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PROCEEDI NGS
Call to Order

DR ZABRANSKY: | would like to get started. M
nane i s Ron Zabransky. | amthe Chairnman for today's panel
nmeeting. | wish to thank the FDA for providing this nice
facility for our neeting.

Qur neeting this norning is to address a
particul ar proposal that the FDA is putting before this
panel as well as the industry and this has to do with, of
course, the issue of inspections. It is to provide a nodel
for risk-based planning for determning where the FDA
headquarters and their field resources should be focused as
far as inspections are concerned.

| would like to have the panel introduce
t hensel ves and we will start over on the righthand side and
nove acr o0ss.

MR BARTH M/ nanme is Don Barth. | amwth the
Hew et t - Packard Conpany.

DR ZABRANSKY: Could you al so state your role on
t he panel .

MR BARTH | amin the regulatory affairs
function with Hew ett-Packard and I spent quite a | ot of

time in Washington with the trade associ ations and standards
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devel opnent organi zations, so | get the privilege of neeting
a lot of the folks in the room here today.

DR ZABRANSKY: And you are an industry rep.

MR BARTH Yes, | am

DR HUGES. A len Hughes, Assistant Professor,
Ceorge Mason University, and | ama consuner rep

DR PIERON: Bob Pieroni, Professor of Internal
Medi ci ne and Fam |y Medicine, University of Alabama. | ama
heal t h professionals rep

M5. THBEAUWLT: | amAnita Thibeault. | have ny
own consulting firm Anita Thibeault & Associates, and | am
an industry rep.

DR ZABRANSKY: | am Ron Zabransky. | amthe VA
Medi cal Center in develand. | ama government
representative.

M5. AADRICH Rta Aldrich. | amwth the New
York State Departnment of Labor. | ama government
representative.

DR COR\WELL: Edward Cornwel |, Assi stant
Prof essor of Surgery, University of Southern California.
Heal th representati ve.

M5. SMTH | amLinda Smth. | amnursing
faculty at the State University of West Ceorgia full tinme.

| amal so working at ny doctorate at the University of
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Al abama with 25 years of nursing experience. | ama
consuner rep.

DR ZABRANSKY: Thank you

At this time, | would like to ask Sharon
Kal okeri nos, who is the Executive Secretary or sonethi ng of
that nature for this panel, to provide sone basic and
background i nfornati on.

M5. KALCKERI NOCS: ood norning. First, | would
like to say if you need a nunber for nessages, they can cal
the Conference Control Center, which is | ocated across the
hal|. That nunber is 443-2585.

Secondl y, agency procedure requires that we go
over the conflict of interest requirenent specified for
Speci al CGovernnent Enpl oyees and that a statenent regarding
conflict of interest be read into the record.

Conflict of Interest Statenent

The fol |l owi ng announcenent addresses conflict of
interest issues associated with this nmeeting and is nade a
part of the record to preclude even the appearance of an
i npropriety.

To determne if any conflict existed, the Agency
reviewed the submtted agenda and all financial interests
reported by the coomttee participants. The conflict of

interest statutes prohibit Special CGovernment Enployees from
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participating in matters that could affect their or their
enpl oyer's financial interests. However, the Agency has
determned that participation of certain nenbers and
consultants, the need for whose services outwei ghs the
potential conflict of interest involved is in the best
interests of the governnent.

Ful | waivers continue in effect for Donald Barth,
Dr. Edward Cornwell, and Anita Thibeault, and full waivers
with amendnents are in effect for Dr. Ronal d Zabransky, Dr.
Robert Pieroni, and Linda Smth for financial interests in
firnms at issue that may potentially be affected by the
commttee' s deliberations.

Copi es of these waivers nay be obtained fromthe
Agency's Freedom of Information O fice, Room 12A-15 of the
Par kl awn Bui | di ng.

In the event that the discussions involve any
other matters not already on the agenda for which an FDA
participant has a financial interest, the participants
shoul d excl ude thensel ves from such invol venent, and their
exclusions will be noted for the record.

Wth respect to all other participants, we ask in
the interest of fairness that all persons naking statenents

or presentations disclose any current or previous financial
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i nvol venent with any firns whose products they may wish to
conment upon.

Thank you.

A so, for those that wish to nmake statenents from
the floor, we ask that you provide us with a business card,
so that we can identify correctly in the record.

OQpen Public Hearing

DR ZABRANSKY: First of all, this particular
neeting was officially announced. It was seen in the
Federal Regi ster published April 14th, Volunme 62, No. 71.
There have been a nunber of people that have requested to
nmake presentations, and they are on the agenda. Anybody
that w shes to nmake statenents fromthe floor, coments from
the floor, will be allowed no nore than 10 mnutes, and we
will proceed with that probably toward the end of the
nor ni ng and nmaybe even early this afternoon dependi ng upon
how t he tine schedul e goes.

At this time, | think we will start with the
general introduction. Dr. Bruce Burlington, who is the
Director of the Center for Devices and Radiol ogi ¢ Heal th,
will present the overview of the risk-based pl anni ng nodel
that they are proposing.

Dr. Burlington.

Overvi ew of CDRH s R sk-Based Pl anni ng Approach
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DR BURLINGTON | amnot sure howthis is going
to work as a discussion dynam c because it |ook at |ike we
have got the podi um positioned here behind the pane, but
there is no portable mcroscope -- or mcrophone, so we will
do the best we can -- no portable mcroscope either.

| wanted to say good norning to the panel. We
certainly appreciate your joining us this norning. It |ooks
i ke fromthe audi ence, although we have sone interest, it
isalittle less controversial than when you were here a
coupl e of years ago and we were looking at the quality
systens regul ati on.

In away | find that surprising because | think
the inspection strategy, the risk-based approach in figuring
out where the Agency is going to go ook to enforce the
quality systens requirenents is, in fact, sonmething that is
terribly inportant. It is something that shoul d be of
interest to industry.

| hope we will get sone feedback, not only from
t he panel nenber, but also during the public hearing.

| amgoing to start this norning with a few
m nut es tal king about a risk-based approach and the need for
a risk-based approach. Recently, the Center and the Agency

have di ssem nated for public consideration some docunents
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whi ch provi de background thi nki ng on reengi neeri ng our
processes using risk-based approaches.

VW are doing this for a couple of reasons. Nunber
one, it has becone increasingly apparent over the |last few
years that there sinply are not going to be the resources
provided in the discretionary donmesti c budget in the funding
that the Agency gets to do everything that is set forth in
the statute as our responsibility, and in picking and
choosi ng anong what we do we want to maxi mze the public
benefit to be achieved fromthe resources that are
avai | abl e.

VW believe in order to do that, we not only need
to undertake an evaluation of where the action is, risk-
based approach, we al so need to reengi neer our processes, SO
that as we pursue our work, we can do so in an efficient
way, mnimzing the resource allocated to any given job and
maxi mzing the result acconplished fromit.

In order to do so, we have tried very hard to | ook
at the work that the Agency does fromthe viewoi nt of
industry, the viewpoint of practitioners who are using
products, and the viewpoint of patients who are the
reci pients of the use of nedical devices, and we are goi ng
to ask you to help us further that in regard to our quality

systens and i nspecti on program
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When you think about process, all the standard
managenent textbooks say you have got to | ook and for an
organi zati onal viewpoint, what are your inputs, what are the
outputs, what are the results of the organi zati on working on
those inputs and how do they natter to the people that you
are doing the work for, the patients, the doctors, and the
industry as well.

I n thinking about inputs, we receive data in
regard to our inspection programfroma |ot of different
sources. W certainly get registration listing to find out
where the conpani es and where the snokestacks are. W have
information on quality systens both from publications
t hrough standards commttees, both technical and scientific
publications, and we seek input in public fora, such as this
one, as a further source of input.

Wien we think about outputs, what are the outputs
of our inspection process? Hopefully, in the end, they are
a higher quality product energing fromthe factory door and
feeding into the streamof health care products, but the
nore direct output, particularly fromthe conpany's point of
view, is when the Agency comes and inspects, they see an
i nspector shows up, and they get a notice of inspection and
at the end of the inspection they get a variety of

docunents. They may get nothing or actually today, if they

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



aj h

have had a good, clean inspection they get a post-inspection
letter that says we cane and inspected these processes, and
we found you to be in substantial conformance with the
quality systens good manufacturing requirenents.

I f problens have been found, they may get what in
FDA parlance we call a Form483. It is really a notice of
observation. It is a description of what the inspector saw
that was areas of concern. They nmay get a chance to respond
tothat. And they may, in fact, get a warning letter as an
out put fromthe inspection.

Those are intended to be Agency's assessnents of
where they need to change their quality systens in order to
i nprove the assurance that products flowi ng fromthe factory
w |l meet standards for the health care community.

| believe it is helpful to think about those
inputs and outputs in a general sense, and we are doi ng that
as we go about reeval uating, reengineering, or doing
conti nuous busi ness process inprovenent of our inspection
program but we al so have to think about where are we goi ng
to go to do the inspections.

Now, we know that there are today 8,000 or so
sites that are registered as nedical device sites. W know
--and M. GII is going toin a few mnutes give you nore

details on this -- that we don't have anywhere near the
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capacity to get to every one of themevery year. W can't
even neet the statutory directive of being at every site
every ot her year

Recogni zi ng that sone business entities nay
operate nore than one site, and an inspecti on may cover nore
t han one physical site, and reducing it, we still come down
to somewhere around 4,300 different sites we ought to be at.
Ms. dIl says it is nore like 2,500 i nspections we ought to
be doi ng every year, maybe sonme nore, and we are not doing
that. W are far short of that.

So, what we are looking at in terns of ability to
neet the statutory directive is right now we are staffed and
funded to get about hal fway there, and we ought to be doi ng
the right half.

How shoul d we set out to do the right hal f? M.
Adll and | tal ked several nonths ago and said, well, there
are a nunber of factors that we could consider. W could
put all the effort into for cause, and not do any
surveil l ance and just, you know, followtips, follow | eads,
but that didn't seemto nmake a ot of sense. There was a
clear intent by Congress that we do surveillance
i nspections, as well as for cause, that we go out and sanpl e
the world even when we didn't have any reason to think there

was a probl em
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VW could only go to the big conpanies on the
theory that they put out a higher volunme of products, and so
that that is where the risk may be, and that mght be a
reasonabl e way to consider it.

VW could follow the adverse event reports and j ust
way wherever we are getting a |lot of adverse events, there
seens to be likelihood that there is going to be problens.
VW could follow recalls and say wherever there have been a
ot of recalls, we could think that that is potentially a
fertile area to go out and do surveillance inspections, or
we could conme up with a nodel that says let's have a
structured surveillance conponent to our inspection program
and let's try and focus our surveillance efforts to be where
the nost inportant or where the greatest chance of finding
probl ens m ght be, where the greatest protection is afforded
to the Amrerican public.

Ve do intend, not only to have a nore focused
surveil l ance inspection program but we also intend to put a
| arger proportion of our inspection efforts into for cause,
but it is exactly this nodel that Ms. G111l is going to be
di scussing with you in a few mnutes and for which we are
goi ng to seek your advice in helping us weigh the factors
that direct our efforts in hel ping us weigh the inpact of if

we have an industry sector that had a | ot of problens a few
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years ago, we went out and inspected intensely, we nmay have
taken sone actions, yet, they continue to show up as a foci
of adverse advents, as a focus of recalls.

I's that sonepl ace we should go back to ri ght away
or should we say that is an inherent part of the business
they are in and therefore we shoul d put our energy sonmewhere
el se for the next few years?

Those are hard questions. Those are questions
that we believe we will have a better answer for wth your
i nput .

(One of the underlying thenmes that applies, not
only to the inspection and quality systens program but
applies to everything that we do at the Center, is that when
we | ook back at the way we have done our work over the |ast
few years, we recogni ze that we have been driven by vol une,
that in premarket, focusing on getting 6,000 510(k)'s
processed in 90 days has caused us to put disproportionate
energy there as opposed to putting the energy in PVAs or
| DEs, and as a consequence, we have done a better job
neeting timeliness goal in the |ast couple of years on 6, 000
510(k)'s than we have on 50 PVAs a year.

I n adverse event reporting, in terns of processing
100, 000 applications a year, the sheer vol une of processing,

figuring out what is there, getting it coded, has driven us
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to put a disproportionate anmount of energy into dealing wth
t he vol unme rather than focusing on the hazard anal ysis and
adver se event warni ng.

Smlarly, in conpliance and quality systens, we
bel i eve that the sheer nunber of sites doing busi ness has
driven us to try and cover the waterfront rather than to
focus on what is nost inportant. Reiterating, helping to
change that nodel helping to make it a risk-based approach
that will result in better payoff for the consuner in
assurance that there is a quality product rolling out the
factory door is the purpose of our discussion here today,
and we appreci ate your help in nmaking those deci si ons.

Thank you.

DR ZABRANSKY: Thank you, Dr. Burlington.

At this time, | would Iike to proceed to have M.
Lillian G Il discuss the actual nodel itself. After that
poi nt, then, we wll have sone open discussion as to what
this will nean, at |east fromthe panel

Lill'ian.

A Ri sk-Based Pl anni ng Approach

M5. ALL: Good norning. Thank yo u, panel, for
your time and attention that you are giving us today toward
the advice that the Ofice of Conpliance needs in the

devel opnent of our priorities for the future.
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[Slide.]

As Dr. Burlington has discussed with you, CDRH has
chartered a course toward reengi neering our work efforts,
and these will be based prinmarily on the identification and
the focus of what we see as our dw ndling resources on high-
ri sk and hi gh-inpact products or work areas.

[Slide.]

Li ke other Center offices in CORH conplia nceis
faced with determ ning how best to utilize our resources and
those resources in the field where our inspections are
conduct ed.

Shoul d we set these priorities on |egal
obligations, such as our biennial requirenent or are there
effective alternatives? The Food, Drug, and Cosnetic Act
requires that all Aass Il and Aass Il manufacturers be
i nspected every two years to determ ne conpliance wth good
manuf acturing practi ces.

It has becone nore difficult to neet that
obligation as our resources directed toward all FDA
i nspections has declined fromaround 1,100 to 800 over the

period of about four years.

[Slide.]
This chart is an illustration of what Dr.
Burlington nmentioned earlier today. It illustrates our
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capacity, our capability, or, as you can see, our
incapability, over the past three years of carrying out
those biennial obligations. Al though we nade a little
progress in '96 toward neeting the goal, as you can see, we
are still quite a long way frominspecting those firns that
we are required by law to inspect.

Forty-ei ght percent of those eligible forns or
subject firns were inspected in '94. Wat you have is the
total nunber of firns here, 49 for '96, 4,747 Aass Il and
'l manufacturers for biennial inspection for inspection,

t he nunber subject to inspection for any given year, for
'96, for last year, would have been 2, 374.

What we actually inspected was about 53 percent of
that, so we are falling short about 1,100 inspections that
shoul d be conducted in any given year, and these are routine
surveill ance inspections.

| mght add al so that the nunbers you see here in
the surveillance coverage is not distinguishable in terns of
risk. These are manufacturers that a district has in the
inventory and are subject to inspection. It is not based on
product classification. It is not based on nature and
problemw th the device. It is sheerly based on having to
get out and do the biennial inspection and cover their

inventory every two years as required.
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The priorities in the past conpliance progra mwere

focused on inspecting firns that had not been inspected
every two years or not received their biennial inspection,
or those who had never received a QW inspection, so it was
not risk-based in terns of |ooking at the classification of
devi ce agai n.

Even with this focus, as the chart indicates, in
'96, there were 515 nmanufacturers that were registered two
years or |onger that never received a GW inspecti on.

[Slide.]

To address sone of these areas of concern, the
G fice of Conpliance is proposing this risk-based approach
to direct where those 1,200 routine GW inspections will be
conducted. The objectives for this plan, therefore, are to
identify and prioritize our concerns, to put resources
towards addressing there concerns in the appropriate place,
and to acconplish these tasks in a nmanner consistent with
t he Governnent Performance Results Act, or GPRA in our
t er m nol ogy.

This requires us not only to identify probl ens,
but also to focus on the resolution of these problens, and
that includes comunicating with the manufacturers what we

have found, and it includes working with themto devel op
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strategies to mnimze the reoccurrence of the problens
f ound.

[Slide.]

Since thereis little indication that additiona
resources will be avail able over the next few years to
i ncrease our coverage in our high-priority areas, Conpliance
plans to refocus the FTEs fromthe routine GW conf or nance
or surveillance area that you see on the left to what we are
calling the targeted surveillance area.

| want to clari fy at this point that targeted does
not nmean that the O fice of Conpliance and the Ofice of
Regul atory Qperations will be targeting any specific
manuf acturers or devel opi ng any enforcenent plan of actions
agai nst specific manufacturers.

Targeted in this chart nmeans that we will be
| ooking at the high priority areas, we will be devoting
t hose resources toward working on the highest priority
devi ces that are either experiencing problens or through
whi ch we have sone great concern or need for additiona
i nvestigation.

[Slide.]

What it neans is that we are dedicated these
redirected resources in the four specific areas you see here

- pre-approvals, so that safe products can get to market
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sooner. It neans we will be increasing our coverage on for
cause inspections, these foll owup on energency situations
or issues that require pronpter investigation.

It nmeans that we will be naking return trips for
foll ow up inspections to those firns that we have done an
initial inspection and found sone violations. 1t also nmeans
that we wll be focusing tine and attention in the high-
priority areas that we are determning or identifying
t hrough this nodel .

The focus of this presentation and the effort that
you have before you is the devel opnent of those devices in
that | ast category, the risk-based surveill ance.

[Slide.]

Using this plan, our anticipated benefits, as you
see, will be the dedication of greater energy to inproving
the quality of products nmanufactured. W wll have, we
think, a nore effective coverage of the device industry.
Hopeful ly, this will lead to a decreased inci dence of
device-rel ated conplaints, reportable events, and recalls,
and it will be a device-based conpliant activity versus
manuf act urer - based actions that mght be taken. | want to
enphasi ze in this particular one that when we | ook at the
devices, when we identify problens in these areas,

hopeful ly, it will be across a particul ar device industry,
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it wll not be singled out on a manufacturer unless we see
sonme indication that there is not a pattern of problem that
the QW problens are specific to that particul ar

manuf acturer, but our goal is really to resolve the probl em
wi th the device

[Slide.]

So, what are we using to develop our priority I|ist
and how are we going to determne what rises to our highest
| evel of attention?

V¢ have devel oped what you see and what you have
in your hand, a risk-based nodel. It is a sinple nodel. In
this effort, we are tal king about risk, and we are
considering risk, not specifically that a device is risky,
but that we are calling risk in this case determ ni ng what
that is through a nunber of data sources, such as the
mandat ory and voluntary data provided to the Agency through
MDR, the deaths, serious injuries, and mal functions, the
recal |l data, nunbers of recalls, units recalled were used.
The recall data is inportant because it has received an
addi tional level of scrutiny in that they are classified in
the Agency. dass |I's receive a health hazard eval uati on
through a group of technical, scientific, and nedi cal
personnel within the Center, and we are using the

classification of the device, as well as any current
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technical or scientific know edge of the product in our
deci sion of what is on our list of high-risk or high-
priority risk devices.

The process we use, however, to prioritize this
| arge nunber of devices nust have a starting point, because
it is such a | arge nunber of devices, and therefore, we have
used in this nodel primarily the MOR and the recall data.

[Slide.]

Wiile we realize the limtation s in sone of the
data in those databases, such as particularly with the MR
data, the uncertainty in distinguishing between user error
and device failure, we do feel that these systens are usefu
in providing direction for our planning.

VW have also tried to conpensate for sonme of these
limtations in the data by naking sone adjustnents to it,
such as weighting the data, to nake the nodel a little nore
scientific, if you will.

For exanple, we use data over five years, and we
weighted the data in the nore recent years heavier than we
rated that in the earlier years. W also gave the recal
data a heavier weight, a higher rate, because it does
receive that extra level of scrutiny as | described earlier,

t hrough the health hazard eval uati on commtt ee.

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



Qur final product was a listing of devices, pro-
codes of devices. It will say on your chart -- that is
product codes -- with a priority score froml to 100, based
on that weighted MDR and recal |l data.

[Slide.]

Based on that priority nodel which ranks all of
the devices that are listed in our database, and the device
classification schene, the dass I, dass Il, and Aass III,
that the Center uses, we devel oped how we will approach the
work planning for this year, the latter half of this year
and next year.

VW will use these pieces of information to
identify top priority devices for nore in-depth eval uation
and we will use this information to determne the paraneters
for our routine quality systens inspections.

[Slide.]

For that set of devices identified fo r further
study, for further in-depth study, we will begin with those
listed, those priority devices that are ranked 90 and above.
These devices will undergo further scrutiny by a CORH team
of lab scientists, reviewers, epidemologists, conpliance,
consuner safety officers, whatever the makeup of the teamis
nmost appropriate to determne which two or three will be

further investigated for any given year.

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



aj h

VW don't anticipate being able to accomodat e nore
than two or three, because we are |ooking at a rather in-
depth eval uation of the problens with these devices and we
do feel that it -- we do anticipate that it will take quite
a lot of resource to do thorough investigation, thorough
information gathering on those few W have | ooked at, |
think are considering as a first candi date, inplantable
pacenakers.

In the selection of these two or three, the teans
will, as | say, evaluate the MOR and recall data. They wll
i ncorporate current know edge of the device, and they wl |
devel op what we are calling an assessnent tool for
generating informati on about those devices across the entire
i ndustry.

[Slide.]

The goal is to get a snapshot of the device's
successes and failures, and again | amtal ki ng about those
for nore focused, nore in-depth study, to gain know edge of
any new and energi ng technologies in this product area, to
gain informati on on actual and potential problens associ ated
with the device usage, and to identify any areas needed for

further research, further devel opnent, and on nonitoring.
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This inf ormation will be shared with industry, as
wll potential solutions and a call for strategies for
resol ving sone of the problens found.

Again, | want to enphasi ze where nonconpli ance
situations are found in the data gathering in the inspection
that we feel present a particular risk to the patient.

Those will receive the appropriate enforcenent followp.
However, the goal is not to take an "I got you" approach
when we go out on our eval uation of these devices. Rather,
it istoidentify what the problens are and to seek adequate
sol ution of those.

This latter path may involve voluntary industry
corrections or FDA industry task groups, such as what is
currently being done with external defibrillators and CODRH
staff.

[Side.]

The ot her aspect of this planning nodel uses the
priority ranking and the classification for routine
surveil  ance inspections, that reduced area that | showed
you in the figure earlier identified as routi ne GW
conf or mance.

In addition to offering an alternative to the
bi enni al inspection requirenent, one that as you saw we have

not met inl think well over five years, this approach
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br oadens the coverage on dass IIl and Aass Il/Tier 3
devices. It does neet or suggest neeting the biennial
requi renent for those dass Il and Aass II/Tier 3, but it

al so decreases the frequency for those lower priority

devi ces.

[Slide.]

Specifically, this plan calls for 15 percent of
the firms in dass |, the dass | device firns with priority

scores between 100 and 70 to be inspected in any given year,
and it goes up to 50 percent of the firns inthe dass Il
and Aass II/Tier 3 categories to be inspected in a year
those with the priority score of 100 to 70.

This priority group with the ranking of 100 to 70,
these Aass Ill, Aass II/Tier 3, dass Il, and d ass
devi ces represent 101 of the 1,957 pro-codes that are in our
data system and the 104 total for these four sets of
devi ces, a pro-code can represent any nunber of devices in
that same category, so while it is only 104 pro-codes, that
coul d be many, nmany devices and a | arge nunber of
manuf act urers.

This plan for routine surveillance coverage al so
neans a different approach in the scope of the inspection.
The current conpliance policy guide guides the field to

conduct limted or directed inspections on a first visit.
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Conpr ehensi ve i nspections are required and they
are asked to conduct those if they found problens and are
goi ng back to verify that the probl ens have been corrected,
and the philosophy behind that is we will goin, and | wll
show you what is involved and limted in sone of the
el enents of the conprehensive inspection in a few slides,
but the philosophy is that we go in, ook at a couple of key
areas, and if we find no problens on those specific devices
we have inspected, we nmake sone assunptions that what we
have | ooked at, the quality systens are okay.

If we do find problens, the conpliance program
directs us to discontinue the inspections if the problens
are significant enough to raise flags in our mnd that the
systemis not under control.

[Slide.]

For that group of devices with 100 to 70 ranki ng,
interns of FTEs, if the conprehensive inspections are
conducted as we are suggesting here, for the dass Ill and
the dass II/Tier 3 products, we are |ooking at 21 FTEs or
32 percent of the resources devoted to these higher
cl assified devi ces.

As you can see, that total 65 FTEs for sinply
| ooki ng at the devices that have a ranking score of 100 to

70, there are 57.4 FTEs available for this work, so we have
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just in this group al one exceeded what we have avail able for
conducting these inspections, and | raise this because a
|ater question that | put to the coomttee is should we
change and conduct the conprehensive inspection for those
dass Il and dass I[I/Tier 3 products with the thinking
being we give it alittle nore scrutiny because of the
probl em and because of the classification of the device.

If you say yes, we will have to find the resources
from anot her program but we will be guided by what your
advi ce is.

| don't have an y conparative data for '95 or for
'96 on the FTEs spent on devices classified in this way, but
| do believe that this will nmean a significant increase over
what is currently being done because dass IlIl and d ass
I/ Tier 3 devices are not receiving priority attention in
t he work pl anni ng schene.

Al'so, if the Center puts nore enphasis on device
evaluation, as Dr. Burlington suggested earlier, applies
nore attention and resource on the AQass Il or the PVA
devices, certainly the tinme that the field will need to
spend in inspecting those facilities will increase as well.

Added to that will be design control, and that is

new with the new quality systemreg, and that will also
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i ncrease the anmount of time spent during an inspection for
both the limted and for the conprehensive inspection.

[Slide.]

This chart shows you what the coverage is for
those lower priority, lower ranked devices with a priority
score of 69 to 40. Considering the anmount of resources
required just for those in the 100 to 70 category, we have
| ooked at conducting the limted inspection, naking the

scope of the inspection for these products limted for al

classifications, however, we wll increase the frequency for
the dass Il and the AQass II/Tier 3 and the dass |1
products.

This category of rankings from69 to 40 represents
239 or about 12 percent of the 1,957 device types in the
system and as | said before, all of these inspections would
be limted in scope.

[Slide.]

As | nentioned earlier, | wanted to give you sone
idea of what is covered in alimted or directed inspection,
and by follow ng these particul ar key areas, investigators
are able to focus on what we consider are actual and
potential problemareas during the inspection.

The average limted inspection is planned to take

approxi mately 24 hours or three days.
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The conprehensi ve inspection, according to
Conpl i ance Program 7382. 830, includes the el enents of the
[imted inspection plus all of the other requirenments under
the GW, and | mght add that that conpliance programthat |
sent to the coomttee is being updated to incorporate the
new quality systens reg, as well as a nunber of other
changes that have occurred.

Conpr ehensi ve i nspections take approximately 70
hours to conduct and as | said before, with the design
control requirenments, with the new design contro
requi renents, CDRH is considering addi ng about 20 hours to
the inspection nodul e to cover design controls. Some of
that we will have a better handle on after our year of
becomng nore famliar with howto inspect these.

[Slide.]

In summary, for the routine surveillance
inspections, Aass IIl and AQass II/Tier 3 firns would be
inspected every two years. dass IIl and AQass I/ Tier 3
woul d recei ve conprehensive inspectional coverage
particularly those with the priority score of 100 to 70,
those with the | esser score would receive a limted

i nspecti on.
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dass Il and dass | firns would be inspected
anywhere fromevery 2 1/2 years to every 6 1/2 years, and
firms that manufacture products with pro-codes | ower than 40
woul d get an inspection 7 years to 10 years and out.

On the next three slides | have listed five najor
i ssues for discussion by the coomttee and for which | woul d
l'i ke your input on by the end of today.

Four of these deal with the strategy, the planning
process and the strategy devel oped here, and the fifth
really does deal with an outcone or a consequence of this
process. | amasking for your advice on all, however, |
realize that the last issue nay yield only sone very
fruitful discussion given our tinme limtations, but I wll
be appreci ative of any feedback given on any and all of
t hose i ssues.

[Slide.]

The first question: |Is this a reasonabl e approach
to prioritizing resources for the Center and for CRA' s
pl anning efforts?

The second deals with the nodel itself. Is this a
reasonabl e nodel in terns of the data sources used and their
weighting or the attention that we have placed on the
elements of this nodel? And as | have said, are the recal

and the MDR wei ght appropri ate?

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



aj h

[Slide.]

The third question deals with the scope of the
inspection. Should all inspections be [imted? Should we
focus on the key areas on the initial inspection and foll ow
up with a conprehensive inspection as the current program
calls for, or given the high priority ranking as determ ned
by probl ens we have seen with these devices, should we be

conducting nore in-depth inspections for sone of those

devi ces?
I's there any addition benefit to doing that?
Shoul d the frequency and scope of inspections
increase for dass Il and I? Certainly, we have seen that

the resources may not allow us to conduct conprehensive
i nspections, but should we be in those facilities nore
frequently given their priority score?

[Slide.]

The final question for discussion is how shoul d
CDRH approach sone serious problens with GWs that we m ght
find which may affect the safety and effectiveness of a
devi ce when the solution could very well be a recall or
other action which mght limt the availability of the

devi ce.

Al though our goal is to find out what the probl ens

are, the reality is when we go in and gi ve increased focus
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to sonme of these higher classified, high-priority devices,
we may find sonme problens that actually inpact on the public
heal t h.

VW have in the past received quite a bit of
f eedback that our renoval fromthe nmarket of certain key
devi ces has an adverse effect on public health. | would
certainly like to hear discussion fromthe panel on this
particul ar issue at the end of the day.

Thank you.

DR ZABRANSKY: Thank you , Lillian.

| amsure that we have -- at least | do -- | have
a page full of questions already. Mybe you had better stay
up instead of running away. | would like, if you could, to
just briefly define for us again dass IIl and Aass 11/3,
so we really are on the sane page as what we are tal king
about. Just briefly. | amsure we are all famliar with
it, but just to nmake sure that we are all speaking the same
| anguage.

M5. G LL: Devices are classified froma hi ghest
risk to lowest risk, and if | butcher this, Dr. Burlington
junp in because I amnot quite sure | know all about the

Tier 3's.
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The dass Il devices are the devices which are
nost critical to public health. It is |life-supporting,
|'i fe-sustaining devices.

dass Il devices are those devices for which there
are standards devel oped for, |ess risky supposedly standards
for evaluating them and the dass | devices are really your
| owest risk, your |owest classification of devices.

The tiering for Aass Il -- and Dr. Burlington
wll answer that --

DR BURLINGTON A few years ago we put in place a
tier systemfor premarket reviewin which we said if we know
a | ot about a device, we have seen a great nany of them
before, and we largely rely on standards, we will basically
do a labeling review and that will be Tier 1. W |ook at
the device application when it cones in, we take a quick
mnisterial look at it, we check the |abeling for
conformance to clains, and we process those very quickly.

Tier 2 products are those products where we have
seen simlar products before, we know a fair anount about
them and we believe that they need an engi neering anal ysis
or typically an engineering analysis, and they are assigned
to alead scientist for review, who may or may not consult
sonmebody in another discipline, but typically, it is handled

by one person.
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ATier 3reviewis a product where we need a
mul tidisciplinary team assenbl ed, typically representing a
clinician, a statistician, an engineer, a materials science
toxicologist, a variety of different disciplines that bring
to bear on that specific product and do the
mul tidisciplinary review

So, they are a conbination of the nost
scientifically and technically conpl ex products and the
| east understood products. It is inportant to understand
that the |l aw says that if you have never seen a product
before, if it's brand-new, then by default, even though it
may appear on its face sinple, it is a dass Ill product and
the absence of famliarity with it creates a risk which the
Agency has to handle for the public by taking a
conpr ehensi ve | ook at the product.

DR ZABRANSKY: Thank you. Let's start with sone
questions fromthe panel. | wll reserve mne until |ater
because maybe sone of those will be picked up.

Ed.

DR COR\VELL: | have a nunber of questions.
Maybe | should get the answers to the questions as | go
al ong, because | think the answers are going to direct ny

subsequent questi on.
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The priority score, if | understand it correctly,
is based on weighted five-year data, and it al so includes
wei ght based on adverse events, as well as recall data.

M5. G LL: Yes. For MRs, we consider death,
serious injuries, and mal functions, weighted the deaths at
50 percent, and weighted the other two |ower. W
reconsi dered for recalls, both the nunber of recalls as well
as the nunber of products recall ed.

DR COR\WVELL: And so the score is applied to the
devi ce rather than the manufacturer?

M5. G LL: Yes, it's a device score

DR OCOR\VELL: So all manufacturers naking a
singl e device, regardless of their individual performnmance
hi story, receives the sanme score?

M5. ALL: The devices in the systemreceive the
sane score.

DR COR\WELL: Manufacturer A and Manufacturer B
bot h nake the same device. The device over a period of five
years has had X nunber of adverse events, and regardl ess of
their individual history, even if Manufacturer A has had no
adverse events, they, as a nmanufacturer of that device, they
fall within the sane priority score, their device is in the
sane priority score as Manufacturer B?

MB. G LL: Yes
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DR COR\WVELL: And then Manufacturer A and B both
have the sane chance, 50 percent chance of undergoing a
conpr ehensi ve inspection based on that device's priority
score, is that correct?

M5. A LL: Yes.

DR OCORNVELL: Wat is the effect of this proposal
on any -- this will all guide their surveillance
inspections. Wat, if any, effect would there be on
i nspections that would be driven by a di sproportionate
pattern of adverse events over a period of tinme, would there
still be inspections guided by that?

M5. GLL: | amnot quite sure | understand.

DR OCOR\WVELL: |If you saw a pattern of adverse
events occurring with the use of a device an al arm ng nunber
of times, would it require a new five-year waiting period
process for conputing a new priority score for any changes
in the inspection frequency to take place?

M5. ALL: You are tal king about any particul ar
devi ce, because you could look at it in two ways. |If it
were a device with a problemthat cane to our attention at
any tinme during the year, we could consider that a for-

cause, and this does not drive the for-cause.
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There is a separate nodul e for conducting those,
and that is the enmergency type of inspections that woul d be
covered. A so, this --

DR OCOR\VELL: And those for-cause inspections
woul d still continue?

M5. G LL: Yes, they would still continue. Al so,
the data used to determne where we would go for routine
surveil l ance in any planning cycle woul d be reeval uated and
updated as we begin a new planning cycle, so they woul d not
have to wait if there was sone indication that across the
board these types of products were causi ng probl ens.

DR COR\VELL: Ckay. And then what woul d be the
procedure for determning which firns are i nspected? There
is a 50 percent likelihood for dass Ill, manufacturers of
Aass Il or Aass II/Tier 3 firns to be inspected, 35
percent for dass Il

Wthin that chance, is it totally random chance or
woul d an individual nmanufacturer be nore likely to be
i nspected anong those 50 percent that are inspected based on
their own history?

M5. ALL: A couple of variables there. If, in a
particular district office, where that manufacturer resides
or where any nunber of manufacturers reside, if they had

recei ved an inspection the year before, they certainly
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woul dn't be a candidate for inspection this year, and we are
tal king every two years for those higher class devices.

So, it would be random It mght be whether or
not they had received an inspection, it mght be nunber of
products they nmanufacture. It could be a nunber of factors
that a district would use to determ ne whi ch manufacturers
they visited.

DR COR\VELL: Thank you.

DR ZABRANSKY: Anybody el se?

DR HUGES. A len Hughes, George Mason
Uni versity, consuner rep

| guess what has ne a little bit concerned is just
how much enphasi s you put on the medical device reporting
programin terns of determning risk and priority, and so |
amjust wondering if there is going to be any kind of update
given to us as to that program howit is comng al ong, how
confident are you really that you get the appropriate kind
of information fromthis particular programis ny genera
guestion on that.

M5. G LL: Updates, and | think that is one of the
areas that is undergoing sone reengineering in the Center,
and we are | ooking at naking sure that the systemand the

reporting that we get is as solid as we can possibly get it.

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



aj h

Wen we use the data fromMDR to eval uate
particularly devices for further study and in-depth study,
we will be taking a | ook at those individual reports, not
just using the score based on nunbers of MDRs in, but we
will be | ooking at those actual reports, naking sone
determnations on how valid the informati on that we have is
and how to follow up on identifying the problens and getting
sonme corrections for those.

Changes in the program there are sone MDR peopl e
in the audi ence who mght be able to give you an update on
where we are with some changes on that. Wat types of

changes woul d you |i ke updat ed?

DR HURES. That is what | amnot re ally sure of.

| need a better understanding overall of the nedical device
reporting, howit has | guess evol ved over the years and
just howwell it is indeed doing these days or how well you
perceive it to be doing, and what neasures you have for how
wel | you perceive it to be doing.

DR ZABRANSKY: It is ny understandi ng that was
changed, what, just a couple of years ago. The issue is
whether or not it has inproved since it has been changed.

DR BURLINGTON There are two principal elenents
to adverse event reporting. One of themis the voluntary

system and then there is the required reporting for
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manuf acturers, which cones not only fromthe infornation
manuf acturers receive fromtheir distribution chain, but
also fromrequired user facility reports, so that when a
hospital, nursing hone, other user facility has an adverse
event reasonable attributable to a device, they have an
obligation to report it back to the manufacturer and/or the
FDA.

That system produces about 100,000 reports a year
or alittle over that. The voluntary reporting systemfrom
practitioners produces a very snall fraction of those. Most
of them cone through the required reporting.

VW know that it does not represent a conprehensive
anal ysis view of what is going on and devices used. | don't
have the exact figures with ne, but |I believe it is about a
third of the devices get reports and about two-thirds of the
devi ces out on the narket basically never get reports, that
the reports tend to be heavily | oaded into devices that are
used in critical care situations.

Certain types of devices, because they have
various other external factors going on, have | arge nunbers
of reports, for instance, breast inplants continue to
receive a very |arge nunber of reports and dom nate the

statistics. So, it is not a perfect sanple.
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However, when we | ook and say what are the data we
have of experience in the world that tells us which devices
are problematic, this is one of the few sources we can | ook
to. There is very, very littleinthe literature that woul d
help us figure it out.

DR ZABRANSKY: Li nda.

M. SMTH Linda Smth, consuner rep

| certainly share Dr. Hughes' concern, and | did
before comng here, | did a certainly nonscientific, but a
brief and informal survey of colleagues of mne, high-I|evel
nurses who have worked with nedical devices daily, and |
asked themwhat do you know about the requirenments or the
procedures for reporting of malfunctioned nmedi cal devices or
devi ces that shoul d cause harmeither to patients or to
user, whatever, and | have to tell you honestly not one
singl e person that | asked knew anyt hing about it.

It took sonme research on ny part to even find a
formthat |, as a nurse, mght use to report these devices
or failures, and so | would just urge the FDA and t hese
statisticians to | ook upon the data with sone question that
it is certainly not a popul ation data, it is only sanple
data, and in that it is very, very inportant that we have
vol untary procedures for reporting nal functions, those

procedures are just unknown really to the vast majority of
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fol ks who are using these devices with patients, and
particularly nurses that | have contacted.

So, | would say that if we are looking only at the
MOR data, and we are not just |ooking at that, but that that
be in question, and that there be sone way to inprove that
syst em sonehow.

DR ZABRANSKY: Related to that is the issue of
the actual scoring. This is not in place at this time, is
that correct? So, you are devising a new scoring system as
wel | 2

| amaddressing the scoring system W are
| ooking at things that are above 70 or above 90. The
scoring system this is part of the proposal, as well?

M5. G LL: Yes.

DR ZABRANSKY: So this is not in place. | guess
that one of ny concerns is how-- and this relates to this,
whet her using the MOR or the voluntary reporting -- you
know, how are you going to use that scoring system what is
the basis for it? W haven't seen -- are you going to say
that MDRis going to be 80 percent of the report or of the
score? | think we would like to see sone details on how
that score is going to be devel oped.

M5. G LL: | thought |I had provided it in the

package. MR was 40 percent of the scoring, and the recalls
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was 60 percent of the scoring. It is not on a chart. It is
wi th the package of infornation

M5. ALDRICH How nmuch has the experience base
that you have fromthe way you are doi ng i nspections now
been used an input into this whol e di scussion? For exanpl e,
there are statenents in the package about the current system
shows that two-thirds of personnel resources are used in
routi ne surveillance inspections, that these have the | owest
i npact on public health, but I was just wondering if you had
| ooked at either your statistical data base or anecdot al
information fromthe inspections that you have done over the
years to see how well that correlates with the plan that you
have now,

You know, have the inspections in the past
actual |y worked out that way, that inspections of |ow
priority facilities haven't yielded nuch data, that the
system of doing routine surveillance inspections for high
hazard devi ces hasn't been adequate and therefore you need
to extend the inspections? | mean has that been | ooked at?

M5. ALL: Yes, and in the past, as | said, the
program focused mainly on visiting those places in the
routi ne surveillance program in visiting those
establ i shments that hadn't been either inspected by FDA in

over two years, or an initial inspection by FDA
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Sone of the | ower classified device inspections,
we sinply have not been able to get to. | think the
deci sions are being nade that for dass | products, we
probably won't get to those, but sone of the |ower tier
A ass Il inspections are being conducted, sone of that
driven by what is actually the inventory of the particul ar
district.

They are still follow ng the biennial nmandate and
in some cases, they are |ooking at what devi ce nanufacturers
are intheir particular area. |If they manufacture dass ||
or dass | products, they are naking sone attenpt to get to
those. So, it has not been a risk-based programin the
past, it has been driven by what your inventory is, how
frequently you have been there, and in sone aspects, is this
a higher classification device and has received a | ess
frequent FDA inspection.

DR PIERON: As a physician, | receive forns to
report adverse events voluntarily, but | don't see in the
nmedical literature, and | suspect in the nursing literature
and other literature for nedical personnel, outcones,
fol | ow up needs.

How nuch advertising goes o n anong paranedicals to
tell us the need to report and the fruition, the final

out cone of reporting adverse events?
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M5. GQLL: That is a programthat | believe is
sonme of the effort we have undertaken this year, and | know
there is a plan for that office, that particular
responsibility falls under the Gfice of Surveillance and
Bionetrics, but thereis a plan to get nore training for
users and user facilities on howto fill out MOR forns, the
3500A, and when to report and what kinds of things to
report.

We have just finished a large training effort
where around the country we have trai ned a nunber of people
-- "we," that office, has trained a nunber of people to go
out and do just that, let institutions, let user facilities,
| et users of products know how and when and what to report
into that system

DR ZABRANSKY: | think you are referring to
sonething a little deeper than that. You can read consuner
reports about the nunber of recalls on cars, and that is
sonething that, as a consuner, | can pick up, but where am
as a user of |aboratory devices do | see a summary of al
the recalls of various |aboratory devi ces?

DR PIERONI: Not only that, that is true, and
al so the individual who reports, does he get a form

informng himof the outcone of his reporting?

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



aj h

DR BURLINGTON | know exactly what you are
talking about. | file reports, too, and I don't get any
response back to the reports | file even though I wite on
the bottomof themny job is Center D rector.

It is a weakness in the system and it re volves
around the confidentiality of the reports and the need to
evaluate them that we use themas a source of input. W
need to devel op better systens for getting feedback, and
even if that feedback is summary, you know, at the | east we
shoul d be offering you a thanks for having reported, and
then there ought to be sumary feedback and saying here is
the profile of what we have seen.

The recalls are, in fact, available. They are
publ i shed. They are in both FDA docunents, as well as in
the trade press, but | suspect that is very sparsely | ooked
at by the nedical professionals. It is really sonething
that only the device industry thensel ves focus on

DR PIERON: Thank you.

MR BARTH (Good norning, M. Chairman, thank you.
&ood norning, Ms. GIll. | believe that industry is in favor
of this approach because it focuses on areas that are higher
ri sk and possibly areas where there are problens. To use a
favorite termof Dr. Burlington, this is sort of a triage of

the entire situation.
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However, in rev iewing the list, the actual |ist
that you provi ded us, 50 pages of 50 itens per page, for a
total of 2,500 itens. In the first 20, | noticed that
products that ny conpany nakes are there, and | al ways
t hought that we nade very |owrisk devices, that we have
been at it for over 40 years.

For instance, an ECG el ectrode was in that |ist.
Now, | amnot sure why an ECG el ectrode is there. | amsure
there is probably a very good reason, it fit the profile,
the criteria of whatever was applied.

| do know that in the past, electrodes had a pl ug
probl em where they m ght have been plugged into an AC
outlet, and pardon ne just for -- | amexpanding on this, |
amusing it as an exanple, really, I amnot conplai ning
about that one issue.

But that was an exanple of a one-tinme problem
You know that was an inconpatible -- a plug that was
conpati ble with an ACoutlet. A standard was witten to
correct that problem A lot of folks wote MORs over a
period of a couple of years, and so that database probably
got inflated, but that problemthen was solved. This is an
exanpl e perhaps of where data in the database indicated, not
a systemc or a chronic problem but a one-tine problem

that the peopl e who nake those devices -- and it is very
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broad cl ass, you can i magi ne ECG el ectrodes, it just glues
to your chest -- you know, will then be subject to

i nspections, and the inspections won't do a thing, because
the standard is already in place.

Anot her exanpl e of worrying about the data that is
bei ng used -- and, of course, you do have to start
sonewhere, so it is logical that MDRs and recal | s be | ooked
at -- it is ny understanding that a | arge percentage of
failures that are reported in the MDR dat abase are user
error.

DR ZABRANSKY: Excuse ne. Are what?

MR BARTH User error. Now, inagine what that
may nean. Perhaps the manual s weren't explicit enough.
Perhaps there is such turnover in hospitals, that people
aren't routinely trained properly, whatever, you can cone up
with 10 nore reasons, but the point is all the inspecting in
the world will do nothing to solve that problem

You can go in and inspect, inspect, inspect, and
you are not going to solve the probl emof user training.

Just as an exanpl e, another area that coul d
generate errors, inspections would nothing for, is the role
of third-party servicers. Not to raise that whol e issue
again, Dr. Zabransky | think is indicating | should | eave

that topic, and | will, but again, this is an exanple of a
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pr obl em per haps caused by people that were not as wel |
trained as the original manufacturer in servicing
t echni ques.

Just imagine that that may happen. Wether you
debate it or not, that is fine, but if that did happen,
i nspections would do nothing to solve that problem

M5. GLL: | think you are right on those points,
Don, and certainly we do recogni ze that a hi gh nunber of
reports to the MDR systemcould be a one-tine event, coul d
be an increased enforcenent focus on a particul ar product.

Sonme of that, we tried to address with the
wei ghting, sonme of those other things we will attenpt to
address as we ook at the data nore carefully to see exactly
what the problemnay have been and is it resol ved.

The issue of the user error gets at one of the
things that | have nentioned here and have been sayi ng
often. W continue to get these reports, albeit they nmay be
user errors. Qur job is addressing the issues that cone
before us, and if we continue to see this kind of thing, I
think that we need to investigate what the actual problemis
because sone could be a user error problem and it could be
a human factors problemw th the product itself, and part of
this suggests that we | ook at what the problemis, get sone

resolution be it training, be it a design issue that the
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manuf acturer mght be able to address, and deal with the
probl emas best we can, and get it out of our system

| think you are right, and this attenpts to get at
sone of those.

MR BARTH | couldn't agree nore.

Fol lowi ng up on what Dr. Cornwell raised, | think
a very, very inportant issue, is the inspection history.

You know, a device could be a risky device because of its
application or classification of the device, but if the
manuf act urer i ndeed has a good history of conpliance, and
taking into account the inspection history, | think would be
very inportant. | think that would | ower your need to do
conprehensi ve versus limted, and al so the frequency

i nspection could be dropped, and obviously, i think that
bot h of those should be done, so as to address the issue of
t he shri nking resources.

M5. ALL: And that, Don, is regardless of the
classification of device?

MR BARTH That is right, because if soneone is
making a defibrillator, let's say, okay -- and it just
happens that ny conpany does nmake a defibrillator, so ny
comments may not be unbiased -- | don't know, | amnot a
health care professional, | aman engineer, but | would

i magi ne that you don't use a defibrillator unless you think
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sonmeone is about to die, so it is likely that 100 percent of
the people would die if you didn't use a defibrillator, but
maybe 30 or 40 percent don't di e because you do use a
defibrillator, however, that still neans that nmaybe 60
percent yet did die.

Does that nean that the device failed because it
didn't save the other 60 percent? Taking into account the
etiology of the disease state in that case, you know, and
you can i nmagi ne that fromany other devices, would be
equal |y inportant.

M5. G LL: Yes, but --

MR BARTH Because all of them m ght have had the
device applied, but only 30 or 40 percent |ived.

M. GLL: And that is where the review of the
actual report, because of death associated, and there are
other factors, how was the device performng, we woul d need
to make sure that it was not the device and the perfornance
of the device.

MR BARTH | have many other comments, and | am
not going to make themall now, because | woul d be hoggi ng
the phone, but I wll nake one nore conmment about the MR
reporting system and that is, that it is conprised of three
maj or parts: the reports of deaths, reports of serious

injuries, and nal functions, and death and serious injuries
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are actualities, soneone saw a death, someone saw a serious
injury, and then nmake a connection with that device in sone
way. It is an alleged report at that tine, but it does get
foll owed up, and that's good.

Mal functions, on the other hand, are failures that
shoul d they recur, mght have caused a death or serious
injury, so soneone is nmaking a connection, and sonetines an
engi neering connection, and perhaps that is alittle less
direct than the actuality occurring. So, just so that the
panel realizes that 60 percent of MDRs are nal functions, 5
or 10 percent are deaths, and the rest are serious injuries,
so you have to realize that the actualities that are being
reported are in the mnority, and the assessnents that nake
an engi neering judgnent, perhaps inproperly, are in the
majority.

Is that contentious? 1Is that true in your
opi ni on?

M5. GQLL: | think it is, I think you are right.

MR BARTH | just wanted to nake sure that they
understand that. Thank you.

M5. TH BEAULT: | would also like to echo
obvi ously what ny col | eague has been saying, Don Barth, and
| mght add a little bit of a twist also. In ny experience

in the industry, looking at recall data, oftentinmes if you
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take recall data as a lunp, it looks omnous, it |ooks |ike
it is pretty heavy, however, if you dissect it intoits
specific causes, many tinmes a lot of the recalls are due to
statutory regul ation problens, which is there is a statute,
it hasn't been net, and therefore the product is being
recalled. It could be a labeling issue, it could be any
kind of statutory issue. And then the rest are generally
sone probl ens, physical problens, with the performance of
the device whether it is safety related or effectiveness
rel at ed.

So, using 60 percent of the recall data as the
wei ght, part of that should be considered in terns of we are
real ly tal ki ng about problens with devices that affect
either the consunmer or the patient itself, and so we need to
be concerned that we are using real good hard factual data
concerni ng device problens, real things that, you know,
really are a probl em

The other side of the issue is fromthe
manuf acturer's standpoint, what are the top issues with
respect to directed inspections, what are we finding in
terns of the causes of those problens, and will that reduce
the nunber of high priority classifications, in other words,
if the types of problens happen to be two or three najor

concerns, and then there is only a small portion of
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manuf acturers who are havi ng those concerns, then, naybe the
nunber woul d al so decr ease.

So, | think the diversity or the breaki ng down of
the data nay need to be | ooked at one nore tinme to try to
focus in on things that really are problens with products
and their use and their potential for damage rather than
| unping themall together with sonme of the other things that
may not be in with the focus of what you are trying to do.

DR ZABRANSKY: | have a question here. If a
particul ar conpany -- and | amgoing to use a different
conpany that we tal ked about before -- Conpany X has a
problemw th a specific Product A but not with Product B,
but they are both products are dass Ill, would that
conpany's products be both subjected to the inspection
process?

M5. GLL: No. W would try to kill, I think the
field would | ook at that as one inspection, trying to --
dependi ng upon the processes for nmanufacturing those two
devices -- they may either conduct an inspection for both
products while they are there or they may conduct one if
they are very simlar products nmanufactured on the sane
line, and allow that inspection to cover both, but they

woul d not be subjected to two inspections.
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DR ZABRANSKY: But nore than that, | am concerned
about a particul ar product that one conpany may have t hat
has a continual, repetitive problem as M. Thibeault was
indicating, and the rest of the industry that manufactures
the sane thing, which may be only two or three other
conpani es, does not have a probl em because whatever their
internal Cis, it is picking up the problens.

Are the other conpanies that nmanufacture, that
don't have problens, they are going to be subject to the
sane type of frequency of inspections?

M5. GQLL: | think over -- | nmean in this pilot,
we woul d consi der those kinds of things, but if we are
tal ki ng about routine surveillance inspections after we have
| ooked at that particular device category and we find the
majority of the industry is in conpliance and no probl ens
with the product, we would not continue to go there. W
woul d deal with that one manufacturer, and it would
certainly, in all likelihood find itself at the bottom of
products inspected i n subsequent years.

DR ZABRANSKY: | would like to go back to the
overview or the premse for doing this in the first place.
It is primarily because you the FDA is not able to neet the

statutory requirenments of inspections on a biannual basis,
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SO0 you are doing about a quarter of theminstead of 50
percent of them

I's this because of lack of staffing of is it
because the nunber of nonroutine inspections is excessive
and therefore is taking away fromthe routi ne purposes?

M5. AQLL: | think it is a resource question. W
certainly have seen a decrease in field investigative
resources that woul d cover the routine inspections, and we
have seen, because priorities shift and for-causes increase,
there is sone increase in other areas, which are taking
resources away fromthe routine inspections. As crises hit,
we nust address those, so there has been sone bl eedi ng away
of that resource to address sone higher priority areas, but
| think in general, the resource has decreased considerably.

DR ZABRANSKY: If you reduce the nunber of

inspections on less than Aass Il |lowered tiered products
and dass |, would you now be in conpliance -- and that is
the termthat comes on us -- would you not be in conpliance

with the statutory requirenments? In other words, you
woul dn't be neeting the biannual inspection on the dass I's
and the Aass I/Tier 1, Tier 2?

M5. QLL: Yes, you are absolute |y correct, but we

are not neeting it now Yes, we would not be.

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



aj h

DR HUGES. | guess a followon on that is just
sinply, you know, should there be sone sort of proposal to
change that regulation, then, is that an ultinmte goal of
this or what?

M5. ALL: | think there are sonme proposals in the
works to change that obligation.

DR ZABRANSKY: MNow, this is statutory, so we have
got to go to Congress.

M5. ALL: Yes, to Congress to change that, vyes.

DR HUGES: Wile | have the mke, | would |ike
to make one point, one bit of confusion that | would |ike
for soneone to walk me through with regards to your nodel
and that is, | have been -- in scouring through this and
| ooki ng at sone of the high-priority itens, especially from
this additional sheet that you gave, and | have been | ooki ng
for heart val ves here.

In addition, I went through the conpliance program

manual -- or not that -- but | guess the other, | guess 50-
page itemthat Don nentioned. | finally found it on page 36
with the priority of 1.8, and that just seens -- that seens

to inply that heart val ve nmanufacturers are only going to be
revi ewed once every seven to 10 years or so. Aml right?
M5. ALL: As the nodel woul d suggest, unless

t here have been problens reported with that device or unless
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t he Agency receives sone information in that indicates we do
a for-cause inspection, they will be lowon the priority
list.

DR ZABRANSKY: Linda, go ahead.

M5. SMTH | have several questions. | amLinda
Smth.

| noticed, as Dr. Hughes has notice d, that we are
tal ki ng about being able to evaluate a nodel, and al t hough
really want to say on record that | think that there is
validity in what you are trying to do, and certainly in this
era of limted resources there is no such thing as a
bottom ess pit, and we need to, as you said, to do sone
triaging and that is appropriate.

M/ concern is | amlooking for why these
particul ar variabl es were used, what sort of nodel fitting
you have used with your nultivariate statistical techniques,
what were those statistical techniques.

| amreally hungry to see sone cl ear evi dence that
t hese vari abl es, you know, factored out in sone very
i nportant way, and why the cut scores, why did you use the
greater than 90 or the weights that you have used.

| amsure you have -- well, | amassum ng you have
sone statistical evidence -- but | would be very, very

interested in getting ahold of how those cut scores were
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devel oped. Although | think that there is validity in

| ooki ng at risk-based nodel, we have to nake sure that the
statistics that are used are going to be valid and that when
we ook at what is going on fromyears now that we will have
used as much of the data that we have in as good a way as we
can.

And then that is ny -- truly, ny central concern
is that right now we don't have good data, and | understand
the MDR is what we have, but is there a way to create a
central database to streantine reporting, to streanine
recording and then also that would allow for better
di ssemnation of the information, devel op an instrunent.

Now, the instrunent that | have are the voluntary
reporting formthat | found, |I found was inadequate, and I
don't know if that has been really heavily | ooked at as how
do we develop an instrunent that will be valid and reliable
interns of what we want it to do. W want to have good,
clean data that we can use as sanple data, and | don't think
this formis going to do it.

So, those are ny questions, and one | ast real
important question is if we are | ooking at resources, |
think there are ways to streantine it, especially for the I
and Il risk areas, that there mght be better ways to

routinely inspect or do on-site inspectionin alimted way
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or nore resourceful, nore efficient way using sone
t echnol ogy.

VW have got a lot of technol ogy we can use, sone
advance technol ogy perhaps, using things that are avail abl e
that could provide the on-site inspector with better
resources to nmake those inspections | ess cunbersone in some
way, | don't know | think if you have al ready done that,
pl ease | et ne know.

M5. G LL: No, we have not cone up with a
different inspectional approach that would -- what | think
understand you are saying -- limt the time that is spent
there, hit the key areas. W have nade an attenpt in the
old programto do that. W are certainly looking in the
Center and in the field at some other ways that we coul d get
the information in a shorter tinme period to nmake the
inspection nore effective, but I don't have any of those
that | can share with you today. | won't nention what Don
had on the table, a third party, but there are a nunber of
t hi ngs bei ng consi der ed.

DR ZABRANSKY: | have a question concerning the
efficiency of the inspection process. You cited about 70
hours and perhaps as high as 90 hours per inspection.

just was doing sonme crazy math here. | |ooked at 55
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inspectors. |Is that what | saw | ooking at the nunber of
FTES?

M5. G LL: Fifty-seven FTEs.

DR ZABRANSKY: And | was multiplying out the
nunber of hours available to an inspector and dividing it by
t he nunber of hours that is going to be required for
inspection, and I amfinding that I cannot find 20 percent
of each individual's tinmne.

Now, are these inspectors solely doing routine
i nspections or are they al so doing the special on-denand or
probl eminspections, as well, and that accounts for the
other parts of their tine?

M5. G LL: They are doing all types of
inspections. They are doing all of the areas you saw | i sted
under the targeted area, the prenarket approval inspections,
the for-cause, the followp. They are doing routine
surveillance. Some of themare doing foreign inspections.
They are doing all types of things, and then the report
witing that al so acconpanies that, and then sone of that
could be a significant anmount of travel dependi ng upon where
the manufacturer is |ocated and where the inspector's home
base is.

DR ZABRANSKY: Wen you were saying 70 to 90

hours per inspection, | was thinking that the travel tine
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and the subm ssion or the preparation of the report woul d be
included in that.

M5. A LL: Yes.

DR ZABRANSKY: But it is not necessarily.

M5. ALL: Not necessarily, and also that 70 hours
was for the conprehensive inspection. There is less for the
[imted inspection. As | have indicated, the current
programdirects investigators to conduct the limted
i nspection unless they are going back for a foll owp.

DR ZABRANSKY: Thank you

DR COR\WELL: A ong those lines, M. Chairnman,
could I also ask, in the face of di mnishing resources,
going fromFiscal Years '94 through '96, you at the sane
time showed -- actually from'95 to "96 -- a 10 percent
increase in the nunbers of manufacturers that were actually
i nspected, 1,269 in Fiscal Year '96, which got you up to 53
percent of manufacturers, up fromthe 48 percent figure
think you had cited previously.

M5. A LL: Yes.

DR OCOR\VELL: How was that acconplished, were a
smal | er percentage of these conprehensive inspections or
were they just nore efficient in '96, or how did you
actual |y manage to increase the nunber of manufacturers that

wer e i nspect ed?
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M. GLL: It could be a nunber of factors, and
certainly the limted inspection, as we have been trying to
encourage, and | think the vast majority now have been
l[imted, could be fewer followup inspections, which are
conprehensi ve, therefore giving us nore tine to cover nore
firns, as well.

DR ZABRANSKY: Don.

MR BARTH | really wasn't going to broach the
topic, M. AIIl, but since you did nention third parties --

M5. G LL: Don, third parties are not on the table
for discussion today.

MR BARTH That's right, they are really not on
the table, but just to continue your statenent for the end
of this one, other regions have faced shrinking resource
problens, as well, in Europe particularly, and what they
have now is a robust free market, third-party system
scientific organi zations that are very well qualified in
medi cal devices, that performinspections, and in fact, that
is how the inspections are done in the European union, which
is | believe up to 18 nati ons now.

The reason | nention that is that is directly
addressing the resource issue at the governnental |evel, and
FDA of course is looking at this, and we are encouragi ng

themto strike nmutual recognition agreenents, such that at
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the very | east, FDA inspectors will not have to travel to
foreign lands to do i nspections, which to ne is the height
of absurdity when you have people in those countries already
doi ng i nspecti ons.

And, by the way, the criteria that is used by the
third-party systemthat nost of us were international
shi ppers engaged in Europe is just about virtually identical
to the new quality systemregulation GW, so the focus is
just about a 99 percent overl ap.

But despite all that, ending that statenent, | did
actually have a question, and the question | had was, M.
dll, you had said that if a problemwere found in the
directed inspection or limted inspection, let's say, not
directed, a limted inspection, that then that mght kick
of f a conprehensive inspection if a problemwere found.

M5. ALL: The current program Don, calls for --
and | have been using limted and directed the sane -- but
the current programcalls for the investigator, if he finds
that there are significant problens during that limted
i nspection, to close out the inspection, cite those.

V¢ then say that, you know, the problens we found
aren't indicative of everything that could be going on, it
is the manufacturer's responsibility to have a good quality

systemaudi ting process in effect, and the conprehensive
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i nspection would be upon followp. It would not trigger in
the plant a conprehensive inspection at that point.

MR BARTH Ckay. | was going to suggest that
perhaps a limted i nspection that uncovered a probl emarea
could then yield to a directed inspection on the probl em
area rather than a conprehensive i nspection, and perhaps
sonme other criteria would kick off because the difference is
bet ween three days and two weeks. You know, naybe there is
an i n-between step that should be taken and consi dered
rather than, you know, something fairly [imted to two or
three days to two weeks, naybe sonething five days, you
know, could be still nore contained and yet address the
pr obl em ar ea.

The other thing | wanted to nmention, too, is since
necessarily, in a risk classification approach to
i nspecting, sone people will be inspected nore, because now
you are differentiating, it is not across the board.

Per haps one needs to think about the renedies,
because naturally, when you are inspected as nanufacturer,
you are exposed to substantially nore risk yourself as a
busi ness. You have a regulator comng in. As a regul atee,
of course, you are obligated to conply, and thus you are

exposed to nore |legal and statutory risk by undergoing this

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



aj h

new criteria that will again expose sonme people necessarily
nore than others because of the risk criteria.

Per haps we ought to be thinking in terns of
remedi es to be going back to an earlier day when there were
two steps of Notice of Adverse Findings |eading up to
regul atory letter, and what happened as of the Safe Medi cal
Devi ces Act was that those two steps of Notice of Adverse
Fi ndi ngs were dropped, and the warning letter was
instituted, which brings you to the nmaxi numrenedy, okay, of
civil and admnistrative penalties, and it just seens to ne
if nore people are going to be exposed, then perhaps there
ought to be a nore stepw se approach to renedies, as well.

M5. GLL: | just want to comment that one of the
reasons why sone of those changes were nade in noving to the
warning letter is that in the Agency's view, in some ways
put us in a continuous loop of witing and witing, and
really not reaching sone resol ution of issues.

| agree that we can communi cate what the probl ens
are, but if we are going to burn a lot of resources in doing
sone witing and consulting and | etter exchanges back and
forth, then, | amnot sure we are going to have the
resources to go in and do sone of the audits.

You are tal king about going back to what was a

systemof a | ot of explanation of problens.
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MR BARTH There was a lo t of overhead there for
sure.

M5. A LL: Yes.

MR BARTH Wiat | amthinking of is just if you
got 10 people who are inspected all equally, fine, then,
they all have the sane criteria. Now you are going to
single out three for nore inspections, and other seven will
get a lot |ess.

But it seens to ne that in return for nore
inspections for the three, that they shoul d not then be
exposed to the maxi numstep that can then take -- you go
fromthe -- you know the 483 is really just observations, it
is not any kind of notification, but then the first remedy
isreally the warning letter, and there is nothing in
between. It is a rather big step.

M5. G LL: Yes, but keep in mnd also | think you
are tal king about the nore focused device area that | tal ked
about, those two to three that we would look at. If we do
find problens across the board, then, the remedy may not be
the warning letter and the enforcenent action dependi ng upon
what it is we do find. That could be an issue that
manuf acturers thensel ves woul d need to address. It could be

a technical conference really to get at what sonme of the
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probl ens are, and not necessarily a warning letter to
resol ve the issue, so we have considered that.

MR BARTH |Is that a conmtnent?

M5. SMTH Don, could I just ask for
clarification? You said that you felt that great
investigation would yield greater risk. | amnot sure |
under stand, and does that transfer to consuner risk? |
didn't catch what you were saying.

MR BARTH No, | amsorry, the risk | neant ther
was the legal risk that one entails whenever one is before a
legal -- for instance, you have a |lot of taxes, and you send
it in, you are fine. Ckay. But if you get audited, now you
are greater risk. You may be perfectly fine, but you are
still at greater risk. Ckay?

M5. SMTH Thank you.

DR ZABRANSKY: | don't want to cut of the
di scussion, but we do need to take a break. Let's take 15
mnutes and return by 25 of, please.

[ Recess. ]

DR ZABRANSKY: A nunber of questions have cone up
during the break, a couple fromthe audi ence and al so from
t he panel nenbers concerning Attachnment C which sone of you

fol ks may have picked up as you cane in. It is this
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fantastic list of devices and how this was actually
conpi | ed, and what sone of the informati on neans.

| do not want to get into specifics because there
are just so nmany here, and this is really why the issue has
conme up, because | | ooked at one that was brought to ny
attention, and | thought it was |udicrous, and then | saw
anot her one that |ooks very peculiar, but I do not want to
go into specifics on how each itemwas di scussed or prepared
because we woul d be here for the next three weeks.

But it is ny understanding that M. Steve Sykes,
fromthe FDA, would be willing to at |east provide sone
general information on how this chart or groups of charts
was conpi | ed.

St eve.

MR SYKES. M nane is Steve Sykes and | amw th

the Ofice of Science and Technology in the Center. As |

got up this norning and | |ooked in ny closet, and | said,
well, I have nothing really inportant to do today, so this
iswiy | look like |l do. If it is any help, | have been in

Florida for a week, so | amnot really from here.

Let ne describe to you off the top of ny head and
fromny best recoll ection how we pieced this nodel together.
| am speaking to you as the | eader or nmenber of a team of

peopl e that sought to do this.
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Recal |l the goal, if you can, for just a noment.
VW are | ooking for a nunerical approach to be able to sort
devices fromtop to bottombased on risk. A nunerica
approach requires that we are going to have to have sone
kind of nurnerical input. That input can be derived fromtwo
primary sources. |t cones fromthe MDR database, and it
conmes fromthe recall database.

The MDR dat abase has three kinds of information in
it. It has information on deaths, serious injuries, and
mal functions over about the |ast dozen years. The recal
dat abase has two kinds of information init. It has the
nunber of recalls that have occurred, as well as the nunber
of units that have been recall ed.

Those are effectively the sumtotal of all the
nuneri c data sources that are available for us to use in the
construction of this nodel. The data are inperfect. W
accepted that fromthe beginning. Al data sources used in
all nodels of any type are inperfect. You attenpt to dea
with those limtations as best you can.

W attenpted to deal with it in this case by
assigning various weights to that data based on its
importance in the construction of the overall nodel, and
secondly, and to be lost here, is our confidence in the

quality of that data.
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V¢ chose to assign 40 percent of the overall nodel
to the MDR data, based in part on the fact that we have what
m ght be best considered I[imted confidence in the overal
quality of that database.

| did an exercise earlier this year where | sinply
| ooked at the overall MR database for each of the 1,900 and
some-odd devices in that database, and | ooked at their
perfornmance over the last five years, and | personally was
inpressed at the extent to which that database reflected the
kind of reality that at least | hold in ny head for how
devi ces performin general.

Yes, there are dramatic exceptions. Sone devices
appear way at the top of the MDR database, that you woul d
i mredi ately recogni ze should not be there, and they are
there for a variety of reasons - they got a lot of public
press, and there are a nunber of other reasons that you can
arrive at.

There are al so devices at the bottomthat woul d
cause you to turn your head a little bit and say why is this
the case, but in aggregate -- in aggregate | was inpressed
at the extent to which the MDR dat abase represented nore or
less the kind of reality that we think is going out there.

On the recall side, we have far greater confidence

inthat data. It is data that we collect ourselves, and it
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is a high degree of accuracy. So, we are stuck with an

enor nous dat abase with a dozen year history that is perhaps

not ideal, a smaller database for which we have a great deal
of confidence that is nuch better. So, we have to put those
two toget her.

The first task here was literally to put them
together. This is the first tinme that you are seeing this
list avail abl e anywhere, because it is the first tine it was
ever put together in this way. They are two separate
dat abases that exist in Agency files, and it took sone
degree of effort to put themtogether into one.

That, in and of itself, was a substanti al
undertaki ng, so what you see here is unprecedented. Next,
canme the act of putting this together. The first thing we
did was to sort, using nothing nore aggressive than a
spreadsheet or using the spreadsheet as a database, sort for
each category.

That is, for exanple, the death infornmation was
sinply sorted fromtop to bottom so that the devices with
the nost deaths are on the top, and the nunber with the
| east deaths are on the bottom Those are then percentil e-
ranked, so that the top device is percentile 100, the bottom
device is percentile zero, and everything else is percentile

i n between.
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That exerci se was conducted separately for each of
the data sources, so separately for death, serious injuries,
mal functions and so on. Those are the individual colums
that you see before you.

As you scan across, | think you can be i npressed
that on the first few pages, the devices that you see on the
first few pages have a high percentile rank in each one of
those categories. There are cases where it has a high
percentile rank in three or four of the categories, but nost
are very highin all five. It is hard to deny the ranki ngs
for the top devices.

Simlarly, on the bottom you tend to see the sane
thing in inverse, and there are sone surprises. Heart
val ves, as you pointed out earlier on, is a surprise, and
you would not normally think that is the case. Sonmewhat
cl oser inspection of that particular device mght revea
that the nunber of problens have been relatively | ow, they
have been concentrated in a snmall nunber of nanufacturers,
and they are a PVA device, so that it tends to get high
prenmar ket review

The rankings then for each one of these categories
-- | amsorry -- the weighting factors for each one of these
categories was decided in a small commttee, a commttee of

which | was a nenber, and we | ooked, as | said, at our
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confidence in that data and the extent to which we felt it
was appropriate to weight it in that nodel.

I n aggregate, 60 percent of the weighting of the
nodel comes fromthe MDR data, 40 percent cones fromthe
recal | data.

DR ZABRANSKY: The reverse.

MR SYKES: Thank you, the other way around, 60
percent conmes fromthe recall data, 40 percent fromthe MR
data, but | said it authoritatively, didn't 17?

[ Laught er. ]

MR SYKES. Wthin the MDR data, you have three
kinds: deaths, injuries, and mal functions. Deaths were
top-rated at 50 percent, nalfunctions and injuries were | ess
a percentage. | think it is 30 and 20. Thank you.

Wthin the recall data, the actual nunber of
recalls was at 80 percent, and the nunber of units recalled
is at 20 percent. So, the nodel is, by and large -- now in
conposite here -- is, by and |large, driven by the recal
data, to a | esser extent by MOR deaths, to an even | esser
extent by MR injuries, way down the list at |ess than 10
percent total would be the nunber of nalfunctions.

If I haven't sufficiently nuddied the waters, |

can answer whatever questions you have.
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DR ZABRANSKY: Pl ease do not pick on specific
itens. W would be here all day, because | have al ready
been nmarking up a whol e sheet, and | hate it, so pl ease, not
specific itens.

MR BARTH Steve, your attire is very
appropriate. | vote that we never wear ties again. S0,

t hank you.

MR SYKES. Thank you.

MR BARTH Regarding the recall data, maybe you
could just clarify alittle bit nmore, when you say the
nunber of recalls and the nunber of units.

For instance, if a conpany had a recall that
i nvol ved, say, 10 conpanies, let's say five do a recall of
t he sane devi ce and maybe one conpany has, you know, 10, 000
devices. |s five the nunber of recalls and the nunber of
units, say, if that is all there were for all five, 10,0007

MR SYKES: That is correct.

MR BARTH So it is the nunber of individual

recalls regardl ess of the nunber of units that were

recal | ed?

MR SYKES:. That is ny understandi ng.

MR BARTH Thank you.

MR SYKES: Ws Mrganstern can fill us in on sone
detail s.
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DR ZABRANSKY: Wul d you pl ease use the
m crophone and gi ve your nane, please. Thank you.

MR MIRGANSTERN Wes Morganstern fromthe Ofice
of Conpl i ance.

Just to address Anita's concern abou t the recalls,
dass | recalls were not included -- pardon ne, the | owest
risk, dass | -- dass Ill recalls were not included in the
data at all, so that has elimnated nost of those that were
strictly violations of the Act, and that was all definitely
heal th rel at ed.

DR ZABRANSKY: You have a question?

DR PIERON: M question?

DR ZABRANSKY: D d you have one?

DR PIERON: Well, it was a specific question,
and I was just wondering of the utility. | know a |ot of
work went into it, but I amwondering about its utility. |
mean, for exanple, you nention condons with a 40 percent
failure rate and spermcidal condons with a zero percent,

and | don't think that purports to the latest findings.

You nention -- and I know | amgetting into
specifics -- but just to give an overall exanple, you
mention the prostate specific antigen for males -- | don't
know too many females with prostates -- but for nales, as

far as the norbidity rates, are considered, quite frankly,
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much hi gher, because in the first place, it has never been
proven to work, it has never been proven to save a life, and
in the second place, it leads to a slippery slope where
there are nunerous operations that are unnecessary. | just

have difficulty seeing the utility of some of these

r anki ngs.

MR SYKES. Let ne respond to that in two ways.
First of all, you are taking -- | think to conpare two itens
-- howdo | want to say this -- too close together is

probably a mstake. Recall the total accuracy that you have
in the nunbers to begin with.

| think there is sonmething different between the
nunbers on page 1 and the nunbers on page 50. There is
sonet hing different between the nunbers on page 1 and the
nunbers on page 20, but there may not be that mnuch
di fference between the nunbers on page 1 and page 2.

Ve have to draw the |ine somepl ace based on our
confidence in that data set. W are effectively draw ng
three bins. Those bins are nunbers above 90 -- Lillian, do
| have this right -- and bins between 70 and 407

M5. ALL: Seventy to 100, 69 to 40, and then
everyt hing el se.

DR ZABRANSKY: Wul d you repeat that, please,

woul d you repeat what she sai d?
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MR SYKES. Seventy to 100, 40 to 69, and then
zero to 39. So, out of this entire 50-page dat abase t hat
you have, all that you are really doing is comng up with
three bins, low, nedium and high

So if you would ook at it in that kind of term
rather than this device has a priority score of 60, and this
one has a priority score of 61, and that doesn't feel right,
think of it in the larger context.

DR ZABRANSKY: If we, as a panel, or any
individual, is this list available to all the nmanufacturers
to say, well, | don't think that this right? Again, | am
not | ooking at specific nunbers, I amlooking at, as you
said, the grouping of high, low, or internediate, and say
that | don't even think this product belongs on this list?
| am wonderi ng why even sone of these things are even |isted
here even though they are classified as devices, but |
wonder why they woul d even consider giving thema ranking.

So, you know, how can we or how can ot her users
question the validity of this, and to go back Dr. Pieroni's
comment, howis it going to be used?

MR SYKES. Let ne ask Lillian to respond to that.

M5. ALL: | guess | would ask you to keep in mnd
that we have -- all of these are products that are

registered with CORH -- and all of these are products in the
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dat abase. W have an obligation certainly for the Il1's and
[Il"s to visit them

Wiy they are on the list, why they shouldn't be on
the list is an issue that Device Evaluation is now westing
with, you know, should they even be in the database | think
was one of your questions. That is sonething that they are
westling with in terns of whether or not they are required
to have sone type of FDA premarket or precl earance review

Whet her or not they are to receive an inspection
is an issue that Conpliance has to westle with. Certainly
the Qass Il's that are on there, that ook |ike products
that you would say why in the world is it onthe list, it is
t here because they have registered with us, and certainly if
itisalowpriority, few problens, |ow classification, as |
said, it certainly won't get that |evel of attention.

DR ZABRANSKY: Rita.

M5. ALDRICH | amgoing to try to reask a
question | asked before that | don't think I nmade clear, but
| understand that what this |list amounts to is the only way
you could cone to a nunerical ranking, but what | am
wondering about is, for exanple, if you have done 3, 600
i nspections roughly in the last three years, how are the
results of those past inspections being used as input into

this kind of ranking.
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I n other words, you have a |lot of data fromthose
i nspections that show you whether or not a nanufacturer of a
particul ar product that mght be on this list was worth
inspecting. Wat was the efficacy of those inspections, how
has that, your history of inspection, been factored into the
proposed pl an?

M5. G LL: The history of the firmhas not been
factored into this plan. Were that infornmation would be
useful, since the history of the device firmis kept in a
particular district office where that firmis located, the
district would use that infornmation to determ ne whet her or
not -- say, it's a dass Ill product -- the district woul d
use the result of any know edge of that firmto determne
whet her or not they were on the list of firns to be
inspected in '97 or whether they mght be on the '98 |ist or
the '99 list, dependi ng upon the classification.

So, the information, the past history of the fi
and whether or not we visit that firmwoul d be used by the
district office in determning where to go first.

M. ALDRICH But | didn't nean individual firns.
| nmean, you know, what kind of generic information can be
pul | ed out of those 3,600 inspections to assist in ranking

t he devices and how and in what order of priority they

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

rm



aj h

shoul d be inspected. | nmean that is data on the efficacy of
inspections. That is the sort of thing | neant.

M5. GQLL: If you are tal king about for the
focused |list of devices, that information would be fol ded
into whether or not we selected any of those to do an in-
depth study. If we knew, say, defibrillators, externa
pacers, or sonmething on the list, had a clean inspectiona
hi story, no problens with that device -- well, | wll go
back to clean inspectional history because it would be on
the top priority list based on the MOR and the recal
probl ens that the database showed.

But if there were sone indication that we knew
enough about the industry, that we knew enough about what we
t hought were sone of the problens, if it is a state-of-the-
art problem and this is as best as we are going to get
folks for this particular device, we may say there is little
to be gained in | ooking at this device across the board and
t he manufacturing process of it.

Does that answer it any better?

M5. ALDRICH But in any words, it doesn't get
factored into the priority ranking?

M5. GLL: No, it isn't factored into the -- the
history of any particular device is not factored into the

nmodel .
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DR ZABRANSKY: Don.

MR BARTH This is not on any particul ar devi ce.
But the nature of the nedical device industry is a continuum
of engineering. Devices are not bl ockbuster devices, you
know, |ike a drug conpany mght have literally a market of
hundreds of mllions of dollars, and they woul d think of
not hing of putting tens of mllions into the devel opnent
pr oduct i on.

Generally, devices, the vast bul k of devices are
continual |y updated and approved over tinme. Lots of changes
take place, so there is a creep over time, frankly, of
technol ogy and instructions to users, and you | earn and you
feed that back, and | think that really is part of the
intent of what FDA wants us to do, is to continually update
and continually to have this continuumgo on.

The problemis, is that as FDA has becone over the
past few years a bit nore stern about calling any change at
all whatsoever a recall, and sone people feel this way, is
that it has put areal -- it has put the nmanufacturer in
kind of a difficult position because you want to upgrade
products, you want to have the creep, it's good because the
creep actually incorporates all your |earning, your
experience, your know edge, okay, into ongoing snall

i nprovenents, but the problemis, is that nore and nore
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manuf acturers, in responding to the sterner environnent, are
reporting even these product updates as recalls, dass Il
recalls. Lillian, you said you nust visit Il and Ill, and I
think you neant | and 11, | being the nost serious.

M5. GLL: Yes, | and II.

MR BARTH So, |, there is not problem those are
very serious recall, and you need to take inmedi ate action,
but again we need to be concerned, | think, about the
dat abase that conprises the dass Il recalls, and IIl are
just safety notices, because nore and nore, people are on
that edge of product update versus since it is a nedica
device, anything | do to it potentially will inpact safety
and health, if you just want to take a very expansive
vi ewpoi nt, so that gray areas introduce probl ens, and
perhaps that has been reflected in the database, too.

M5. GQLL: | guess | would take a little exception
to that, Don, in that changes to the device mght be handl ed
through a different process in the Center, and it may go
t hrough review, and not necessarily the recall information,
so you may have a little of that there, but | think that the
dass Il recalls are -- since they do recei ve sone Agency
oversight, aren't necessarily changes or technol ogy creep.

DR ZABRANSKY: Thank you. | would like to nove

on. Hopefully, perhaps if individual panel nenbers or
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anybody has any comments on this, | amsure the Ofice would
be willing to receive them | knowthat | amgoing to share
this list with sone of ny coll eagues and see what happens.

VW would |ike to nove on to comments fromthose
i ndi vi dual s or organi zations who have requested specifically
to address the panel and the FDA in regard to this proposal,
and we do have schedul ed sonebody fromthe industry to
address these, and first, we would like to hear fromthe
Medi cal Devi ce Manufacturers Associ ati on.

| ndustry Vi ewpoi nts

Medi cal Devi ce Manufacturers Associ ation

M5. ONEL: H. M nane is Suzan Onel. | have
copies of our statenent up front if you haven't seen it
already. | amappearing as counsel for the Medical Device
Manuf act urers Associ ation, the MOMA.  The MDVA is a nationa
trade associ ation representing 130 i ndependent nmanufacturers
of medi cal devices, diagnostic products, and health care
i nformation systens.

The MDVA seeks to inprove the quality of patient
care by encouragi ng the devel opnent of new nedi cal
technol ogy and fostering the availability of beneficial
i nnovati ve products to the market pl ace.

To achi eve these goals, the MDVA represents its

menbers' interests wth regard to the laws and regul ati ons
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adm ni stered by the Food and Drug Admni stration and the
U S. Congress, and any application of those | aws and
regul ations. Menbers of the MDMA have had a variety of
different experiences with the FDA relating to the
inspections of their facilities. These experiences range
frompositive to negative.

The MDVA is pleased that the FDA i s reconsidering
its use and application of field resources and that it has
invited the Good Manufacturing Practice Advisory Comttee
to hear testinony and consi der various approaches.

Because the docunent on Prioritization of Device
Surveillance: A R sk-Phased Approach to Wrk Planning is
relatively new, there has not been nmuch opportunity for MIVA
nmenbers to review and commrent on this docunent. Therefore,
our conmments are prelimnary and MDVA nenbers request the
opportunity to submt additional comments and to have this
topic reviewed nore carefully after additional data is
produced by the FDA

Sone progress has been nade during the last two
years through the efforts of the FDA regional offices and
the Ofice of Regulatory Affairs. Through interactive
communi cati ons, constructive changes have been nade whi ch
have produced benefits for both the FDA and device

manuf act urers.
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It is our belief that device manufacturers are
conscientious about their efforts to conply with a
reasonabl e interpretation of the Federal Food, Drug, and
Cosnetic Act and its inplenmenting regulations, in particular
those relating to the Gws.

The requirenent for internal audits functions as a
nmet hod to increase the |ikelihood of conpliance, and the
ever present possibility of product liability conplaints
represents a powerful inducenent for device nmanufacturers to
do the right thing.

The FDA inspection represents the process whereby
the public has the opportunity to recei ve assurance of
manuf act urer conpliance. However, it is the experience of
many nmanufacturers that the FDA inspection is unnecessarily
time consumng and results in the presentation of specious
observations for which there is no explicit foundation in
the Act or any regul ation.

it is the desire of the MOVA to support a revision
of the FDA inspection process that will result in the
efficient use of field resources and nmaxi mze the
possibility that those who do not conply are quickly
detected and subject to appropriate sanctions.

It is MOVA's belief that those who do not conply

are rare and that their failures can be readily detected.
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Cenerally, the violative manufacturer, if inspected by a
conpetent inspector, can be detected during an inspection
lasting no nore than two days. Likew se, confirmation of
conpl i ance can al so be nade within the sanme peri od,
irrespective of the size or the device type. The historica
performance of the device industry since the inplenentation
of the 1978 GWP regul ation provi des adequate testinmony to
support this statenent.

The FDA indicates that there are approxinmately 800
inspectors in the field. A though this nunber has been
reduced from1, 100 four years ago, this should be an
adequat e nunber to inspect existing nmanufacturers in order
to provi de reasonabl e assurance of conpliance with the
appl i cabl e provisions of the Act and regul ati ons.

It would be helpful for the GW commttee to know
nmore about how i nspection resources have been used over the
| ast four years. For exanple, what is the average duration
of an inspection, how nmuch tinme is devoted to questionabl e
docunent review, what percentage of inspections are
conpleted within a two-day period and what percent age
exceeds two days, how nmany inspections involve nore than one
i nspector, what differences exist between the 21 districts,
and how are these inspections related to conpliance and

i nprovenent of conpliance.
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It would al so be hel pful to survey those who have
been i nspected to eval uate whet her device manufacturers
believe there is a benefit commensurate with the effort
i nvested by the FDA i nspector and whet her the FDA Form 483
and/or the EIR represent a fair characterization of the
manuf acturer's perfornmance.

The MDVA appreciates the efforts of the FDA to
anal yze informati on generated by experience with recalls and
the MDR regul ation. However, it questions the useful ness of
this infornation as it applies to the inspection resources.
There are a nunber of reasons for this uncertainty, and a
nunber of these comments have been al ready di scussed.

The initiation of a recall that becomes known to
FDA is generally voluntary. Many of the activities that are

| abel ed as a "recall,"” are not the product of a violation of
the law. Many tines the reason for the initiation of a
field action could not have been foreseen, but instead are
t he product of unusual variables that devel op only through
experience in the market pl ace.

Al t hough the FDA has eval uated experience wth
recalls in the context of requirenents under the GwW

regul ation, these efforts have been subjective and not

subj ect to an objective eval uati on process.
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Li kewi se, reliance on MDR subm ssions is suspect
for a variety of reasons. For exanple, the 1984 MR
regul ati on was subject to increasingly nore expansive
interpretations by representatives of the FDA. As a result,
t he annual reported nunber of events rose froman average of
5,000 to 10,000 to nore than 100, 000.

Many manuf acturers reported events, not because
there was a reportable death, serious injury, or
mal function, but because they wanted to avoid conflict with
the FDA. The effectiveness and preventative benefit of the
MOR regul ation from 1984 to 1996 has never been establ i shed.

Therefore, the value of using reports fromthis
period is questionable. The current MOR regul ati on applies
a conpletely different set of criteria for reporting, and it
is further questionable as to whether this reported data can

usefully be coupled with the data generated by a different

regul ati on.

The MDVA believ es it is nore useful for the FDA to
focus inspectional efforts on devices in dass Il and d ass
Il as directed by Congress. dearly, all dass IIl device

manuf act urers shoul d be i nspected once every two years. The
depth and the I ength of the inspection should be directly
related to the historical perfornmance of the nmanufacturer.

Again, a survey of past FDA perfornmance coupled with the
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observation of those dass IlIl manufacturers who have been

i nspected woul d be nost instructive to an eval uati on of how
experience of the past can be applied to resource allocation
in the future. A simlar approach could be applied to

sel ected manufacturers of dass Il devices.

MOVA notes that the FDA risk-based approach to
resource allocation of inspectional duties only focuses on
the determnation of which parts of the nedical device
industry require inspectional priority. MDA believes that
the FDA should al so focus on how it inspects.

The FDA should careful ly scrutinize present
i nspection procedures in order to concentrate on ways to
nmake i nspections nore effective and efficient. Many of the
present inspection procedures are unnecessary and ti ne-
consum ng.

By addressi ng new approaches to inspectional
efficiency, FDA could find that it has nore resources to
i nspect nore nmanufacturers. MMA hopes that the FDA will
meet with nmenbers of the industry to assist it in comng up
with nore effective ways to carry out the inspection
pr ocess.

In order to further maxi mze resources, MNA
strongly suggests that the FDA adopt a third party audit

system MDVA is aware that the FDA has been exploring this
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possibility as a means to assess nedi cal devi ce manuf act urer
conpliance with the provisions of the Act and the
regulations. By naking this possibility a reality, the FDA
may find that it can focus nore of its attention on

i nspectional priorities.

In conclusion, it is the expectation of the MIVA
that the GW Advisory Coormittee will encourage the FDA to
devel op and release to the public nore detail ed and
obj ective informati on about how FDA has applied resources to
required GWw inspection of facilities.

The MDVA bel i eves such public review w Il benefit
the FDA, industry, and the public. In this regard, the MDVA

offers its resources to assist the FDA and the GW Advi sory

Comm tt ee.

Thank you for the opportunity to present these
Vi ews.

DR ZABRANSKY: Thank you, M. Onel.

Are there sone questions fromthe panel? Dr.
Pi eroni.

DR PIERON: Wien you speak about third party
audit, could you be nore specific, is that another |ayer of
bur eaucr acy?

M5. ONEL: It meets with the types of ideas that

are already being thrown out, third party reviews, third
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party audits. It would take away fromthe bureaucracy of
FDA, and it would -- level of objective interest.

DR PIERON: By whon?

M5. ONEL: By the groups that devel op the system
| don't have any specifics here right now, but the MDVA is
addressing this, and they are comng up with proposals.

DR PIERON: Thank you.

DR COR\VELL: Your statement nentions the MOVA' s
bel i ef that those nmanufacturers who don't, as you put it,
conply are rare and their failures can be readily detected.

The systemthat is being considered here really
has, at least fromthe national standpoint, has nothing in
it that will nmake it nore less likely to pick up those who
have in the past not conplied.

Is it the position of MDVA that the system shoul d
have thi s randommess approach that is being consi dered here,
that is, every manufacturer within a given priority score is
equal ly likely to be inspected as every ot her nanufacturer
wi thout regard to their own personal history?

M5. ONEL: No. Actually, it is MDVA's position
that historical performance of the manufacturer shoul d be
taki ng a precedent over a nore generalized approach, which
is what the FDA s current proposal seens to be goi ng

towards. Rather than | ooking at device categories, it
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shoul d | ook at maybe an overlay of what the manufacturer's
past historical performance has been.

DR ZABRANSKY: | assume you have not had the tine
or an opportunity to receive comments from your individual
nmenbers concerning this because al though the FDA has been
t hi nking about this for sone tine, | amaware of that, but
you are speaking for the organization, but | am concerned
about the conpanies that you are representing, how do they
feel, because we have already heard fromDon Barth that he
t hought that this approach has sone validity toit that is
bei ng proposed, and | am hearing the opposite fromyou.

M5. ONEL: Wat | amsuggesting -- and as | said
in the beginning, the MDVA hasn't had a full opportunity to
reviewit in detail and discuss it conpletely with the
nmenber ship, so | don't have the individual positions of the
different conpanies, which is a direct answer to your
question -- but fromthe prelimnary review, the position of
the MDMA is that historical perfornmance shoul d be | ooked at.
That may be in conjunction with the what the FDA proposes or
it could be instead of.

dearly, what the MDVA wants to say is what is on
the table right now, it doesn't seemto be conpl ete enough.

DR ZABRANSKY:  Don.
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MR BARTH Dr. Zabransky, of course, | would
never disagree with MOVA. They are our coll eagues, and |
represent them as well. Wat | nmeant to say was that | do
believe that the risk approach, in that it differentiates on
sonme criteria that points to risky devices or bad pl ayers,
is agood idea. | don't think anyone woul d disagree with
t hat .

However, | think Suzan al so brought up the
i nspection history issue, whichis a valid point. Dr.
Cornwel I brought that up, and | agree that that is an
i nportant conponent, not just the absolute device itself,
and taking into account everything else that we have said
t oday about the uncertainties of the MDR dat abase and recal
dat abase, perhaps there is going to be an opportunity for
industry to have sone kind of a dialogue, so that we can
rationalize the criteria even further.

It is a good start, it is the right direction, and
we just now need to roll our sleeves up and get to work.

M5. ONEL: Thank you.

DR ZABRANSKY: | would like to hear froma
representative fromMedtronic, Inc., M. Robert Kl epinski

Medtronic, Inc.
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MR KLEPINSKI: Hello. | amBob Kl epinski from
Medtronic, and | amhere to disagree with sone of the
premses and tal k about what this is and what it is not.

Firstoff, the whole system based on the FDA
assunptions and the FDA history and the FDA goals, this is a
fine system Lillian Gl knows her job, she knows how to
do it, she knows howto go after the goals and acconplish
them and basically assune everything in the FDA history,
this does it.

| want to talk about what this is not. This is
not reengineering. Once again, not, not, not, not
reengi neering. This proposal is listed in the Federal
Regi ster as one of the different reengineering steps, and
this is the furthest thing fromreengi neeri ng we can
possi bl y have.

What we have here is a refinenent, an attenpt by
Ms. G11l's organization, which you can quibble with sonme
little details, but real good attenpt to solidify what they
are currently doing, to wite down what they are currently
doi ng, and get an organi zed plan at what they are currently
doing, but it is not reengi neering.

Now, | cone froma PNVA-oriented conpany, heavily

into Aass Il devices, and we are already |iving under
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this. W have been living in this world for about three
years.

| did a random sanpl e of a couple plants from one
of our businesses, and | | ooked at a satellite manufacturing
facility that, during the 1980s and early '90s, was
i nspected about every other year. They were running about
an average of 1.2 per year. The last three years we have
been running at 2 per year, and that is counting actually
1997 as a full year.

| | ooked at the nain design plant for that, and
they are running at about 3.6 inspections per year. W are
already in a risk-based world. This has been going on for a
long tine, and it is de-facto existing. This is merely a
formalization of it. This is not yet to say whether it is
good or bad, this is nerely formalization of what is
currently goi ng on.

What | think is happening is that M. Zabransky's
question was directly on point, is there are factors within
t he Agency which are using resources and driving deci sions
that underlie Ms. G11's assunptions and what she has to
work with to acconplish this. The environnent in which we
are working drives us to this, and you are correct about the

use of resources.

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



aj h

There are many things that have noved Medtronic to
this 3.6 per year. First of all, pre-PMA inspections, then
post-PNMA i nspections. Then, there is anount of resources
used for clinical site inspections for PMAs. Then, there
are nonclinical |laboratory site inspections.

If you |l ook at the situation, right now Medtronic
is in an unusual position that in five pending PVMAs before
t he Agency fromvarious diverse businesses, if one does a
pre-PMVA i nspection, a post-PMA inspection, and as what | am
told -- this nunber may be wong -- but | amtold the goa
is to do about five clinical inspections for a PVMA now, and
the last tine we had two nonclinicals, that would be a total
of nine inspections for a PMA  That woul d nean 45
i nspections to cover the current pending PVAs, which is
about a full-tine equivalent, which neans a full-tine
equi val ent just on these PVAs, which is not all of our
busi ness, and we are heavily into risk-based system where
all of this is driving the systemand increasing inspection
| oads, so it has taken over.

| have had district offices tell ne that it is
hard, with the current target inspections, to get anywhere
to a followup inspection. So, | contend the system has
existed. W can live withit. | nean we have lived with it

for years, but | want you to know that what you are seeing
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today is nothing new as far as the effect on dass |1
devi ce conpanies. It is a formalization, it is an attenpt
to nake it nore organi zed and ri gorous.

| guess the point is whether that is good or not,
and | contend that the FDA right now, today, has an
opportunity, and you all know what an opportunity is today.
That is when your boss tells you that you have a sticky,
horrible job to do, and it is an opportunity for you.

But the FDA truly has an opportunity today. Kim
Traut man has worked hard and long trying to get all these
systens organi zed to revise the GW. It is a dramatic new
step to include design into the fornmer GW. It is an
attenpt to at |east harnonize the words with the 1SO
standards and with the EN norns for quality systens. So we
have a sort of harnonization in the words.

As | always say, the FDA is harnonizing its words,
but not inits heart. W still have an inspection system
based in the traditional U S. way, working from conplaints
up. W have an opportunity at this point to actually talk
about quality systens and inspection quality systens, and we
have it looks like firmy rejected that.

Now, when we tal ked about reengi neering, one of
the things that has to be reengineered is a way that M.

Smth, | believe it was, tal ked about the way inspections
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are done. Qurrently, inthe United States -- well, first of
all, as a backup -- sone of the representatives who are not
in industry may not understand that when we tal k about these
field inspectors, they do not work for Ms. G1I1I.

They are in an entirely separate organi zation, and
nowhere related with the Device Center. They are in
Qperations, there is no reporting responsibility, and they
live intw different worlds, and there is different
standards, and they do things differently, and they are not
always in concert, and | contend actively work agai nst each
other in that there is different groups w thin FDA causi ng
nmore work for Ms. GII, therefore, she has to go to a
strategy like this tolimt resources and the two are not
al ways in concert.

V& have got people in COE who want nore PMAs
i nstead of PMA suppl enents, whi ch generates nore pre-PVA
i nspections, which nmeans you have nore to handle, and the
two are not in concert. So, please do not think there is
any organi zed, unified group | ooking at the engi neering as
to how these things fit together, that is, how many to do
and when to do themand how to get them done can be two
di fferent things.

| nspections work fromthe bottomup in the United

States. You go to the conplaint file. Everybody is
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trained, has been trained for years to go to the conpl ai nt
file. 1 had a recent inspection where it was supposed to be
five days, and | called down the first day and said, "How
didit go?" "Wll, they are | ooking through the conpl ai nt
file."

Called at the end of the second day. "How did it
go?" "Well, they are | ooking through the conplaint file."

And you know what this neans? They are | ooking
t hrough paper and reading. Three days they read through
that paper. You have the inpression of going out for an
inspection and | ook at quality systens |like in Europe. No.
You think they are going to go in the quality nmanual and go
down the procedures? No. Three days they are instructed to
| ook through the conplaints to find a "gotcha."

Now, Ms. A1l said they don't do "gotcha"
i nspections, and everybody in WAshi ngton says we don't do
"gotcha" inspections. Everybody in the field has been
trained to go to the conplaint file and | ook for one, and
once they gotcha, then, you concentrate on that. So, thee
days -- three days, then a day and a half -- one day they
| ooked at sonme systens, they had a hal f-day cl ose-up, and
t hey were gone.

Now, those inspections are not teaching quality

systens. They are taking a ot of resources away that you
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could spend onit. So, | contend we have this opportunity
nonment where we shoul d be working on quality.

Dr. Burlington said our goal today was "to have
quality product rolling out the door." Now, the systemwe
have |lined up today says that we are going to ignore quality
systens entirely for about 70 percent of the industry, that
there may be people who will have design history
requi renents, design controls put upon them wll have
nobody fromthe United States Governnent | ook at themfor
seven and a hal f years.

So, this tells me that the only people in the
United States that are actually working on quality systens
on the inspection level are the notified body fol ks from
Europe. |If there is any inprovenent in our day-to-day
processes, this is because notified bodies are driving it.
VW are not inthe US., and the current strategy nay be a
reactive one for M. GIIl to survive at this point, but it
is not taking the opportunity to go forward and teach
quality systens.

Now, | personally do not believe the resources
argument. | ama sarcastic person, and | don't believe the
resources argunent because | have tried to use it, and | was

wong when | tried to use it.
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| amin the corporate | aw departnent, and I woul d
bet -- this is a gross generalization, but | guess | |ike
them-- | would bet that every corporate |awer in every |aw
departnent in the United States in history has said | don't
have enough tine to do proactive work, we don't have enough
resources, | have to be reactive and put out fires.

| have | earned over the years that the only way to
get out of that node is reengineering, is to take a deep
breath, stop, just drop everything, |ook at your systens,
and go back and say how can | teach fromthe begi nning, and
occasionally, you get a little victory and you work from
that, but resources is alnost never the cure.

| think inthis situation, the conpliance nay be
have been driven into a corner based on all the FDA
assunptions where they have to go to this plan, but this is
not sol ving the situation.

So, | guess in brief ny message is | can't quibble
with the details of the plan based on all the assunptions.
What has to be done is to challenge the way we are doi ng
things and try to nove to a quality systens world, and this
is not only not a step towards it, but it may be a step away
fromit for those manufacturers who will never see an
i nspecti on.

Thanks.
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DR ZABRANSKY: Questions fromthe panel ?

MR KLEPINSKI: Any questions?

M5. SMTH | have a question. You were talking
about the conplaint file, and I amjust curious how valid
and reliable are those files, how accurate. Do you have a
sense, are they really right now or can they be trusted?

MR KLEPINSKI: Well, that is a najor part of the
inspections. | mean training them howto do quality
followup on conplaints is a major part of the quality
systens regs. In fact, Ms. Trautnman had nmade sone changes
to the conplaint handling to make it quite nore detailed
this year.

Cetting conpany procedures in place to nake sure
that all conplaints go into a systemand get foll owed
through the systemand treated is a very inportant
educational part of quality systens training. It always was
inthe GQW, and it is getting nore enphasis now.

The actual conplaints, however, are reflective of
the quality of the systemof howthey did them | contend
that we should do what notify bodies do, is start by | ooking
at how you get your conplaints into your system whether you
have a net out that gets everything that was sal esnen
comments, get themall in there, then, have sonebody

assigned to nmarch through them analyzing every one, and
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anal yzi ng those systens is sonething that shoul d happen wth
every conpany.

It is acritical part of know ng whet her you
answer your customner needs and whet her you have defects in
the products. That is where you get early warnings. So, a
conpany has to have a rigorous systemfor anal yzing them
goi ng through them | ooking for one that you can disagree
with is not very productive.

Goi ng through and say, aha, | gotcha here, here is
a problem we are going to say that you had no system
because | disagree with your conclusion, that is not
productive, and a |l ot of that goes on today.

So going through themserially, |ooking for a
pl ace to second-guess you, | contend if a very inefficient
and ineffective way to do that, but the teaching of the
systemand building into it is critical, extrenely
i nportant.

DR ZABRANSKY: Any other comments fromthe panel ?

DR COR\WELL: Yes, a question. M. Kl epinski,
you speak bluntly and, as a surgeon, that appeals to ny
style, so let's just get down to the nitty-gritty.

The tenor of your comrents seenme d to suggest that
the inspection process is rigorous, will be nore rigorous,

and i s maybe even onerous as it relates to your particul ar
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conpany. The infornmation that was given to us | ooking
generally at the inspection process as subjected to al

manuf acturers is that roughly only half of manufacturers who
were subject to inspection get inspected in a given fisca
year.

You seemto be chal |l enging the concept of
redirecting the focus, | mean because basically there is
nonconpl i ance, and so this is redirecting the focus of
nonconpl i ance. You seemto be chall enging the concept of
directing the focus of inspections perhaps nore frequently

to those in the higher risk categories as conpared to the

| ower risk categories. |Is that what you are doi ng?

MR KLEPINSKI: | may even be nore sarcastic than
that. | contend this has al ready happened and that because
of the PMA process and because -- well, first of all, | have

to agree with M. Barth that you would be a fool to think
that the FDA cannot take into account the seriousness of
certain devices when it nmakes its decision.

| mean every district has to do that. You are not
going to say | amnot going to go inspect the pacemaker
because | haven't hit the tongue depressor conpany this
year. | nean you have to nmake sone basic calls. You would

be foolish not to consider risk in this.
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M/ statenent is that this is nerely a
formal i zati on of what has gone on before, and that we
al ready have the factorial risk-based system This is
nmerely a detailed inplenentation of howto do it. But |I am
contending that by formalizing it and making it nore rigid,
it neans we are sort of giving up on the inportant nessage,
and | do absolutely disagree with the idea that direct
i nspections, targeted inspections, should take over.

| think that the inspection of quality systens on
a systembasis, sonething that is hardly done at all today,
is one of the nost critical things to the United States to
quality, and that's you are starting fromthe ground up and
bui | di ng your systens is how quality products cone out the
ot her end.

| don't think the inspectors with the current
conpl ai nt-based systemare getting tinme to do that. | don't
think they are trained to do that. Too often people nmake a
concl usion saying | disagree wth your choi ce on anal yzi ng
Conplaint A therefore, you have a bad system W aren't
wor ki ng through and building quality in.

So, | contend to the extent we are formalizing
this, to the extent we are nmaking a nore organi zed systemto
acconplish this, we are going in the wong direction, yes,

wong direction for quality.
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DR ZABRANSKY: Any ot her comment s?

Thank you very much, M. Kl epi nski

Are there any other individuals fromthe audi ence
that have not indicated that they wi shed to address the
panel ?

Five mnutes, and pl ease indicate your nane and
your organi zation.

MR LIEBLER | amgoing to try to do this facing
the panel. Bernie Liebler fromHMA | don't have any

prepared text, so under five mnutes should be no probl em

| really want to ask a question. | don 't want to

sort of state an opinion, but | was puzzled by the
i nterchange just before the break between M. G111 and M.
Bart h.

M/ understanding is that FDA GW inspections are
to verify conpliance with FDA s regul ation, which applies to
quality systens or good manufacturing practices dependi ng on
how you want to call it, and the risk-based approach is
based on the apparent risk presented to the public, | guess,
based on the statistical nodel or sem-statistical nodel
that they put together.

But M. GIl' s cooment was that because a conpany
is making an apparently high-risk product, they get an equal

opportunity to be inspected regardl ess of their conpliance
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history with the GW regul ati on, although the reason for

i nspection again is to verify conpliance with FDA s

regul ations unless | don't understand, and that is certainly
within the real mof possibility.

And then she responded that the response to
i nspections may not be specific response to the conpanies,
but coul d be response to the industry, which says that FDA
i s thinking about using conpliance inspections to sol ve
system c problens which may be intrinsic to the use of the
device, to the design of a device, which nay be limtations
of the current state-of-the-art.

And if they are really talking about that, | flat
out don't understand how they think they can do that, either
legally, logically, scientifically, or any other way.
Conpl i ance i nspections are for that purpose, to nmake sure
that manufacturers conply with the regul ations.

It would be good if , as the previ ous speaker said,
they were al so used as a neans of encouraging quality
systens and noving us to nore quality systens approach, but
they are not a neans to solve systemc difficulties with
particul ar devi ces.

| don't know if sonebody can clarify that.

DR ZABRANSKY: Thank you
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Are there any other representatives here in the
audi ence that wish to speak to this issue? 1 see a hand up
t here.

The gentl eman fromH MA woul d you pl ease nake
sure that a card goes to the recorders. Thank you.

M5. CHAN  First of all, | would |Iike to appl aud
Bob Kl epi nski's talk.

DR ZABRANSKY: Wul d you pl ease introduce
your sel f.

M5. CHAN Dawn Chan of D gene Corporation.

DR ZABRANSKY: Thank you

M. CHAN If | wasn't in an FDA forum | probably
woul d have stood up and cl apped | oudly, but since you have
ny business card anyway, | wll say it |oudly.

| wanted to nmention a couple of things wth regard
to inspections and conplaint handling. D gene is involved
in the FDA pilot program and we have a history of three
i nspections every two years with alnost our first inspection
several years ago was three citations, and the |ast two
i nspecti ons have been zero citations.

VW are very happy to be part of this program
However, we understand that we have other industry nmenbers

out there who are not inspected as regularly as we do, and
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we are in the PVA and the dass II1/Tier 2 device, new
product, new technol ogi es arena.

| just wanted to nake sure that -- we understand
that our conplaint systemand our conpl ai nt procedures as
part of our quality systemis very inportant, and I wanted
to address sonme of Linda Smth's concerns that if we don't,
in our health care systens, have appropriate forns for
reporting, our users, our clinicians, and our health care
providers can always call up the nmanufacturer and | odge a
conpl ai nt, and under our conplaint systemwe are obligated
to report these as nedical device recalls or reports if they
fall into that category. That is one thing we need to
r emenber .

| would also like t o be bold enough to nake a
recomendati on to FDA when review ng conplaints as part of
the inspection program and this is part of Bob Kl epinski's
goal to have FDA |l ook at our quality system and if FDA
doesn't want to change its position fromcomng in and
| ooki ng at our conpl ai nts because obviously, that is a very
qui ck place to find out how our products are doing in the
field. W understand that as the nanufacturer, however,
perhaps we can | ook at that instead of we gotcha, instead of
taking that attitude, we can look at that as let's see how

many conpl aints you have your products, and let's then | ook
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at the quality systemyou are putting into your conpany to
resolve or to track or to fix these probl ens.

Thank you.

DR ZABRANSKY: Thank you

Any response?

M5. GLL: | can't address the type of inspection
done now, and | hear the nessage, | have heard that a couple
of times nowin other industry neetings that I have had, and
| think that is an issue both that CORH and CRA are going to
addr ess.

| didn't want to let this opportunity pass. |
have heard comments fromtwo industry representatives at
this point, M. K epinski and the [ast one | heard, and they
seemto inply that this process is sonmething that isn't new.
They inply that they are receiving a | arge nunber of
i nspections, and that | hope the inplication isn't that this
IS repetitive inspections.

| just want to clarify that FDA could be in any
given facility for any nunber of tines based on what the
issue is. | think for M. Kl epinski's conpany, for
Medtronic, if you are heavy in the PVA business, you will
get inspections as you roll products out.

The manufacture a | ot of products, and it is FDA' s

responsibility to make sure that these products are being
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manuf actured in a way that produces a safe product, but FDA
can also be in the plant based on sonme of what we have
tal ked about today, sone of the for-cause reasons, sone of
the reports that we receive, sone of the followp on
viol ative inspections.

So, | didn't want to | eave the commttee with
i npression that we are doing three and four and five
repetitive type inspections a year. That could be for any
nunber of reasons that we are in the plant.

DR ZABRANSKY: Thank you

At this point, | would |like to suspend for |unch.
W are schedul ed for an hour. Please do not take nore than
that. Be back here pronptly at 20 of.

| would also like to have fromthe panel nenbers,
if you have any early departures that says that we have to
adjourn or that you have to | eave before 4 o' clock or 4: 30,
because we shoul d be able to conpl ete our business by that
tine.

After lunch, we are going to address the five
questions that Ms. G Il has put to us. These are on the
| ast two pages of one of the handouts that she gave us, and
these are the five issues that we are going to di scuss and
respond to oursel ves.

Let's resunme in one hour. Thank you.
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recessed,

[ Wier eupon, at 11:40 a.m,

to be resuned at 12:40 p. m]

t he proceedi ngs were
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AFTERNOON PROCEEDI NGS
[12:40 p. m]

DR ZABRANSKY: | would like to resune our
di scussions. Thank you for being pronpt.

As a result of your deliberations over |unch, I
wonder if the panel has any other | ast-mnute coments they
woul d li ke to make before we start addressing the specific
questi ons.

Dr. Pieroni.

DR PIERON: | just had a corment. | wonder if
we could address GAO's criticisns, mnor criticisns after
FDA as far as the handling of nmedical devices. This is in
the GAO report of 97-21.

Is it germane to what we are di scussing today? |
don't want to put you on the spot either.

M5. G LL: You did by asking ne a question. |
said as soon as | put sonmething in ny nouth, soneone woul d
ask ne sonmething. | think if you are referring to -- you
may be referring to the GAO report on MOR data, and | don't
know a | ot of the specifics about that.

| do know that they had sonme concerns about the
reporting, the followp, how nmany manufacturers are
conplying with the requirenent to report to the Agency.

G her than that, | can't give you a ot of specifics onit,
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and I don't think -- | guess | would say | amnot sure that
it has a direct bearing on what we are talking about in this
nodel today other than it is a report on the Agency's -- it
is an assessnent of the Agency's ability to inplenment the
MDR nmandat e.

DR PIERON: Thank you.

DR ZABRANSKY: (ne of the speakers toward the
very end this norning nmentioned that we shoul d be | ooki ng
at, during the inspection process, at the quality systens or
the quality assurance programthat is set up within the
conpany.

Again, these thens elves are docunents and
processes that are in place, and by | ooking at the specific
document or the system they may not be able to di scern what
isreally wong, and it is only by the corrective action
taken to a specific recall or a conplaint that you will find
out this is where the changes to the quality systens woul d
be made.

If there is something wong with the quality
system and it is brought out by a recall or by a failure of
a product, then, there would be a change in the quality
system | know of one specific instance -- again, talking

about mcrobiologic nedia -- if the wong QC organismis
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used, the inspector may not know that, but it would only be
discernible by a failure in a recall

Any ot her commrent s?

Qpen Comm ttee Discussion

DR ZABRANSKY: | would like to start addressing
the specific questions. One of the things that we may w nd
up with [ooking at these things, hopefully, these questions
will be freestanding, but they probably will not be, in
ot her words, an answer or a response yes or no or that we
may cone to here, you know, m ght be dependent upon a |ater
question that we may be di scussing, and we nay have to go
back and address sone of these, but let's try to keep them
as freestanding as possible, and if we can give a short yes
or no answer, let's do that, if we have to qualify it, we
wll do that.

| amsure that the nore qualifiers that are added
toit would be helpful to FDA in how they are going to set
up the program

First of all, regarding the work plan, is this a
reasonabl e approach -- and we are tal king about the plan
that we heard this norning as presented by Lillian -- is
this a reasonabl e approach ot prioritizing the resources for

the Center and CRA in their planning.
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First, let's hear sonme discussion and then we wll
start with kind of a -- just to get a consensus vote, and |
amnot looking for najorities or otherw se, just a
consensus. Any general comment?

DR CORN\WELL: | think, in general, the concept of
-- you know, that there is pie here that is shrinking -- and
t he concept of applying dimnishing resources in a focused
way to products that are at highest risk for potenti al
damage is a sound one, and so then the issue beconmes sone of
t he specifics.

Relative to the industry viewpoints that were
expressed this norning, | think it was an inportant
clarification that we are tal king about routine
surveil l ance, and we nmake the distinction between PVA type
i nspection, follow up inspection, and the routine
surveil |l ance.

W are tal king about the application of FTEs
towards this routine inspection, so | think the concept is
sound, but there is a qualifier that I can only pose in the
way of a question, which is since we are tal ki ng about the
prioritization, here we sit in 1997 and we have a priority
score based on -- in part -- based on the performance
experience during the previous five years, '92 to '96, would

the score be cal cul ated each year, so that in 1998, would
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that be based on '93 to '97, or would this be in five-year
bl ocks?

Each year, do we nove up a year interns o f the
bl ock, and then at each given year, the percentages or the
per cent age of manufacturers inspected, of those available to
be inspected, that 50 percent nunber woul d be each year, 50
percent that year of those?

M5. G LL: Yes.

DR CORN\VELL: So, | will mention concerns about
details on later questions, but overall, | think it is a
sound concept to try to address the issue of dimnishing
resources and still try to neet the nandate to protect the
public interests.

DR ZABRANSKY: Don.

MR BARTH FDA h as got a problem shrinking
resources and shrinking budgets, |ike the rest of
governnent, and so they have to focus on what matters, and |
think this plan is reasonable in that regard.

| woul d just encourage that as much energy go into
other initiatives that can yield as nuch, if not nore, in
addressing the shrinking resources and shrinki ng budget, and
we have heard his norning several speakers tal k about the
use of third parties, that is, independent scientific

organi zati ons who can supplant the FDA in doi ng inspecti ons,
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at least that much, and that woul d then obviously shrink the
need for FDA resources in that area.

So, | think the plan is reasonable, but it is
probably one prong of a nulti-prong plan.

DR ZABRANSKY: Any other comments? R ta.

M5. ALDRICH | agree with the comrents al ready
made, but | would also say | would not like to see no
resources given to the other nmanufacturers who don't w nd up
inthis on top of the pyramd, and | woul d recomrend t hat
per haps ot her approaches be eval uated for naintaining
regul ar contact with those other manufacturers, a mail-in
type of survey, for exanple.

If they have to do periodic audits of their own
prograns anyway, perhaps a questionnaire nodel ed on sone
kind of an audit formthat could cone in, in an electronic
medi a even, and be scanned to | ook for outlying data, so
that those people don't fall conpletely outside of your
i nformation gathering, because one of the things | haven't
gotten a sense of is what FDA feels the purpose of the
inspection is, you know, exactly how nuch is it that you
want fromthis inspection process.

| woul d assune that sonme of it is early warning

signs and information gathering, and I wouldn't like to see
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a substantial portion of the manufacturers kind of fall out
of that information collecting |oop.

| also agree that the concept of the third party
i nspectors, especially for the lower priority ones, mght be
a very good option to explore.

DR ZABRANSKY: Anita, we mght as well consider

this as a vote as we are going around, so if you don't m nd.

M5, TH BEAULT: I think again | agree with ny
panel nenbers that the concept is a good approach. | am not
convinced that the nodel is correct as it is. | think there

are sone limtations to that nodel and sone ot her things
that need to be considered fromthe industry perspective
woul d be again the history of the conpliance of the
conpani es i nvol ved and al so anot her el enent whi ch wasn't
nmentioned this norning, which is the consequences of failure
of a device, a particular device, in other words, what is
its intended use and what are the consequences of its
failure.

Sone failures, the consequence is mninal to none,
ot hers, the consequences are severe, and so that part is not
represented in the nodel. The other point that | would |ike
to bring up is | had some questions after |ooking at the
sl ides concerning what kinds of things are being | ooked at

from a conprehensi ve i nspection versus a directed inspection
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versus sone ot her issues, and | amnot convinced in ny mnd
that there is a strong correlation with the things that we
are |l ooking at during inspections and the goal that we are
trying to neet. | will go by saying that | agree that we
need to, | think, refocus on quality systens and maybe those
things that are being | ooked at are not necessarily the
things that woul d give us the greatest anount of feedback
for the limted anount of work that we are allowed to do.

DR ZABRANSKY: Bob.

DR PIERON: | also agree with the general spirit
of the plan itself in view of decreased resources. | am
concerned al so about this concept, which to ne is stil
nebul ous, of third party inspectors. | amjust alittle
afraid that we mght have the foxes guardi ng the chicken
coop. | would like to knowa little nore about who woul d
conprise this so-called third party.

DR ZABRANSKY: Allen, do you have any comrent ?

DR HUGES. Well, | also applaud the FDA for
their efforts on this, and | guess to stick very closely
with the question, the work plan, is it reasonable, a
reasonabl e approach, | believe whol eheartedly yes, that it
is.

O course, | do have concerns about the actua

nodel itself that is being used, and we can worry about t hat
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as we get to the other questions, but certainly it is
reasonabl e, a reasonabl e approach, and | applaud for them
for it, and | hope that we can pull together a reasonable
nodel fromthis.

DR ZABRANSKY: Linda, it is up to you now.

M. SMTH Well, | agree with ny col | eagues.
certainly agree that it is a reasonable approach. It is a
process that if we look at it as process, this is certainly
one way to protect the consumer if, in fact, right now we
aren't probably protecting because there just isn't a
nmechanismto do everything that we are nandated to do.

So, | look at it as a protection to the consuner
given our limted resources, that it is a process, and | do
have concerns about the nodel .

DR ZABRANSKY: I, too, also think that this is
the direction that FDA, as all of us, have to be going, the
concept now of working smart. | really hate that
termnology, | would think that we have been trying to do
that for years, but that is the new nmanagenent | argon

But at the sane time, | think that -- either to
address it here or to |l ook at maybe one of the other
questions -- is that perhaps we have to define what we

expect to gain by this, what are the expected outcones to
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be, and how that will be done or how successful that wl
be, will be how those outcones are neasured.

In other words, are we going to go back and take a
| ook at the nunber of recalls that have decreased or are we
going to go back and | ook at the nunber of failures, the
nunber of gigs that have decreased during the inspection
process, or would there be a decreased nunber of conplaints
that m ght show up through the MDR process.

(On the other hand, we are probably going to see
increased reporting. W have already heard that they have
to do a better job of nmaking sure everybody that are the
users of these things are aware that there is a proper
process for reporting problens.

If the problens go up beca use of that, is that
going to be false information as far as reporting as opposed
to what is really going down.

| think there is kind of a mandate there that we
woul d support the FDA in their approach to doing this,
despite the fact that as | indicated earlier, perhaps that
now there will be less inspections of the dass I's.

Regarding the nodel itself -- and | think this is
probably where there is going to be a fair anount of

di scussion -- there are two parts to this. |Is the nodel
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reasonabl e, and are the recall and the MDR wei ghts
appropri at e?

| don't see how we can separate those two, so we
w |l just have an open discussion on that and see where that
goes.

Comments on the nodel that has been proposed? Wo
wants to junp in? Don.

MR BARTH Thank you, Dr. Zabransky.

| think the nodel is not reasonable, to begin
wth., It's a start, and there is a difference. In other
words, | think it needs work, it needs refinenent. | think
a |l ot has been said about how it could be refined.

V¢ tal ked about takin g into account inspection
history rather than just the risk of the device. W talked
about elimnating fromthe database that is used one-tine
events, and sonetines one-tinme events can swanp the dat abase
for a given year, in the case of breast inplants or when
there are other devices that nmay have caused problens. |
don't want to pick on anyone, so | won't cite them but they
have happened.

Third-party servicing is perhaps a source of some
of that data, | don't know to what degree, but again,

i nspections woul d not address that issue, and the issue of

user error and taking into account, a Lillian said earlier,
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that some of that may be human factors probl ens which
probably are fair gane for inspection especially with the
new QSR But | would say apart fromthat, the user errors
may reflect nore training issues in the environment in which
the devices are used rather than inspections of factories
where the devi ces are manufact ured.

There is also, as Anita nentioned, conseguences.
Perhaps that is the sane as what | was tal ki ng about before,
under st andi ng how a device is used in its intended use, the
etiology of the disease, if you have got a defibrillator, it
is used on people who are facing i mmnent death, are you
goi ng to penalize peopl e because sone do die, and not take
into account that perhaps all of themwould have died, so I
t hi nk consequences is an inportant issue, as well.

VW heard about process of inspection. |If people
are going to receive nore frequent inspections, then, |
t hi nk sonme energy shoul d be put into addressing the issue of
how fair are the inspections, especially as the speaker from
Medtronic said, there were multiple inspections, and they
felt that they were getting inspected to death. That is one
thing that | got out of that.

Finally, | would just say that industry, this |ist
that came out, | have no doubt that Steve crunched it

properly and it's reflective of whatever data that his team
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was given, but | do think that we need to rationalize that

dat abase. W need to have probably industry and FDA sitting

down, shoul der to shoul der, and goi ng through the database

and accounting for what we consider anonalies, and we have

poi nted out nany al ready.

DR ZABRANSKY: Thank you. Let's just nove right

acr oss.

DR HUGES. | agree with a nunber of things that

Don has said with regards to the risk nodel. Again, it

very good start, very good effort or a beginning point.
| concur with his remarks that it shoul d

i ncorporate nore enphasis on the history of the device

manufacturer. | want to enphasize that. | have the

inmpression fromthis nodel that it nmay be too specific with

regards to device type as opposed to the manufacturer of a

is

particul ar device, so sonehow that needs to be taken into

account in the nodel.

A so, it does bother nme just how long certain

manuf acturers, those of what woul d be considered by the

nodel as either the least risky or the least historically

the least risky or however it is supposed to be phrased,

because in doing these inspections, if a manufacturer has

a

sonme sense that the entity is not going to be reviewed for a

long period of time, say, you know, five years or whatever,
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that that renoves sone bit of incentive, | think, to keep
everyt hi ng above board, that there really needs to be sone
sort of a catalyst to keep the nmanufacturer adhering to good
manuf acturing practices, and | think that there needs to be
sone way to have this sort of elenment of surprise, if you
wll, you know, there.

So, | think that also, you know, we have | ooked at
a nunber of limted case studies here where intuitively,
certain device areas or certain nanufacturers that m ght
kind of slip through the crack according to this nodel, it
just doesn't fit right with an intuitive feel, you know,
such as heart valves and various other device types.

So, | think that maybe there are sone ot her
factors that need to be incorporated into this besides the
MDRs and the recalls, sonething el se that, you know, whether
or not you can place a nunerical score on it or not, I am
not really sure. Possibly you can, and if you can't, then
there should be sone | eeway within the nodel to take into
account these nore qualitative factors or these nore, you
know, feel for what the results are and for the FDA to nake
that kind of adjustment, and not stick too close with
what ever nunbers are com ng out.

So, those are ny general comments on it. | guess,

yes, as far as the weights of the MOR and the recall, you
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know, who knows if they are appropriate. | don't think
anybody can really answer that. | do feel that MOR shoul d
be given |l ess weight than, say, the recall data as
personally, | don't feel very confortable with the MDR with
the MDR -- well, with statistics of the MDR W know t hat
they are not really appropriate, they are not neant to be
used for statistical kind of analysis, so given that,
certainly less weight | can see being placed on it, but
whet her it should be 40 percent, whether it should be 30
percent, | think that is just sonething that the FDA shoul d
be given sone discretion and | eeway as far as playi ng around
wthit, as well as taking into account other factors.

DR PIERON: The first part is a tight question.
The second part | agree whol eheartedly, the 70 percent for
exanpl e, we have to put sone trust in the FDA, and | do put
sonme trust in their determnation even though | do have
difficulties with their listing of conpliance priority,

their conpliance priority nodel

As far as a starting point, | also agree that the
ri sk-based nodel can determne priorities reasonably -- |et
me just put quotes around "reasonably.” | do agree with the
statenents nade by Don to sone extent. | do feel, though

wi thout attenpting to be insulting, that there was sone

hyperbol e. For exanpl e, when sonebody uses a defibrillator
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on one of ny patients, and the patient doesn't survive, we
are not going to blane the conpany unl ess, of course, there
is anintrinsic defect in that defibrillator, and | don't
know of any instance where conpanies are getting sued, for
exanple, if there is user problens, and the device itself is
fully functioning. So, | do think that is a bit hyperbolic.

MR BARTH That's good input to nme. Thanks.

DR PIERON: | do agree again you have to | ook at
the user, and certainly FDA has to | ook at how your device
IS used.

DR ZABRANSKY: Anita.

M5. THHBEAWLT: In listening to ny coll eagues,
sonme thoughts are starting to coal esce as to what it was
when | was reading this naterial prior to the neeting that
bothered me, and | think it is starting to cone together a

little bit.

The first part of that que stion, is the risk-based

nodel used to determne priorities reasonable, the first
thing that junps up at ne is what priorities, is it the
priorities of which products are having the nost problens n
the industry, or is it which firns should we be inspecting
with the [imted resources.

So, | amthinking there are actually two questions

goi ng on here, and taking maybe just the information
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concerning what is going wong with products and trying to
take that and applying it to which firnms should we be

i nspecting and how often and to what extent, | think there
is a disconnect, and | think that is the problemthat I am
having with this.

If you go to the second part of the question, are
the weights used to determne the inportance of MDRs versus
recalls, well, the one thing that hasn't cone up yet is how
many MDRs led to recalls. They are connected in sonme way,
in what way, in what percentage, and so are the weights
appropriate? Don't know. There is not enough information
to nmake that decision, because | don't know what the
relationship is between those two dat abases, what their
interaction is.

So, | think there needs to be some nore thought
put into whether or not, first of all, this particul ar nodel
fills all priorities, and aside fromthat, whether or not
the weights are appropriate based on the rel ati onship of the
i nformation.

DR ZABRANSKY: W are going to skip down to
Li nda.

M5, SMTH Ch, | amnot last this tine.

DR ZABRANSKY: MNo. | will be last.

M5. SMTH | appreciate that. Thank you.
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| have three concerns. First of all, I do not
agree, as ny coll eagues have already said, that the nodel is
reasonabl e, | cannot given the data that | have in front of
me fromtoday and fromour nmaterials, | cannot agree there.

| think that it is nmoving in a direction that is
possi bl e and pl ausi bl e, and the process is ongoing, and I
woul d appl aud those efforts certainly, absolutely, but right
now t hat nodel to nme would not be reasonable as it is.

First of all, I would say there are vari abl es that
haven't been considered in that nodel, and | would like to
| ook at those variables, and if, in fact, the two variabl es
that were used so predomnantly in that nodel, if those are
the variables -- and they are inportant variables -- then,
what happened to the other variables, and do that, | think,
in awy that that woul d be definable.

For exanple, the variables like the history of the
devi ce, the inspection data, the servicing data, the design
data, those are data that could be utilized, and I am not
sure | have seen any of it in the nodel.

The ot her point would be to inprove the MR and
the data -- and we have said this, | think, all day -- is
that the data in the MDR are in question. In terns of the
person doing the reporting, the voluntary reporting forns,

and ny own col | eagues who have used nedi cal devices, in
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their careers, the dissemnation of that information is not
there, it is not readily available, and yes, | certainly
agree that all of us would intuitively know to contact a
firmor a conpany, but that is difficult and sonetimes what
it is, it is just not happening.

So, the MDR needs to be inproved, create an
instrunment that is reliable and valid, and doing that by
working with focus groups, working with expert reviewers,
doing sonme piloting, in other words, this formand this
mechani sm needs to be inproved, and then | think that we
woul d have better data, at |east nore reliable data

The third thing is that we need to inprove, |
think, the effectiveness and efficiency of inspections. |If
our inspectors are looking at only one area, that is to me
inappropriate if that is the case, but to inprove the
effecti veness and efficiency of inspections could be done.

For exanple, as | have nentioned, using
technology, | think there are ways to use technol ogy that
woul d assist in that whol e process. W have things that are
avai |l able. Also, the inspectors, is their inter-rater
reliability, and | say that really not facetiously, but
thinking that if there is a lot of subjectivity in these
inspections, | would think that there woul d be great

variances of inter-rater reliability and that that should be
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reduced absolutely as much as possible and that inspections
shoul d be as objective as possible in reducing the
subj ectivity.

Those woul d be the three things | woul d say.

DR COR\WELL: Again, | would like to start ny
comrents wth a question. It is ny understanding that the
device classification is independent of the priority rank.
I's that correct?

M5. G LL: Yes.

DR COR\VELL: How often are devices reclassified,
if at all? Are they ever reclassified, does a dass Il
stay Aass Il forever?

M5. GLL: Yes. Thereis an effort to reclassify
devi ces currently.

DR COR\VELL: (Ongoi ng.

M5. G LL: Yes. It has been two years | think we
started it.

DR ZABRANSKY: Excuse ne. Lillian just affirnmed
that the device reclassification is going on continually,
and it is ongoing. M know edge, | know it does occur, but
maybe not as fast as sone conpanies would like to see it
occur .

M5. G LL: Absolutely.
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DR ZABRANSKY: The pr oblemis, in sone of these
things, witing the so-called standard for a device, so that
you can change the classification

DR COR\WELL: Thank you. That is an inportant
part of ny commrents because | amunwilling to call the nodel
unreasonable. | think the approach is correct as | have
previously said, but I think it falls short, it stops short
and that new, additional weighting I think could inprove the
nmodel for a couple of reasons.

First of all, I would call the panel nenbers' and
the audi ence's attention to the two slides this norning that
went through specifically the priority rank, device
classification, the specific scores and how that affects the
i nspection frequency and the scope of the inspection.

It becones clear that after all of the work that
is done to assign a priority score, the only thing it really
affects is the scope of the inspection for dass Il and
Aass II/Tier 3. If you are dass |, you are going to get a
limted, 15 percent of those firns are going to get a
l[imted inspection in a given year no matter what your score
is.

Your dass Il, 35 percent of those firns are going
toget alimted inspection no matter what your score is on

a given year. If you are dass IlIl or dass II/Tier 3, you
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wll get 50 percent of those firns will be inspected. The
only difference is whether or not the scope of the
inspection is limted or conprehensive, so after all this
work, the only thing that it affects is the scope of the
inspection for dass IlIl and Aass II/Tier 3.

Then, what happens with that inspection. In ny
area, let's say with the expl osion of |aparoscopic surgery,
if there is 10 firnms that nmake pl astic | aparoscopes, and one
of those firns nakes a product that 15 times in the last two
years has broken off, the plastic has broken off, and we
have to make an open incision to retrieve it, the patient
has suffered sone injury, sone norbidity because of that
devi ce nmal function, that experience goes into cal cul ating
the priority score, and that score is enjoyed or suffered by
all manufacturers of that product, and then based on that
score, the scope of the inspection will be affected
presumably if it is adass IIl or a Aass I[I/Tier 3 device,
but any given nanufacturer has no nore or no | ess chance of
bei ng i nspected than any other regardl ess of the fact that
all of those manufacturers are affected by the mal function
of a single nmanufacturer's device.

So, that is what | nean when | say that after al
the work that has been done, and the direction of it | think

is very well intentioned and is reasonable to ne, the
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direction, it falls short if there is not sone simlar
weighting, as | have been inplying all norning, if thereis
not simlar weighting that goes on, taking into account the
experience of individual manufacturers, and not just the
products across the board.

Regardi ng the second part of the question, are the
recall and MDR wei ghts appropriate, ny honest answer is |
don't know | nmean it is intuitive, and ny intuition is
certainly no better than that of nenbers of FDA here.

| would agree with earlier comrents that the way
to evaluate that is to |l ook at the experience with the
i nspections and see if there is, in fact, sone correlation,
so that the weights could be reevaluated. Qurrently, the
MOR weight is lower, it is 40 percent versus 60 percent for
the recall data, and naybe that shoul d be changed, but I
think that would only be with | ooking retrospectively at the
experiences obtained by the original plan.

DR ZABRANSKY: Thank you. R ta.

M5. ALDRICH | think the nodel is reaso nable.
seens to be a work in progress. | don't think we are
| ooking at a finished product by any neans. It seens to be

based on, as far as the recall and the MOR weights on broad
data rather that on data that has been properly eval uated

for the appropriateness of its use in this context, which I
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guess is really what all of us have been saying, that it
needs refinenment and that the idea of the inherent risk or
safety, as Anita said, seens to be very inportant.

Even if there haven't been a lot of reca |Ils or
there haven't been a lot of failures, if the inpact of the
failure is serious injury or death, necessarily, with some
devi ces, that would be the inpact, that that ought to count
fairly heavily also, and there should be a way to factor
that into the rankings.

DR ZABRANSKY: | was intrigued by this table
here, which | guess shows the distribution, |I believe is
showi ng the distribution of the nmassive charts that are in
here, and yet we heard this norning that perhaps only we are
going to be | ooking at those that are in the high category
and differentiating those.

| would |like to have seen a nore noda
di stribution based upon the nunbers, in other words, that
there would be a natural break in the chart, and the problem
isif we are going to add nore variables to what we are
doi ng, nore than what we have here now, you will never get a
nodal distribution of categories, and then it is going to be
an arbitrary decision as to where that cutoff should be in
t he nunber of inspections, is it going to be at the 70 poi nt

or the 90 point, and so forth.
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Based upon that, the nodel is far from being
conplete. It needs a lot of carving. It is not even ready
for sanding yet. The inspector's inspection history of the
conpany has to cone into play here, there is no doubt about
t hat .

The other concern | woul d have, the other part of
that is, is in a conpany that has an excellent history, and
now all of a sudden either is taken over by another conpany
and starts naking a poorer or |lesser quality product, or for
sonme reason has a problemw th a new product, the history is
not going to be helpful there, it is going to be m sl eadi ng.

The i nspection process nust be definitely
standardi zed. | don't know how true it was, one of the
comrenters fromthe audi ence nentioned this norning that the
i nspectors do not necessarily know what is going on here
within the inner belt, they don't take to each other. |
don't knowif that is true or not, but if it is true, then,
the inspection process has to be definitely standardi zed.

| know for a fact with sone of the devices that
are associ ated wi th m crobi ol ogy manufacturers or
m cr obi ol ogy device manufacturers, that is, conpanies in the
M dwest do not get the sane inspection that a conpany does
here in the East Coast, it's a different category of

i nspect ors.
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Most of the industries associated with
phar maceutical s and sone of these are on the East Coast, and
therefore, the inspectors in the mddle of the country do
not get the sane equal treatnent or |ess than equal
treat nent.

V¢ definitely somehow have to focus on nore
vari abl es, but again, by doing that, the caveat is going to
be it is going to just nmuddy the waters as to where a break
point is going to be established for the inspectors to
deci de when they should go in.

If I had to base ny decision about whether this
nodel is reasonabl e based upon this list that is in front of
me -- and | amnot being critical of the efforts that were
put intoit -- | wuld have to say no, it is not reasonabl e.
| think that there is alot of things on this list that I am
very surprised to even seeing near the top, and | see things
at the bottomthat | feel should be inspected nore
frequently only based upon ny own personal experience.

That is ny basic comrent, so again, to reiterate,
| think we are going in the right direction, but somehow it
needs a lot nore refinenent before it is put into place, and
| don't know how nmuch |onger that is going to take and how

many nore di scussions and commttee neetings or advice that
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is going to be required fromthe panel for that particul ar
pr ocess.

Does anybody el se want to comment on the nodel at
this point before we nove on to the next question? Dr.
Pi eroni.

DR PIERON: | just want to follow up on the
i nspections. The difference, maybe we know why there is a
di screpancy between inspections. | know, for exanple, the
IRS audits -- we get back to the IRS -- it audits different
cities, different rates, and this seens it is better to nove
tothe city with the low rate obviously, but why is this
occurring as far as FDA inspections, and what is the
magni t ude of the divergence?

M5. GLL: O why there are different inspections
indfferent --

DR PIERONI: Localities.

DR ZABRANSKY: Excuse nme. This actually even is
comng into the next question here, the scope of the
i nspections, so we are noving into the next question.

M5. G LL: Soneone nmade -- | think it was M.
Kl epi nski -- made this norning the cooment that | don't run
the field, that they are not under ne, and part of the
answer to that question is how the nmanagenent of each

district office, once they are given priorities, and if they
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are not, howthey determne priorities, where they send
peopl e and how in depth the inspection is, which should be
dictated by the program but sonetines, you know, people are
different, and they not with the inspectors, but your
question was why there is such a variability in nunbers and
types of inspections conducted across the country.

DR PIERONI: Yes.

M5. GQLL: It probably is different as the
investigators we have. W try out best to standardize sone
of that. W had a trenendous training effort a coupl e of
years ago, and we do have anot her one ongoing for the
quality systens reg and the inspections on that, but try as
we can, sone of that is driven by workload in the districts,
conpeting priorities for device tine and device inspection
work and drug work, as well, so a couple of different
factors drive that.

DR PIERON: | can understand why manufacturers
coul d be unhappy with the disparity.

DR ZABRANSKY: | would Ii ke to nove on to the
next question relating to the inspection process itself and
the scope of the inspection. To ne, naybe there aren't even
enough questions here.

Are inspections -- should all inspections -- |

assume this means should all inspections be [imted or
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directed inspections, in other words, directed at a specific
conplaint to recall problen?

Now, if | read that question correctly -- and
again, Lillian, I amgoing to have to ask you to get up --
why don't you maybe just take chair at the end of the table
just in case -- by this, is it inplying or inferring that
there will be no |longer routine inspections? | don't think
that is what is nmeant by that question. Could you clarify
that question first?

M5. G LL: The question asks about the scope, and
should all inspections be limted or directed inspections.
| think | had a slide up earlier that showed there woul d be
a shortfall in resources if we carried through with the plan
that says dass IIl and AQass I/ Tier 3 are conprehensive.
So the question goes to should all inspections be limted
i nspections, and not the conprehensive.

DR ZABRANSKY: | see. Al right.

Comment? W are going to start with Linda, M.
Smth, at the other end this time. Al right?

M5. SMTH The first red flag with that sentence
is the word "all.” | hesitate to do anything in the all or
not hi ng node, and there may even be sone rel evance to spot

i nspections or unannounced, | amnot sure. | don't know
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about that process enough, but |I would say all inspections
[imted or directed.

| think that given the nodel that is being
presented right now, if that question is based on the nodel,
| would say no, that would be just ny sense that al
i nspections based on that, no, that there is some work that
needs to be done first before | could recomend that.

DR OCORNWELL: | would agree. Actually, if you
accept the premse of the nodel, which is that priority rank
from100 to 70 for dass Ill and dass II/Tier 3 would
direct that a conprehensive inspection be done for half of
those firns, then, it answers itself, that the inspections
that would be limted as far as Qass IlIl and Aass II/Tier
3 goes, woul d be only those manufacturers of devices that
have a priority rank that is 69 or |ess.

Again, this nodel as proposed does not affect the
frequency of inspection; it only affects the scope of the
inspection as it relates to dass IIl and AQass I/ Tier 3.
So, | actually would support, with all the caveats nade in
the preceding question, and if we accept that with its
caveats, ny answer would be that, no, the limted scope
shoul d be as you suggest on your two tables, only for those

with the lower priority ranks.
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M5. ALDRICH Do | understand correctly that
[imted neans |ike a routine inspection, what is nornally
consi dered just a routine inspection?

M5. ALL: Yes, as described in the program
because they are directed to conduct |limted inspections
first.

M5. ALDRICH | think in ternms of cost
effectiveness, it would seemthat a limted inspection plus
apparently there is going to be a 20-hour add-on anyway for
the design control, which takes us up to 44 hours for what
looks like alimted inspection, seens to be a generous
amount of tine for evaluating program

Then, if serious problens are found, as was said
before, the inspection could be termnated and a nore
conpr ehensi ve one schedul ed later, but in keeping with the
thrust of all of this, which seens to be how to naxi mze
limted resources, | would think that all inspections should
be routine, and the 20 hours for design control on top of
that nmay be hard enough to nanage.

DR ZABRANSKY: M. Thibeault, can we junp to you?

M5. TH BEAULT: In thinking about this question,
the thing that cane to mnd is this question that says, for
i nstance, should dass IIl devices be inspected on a

conpr ehensi ve basis regardl ess of the past history.
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The problemthat | have with that question is that
not all dass Ill devices are what you mght think are
significant intended use, they are placed in dass I
sinply because they have never been seen before or they are
a new technol ogy, they are not substantially equivalent to
anything on the market.

Vel |, that means that sone of those are not going
to be as inportant as others, and so to say that just
because you are a A ass |1l device manufacturer, you get a
conpr ehensi ve inspection no matter what isn't really a fair
approach to that elenment of the industry.

And then to go on the other side and say, well,
dass | and AQass Il's should always have limted
surveillance, well, that isn't a correct assunption either
because sonme dass Il's, which were pre-anmendnent, or maybe
are significant and nmay be a new device that is
substantially equivalent, but different, mght have nore
serious consequences than not, so neither one is an al
situation, neither one fits correctly.

So, | think again there is sone limtations to the
nodel, there are sone things that need to be considered, and
it needs to be considered in a light of being correct and
fair to all considerations, not to penalize one side or the

other, and to correctly devise a nodel that has the right
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| evel of probability of errors, so that both sides are
protected as nmuch as possi bl e.

DR PIERON: Again we get back to the priority
nmodel and its being updated, how often is it updated, and
this needs to be updated continuously because a | ot of what
we are speaki ng about depends upon the accuracy of this.

As far as the statenment nade by Anita, as far as
Adass | and Il being problematic, | would Iike to know the
statistics of this, how often do we have naj or problens, for
exanple, with dass | and Il devices. Could you answer
t hat ?

M5. GQLL: COf the top of ny head, | don't have
any statistics on the failure rates for devices --

DR PIERON: It is very difficult for me to judge
how to eval uate sonmething when | really don't have the dat a,
| don't have the statistics, and | do think it is incunbent
upon the FDA to produce this data for us to nake intelligent
decisions, and at this stage, | believe this is | ow
nmorbidity and | ow reports of incidents, but |I don't know,
and it seens that you don't know, so | would hold this
abeyance until | get the data.

DR ZABRANSKY: Dr. Hughes.

DR HUGES. | wll try to be very, very brief on

this. As far as the scope of the inspection, it seens |ike
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you are tal king about having two tiers of inspection and
that being limted or conprehensive, and I think it very
wel I just depends on the circunstances of each device type
and nmanufacture as to whether it should be limted or

conpr ehensi ve regardl ess of the class, you know, dass I,

I'l, you know, Il1/Tier 3, dass IIl. | leave it to the FDA's
discretion to determne just how extensive it shoul d be.

DR ZABRANSKY: Don.

MR BARTH It seens to ne that all inspections
should start as limted, okay, because the resources and the
time, two weeks versus three days | think we said earlier
are just so dramatically different.

| can't see a justification for routinely doing
conpr ehensi ve i nvestigations of a manufacturer who nay be
fully in control and doing a great job by everybody's
estimation. It just seens to nme it is a waste, even though
the category of the device may be risky, they are in control
by all the requirenents, so why are they nmandated to go
t hrough a conprehensive every tine. That just doesn't add
up to ne.

| would prefer limted, and the limted | ooks at
the conpl aint handling system nedical device reporting,
tracking, failure investigations, internal audits, the fact

that they are being done, you know, fairly extensive, and
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the neaty things are part of the limted investigation, and
the good investigator can sniff out things that are wong.
They are very experienced, they go around, they do this.

If there is a problem | guess ny preference woul d
be -- | amKkind of maybe providi ng unwant ed coachi ng now, so
this all can be disregarded entirely by you -- but it seens
tonme that to leap into -- to say, okay, we are |eaving and
tonorrow we are com ng back, you know, to kill you
basi cal | y, because we found serious problens, it would seem
tome the right thing to do would be to say to the
manuf acturer, | ook, we found inconsistencies or things that
are a problem and we are going to stop the limted
i nvestigation and now we require an expl anation fromyou on
the spot, what is going on here, because they nay have that
expl anation, rather than just to go into a kill node.

Then, it seens to ne if the explanation is not
sufficient, then, perhaps you kick into sonething different,
nor e expansi ve, perhaps conprehensive at that tine.

So, | would prefer limted for everyone to begin
with, and I would say even the frequency of the inspections,
if you take into account inspection history, should go down.
Sone al gorithmshould drive the frequency down if there is a
good record of conpliance.

So those are ny comments.
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DR ZABRANSKY: Thank you. Your comments earlier
there, Don, | agree with. | think that as nmuch as possi bl e,
the inspection should be limted. | think that based upon
the track record of the conpany, that they have not had
particul ar repeated problens, or with any of the devices,
should retain that inspection rate or inspection frequency
on a limted basis.

Shoul d the conpany have problens overall with a
variety of devices, then, | think that they shoul d be
stepped up to a high level, conprehensive if you will, and
simlarly, if a particular device keeps comng back on the
conpl ai nt schedul e, then, the conpany shoul d be put on the
spot, you know, asked what is going on and nmaybe a
conpr ehensi ve i nspection at that point.

There is no doubt about it that the issue of a
Aass Il device, perhaps being lowrisk, is a definite
possibility, and | have a real problem | don't know how you
draw the line on that, and this is what Anita was referring
to. | think there are a ot of devices out there |ike that
for which, in the case again with | aboratory devices, those
for which there have been no standards witten, and they are
going to retain that status until a standard is witten.

Vell, the FDAis not witing the standard. They

are asking the third party consultants, so to speak, to
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wite those standards, and they are not doing it either.
Consequent |y, sone of these devices stay as dass Ill, and
t hose should not be. Sonehow we have to cone into an
exam nation of these types of devices, and perhaps | ower
that frequency of inspection.

Bob, did you have a further comrent?

DR PIERON: | just had a comment to your
comrent, if you don't mnd. You nentioned sone inport of
the track record of the device manufacturer, and what about
the all too frequent changes in nerges, changes in
managenent, and changes in the bottomline, and how t hat can
affect the quality control of a particular conpany.

DR ZABRANSKY: | don't think it is the FDA's role
to get into the economcs of the conpany.

DR PIERON: But | nean in | ooking at any one
conpany, it is not imutable, things are going to change,
and that is why it is why it is very difficult to say
because one conpany has a decent track record, we have seen
great conpani es go downhill because of catastrophic events.

DR. ZABRANSKY: Let's look at the second part of
that scope. 1Is there additional benefit to conducting in-
depth inspections of Qass IlIl and Aass II/Tier 3 if, |
guess, only a few problens are found initially? So, in

other words, if you only find a few problens with the A ass
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II/Tier 3 or adass Ill device during the [imted
i nspections, should we back off? |Is that what we are
sayi ng?

W are going to start with Anita this tine and go
t hat way.

M5. TH BEAULT: Having done a | ot of what is now
call ed assessnents nyself, usually, if you are going to find
problens that are systematic with the quality system you
find themfairly early by | ooking at sonme key, what | cal
signal s of the system feedbacks, things that the system
provides you information that lets you know how it is
wor ki ng.

So, | really think that if a group of
i nvestigators or one investigator was doing an
investigation, and wasn't finding any problens by doing a
limted inspection, then, it is probably Iike that they are
not going to find sone serious problens, what they woul d
find if they continued | ooki ng woul d be sone m nor probl ens,
sone human error probl ens, but probably not sone systemc
problens if the limted inspection was done very
aggressively in terns of |ooking for those system probl ens.

So, | don't think there is any additional benefit,

if youdon't find it initially, you probably are going to be
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just digging and digging to try to find the little things
that, you know, sonetines go wong that we all have.

DR PIERON: There are problens and there are
problens, and as | see it, death is a major probl emeven
though we are all going to face that some day. There are
also injuries of various types, mnor injuries and severe
injuries, and then there are conplaints which mght be
nmeritorious.

So, to nme, using the termif a few problens are
found initially, again, what type of problens are we talking
about, are we tal ki ng about people dying, are we tal king
about one death, are we tal king about scores of deaths? So,
really, | would like to have that qualified, and if | do
find that people are dying and that there are severe
physi cal consequences, | certainly would want a nore
ri gorous inspection.

Onh the other hand, if I find frivol ous conpl aints,
and sonet hing that cannot be substantiated, ny feeling would
be just the opposite.

M5. ALL: If I could just add for a nonment to
clarify that question, it was really getting at what Anita
just addressed, and if |ooking at those key itens in the
[imted inspection, you don't find problens which we

consider would give it a situation, one, or are serious
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enough for the Agency to consider sonme type of action, is it
wort hwhil e to conti nue.

If there are problens and there are deaths
associated with the device, then, we are on a different
track for the inspection of that firm

DR ZABRANSKY: Dr. Hughes.

DR HUZRES. Let's see. WlIl, certainly we want
to preserve FDA's |imted resources as best possible, so
given that, it doesn't seemthat there should be additional
inspection if it appears that there aren't any probl ens, but
| think what bothers nme about the statenent is if few
problens are found initially, what concerns ne about this is
that slacking off on inspections, that is, not being as
conprehensi ve as possible, for that to becone, you know, say
habi tual , you know, because of the history, because a
manuf acturer is indeed a good perforner, | can't quite go
all the way there on this particul ar statenent.

| do believe that a good nmanufacturer of a good
product shoul d be rewarded w thout having -- that it shoul d
be rewarded by not having to be ratcheted, but at the same
time, | think that there should be sonme teeth there that the
FDA has to go and do a full-fledged, conprehensive every

once in a while.

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



Again, it is this issue of keeping the
manuf acturer on his toes, her toes, and assuring that good
manuf acturing practices are i ndeed adhered to, and just the
idea that the FDA could conme in and do a nmuch nore thorough
review at any time, | think is sonmething that needs to be
mai ntai ned as part of the FDA' s repertoire.

MR BARTH (ne thing | wanted to nmention while we
are on the topic of the scope of inspection is many
manuf acturers nake A ass Il and |1l devices, it is pretty
routine actually, and one thing you woul d want to consi der
seriously is in doing an inspection by whatever frequency
and scope we decide or you decide is appropriate, that at
least it be confined to the area of the concern, in other
words, to subject dass Il production lines to repeated
i nspections just because the sane factory in another area
happens to nake a A ass Il device, | think would be to ne
overkill.

That is kind of a point that wasn't nmade in any
other area of discussion. | just want to raise that again.
I n other words, the focus ought to be on the probl em
specifically, and not have too wi de of a sweeping net.

But getting back to this question in terns of the
few problens, | think, Lillian, fromyour statenent, it is

very clear -- and | know that you guys know when you have a
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serious problemand when there are just sinply a few
problens -- and if there is a pattern of problens, say, from
a previous inspection and also this one, that kicks you into
a new ballgane. |If they are serious problens resulting in
deaths or serious injuries, that kicks you into a new
bal | gane. Everyone knows that, no secret.

But if there are just a few problens that can be
corrected on the spot, or with alittle followon, | would
say it shouldn't kick in and go into a higher gear.

DR ZABRANSKY: Rta, | amgoing to pick on you.

M5. ALDRICH | amjust trying to nmake sure we are
all anake. | really see this question as being the sane as
the previous question, so ny answer is the same as to the
previous question, that all inspections it woul d appear
should be routine at the outset, and if -- that is what this
is saying -- few problens are found initially, you just make
it aroutine inspection and go away.

So, ny answer is the sane as it was, that | would
conduct all of the inspections as limted, routine
i nspections, and sort of the inverse of the way this is
stated, if you find serious problens, then you progress to
an i n-depth inspection.

DR CORN\VELL: | think we should very carefully

wei gh the answer to this question, because if we do that, if
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all initial inspections are [imted, then, we can toss the
whol e nodel, because that nmeans your dass IlIl or dass
II/Tier 3, you get a limted inspection initially, with 50
percent frequency or half of those firnms will get it in a
given year, if you are dass Il, 35 percent; dass |, 15
per cent .

So, all the discussion about MDR versus recal
data, you don't have to worry about that nodel because the
priority score doesn't matter. No natter what your priority
score is, you will get a frequency of inspection based on
your class, which may or may not change this year, and the
scope of the inspectionis going to be limted, and if it
only becomnes conprehensive based on the history of that firm
-- which is what | suggested before should be part of it --
but it is not part of this nodel as it currently exists, so
if we conclude that the initial inspection should only, and
always only, be limted unless there is sone other
conpel | i ng reason based on that individual manufacturer's
hi story, then, we go back to this nodel being kind of tossed
out.

Not know ng enough about the scope of
conprehensi ve versus limted examnations, | ama little

unconfortable with that on the face of it, but | can't claim
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experti se enough, because ny know edge of the scope of
inspection is based on what is being testified here.

So, | ama little uneasy with throw ng out
conpr ehensi ve exans on a routine surveillance basis.

M5. SMTH | agree with Dr. Cornwell, and | woul d
like to just say on that point that there would need to be,
| think, sonme nmechanismfor FDA -- and this has been said
before, so | won't bel abor the point -- but that there woul d
be some nechani smfor FDA to nmake sone spot checks or random
checks, and I would just like to tell alittle story, and
that is the State of Florida in terns of nursing |icensure
for registered professional nurses.

Oiginally, they decided when they noved to
mandat ory continui ng education for all RN's, they deci ded
that they were going to collect data on every RN in the
state. It got to be so incredibly cunbersone and al so
i npossi ble that they could track of all these data, that
they went to a 20 percent ruling, and that they woul d every
two years spotcheck 20 percent of all folks to see who --
just checking, in terns of just checking for conpliance to
the rule that says you nust maintain continuing education,
you have to have a certain nunber of continuing ed. units,

and that has been effective. It is effective for Florida,

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



aj h

for the State, it is also effective in terns of the idea
that that is what they are trying to do.

So, that was just one point | wanted to nmake, and
the other, when | see few probl ens, and ny col | eagues have
al ready brought up the point what are probl ens, define that,
| think that there are ways to nake | evels out of problens
and to prioritize problens if you have statistically sound
data that can put your cut points, is it |low, nedium high
or whatever, that can be denonstrated statistically.

| think there is a way to do that when you are
| ooking at what is the level of problem and when | am
| ooking at level of problem if I aman inspector, | am
| ooking through this file and I amtrying to think, well,
what would be a red flag for me as I am| ooki ng through a
conplaint file.

| have every intention this afternoon to wite a
letter to Double-Tree Hotel and tell themthat this norning,
at 0500 hours, | was awakened by the al arm cl ock whi ch was
erroneously set, which | didn't really care for. | have
every intention to wite that conplaint letter, however, is
that alarmwith ny alarmclock at the sane caliber as a fire
| ock, no, absolutely not, and it woul d never, never be
treated that way, so | would say yes, there are ways to put

| evel s on those probl ens.
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DR ZABRANSKY: The problemw th this prem se, and
| think Dr. Cornwell hit at it, is that the issue of having
limted inspections for all of these devices particularly
could be a problem |If there is a brand-new dass |11
device, and it was the first time nmade by this conpany,
first time out there, | think that whol e approach of dealing
with that device should be al nost a conprehensive revi ew.

Then, at that point, should that | ook okay, then,
perhaps the nore limted inspections with the little nore
limted surveys could go into place.

The concept of limted inspections requires that
there be certain key, very specific questions, that can
really get to the root of a natter very easily. | have
i nspected | aboratories, and that is the only thing I have
ever inspected other than ny own.

| know what to look for. | have a list that is
provided to ne by the Coll ege of American Pat hol ogi sts, and
that list is a quarter inch thick of questions, but there

are certain questions that they provide that I know what to

| ook for, I know what kind of docunments to look at if | want
to find out what is going on. It is the old adage, you
know, if it looks dirty, it is dirty. | think that is what

you were referring to before.
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So, that sort of alist, if youwll, of key
questions shoul d sonehow be uniformfor all inspectors, and
all inspectors should sonmehow -- and | know you may not have
full control over this, Lillian -- but sonehow as
i nspectors, hopefully, they have inspector colleges that
they put their two cents in, and are able to upgrade the
i nspection process, so that all the inspectors are on the
sane page when they walk into a facility.

MR BARTH Thank you, Dr. Zabransky. | woul d
like to just for a noment shed a little light, | hope, for
Dr. Cornwell, on ny perception of conprehensive and |imted.

The limted inspection is very effective for
uncovering evidence of problens because it | ooks at
conplaint files, it |ooks at mandated reports, it |ooks at
mandated audit activities, in those cases, not necessarily
the results of the activities, but the fact that they have a
process, they are consistent.

Conprehensiv e is very w de-sweeping and really is
not | ooking so nmuch at evidence of problens as it is
exhaustively looking at all the processes in the factory.

For instance, we have several thousand devices
that are used in neasurenents around the factory. Al of
themare required to be calibrated if they are used for

inspection and testing activities, and they are, but if an
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i nspector wanted to check the calibrations, the inspector
coul d spend two weeks just doing that.

If the inspector wanted to ensure the traini ng
records for all the operators who are involved along all the
lines and nmaking all the devices, you could take two weeks
doing that. If you wanted to |l ook at all of the processes
having to do with clean roons and check that all the sign-
offs and the dates were done, and that they are using
updat ed records, you coul d take two weeks doi ng that.

Conpr ehensi ve exam nations are very, very |less
focused on a problemor the evidence of problens as they are
on just the running of the daily operation of a factory. If
you don't have problens, if there is no snoke and no fire,
then, | guess, you know, then, you could probably stop
| ooking, but if you do the conprehensive thing, basically,
you are | ooking at the foundations exhaustively.

| amnot sure, as a routine thing, that is a good
use of resources.

DR OCOR\VELL: Don, let ne just ask you a foll ow
up question, because | appreciate that clarification. Mybe
the termshoul d be focused or directed instead of limted,
because it doesn't sound like it is so limted as you

describe it.
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But then do we need this nodel for prioritization?
| mean why do we even need it? |If you are a dass IIll, you
will get alimted inspection half the tine roughly?

MR BARTH | would say that it is a starting
point. You know, ny vote to begin with was that it was not
a reasonabl e nodel, okay, because just for the difficulties
we are having with it right now

| think you do have to take into account the
existing data, and MDRis a regulation, and recall activity
is regulated, as well, so data does exist. To the degree
that we have qualified it, it has got to be |ooked at and
rationalized, but I would say that it is much nore conpl ex
t han what has been shown here.

DR CORN\VELL: But what you are saying doesn't
take into account the data. |If we ook at the proposal as
it is here, and we take into account your proposal that it
start as just alimted exam and it becones nore
conprehensive -- just to use the termnol ogy that has been
given -- it becomes nore conprehensive only based on
probl ens as previously described, then, we really don't need
the nodel, the prioritization nodel, because the frequency
of the examnation is driven by your class, not by the

priority score, so we really don't need this.
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MR BARTH You are absolutely right, this thing
could change in a heartbeat if we took everything into
account that was said today, you are absolutely right. The
nodel nay really al nost be a discussion starting point, and
not even an actual operational nodel, which is fine, because
we need to start the dial ogue sonewhere, if we want to sol ve
t he basi c probl emof shrinking resources and shri nking
budgets, and yet you still need to protect the public health
to have sone assurance of that.

M5. SMTH Could | just ask a clarification?

Don, would you just tell ne if | understand this correctly,
you are saying that even wi th conprehensive eval uations from
inspectors, that it really probably doesn't -- it could mss
maj or collections of data?

MR BARTH (h, easily.

M5. SMTH You obvio usly have to self-report. |Is
this self-reporting nmechani smnore valid?

MR BARTH Now, when you say "self-report,"” you
nmean MDRs?

M5. SMTH Self-report as --

MR BARTH Voluntary reporting?

M5. SMTH In terns of design and conpliance, you

fill out some self-report forns?
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MR BARTH W have a certain anount of reporting
that is required. Under the MOR rule, we have to supply a
report on death, serious injuries, and nal functions, the
manuf acturer does, and that is where the bulk of it comnes
from

V¢ al so have to report -- recalls under certain
ci rcunst ances can be voluntary, so you can report them or
not. Mst of themare reported just because you don't want
the FDA to find out about themtwo years |ater and second-
guess you, and then you have to go out and do themall over
again, so usually, they are reported voluntarily, so there
is that.

But QW data generally is held in the factory for
inspectors to view at the factory.

M5. SMTH Do you think that subm ssion of self-
report data coul d be expanded and becone nore reliable for
the FDA, is that an option?

MR BARTH Well, actually, | would go the other
way. | think ny opinion is that the new GW, the (BR now
opens up areas of design inspection and validation of
design, and those records with the experts are in the
factories, and because they are available for inspection at

t he source, where you have the experts able to comrent on
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them that |ess data should be sent to FDA That is ny
opi ni on.

M5. SMTH Thank you.

MB. ALDRICH Just a clarification. Ve seemto be

tal king about prioritization systemas only determning the
scope of the inspection, but one of the slides that was put
up this nmorning was that it is an alternative approach to
the biennial inspection, and changes the -- it is a new
tiered approach to routine surveillance. Mybe we are
overl ooking that, that is one of the big changes, and that
br oadeni ng the inspection coverage was only one out of the
four points.

DR CORNWELL: W will let M. GIl answer that,
but | nean the information | heard is that the conpliance
with the directive towards frequency of examnation i s not
t here because of |ack of resources. Roughly, only half of
manuf acturers that are supposed to be inspected are being
inspected, and that the premse here is that given these
limted resources, nmaybe that inspection could be directed
at areas that hopefully will nore beneficially yield
what ever probl ens there are.

So, what we are tal king about is directing these

resources towards places that are problens, so it is an
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alternative to the theoretic that is not occurring right
NOW.

DR ZABRANSKY: Don, | want to come back to
sonething you just said. You said that with the new (BR
type of inspections, that a lot of the data is on hand, so
we don't have to send it to the FDA, and it is therefore
avai | abl e for inspection when they show up.

Vell, if we are going to cut back on the
i nspections, howis the FDA going to find out about it? |
nmean we have got a di chotony here.

MR BARTH Because a focused inspect ion or a
[imted inspection, whatever you want to call it, wll |ook
at the evidence of problens. They will ook in those
mandates repositories, conplaint files, MORfiles, recalls,
whi ch are the evidence of problens occurring in the field
under actual operation, and that will then give FDA a
poi nter as to where they want to | ook at that time.

In the absence of problens, you are absol utely
right. 1 would say don't look. |If no snoke is com ng,
there is no fire there, so don't |ook. Ckay. But where
there are problens, and where there is evidence or a pattern
of not conplying nore than a problem then, | would say that

an investigator will find that and be to fol |l ow up.
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DR ZABRANSKY: Any other comments on this
particul ar issue?

MR BARTH (ne final comment. | know | am
ringing an old, old bell here, and it has been heard again
tinme and tine again during this neeting, but for those of us
that are international shippers -- and many of the |arge
conpani es are who probably account for a |lot of the devices
-- in order to ship to the European environnent, we nust
nmeet the inspection requirenents, and they do fairly
ri gorous, conprehensive inspections in addition, and so it
isnot as if it is just an FDA failsafe, you know, there are
other nations, there are other systens, there are other
peopl e | ooki ng, as wel|.

That doesn't let FDA off the hook at all, you have
got your mandated responsibility, but the novenent towards
quality systens, as described by the speaker from Medtronic
this norning, is really in place and being used as a
regul atory systemin Europe today.

DR ZABRANSKY: Let's take a break for 15 m nutes.
W have two nore issues to discuss. The last one is nuch
nore philosophical. Let's resune at 20 after, please.

[ Recess. ]

DR ZABRANSKY: W would like to nove on to the

next issue, which has to do with the frequency and scope for
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dass Il and Aass | devices, and Ms. A1l would like to
read or give a clarification of the question.

M5. G LL: This question primarily asks the
guestion do you agree that we woul d be providi ng adequat e
coverage for dass Il and AQass | devices, and it says if
t he infrequency renai ns unchanged, in other words, if we
don't go any nore often than what you see indicated here,
shoul d we do a nore conprehensive | ook at the entire
process. And that's it. W won't be in there as often, and
should we do a nore thorough ook at what is going on in the
firm

M5. ALDRICH | guess since we have al ready been
asked this question a couple of tines in terns of should al
inspections be imted, which | guess is sort of the same
question again, but in a different context, you can take
various pathways to save resources or maxi mze your use of
resources, and | have been saying to nenbers here that we
faced this problemin our own programin New York, and we
have cone to a different deci sion.

Qur decision was to abbreviate the inspections,
exenpt sone firns frominspections if they had an excel |l ent
i nspection history, but to get there on a regular basis, and

not to change the interval, the frequency of inspection.
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| can see that FDA is going in a different
direction, |looking at a change in the frequency. | think
either way is acceptable, but | don't think that they can
manage to get the benefit that they want if they start to
increase the length of the inspections.

So, it seens to nme that all of the inspections
should remain limted or | would prefer the word "routine,"
unl ess there are indications in the inspection that there
are severe problens and that those need to be addressed by a
conpr ehensi ve i nspecti on.

DR COR\WELL: | frankly don't think that you have
the resources to increase the frequency or, for that matter,
t he scope of your inspection for dass | and d ass |
devices. It looks |like the scope of a conprehensive or the
tinme it takes for a conprehensive examis roughly three
times what it takes for a limted exam so | would say
probably not, but then it raises the stakes for nore
scrutiny as to what the class of a product is.

By way of exanple, sonething we were jus t talking
about, in Anerica in the '50s, you coul d nmake the argument
that a condommaght be a AQass | or a dass Il, but in
Anerica in the '90s, with HV and other sexually transmtted
di sease, and babi es havi ng babies is probably our biggest

soci al problem you can nake the case that a condom shoul d
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be a dass Ill item so that the classification, if you
don't increase the frequency or the scope of the inspection,
then, the accurate classification becomes critical.

M5. SMTH | have a real concern with t he word
"exenpt" just because | don't think that shoul d ever happen.
| do think that there nmust be a way to | ook at regul ation as
being the mninumto naintain conpliance, and that is our
goal, is just to make sure that the public or the consuner
is going to be protected w thout overburdening any industry
and certainly w thout working against creativity and worki ng
against things that will ultimately benefit all of us in the
future.

So, that is the dilemma | think the FDAis in, and
certainly the dilemma that | amin, but | do have a probl em
with the word "exenpt" there. There could be a way, as |
nmenti oned before, sone nechanismto assure the conpliance.

| woul d, though, |ook at sonething that has been
troubling ne for sone weeks, and that is that if we change
frequency -- "we" neaning FDA -- if we change sonehow t he
frequency or scope of inspection, looking at it across the
board, whatever way we are doing that, if we change it from
what it used to be, in other words, |ess than sonething that
fornerly existed, what sort of incredible liability is the
FDA goi ng to be facing.
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| amthinking of Value Jet and | amt hinking of
the FAA, and the work now that is being done agai nst the FAA
because of their changes or their practices, and | am not
sure | know all of those details, |I do know that they are
carrying a trenendous burden because of the change, and I
wonder if we could please just keep that liability issue in
mnd as we look at all of this.

DR ZABRANSKY: Don.

MR BARTH | think what you have got sh own there
is fine for Aass | and Aass II, because as Dr. Cornwel |
points out, regardless of the priority rank, their frequency
and scope is the sane.

| wouldn't be too concerned either about like in
the Qass I, it looks like it is working out to be about
once every six years or even |less than that, because nmany,
many O ass | devices are accessories or they are used in
conjunction with other dass Il or Ill devices, and if there
are problens with them they energe in that setting usually,
not as a stand-al one device by thenselves, and as a
classified device, dass | is subject just to general
controls, it has been deened to be |ow risk

So, it seens to me that you hit the noney on that

one.
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DR HUGES. | think as | have stated before, |I am
concerned about the industry getting into a node of
conpl acency in terns of how inspections cone about. So, in
| ooking at this particular question, this issue of the
frequency, | amreally not that confortable with the O ass
II's in particular, and dass |'s somewhat, with the limted
frequency on the order of, say, 7 to 10 years or whatever
because | think that is what you said for those that come
out lowon the priority scale, it would be on the order of 7
to 10 years between inspections, sonething |ike that.

| think froma general public perspective, as well
as froman industry perspective, you know, the manufacturer
shoul d be prepared for nore frequent inspections than that
even for the sinplest of devices, that these sinple devices,
| tend to think a nunber of themwould have sone sort of
mass distribution, and if there is sone problem it has the
potential to affect a large, |arge nunber of people, and
this can occur in unforeseen ways.

So, as far as frequency of inspection, | would
feel nore confortable with nore frequency. Exactly how you
are going to get it under the circunstances, | don't know,
but I just wanted to put plug in for nore frequent
i nspections, and | think we have covered fairly adequately

about the scope of inspections.
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DR PIERON: Consider ing the limted resources of

the FDA, | go along with the proposed plan, but | would
enphasi ze that we are speaking about Aass Il, and dass ||
includes the use, until we decided not to use,
defibrillators and apnea nonitors. They are not as
inmportant as an alarmclock, for exanple, but the point is
t hese are obviously major itens.

So, it is going to depend on the type of
conplaints that are received by the FDA the severity of the
conplaints. Again, |ooking at the resources thensel ves, |
woul d go along with the proposed pl an.

M5. TH BEAULT: | also would go along with the
proposed plan especially since if we believe in what we said
just before break, that is, that the nodel of alimted
inspection would find problens with a quality systemif they
were there, if those inspections were perfornmed in a
standardi zed way, and wi th vigorous application, then, there
IS no reason to increase the coverage because if we believe
in that nodel, then, that nodel should work, and of course,
that is based on the assunption that the quality and the
consi stent approach of the inspections would be there.
mean that is the assunption on which we build, saying, yes,

this would work fi ne.
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DR ZABRANSKY: | certainly would not want to see
the frequency decrease any further than what is the plan,
whi ch mght occur as further cutbacks occur. Therefore, |
think it is going to be very critical that certain key itens
be standardi zed for the inspection process, and again, to
reiterate or to agree conpletely with what Anita has said
concerning that, that these be rigorous and perhaps even a
nmore limted inspection for these itens if necessary, but
they be carefully defined, because again, if you know what
to look for in a specific plan, during a specific
manuf act uri ng process, you can identify the probl ens.

Any ot her commrent s?

Vell, let's ook at the |ast question. How shoul d
the Center approach serious problens with good nmanufacturing
practices which may affect the safety and effectiveness of a
devi ce when the solution could be a recall or other action
which mght limt the availability of the device?

Do you want to explain that any further? This is
much nore phil osophical than the others, if the other ones
haven't been phil osophi cal al ready.

M5. ALL: To me, it is a sinple question except
when | amfaced withit, it is not quite so sinple.

Sone of the thinking behind this question is what

we saw happening in Conpliance sonetine ago, some years ago,

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



aj h

when we used an approach that | ooked at the MDR data, | ooked
at sone risk factors plus | ooked at the history of the

manuf acturer and found that certain key devices -- which |
won't mention, Don -- defibrillators -- certain key devi ces,
there were problens with them issues that the Agency had
with them and the solution of that issue was the cessation
of availability in sonme cases.

VW were taken to task about that issue. W have
tried different things including | ooking at the availability
of products before we institute certain kinds of enforcenent
actions, but at tines the problemis so critical that we are
faced with a real tough decision, and that is, how do you
make sure the problemthat is available to the user is a
good product and how do you reconcile the fact that if you
take the only product or a manufacturer who has a
substantial portion of the narket away, you don't even have
that product avail abl e regardl ess of how good or bad it is.

| mean these are the two things we are trying to
bal ance, and | would just |ike to hear sone di scussi on about
that, as we go through this process, if we do find sone very
serious problens with some of the Qass Il devices, and it
requi res sone deci sion that suggests renoval, how shoul d we

approach that.
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M5. SMTH | amthinking back several years ago.
| had a chance to work in the ORin Mscow, downtown Mbscow,
wor ki ng side by side with a surgeon

DR ZABRANSKY: Mscow, New Yor k?

M5. SMTH Mscow, Russia

DR ZABRANSKY: Al right, because there is a
Moscow, New Yor k

M5. SMTH There certainly is. Thank you for
making ne clarify that. No, this is dowtown Mdscow in
Russia, and that was an experience to be sure, but | recal
the intravenous infusion for this young | ad, which was green
actually, the fluid was green, and as it was infusing into
him he had nassive, nassive septicema. They had no
antibiotics to treat it. The young nan di ed.

When | am |l ooking at a serious problem such as
that, | see that absolutely, truly, no fluid woul d have been
better than that fluid for this young man, and so | guess |
woul d use that when | amsaying that serious probl ens nust
be dealt with quickly, very quickly, pronptly, efficiently,
and fairly, and please, with the consuner in mnd.

| think that can be done fairly to the industry,
as well, toget it off the narket, to nmake the changes, and
get it back on the market as quickly as possible, and the

whol e thing is efficiency.

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



aj h

DR COR\WELL: | will save ny nost opini onated
answer for last, which is everything el se we have done
before this is a waste of tine in determning how frequent
an i nspection, how extensive the scope should be, if after
all of that, after all that effort, after all risk analysis
is applied, we get to the teeth of the nmatter, which is
identifying problens. |If you identify problens and you
| eave themon the market, don't act on it, then, al
previous efforts are a waste of tine.

So, | think if serious problens are identified
that affect public safety, then, they shoul d be renoved,
quite sinply.

M5. ALDRICH It seens |ike situation where FDA
has to nake an expert judgnment on the greater of the two
ri sks, you know, is the risk that the device represents in
the condition in which it is available, a nore serious risk
t han not having the device available, and that has to be
extrenely situation-specific, and it woul d have to depend on
the specific risks that the device represents versus the
nonavail ability of the device, and | don't think that
anybody coul d gi ve generic recomrendati ons on that.

| nean | can inagi ne a whol e host of vari abl es.

DR ZABRANSKY: | think the bigiss wue hereis the

definition of the word "serious," how serious is serious.
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Again, for the nore senior people in the audi ence, you m ght
remenber the I.V. problens that we had back in the late
sixties and the early seventies, where a | arge nunber of
peopl e died fromone conpany's |.V. product, and four years
| ater we had the sane thing again occur w th anot her
conpany's product froma different type of approach, and
both situations were faults either w th nmanufacturing and/ or
desi gn.

The second one only invo |ved about eight deaths.
The first one | think involved about 80, 80 deaths
nati onwide. You learn fromthese things, and the ability to
act on and recogni ze what a serious problemis, so | do feel
that the FDA nust retain its situation to be able to
initiate and force a recall, and the users, the rest of us
out there, have to be able to use themand the other public
health facilities in the case with the I.V. fluids, it
i nvolved the Centers for D sease Control, and they nust be
given the sanme | eeway to act on these things.

The devi ces nust be recall ed i mredi ately when
sonmething is identified as serious, and | don't now, you
know, who is going to define that seriousness. Are you
going to define it by nunber of deaths or just by the
nmorbidity rate? | don't know, but it is an issue that is

going to continue to occur as we devel op new and nore and
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different types of invasive devices and di agnostic
t echni ques, and so forth.

M5. THBEAULT: That is areally difficult
question you have asked us here. There is all Kkinds of
things obviously that could be the problem Let's say that
it is aproblemwth the design of the device, it has an
i nherent desi gn probl emwhich affects safety and
ef f ecti veness.

At that point, there is nothing that can be done,
and if the patient is at risk or any patient is at risk, I
guess | go back to one of the coll eagues that says you have
to bal ance what the benefit versus the risk is, and, of
course, you always have to be conservative on the patient's
side, and frequently it is not a design problem it's a
manuf acturing error, sonething going wong in the production
or in the control of production.

What | have seen in ny experience is that sone of
these itens can be quickly repaired, fixed, a fix can be put
inrelatively quickly. The manufacturer understands how to
do that. Sonetinmes it behooves us to kind of work in
concert with each other.

| would say with all due respect to Lillian and
t he Agency, that sonetinmes we get in each other's way when

we are trying to acconplish the same goal, and sonetines
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have seen where manufacturers -- and | amgoing to say,

what, the majority of the manufacturers are out there trying
to do their best, trying to make the patient safe, trying to
hel p treat the patient with whatever problens that they are
havi ng, and they want to fix whatever it is, and they want
to fix it quickly.

Unfortunately, sonetines there are regul atory
barriers to doing that quickly, and so | guess | would be
advocating sone sort of maybe rethinking of nmaybe pursuing
ot her ways of working together in concert when that kind of
situation occurs, so that both goals are nmet w thout
stunbl i ng over each other's kind of feet as we waltz through
the process of fixing it.

Manufacturers do it all the tine in-house. They
do what is called reprocessing, they do rework, they do
repairs based on the fact that their systemfound the
probl embefore it was distributed, and soneti mes when t hat
didn't occur, and the problemdid get distributed, they
still know how to do that quickly and efficiently.

So, | would say that it warrants sone kind of
mutual |ooking at the issue in a way that says, okay, what
are avail able, what are our actions, and how can we support
each other instead of tripping over each other as we are

getting through the process.
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DR PIERON: | think a quick answer would be to
coupl e the severity of the disease with the efficacy of the
device. | wll give an analogy with a nondevice, with HYV,
with AIDS. Here, we have a disease that was uniformy
fatal, and now FDA was pushed a little, but they did
expedite a cocktail that is saving lives, and | have
patients alive today who woul d have been dead just a few
years ago.

V¢ know t hese drugs have toxicities, there is
nont oxi ¢ drug, so you really have to | ook at the severity of
t he di sease, and you have to | ook at how effective the
nmedi cation/device is, in this instance, it would be a
devi ce.

If you | ook at sonething, such as a Swan- Ganz
pacenaker, which is not listed here, there is a |ot of
controversy in the literature going on right now w th peopl e
actual |y dyi ng nore because of the Swan-Gnz than are
I'iving.

You | ook at sonmething else |ike the inplantable
pacemaker, we know it is saving lives if it is functioning
appropriately. So, again, it is fine balance, as has been
mentioned, but again if you have got a severe di sease, you

have no other alternatives, and you have got an effective
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device, by all neans use it unless you find that there are
areas of great concern about the safety of the patient.

DR HUGES: | think for the FDA not to take the
appropriate action under the circunstances that seemto be
outlined here, would be setting a very dangerous kind of a
precedent for other manufacturers.

If you see that a particular device is not neeting
the requirenments of the good manufacturing practices,
naturally, you use as much di pl onacy as possi bl e, | guess,
under the circunstances of it being a sonewhat, let's say,
rare device, because limting its availability woul d have
sonme adverse inpact on patients, but you can't shirk your
duties as a regulator if indeed there are problens with a
device and if a manufacturer happens to be unwilling to
follow along with the suggested renedi es.

Also, | would like to make nmention that it seens
to ne that nost, virtually all nedical devices have sone
sort of -- there is some sort of conpetitive nature to it or
a conpeting product, so it seens to ne that even imting
the availability of one particular device, that doesn't nean
that it not going to be totally unavail abl e, maybe sone
ot her type of device that nmay not be quite as effective, for

exanpl e, maybe having to substitute a porcine valve for
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patients needi ng val ve repl acenents rather than sone sort of
nmechani cal val ve.

Nonet hel ess, ot her conpeting products or therapies
are available, so if there is indeed a problem a QW
problem the FDA needs to take effective action.

MR BARTH | think everyone has responded very
appropriately, | agree with all of that. It seens to ne
that where you have a serious problem the nmanufacturer may
be your greatest ally in noving to resol ve the serious
problem You may want to contain that problem and the
manuf act urer knows where the devices are.

You may want to contain the distribution chain,
and the manufacturer knows who is in that chain. You may
want to stop the shipnments at the factory level, and so you
wi Il need help fromproduction folks in quarantining. If it
goes back further than that, you may be talking to
managenent and desi gn fol ks about basel i ne probl ens.

In any case, it seens to ne that FDA usual |y gets
the attention of top nmanagenent right away on what they
consider to be a serious problem in other words, it is no
| onger an FDA host or the departnental person, it goes right
to the top of the nmanagenent in the organization, and they
are recruited as allies, and it seens to nme in a serious

problem there nmay even be a mandate for an i ndependent,
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objective view of getting at the systemc root cause and
seeing that that is elimnated. That nmay nean hiring a
consultant who is well known and acceptable to both parti es,
and that kind of an action.

No one in industry would disagree with any of
t hose ki nds of steps when serious problens arise. They are
there to be dealt with very, very quickly, and using all the
resources avail abl e.

DR ZABRANSKY: | think that fromthe comments you
have heard today, that we do recogni ze that you have a
financial problem as do we all, and we do support the
efforts that the Agency is nmaking regarding the inspection
process and how this is going to be addressed, and how this
is going to affect us.

| think the problem if there was an issue here
that there was a najor, that could be contentious, it has to
do with the nodel itself. It was definitely reservations
upon all of us as how that nodel is going to be designed. |
think we all felt that the data that went into it perhaps is
not sufficient, in other words, we need nore variabl es, but
at the sane tinme, by adding nore variables it is going to
make it harder, much harder to deci de which devices are
going to be -- where you are going to draw the line as far

as the nore detailed inspection is concerned.
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| know that this is providing a background for
much further work that you are going to be doing. | was
wondering if there is any last comments for what we used to
say the good and wel fare of the group, that the panel woul d
i ke to add.

DR PIERON: | would just nmention Don used the
term| believe "inspection overkill." 1 suggest we take
that word out of the transcript.

DR ZABRANSKY: Anybody fromthe audie nce woul d
i ke to make any coment s?

Al en.

DR HUGES: | just want to say that in putting
toget her a nodel, as the FDA has done, | think you should
use it as a guideline, yet not becone too dependent upon
nodel s, such as these. Wat you are doing is you are
| ooki ng retrospectively, you are | ooking at sonme sort of
trend fromthe past, and using that to, in some sense, to
make sone sort of prediction towards the future, that is,
you are not exactly predicting, but you are using it as a
guide to where to put your resources in inspection in the
future.

| just want to highlight that a nunber of things,
a nunber of factors change over tine, making it very

difficult to take historical data and predict just where the
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problens may lie in the future, that is, nmanagenent changes,
you know, we have a lot of restructuring of corporate
entities, nergers, acquisitions, new personnel comng in,
new phi | osophies, all this sort of thing going on.

So, given that, just because a manufacturer has
done a good job in the past, doesn't nmean that everything is
going to stay status quo throughout. At the sanme tine, | do
think that good performance in the past shoul d reap sone
sort of reward, sone sense of reward, but at the sane tine
you need to take all of that wth a grain of salt and with a
very careful watchful eye on the situation.

M5. SMTH | would just like toreally for the
record commend all the hard, hard work that |I know went into
this, and that we, | think as a coonmttee, recognize that it
is awrk in progress, but that progress is being nmade. So,
| commend you certainly, Lillian, and | comrend the efforts
of KKm She is not here, but she has put a ot of hours
into putting this together and al so the future.

| do hope that you woul d keep the commttee
informed as things change and nove forward on this. | would
| ove to be kept inforned and invol ved as nmuch as possi bl e,
and thank you all for working with ne, as well.

DR ZABRANSKY: Anita.
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M5. TH BEAUWLT: | would also like to echo Linda's
statenents and say that the amount of docunentation that we
got for review showed a consi derabl e amount of work and
actually a lot of -- you could see that a | ot of thinking
went into the devel opnent of this approach, and it wasn't
easy to cone up with what to | ook at and howto weigh it and
how to put it together into sone sort of a final nunber that
woul d give you sone inclination as to what was inportant and
what was not, and | think that was a great effort, and I
think that the Agency shoul d be commended for that.

DR ZABRANSKY: Lastly, | would |ike to suggest,
you know, we nentioned here, although it was not part of the
plan, is the efforts on the part of the inspectors have to
be nore unified or nore consistent in what they are doing,
and | think the outcone issues, perhaps we don't know what
they are now, but we can nake sone projections as to what
outconmes we are looking at or want to see, and therefore,
based upon that, you know, then, |ook at the feedback as to
whet her those outcomes have been achi eved.

Then, you wil | know whet her you are successf ul
with your new nodel, whichever design it is going to have.

Thank you very nuch for your attendance, your

pronpt ness, your comments. | think it was a very
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participatory group, everybody had something to say, and
t hank you for your hospitality.

The neeting is adjourned.

[ Wier eupon, at 3:00 p.m, the nmeeting was

adj our ned. ]

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



