of warning letters, and therefore we
are involved actively in the nedical device initiative to
pilot different warning letter issuance proposals.

l"d like to mention partly why Baltinore D strict
in particular has an interest in this public neeting, aside
from enhanci ng our synbiotic relationship wth CBER
Bal ti nore has been involved for many years in a group with
CDRH, whi ch does have sone CBER participation, called the

| VD Roundtable. It's a group of two to three dozen
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i ndi vidual s who get together roughly quarterly and di scuss
issues related to the IVD industry. W also have been the
only ORA field laboratory up until |ast year which was
involved in the analysis of sanples of CORHregulated in
vitro di agnosti cs.

| would Iike to nention, as chair of ORA's Field
Bi ol ogics Conmmttee, that we took great note of the concern
that the public and the industry raised at the 406(b)
meetings in California and here in D.C., that there seemto
be differences in how the agency regul ated vari ous products
t hat were devices and | VDs.

Certainly when we go out and inspect firns which
manuf actured both |icensed and unlicensed products, we've
had questions in the past about do the 820s apply? Don't
t hey apply? What do | have to do? Wat do | have to do for
t hat ?

And as Team Bi ol ogi cs has evolved and the | ead
role for GW inspections of IVDs regul ated by CBER has
switched to ORA, it's been a bit of a |earning curve for
sone segnents of the industry. W can now say that we are
i nspecting both the |icensed and the unlicensed I1VDs in the
sane fashion. So we have already done a consi derabl e anpunt
to harnoni ze the coverage of the |IVD industry.

Wth respect to other comments that we have had

fromthe industry and from our own people, the desire for
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training certainly and what is required and why so that our
fol ks don't spend nore tinme than they need to covering a
particul ar product or an issue and so that the industry is
aware of what the standards are or at |east has every
opportunity to be aware of what the standards are before
soneone shows up on their doorstep to inspect themis
sonething that is terribly inportant.

W need, as an agency, to focus on expediting the
deci si on- maki ng process for product approvals, but
simlarly, if we only focus on the application itself and
don't focus on the quality assurance and quality control
systens under which those products are nade, we're doing the
public and the conpani es a di sservice.

It's terribly easy to cut training in an era of
budget tightness, so |I would encourage CBER to not forget
the folks in ACVA and the public neetings such as this
particul ar venue and sone of the other outreach neetings
they' ve already had with the 1VD industry.

We know that you can't always do things the
traditional way because of the changes in the workload and
the increases in statutory mandates and ot her information
that we receive fromthe public and the Congress of their
expect ati ons.

VWhat we would |Iike to suggest woul d be nunber one,

that it's terribly inportant that the agency maintain a
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regul atory science base. |If we do not have the ability to
anal yze products in the agency, if we do not have the
ability for scientists to understand the technol ogy that
they're asked to assess, then we do the ethical manufacturer
and the public a great disservice. So | would encourage
CBER to continue to maintain a scientific base to facilitate
product approval deci sions.

Wth respect to the Team Bi ol ogics activities,

t hose inspections of the industry currently are done by ORA

i nvestigators in conjunction with a CBER product scientist.
You' ve heard ot her speakers say that it's inportant for the

scientists to get out of the Rockville Pike area and see

what's happening in the industry. Certainly CBER |ike

ot her centers, has benefitted through that process and we're

al ways delighted to have CBER scientists participate.

We recogni ze that you can't clone people yet and
you can't have themreview ng the application concurrently
with being in the plant. That's always a tough decision to
make. But we have been very appreciative of the CBER
scientists' support when we've called themfor a consult or
had them al ong on an inspection.

| would nention also with respect to
i nspections--1 should have said this earlier--that we're
al so the organi zati on which does the day to day inspections

of the software control devices regulated by CBER and by
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CDRH and certainly the questions of software validation cone
up no matter which center you' re dealing wwth. Certainly
any of you who have tried to hire people who are conputer
literate know that that's not an easy person to find, |et

al one keep on your staff.

| don't have any good answer for that problem but
certainly when the agency does have any new gui dance with
respect to what is or isn't required for validation of a
software system a public workshop or sone kind of
cosponsored presentation with industry would be of
tremendous value to firns which are devel opi ng products and
to our own people in the agency, to make sure that we don't
i nspect differently fromthe standard that industry is
usi ng.

We have found that the CBER web page, as many of
you have noted, is a terribly useful piece of information to
find out what's happening in the agency. It is not terribly
obvi ous how to tease out CBER-regul ated device information
from ot her CBER products, but it's not inpossible.

| f there's sonething new going on in the area of
devices or licensed I1VDs, it mght be useful to have that
informati on categori zed by a subheadi ng or key word so that
peopl e who are not interested in other aspects of CBER
requi renments could find things nore sinply.

" mtechnol ogy-conprom sed. | asked ny
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eight-year-old howto do it. So | suspect that other folks
who are busy may be simlarly technol ogically conprom sed.

Wth respect to the urge to nmake the CBER workl oad
nore easily acconplished, the only caution | would add in
the question of reengineering is it's very, very sinple to
say well, we won't do it; sonebody else will do it--sone
ot her part of the agency, sone third party. However one
changes the process, it's terribly inportant that we nake
sure that the new process is actually one which can be
acconpl i shed within avail abl e resources.

The resource exanple | can give is with respect to
t he CDRH-regul ated nedical devices. |[If you |look at the
conpliance progranms for GWP inspections for that entity, you
will see that there is a logical triage of what Kkinds of
products to cover first and it gets down to the products
whi ch you cover if time is available. Well, those products
don't get covered very often.

So if, in fact, the best idea for the agency is
for CBER to no | onger cover certain kinds of activities or,
for exanple, to condense what information is submtted to
them and have the information covered during an inspection,
recogni ze that that has an inpact of |engthening the tine
that an inspector will be in a facility, which is not
necessarily sonething that the industry really liKkes,

either. So you may get what you ask for. You may get
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sonebody there |longer in your plant.

Certainly ORA, like CBER, is conmtted to the
letter and the spirit of the inplenentation of FDAMVA. W
have made a nunber of changes--grassroots neetings, greater
public access--to try and nmake ourselves nore user-friendly.

| find that | get fewer calls fromindustry now about itens

that they're concerned about that they think we're terribly
doing wong than | did two years ago and | think that if we
conti nue through our Team Bi ol ogics activities and through
t he Medical Device Action Plan which ORAis working with
CBER on, that we wll come up with a process which both
serves to protect the public health and del ays how nmuch tine
everyone feels an increased frustration | evel from not
getting through the end of their in-box. Thank you.

MS. EBERHART: Thank you, M ss Col e.

The next speaker is M. Derek Link. He's fromthe
Gay Men's Health Crisis in New YorKk.

PATI ENT PERSPECTI VE

MR LINK: Hello. Good norning. M nane is Derek
Link. I'mfromthe Gay Men's Health Crisis in New York
City. W are a |large nedical and social service provider in
New York City for H'V care and support. We were fornmed in
the sumrer of 1981 before the epidem c was named and H V was
identified, but since that tinme we've taken care of a third

of the epidemic in New York City, both in a nmedical clinic
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and a nunber of social services--child care, hot neals, et
cet era.

Qur interest in the FDA has historically been
about drug devel opnent and that's the area of the FDA that |
amthe nost famliar with. But recently we've becone
interested in sone device issues and that is what | want to
tal k about today.

Specifically I want to tal k about our experience
with our testing center. And | want to thank Dr. Branson
fromthe CDC for touching on many of the issues that | also
want to address, but | want to talk about it froma slightly
di fferent perspective.

| hope you will grant ne the indul gence of having
a sort of single-mnded focus on HV right now Even though
it is Wrld AIDS Day, | know that there are much broader
i ssues in question here today. 1'Ill leave it to you to draw
out the larger inplications of the comments | have to nake.

About six nmonths ago | was asked by our nedical
director, as well as our board of directors, to | ook at our
H 'V testing center. The goal was to figure out howto
i npl ement nore rapid testing protocols in our center.

There is a rapid test currently available--it has
been available for a nunber of years--but it is a
bl ood- based test. W were particularly in--we have a van

and we're particularly interested in inplementing a nobile
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testing unit that could go to health fairs around New York
Cty and other areas to nmake testing nore avail abl e.

The main goal is to have a rapid oral assay for
H 'V, an oral test that would not require sending the sanple
to a central laboratory, the way that the current oral tests
operate. And this led us down the road of nedical devices.

Let me say that it's very inportant that we
devel op these oral tests for a nunber of reasons. One of
t he key issues has been the standard to which they should be
held. W recogni ze that sonme of the products are not as
accurate as the standard ELI SA and Western Blot tests. W
obvi ously need the standard assays to be very good, because
they're screening the bl ood supply, but I would just say
that | think anmbiguity is okay and | think a rel axed
standard is appropriate for these tests.

Clearly we want themto be as good as they can
possi bly be, but people deal with anbiguity all the tinme in
their lives. Any woman who's had a mammogram real i zes that
there are occasionally anbi guous results that need to be
foll owed up with other tests.

| think people can handle that with HV and | hope
that the FDA will consider that as they | ook at what the
standard needs to be for a rapid oral assay.

Clearly the inplications for a rapid oral test for

the international epidemc are profound and could be
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extrenely useful in many parts of the world.

And | think the other issue here is the smal
conpani es who are devel opi ng these products. It's very
expensi ve to devel op new devi ces and new drugs and | think
the fact that a | ot of these products are com ng from
smal | er conpanies, that needs to factor into the decision
sonewhat because they do not have the capital of a Johnson &
Johnson or sone other major firmand it's too inportant for
t hese products to conme on the market for us to ignore the
fact that many of these small conpanies do not have the
resources for extensive, long-termresearch prograns in the
sanme way that |arger conpanies nmay.

So those are ny thoughts about the rapid tests.
hope that they can be a priority for this agency.

The other thing that became really clear is that
this is arelatively small problem | nean, we obviously
have the ability to diagnose HV and to screen the bl ood
supply. So we're not tal king about a huge issue. It
woul dn't be a trenmendous breakthrough but it would be
extrenely inportant for the people who are undi agnosed, for
t he people who tend to be quite young--it tends to be young
adul ts and adol escents who we're tal king about.

So the scale of the problemal so needs to be
consi dered and balanced in a way. And | could inmagine there

are many ot her scenarios where the disease or the affliction
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is arelatively small one but where product could be quite
i nportant.

The other thing that was really surprising to ne
is the | arge nunber of unapproved rapid test kits that are
avai l able. W can essentially buy any test kit that we
want. There's one approved rapid test but there are 15 that
are routinely avail able and the unapproved ones are nuch
cheaper, for obvious reasons.

| don't know why this happens. | don't know what
it really neans for the regulatory system but just getting
back to the anbiguity point, if you have these | arge nunbers
of tests that are being sold relatively freely and their
accuracy has never been established by the FDA, there's an
i nherent anbiguity in that system al ready.

So I don't know what to do about that but it is a
problem The standard test costs about $9 a pop and the
ot her ones, you can get themfor about $1.50. So it's a
significant cost savings.

The other issue | want to talk about is not about
rapid testing but another issue that's really key right now
in the evolving world of HI'V nedicine and that's these
phenotypi ¢ resi stance assays. They're becom ng avail abl e
nore so in the last several nonths. It's a potentially very
i nportant breakthrough for us to be able to use these assays

to hel p people determ ne what drugs to switch to after
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t hey' ve been on a reginen for sone tine.

You can do themright now They cost about $800.
There is really no standardi zation or regul ation of these
tests. Certainly they need to remain avail able but there
does need to be sone kind of regine to standardi ze this so
people how to interpret the results and al so so they can be
rei nbursed. Nobody is paying for these things right now and
they're extrenely expensive, so it's only the very well
connected or well paid who are using them

| want to make one comment about a general FDA
issue that is not necessarily specific to this discussion
but one that | like to raise at every opportunity and that
is the need for greater sunshine in the process.
appreciate the ability to cone here today and the public
meetings run by the FDA | think are extrenely val uable.

| do, however, think that information given to the
FDA by a sponsor should be public information. This is
information that is about products and drugs that are used
on the American public. | think that it should be avail abl e
to people so that we know what's goi ng on.

So I know that's not going to happen tonorrow but
it is sonmething that | think many patient groups have a
desire to see.

So | thank you for your indul gence and your tine

and the best of luck in your endeavors.
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M5. EBERHART: Thank you, M. Link.

The next speaker, and | have to apol ogize if |
mess up your nanme here, Dr. Johannes Lower fromthe
Paul - Ehrlich Institut.

EUROPEAN COMMUNI TY ( PAUL- EHRLI CH- | NSTI TUT)

DR. LONER: Thank you very nmuch for the great
pronunci ation of nmy difficult name. Thank you.

First of all, I would |like to thank CBER and
especially Kathy Zoon for the invitation to talk to you
today. And | think ny task is to widen the perspective to
t he European approach or to the approaches taken in Europe.

The present state--and | will only focus on in
vitro diagnostics and will make only a few comments on
medi cal devices in general--the present state in Europe is
that in every menber-state, and the term nenber-states neans
menber - states of the European Comunity--in every
menber-state there are different |aws, regul ations or
adm ni strative provisions in force for in vitro diagnostics.

In some countries, for exanple in Germany, in
vitro diagnostics or sonme in vitro diagnostics are taken as

medi ci ne products, as drugs and are subjected to the CGerman

drug law. I n other menber-states there are no regul ations
at all. For exanple, in The Netherlands you can go on the
mar ket wi t hout any regulation. |In France there are also

relatively stringent regulations. Screening tests are well
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regulated in Italy and HV tests in Austria. That is an
overvi ew.

| would |ike to show you the approaches in
Germany. There are only a certain nunber of diagnostics
whi ch has to be regulated by the conpetent authority, and
this authority in Germany is the Paul Ehrlich Institut. [|'m
a menber of this institute.

These are the tests, the diagnostic tests which
have to be subjected to our |icensing procedure and | would
like just to focus on the tests for H'V, hepatitis virus,
for exanple, blood groups. There are also quite a nunber of
other tests but this will change in the future.

| would Iike to nention here that only tests based
on an i mmunol ogi cal reactions, on antibody antigen
reactions, are subjected to |license. For exanple, tests
whi ch use nucleic acid anplifications are not subjected to
license in Germany at the nmonent, but this will change in
the future. There are efforts to change the law and | hope
that this next year, by the m ddle of next year or so,
nucleic acid anplification tests for testing HV and
hepatitis virus will also be regulated, especially in view
of the fact that our institute has requested fromall bl ood
collection centers to performHCV nucleic anplification
tests fromthe first of April of next year.

Which is also not subject to these |icensing
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procedures are the equi pnents, the machines used for the
tests and al so not the software. Equipnent is only
indirectly tested in the sense that in experinental testing
of in vitro diagnostics, these tests are, of course,
performed with proprietary equipnment. But direct testing or
direct licensing of the equipnment is not perfornmed and al so
not for the software. These are regul ated as nedi cal
devices and | will conme to the principles of these
regulations a little later.

The enphasis in our institute is indeed put on the
licensing of the product. These are the principles which
have to be nmet in licensing applications. W need quite a
nunber of investigations on a new test which have to be
conformed in conparison wth already-licensed tests or a
test which is well docunented at the Paul Ehrlich Institut.

W need extensive studies on discrepant results and quite a
nunmber of cross-reactive or interference sanples have to be
t est ed.

In the next two slides |I show you al so
requi renents for H V-1, -2 screening assays. W asked for
4,000 consecutive bl ood donations. Consecutive neans that
t here cannot be any sel ection of negative donations or it
has to be consecutive in one or nore centers. W need the
test on 400 clinical specinens and on 100 potentially

cross-reactive sanpl es.
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And to test the sensitivity, 400
anti-H V-1-positive sanples have to be tested, 200
anti-H V-2-positive sanples and investigation on the
so-cal |l ed hi gh-dose hook effect, subtype O sanples have to
be tested and all the other subtypes if they are avail able.

And, in addition, 20 seroconversion panels have to be
st udi ed.

Thi s agai n enphasi zes that we think that the
characterization of the test, of the performance of the test
is the nost inportant part in the licensing. | have to say
that there's al so sone inspection on good manufacturing
procedures in Germany and in these inspection also nenbers
of the Paul Ehrlich Institut are involved.

But 1'd like to say again it's nore inportant to
show that the performance of the test is as good as possible
or, tosay it in other words, we do not believe that--or
ot herwi se we woul d not accept consistent, reliable
reproduci bl e production of a bad assay. That neans that the
performance of the assay is in the first place and let's say
qual ity assurance is in second place.

Sone type of consistency testing, of course--1've
forgotten one point here. You can imagine that it's quite
work to evaluate the applications and al so to, of course,
make these applications. W have to performthese reviews

in a seven-nonth period. This is by law. But | have to
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admt we will not neet these deadlines. Usually we need
around 12 nonths for a |licensing procedure but this is, in
part, due of course to the quality of the applications and
al so of the interest of the applicant to answer our
gquestions. W have exanples where it takes years until we
get the response by the conpany.

| have also to say that we get fees for this
eval uation. These fees have been increased two years ago
and | have to say that these increased fees are chall enged
by the industry at the court and we expect an answer from
the court | guess in the year 2001.

A part of the consistency testing, of course, is
what we call in Europe official batch release. That neans
an official release lot by lot. This is done by the control
of the production protocols, as well as again sone
experinmental testing.

W put a lot of effort into make these official
batch rel ease as short as possible. | know for sone
manuf acturers at |east we can performthis batch release in
| ess than seven days--seven days, not working days. Again
we get fees for this work.

| believe in the next three slides | would like to
show what in our opinion is a very inportant and | guess
al so to sone extent a new approach, what we cal

reeval uation of the test.
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You know, the tests are licensed according to the
state of the art when the application was nmade. But the
technology is nmoving, is inproving all the time. And for
this reason, we performa reevaluation in certain tine
di stances--for exanple, every two years or so.

And we do it nost extensively with seroconversion
sanples and we test these sanples and | ook where the first
sanple is positive as the best assay. For exanple, in this
case, and these are HV tests, test nunber 3 was positive
already at this date of the seroconversion panel. Then we
measure either the nunber of donations m ssed or the days
m ssed. The days are the theoretical shortest day, snmallest
nunber of days which could not be recogni zed.

For exanple, this assay here recognizes in this
seroconversion panel the positivity eight days |ater than
the first, the best assay or, in this case, the three
donations after the one which has been detected first.

And if we do perform such tests for HBS antigen
assays, HCV, anti-HCV and anti-H YV assays, we have obt ai ned
the picture | guess |ast year or a year ago or so, that you
can see quite differences in the biological sensitivity of
different assays. You may notice that all the H V assays
are very sensitive. They are very close to each other and
this may be due to the fact that we have perfornmed such a

reeval uation already four years or five years ago.
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But you see the great diversity between hepatitis
B surface antigen assays and anti-HCV assays and you can see
an average delay in recogni zing the seroconversion up to 11
days for sone assays.

You may notice here the red dots. That neans that
t hese assays have been taken fromthe narket after this
reeval uation study | have to say nore or less voluntarily.
The yel l ow points point to assays which wll nost probably
not pass the next reeval uati on assay.

This figure shows again anti-H V tests and these
are the tests | have already also included in the previous
slide. These are two tests used in another country and you
may notice that in this country, at |east, these tests have
a much | ower biological sensitivity than the tests which
have been licensed in Germany. You may al so notice here
that we, at the tinme of this survey, we had 17 different
screeni ng assays on the market.

So | have to expand a little bit on the present
state in Europe. O course, these discrepanci es between
menber - states was recogni zed and since a couple of years
already there is an effort at the Conmm ssioner to introduce
and harnoni ze | aw and harnoni ze ways of regulating in vitro
di agnosti cs.

This directive, as the | aws nmade by the European

Comm ssion are called directives, this in vitro diagnostic
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directive has been finalized. |It's already signed. W
expect the publishing of this directive every day. It was
not published until the end of the |last week but it wll be
published I guess in Decenber. That neans it will cone in
force in m d-2000.

And in this new approach--in also Germany and al so
menber-states have to follow this new approach--in vitro
di agnostics will be regul ated as nedi cal devices and no
| onger as drugs.

The key el enments of these nedical device
directives are listed here. For all directives are
essential requirenents defined. There is a request for the
use of harnoni zed standards and with respect to in vitro
di agnostics, so-called conmmon technical specifications wll
be devel oped. They are not yet devel oped but they wll be
devel oped and | guess they will reflect to sone extent the
requi renents, for exanple, put forward by the Paul Ehrlich
I nstitut.

Devices will be classified and I cone back to this
classification a little later.

The basic approach is that there is a so-called
conformty assessnment and this conformty assessnment can be
done in different ways and these different ways are
descri bed as nodules. There is a conbination of nodul es

which has to be followed for the conformty assessnent.
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If this conformty assessnment was positive, a
so-call ed CE mark--CE neans the French word for European
Comm ssi on--CE mark can be added to the product. This
all ows marketing of this product of this in vitro
di agnostic, for exanple, in the whole of the European
Communi ty.

To sonme extent the main responsibility is with the
manufacturer in this respect but for certain types of
di agnostics a so-called notified body is involved. Notified
body is the nanme that cones fromthe notification of this
body to the European Conmm ssion. This body can be a private
one; it can be a public one. This body has to certify that
the conformty assessnment was performed properly and had a
positive result.

| f a product, if an in vitro diagnostic product is
on the market, it will be controlled and this will be done
by a conpetent authority, which is usually a public
or gani zati on.

These are the names of the different nodules. |
realize that it is difficult to understand what they nean
and even for nme it's still conplicated to explain it in
great detail. For exanple, the EC type exam nation is very
simlar to a licensing of a product and it's nore easy to
understand what a full quality assurance systemor a product

qual ity assurance systemis.
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So how are in vitro diagnostics classified? There
are two classes. Class 1, there is no list for Cass 1
because they are all in vitro diagnostics which are not
Class 2. Cass 2 are listed in a so-called Annex 2 and are
divided in two lists--List A products and List B products.

Li st A products are the products which are nost
stringently regulated and these are tests used for screening
bl ood donations--determ ning the blood groups, different
bl ood groups and tests for the detection, confirmation and
gquantification of human speci nens of markers of H'V, HTLV,
hepatitis B, C, and D

You may notice that in this wording there is no
di stinction nmade between screening tests and di agnostic
tests. | think this is indeed the policy not to
differenti ate between these two types. So that neans that
all tests used for the detection, confirmation and so on of
H V markers and so on has to be |licensed according to the

regul ations for these products which are called high-risk

product s.

| have a list of List B products but | guess these
are not of interest, too nuch interest here. |If you want to
see it, | can show it later.

How are these products regulated in the future?
That nmeans with the beginning of the year 2000 or the mddle

of the year 2000, there are two possibilities. This is one
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of the basic approaches, to give the manufacturers at | east
two different possibilities to performa conformty
assessnent .

This way for the List A products you have two
possibilities and I have to say on the paper; in practice
there is no big difference between the two approaches. One
approach is to have an EC-type exam nation which is, as |
menti oned already, very simlar to the license of a product
as it is perfornmed today in Germany or | guess also here in
the United States.

And, in addition, you have an approval of the
qual ity assurance systemby a notified body--it's al so done
by a notified body--and a batch rel ease procedure. Oficial
release lot by ot has to be perfornmed until a declaration
of conformty can be given.

And the other possibility is a so-called EC
declaration of conformty with the full quality assurance
systembut in this systemthere's also included the EC
design certification, which also neans an eval uation of the
performance of the product. And, in addition, there is an
approval of the quality assurance system and al so batch
rel ease procedure.

And again, of course, all these things have to be
done and have to be paid by fees by the different conpanies.

So |l wll close at this point. | hope | could
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give you a small insight into the situation in Europe.
Thank you very nuch.

M5. EBERHART: Thank you very much.

We're now going to take an hour lunch break. The
cafeteria is on this floor, that way, for those of you that
don't know. And |I'd like to return at--1 believe it's about
a quarter till 12:00--in an hour.

[ Wher eupon, at 12:45 p.m the neeting was

adj ourned, to reconvene at 1:45 p.m the sane day. ]
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AFTERNOON SESSI ON

DR. DONLON: Wl cone back. Even though the agenda
has all ocated half an hour to ny presentation here | wll
not be taking the full half hour, in fact be taking about
ten mnutes to focus on sone areas that we've heard about in
the past and are going to look at in the future. And then
followng nmy brief presentation there will be other
presenters putting forth their comments and observati ons.

| just want to briefly review, and I want to nmake
it clear at the outset, I'mnot going to present the Device
Action Plan here. W're in the process of devel oping that,
and this nmeeting is part of that process, and the coments
that we've heard here this norning and basically the
transcripts that we get fromthis neeting wll be
di ssem nated anong the core team nenbers for revi ew and
di scussion, and those suggestions wll be evaluated and if
necessary put into our action plan.

Also | would rem nd individuals that the docket
for this public nmeeting will remain open for at |east two
weeks and perhaps |longer so that if you have tinme to reflect
on sone of the coments or discussions you' ve heard you can
al ways submt a witten coment to the docket.

Unfortunately I don't have the docket nunmber with nme at this
time, but there will be an open docket on the CBER Device

Action Plan public neeting that will be at least for two
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weeks and perhaps | onger avail abl e.

Just a brief kind of history of where we've cone
to at this point. Kathy nmentioned this norning in her
speech that the public neetings that took place in late
August and early Septenber had raised certain issues
regardi ng how CBER had regul ated or was regul ati ng devi ces.

In addition, clearly during the past year we've been
| ooking at the FDAMA initiatives, specifically the device
FDAMA initiatives and how t hey inpact on our regulation of
devices. And the third elenment | think that has kind of
began to focus us on the need for a device action plan were
el ements that were raised by Mark Elengold in his
presentation on our clearly restricted resources and our
limtation on resources and the need to apply what resources
we have in a very efficient way.

So | think those primarily three factors com ng
together have, | think, made it clear to us at CBER that for
our interests of utilization of resources, inplenentation of
FDAMVA activities and addressing sonme of the concerns that we
heard in the public neetings, that a device action plan wll
target us on those needs.

Just a few comrents about the FDAMA process. The
FDAMA had several, nore than several device initiatives for
whi ch the Center for Devices had the | ead on devel opi ng

regul ati ons and gui dance docunents for the FDAMA initiative.
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They put together a trenendous teameffort in the Center
for Devices and have | believe net all of the goals that
were intended in the FDAMA | aw for getting out docunents of
t hat ki nd.

During that process Kathy had assigned ne as the
liaison with the Center for Devices regardi ng FDAVA acti ons,
and since February of last year | have attended the weekly
steering commttee, the Center for Device steering conmttee
nmeeti ngs, who oversaw their FDAMA initiatives and received
t he docunents, the draft docunents, proposed docunents and
circul ated them anong the appropriate people in the Center
for our review and concurrence.

So we have been in the |oop with the FDAVA
docunents that the CDRH has had the |lead on, and to further
docunent that, if you wll, we are having current
preparation of a Federal Registered Notice that wll
basically very sinply say that given the particul ar
docunents that were devel oped at CDRH rel ative to device
actions on FDAMA initiatives that CBER is in concurrence
with those and will use those as our inplenenting docunents.

So | just wanted to make clear that there have
been working rel ationshi ps on the FDAMA i ssues established
during the past year and that we intend to continue those.

Kat hy showed this slide earlier. Basically I'm

showing it to rem nd people that these are the core team at
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CBER. There are also as you know El aine Cole who is with
the District; Lillian Yu who is really Lillian Yin, who is
with the Center for Devices currently; and there are a
nunber of other people whose nanes are not on the list.

Ki nber Rector fromthe Center for Devices has been hel ping
us in this regard.

So the core teamis including not just the CBER
people but their relative counterparts if you will at the
Center for Devices to coordinate our action plan.

Basically we conceive the action plan to be
targeted to these three main areas, and I'll briefly nention
how we're structuring that to acconplish this. Cdearly we
are aware of the fact that we need to have harnony with CDRH
regardi ng device issues in regard to the policies and
procedures and gui dance that are avail abl e there.

We recogni ze that we have a different set of
devi ces that have different intended uses that have
different risks and different benefits, and so -- and
different technical needs -- so that we recognize, and
devi ces al so recogni zes that in regul ating devices you take
those into consideration and so that there's no expectation
that we would be regulating a particul ar device any
differently that the Center for Devices would in the sense
of applying the concerns for risk and benefit and techni cal

experti se.
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As | nentioned before, the harnony with the Center
for Devices has already started, if you wll, inregard to
t he FDAMA docunents, and we al so have plans within the
tentative device plan to facilitate mutual training between
the two centers so that our staff can be trained at the
Center for Devices and we can have people on the Center for
Devices on detail to our center to basically experience and
bring their expertise to our center for device issues.

Also in this regard | should nention that one area
the action plan will address is the intercenter agreenent.
There's been an intercenter agreenent with the Center for
Devi ces, CBER and the Center for Devices, for nore than ten
years. The first one, I'mnot sure of the exact date of it,
but Dr. Aziz from devices can probably renmenber that, he's
been there 50 years is it?

There was an original intercenter agreenent
probably formul ated back around 1984 or thereabouts. That
intercenter agreenent was revised in 1992, and it's
appropriate to reevaluate and revise that again so that
certainly would be one el enent of our action plan, is to
| ook at the intercenter agreenent and how we are worKking
together in dividing up the devices and the gui dance in that
regard.

The Device Action Plan also clearly needs to

address the procedures and performance that we apply here in
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bi ol ogics to device reviews. W have attenpted, although

| acki ng the resources, not been as successful in, we have
attenpted to target device reviews in the sanme context of
sone of the user fee reviews. However, we are really
restricted there because clearly there are requirenents with
the user fee products for the reviewtines that if they're
not nmet have consequences.

Wt hout having user fees applied to the device
area we've not had those penalties or consequences
avai |l abl e, however, we have been trying to maintain
basically a targeted tinme frame that woul d be consi stent
with the PDUFA tinme frames. But given the limted resources
in the device area, that's very difficult to achieve.

However, we w |l be | ooking at the policies and
procedures that the Center for Devices has utilized relative
to their re-engineering where they've had severe
restrictions on their resources and basically through risk
assessnment and prioritizations have been able to target
their resources to critical areas in the device industry.

We don't have as many devices as the Center for
Devices to regulate, and that may be a Iimtation for us
because we don't have a wide discretion on a |lot of class
one devices that we can basically exenpt.

Al t hough we' ve | ooked at that in the past, we've

| ooked at, as the Center for Devices has exenpted their
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cl ass one devices, we've reviewed our class one devices with
a simlar intention.

And anot her area that has conme out this norning in
comments also is the area to facilitate communi cati ons.

This is a broad statenent, it's not just communi cations
within the center, not just communi cations between the
center and CDRH on issues, but also comunications with

i ndustry and communi cations with the public. W want to try
to in our Device Action Plan nmake as nuch of our activities
transparent as possible so that through gui dance docunents,
t hrough neetings, through training sessions, through

what ever, through web sites, whatever may be avail abl e, that
the activities that we use to regul ate devices is nade clear
to the industry, to the public and we facilitate our

communi cations with the Center for Devices on technica

i ssues of mutual interest, for exanple the software.

The general principles | think are fairly
straightforward. Cearly the Device Action Plan w ||
address the issue of consistency of policy and procedures
for regul ati ng devices consistent wwthin the center and
consi stent between the centers so that again this cones to
the issue of transparency so that there is a clear
understanding froma manufacturer's point of view or from
the public point of view of an expectation of how we're

going to inplenent a particular review or gui dance docunent.
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There is clearly needs for coordination,
coordination wth the center, coordination between the
centers, coordination with the field on the inspection
i ssues that were nentioned by Elaine Cole this norning.
Again, this addresses | think the issue or resource
utilization where with better coordination we can basically
make nore efficient use of the resources we have.

Cooperati on goes along with coordination.
Basically if you have restricted resources you need to
respect the expertise and the area of inpact of other areas
of the prograns such that you' re not duplicating or
over | appi ng your program operations, and so you depend on
cooperation with other elenents in the center or other
el enments in the agency or elements in the field in a
cooperative node so you don't have to reinvent the wheel or
duplicate your activities.

Efficiency addresses the issue of review processes
in which we may need -- we will need to be because of the
reduced resources nore efficient, trying to again through
maybe comruni cati on and gui dance docunents reduce the nunber
of cycles of the review process so that we can quickly cone
to atermnation point, if you wll, wthout having to
reiterate or reprocess may tines over.

Training | think has an inpact here. |f we have

t he proper expertise and training of the staff that al so
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facilitates the efficiency of the review process.
Del egation of decisions and assignnments is another way of
making it nore efficient.

Rel ative to our user fee programfor the biologic
user fees, we have over the past year or so inplenented a
manage revi ew process which certainly can be applied to the
device area in which critical decision points in the review
process are held accountabl e.

Prioritization is certainly another area where we
can gain both efficiency and utilization of resources. W
certainly want to make sure that we're applying our
resources to the nost highest priority devices and the
hi ghest priority public health issues, and therefore we need
to |l ook at again areas of where the resources wll be
applied in that context. So there nmay be a process here in
the Device Action Plan of basically evaluating the devices
that we regulate in the context of safety and efficacy or
ri sk assessnment and making a priority assessnment as to which
devices are going to get the resources in a way that we're
assuring protection of the public health.

And finally, the principle again of transparency.
Agai n, this addresses the issue of comrunications as well,
where if as was nentioned in sone of the comments this
nmorning, if we can be nore clear in our guidance docunents,

in our neetings, in our training such that the expectations
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of industry and the public upfront are very clear, and it's
al so cl ear what our process is and what the procedures are,
that that will facilitate the evaluation process and the
approval process and perhaps al so reduce the nunber of
cycles of review that nay be reiterated on a particul ar
devi ce.

So the action plan is under devel opnent basically.
This nmeeting is one part of that where it's part of the
communi cations issue of reaching out and listening to what
the concerns are, what the suggestions are, and we can | ook
at the last slide | think. And as an input to our
del i berati ons over the next couple of weeks, next couple of
months to help us formul ate and focus on those critical
i ssues that you as the public or you as the industry feel
are critical points that need to be addressed by this plan.

This plan basically as | foresee it evolving wll
be sonmewhat specific. It wll be fairly focused. It wll
have fairly | think clear action itens and cl ear
responsibilities and clear tinme frames such that roughly a
year from now we can go back and | ook at the acconplishnments
of the plan and see whether we nmet certain objectives of the
plan in a very objective way.

So it wll take us a couple of nmonths to | think
to formulate a very clear and specific action plan, but it

will be | hope an effective plan of utilization of our
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resources to develop nore efficient but safe review
practices.

Again, as we've heard this norning this neeting is
primarily a listening neeting for us to hear what your
suggested i nputs and recommendations are. W |like to hear
your experiences with the Center on Devices, your concerns
about where we're going or what we're not doing,
expectations that you would have relative to the Device
Action Plan and certainly any suggestions, sone of the
suggestions that have been nmade this norning, we'd certainly
wel come any nore.

Agai n, rem nding you that the docket is open for
at |l east two weeks and possibly |longer, so you can al ways
reflect on what you've heard today and submt witten
comments which we will then take into consideration.

Thank you.

M5. EBERHART: Thank you, Dr. Donlon. W' re now
going to nove on to the presentati on and prepared
statenents, and the first speaker is M. Edward W1 son from
Hogan and Hart son.

MR, WLSON. Good afternoon, everybody. M nane
is Ted Wlson. I'mfromthe law firm of Hogan and Hartson.

|"man attorney there.

Qur firmrepresents a nunber of clients who are

interested in today's discussion. Many of those clients
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manufacture in vitro diagnostics or blood rel ated devices or
accessories that are regulated by CBER, and this
presentation which I'"mgoing to briefly go over is an
attenpt to offer sone suggestions about regulatory reform
that are supported by a nunber of our clients who nmake those
pr oduct s.

We al so represent nunerous conpani es who
manuf act ure nedi cal devices that are regul ated by the Center
for Devices and Radi ol ogical Health, CDRH so we have |
woul d say a fair anount of experience dealing with the
agency with respect to how it regul ates nedi cal devices.
Next slide, please.

The first thing I want to do is thank FDA for
holding this nmeeting today. | think it's a very inportant
forumto be able to discuss a very significant issue to the
i ndustry.

The first thing that we recognize and that it is
inportant to recognize, which was reflected in sone of the
comments this norning, is the fact that CBER does have a
nunber of conflicting pressures put on themon a daily
basis. You have congressional oversight; | can inmagine that
being in a congressional hearing would be simlar to this
where |I'mlooking up at this vast array of audience that's
sitting very high above ne. | would inmagine though it would

be a very daunting and terribl e experience.
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Al so public concern over safety, obviously the
public is very concerned about the safety of the bl ood
supply and the products that CBER regul ates. Al so, however,
there is the public desire to have access to the state of
the art technol ogy, so that you have a conflict there
bet ween wanting the nost state of the art technol ogy
available with the interest of having the safest products
avail abl e as wel|.

I ndustry's desire to bring new products to market
in a tinmely manner of course is another conflicting
interest, or if you will, another conpeting interest that
CBER has to deal wth. But against this backdrop | think
we're all here because we believe that change is possible
and that change is necessary with respect to how CBER
regul ates nedi cal devices. Next, please.

We believe that CBER shoul d consider enbracing
sonme very inportant re-engineering activities that CDRH has
already inplenented, in part on their ow and in part in
response to FDAMA. And we believe also that a | ot of what
CDRH has inplenmented is transferable to other centers such
as CBER

For exanple, you' ve heard al ready tal k about
nmodul ar subm ssions, which is the ability to put in
subm ssions in stages so that when the manufacturer is ready

to put in the device description or the manufacturing
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information, that can be put in and the agency can review
it, the issues can be put to rest and then you nove on to
other parts of the subm ssion so that it's done in a tinely
fashi on.

Ni nety-day reviews for 510(K)s as many people are
awar e, CDRH has made significant inprovenments in bringing
down the review tines for 510(K)s, and many 510(K)s are
reviewed well within the 90-day framework. And we'll talk a
little bit [ater about how we think that can be done.

You've heard a lot this norning and this afternoon
about interactive reviews. Qur experience in dealing again
wi th CDRH has been that the interacter reviews are
instrunmental in preventing major delays in the review
process and in actually neeting those 90-day requirenents
for 510(K)s because if you have a sinple question about, I
don't understand this statenent in the labeling or | don't
under stand exactly what this conponent does in your product,
it's so much easier to pick up the phone and get those
things clarified i mediately and not have to wait for a
letter to be generated, not have to wait for the conpany to
respond formally to that question.

Focused neetings to resolve big issues, once again
being able to sit across the table fromthe revi ewers and
hammer out those issues that are deal breakers or

potentially deal breakers, making sure that everyone
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understands the resolution to those big i ssues and those
probl ens before we nove forward. Al'l of those things can
| ead to shorter review tines, which we've seen with your
sister center, CDRH

Anot her issue that's conme up in my discussions
with a nunber of our clients is nmaking sure that scientific
i ssues are -- once scientific issues are resolved they are
put to rest to the extent that additional information
doesn't cone up and chall enge those resolutions. |If
scientific issues are resol ved they should be resol ved and
you should nove forward with the rest of the review instead
of revisiting those issues once additional information cones
forth that's not relevant to those issues. The next slide.

Anot her re-engineering activity that we think is
inmportant is assuring that all device rel ated provisions of
FDANMVA are enconpassed in CBER s policies and procedures.
We've heard tinme and tinme again today the enphasis on FDAVA
and the fact that CBER is | ooking at FDAMA and the gui dance
that that's providing as well as the requirenents that are
in that statute.

But there are sonme very inportant parts of FDAVA
that are very relevant to the review process, and that are
very inportant in trying to expedite reviews. One is the
provisions relating to agreenent and determ nati on neeti ngs,

whi ch are agreenent -- agreenment neetings and determ nation
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nmeetings are those neetings that you have before, in many
cases, the |IDE phase or at |east before the PVMA phase, which
all ows the agency and the industry to conme to agreenent on
what are going to be the requirenments for establishing

ef fectiveness, what are going to be the requirenents for the
nunber of patients that are going to need to be included in
this trial.

And this hel ps avoid the noving target syndrone,
the syndrone whereby if staff changes within the agency or
as tine passes if sone requirenents change, that you at
| east have established sone agreenents upfront as to what
the requirenents are going to be so that it's not a noving
target for industry, so that after they' ve spend thousand or
mllions of dollars doing a study they don't find out that
the target has noved.

Anot her inportant requirenent in FDAMA is
establishing the | east burdensonme neans of denonstrating
substanti al equivalents or effectiveness for devices. And

this means that what congress said here was that they want

t he agency to make sure -- obviously it goes w thout saying
that the products have to be safe and effective, | nmean no
one is challenging that. But what congress is saying

here is that the agency needs to work with the industry to
determ ne the | east burdensone nmeans of denonstrating

substantial equivalents or effectiveness. Not the nost
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burdensone or the nost ideal in every situation, perhaps,
but what's the | east burdensonme to still get a product
that's safe and effective or that is substantially

equi valent to its predicate device.

FDAMA al so i ncludes | anguage that suggests that
t he agency shoul d consi der what post-market controls can be
pl aced on devices or manufacturers to | essen the data
requi renents that are required for premarket approval or
premar ket clearance. So we and the agency needs to consider
what ki nds of post-market controls would replace sone of the
premar ket requirenents.

A conbi nation of these re-engineering activities
can dramatically inprove the process of review ng device
applications. | don't think it's one single factor that
does that. | think it's a nunber of things working
together, and all these initiatives put together will help
with that process. Next slide, please.

The next recommendation is another one that you' ve
heard many tines today, which is inproving comuni cation
with industry. Many people have found it difficult to
obtai n gui dance in response to direct questions regarding
applications of the regulations. You know, our experience
in particular has been that we're often referred to the
O fice of Congressional Affairs which | eads us through a

| abyrinth of different people and different offices to try
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to find sonme answers to sone fairly basic regulatory
gquesti ons.

So it would be very hel pful to us and to our
clients if there was a nore expeditious way of getting to
the people in the agency who know t he answers to these
regul at ory questi ons.

W' ve al so heard about the web site, but | would
al so enphasi ze again that it's inportant to have gui dance
docunents that are current and that are nmade available to
i ndustry though user-friendly web sites such as the one CDRH
is maintaining and the one that you are inplenenting so that
everyone knows the center's requirenents and expectations.
Next slide, please.

| think it's inherent in the fact that we have
such an array of people here in the roomfromindustry, from
t he agency, that we have a conmon goal which is that we want
to make sure that the public has access to safe and reliable
state of the art technology, and that we work together to
hel p ensure that products are available in a tinely manner.

It's inportant to renenber that we all have that
goal, and it's not the industry versus the agency but that
really the agency has nmultiple custoners. The custoners are
the public, because you have the public health and safety to
protect, but also your custoner is industry, because

industry is out there also trying to nake the public have
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access to current state of the art technology that's al so
safe and effective.

So there's a nultiple goal here, or there are
multiple parties here who have the sane goal. Next slide.

Some other issues to consider. One is sensitivity
to intellectual property issues, and what we nean by that is
that a conpany that has a product for a new material,
anti body source for exanple, could create a nonopoly if the
product that contains that source is viewed as the gold
standard by FDA, and no one el se has access to that source
mat eri al .

So | think that there just needs to be a greater
sensitivity to the fact that intellectual property or patent
i ssues can also play into this, and it nmay not be al ways
possi bl e or economcally feasible for people to have access
to source material, and if that source material is in a
product that is the gold standard that can provide problens
to people who are conming in after the conpany that has that
license or who has that patent.

The next point is, is that it's inportant to nake
known the acceptable error rate for tests. The zero risk
approach has to be replaced with a reasonable tol erance for
error. W all want the safest and the nost effective
product, but the question is, is zero tolerance attai nable.

Is that workable. And it's inportant to nmake sure that the
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agency nmakes known to industry what is the acceptance for
sensitivity and specificity that's short of risk-free
pr oduct s.

And then finally a suggestion which | realize that
the agency, that CBER is al ready working with CDRH, but one
of the -- it's often difficult. | personally do a |ot of
quality systemaudits for our clients. | go in there and
make sure that their quality systens are functioning in
accordance with FDA' s regul ations, but also that it
functions so that the business can function. And one of the
recommendati ons we woul d have would be to bring in an
outside audit team wusing the approach of an i ndependent
auditor who is going to look at the quality systemhere in
the center, find out where the problens are, where is the
system cl ogged, where is streamnlining necessary and possible
given your limted resources, and then redirect those
resources appropriately.

In my close-out neetings wwth ny clients, when |
finish these quality systemaudits | have to present to
managenent the findings, and | have to say | ook, | know that
you don't have a lot of resources to throw at regul atory
affairs and to manufacturing quality assurance, | know that
you have limted resources, but there's got to be sonme way
that we can redirect what you have in order to make your

system work, not only froma regul atory perspective but from
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a business perspective. So it really -- this idea really
applies to anybody who is in business at all, to nake sure
that their organization is operating as efficiently as
possi bl e given the resources that they have.

And finally I would like to close by saying that |
think there's a trenendous anount of talent in this room
t hi nk when you | ook around the room and you consi der the
enornous talent that exists at the agency, within industry,
Wi thin organi zati ons and non-profit organizations, all the
di fferent people who were presented today inpress ne as
being the source of a |lot of valuable information. And |
think if you put those people together in a roomand | ocked

t he door and sit down and hamrer out how this is going to

work, | think it can work and | think it will work. And I'm
sure it will in ny practice, and by the tine | retire |I'm
sure it will, hopefully well-before that.

But | really do think that we have to pull on al
of these different val uabl e peopl e who have all these
talents and sit dowmm with themas if they were sitting in a
corporate neeting and say | ook, how can we nake this work,
what kinds of things do we have to do. And I'll bet you it
will work.

Thanks.

M5. EBERHART: Thank you, M. WIson. The next

speaker is Ms. Emly Rossiter from Regul atory Resources.
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M5. ROSSI TER  Thank you. M nane is Emly
Rossiter, and |I'm a bl ood banker and consul tant who has been
wor king with CBER devi ce approval s since pre-anendnent days.

|"'msorry Dr. McCurdy left, because | was going to say |
haven't been involved as long as Dr. McCurdy has, but | do
go back to pre-anendnent days when biologic staff regul ated
devices using master files and product |icense applications.

Much about bl ood banki ng, our world and FDA has
changed in the subsequent decades, and old practices are
difficult to give up, but I'mvery encouraged to think that
FDA believes it is tine to noderni ze device policies and
practices. The next slide, please.

I"'mjoined in these cooments today by the
foll ow ng organi zati ons, which include both old and new CBER
devi ce manufacturers, reagent suppliers and device users:
Henenetics Corporation, Terunmo Medical Corporation, Hal
Medi cal , Design Quest, Incorporated, Anmerica' s Bl ood
Centers, Boston Bi onedi ca who was added over | unch,
basically, and an anonynous di agnostics firm

Many of my comrents during the August 14th
st akehol ders neeting concerned CBER s regul ati on of devi ces,
and | certainly appreciate your |istening then and your
listening now [|'ll not repeat themhere. |Instead |I'd |like
to focus on the current situation, specifically with CBER

devi ce regul ation; propose sone principles of my own for
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future policies at the agency; and suggest sone very
practical steps to take in the short term Next, Kathy.

Anmong all the devices regul ated by FDA, CBER s
devices really are unique for reasons that go beyond their
|l ong history of regulation. First, there is a long history
of providing clinical data to support even pre-market
notifications for class two devices. Second, they are used
in a highly regul ated environnent. Unlike other nedical
devi ces whose market clearance nmeans they're rel eased into
the general healthcare world at |arge, many of CBER s
devices are used in establishnments that nmake |icensed
products and are inspected even nore often than the device
manuf acturers thensel ves.

This provides two different GNP or quality system
environments to nmake sure that the device is performng
appropriately, and gives FDA investigators tw ce as many
opportunities to detect a problemw th a product after
mar ket introduction. A testanent to the effectiveness of
this environnment is the relatively | ow nunber of recalls or
MDRs t hat have involved CBER s devices over the years. Next
sl i de, Kathy.

The device review systemwe have in 1998 is
stressed as | think Dr. Zoon statenents this norning
supported. Review criteria usually foll ow new technol ogy,

sonetinmes a year or nore after initial subm ssion, and this
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del ays their clearance. Many device reviewer check lists or
gui dance, if they exist, are not well-known to industry and
reviews often contain surprises even for experienced firns.
90-day reviews for premarket notifications are a topic of

t he good-ol d-days stories, and as ot hers have expl ai ned,
reviews that stretch into years keep industry and FDA
perpetual |y out of synch.

Revi ew check lists and questions do not reflect
device classifications, device history, experience or public
health risk, and all clinical data seemto be reviewed in
the context of safety and effectiveness instead of
substanti al equivalent for class two devi ces.

| have often wondered if we were to assenble a
list of reviewer questions -- let's go back to the |ast one
-- I"ve often wondered, if we were to assenble a |ist of
review questions for, in the case of an IVD, a class one
IVD, in vitro diagnostic, a class two IVD, and a class three
or |icensed biological IVD, obscuring device identity and
class, if we could guess which set of questions when with
whi ch test.

| think they m ght sonetinmes be indistinguishable.

In an effort to standardi ze the review process, we may have
found ourselves in a one-size-fits-all environnment that
doesn't recogni ze common sense di fferences anong devi ces

t hat keeps FDA and industry staff on treadmlls and del ays
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the availability of approved products. Now, Kathy.

So how does a federal agency with limted
resources even begin to tackle sonme of these issues?
submt for your consideration sone principles that may
provi de a foundation for regulatory nodernization. | cannot
cl ai m ownershi p of any of these. You' ve even heard several
of them already today. They are actually from col | eagues at
FDA, even sone of your coll eagues at CBER

Nunber one, harnonization is beneficial,
externally and internally, and | think you've heard enough
about that today. You can read ny remarks if you want to
hear ny own defense for that.

Nunmber two, CBER s regul atory investnent should be
appropriate for the potential public health risk. CBER
staff shoul d not be spending as nuch tinme and energy on the
premar ket cl earance of class one and two devices as they do
class three devices and |licensed biol ogical reagents, and
nei ther should industry.

(bj ective tools such as device classification and
ri sk or hazard anal ysis shoul d be consi dered when creating
review check lists, determ ning the need for preapproval
i nspections, change reporting and all ocating scarce FDA
resour ces.

Three, as effective quality control practices

i ncrease the need for premarket regul ati on decreases, or as
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a recent Federal Register notice proclained, and | quote,
"Current quality control practices and procedures may mnake
continued active premarket regul ation | ess necessary,"”
unquot e.

There is no nore appropriate place in healthcare
t han bl ood banking to try this one out.

The next slide gives sone exanples of |ower risk
devi ces that could be downgraded or exenpt from premarket
notification. You' ve heard other suggestions from people
this norning, and | certainly agree with their additions to
this Iist.

Software prograns that cal culate, transfer data or
interface instrunents; automated devices with exenpt manua
counterparts; and in vitro diagnostics that are ancillary
rat her than diagnostic. And reagents, even sone |icensed,
used with controls and inherent checks.

VWhile we're on the topic of reagents, a nunber of
kits currently reviewed by CBER need official device
classifications assigned. |'ve seen clearance letters for
the same products sone tinmes cone back with a class one
designation, and other tines with a class two designation.
We're confused. Next slide.

| didn't want to sound facetious, but this comment
has actually been nade a nunber of tinmes, usually follow ng

an FDA inspection, where guidance docunents for injectable
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drug products were being applied to in vitro diagnostic test
kits. The problemis not with the regulations, but with the
fact that investigators seemto think that the regul ations
have only a single interpretation for all products.

| appreciate the cooments this norning that this
whol e process at |east wth Team Bi ol ogi cs has been a
| earning curve and hopefully we're getting closer together
on interpretation as tine noves on. Also please note that
i censed biol ogi cal reagents of hunman bl ood origi n have
three sets of G\Ps to deal with, and sone harnoni zation
there for this subgroup of specialty products would be very
hel pful .

Per haps public health risk or hazard anal ysis can
hel p us decide which I1'VDs may warrant the hi ghest possible
| evel s of environnmental and in-process controls and which
ones can be controlled sufficiently during use to justify a
nore feasible approach to manufacturing quality systens.
Next sli de.

When CDRH began noderni zati on several years ago
there was nuch tal k anong staff about skinny rabbits. These
weren't victins of toxicology tests. Rather they were a
synbol of can-do actions that were feasible in the short
termin face of overwhel m ng chal |l enges.

Staff knew that they were being asked to perform

mracles, that is, pulling rabbits out of hats, and they
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were | ooking for the skinny rabbits first know ng they would
be qui cker and easier to produce.

Using this sanme analogy, ny last slide lists for
your consideration the skinny rabbits for CBER s Device
Action Plan. Nunber one, track and publish data on device
review performance. Thank you, Dr. Zoon, for starting that
this norning. And have as your goal, of course, review ng
the applications during the prescribed, in sonme cases
statutory, tinme franes.

Number two, use public health risk assessnents and
other principles |I've tal ked about for nodernization as an
obj ective foundation for decision-nmaking and priority
setting at every |evel.

Three, establish a clear appeals nmechani sm
begi nning at the reviewer and supervisor |levels. Orbudsnen
are necessary and very useful, but the nost efficient way of
dealing with problens is to begin at their source.

Finally, two good prograns from CDRH shoul d be
enbraced by CBER, and sone of the other ideas of other
speakers | endorse too. But their warning letter pilot
program coul d prevent m sunderstandi ngs and support
corrective action rather than punitive action, and CDRH s
searchabl e data base for device codes, classifications,
cl earances and 510(K) summaries are extrenely useful.

CBER s device information should ideally be
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integrated and kept as conplete and current as theirs, so
that there is no need to check both places or go through
t edi ous, sonetines endl ess, FO A channels.

I n conclusion, the CBER Device Action Plan staff
has a form dable job ahead, but a public conmtnment to
nmoderni zation is a very good first step. You have both
cheering section and partner in the nedical device industry
where there is a keen awareness of the value of quality and
t he chal |l enges in keeping bl ood products and transfusion
medi ci nes safe and effective.

Thank you.

M5. EBERHART: Thank you, Ms. Rossiter. Qur |ast
speaker for today -- on the agenda, by the way, Carolyn
Jones is listed as a speaker again, but | nmessed up. So our
| ast speaker is M. Leonard Frier, from MET Laboratories.

MR FRIER First, I'd like to tell you who I am
| don't have overheads. Actually | really wasn't sure about
what the fit was between MET Laboratories and this group
until this norning. But what it is, is we are a test
| aboratory, an accredited test |aboratory, in Baltinore, and
we test nmedi cal devices.

And under the Food and Drug Adm nistration
Moder ni zati on Act they canme up with a real good thing, which
was called an abbreviated 510(K). Everybody |I'm sure knows

what a 510(K) is, but under the abbreviated 510(K) procedure
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in the Food and Drug Adm nistration Act, the Mdernization
Act, a real good opportunity devel oped for |aboratories and
for a way to speed the process of getting devices through
the FDA by utilizing this nethod.

What this nmethod did was say that if a recogni zed
standard, recognized by the FDA existed, that all sonebody
woul d have to do would claimthat the product conplied with
that standard, certify that it conplied wth that standard
and it would sort of shorten up the route to get a device
t hrough the FDA in the process of getting clearance for
mar ket .

In the way of getting this cleared, the FDA has
al ready recogni zed over 400 standards. However, nost of
t hese standards are on devices, they' re not on biol ogics,
but | understand that they are | ooking to recognize certain
standards that could be used in the -- with biologics as a
met hod of getting biologics through the FDA using the
abbreviated 510(K) route. And that abbreviated 510(K) route
is a procedure that should be fast.

However, in doing that procedure you still have to
show that there is a predicated device and prove that you're
essentially equivalent to the predicated device. What you
don't have to prove, however, is the safety and
ef fectiveness, because theoretically proving conpliance with

t he recogni zed consensus standard woul d show t hat safety and

M LLER REPORTI NG COMPANY, | NC.
507 C Street, N E
Washi ngton, D.C. 20002
(202) 546- 6666



ef fectiveness is covered in accordance with this procedure.
The procedure is supposed to speed up the process.
However, now there is a couple of bottlenecks in the
process at the FDA, and that's what | was going to sort of
talk on. It's a problemthat we're seeing in the
abbrevi ated 510(K)s that we've submtted for manufacturers
in getting products through wth this new nethod.

The one is that the 510(K) still gets in |line
behind the reviewer in that certain panel. There should be
a way that an abbreviated 510(K) finds another route through
the sane panel and the time that it takes to go through, if
it's an abbrevi ated, doesn't have to wait for a device
that's in front of it. It should go through faster. That
woul d be a major significant step in having an abbrevi ated
510(K) really reach the market for clearance nuch faster
than the traditional 510(K) nethods.

The other one is that there's got to be -- the
peopl e that do the testing have to be recognized with a
certain anmount of credibility and acceptance. The FDA does
not accredit | aboratories, but the FDA should recognize
certain accreditors that do test and certify in accredited
| aboratories to say that the credibility exists with that
| aboratory, and if they've done the tests in accordance with
the recogni zed consensus standard there's a certain anpunt

of inpartiality that exists and a certain anount of
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credibility that exists. And the FDA should allow or
provide sone credibility to that so that a | ot of the
checking that they normally have to do wouldn't have to be
done normal ly.

You understand, the FDA in allow ng the
manufacturer to certify that the product conplies with the
consensus standard, all the manufacturer has to do is
certify that and maybe gi ve sone synopsis of the test
results. However, the FDA says in order to assure that the
testing is done, because it isn't submtted with the
package, is they give a manufacturer three days to provide
this testing package to assure that all the testing was
done. And their three days is a way to say that the data is
there, it can't be generated after the fact, and it sort of
cautions the manufacturer not to try to say that he conplied
when he really didn't conplete all the testing.

So | think there is a lot of credibility that's
got to be placed with the people that do that testing, so
t hey recogni ze that.

The next thing is that the FDA nust provide sone
limted access to reviewers to the accredited third parties
that would do these testings. | know the manufacturers have
an access to the FDA. However, when a manufacturer neets
with the FDA it's usually a formal neeting, and a fornmal

meeting requires a sign-in, it requires advance notice, it
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requires a letter of the agenda of the neeting, and there's
a lot to getting that neeting.

And | say that if the testing is done by sone kind
of accredited person, like they're using the pilot program
for third party reviews, and accredited person, there should
be some informal access to the reviewers in order for the
third party to really understand exactly what has to be
done, howit's got to be submtted, what date it should be
there, so that when the device cones in in the abbreviated
510(K) format that it's nore or |ess easily accepted.

And that is, you know, an idea that's in the
paradi gmthat the FDA proposed in the Food and Drug
Moder ni zati on Act that can really reduce the tine to
cl earance of products. Now, | know of the over 400
standards that have been adopted, a lot of themdon't relate
to biologics, but | also understand that they're trying to
| ook for some. And if they do get sone, it would be a route
to get things through, | think, in a nore speedy fashion at
the FDA. And ny experience is all I"'mrelating to you in
the problens that we're having wth other kinds of devices
and certainly if it noves this way, if the FDA could see
that these problens do exist and find a vehicle to nmake sure
that it goes through faster using the abbreviated as the
route, that | think it would be of significant help.

Thank you.
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M5. EBERHART: Thank you, and 1'd like to thank
all the speakers today, and before we nbve on to a question
and answer period | just have a few announcenents. For
t hose of you who did not receive copies of the material or
you don't have all of the parts of the material, if you
coul d please | eave a business card on the front desk and
we'll make sure we get it to you. |If you just wite on it
if you need the full packet or if you just need the parti al
handouts that aren't included in your packet, or if you can
just wite your nane and address on a piece of paper 1'd
appreci ate that.

A copy of the transcript wll be posted on our web
page in approximately three weeks. Once we get the disc
fromthe transcriber then we'll have it put on our web page.

And we do have a docket nunber that will be open unti
Decenber 22nd if you'd like to submt comrents to the
docket. It's 98, N as in Nancy, 1002.

And before | turn this back over to Dr. Zoon, 1'd
like to know i f anybody would like to cone up to the podi um
to make any comments or ask any questions.

(No response.)

| f you do coment on anything, if you could please
stop by the transcriber desk at the end of the neeting and
| eave your nane and affiliation so we could have that

included in the transcript.
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DR. ZOON: Thank you, Kathy. Well, it was a very
interesting and inportant day. | think many of the comrents
that we heard fromthe speakers today very much echoed what
we heard at the 406(B) neeting dealing wth harnonization
Wi th our sister center where appropriate, enhancing
communi cation and transparency and focusing on review
performance and accessibility of procedures and cl ear
gui dance.

| think that these are all very inportant concepts
that we will take back with us as we nove on and consi der
the remai ning cooments that cone into the docket.

| want to thank everyone for com ng here today. |
think this was enornously inportant. | want to thank those
of you who had an opportunity to speak and those of you who
cane to listen, and | want to particularly thank all ny
staff for comng and listening very intently to the issues
raised. | knowit's very inportant to you, and you take a
| ot of pride in your work.

So wth this I'd like to say thank you to

everyone, and I'll be happy to take any questions if there
are any. If not--
MR. NORTHRUP: |'m Steve Northrup with Medical

Devi ce Manufacturers Association. W spent a long tine
tal ki ng today about the re-engineering of CDRH, and they've

been doing a trenendous job, and the need to overlay sone of
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that on what CBER is doing. |s the Device Action team
gi ving any consideration to transferring primary
responsibilities for device review from CBER to CDRH?

DR. ZOON: At this time the answer to that is no.

MR. NORTHRUP: Any particular reason why that's
not on the table?

DR. ZOON: | think the Device Action Plan was
really geared toward | ooking at what CBER s responsibilities
are, and | think while that possibility mght exist, | think
it also reflects very nuch on the comments nade today. |
think if you | ook at the standards by which devices are
reviewed and the appropriateness of the standards and their
application, the consistency and transparency,
organi zationally it doesn't matter where they're revi ewed.
It's what the processes and procedures and performance are.

And sone of the issues with respect to blood as poi nted out
t oday, which many of our devices are, have some very uni que
properties that are very nuch different fromwhat is
regul ated by CDRH, and their close relationship to bl ood
safety is of a major paranount public health inportance.

And we cannot overl ook that in any plan that we generate.
And it's relationship, especially in the blood area, is
very, very close.

For those of you over the years that have been

intimately connected with this, we have conpeting forces in
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the bl ood area. W have sonme forces fromthe public that
say everything needs to be safer, safer, safer, and nore and
nore oversight, and a conpeting force saying that we need
products out there faster and nore available. So we have to
really conme on a knife point on where we are with respect to
the regul ati on of these products, because the bal ance
doesn't give us a lot of flexibility on either side.

And quite frankly, the inportance to bl ood safety
and as it applies to tissue safety, et cetera, is even nore
key as new products fromcellular therapies are generated,
| ooking at stemcells as Paul McCurdy nentioned today, the
core blood cell issue, | just think there's going to be nore
and nore public scrutiny over this, and to a | arge degree if
FDA doesn't do a good job many of these new t echnol ogi es
coul d be underm ned, because they'll |ose public confidence.

So | think we need to be careful in balancing al
t hese conpeting forces, and be receptive to what the needs
are of the different constituents and try to do the best job
we can. But | think it's not quite as sinple as just saying
here, CDRH, you do it. It's a good question, you got a
response.

Car ol yn?

M5. JONES: Dr. Zoon, just a question of the team
that submtted together the Device Action Plan. Wth CDRH

did you find it beneficial to have industry involved in the
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upfront devel opnent of sone of those plans? |Is there a
possibility to get industry representation on the team or
sone sort of organized way to get their input? | nean
before we put the plan out --

DR. ZOON: | think there are several aspects.
Certainly this neeting is a beginning of trying to get the
input into that plan. M sense is one of the areas and one
of the things that we had done for those of you who m ght
reflect on the tissue strategy was actually put out the
tissue strategy for coment, and while -- again there's two
|l evel s here. W don't want to drag this thing out ad
infinitum but it nmay be that we can get as nuch input now,
get started and | think Dr. Donlon reflected sone of ny
personal views, that I'd like to be able in the first year
of the action plan -- and where's Emly, Emly made sone
comment, the skinny rabbit. To really get sonething done
and do it well, and show products fromthe fruits of our
| abor fromthe Device Action Plan, and really nake sone
significant acconplishnments. And | think that's inportant
to us, and it's inportant | think to our custoners.

So | see this probably as a multi-year plan for
us, but I think we will be very happy to here what people
think are the priorities as we inplenment our plan, because
we won't be -- ny concernis if we try to fix everything al

at once we aren't going to fix anything. And we will dilute
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ourselves to the point where | think we won't be affected.

So ny issue is toreally look at it on a priority
basis and al so | ooking at what we can acconplish
realistically in a tinely way and noving forward with that,
but keeping the priorities of those stakeholders in mnd in
our first actions.

So we really appreciate that.

| want to thank everyone, and enjoy the rest of
the day and thank you for com ng.

(Whereupon, at 1:52 p.m, the neeting was

concl uded.)
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