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PROCEEDI NGS

DR. THRUPP. W would like the panel and the
audi ence to come to order. The first order of business,
could we have the panel nenbers identify thensel ves and give
their affiliation.

DR. TUAZON: | am Carnelita Tuazon from George
Washi ngton University Medical Center.

DR. EDELSTEIN. Paul Edel stein, University of
Pennsyl vani a.

DR. NG Valerie Ng, University of California, San
Franci sco.

DR. VEEI NSTEI N:  Mel Weinstein, Robert Wod Johnson
Medi cal School .

DR. ZABRANSKY: Ron Zabransky, Veterans Heal t hcare
System of Ohi o based in C evel and.

MR, RODRI QUEZ: Luis Rodriquez, San Antonio
College. | amthe consumer representative.

DR. GATES: David Gates, Becton D ckenson. | am
the industrial rep.

DR. HACKETT: | am Joe Hackett, Associate Division
Director of the Division sitting in for Dr. Gutrman who wl|
be here later this norning.

DR. KADREE: Margaret Kadree, Morehouse School of
Medi ci ne.
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DR. SPECTER: Steven Specter, University of South
Fl ori da, Tanpa, Florida.

DR. CHARACHE: Patricia Charache, Johns Hopkins
Uni versity School of Medi cine.

DR. TUAZON: Lauri Thrupp, University of
California, lrvine

DR. POOLE: Thank you. Today, we make the
foll ow ng announcenent to address conflict of interest
i ssues associated with this neeting and to make it part of
the record to preclude even the appearance of an
i npropriety.

To determine if any conflict existed, the agency
reviewed the submtted agenda on all financial interests
reported by the commttee participants. The conflict of
i nterest statutes prohibit special governnment enployees from
participating in matters that could affect their or their
enpl oyees financial interest.

However, the agency has determ ned that
participation of certain nenbers and consultants, the need
for whose services outweigh the conflict of interest
involved, is in the best interest of the governnent.

W would like to note for the record that the
agency took into consideration certain matters regarding
Drs. Paul Edelstein, Lauri Thrupp and Melvin Weinstein. The
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matters reported by these individuals are not related to the
specific issues before the panel. Therefore, the agency has
determ ned that they may participate fully in the
commttee's deliberations.

In the even that the discussions involve any other
products or firnms not already on the agenda for which an FDA
participant has a financial interest, the participant should
excuse himor herself from such invol venent and the
exclusion will be noted for the record.

Wth respect to all other participants, we ask
that, in the interest of fairness, all persons making
statenments or presentations disclose any current or previous
financial involvenent with any firm whose products they may
W sh to comment upon

Today's agenda itemis a reclassification petition
of fully automated short-term i ncubation antim crobi al
susceptibility devices fromclass Ill to class I

DR. THRUPP: To |lead off the discussion, we would
ask Ross Mul der who is on the agenda as the first speaker.
W mght, by way of format, since there are several
sequential speakers, institute a national ASM neeting format
where we will allow for a couple of mnutes of discussion
after each presentation rather than try to hold the

gquestions all to the end.
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There will be an opportunity, obviously, for nore
questions at the end, but it is sonetines fresher if we can
do themright after the presentation.

Manufacturer®s Presentation
bioMerieux Vitek
Regulatory Overview

MR. MULDER  Good norning. |'m Ross Mul der,
Director of Regulatory Affairs a bioMerieux Vitek. | would
like to thank the FDA and the panel on behal f of bioMerieux
Vitek as well as all the other manufacturers affected by
this petition for allowng us to present to you today.

Fol |l ow ng ny conmments, Tom Tsakeris, President of
Di agnostics Consulting Goup, will give you a regulatory
background and overview and the status of the short-term
i ncubation cycle antimcrobial susceptibility devices. Then
JoAnna CGerst, who is Manager of Biosciences at bioMerieux
Vitek, wll present a short discussion on devel opnent of
Vitek susceptibility tests fromwhich you will be able to
see the relationship with the FDA regul ati ons.

Then Dr. Christine Sanders from Crei ghton
University and Director for Research and Anti-infectives and
Bi ot echnol ogy will present information on resistance and

detection of resistance. Then Dr. Eugene Sanders, with the
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sane affiliation, will discuss the clinical inplications of
havi ng susceptibility results in a tinmely manner.

The prem se of this petition is that current
classification of short-termincubation cycle systens as a
class Il PVMA device is no | onger necessary based on the
hi story, technical know edge, gui dance docunents and
standards that are currently avail able and used by the FDA
for the evaluation of these devices.

We are seeking, in this petition, to reclassify
short-termincubation cycle systens fromclass Ill to class
1. A key criterion for placing a device in class Il is the
availability of special controls such as accepted FDA
gui del i nes or consensus standards that can be applied to
insure the safety and effectiveness of the device.

Qur petition identifies two docunents which can be
identified as special controls, FDA's currently used review
criteria for antimcrobial susceptibility devices and the
NCCLS performance standards for susceptibility testing.

The reclassification of short-termincubation
cycle systens to class Il wll not change any of the
performance requirenments which are currently in effect nor
FDA's ability to require safety and effectiveness data on
the products. Therefore, reclassifying these devices wll

not change the assurance of safety and efficacy for them
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The focus of the current FDA process is detection
of resistance. Until that can be shown, a device wll not
recei ve approval or clearance whether it is short-term
i ncubation cycle or an overnight system A limtation
statenment nust be included in the |abeling with either type
of device if there is insufficient performance data to
denonstrate that it can detect resistance with specific
anti bi otic organi sm conbi nati ons.

The other controls associated with a class |
devi ce woul d include device registration, nmedical device
reporting, good manufacturing practices which is set forth
in the new quality systens regul ation.

In particular, the new quality systemregul ation
strengthens the required controls for design, manufacture,
packagi ng, |abeling, storage, installation and servicing of
all devices. Wth the regulation, there is | ess need for
t he extensive design and manufacturing information of a PVA
submttal in order for FDA to insure appropriate controls in
t hese areas.

Recl assification into class Il will allow for nore
expedi tious review process. This has becone critical in
today' s envi ronment where organi snms are becom ng nore
resistant at an alarmng rate. Standard nethods are being

nodi fied and interpretation ranges being changed in order to
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detect strains for devel opi ng resistance.

To address this public-health issue, both FDA and
di agnosti ¢ manufacturers nust have a process which all ows
rapid review of nodifications necessary to maintain the
performance of their systens.

Al t hough the FDA has made significant progress in
the last year in shortening review tinmes, wth budget cuts,
Congressi onal actions, FDA and divisional priorities, we may
not al ways be able to count on this being the case.

Movi ng short-termincubation cycle antimcrobial
susceptibility devices fromclass Ill to class Il would
provide for a nore efficient review process which woul d
enabl e manufacturers and FDA to keep hospital |aboratories
current with nethodol ogies for detection of energing
resi st ance.

Additionally, this reclassification would not
i ncrease the potential for unreasonable risk to patients
with the use of these devices. Last year, bioMerieux Vitek
sold over 12 mllion test kits which relates to 120 mllion
MC results. W did not receive one report that the use of
a susceptibility test caused a death or injury.

In fact, we have not received one report to that
effect over the last 20 years nor are we aware of any ot her

manuf acturer of short-termincubation cycle devices
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recei ving any such reports.

Havi ng given you the basis of the petition, |
woul d now like to introduce M. Tom Tsakeris, President of
t he Device and Di agnostic Consulting Goup to give you an

overvi ew of these devi ces.

| f anybody has any questions, | can answer those
qui ckly.
Regulatory Overview
MR. TSAKERI S: Good norning M. Chairman, Madame
Executive Secretary and nenbers of the FDA panel. | am Tom

Tsakeris, regulatory consultant to bioMerieux Vitek, the
sponsor of this reclassification petition.

| served with FDA for over 23 years, 18 years in
the area of clinical |aboratory devices regulation. During
my service with the Division of Cinical Laboratory Devices
whi ch concluded in 1993, | served as the executive secretary
of this panel from 1975 to 1984 and amintimately famli ar
with the regulation of antim crobial susceptibility devices.

| have been asked to speak to you today to provide
an historical perspective on the regulation of these devices
as well as provide sone of ny own insights on FDA's evol vi ng
premar ket eval uati on prograns which apply to all clinical
| aboratory devices and al so how sone of these recent changes

could effectively affect the future regul ation of
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antimcrobial susceptibility tests, which | regret that I
will refer to as STICtype ASDs, short for "short-term
i ncubation cycle antimcrobial susceptibility devices."

First, the historical perspective. As you are now
wel | aware, based on information contained in the petition,
STI G type ASDs, unlike all other types of other
antim crobial susceptibility devices, are classified into
class Il and, therefore, have been subject to the highest
| evel of premarket scrutiny for over 20 years.

When FDA was first given authority to regul ate
medi cal devi ces under the Medical Device Amendnents of 1976,
all antimcrobial susceptibility products were consi dered,
at that tinme, transitional devices and, therefore,
automatically classified into class I1I1.

The refresh your nenory, transitional devices are
t hose devices which, prior to the enactnment of the date of
May 28, 1976, have been previously regul ated as either drugs
or biologics. Up to that tine, the overwhelmng majority of
ASDs were in the formof agar-diffusion disks and antibiotic
powder s.

In addition, sone of you may renenber the
Aut obacEl , sponsored by Pfizer Diagnostics, which
represented the first attenpt to automate susceptibility

testing. In 1982, upon the recommendati on of this panel,
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FDA formally classified by regulation all agar-diffusion
di sks and antibiotic powlers into class Il but retained the
class Ill status of all other types of ASDs.

Sone of the newer ASDs appearing during this tinme
are comrercial manual mcrodilution plate versions of the
comonly accepted broth-dilution nmethodology in addition to
aut omat ed and sem -automated versions requiring either
standard overni ght incubation of STIC-type instrunents.

In 1983, FDA received a reclassification petition
seeking reclassification of both manual and standard
i ncubati on-based sem -automated ASDs into class Il. The
petition did not address fully-automated STIC-type devices
or antim crobial susceptibility devices intended for
susceptibility testing of anaerobic bacterial pathogens.

The M crobi ol ogy Panel considered the petition and
recommended reclassification. Subsequently, in a 1984
Federal Register notice, the FDA significantly noted that
t he panel's recommendati on was based on "the current
avai lability of nationally recognized voluntary standard
ref erence nethods."

As the panel considers the nerits of this present
petition, | urge that it keep in mnd that the
reclassification process enconpasses the very sane

fundanental criteria that applied to classification, itself.
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In particular, an inportant goal of the classification
process is to seek the |least restrictive |level of regulatory
control necessary to insure the safety and effectiveness of
t he devi ce.

The | east restrictive control concept is a
fundanental tenet of the regulatory process first envisioned
by Congress in 1976 and reaffirnmed by the Congress by way of
t he Medi cal Device Anendnents of 1990 and, nore recently,

t he FDA Moderni zati on Act of 1997.

Thr oughout the evol ution of nedical device
legislative initiatives, Congress has envisioned a dynam c,
regul atory process in which devices, subject initially to a
certain |level of regulation, mght change as their safety
and effectiveness and risk benefit is better understood by
FDA and the nedical conmunity.

I ndeed, the reclassification provision contained
in the Medical Device Anendnents of 1976 is clear evidence
of Congress' intent that the FDA apply the |l east restrictive
control concept whenever appropriate. Up to now, the
reclassification petition process has been very rarely used,
ei ther by FDA, nedical device sponsors or other stakehol ders
of the regul atory process.

This is due, in part, to the exceedi ngly conpl ex
and tinme-consum ng adm ni strative process that has
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previously been required. Fortunately, this situation is
changing. Over the last few years, FDA, recognizing the
need to focus its limted resources on devices wth higher

ri sk-benefit considerations, has taken significant steps
towards realigning its regulatory priorities as part of this
adm nistration's National Performnce Review Programto

rei nvent government services.

In particular, the FDA has been carefully
reviewing how it regul ates various product categories,
especially those devices regul ated under class IIl controls
for extended periods of tine such as STIC-type ASDs to
determ ne whet her alternative ways to regul ate these devices
are appropri ate.

Congress has assisted FDA in this regard by
broadening the criteria for assigning devices to class |
controls by making available to FDA the application of
speci al controls such as gui dance docunents to be used by
devi ce sponsors to provide FDA with a reasonabl e assurance
of device safety and effectiveness.

Mor eover, FDA has encouraged manufacturers to
assist FDA in this activity by repositioning the
reclassification process as a nore expedi ent neans to effect
changes in the way devices are regul ated w t hout

conprom sing scientific scrutiny of safety and
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ef fectiveness.

A recent, notable exanple of the success of this
process occurred |ast year when FDA officially reclassified
serum tunor markers used to nonitor cancer patients. Like
STI C-type ASDs, serum tunor markers have been subject to
class Il PVMA controls for over 20 years.

| would Iike to now briefly discuss sone of the
nmore significant aspects of FDA s premarket eval uation
programthat | believe can have a significant inpact on
i nsuring continued safety and effectiveness of these types
of devi ces.

First, it is inportant to recognize that the
overwhel m ng majority of proposed new clinical |aboratory
devi ces, about 500 to 1000 a year, reach the market through
the 510(k) process. For exanple, the FDA has cl eared,
through this process, tests for new bone marker assays, new
cardi ac marker assays and a nmultitude, as you know, of
nucl ei c-acid hybridi zati on assays used in a variety of
di agnostic applications.

It is clear that FDA has historically exercised
consi derabl e discretion and selectivity when deci di ng which
new test should be subject to class Il premarket approval
evaluations. This is because once a product is subject to

class Il PVA controls, all other products like it are also
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subject to the sane level of review, thus requiring a mjor
expenditure of resources both for the affected manufacturer
and FDA ali ke.

Anot her major inplication of placing tests into
class Ill premarket approval is that FDA is often faced with
the prospect of having to performiterative eval uations of
simlar tests long after the initial unique safety and
effectiveness issue that triggered their class Il PMVA
status in the first place.

For exanple, when FDA determ ned that a new test
requires a PVA application as a result of a particul ar
guestion or questions about its safety and effectiveness,
once these questions are satisfactorily addressed in an
initial PVA review, all other simlar devices which follow
shoul d no | onger have the same questions given a
denonstration of sim/lar analytical performance
characteristics.

In effect, this type of an eval uati on becones
reduced to one of substantial equival ence rather than an
eval uation of a unique safety and effectiveness question.
Over the last few years, FDA has instituted a nunber of
steps to streamine the premarket review process.

In 1993, FDA initiated a premarket application

triage programthat was intended to allocate nore review
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resources to higher-risk devices while deploying fewer
resources to less risky ones. Also, the Safe Mudi cal

Devi ces Act of 1990 explicitly affirmed FDA's prerogative to
obtain clinical data to support 510(k) reviews.

In fact, FDA's Division of Cinical Laboratory
Devi ces has di ssem nated a draft gui dance docunent to
manuf acturers entitled points to consider for the collection
of data in support of in vitro device subm ssions for 510(k)
cl earance.

Thi s docunent, in conjunction with other
reprogramm ng premarket review initiatives, positions FDA to
expand the scope of the 510(k) process thus allowng it to
performa nore focussed review on unique |ab devices which
present sone unique scientific issues.

Such an enhanced revi ewed 510(k), the resulting
product of a mx of newy fornul ated prograns, policy and
managenent initiatives, judiciously conbines those el enents
of the premarket approval process with those of the 510(k).

For exanple, an advisory panel neeting can be
convened to discuss a unique scientific or clinical issue
for devices assigned to an enhanced-review 510(k). As an
exanpl e, the I mmunol ogy Devices Advi sory Panel was recently
convened a couple of nonths ago to give advice to FDA on the

scope of the clinical data requirenents needed in 510(k)
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subm ssions to evaluate the safety and effectiveness of the
af orenenti oned reclassified serumtunor markers.

Thus, the 510(k) can be an effective regul atory
instrunment to assess STIC-type ASDs as a generic product
group once reclassified since it contributes to nore
expedi ti ous product reviews w thout conprom sing scientific
scrutiny and, at the sane tine, avoids the prospect of

maki ng repetitive evaluations of essentially a substanti al

equi val ence nature under class Il PMA
Moreover, FDA still retains its prerogative to
assign certain ASDs to class II1 premarket approval should

an extraordinarily new or unique safety and effectiveness
concern enmerge fromthe 510(k) review. Such m ght be the
case; for exanple, for a new type of antimcrobial test
met hodol ogy for which there is little or equivocal
val idation data to support intended-use cl ai ns.

I n conclusion, STICtype ASDs are excel |l ent
candi dates for reclassification since their safety and
ef fectiveness is nuch better understood today than 20 years
ago when FDA first took action to actively regulate them
The reclassification of STICtype ASDs is consistent with
the |l east restrictive control concept that applies to the
classification of all other nedical devices including al
ot her types of ASDs.
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Recl assification of STICtype ASDs wi |l not
sacrifice FDA's ability to conduct rigorous scientific
scrutiny under the 510(k) process since clinical data
requi renents supporting their safety and effectiveness would
not be expected to change as all relevant scientific issues
coul d be appropriate addressed.

Therefore, | urge the panel to take this
opportunity to assist both FDA and STIC ASD manuf acturers
toward insuring that the future regulation of these
i nportant products is commensurate with the risk and
benefits of their use such as reclassification would
evi dence.

Thanks very much. | would be happy to answer any
gquesti ons.

DR. THRUPP: Any questions for M. Tsakeris?

DR. EDELSTEIN. Could you summarize, very briefly,
for me, please, the benefits to your conpany of
reclassification in ternms of what you woul d perceive as
having to do differently?

MR. TSAKERI' S: Actually, there are nenbers of the
conpany that probably can address this better than | because
they are actually involved in the preparation of subm ssions
and interfacing with the FDA. | think the major benefit

here is one of a nore efficient admnistrative process.
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Preparing 510(k) subm ssions--there is a different
inpetus in terns of the reviewtines. It is a nmuch |ess
conplicated adm nistrative process in many aspects. You
asked me to sunmarize, so | amnot going to go into detail.
In my opinion, after having served a long tinme at the FDA
hour for hour that a reviewer spends on a 510(k) subm ssion
is nmore efficient tinme spent in that review than, perhaps,
in some premarket approval applications sinply because there
is alot of overhead involved, adm nistrative overhead, in
t he processi ng of PMAs.

Having said that, | will also hasten to add that
many of the changes that have occurred over the years as
t hese STIC-type ASDs have evol ved have been suppl enent al
PMAs. They haven't been original PMAs. The FDA has nade a
| ot of progress in turning over those reviews pretty
rapidly.

But the process is still alot different. | think
the reviewthat is applied to a 510(k), although the
val idation requirenents and the rigor of the review would
not change, the process is much sinpler and it is nore
conducive to a nore efficient review

| f you can just look at the statistics on the
nunber of days, the FDA's own statistics on the nunber of

days, that it takes to process PMAs, PNMA suppl enents versus
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510(k)s, I think those statistics, which you may want to ask
the FDA to give you, will be dramatic.

DR. THRUPP: Perhaps sone of these issues will be
addressed by your next speaker

MR. TSAKERI S: | ndeed.

DR. THRUPP: Let's nove on. Dr. Zabransky?

DR. ZABRANSKY: Tom don't run away. How will the
revisions that have been recently nade in the GW inspection
process be--how will the conpany respond to sone of these
revisions with a change fromlll to I17?

MR. TSAKERI'S: There really wouldn't be any. They
are subject, as you know, to GWP requirenents including the
new qual ity system -

DR. ZABRANSKY: But the GW requirenents have been
nmodified in the stence of the types of reports and the
frequency of inspections and that kind of stuff. So, as far
as whether it is alll or all or al-

MR. TSAKERIS: It doesn't nmake any difference. It
may have a bearing and, again, this is a question that you
can address to the FDA, itself--it may have a bearing on the
frequency of those inspections. But, as far as the
conpliance with the new quality systemregul ati ons, and al
of the changes, it applies equally well.

DR. THRUPP: Thank you, Tom
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Let's go on to JoAnna Cerst.
Product Development

M5. GERST: Good norning. M nane is JoAnna
CGerst. | amthe Manager of Biosciences at bioMerieux Vitek.

[Slide.]

| would i ke to spend a few m nutes this norning
to describe our susceptibility product devel opnment process
that is enployed at bioMerieux Vitek. The goal of
devel opnent is to establish the conditions of reliable,
rapid antimcrobial susceptibility testing.

Qur product design goal is accurate, rapid MC
determ nations as well as resistance detection. During our
product devel opnent, we follow established control
procedures as required by the quality systens regul ati ons.
These procedures are not driven by our device
cl assification.

This should be true for other antimcrobial
susceptibility test manufacturers as well. A new product
devel opnment is initiated by the receipt of a specific
mar keting requirenment. These marketing specifications
detail the market needs. |In the requirenents docunent,
there is an establishnent of the specifications for the
product such as which species would be included as well as

what M C ranges woul d be appropriate for the antibiotic.
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Additionally, the requirenents determne the
criteria for acceptance. These are internal bioMerieux
Vitek criteria but I nust say that they never are |ess
stringent than the FDA criteria and, at tines, nore
stringent.

The devel opnment then follows a plan which the
bi oscientists create to address the marketing requirenents.

[Slide.]

Qur devel opnent process incorporates three phases.
The first is predevel opnment, sonetines referred to as
applied research. In this phase, we establish the test
paraneters for the devel opnent process.

The second portion is the actual devel opnent in
whi ch we establish performance equivalent to the reference
method. Finally, the third or validation stage, confirns
this performance.

[Slide.]

If we take a nonent to | ook at each of the phases
in nore detail, we can begin with the pre-devel opnent
studies. These studies optim ze the test conditions for
devel opment. The first aspect of pre-devel opnent is the
selection of the nedia to be used in the product. The nedia
choi ce begins with the NCCLS recommendati ons.

However, we may take the opportunity to make
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nodi fications to the nedia to achieve optimal performance in
our product. An exanple for this is in the testing of
vancomycin with the enterococci. W found that if we

enpl oyed a nedia that was controlled for the am no acid
content, we were able to enhance our detection of the van-B
genot ype of enterococci.

The next aspect of pre-devel opnment includes a
selection of antibiotics and the definition of the MC range
that would be enployed. This is a reflection of the narket
needs but, obviously, the ability to detect resistance is
i nherent in the market requirenents.

An exanple of the inportance of this aspect is
al so noted in vanconycin testing, but this tine with the
staphyl ococci. It is inportant to be able to separate the
popul ati on of staphylococci with MCs of |ess than or equa
to 4 ncg/mM to vanconycin fromthose that have hi gher M Cs.
This is inportant to conply with the CDC s nobst recent
recommendat i ons on vancomycin testing.

In order to do this, the MC test range nust go
beyond that M C cl ass.

[Slide.]

A third aspect of the pre-devel opnent studies is
selection of strains. W select the strains from our
collection that are appropriate for testing for the

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



at

particul ar devel opnent. W have access to strains froma
gl obal collection, so our strain is not only collected and
mai ntained in the United States but al so those from our

sister laboratories in Europe and the Asia Pacific region.

We al so have the ability to obtain strains from
phar maceuti cal conpani es as needed in order to suppl enment
our collection. This is especially inportant for new
antibiotics for which resistant strains are limted.

Qur strains are characterized genotypically and/or
phenotypically. For a particul ar devel opnent, we choose
strains to represent a broad range of MCs and to address
specific mechani snms of resistance. Additionally, we strive
to include relevant species for a particular antibiotic
devel opment as well as strains froma variety of geographic
origins.

For exanple, the strains that were used in our
vancomnyci n test devel opnent, the enterococci were all
genotyped for their van cl ass.

[Slide.]

The second phase of product devel opnent is the
actual devel opnent phase in which we build the database of
knowl edge for our product. |In order to do this, we produce
an experinmental test kit with a |arge nunber of
concentrations of antibiotic that extend beyond those that
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will be inthe final test kit.

We test this experinmental card concurrently with
the NCCLS reference nethod. On occasion, we test nore than
one NCCLS nethod as a matter of course in the devel opnent.
This is true, again, during vanconycin devel opnent where we
not only established an M C value for each strain in our
devel opnent collection but also perforned an agar screen
t est.

The data then is used to build or analysis. W do
this by working with the statisticians in our R&D group to
establish a mathematical relationship between the growh in
our test kit and the reference nethod MC value. At this
time, we also determine the needs for the addition of
speci al analysis that m ght be necessary to optim ze the
detection of resistance.

For exanple, with vanconycin. |[If growh in the
vanconycin well does not quite reach the threshold, we have
the ability to extend incubation hour by hour so that we can
provide the opportunity for resistance to be detected if it
i's present.

Finally, the devel opnent phase, we take the
product to an external site to do a developnent trial. This
is not to be confused with the FDA trials that happen |ater

on during our process. The devel opnent trial has two
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purposes. The first is to confirmthe performance fromthe
internal studies and the second is to provide is an
opportunity to incorporate additional strains into our

dat abase, thus enhancing its robustness.

[Slide.]

The final phase of the product-devel opnent process
is the validation phase. W have both internal and external
validation. Qur internal validation includes testing of the
CDC chal I enge set and reproducibility testing.

Addi tionally, we do robustness studies which challenge the
paraneters that the user may incorporate during their
day-t o-day testing.

These include variabilities in the isolation
medi a, the age of the culture and the suspension age.
Addi tional, we have ongoing shelf-life studies.

At this point, we are actually at the end of the
devel opnent process. After a performance review, we turn
t he devel opnent over to our regulatory affairs departnent
where an i ndependent group nmanages external studies. These
studi es of both the protocol and the approval criteria are
prescri bed by the FDA

Thank you. Any questions?

DR. THRUPP: | have one question. In your

pre-devel opment, while then proceeding to devel opnent
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phases, have you found the NCCLS M23 docunent to be of
assi stance to your own devel opnent as well as to facilitate
provi di ng data for the FDA?

M5. GERST: W are not held to the bounds of the
M23 docunent but we do address many of the sane
considerations that are in place in the M3.

DR. EDELSTEIN: You descri bed the devel opnent
phase. There have been a nunber of problens with both your
device as well as the device made by other nmanufacturers
t hat have been detected during the post-marketing phase.
Exanpl es are Kl ebsi el | a- of | oxaci nEdi screpanci es, probl ens
with inoculumdensity and detection of
bet a- | act amase- produci ng organi sns that were falsely called
susceptible and, in fact, they were resistant, incorrect
detection of resistant enterococci and pneunopcocci .

| would be interested to know sonet hi ng about that
process as well.

M5. GERST: This kind of goes into the regul atory
depart nent.

MR. MULDER: There are a |lot of issues that arise
j ust because of the nunbers of strains that, once a product
is introduced, the nunber of strains that test kits are
actually exposed to. So we constantly nonitor the situation
inthe field. W have a very good relationship with our
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custoners when they do see issues with the product that they
| et us know and we are able to nake nodifications in the
pr oduct .

Wth the changing of the organisnms, that is
sonmet hing we have to constantly do. Unfortunately, it
doesn't stand still and, during our devel opnent, after we
devel op, the organisns don't change. W have to keep
monitoring the situations and we have to keep training our
custoners to set the product up according to the package
inserts. W do find, alot of tinmes, it is in the setup
process of the way they | ook at the product.

DR. EDELSTEIN. Maybe |I can be a little nore
directive. Wen you are notified of a product failure or
di screpancy--let ne just give an exanple of inability or
di scordant results with Klebsiella and ofl oxacin, just to
use this specific exanple, at which point do you notify FDA?

MR. MULDER. W usually get the custonmer organi sns
i n-house because there will be certain occasions that we
don't detect it, there is a problem But we al ways nake
sure that it is not hospital-specific, that it is a specific
probl emoverall with the product. Once we determ ne we
don't neet our performance specifications that were
approved, then we have to notify the FDA

Then we will take a limtation on that conbination
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until we can resolve the issue.

DR. EDELSTEIN. WII that requirenent change or
what you do change if the product is reclassified?

MR. MULDER: No. That remains exactly the sane.
Until we can submt performance data showi ng that we can
remove that limtation to the FDA, that limtation will stay
in place.

DR. EDELSTEIN: But in terns of the notification
process, does that change at all?

MR. MULDER. No. That is regardless of class.

DR. EDELSTEIN. In terns of annual reporting
whi ch, | understand, you are currently under obligation to
do?

MR. MULDER Right.

DR. EDELSTEIN. Wuld the itens that are in the
annual report still be reported to FDA regardl ess?

MR. MULDER. No; we would not be required to
submt an annual report if we changed cl assifications.

DR. EDELSTEIN: But would there be sone itens in
t he annual report or that would not cone to notice of FDA if
you no | onger have to submt an annual report? This is
sonething that | amtrying to understand what the change in
the process is.

MR. MULDER  The annual report, we submt any
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changes that we have made in our product that we haven't
notified the FDA on such as manufacturing changes on the
manuf acturing line, any of those things. W wll have to
keep all of that information in the files, any validation
that we validated a new pi ece of equi pnent that was put on
line, that we increased the speed or decreased the speed of
somnet hi ng.

Al that is still there for review but we don't
notify the FDA of that issue--as well as articles. W send
in any articles that were published during the year that we
are aware of on our product.

DR. EDELSTEIN: So, to summarize, is it fair to
say that any problens that affect test performance woul d be
reported regardl ess of the classification.

MR. MULDER: Correct. And any notification to our
custoners fromthe conpany also goes in to the FDA |If we
do not neet our performance clains of our product, we have
to notify the FDA

DR. EDELSTEIN. Thank you.

DR. CHARACHE: Two questions, one pertaining to
validation. Since we know that the greater-than-16-hour
devi ces are now considered class |Il, what | am nost
concerned about are those in which the results are likely to

be different for the | ess-than-16-hour testing than they
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woul d be after overnight incubation.

Those are heavily directed towards organi sms whose
mechani sm of resistance is inducible enzynes. As you
devel op your validation strategy, to what extent to you
specifically conpare or | ook for species antibiotic
conbi nations that we know to be hot trouble spots? How do
they get specially chall enged?

MR. MULDER: We definitely nowinitiate panels
specifically to challenge the antibiotic. But what we w |
do when we initially develop is basically | ook at al
organi smgroups calling at the sanme hour and what happens
and conpare those to the overni ght nethods.

VWhat we will find there, nost of the time, is that
there are certain species and antibiotic conbinations that
we wll call sensitive at four hours and, because of that,
we are able to extend the incubation for certain antibiotic
organi sm conpounds to | onger periods of time so we give the
resi stance a chance to express.

So we can incubate out to--we |look at calling at
hour 4, but then we will extend incubation to hour 8, 9, 10,
up until 15. W specifically have, |like, the CDC chall enge
set and we know what organi sms we need and they are defined
by the FDA that we have to have so many resistant isolets of
whi ch species to--say, cephal osporins or to penicillins.
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They define we have to have so many resistant isolets.

DR. CHARACHE: Understanding that you can extend
it, ny question is how do you--according to M23, as an
exanple, it requests that one assess organi sns not only of
known- -t hat are problematic when a given species is tested
against a given antibiotic, it's the pair that is the
probl em but also that one, when possible, challenge strains
that are known to have different nmechani sns of resistance.

My question is how does your study design address
such considerations. | know that the FDA requirenent is
only 300 strains to be tested in three |aboratories. M
question is how do you specifically insure that this
| ess-than-16-hour issue is appropriate addressed?

MR. MIULDER.  Again, |like JoAnna had said, it is by
the use of collections of strains fromvarious--we have a
| ot of strains from France and from Japan and fromthe U S.
Qur basic devel opnent usually runs about 1,100 to 1,200
organi snms in our internal database.

Now, if it is a cephal osporin we are |ooking at,
we definitely ook at the different types of organisns
produci ng cephal ospori nases that we know are resistant or
t hat devel op resistance to these isol ates.

Then, in the developnent trials that are at the

end of our devel opnment phase, we wll specifically go to
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various | aboratories and have themchallenge it with their
chal | enge sets of organisns to nake sure that we have
covered all of the different mechani snms of resistance. Dr.
Sanders will speak a little bit to that, but we are very
aware of the organisnms that we need to be aware of, and we
particularly try to challenge the systemw th those types of
or gani sns.

DR. THRUPP: Could | cone back, for a nonent, to
the question that Dr. Edelstein raised in terns of a generic
process that you are going through. You have described a
system of interaction, once narketed in the field, to
produce any indication of problens out there. He raised the
exanpl e of the ofloxacin/Klebsiella. |[|s your process for
detecting these problens one that is predesigned by
systematic sanpling of performance in the field by 30 or 50
or whatever |abs that you have devel oped yourself?

O is it a process that was suggested by the FDA?

MR. MIULDER It is process we have to have in
pl ace because of the FDA. W have not specifically designed
a process for that. W have to have a procedure in place to
handl e custoner inquiries and conplaints. W have to
resol ve those inquiries and conpl aints.

DR. THRUPP: But it is passive in the sense--as

far as what has been required, it has been passive in the
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sense you wait for the conplaint to cone? | amconcerned in
terms of a generic reclass nove where there may Vitek may
becone the predicate for sonebody el se who does not pay
attention to regular user conferences, et cetera, as you al
do.

So | amwondering if there is a requirenent for
proactive as opposed to passive checks on problens in the
field?

MR. MULDER It can be not just customers calling
you, but once you are aware of any issues with your system
they have to be investigated per FDA requirenents. So if
sonebody publishes a paper, not necessarily notifying you,
but if youread it inthe literature, you have to--and it is
the same for class IIl or class Il. It is not based on your
class. It is part of the requirenents, the quality-system
requi renents, that all manufacturers have to foll ow.

DR. THRUPP: Dr. Zabransky?

DR. ZABRANSKY: To follow up on this. You
menti oned Kl ebsiella/oflox. Let's |Iook at the visas and the
versas. Are you constantly seeking these organisns? Wre
you? O did you respond to sonebody finding this in Japan
or the two or three that have been found in this country,
and how fast did you get hold of these organisns or change

your processes to ask laboratories to | ook for these
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or gani sns?

MR. MULDER  How quick did we respond? W
recei ved the organisns that CDC have received in probably a
month. We probably had 300 to 500 phone calls asking does
Vitek detect these within that tinme? You know, people in
the field are definitely aware of this and they want to know
do their systens work with these strains.

Even though there have only been six or seven
isolated in the whole world, they want to know does your
systemwork with these. If |I have one, wll | find it? So
we have to respond very quickly when sonething like this
appears. CDC works well w th conpanies making strains
avai l able to them

The one thing that conpanies don't want to do is
make a change based on one or two aberrant strains. So,
maki ng a change just because one person sees a resistant
i solate, you have to be careful. So you can't just go nake
changes qui ckly. You have to nmake sure that it is a
wel | -t hought - out and a val i dated change.

DR. THRUPP: Any ot her questions? |If not, thank
you, Ross.

MR. MULDER: Now Dr. Christine Sanders w ||
di scuss resistance.

Detection of Resistance
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DR. C.C. SANDERS: Thank you. It is a privilege
and a pleasure to be with you this norning to discuss
antimcrobial susceptibility tests, nore specifically, the
ability of these tests to detect resistance.

[Slide.]

Just a little historical review As
susceptibility tests noved out of the totally manua
overnight arena and into the partially to fully automated
and rapid arena, our focus on devel opnent of these tests
went fromthe focus on is the test reproducible--nanely,
will it give us the sane answer if we ask the sane question
100 times--to one of accuracy--does it give us the right
answer when it gives us an answer?

VWen we were first focussed on reproducibility,
this neant that we had to focus on strains that gave us
results wthin the range of concentrations being tested with
t he device; nanely, sensitive strains.

So when we were focussing on reproducibility, we
were focussing on sensitive strains and ignoring the
of f-scale strains; nanely, the resistant ones. So, with
sone susceptibility test systens, we woke up and realized
one norning that we had precisely incorrect tests. They
al ways gave us the sane answer but it was the wong answer.

So we started to change our focus nore on the
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[Slide.]

| think our focus toward the accurate detection of
resi stance arose froma variety of occurrences. First,
resi stance, indeed, is increasing in prevalence. Certainly,
if you just look at the sinple exanple of anpicillin
resistance in our E. coli over |ast decade, it has increased
nati onw de from around 20 percent to now over 30 percent of
all E. coli.

So, certainly, we have an increased preval ence of
resi stance and we are now seeing new forns of resistance
that many of our susceptibility test devices do not
accurately detect. Vanconycin resistance is one that has
al ready been discussed this norning, a particular problem
with many of the systens, not just the rapid systens, and
t he extended-spectrum beta-| actanases, or ESBLsS in
gram negative organi sns, a definite problemfor all of our
susceptibility test systens because none of the currently
avai |l abl e systens accurate detect clinically rel evant
resistance in all of the strains that possess these
ext ended- spectrum bet a-| act amases.

[Slide.]

There have been a nunber of approaches to inprove
the detection of resistance in our susceptibility test
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systens. Really, all of ny cooments relate to
susceptibility test systens in general and are not
specifically related to rapid susceptibility tests.

Certainly, one of the nost inportant devel opnents
in inmproving our ability to detect resistance was the
promul gati on by the FDA of the review criteria for the
assessnment of antimcrobial susceptibility devices. 1In this
docunent is the requirenent that, regardl ess of how the
susceptibility test is perforned, that it nust neet certain
performance criteria; nanmely, the very major error or a
fal se susceptibility.

The very major error rate cannot exceed
1. 5Epercent and the major error rate, or false resistance,
cannot exceed 3 percent. In the sane docunent is detailed
the types and nunbers of organisns with resistance and that
different types of nechanisns of resistance nust be tested
before any device can get approval for use with certain
bug- drug conbi nati ons.

The CDC, along these sane |ines, have devel oped a
chal | enge panel. Certain nunbers of strains of this
chal | enge panel nust be included in the isolates that are
tested to devel op any new device. | think this has nade it
a lot easier to collect resistance strains that m ght

ot herwi se not be found in routine coll ections.
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The manufacturers of these devices have taken
great pains to collect strains with known resistance
mechani sns realizing that resistance is not a static
paranmeter but one that is constantly changing with new
resi stances ari sing.

Certainly, those of us in the scientific community
have been well aware of problens with resistance and we are
trying to identify new forns of resistance as they arise,
identify limtations of currently existing systens in
detecting new fornms of resistance and working with the
manuf acturers to try to make changes in these devices so
that new forns of resistance can be accurately dealt wth.

[Slide.]

In the past, in order to see if a device could
accurately detect resistance, the approach was just to test
| ar ge enough nunbers of strains that, just if we tested
enough of them by chance, we would catch sufficient nunbers
of resistant isolates to be able to show that a device could
accurately detect resistance.

Unfortunately, this "by chance" approach led to
only the discovery of the nost preval ent types of resistance
to any particular drug and, usually, these types would be
clustered anong very few genera of organisnms. | think
i mpenemis an excellent exanple of this type of problem

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



at

where the nost prevalent formof resistance to i m penem was
seen anong Pseudonobnas aerugi nosa and St enotrophonobnas
mul tiphilia.

Certainly, resistance in these organi sns was not
predictive of the kind of resistance we are seeing today in
ener ge anong Enterobacter and Serratia. So, to try to avoid
this type of "by chance" encounter with resistance, today's
maj or approach is to create a panel of organisns that are
clinical isolates but they have been coll ected and desi gned
on purpose to include a variety of all the known nmechani sns
of resistance to any particular drug that is being devel oped
on any particul ar devi ce.

[Slide.]

In 1991, | kind of described this type of panel.
| nanmed it the predictor panel because it is designed to
predi ct whether or not any susceptibility test that is being
devel oped with any particular drug to predict whether or not
it could accurately separate the sensitive isolates fromthe
resi stant isol ates.

We put together a predictor panel by first asking
what organisns is the drug indicated for. W want to be
sure, in this panel, we include all of those species and
genera where the drug is likely to be used. Then we need to

ask the question of what nechani snms of resistance m ght be
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encount ered anong these organi sns and nmake sure that when
this final panel is put together, it includes both sensitive
and resistant strains for the drug under study.

ldeally a 50:50 m x of sensitive and resistant
strains should be included. Wth sone drugs, that is not
possi bl e because there are not that many resistant strains
out there. But this type of approach is relevant for al
forms of susceptibility tests and has hel ped us identify the
strengths and the Iimtations of each of those avail able
t oday.

[Slide.]

We have | ooked with a variety of different
predi ctor panels to various mcrodilution systens, all the
rapid systens that are currently avail abl e today, the
E-test, the good old standby disk-diffusion test. As |
menti oned, we have found significant deficiencies in each of
t hese.

For exanpl e, one deficiency that many of you in
this roomare aware of because you have heard ne tal k about
on previous occasions is with the disk-diffusion test. Wen
we subjected tinentin disk to a predictor panel that
included a large proportion of E. coli and Klebsiella that
were resistant to the drug, the disk-diffusion incorrectly,
wWth current criteria, identified incorrectly resistant
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strains as sensitive with a very major error rate of
69Eper cent .

Those criteria for the tinmentin disk through the
NCCLS has been changed to try to elimnate this problem
But, once again, it shows that until you use the right pane
or get the right collection, sonetines you are not asking
the right question and, thus, regardless of the type of
test, you need to be constantly on the watch for new forns
of resistance that were not avail able when it was originally
devel oped and then go on to update your paraneters as new
fornms ari se.

[Slide.]

We have recently conpleted a collaborative study
with Vitek where we were reexam ning the database that is
used to interpret results with gram negative organi sns and
beta-1actam anti bi oti cs. VWhat we did in this study--as you
have heard, Vitek maintains a very large collection of
m croorgani sns that they have coll ected worl dw de.

Many of these are well characterized as to their
mechani sm of resistance. Over the 25 years that | have been
in business, | have collected a | arge nunber of strains
wor | dw de al so and have identified their nmechani sm of
resi st ance.

Fromthe two organi smcollections, we put together
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a panel of 344 isolates that we tested. These were all
gram negatives. They include Acinetobacter,

Ent erobact eri aceae and Pseudonpbnas aerugi nosa. | amjust
showi ng you the results for two drugs, ceftazidinme and

pi peracillin.

For ceftazidime, anong the 344 strains, 121, or
slightly over a third of them were resistant to ceftazidine
by an NCCLS standard procedure. W then eval uated
susceptibility using the Vitek test under its current
dat abase and under a new dat abase that was devel oped as a
result of this study.

Essential error here, listed, is the nunber of
times the Vitek result agreed within one dilution of the
standard NCCLS agar-dilution procedure. Here you have the
percent very major error or the nunber of resistant strains
that were incorrectly called sensitive by the Vitek system

I f you look at all strains in the 344, for
ceftazidinme, under the current database, essential agreenent
was 83.7 with the very major error rate being 16 percent.
Under the new database that has been devel oped now, we have
i nproved these problens that the essential agreement now is
99.1 percent wwth no very major errors.

I f you look within the 344 strains, based on

speci fic mechani sms of resistance--here is acquired
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penicillinase. This is your high-Ilevel cephal osporinase
resultant from derepression of an inducible beta-|actanase.

Here i s your extended-spectrum beta-|actamase.
You can see that the essential agreenent and the very major
error does vary dependi ng on the nmechani sm of resistance.
But, by putting together this predictor panel, we were able
to correct these problens and bring these paraneters into
line with the current recommendati ons.

The sane is true with piperacillin. Mny nore
strains were resistant. Again, our current database gave us
77.3 percent essential agreenment with an 18.7 percent very
maj or error and this has been inproved to 97.1 with a 1.4.

So | present these data to you as evidence that,

i ndeed, even after a systemis avail able, the manufacturers
are very much aware of problens with energing resistance.
There are very inportant studies going on to try to
accommodate to these new fornms of resistance and, therefore,
bring these devices into line be a rapid systemor an
over ni ght system

Certainly, as the organi sns change, we, too, mnust
change our susceptibility test paraneters to be able to
detect these forns of resistance.

[Slide.]

So, in summary, | have tried to present to you
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today the fact that the predictor panel approach, which is
being used by a variety of manufacturers today, a variety of
individuals in the academ ¢ community, to help define the
[imtations of a new systeminitially.

| feel that the FDA docunents requiring certain
limtations on very major and major errors really helps to
prevent systenms fromgetting on the market that don't neet
these criteria. The predictor panel helps to identify what
probl ens exist and how to solve those problens. It also
gives us the nmechani smfor constant updating of any
susceptibility test system as new resi stances are
encount er ed.

This is sonething that is done on an ongoi ng
process. The m croorgani sns and new resi stance i s ongoi ng
SO we nust, too.

Thank you very much. | will be happy to answer
any questions you m ght have.

DR. CHARACHE: | wonder if you could put up the
next to the last overhead. | would like to ask, Christine;
clearly, this is the exact issue, of course, that | was
aski ng about earlier which is howto avoid the errors to
begin with. It is clear if we |look at that current colum
that the inducible cephal osporinases did very badly, that

those, or antibiotic organi smconbinations, mscalled al nost
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1in 5.

They woul d call them susceptible when they were
really resistant. This is an accentuated problemin the
rapi d met hodol ogy where you don't have tinme to induce the
bet a- | act amases.

My question is, clearly, the current FDA gui dance
does not highlight your ability to detect these inits
current format. | am wondering how one can insure that if
the rapids are downgraded in their |evel of review that
t hese issues will be addressed.

DR C.C. SANDERS: | think there are different
| evel s of answers to your question. First, these problens
happen for two reasons. Nunber one, many of these drugs,
not only with rapid devices but with conventional devices,
wer e devel oped before the current guidelines were in effect.
That was 1991.

These are m d-1980-devel oped drugs. So the
1. 5Epercent very major error rate and the requirenent for
certain nunbers of resistant strains were not there at the
time that this was being developed. So that is one of the
reasons why this happened.

Secondly, as | pointed out, new forns of
resi stance energe, even since 1991, and so we have to be
ever vigilant to catch them and make sure devices keep up to
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date with them | think that it is very clear that the
manuf acturers are aware of this problemand they start doing
sonet hi ng about it as soon as they becone aware of it.

There is no way we can wite a docunent that wll
prevent new fornms of resistances fromoccurring that our
devices will pick up. That is an issue just for staying
wat chful . The issue now, with the current docunents,
whether it is a PMA or 510(k), the performance is the sane,
the performance requirenent, so it doesn't matter as |long as
you stick to the 1.5 percent limt on very major errors.

| think this shows you that even drugs that were
devel oped prior to that limtation being placed on very
maj or error rates and then being cal culated correctly, |
m ght add, that we are beginning to solve those probl ens.

| think that that is a very positive step in the
right direction but | don't think a PMA versus a 510(k) is
going to inpact this at all. It didn't cause it and it is
not going to solve it.

DR. THRUPP: Chris, could | ask just as a ball park
guestion, Vitek has been very successful in jiggling, or
what ever is done, to end up with excellent agreenent; that
is, very few or very major errors, particularly.

Just as a kind of background general comment, you

coul d adjust nedia. You could adjust concentrations in the
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wells. You could adjust the incubation tinme and you could
adj ust the conputer algorithns. These are just four that
occur quickly to nme, in terns of howto fix it.

Roughly, how many of these were fixed by extending
the incubation tine so it m ght have not necessarily stil
been that rapid as opposed to how nany did they adjust
concentrations in general?

DR C.C. SANDERS: | would say that if you just
extended the tinme of incubation, you are going to fix about
60 percent of these errors. Sone of our overnights have the
sane problem So you wll fix some of them But then, if
you take that approach, you |lose the clinical advantages of
gi ving an answer faster, which Gene will address in a
m nut e.

The fact that we don't have to extend the
i ncubation tinme but can jiggle other conponents to get the
right answer fast is, to ne, a mgjor advance because there
was a tinme when | thought, "W are just going to have to
extend the incubation period."

Sonetinmes, with sonme organi snidrug conbi nations
that is the only way to get the right answer. But, happily,
with many of them nore than | thought at the get-go, we are
able to actually adjust the paraneters of the test and get

the right answer but get it faster.
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M5. GERST: What we did in a big way with these
studies was to add additional strains, in fact. Wen we do
add additional strains, then we have nore data in our
dat abase to refigure the regression coefficients so that we
do, in fact, change the algorithmbut we are doing it not
just by tweaking the |ine but by addi ng additional
dat apoi nts to the dat abase.

DR. THRUPP: Any ot her questions for Dr. Sanders?
Thank you, Chris.

The | esser half of the Sanders team Dr. Gene
Sander s.

DR. CHARACHE: That is a sexist remark.

DR. WE. SANDERS: But true, nonethel ess.

Clinical Significance

DR WE. SANDERS: | amreally grateful for your
wllingness to listen to nme this norning. M assignnment is
to deal with three questions.

[Slide.]

The first; are susceptibility tests clinically
rel evant in general? Secondly, if they are relevant, what
are the relative nerits of the nore rapid tests, first for
the patient and then for environnent and, if you wll, for
society? Thirdly, if rapid tests have nerit, wll they be

used by clinicians?
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[Slide.]

Let's ook at clinical relevance in general,
first. Every study perforned to date includes the caveat
that many factors, in addition to in vitro susceptibility,
determ ne the outcone of antimcrobial therapy. A few are
listed here, their pharmacokinetics and pharmacodynani cs
dependi ng on the status of the host defenses. The presence
of obstruction, abscess or foreign body proximate to
infection indicates surgery is the major hallmrk for
af fecting an appropriate outcone clinically.

We are all aware of the problens of energence of
resi stance. These factors collectively sort of account for
the apparent fallibility of our susceptibility tests from
time to tine.

[Slide.]

There has been at | east one review per decade
devoted to the clinical relevance of susceptibility tests.
The concl usions of these, and nearly all of the hundreds of
i ndi vidual studies, are remarkably simlar; nanely, if the
test result indicates resistance, therapy will fail
sonewher e between 80 and 97 percent of the tine.

On the other hand, if the test indicates
sensitivity, there is no guarantee of a favorable outcone

W th success rates ranging from60 to 80 percent. But the
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bottomline is that we, nost of us in that room continue to
use these tests. And their use has recently becone the FDA

and | DSA published standards of practice in serious

i nfections such as bacterema. W all agree, | think, they

are here to stay.

[Slide.]

Turning to our second question, the rationale for
nore rapid tests arises, in part, fromthe observation of
points of irreversibility in infection, points beyond which
even the nost appropriate antim crobial therapy wll have no
i npact on the outcone of many serious infections.

Per haps the best studied of these has been
pneunococcal pneunonia, but the evidence is conpelling for
each of the entities listed there.

[Slide.]

A nunber of recent publications have cited the
critical inportance of the earliest possible initiation of
appropriate therapy. | have selected here the nore recent
reviews that will permt you to get back to the original
literature pronptly, appropriate for bacterem a, sepsis,
infections in neutropenia and in nmeningitis. The case is
nost convincing with bacterema, nmeningitis and infections
i N neutropenics.

[Slide.]
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Next, Doern and col | eagues prospectively assessed
the potential value of a rapid versus conventional test.
You shoul d have this anong your materials provided. The
m croscan was conpared to a broth mcrodiluation assay for
testing of the organisns |listed; Staphylococci,

Aci net obacter and Enterobacteri aceae. There was no
difference in over 100 denographi c descriptors between the
two groups that were conpared.

[Slide.]

The results of this were really striking to ne.

Al t hough there was no difference in I ength of hospital

stays, nortality was significantly | ower when the rapid test
was used. The figures there are overall nortality.
Attributable nortality was 7.0 percent with the rapid nethod
and 12.7 percent with the conventional nethod.

Both of those were statistically significant. In
addition, patients in the rapid-test group had significantly
fewer | aboratory studies performed, imagi ng procedures, days
i ntubated or days in intensive or internediate care. There
was also a shorter time to necessary alternations in enpiric
therapy with the rapid test.

[Slide.]

O'ten overl ooked potential benefits fromrapid
tests are what | refer to as societal or environnental
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inpacts. It has becone increasingly apparent that there is
a direct correlation between the tonnage of antibiotic
admnistered in a given location and the rate and extent of
ener gence of resistance.

Despite the classic study from Johns Hopkins in
the 1950s that showed a 1:1 direct-line correlation between
the granms of neomycin prescribed in the hospital and the
ener gence of am nogl ycosi de resi stance in Staphyl ococcus
aureus, nedicine continues to ignore history.

Unfortunately, Nebraska is a mcrocosm |n our
transpl antati on and hemat ol ogy/ oncol ogy units, exclusive use
of advanced-generation cephal osporins is done for enpiric
treatment of severe or life-threatening infections. This
was followed by outbreaks of multiply resistant
Ent erobacters and nultiply resistant Pseudononas.

So then it was deci ded sonething nust be better.
W will use fluoroquinolones. They were substituted and up
popped viridans streptococcal bacterem as and a host of
resi stant staphylococci infections. So sonething needed to
be done.

Car bepenens with vanconycin were used for enpiric
therapy to cover all of the preceding. This was followed
i mredi ately by Stenotrophononas and resi stant Pseudononas

aer ugi nosa out breaks. W have al so had three clonal
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out breaks of vanconycin-resi stant enterococcal disease.

The converse, | guess, of overuse is restriction.
| think it has been denonstrated anply in repeated studies
this nearly always di m ni shed preval ence of resistance.
Clearly, rapid tests could dimnish the quantity of big guns
used and, perhaps, inpact the resistance problem

[Slide.]

Addi tional societal benefits include reduced costs
as seen in the Doern study and, possibly, earlier isolation
or cohorting as indicated in the presence of nultiple drug
resi st ance.

[Slide.]

Finally, we conme to the question wll rapid tests
be used. Qur experience and that of others has been that
test results are used nost often when the clinical outcone
is in doubt. Usage dramatically di mnishes as the patient
i nproves. Physicians are reluctant to change to | ess
expensive, less toxic, narrower-spectrumtherapy if the
patient is doing well clinically.

As a consequence, we see anpicillin-sensitive E.
coli infections treated for two weeks or nore with
ceftazidinme plus an am nogl ycosi de often plus or m nus
vanconycin. This is what | refer to as "Don't get off the
wi nni ng horse" nentality. The patient is doing well, why
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shoul d | change.

But | do sense a changing nentality. More, but
probably not a majority yet of physicians are concerned
about resistance and | think many wi sh to be a part of the
solution. As an exanple, our chief of transplant surgery
invited us to dinner at a local French restaurant in Omha
and he began the session for the evening by volunteering to
suspend use of all antibiotics in the unit if it would slow
the soaring rates of energing resistance.

Can you imagine ny response? | felt like giving
hima hug, and | did.

On the other hand, many in nedicine do remain
unconvi nced. | think we, acadene, industry and governnment
nmust becone effective educators. | think the tinme is ripe
for change and | would Ii ke to see us go shoulder to
shoul der to neet this challenge.

Thank you for your attention. Questions?

DR. THRUPP: Your chief of transplant services is
not innovative. There was a paper 20 years ago plus, maybe
30 years ago, in The Lancet where a neurosurgery unit in the
U K had a Klebsiella outbreak and they didn't cure it until
they elimnated the use of any antibiotic in that unit. So
there is precedence for that, actually.

DR. WE. SANDERS: Thank you, Dr. Thrupp. That is
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really a classic.

DR EDELSTEIN: | would |Iike to make one comment
regardi ng your comrents on the Doern study. 1In fact, while
it isreferredtointhe title of the paper as rapid in
vitro susceptibility testing, it was actually a trial of
rapid reporting because the nethod used for susceptibility
testing was the sanme in both arns of the study, contrary to
what you presented in your presentation.

DR. WE. SANDERS: Wasn't one the m croscan versus
a broth-dilution assay?

DR EDELSTEIN:  No.

DR WE. SANDERS: | thought it was two different
tests.

DR EDELSTEIN: No; it just differed in terns of
the time when the organisns were set up in the | aboratory.
The rapid group was set up in the norning and the
conversation group was set up in the evening.

DR. CHARACHE: | woul d take our head of
transplantation to a French restaurant if | thought it would
wor k.

DR. WE. SANDERS: Thank you

DR. THRUPP: We will cone back to Ross Mulder to
summari ze the foregoing.

Summary of Discussions and Petition
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MR MJULDER | would like to thank everybody for
their excellent presentations today. 1In closing, | would
just like to enphasize a couple of points.

[Slide.]

The historical basis for retaining fully
aut omat ed, short-term i ncubation-type antim crobi al
susceptibility devices into class Il no | onger applies.
The state of the art of these devices has sufficiently
advanced to satisfactorily address the historical concerns.

[Slide.]

Secondly, fully automated short-term anti m crobi al
susceptibility devices are subject to the sane rigorous
val idation testing and FDA eval uati on as ot her
non-short-termincubation cycle devices. These other
devices were reclassified over 13 years ago.

[Slide.]

FDA and NCCLS gui dance docunents are both well
established and widely used by antim crobial susceptibility
devi ce sponsors for validation testing. The docunents
conpl enent each other and can serve as the basis for
cl assEll special controls necessary for reclassification.

[Slide.]

Even with the recent inprovenents in FDA review
time, PMA processing requirenents for short-term i ncubation
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cycle types antim crobial susceptibility devices di scourage
rapi d application of increnmental technol ogical innovations
inthe US. Benefits of such inprovenents are often
realized first by non-U. S. |aboratory facilities.

[Slide.]

Providing rapid and accurate susceptibility
results can be a critical factor in patient managenent

situations, thus short-termincubation cycle antim crobi al

susceptibility devices fulfill a critical nedical need.
[ Slide.]
Recl assification to class Il controls resulting in

510(k) reviews will not conprom se FDA's ability to conduct
rigorous safety and effectiveness eval uati ons of new or
nodi fied short-termincubation cycle antim crobial
susceptibility devices. These devices wll still be subject
to the same kind of validation testing as it is conducted
under the PMA process.

| think that this is an inportant point.
Downcl assi fyi ng these won't change the way that they are
| ooked at. The technical information that the FDA | ooks at
will remain the sanme. This is an inportant point.

[Slide.]

Finally, reclassification of short-termincubation
cycle antim crobial susceptibility devices is consistent
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with recent FDA reengineering efforts initiated to
streamine the review of innovative in vitro diagnostics
W t hout sacrifice of scientific scrutiny. These are the
FDA's recent reclassification of serumtunor markers from
class I'll to class I

We, therefore, believe that is contrary to the
interest of public health to keep manufacturers and the FDA
| ocked into an unnecessarily cunbersone and | engthy process
to denonstrate the safety and effectiveness and i npl enent
nodi fications to short-termincubation cycle systens.

Movi ng short-termincubation cycle systens from
class Ill to class Il wll offer a thorough yet rapid review
of process this benefitting all parties involved, the FDA
patient, hospital |aboratories and manufacturers.

| will entertain any questions now and | would
like to thank you for allowing us to present to you today.

DR. ZABRANSKY: A semantic issue. W are using
the term here short-termincubation, STIC or whatever
acronymwe love to use in the federal governnment. W have
al so used the termfully automated. | don't think that your
current device that is currently marketed in the United
States is really, by ny definition, fully autonated.

It may be nore automated, let's say, then two or

three of the other instrunented systens on the narket. | am
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aware that you probably have a newer one com ng al ong that
is even nore automated than this, nore fully autonmated.
This is not for you. It is nore for the FDA. Wi ch
termnology are we going to be using here; short-term

i ncubation or the automated approach, because there is a
di stinction.

We coul d have an automated systemthat is a
greater-than-16- hour approach. This is strictly semantics.

DR. CHARACHE: They exi st.

DR. ZABRANSKY: And they do exist. Thank you.

DR. POOLE: The FDA will use in the
reclassification petition and the |etter whichever |anguage
t he sponsor submtted to us.

DR. ZABRANSKY: So you are going to go along with
what the conpany is asking the title of the group to be.

DR. POOLE: And they will further describe the
syst em

DR. GUTMAN: But you are nore than wel cone to nake
suggestions, changes in the semantics, if you have a
pr ef er ence.

DR. ZABRANSKY: It is not a preference. There is
a distinct difference.

DR. THRUPP: The specific point, back to the

current issue under consideration, is that the term"fully
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automated"” is linked with STIC, isn't that correct--in the
petition?

DR. GUTMAN:. Right. That was like as to how it
was left in the class Ill. That was the actual definition
of the systens left in the class III.

DR. THRUPP: So it is not clear whether the reason
for its having been left in Il was because of the fully
aut omat ed aspect or because of the STIC aspect.

DR. CHARACHE: It is the STIC

DR. THRUPP: It was the STIC rather than the fully
aut omat ed.

Ron, is this enough of concern to you--this is
getting premature, | guess--but that you would feel nore
confortable if sem -automated or some other term were used
to be nore accurate wwth what actually there is still a
little of non-autonmated conponent to this.

DR. ZABRANSKY: O the term "instrunented" woul d
be nore appropri ated.

DR. THRUPP: You can bring this up later as a
suggestion, perhaps.

DR. CHARACHE: | was just going to say
"instrumented” has a problem The Steers replicator is an
i nstrunent.

DR. THRUPP: Do we have any ot her questions?
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DR. VEEI NSTEI N: Ross, and Lauri correct ne if this
is not the right tinme for this question, but one of the
i ssues you have raised is that there are alternative
gui dance docunents avail able. One of themthat has been
alluded to is the M3 docunent from NCCLS whi ch, as
understand it, is nore designed toward pharmaceuti cal
manuf acturers in devel oping their susceptibility test
br eakpoi nt s.

The question | have is is that docunent, inits
current form adequate to provide guidance for the
manuf acturers of diagnostic products such as yours and the
devel opnent of those new products.

MR. MULDER It is a help, but it is not what we
use for--and it is not designed for that use. W can gat her
information fromit, protocols, but it is not in use. W
really don't rely much on that docunent at all

DR. THRUPP: | think we would like to take tine
for a five-mnute break and then we will resune with Dr.
Gut man' s presentation.

[ Break. ]

DR. THRUPP: Dr. Gutman fromthe FDA is going to
answer all our problens.

FDA Presentation

Introduction
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DR. GUTMAN: That is not true. | amgoing to try
and provide sone context for your decision naking.

The topic for our neeting today is discussion and
review of a sponsor-directed reclassification petition for a
rapi d automat ed susceptibility system This is a particular
interesting time to be considering such a request because
the Center for Devices and Radiologic Health is in the m dst
of an intense period of introspection and i s undergoing two
active processes, one of internal reengineering and a second
of responding to the external demands of our new
Moder ni zati on Act.

Bot h processes share two inportant conmon
obj ectives; refining our risk-based approach to the review
process and finding better ways of doing business.

Recl assification of devices is a central thene in
both the reengineering and the reform prograns. Al though
the scope of changes being entertained in this programis
unusual , the idea of classification has been of considerable
interest to our division over the past three years as we
have wat ched the classification systemevolve or, perhaps,
in sone cases, fail to evolve since it was first established
during the late 1970s and the early 1980s by panels such as
yours.

As the panel already knows fromits training, FDA
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historically divides the world of devices into three

cl asses, based on risks, famliarity, links to preanmendnent
devi ces and an anal ysis of issues of safety and
effectiveness likely to be raised in the use of the device.

The product under discussion today is one being
considered or petitioned to nove fromclass IIl to class |
status. The nature of this type of change is nuted, as the
sponsor has pointed out, to a certain extent by the
remar kabl e changes in our review processes which have
occurred over the past five years.

As a result of these changes, we have devel oped a
conti ngency-based revi ew system whi ch provi des manufacturers
wi th questions and data requirenents appropriate for their
products and intended uses regardl ess of their
cl assification status.

As a result, in our division, we now quite
regularly review 510(k) subm ssions for class Il products
with the sanme or nore scientific scrutiny than that applied
to some PMA subm ssions for class Il products. Whatever
the type of subm ssion or the color of the review jacket--it
happensEt hat PMAs conme in orange jackets and 510(k)s in blue
jackets--we try to posit, we ask the right scientific
questions, for the issues at hand.

A downcl assification of a product can reduce our
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scientific review thresholds but this is, in fact, not an
automatic corollary to this process. A change froma cl ass
1l to a class Il product does produces ot her changes
however, besides those which m ght be encountered in

premar ket revi ew.

First, although alnost all class Il and class |
products are subject to identical manufacturing requirenments
whi ch now require conformance to quality systens and to
design controls, automatic pre-approval inspection of these
systens is reserved for class Il products.

It is possible, however, | mght point out, for
the division to obtain GW inspections in association with
clearing particular class Il products, but this does require
a special request to our Ofice of Conpliance and
prioritization of inspection activities by that office.

Second, class Il products, unlike class I
products, are required to file annual reports indicating
probl ens, changes and providing a |iterature update on the
devi ce.

| would point out that in the previous discussion,
a question was raised about how new limtations would be
handl ed for newy discovered resistant organisns and t hat
would be in a PVA automatically required. 1In the 510(k), it
woul d not automatically be required although that could
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easily be built into the special control by anyone who m ght
recommend it or by anyone who mght be wlling to craft an
addi tional sentence or two to nmake that part of the special
control

Third, the time requirenents required to be net by
the agency differ significantly. Qur goal is to review
class Ill products in 180 days. W, frankly, hope to do
better but the goal is 180 days. Qur goal for class |
products is 90 days. W hope to do better. Qur goal is 90
days.

Finally, the adm nistrative and paper trail for
class Ill products, although a target of refinenent and
reengi neering, remains considerably nore conplex for both us
and the sponsors than is true for a class Il product.

The Division approaches the issue of today's
classification with an open mnd. W hope that we w ||
frame the right issues and questions to help you arrive at a
reflective recommendation for us to use in fostering good
regul atory science and a bal anced regul atory program

DR. THRUPP: Do the panel nenbers have any
questions for Dr. CGutman?

DR. CHARACHE: Again, in the interest of not
requiring anything that is not productive, |let ne ask how
productive or val uable you have found the elenents to be in
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the level 11l that would not be there unless we specially
asked for them specifically the manufacturing requirenent
issue, not only for this particular product but for any of
the predicate products that would conme in. How inportant
woul d that be?

DR. GUTMAN: We actually think the GW is pretty
inportant. It is inportant whether it is a class Ill and it
is inportant whether it is aclass Il. It differs in
i nportance depending on how fam liar the technol ogy is.

One of the subjects of the reengineering process,
and | believe in truth in labeling so there is a |ot of
curiosity and anbi val ence and concern and excitenent and al
of the above about the reengi neering process, but one of the
notions of the reengineering process is that it mght affect
the way we | ook at GW, the way we handl e that program that
we have a programin place that has incredible potential if
it is correctly realized and it has |less incredible
potential if it is not correctly realized that is design
controls.

It is really hard to know, in the mdst of this
process, howit wll all sort out. But |I would never sel
GW short. Fromny perspective, the need for Gws shoul d
not require this to be a class Il versus a class 11

What it should require is that if you really
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strongly feel it is necessary or we feel it is necessary, we

ought to incorporate it as part of the class Il speci al
control. The concept here is whether and when in the
process--there are sone folks in the division--1 won't

menti on any nanes but | happen to be one--who think that a
nore interesting time to look at GW is six nonths after

t hey have scaled up rather than before they have started to
make a product.

DR. CHARACHE: WMay | ask the sanme question of your
ot her several points? Specifically, how inportant is the
extra 90 days in ternms of insuring a good validation review?

DR GUTMAN: It is an interesting tradeoff because
one of the concerns is to |lock ourselves into 90 days, which
is short time frame. We did benefit fromthis because sone
of the admnistrative trappings of the PMA--1 don't know how
to phrase this kindly--let's just say can be onerous and
i nteresting.

So it is wth anbival ence. The two processes are
starting to converge because we are playing around in the
di vi si on and probably have not widely tal ked to our panels
about it because it is so prelimnary and we probably
shoul d, we certainly have communi cated to the industries
that we are playing around with what we are calling a
streamined PVMA and trying to actually make 120-day PNA
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times for products where there is well-devel oped gui dance,
where there is well -devel oped technol ogy, where the disease
is well understood.

If this were not to be changed to a class |
product, this would probably be a perfect product to
consider for stream ined PMAs because this is, whatever else
you can say about the product--we are going to ask the
guestions. | don't wish to take Liz's questions away from
her.

We know about this after it has been on the market
and we know its beauty and we al so know its banes and
bl em shes.

DR. CHARACHE: Can one get rid of a lot of the
paper multiplication w thout sw tching designation? In any
event, can you stream i ne paper?

DR. GUTMAN: W are going to try.

DR. THRUPP: Along the sane |lines, not necessarily
with this product, but when this beconme a generic switch, if
you will, fromclass Ill to class Il, are there exanples, in
your past experience where No. 2 on your list, the annual
reports, which would no | onger be comng in, mght have
pi cked up problens in other devices, whatever, that you
woul d have wi shed you coul d have had and m ght have saved

sonme problens in patients.
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DR GUTMAN: | think it is certainly is
theoretically possible. 1 don't know how often it occurs.
Qur scientists in the M crobiology Branch read the
l[iterature intently. They are on the Internet all the tineg,
and one woul d guess a really significant problem m ght be
pi cked up long before it appears in an annual report or gets
buried in an annual report.

It is certainly theoretically possible that
interest in information m ght appear that we had m ssed
sonehow. But it won't have appeared in JCMor on the
Internet or any very highly visible form

We are trying to do a better job in reengineering
in ternms of finding out ways to comruni cate probl ens faster
than an annual report. | don't knowif we wll be
successful in doing that, but that would be a goal of
reengi neering.

DR. THRUPP: | hate to throw in another little
caveat but, with the budget cuts, wll you be able to afford
to send as nmany of your people to the ASMto keep up with
things as you would |ike?

DR. GUTMAN: No; we won't. So the people who go
wll have to teach us all. That is a very good question.
Qur budget cuts are very significant and are matters of

concern to our scientists and our nmanagenent.
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DR. THRUPP: Any ot her questions for Dr. Gutman,

because we don't want to shortchange--Elizabeth Rogers?
Summary of FDA Concerns

M5. ROCGERS: Cood afternoon and wel cone.

[Slide.]

My nanme it spelled wong in the program but if
that is the only thing that happens to me on Friday, the
13th, | have no conplaints. There is no "d" in nmy nane.
is as it is on the slide.

As we are all aware, one of the nost inportant
tasks of the clinical mcrobiology |aboratory is the
performance of antim crobial susceptibility testing on
significant bacterial isolates.

[Slide.]

Today, we are considering a petition to
downcl assify the short-termincubation cycle anti m crobi al
susceptibility test fromclass IlIl to class Il. Earlier
this norning, bioMerieux Vitek presented data and
information relating to downcl assification of their
short-term i ncubation cycle antimcrobial susceptibility
devi ce.

At this time, we may revisit sone of that
information but we will primarily |look at issues that

concern the FDA regarding these "rapid" systens.
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[Slide.]

This is the indication for use that was presented
to the FDA in relation to this downclassification. As
stated, it says, "Vitek's indication for use states that the
systemis fully automated.” W have already discussed that
at length. "Intended for the susceptibility testing of
bacterial pathogens to antim crobial agents.

"It is based on optical detection of growh,"”

Gowmh is an inportant word for us in the agency, "of
bacterial isolates in nmedia wth selected antim crobi al
concentrations during a short-termincubation cycle, again,
usual ly less than 16 hours.

"Test results are used as an aid for the physician
i n maki ng therapeutic decisions involving the adm nistration
of antim crobial agents."”

[Slide.]

On this and the next slide, we see that
antim crobial susceptibility tests, ASTs, have a |l ong
history in DCLD. In 1976, when they were originally
regul ated as devices, through 1978 when the Vitek AVMS was
first approved, to 1984 when all overni ght sem -automated
and aut omat ed net hodol ogi es were downcl assified, to today,
when we are considering this downcl assification of the
short-termincubation system
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[Slide.]

Points to consider. 1In this and the next slide,
we note the major issues the agency considered when
reviewing this petition. Yes, we all do have many years
experience with susceptibility devices. Because of this, in
1984, the FDA downcl assified the sem -automated and
aut omat ed devices with the exception of those rapids.

Again, this was brought up this norning. Again, those
rapi ds are those that incubate at |ess than 16 hours.

In addition, we do use the NCCLS standards, not
just M23 but whatever we need to use regardi ng NCCLS
standards, we use. W pull out the book and we use it.

[Slide.]

Then we do have a gui dance docunent that requires
conparison to standard nethods which are read after 16 to 24
hours. So both the rapids and the overni ghts are conpared
with what we consider the gold standard which is the
overni ght incubation, whether it is the mcrotiter plate
or--but it is overnight incubation.

[Slide.]

But, because of limted incubation with the rapid
systens, the |iterature acknow edges and we see nore fal se
susceptible results, false resistant results, fastidious

organi sm probl ens, the ability to detect resistance, and
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organismgrowth as the basis of the STICs.

That isn't a problemright now, but we did
consider it looking at future technol ogi es that may be
com ng in.

[Slide.]

To briefly clarify, false susceptibility is the
systemreports antimcrobial results as susceptible when the
organismis actually resistant. Again, as was brought up
this norning, that is one of our very major errors and they
are only allowed 1.5.

[Slide.]

Fal se resistance is the systemreports
antimcrobial results as resistant when the organismis
actually sensitive.

[Slide.]

The problens with fastidi ous organisnms. Sonme gram
positives we know as well as sone gram negatives such as
Pseudononas grow poorly with shorter growth tinmes and the
ability of a rapid systemto allow for growmh up to 16 hours
is sonething that we |like to consider when we are | ooking at
rapi d systens.

| f the cutoff, the drug-bug tweaking or whatever,
makes it cut off at 5 hours when it really should go to 10

or 12, it is nice to know that a system can do that, has the
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ability to do that.

[Slide.]

The ability to detect resistance. W tal ked about
this alot this norning. W are seeing much nore of this
today and, as was brought up, | personally believe, also,
that we are seeing a lot of it because of overuse. But the
ener gi ng heteroresistance of organisns to beta-I|actam
antibiotics, the inducible resistant nmechani sns seen in sone
drug- bug conbi nati ons and the organi sns that have high
mut ati on rates.

[Slide.]

The Vitek is based on growmh. Again, as | just
menti oned, we do have to look into the future a little bit
and ot her technol ogies may not be based on that. W do have
nol ecul ar technol ogy out there that is beating quickly at
our door for various and other systens. Gowh is the only
basi s on which susceptibility testing has been perforned and
eval uated to this date.

[Slide.]

In summary, the FDA acknow edges and agrees with
much that has been said today. However, as presented, our
concerns lie wth the greater extent of problens that we see
with the rapid systens especially wwth the detection of
resi stance and the availability of tine to allow organisns
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to grow before a system provides the final result.

One of the things that | do need to nmake cl ear
that was brought up earlier too was that today there is no
mechani sm-we do not have a mechani sm and no one, to ny
knowl edge, has a nmechani sm of overseeing any systemas far
as the evol ution of resistance.

We basically rely on the literature, on MDA
reports, on the conpany and, as Dr. Gutnman says, very often
we find it inthe literature first. Those who really know
how to surf the net probably find it there first.

So | amjust going to put up the questions
qui ckly. Then we can handle them These are the three
guestions that we have for the panel.

[Slide.]

"Are you aware of any other risks or benefits to
health presented by the use of this device that were not
menti oned by the manufacturer in this petition?”

[Slide.]

"Does the FDA document review criteria for the
assessnment of antim crobial susceptibility devices," and |
think you all had that in your packet, "and the NCCLS

standards,"” and, as | said, we use themall, "provide

sufficient information and gui dance to assure the safety and

effectiveness of this short-termincubation systemif it is
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reclassified.”

These are |ive docunents. The NCCLS standards are
renewed, always updated. Qur gui dance docunent is the sane
thing. It will be alive docunent. It is a docunent that
can be worked on and will be worked on over tine.

DR. CHARACHE: | think the point that Mel nade
earlier is that none of the NCCLS docunents quoted apply to
the rapid test.

M5. ROGERS: Right. But we use any and all. W
use those as far as guidance for susceptibility--but we
don't just use the M3. W use anything that we feel can
help us in | ooking at themeven as far as the nedia.

[Slide.]

The |l ast question is, "Are there other nethods
available to review data to permt assessnent of the safety
and effectiveness of the short-termincubation cycles as a
class I1?"

If you like, Sally will put all three of them up
together--after lunch? OCh; all right. After lunch. Any
gquestions?

DR. THRUPP: W are right on tine. |If there are
sone questions while the presentation is fresh in mnd? Are
there any ot her questions that come to mnd right now?

M5. ROGERS:. It is always good to be before |unch
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because the stomach usually speaks | ouder than the brain.
DR. THRUPP: That's right. W are adjourned for
| unch.
M5. ROGERS: Thank you all very much.
[ Wher eupon, at 12:30 p.m, the proceedi nhgs were

recessed to be resuned at 1:30 p.m]
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AFTERNOON PROCEEDI NGS
[1: 30 p. m]

DR. THRUPP: Let's resune the session. W have
been presented with the questions, the nitty-gritty three
guestions, which the FDA has presented for the panel. W
m ght as well |eave those on the board as a rem nder, but
let's go on to the open public hearing section of this
nmeet i ng when anybody who is in attendance who has indicated
an interest may nake a presentation.

We have one |isted by Sharon Cullen from
M cr oScan.

Open Public Hearing

M5. CULLEN: Thank you. M nane is Sharon Cull en.
| amthe Director of Regulatory Affairs for Dade M croScan
On behalf of Dade M croScan, | would like to thank you for
the opportunity to address the topic of reclassification of
rapi d susceptibility devices.

[Slide.]

First of all, I would like to focus ny comments on
two areas. Dade M croScan supports the reclassification of
rapi d susceptibility devices fromclass Ill to class I1.
Secondly, as part of the inplenmentation of this
reclassification, revisions should al so be nade to the

review criteria for susceptibility devices.
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[Slide.]

The types of special controls have already been
di scussed by several parties during this norning s neeting.
Dr. Sanders has indicated that chall enge sets of resistant
strains are key to evaluating the ability of different
systens to detect resistance. CDC has provided several such
sets of strains.

For exanple, grampositive and gram negative
chal | enge sets have been avail able since the early 1990s.

In addition, in order to address energing resistance,
ent erococci and pneunococci chall enge sets were added in
1994.

The FDA requires that for all manufacturers during
either their PMA or 510(k) subm ssions, that these chall enge
sets be tested and the data included in the subm ssion. In
order, also, to address the question of internal challenge
sets and what do we, as manufacturers, do to continually
evaluate that, we take these challenge sets and we, as
JoAnna had indicated, evaluate our systens perfornmance
early within the devel opnent process.

We al so take resistant strains that have been
identified and sent to us by our users and we al so purposely
go and we collect resistant strains fromdifferent

individuals within the scientific community such as Dr.
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Sanders, such as Courvalin. Several of our international
sites also send us resistant strains.

W include those within our internal databases and
really chall enge our systens before they even get out to the
clinical trials. These systens, these challenge sets, can
al so be utilized to nonitor performance of the systens after
rel ease.

[Slide.]

M croScan has the uni que experience of having
mul tiple classifications for a single device. McroScan's
Wal kaway instrunent is a fully automated systemthat is used
to read overnight susceptibility panels. That is regulated
under the 510(k) process. Qur rapid panels are regul ated
t hrough PMA subm ssi ons.

| can tell you from experience that the scientific
scrutiny, both internally and externally, is the same for
both. Qur processes, both in nonitoring manufacturing and
in nonitoring custonmer conplaints, in nonitoring the
eval uations that are done throughout the world, are the
sane.

W work closely with the scientific community to
eval uate the performance. W utilize sonme of these new sets
of predictor panels, as Dr. Sanders had described, to

eval uate our performance. |In fact, we presented at an ASM
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| at e- breaker session one of the first vanconycin
internmedi ate Staph aureus strains and did this in
conjunction with the CDC

So, also, in answer to the question of what do we
do continually work with the scientific community and then
work with our products to inprove performance, we work
closely with the CDC and with our custoners in getting these
strains in, evaluating performnce and, where possible,
goi ng ahead and i npl enenti ng i nprovenents.

The 510(k) process would allow us to inplenment
these inprovenents a lot quicker and be a lot nore flexible
in our ability to do that.

[Slide.]

Al so, there was sonme di scussion about fully
automat ed versus rapid susceptibility. FDA has evaluated a
rapi d susceptibility device and this one was evaluated as a
510(k). This is a manual systemthat detects oxacillin
susceptibility or resistance and the reports are avail abl e
in four hours.

[Slide.]

In summary, the requirements for the various
susceptibility systens are not consistent. There is a PVA
for the rapids, the 510(k)s for overnight--

DR. THRUPP: |'msorry. Before that other side
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di sappears, you are right; this is a rapid nethod.

M5. CULLEN: Yes; it is.

DR. THRUPP: It has not been discussed so far
today as one that already is on the market as a rapid
met hod. Was that downgraded, or reclassified is a better
word, to aclass Il or didit stay as a class Ill and was
given a 510(k) procedure?

M5. CULLEN: | can't speak to that.

DR. THRUPP: Can sonmeone answer ?

DR. GUTMAN:. We are caught off guard. To our best
recollection, it was because we didn't view this, actually,
as an MC system W viewed this--rather than using
sem -quantitative information, we viewed this as being
nom nal information. This was a single bug and it was a
non- aut omat ed system so there were a nunber of factors
whi ch produced what, frankly, in looking at it now, may be a
slight inconsistency. But there were reasons for that
i nconsi st ency.

DR. THRUPP: But, in essence, it was a class |1
It was made class I1.

M5. CULLEN: Which brings me to ny next slide is
that there really are inconsistencies and it is confusing
with the classification of susceptibility devices.

DR GUTMAN:. We can fix themin either direction.
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[Slide.]

MS. CULLEN: Another such exanple is
di sk-diffusion. A labeling reviewis the prem se for the
di sk-di ffusi on subm ssions, and even di sk diffusion has
significant performance limtations. As Dr. Sanders had
i ndicated, all nethods have sonme limtations. The inportant
thing is to know what they are and to address themw thin
the | abeling. The special controls that we have di scussed
really are adequate for that.

[Slide.]

My second point is, to inplenment the
reclassification, revisions should al so be nade to the
review criteria for susceptibility devices. Mninally, the
reference to the PMAs and rapid susceptibilities are
included in the current 1991 draft of the FDA review
criteria.

[Slide.]

In addition, it could also be an opportunity to
eval uate the study requirenents for these and nake them nore
consistent. As Dr. Sanders had indicated, the inportant or
the key point to detecting resistance really is in the
chal | enge set of strains and not in collecting | arge nunbers
of susceptible strains. That is the primary difference
between the two froma data point of view
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[Slide.]

In addition, there has been a | ot of discussion on
very major error rates. The NCCLS, in sone of the recent
di scussions on M 23, has recogni zed the val ue of using
resistant strains to calculate the very major error rates.
This was incorporated several years ago into the FDA review
criteria.

However, one of the questions is, within sonme of
the di scussions in conparing nethods, is 1.5 percent
realistic. Can it be achievable? Wen you conpare M Cs
wi th Kirby-Bauers, there are instances where the error rate
is greater than 1.5. So it may be an opportunity to take a
| ook at this as well.

But | do agree with the comments of |ooking at
resistant strains as the best way to do this. So what
shoul d that nunber be?

[Slide.]

I n concl usi on, Dade M croScan supports the
reclassification of rapid susceptibility devices froma
class Ill to the a class I1I. We believe that the AST
review criteria should also be revised to reflect this.

This revision could be done, and shoul d be done, concurrent
with the classification. The joint manufacturers could play

arole, aprimary role if the FDA would like, in the efforts
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to revise this guidance docunent.

We have worked together in the past in collecting
and conpiling sone clarifications and inprovenents to this
docunent and woul d be happy to assist the agency in com ng
to a joint agreenment on what this could and shoul d be.

Thank you.

DR. THRUPP: Thank you, Sharon.

Wil e Sharon is at the podium does the panel have
any questions of Sharon? Everybody is uncharacteristically
silent. Then, can we open the floor from any other conments
from the audi ence.

Nobody el se w shes to nake a coment, so let's go
right on to the open discussion.

Open Committee Discussion

DR. THRUPP: W would want to be addressing the
gquestions. Maybe we could put the three questions back up
on the board. "Are you aware of any other known risks or
benefits to health presented by the use of this device that
were not nentioned by the manufacturer in this petition?”

Can we open that for discussion?

DR. CHARACHE: | think that | am separating the
gquestion of sone of the scientific reviews that we have
heard fromwhat it says here which is the petition, itself,

because | think there are sone points nade in the petition
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that I would love to see nodified so that it didn't | ook as
t hough any change that we m ght favor was based on sone
aspects of the petition which we wouldn't want to see used
as a precedent el sewhere.

Now, to address this first question of the uses
that were not nmentioned by the manufacturer, | think the
point is made in the FDA guidance--is it gui dance
or - -gui dance docunent that if an organismis found to be
resistant, it generally will not work in the patient.

That point was made al so by Dr. Sanders.
Dependi ng on the patient base, 80 percent to 97 percent of
the tinme, you will be using a drug which is not efficacious.

| think some of the points that were nade in the
clarifications of the petition enphasized a whol e range of
factors which can affect whether an in vitro test will be
accurate or not. Al of those factors pertain to an
organismthat is considered sensitive.

| think the key thing to enphasize is that the
reason for doing this test is to find resistant organi sns as
our nunber-one, nmgjor requirenent. Because that does
represent a very substantive risk to patients, | think that
poi nt should be clear in the petition, that we are really
| ooking for resistant strains and that it is a real threat

to the patient if these are not identified.
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So | think that would be an aspect of risk to
health that I would want to see enphasized. That is
i ndependent of whether we think it is a good idea to change
strat egi es.

There are sone other aspects of the petition. |
don't know if you would want them addressed now or not that
| would want to see--

DR. THRUPP: This is the only point in the
guestioning where the petition is nentioned. | amnot sure
whet her each aspect of the petition is critical to
deci si on-making, but in terns of giving a gestalt for how
these may be received and how the FDA nay respond, it seens
to me that it would be appropriate to have coments about
what is in the petition.

DR. CHARACHE: | will nake a few others, then. |
think it is inportant to note that one of the reasons for
feeling that the petition should be approved is because
there are guidance standards. There are four guidance
standards naned. The M2 docunent and the M7 are very
useful in providing the backup control for the test but they
don't speak in terns of the nedia, the inoculumand all the
rest of it. They don't speak at all to the rapid testing.

The M 23, as was pointed out, also does not. It

speaks to how a drug manufacturer sets the w ndow for what
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of his antibiotics should be considered. Were it can
provi de guidance is in issues such as the nunber of
reference | aboratories, or clinical |aboratories, that
shoul d be used for testing. That nunber is six. Here the
FDA guideline is either two or three, depending if it is a
510(k) or a PMA. So that is not being foll owed.

So it really isn't a guidance for this purpose.
don't think we should say there are guidances that don't
exist. Wen we | ook at the FDA gui dance docunent, | wanted
to see how that was being applied now So | did ask if |
coul d see the nost recent cephal osporin, the docunent for
the clinical trials that were used for that, the three
| aboratories to which they went.

This information was provided. | have revi ewed,
just a few mnutes ago, earlier after they spoke, wth Ross
Mul der and JoAnna Cerst, that this, in fact, was the
appropriate docunent which had been sent by bi oMeri eux
Vit ek.

It doesn't follow the FDA required guidelines.
They require that one do ten resistant strains of
Ctrobacter freundii and | think there are three, and not
tested by every laboratory. The extended beta-I|actanase
organi sns were not tested.

So, in fact, the docunents which the petition says
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will serve are not serving. | think that should be either
clarified or renoved fromthe petition.

Also, in the petition, it notes that there is no
probl em because, in 20 years, physicians had not conpl ai ned
about faulty susceptibility testing. | would strongly urge
that that be renmoved. | think our nbst concrete exanpl e of
this was the vanconycin-resistant enterococci.

When CDC had 25 strains and no doctors were
conpl ai ni ng about it, Hopkins had 140 strains. W knew they
exi sted because our susceptibility test nmethod happened to
pi ck them up whereas the automated systens and Kirby- Bauer
did not. But were there conplaints fromthe doctors al
over the country because people were dying of these or the
ESBLs? The answer is no.

There is no way a physician can pick up the error.
And that is a risk that should be stated. They can't tell.
If the patient fails to respond, they don't know whether it
is because the site of pathology or the severity of illness
and all these other factors that affect whether a
susceptible strain will or will not respond.

So | think that should be reexamned. | certainly
woul d reexam ne the association of tunor markers in terns of
severity and risk and placenent conpared to rapid antibiotic
susceptibility testing. It is a non sequitur and, if it
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helps at all, | just came, week before last, froma neeting
of CLIAC in which the HCFA is reconsi dering what one should
do with sone of the genetic tunor markers and suggesting

t hat, perhaps, our current regs are not strong enough.

So | think fromtwo directions, first because it
doesn't apply to the severity of the risk that can occur for
failure to address a resistant organi smand, secondly,
because it may or may not require or be upgraded in the
future. | don't think that should be part of it.

So | think there are a nunber of things that
troubl e ne because | have, by no neans, decided whether the
cl ass shoul d change. But | would hate, since our charge was
to ook at the petition and deci ded, based on that and these
criteria, whether it would be changed--1 would had to change
it based on this particular petition without a nodification
or review of sonme of these factors which are in here.

DR. THRUPP: Do we have any ot her suggestions or
comments? | have one kind of with nmy editorial hat on. On;
Paul ?

DR. EDELSTEIN. | agree with sone of Dr.
Charache's comments, but | would |ike to say that the
petition specifically says that the manufacturer is unaware
of any reports of human adverse experiences. That is
di fferent than physician conplaints, which you highlighted.
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DR. CHARACHE: Onh; it has both in here. | wll
find it for you.

DR. THRUPP: It does use the word "reports,"” but |
must confess that | am synpathetic to Dr. Charache's points.
| circled some simlar ones that the inplied context, the
way it is used, inplies that the result is not such a big
deal or people would have had nore problens with it. | am
not sure that that is the nessage that we want to have a
petition convey.

DR. CHARACHE: There is one additional risk that I
wanted to put on the table. On page 22, there are six
unfavorabl e points which the petitioners point out to us.
Then, on page 23, it addresses them

But, in five of the six cases, the way to avoid
the fal se report of susceptibility was to pay attention to
t he inocul um size including the suggestion that nephel onetry
be used to insure the appropriate inoculumsize to avoid
calling the resistant organi sns susceptible. | think, with
that type of recommendation as the resolution, we really
shoul d under st and whet her nephel onetry is the standard of
practice in the community or how i noculumsize is proposed
to be controll ed.

That is, again, just reading the petition.

DR. THRUPP: Dr. Zabransky?
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DR. ZABRANSKY: | will reserve ny question. It
has to do nore with question No. 2.

DR. GATES: | think we m ght agree that those are
legitimate points, but | don't know that it is particularly
applicable to whether it gets downclassified to IIl or Il in
the sense that we have all agreed that whatever the
performance criteria turn out to be, they should be used in
the sane case for either a Il or a lll.

DR. CHARACHE: | hope | made it clear that | think
that the issue | would Iike to see addressed is the fact
that we are to decide, based on the petition, whether that
shoul d be done. | would not Iike to see this petition
setting a criterion for future action along the way besi des.

DR. THRUPP: What Dr. Charache indicated is true.
She rai ses one very valid point that does speak to the issue
of why should rapid tests be treated, or should they be
treated, any differently in the review process than the
standard overni ght; nanely, a nunber of these references
come down to the fact that inoculumsize seens to be nore
critical for an accurate or a valid result with the rapid
tests than it does with the standard.

So that could be an issue which the FDA and the
commttee could take into account. In terns of evaluating a
decision, is there any added potential risk for the rapid

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



at

met hod, whether it should be class Il or class Ill. There
is adifference in the scientific data there.

DR. EDELSTEIN. M ght | nake a suggestion? | have
a laundry list of things | would like to see included for
product evaluation and use. | don't know when we woul d
discuss that. |In part, it has to do with the FDA revi ew
docunent and in part it has to do with what | think are
needed changes to how the product is evaluated and howit is
used, whether that woul d be a separate di scussion or not.

But maybe what we could do is to confine that
| aundry |ist because | am sure other people have them as
wel | .

DR THRUPP: | think that is points 2 and 3 that
you are getting to. That's where those comments woul d cone
in.

DR. GUTMAN: Let me interject that a decision to
downcl assify fromlll to Il would cone with a specia
control and, with all due respect to NCCLS, this would be a
case where the FDA would have the final word. So our
docunent probably woul d have nore credence than the others
whi ch you woul d refer to.

Qoviously, it would be inportant to us--frankly,
it would be inportant to us even if we didn't downcl assify
this to know how we can make our docunent better
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Qoviously, if we did decide to downcl assify, then it is
absolutely inperative that we get all the right stuff in
t hat downcl assification.

So, either way, whether you nake it part of 2 or 3
or make it part of the condition of whatever you vote on, we
want to hear. Again, if you think of sonmething on the train
or plane on the way hone, you should call us and tell us how
we can make this a better docunment.

DR. THRUPP: The point that Dr. Charache nade
about the petition and its content in terns of precedent
setting, there is one just editorial-type comment that | was
going to throwin. It really cones back, | think, to the
inoculumsize. | had alittle editorial difficulty--for
exanpl e, on page 23 and 24 where the sponsor has indicated a
potential problemthat had been raised such as No. 2.

This was the incubation period not being adequat e,
possi bly, for expression of all resistance nechani sns and
especially the inducible beta-lactamses. The concern is
listed in reference No. E9 which was published in '93,
presumabl y reasonably recent concern.

Yet the response to that concern was referring a
paper back in '88 which was already readily available. So
it is kind of backwards. | would have hoped that the

correction woul d have been the npbst recent response.
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Anal ogously, in No. 6, about oxacillin susceptibility, the
ref erence about the concern, or the problens, was published
in "92 but the response refers to a paper back in '87.

That is a little bit backwards. But | think these
i ssues were addressed in the presentation and | am not sure
that these are substantive for our decision. It is just a
comment about the petition, itself.

Any ot her comments on question 1? Then, let's go
right to question 2, "Does the FDA docunent review criteria
for the assessnent of ASDs and the NCCLS standards provide
sufficient information and guidance to insure the safety and
effectiveness of the short-termincubation if it is
reclassified as a class I1?"

DR. ZABRANSKY: This is where | would like to
raise nmy question. | just |lost the page in the guidance
docunent. \Wich appendix was that? B, as in boy. There is
a chart at the back of the guidance docunent. This is where
we see sone of the differences that exist between PMAs and
510(k)s, disk versus sone of the other nethodol ogy.

| would |ike to hear some comments fromthe FDA as
to how and why these differences for subm ssions--in other
words, two sites versus three sites, which we heard about,
and nunbers of organisns--why is there this inconsistency to
start with and, if we know why there was this inconsistency,
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This is page Al under tab B.

DR. GUTMAN: The issue is that we have a sort of
weak history of this. There are not too many fol ks here who
were actually involved in those data decisions. There was
sonme historical evolution here and we think that they have
to do with--

DR. THRUPP: Freddi e Pool e nay have an answer
her e.

DR. ZABRANSKY: Then there is a subsequent page
whi ch has sone differences on it as well. You see the CDC
chal | enge nunber of organisns and the stock organisns and
t hen, down bel ow, we have--and then there is another page
with the Kirby-Bauer has only one site for a 510(k), et
cet era.

DR. GUTMAN: Freddi e has got the answer. She
actually knows the history.

DR. POOLE: The reason that we required nore
information for the rapid systens was because of all the
probl ens that we were not aware of at the time, and we knew
t hat we needed nore datapoints in order for sone of the slow
growers, sone of the fastidious organisns and sone of the
ones that would later on either devel op resistance.

So we believe we needed nore datapoints for the
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rapid systemthan we did for the overnight system Then,
nunber two, the standard reference nmethod was an overni ght
system So we thought we had nore infornmation on the
standard reference nethod.

DR. ZABRANSKY: But the standard reference nethod,
you are requiring nore organi sns there than you do for the
Kirby-Bauer. This is on page Al, one site versus three
sites, nunber of organisnms, zero versus 100. That is what |
am | ooking at is the differences--

DR. POOLE: The Kirby-Bauer was the disk. The
di sk, when Drugs approve their devices, they do clinical
trials and they include the disk. W get the data directly
fromthe Center for Drugs.

DR. ZABRANSKY: So you bought what was provided to
t he agency- -

DR. POOLE: To the agency fromthe Center for
Dr ugs.

DR. ZABRANSKY: Ckay; now | understand. That is
what | was really looking at is why is there a difference
bet ween the 510(k)s, not between the 510(k) and the PNA.
That was nore under st andabl e.

DR. THRUPP: To conclude that little discussion,
there is no reason why we couldn't, in view of the potential
probl ens for inoculum for resistant organisns and for the
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concerns that have been expressed, part of our special
conditions could be that those nunbers be el evated, instead

of 100, go to the 300 or whatever.

DR. CHARACHE: | would even wonder about perhaps
it being practical to have nore sites. In this little study
that I was |ooking at, and | just asked for the nobst recent

cephal osporin to |l ook at, the percent agreenent with
Ent erobacter and the cephal osporin vary maybe 1 percent in
one |lab to 100Epercent in another.

| think that a few nore sites even m ght be
hel pful al though these were ideal |abs and they were very
wel | chosen. Maybe instead of doing all the paperwork, we
could substitute sonme nore science.

DR. THRUPP: Do you want to go to the point of
maki ng that a specific coment yet or shall we reserve those
to the end because we have got a couple of specific
suggestions here for nodification of the gui dance docunent.

DR. VEINSTEIN. | would |like to ask Dr. Sanders,
Christine Sanders, about the challenge set and what your
feelings are since you are one of the founders of that
concept. How do you feel about the | ower nunber of
organi sns bei ng tested?

DR. C.C. SANDERS: Are you tal king about the CDC

chal | enge set?
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DR VEINSTEIN. O your set.
DR C.C. SANDERS: O mne or anybody's total ?

DR. VEINSTEIN: The whol e concept and what the

ri ght nunber of organisns would be to test.

DR. CHARACHE: And could you comrent al so on

whet her the CDC set is still the best one or whether we

shoul dn't be nodifying its content.

DR C.C. SANDERS: kay. | wll answer that

question first because it is easy. The CDC challenge set is

a very inportant set that, unfortunately, has not been kept

up to date as rapidly as it should. Thus, right now, it

doesn't have any strains with the SBLs in it.

Qui nol one-resi stant Enterobacteriaceae are not there. So

its major limtation right nowis, nunber one, it is not

reflective of what is really happening today but it is a

great source of resistant strains that people would not

necessarily have.

So, yes, it needs to be updated. It is of value

and it needs to be updated nore often than it is being

updat ed. Secondly, unless they change their approach, right

now,

the CDC is not telling us the nechanisminvolved in the

resi st ance.

They give us M Cs and di sk data so we know what

the pattern is, but they won't tell us the nmechanism Now,
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| happen to know on sone of them because | sent themthe
strains. | can also |look, nyself, to find out what the
mechanismis. | cannot publish that or dissem nate that
i nformation.

So when the FDA requires certain nunbers of
different types of nechanisns, that is not a hel pful source
because we don't know the mechanism It hasn't been
di vul ged.

| think that these types of collections of
strains, either the CDC chall enge panel or panels |ike we
have been able to put together and others have been able to
put together fromtheir stock isolates are absolutely the
backbone and very inportant to docunenting accurate
detection of resistance.

VWhat is the proper nunber? It is hard to say
because certain bug-drug conbinations, the potential for
resistance isn't as great as others. Personally, the |arger
nunber, | like to see across the board--across the board,
not one particular nethod doing | ess than another particul ar
met hod because the strength in detecting resistance is in
t he nunber of strains you have tested, not in the intrinsic
strength or weakness of the test.

So | would like to see a uniform nunber of those
types of isolates being required regardl ess of type of test
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or class Ill or class Il. Again, there should be sone give
and take in the actual nunber | ooked at dependi ng on the
parti cul ar bug-drug conbi nati on.

| do know, and the manufacturers certainly know,
the |l arger the nunber of these strains that they test, the
better their data are. W talk about a very major error of
1.5 percent which is very difficult to achieve, sonetines
i npossi bl e.

But the | arger nunmber of resistant strains that
you have tested, the better and nore realistic that nunber
is. Then, with that nunber, you m ght be able to identify
certain mnor hot spots that are contributing to the nmajor
error and be able to disqualify that rare conbination and
still keep your test.

So | amall for a reasonable | arge nunber of these
types of strains across the board.

DR. THRUPP: In follow up of that comrent, could I
ask the coomttee would you feel that one thing we should
suggest, aside fromthe nunbers of organisns and the nunbers
of sites mght be that an additional challenge set, selected
to test bugs with known resistance nmechani sns, be included.

DR. CHARACHE: Yes; we can. It is just that it is
not the CDC set. It is an expanded CDC or a second

conpl enentary set in which the nechani sns are known. |
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woul d think that our coll eagues woul d help supply it.

DR. THRUPP: It is probably realistic to expect
t hat known strains could be derived.

DR. CHARACHE: O that the CDC could be persuaded
to provide the information.

DR. EDELSTEIN. | think that the current gui dance
docunent is nethodologically and statistically flawed. It
is methodol ogically flawed because it doesn't take into
account testing strains with newer resistance nechani sns, as
i s obvious in what we have heard. You need a new chal |l enge
set.

So, sonehow, if the docunment could be rewitten to
specify chall enge sets and include an adequate nunber of
organi snms of each resistance nmechani smtype, and what m ght
have to happen is that that docunent woul d need to be
updated on a frequent basis whenever a new resistance
mechani sm was di scover ed.

That m ght help quite a bit because if you did
that sort of testing, then the nunbers or organisns you
m ght need to test mght be less. The reason why | think it
is statistically flawed is because it nentions acceptable
rates of error but doesn't give acceptable confidence
intervals of that error.

Just as an exanple, if you are talking about a 1
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percent error rate, the upper Iimt of the 95 percent
confidence interval for 100Estrains tested is 5 percent.

For 300 strains, it is 2.9Epercent. For 500 strains, it is
2 percent.

So | think it would be nmuch better to establish a
range, an acceptable range, of errors rather than a certain
nunber because, if, for exanple, on 20 strains of a
particul ar bug-drug type that are tested, then the
estimation of that error could be very huge. That woul d get
away fromthe problemof specifying certain nunbers of
strains to be tested and would, instead, rely on sonething
that would be nore statistically valid.

These comments are rem ni scent of the ad nauseam
| must say, sonetines, discussions at NCCLS neetings about
howto try to fix these docunents to be generically
appl i cabl e when each drug has such different scenarios to
cone up with a generic guideline with statistical intervals.

If there are only 20 or 10 strains of VR Staph
aureus, how can you expect to have a nmanufacturer cone up
wth statistical variation when there are only a few strains
even recogni zed.

DR. EDELSTEIN. Under the current docunent, if
there are fewer than a certain nunber of strains and that is

not listed, and it says that this nethod may not detect this
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susceptibility pattern--1 may be paraphrasing it--but that
is going to be a continuing problem

Sinply relying on a nean nunber w thout specifying
arange, | think, is a real mstake. It is msleading.

DR. THRUPP: That very point cane up for much
di scussion at NCCLS where there was fear that if the 1.5
percent--and these could be part of suggestions to the
FDA--if that 1.5 percent were applied rigidly, would it
result in rejecting an otherw se reasonably good procedure
because there are so few strains avail able that one error
out of ten strains mght still benefit the people and the
public health and, yet, is a 10 percent error and woul d,
therefore, be rejected, a cautionary statenent or sonething.

We did call on Christine fromthe audi ence and
t here was soneone el se that did have their hand up. In
order to expedite this--

DR. ZABRANSKY: Still sticking with the docunent,
to foll owup what Paul said here, |ooking at page 1 of
appendi x B, we have here a docunent that was originally
witten 1990 by the FDA and | know it was submtted to a
nunber of people on this panel for coment which we nade.

We have here, in 1991, a draft docunent--it is
still referred to as a draft docunent, to ny know edge, and,

in addition to that, it is called here a flexible docunment.
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It is really not flexible unless it is generic enough and
reflects sonme of the things that Paul has been tal king
about, whether it is nunbers of organisns or nunbers of
sites.

On the other hand, if you wote this docunent and
rewwote it every year, the FDA group woul d be doi ng nothing
but rewiting this docunent and not review ng the 510(Kk)s.
So, again, sonething has to be done to nmake this nore
general .

DR. THRUPP: | think we did cone to a little
consensus that we could recomend that there be an addition
to the Al table, that we el evate the nunbers, perhaps, to
the 300 and that there be an added group of known resistant
mechani sm chal | enge organi sns added to the docunent.

We didn't respond specifically to--1 think it was
Dr. Charache brought up the concern whether three sites are
adequate for field testing, if you will, of a new device or
a new drug.

DR. CHARACHE: Two thoughts and, perhaps, a
conprom se solution. It is not only, | think, the nunber of
sites but | think it would be very hel pful to consider
i ncluding a community hospital site, sonebody who is not an
expert, to see whether these inoculumsize issues appeared.

But ny generic recomrendation is that the entire
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docunent be reviewed in concert with, perhaps, nenbers of
t he panel and, certainly, industry to update all of it and
not just the table. That is in line with the question of
whet her those four docunents are adequate for the purpose.
| don't think they are and | think it should be revi ened.

DR. THRUPP: | think that is a proposal that no
one woul d di sagree with, for a change, that people get
together to update the docunent.

DR. EDELSTEIN: One thing that you could do and |
woul d actually suggest it is to utilize these challenge sets
inthe field trials of the panels. That would be a true
test of the performance--1 don't knowif it would be a true
test, but it would be a better test of the performance of
t he product and woul d be, presumably, nuch nore sensitive to
errors in inoculumpreparation than currently.

DR. THRUPP: Exactly. W have al ready addressed
the issue of the challenge sets. But that does cone right
back to ny point that we didn't address the nunber of sites.
We could say, for the subm ssion, three sites is okay as it
was in the PMA, and ask for postmarketing of "x" nunber of
sites.

On the other hand, you could interpret, although
the goals may not be exactly parallel, sone of the NCCLS

docunents to suggest that five or six sites--1 forget what
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the last draft was--should be used even in the devel opnent al
phase.

So | wonder, can we have another comment about the
nunber of sites?

DR. GUTMAN: A couple of coments. Historically,
three sites have been used for nost clinical studies for
IVDs with the notion that two out of three will agree and
you wi Il see sonething--there is actually nothing, as far as
| know, either statistically or biologically. | have al ways
been troubl ed, personally, by the use of three, whether that
is too many or too few. | guess that would be a subject of

interest from your perspective.

If this is nmaintained as a class Ill, we have very
strong postmarketing controls. |If you do downclassify it to
class Il, we have a potential for postmarketing studies but

they are not as strong and your decision about both
classification and what kinds of data you woul d be
confortable with, if you decide to downcl assify, you need to
take that into account.

DR. THRUPP: | hope you are not com ng from both
si des of your nouth, now, Steve because | thought | heard
you this norning say that we could nmake the reconmmendati on
t hat postmarketing surveillance be a strong recomrendati on
to include picking up sone of the potential problens.
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DR. GUTMAN: That is different. | amtalking
about actually doing studies beyond--1 was tal king about you
could require certain changes, conme back in. You can
certainly suggest that we do postmarket studies. | am
hopeful that postmarket studies, in the context of 510(k)s
will work, but since | believe in truth in advertising, |
don't know how well they will work.

DR. THRUPP: And you are introducing a concept we
haven't really discussed today at |length, and |I don't
propose we get into it, but there is a difference between
post mar keti ng studi es as opposed to sinple postmarketing
surveil |l ance.

W may want to address how we word it, the
di fference between studies and surveillance for
post mar ket i ng.

DR. GUTMAN: | actually have an additional insight
| would i ke to share with you

M5. SHI VELY: Roxanne Shively. | ama reviewer in
the M crobiology Branch. | have | ooked at many of these
subm ssions over the years, and al so worked on the gui dance
docunent back then. One of the areas in the guidance
docunent that hadn't been well devel oped at the tinme was
reproducibility.

In the intervening years, we have tended to expand
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that section to cover nmultiple-site testing with inocul um
effects to really assess the ability of different labs to
get the sane results with known organi sns.

Certainly, that may be one area, Dr. Charache,

t hat woul d neet your concerns and al so the ot her concerns
with really challenging the systemat the site where it is
to be used with known resistant strains. | believe right
now-help nme; is it 20 strains--right nowit is a fairly

m ni mal nunber of ten strains at each of three sites. Those
three sites can be different than the perfornmance sites.

DR. THRUPP: Do we have other suggestions on
guestion 2 on the review criteria that haven't been brought
up yet?

DR. CHARACHE: This is a question, again, trying
to get out fromunder sonme of the adm nistrative hassles and
del ays associated with the--1 amwondering, if we were to
suggest a level Il classification along with a rewite of
the guidelines so that there is a current active docunent to
provi de gui dance, that whether we could add a request that
certain factors be addressed and these are those which, in
part, are comng up now and, in part, reflected the
di scussion this norning when we asked whether this was
hel pful to you or not, things |like the design and

manuf acturer issues that you felt m ght be hel pful
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DR. GUTMAN: M understandi ng, and Freddi e or
Heat her could correct ne if I amwong, but ny understanding
is that, as you nove forward, if you decide to nake this a
class Il, you can put whatever recomendati ons you think
appropri at e.

DR. CHARACHE: Certainly, if we identify a need to
make a change in a panel, whether it is nethicillin
resi stance, we certainly don't want to wait an unnecessary
three nonths to get it through. But if it did take |onger
than 90 days to insure that it was being done as you w sh
can we address that?

DR GUTMAN: COh, yes. You are free to nmake any
recommendati ons you want and we will do the best we can to
deal wth them

DR. CHARACHE: Then | think nmy final question, and
| amsorry for having so nmany questions--

DR. GUTMAN: No; that is what we pay the big bucks
for.

DR. CHARACHE: If you want to pay nme nore, | wll
tal k | onger.

DR. GUTMAN: | deserve that.

DR. CHARACHE: That has to do with predicate
devices. |Is there any way or cautions that this group m ght
add to indicate what we m ght think could be included as a
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predi cate device and sone cautions of what we m ght think
m ght not be considered a predicate device.

DR. GUTMAN. That is fair gane, also.

DR. THRUPP: Do you have sone suggestions al ong
t hat score?

DR. CHARACHE: That | ast one?

DR. THRUPP: That last point. It is an inportant
generic point but | wonder what you feel we could say at the
nonent .

DR. CHARACHE: | think I would say that, like the
drawi ng up of the guidance docunent, | don't think I would
want to do this very lightly off the top of ny head. But |
woul d | ove to hear anybody el se's thoughts on this. |
certainly wouldn't think the Crystal system for Becton
Di ckenson woul d count as a predicate in either direction.

So | think, if it is going to be your rapid test
as opposed to an automated one, | think that should be
defined. But it should probably be rapid and sem - aut onat ed
or sonething that indicates that it covers a range of
antibiotics and not a single analyte, or whatever we want to
say.

DR. GUTMAN. W woul d actual |y appreciate your
t houghts on how to establish the performance of this device.

That woul d be of great interest to us.
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DR. THRUPP: Any other comments on question 2?
Let's go on to question 3, sone of which have already been
brought up, but, "Are there other nethods available to
review data to permt assessnent of the safety and
effectiveness of the short-termincubation device as a cl ass
12"

Qovi ously, we have been nentioni ng suggestions for
expanded special controls, of several varieties. |s that
the primary nmechani sn?? Does anybody have any ot her
suggestions for other nethods? Dr. Edel stein?

DR. ZABRANSKY: Let's see your laundry |ist.

DR. EDELSTEIN. It will come one by one. | would
i ke to suggest that the present surveillance systemt hat
t he manufacturers currently use to detect problens with the
susceptibility systembe fornmalized by sone nechanisn in
ot her words, that there be a formal statenent of how this
shoul d be undert aken.

| guess there needn't be any changes in terns of
reporting since | guess reporting is required whenever a
report is made. But currently it seens as if it is a
passi ve mechanismthat may differ from manufacturer to
manuf acturer. We know reasonably well that the systemthat
the current manufacturers use seens to be a very good one,

but we would want to be certain that other manufacturers
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woul d hew t he sane |ine.

So | think it would be good--I don't know whet her
that woul d be call ed postmarketing surveillance or sone
other term

DR. THRUPP: | think what was bei ng descri bed was
general ly postmarketing surveillance as opposed to
FDA- suggest ed postmarketing further studies.

DR EDELSTEIN. Yes.

DR. ZABRANSKY: The annual report that is
submtted; this is required as a Gw, is it not?

DR. POOLE: The annual report is required as one
of the conditions of approval for all class Ill devices.

DR. ZABRANSKY: But what about class I1?

DR. POOLE: They don't require annual reports.

DR. ZABRANSKY: So we could require sone type of
annual report to include sone of the information that Dr.
Edel stein was nenti oni ng.

DR. GATES: | guess | amuncl ear what Dr.

Edel stein is saying in terns of additional information.
There is in the quality systemregul ati on, conpl ai nt
handl i ng and dealing with any custonmer issues that may cone
in fromany source. Are you tal king about nore of an
active, going out there and finding it sort of thing?

DR. EDELSTEIN: Yes; | amtalking about an active
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mechani sm of , perhaps, actively polling users or a
representative sanple of users. | amnot certain what
mechani sm woul d be nost appropriate, but | think that
sonething that is nore active would be beneficial.

DR. GATES: kay.

DR. ZABRANSKY: Part of the GWP process is that
when the inspectors cone in, they |Iook for some of these
types of reports or conplaints and review these. But they
only have to be held in hand. They don't have to be
subm tted to anybody unl ess specifically requested; isn't
that correct?

DR. THRUPP: Unless the FDA, as a speci al
condi tion, adds--

DR. ZABRANSKY: Because they are followi ng up on a
phar macopei a conpl ai nt or sonet hi ng.

DR. THRUPP: A guide that these be included in
sonme kind of an annual report even if it isn't the old PVA
format.

DR. EDELSTEIN. Wuld also |ike to suggest that
there, in fact, be an annual report but that it only include
a literature review and summary of significant adverse
effect reports. So it wouldn't, necessarily, include
reprints and it could just indicate trends with sanple
ref erences.
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DR. THRUPP: You nean that the follow ups that you
are suggesting would include literature review

DR. EDELSTEIN: No, no. Currently, it is ny
under st andi ng, the annual report requires reprints of al
literature that the manufacturer has avail able regarding the
performance of the device.

DR. GUTMAN: You are really testing us in terns of
new ground. W feel very confortable in telling you that we
think we can wite in the special control sone kind of
| anguage that would allow us to call for new 510(k) when
per formance changed because of a biological shift in the
organi sm or because of an unexpected change i n perfornmance.

We think we can build that into the speci al
control. W are not quite as sure that we can sonehow or
ot her convert the special control into an annual report
requirenent. |f you feel so unconfortable about this
downcl assification that you are not willing to give up the
annual report, then maybe you ought to consider voting
against it.

DR. THRUPP: | think the concern was well put.
don't get the sense that the panel is unconfortable with the
procedures that the current two manufacturers, and we have
heard the nost detail fromthe one, are necessarily

utilizing because they are nmaking, obviously, a broad and
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historically long tinme they have been at this.

Dr. Charache has pointed out that, despite this,
there were sone possible deficiencies in what m ght have
been | ooked at. But | think the greater concern is
precedent or predicate of what is going to happen in the
future.

DR GUTMAN: | think it mght be possible, within
the context of a special control, to | ook at broader issues.
It certainly is novel for us, but | wouldn't suggest that we
couldn't attenpt to do that and the issue would be to | ook
at the surveillance program and nmake sure that it is in
place and it is reasonable and that it wll identify shifts
in resistance that would be of concern to us and shoul d
provoke a new subm ssi on.

| think we could try that, yes.

DR. THRUPP: | would hope that the current
manuf acturers who have a body of data and who have a system
goi ng woul d be reasonably happy to codify that and formalize
it so that their product would continue to be a | eader, so
to speak, in the field and have it be well substantiated
over the years.

DR. GATES: You do know that there is stipulation
for medi cal device reporting, regardl ess of whatever the
device or class is. Could it be subsuned under sonething
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i ke that?

DR. EDELSTEIN: That is still a passive system
Currently, | think that the manufacturers do have actually a
met hod of obtaining nore than passive information via their
user group neetings, for exanple, where that m ght qualify
as active surveillance in which they would poll the users
groups to determne if they have had significant prograns.

DR. GATES: But | guess the issue is divided into
two places. One is passive versus active surveillance of
whatever it is and the other one is what the nmechanismis
for notifying the FDA of whatever that information is.

You can make the argunent that, well, there should
be active gathering of the information but then is an MDR
report a substitute for the mechani sm of getting that
information. | don't know.

DR. EDELSTEIN. | don't know the answer to that.
| am assum ng that the reporting requirenments won't change.

DR. GATES: You nean in case of death and serious
injury, and, if it is not that--

DR. THRUPP: An active or sonmehow sem active
surveillance system m ght not all be negative. |t mght,

i ndeed, be of very nuch value to the conpany as well as to
the nedical community if the problens had all been sol ved,

or were being solved, and the data were excellent. | would
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think that would be inportant to have routinely reported.

DR. GATES: | agree that it is in everybody's
interest to keep track of what is happening in the field and
energi ng resi stance and everything el se, that everybody
needs to keep track of that. | guess it is how that gets--

DR. GUTMAN: | can point out that both the
conpani es and, for better or for worse, the agency do al so
have access to proficiency-testing surveys which is another
sentinel. It may not be as lively as the user groups, but
it is away of getting information on perfornmance.

DR. KADREE: | just wanted to add that retaining
t he annual report, actually, even though we were to change
the classification to a class Il, won't actually be
detrinmental because the industry will still have the
advant age of having an expedited review as well as a |evel
of intensity of review that is going to be dependent upon
what ki nds of changes are bei ng asked.

So it is still, to ne, a najor advantage to change
froma lll tothe Il even if you do keep the annual report.
| think there are enough concerns that have been expressed
today to indicate that it m ght not be a bad idea to keep
t he annual reporting until we are nore clear about sone of
t he i ssues.

DR. THRUPP: Paul, you were next. You had a |ong
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laundry list, you said. | think we haven't finished your
| aundry 1ist.

DR. EDELSTEIN. The only thing I would Iike to say
about the annual report is it is nmy understanding that
presently it includes factors other than performance or
trends in resistance. It includes such factors as
manuf acturi ng changes that I would be willing to let the
manuf act urer keep on file.

So that is why | amsaying not to call this the
sane sort of annual report but just an abbreviated report
that woul d have to do solely wth perfornmance.

DR. KADREE: | amnot disagreeing with you. | am
just saying that just keeping the annual report in isn't
much of a hazard, really, because they still have trenmendous
benefits.

DR. CHARACHE: What | am hearing is everybody kind
of aimng for all.5 \Wat | amwondering, and this, |
guess, Dr. Gutman woul d have to help us with, is what is the
best way to get toa ll.5 Is it to put sone controls on a
Il or is it to loosen things froma |11

DR. THRUPP: Mel is from New Jersey. He has got
to be a politician.

DR. CHARACHE: So am|.

DR GUTMAN: | just have to tell you,
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speaki ng--and the revi ewers always keep ne honest, | want
you to recogni ze that we don't, necessarily, anticipate
every annual report with absolute glee and joy, put it on
the top of our pile of things to read, consune every bit of
information on it and assune that it is gospel.

So I don't know, within the construct of what we
do--we certainly want to do what is right by this product
line and put the right controls in place and are willing to
consi der anything you recomend to nmake this--it probably
deserves to be a Il1.5, or maybe even sonething in that
order.

There is a great deal of change here. Actually,
it is probably inpossible for nme to give you square and
straight answer since there is so nuch change as to which is
the better route, to make it the I1.5 by kicking the 510(k)
up or by bringing the PVA down.

W will try and do the best we can w th whatever
decision is made, but | think you are unnecessarily
obsessive over the annual report. | apologize for saying
t hat .

DR. THRUPP: One rationalization, Steve, m ght be
that the annual reports mght stack up except if you read in
the |l ocal ASM chapter or The New York Tinmes or the Inquirer

or sonething that there is another Androneda Strain that

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



at

sonebody is tal king about, you would then have sone
information in your files that you could say, "Cee; did we

|l ook at this,” and you m ght have sone data whereas you are
reacting without any information otherw se.

DR GUTMAN: It is not wthout value. It does
have value so | don't wish to suggest that either

DR GATES: | guess, as Dr. Gutman was saying, an
annual report is an annual report and I think if we are
going to keep track of all this stuff, the data ought to be
comng in as it is made known.

From what | have gotten before, between the
Internet and reviewers | ooking at everything and things in

journals and stuff, there are plenty of conduits for getting

energing information to the FDA in a | ot faster manner,

basi cal |l y.
DR. THRUPP: Mel, we didn't hear your resolution.
DR. VWEINSTEIN: | guess it was sort of a corollary
tothe Il.5 question Il1.5 question. That was, in your

presentation earlier, Dr. Gutman, you alluded to sone sort
of an expedited or inproved class Ill. | was trying to
remenber exactly what that would consist of as we were

t al ki ng about whether to do this as a Il or all.5 or

what ever .

DR. GUTMAN: The division has in place, and it
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hasn't started yet, but it has begun to devel op paraneters
for what we are calling a streamined PMA. The streanlined
PMA is one which all of the controls in place that you are
tal ki ng about now, things like, certainly, not necessarily
premar ket GWP but assurance of GW at sone point in the
process, we would require annual reports although we are
tal ki ng about changi ng that, making them abbrevi ated, maybe
maki ng them every three years instead of every year, making
themthe first two years instead of forever.

We are | ooking at abbreviating the summary of
safety and effectiveness which is an immense job for both
the conpanies and for us, |ooking at doing real-tine
i nteractions, |ooking at chances in the del egati on of
signoff authority, a whole variety of things that is
unt est ed.

| can tell you that the tier Ill 510(k) panel
track with a high level, the high-octane 510(k)s, work. |
tell you that with assurance. It works well for us and the
streamlined PVMA is exciting. But it is not approved a
product yet.

DR. THRUPP: Dr. Edelstein, did you have sone
ot her additions to your laundry |ist?

DR. EDELSTEIN. | had sone additions to things |

would like to see incorporated into the use conditions of
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the devices. They are relatively view One is | think that
it would be helpful to the user to list the performance of
the system by drug-bug conbi nati on rather than, | think,
currently just by organism-or antibiotic, | guess, is what
it is.

The other is that there be a requirenment for use
of either a nepheloneter or a 3Mdevice for preparing the
inoculum Currently, it is left up to the user to decide if
they are going to use a turbidity standard whether they do
it visually or use a nephel oneter.

DR. KADREE: | would like to add to that i st
under performance that specific nmention be made about the
probl enms with vanconycin-resi stant organisns and so forth so
that users will realize that the reliability of the test in
that area may be poor and so treatnment should be based on
the conbination of the clinical picture and the
susceptibility data and not just on the susceptibility data.

DR. THRUPP: Do we have any ot her suggestions for the
laundry list? Industry Response

DR. THRUPP: |If not, we have a segnment all ocated
for any further responses fromindustry or fromthe
audience. | did see a couple of hands that were waving
during this discussion so now would be the appropriate tine

to get into the act.
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Come to the m crophone and identify yourself,
pl ease.

MR. LYNCH | am Ron Lynch. | amfrom M croScan
| wanted to go back and try to readdress the issue that it
seens |like the panel is really struggling wwth. It seens
like the overriding issue here is that you are concerned
about the accuracy of the test and what is driving that is
the concern for energing resistance.

As an industry, we are really aware of that issue
and we are addressing it as best we can on a regul ar basis.
Qur counterparts at the FDA are very concerned al so and
every subm ssion we have, we deal with what we know at that
point intime is the resistance issue that we face. And we
try to do sufficient testing.

| f we do have issues, we have |imtations in our
product to handle that. The overriding issue, | think, is
that it is a timng thing. Wen we rel ease our product, the
resi stance i s happening out there so fast that we can't keep
up. So, consequently, we are behind the eight-ball and
going to a 510(k) will help us because it will outreduce our
response tinme to get to these probl ens.

| think there were a couple of good suggestions
made about the challenge set, making sure we have an

up-to-date challenge set. That will help us. But sonme of
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report and some of those things, are really--1 don't think
they deliver a | ot of value.

| think the big thing | heard that would deliver
value is to nmake sure that we have the nost accurate,
up-to-date challenge set at the tine froma resistance
standpoint. Then, going to the 510(k) or class Il wll
allow us to quickly address the problemin the field.

So that was ny comment. | hope that hel ps the
panel a little. Thank you.

MR. MIULDER  Just a couple of things. | know that
t he gui dance docunent was created to be an ongoi ng, changi ng
docunent. It just, unfortunately, hasn't changed over the
years. There has al ways seened to be sonething nore
i nportant conme up in the division and they have had
overwhel m ng i ssues to deal with. That is one of the
reasons we would like to get in the class Il

Ri ght now, the PMA process, the suppl enent
process, is going quickly, but we know things conme up and
t hi ngs change very rapidly. | think there do need to be
sonme changes in the guidelines. The industry has gotten
toget her as a whol e and made recomendati ons of where we
felt there should be changes to it.

As Sharon said, we are willing to do anything it
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takes to help the FDA on that. | have a little concern with
constantly updating the docunent in that we never know where
we are at, then. Sonetines, there were issues in the past
where we would go out and run the trials and we are kind of
trying to hit a noving target. That really makes it
difficult.

So you can nake changes, but then you can't just
keep maki ng changes constantly because it is difficult on
everybody. It is difficult on the reviewers, on everybody.
So | would hope, if we are going to nmake changes in the
docunent, that we can nake sone changes and not have it as a
nmovi ng target as has happened in the past.

There is a lot of information now available to
conpanies as far as the susceptibility trends. dyde
Thornberry's TSN network now, where it is on-line
information as far as resistant, resistant trends, you can
get basically all the information you need fromlast week to
two weeks ago across the United States as far as the
different resistant patterns and what the trends are out
t here.

So it is available to industry. W are |ooking at
it. W do use it. W use that when we devel op our test as
far as |l ooking at the trends of what we see in the field. |

do agree the CDC panel needs to be updated and new organi sns
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put in there, but then you always run into the probl em of
updating that panel, who is in charge of updating, how often
do you update.

That soneti nes becones anot her problemas far as
trying to coordinate that all the time of having sonebody
mai ntain that set, maybe sone nmanufacturer has one set,

di fferent manufacturer has another set and then you send
themout to different people.

So a lot of change are good, but sonetines they create whol e
ot her issues when we nmake a | ot of those changes to the
docunents.

| agree on the annual report, there is a |lot of
information in the annual report that would not relate to
the performance issue. It usually is after the fact,
sonetinmes way after the fact. | think nost of the reviewers
see the literature and basically see what we submt them
anyhow. Very rarely is there a surprise that they find in
t he annual report.

As far as the NCCLS standards pertaining to
automated systens, | don't know that that will ever be a
mention of automated systens and standards. They are set up
for the standard nethod, not for automated or other systens.
| can see using themas standards, but | don't know that

there will ever be any nention in those standards related to
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aut omat ed syst ens.

DR. THRUPP: That may be nore precise, | think,
for short incubation rather than necessarily automated.
VWll, they are both.

MR. MULDER: But the NCCLS are for a standard
nmet hodol ogy, not to relate to any other nethodol ogy. The
i ssue of the no-reports--in our petition, we had no reports
that caused or contributed to illness or death. There were
no MDRs filed on any of our products, not that we haven't
gotten issues in fromthe field.

That is how we find out that there are problens
Wi th detection. That wasn't the statenent that we were
trying to make in there, that we never get any conplaints
fromthe field.

Unl ess sonebody has sonme ot her questions for
me--the one issue | see is taking a long tinme to nmake
changes in the guidance docunent, if we agree it needs
changes. | would hate to see changes in the guidance
docunent drag out for three or four or five years before
they finally happen. That kind of puts us and the FDA in
limbo, too, as far as how do we review sonething that is now
comng in--we know we are going to change the gui dance
docunent .

It doesn't neet what we are changing to so they
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are going to have to review it to what they have. So |
woul d hope that things could change in a hurry if they are
going to change because it puts themin a bad situation,
everybody in a bad situation.

DR GUTMAN: It is my understanding that you can't
put a downcl assification through until you have a speci al
control, so there is a certain time constraint in terns of
nmoving that forward. The special control would have to be
finalized before the classification was finalized, or the
cl assification change.

MR. MULDER: W had planned to submt the sane
anount of data that we currently do as a PMA. That was our
original intent as to not change to the actual 510(k) but

stay with the sane anmount of data that was required

currently.

DR. GUTMAN. At the heart of the angst here is
this issue. It is an appropriate issue because it is one
that many of ny coll eagues share. It is what happens when

there are changes that are observed. W have had in the
recent past an instance of where we noticed a problemwth
strep resistance to penicillin.

It did occur through nedical device reporting,
failure reporting, and it did create changes that may have
del i ghted, annoyed or been sonething in between for the
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manuf acturing comunity. W certainly took it seriously
fromthe standpoint of the user community and would view it
as not a fantastic success.

| think it was a success and the branch deserves
sone credit for expediting a | ot of changes very quickly.
But we did notice that it was a problem It is a problem
t hat probably needs to be fixed better in terns of
responsi veness to those kinds of issues and it is a problem
that | don't think would be fixed by annual reports and
didn't seemto play out across PMAs and 510(Kk)s.

It is a problemwe probably need to fix sone other
way, whether there is sone way as a special control or
whet her we need to reengi neer the MDR system itself, or
reengi neer our responses to the MDRs or we have to figure
out other ways of interacting with professionals.

This is not a trivial or uninportant problem It
is just that there is some anbivalence in ny own mnd as to
whether this is a problemthat actually is fixed by the
classification systemor it is a problemwhere you need to
| ook for fixes in other ways.

DR. THRUPP: You raise a very good exanple. This
is the kind of exanple that, perhaps, we were | ooking for in
terms of how, adm nistratively, things m ght happen and
whet her they woul d be changed or not.

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



at

DR. GUTMAN: It was an equal -opportunity problem
for PMAs and 510(k)s and | don't think we saw a change in
t hem

DR. THRUPP: Was this in Strep viridans or
pneunococci ? Strep pnueno. Hopefully, theoretically, at
| east, the suggestions for a systematic postmarketing system
of sonme kind rather than just ad lib m ght have had a better
chance to give you a chance to be at | east one junp ahead
of - -

DR. GUTMAN: There is a theoretical construct that
should play here. | just don't knowif | can, with an
honest face, tell you it will play. But the new design
controls that apply to this include the need to survey i nput
and output and to nmake adjustnents based on infornation that
conmes in in the marketing system

So there are quality systemregs in place that, if
they work the way they are spirited and targeted to work,
woul d make this less of an issue in the future. | hope that
is the case. | won't promse it is the case. It is
supposed to be the case.

DR. THRUPP: But the bottomline of that issue for
today's deliberationis will it be helpful to all concerned
and especially the patient's and the public's health if we
do include in our special conditions somne--
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DR GUTMAN: It can't be harnful. The issue is
how well we can, w thin our changi ng environnent, inplenent
your suggesti on.

DR. THRUPP: \Whether you are going to have enough
help to be able to respond.

M5. CULLEN: | just wanted to respond to the
guestions and concerns about how do we--and | do nean the

collective "we--" how do we nonitor performance after a
product is released and how do we continually eval uate the
ability of our systens to detect resistance.

As you have rightfully pointed out, the energing
resi stance doesn't conme fromthe manufacturer. They are
first noted in the institutions. Those do get reported to
us, previously in the Gws and currently in the new quality
systemregulations. W are required to investigate
conpl ai nts.

When we get these strains in, if thereis a
di screpancy, we need to adequately investigate those. |If
part of that investigation is that our product no |onger
nmeets performance clains, then we need to follow through on
that. That doesn't change.

| think there was al so a point nmade of annual
reports or once a year. The tineliness of the Strep pneuno
and the enterococci wouldn't have--it could have been
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anot her el even nonths to have acted on that situation.

It was an equal -opportunity situation of both
overni ght systens and rapid systens. So | think we have a
| ot of controls with our current processing systens that
allow us to nonitor performance, act on it and make
i nprovenents. The downclassification will help us be nore
flexible and tinely in doing that.

| don't know that an annual report, like |I said, a
year later will help that. | think sonme provisions--it is
Wi thin our responsibility to follow up on these. So that
could be clarified.

| also did want to nmake one other point on the
nunber of strains in sites. For the sake of testing nore to
get nore data, | would just caution us to nmake sure that we
are not collecting data just to nake oursel ves feel better,
that it is with value, and things |ike |ooking at
reproduci bility strains anongst various sites which we
currently do, and if we need to take into consideration
inoculum if that is a paraneter, and does it affect our
system

It may affect different systens in different ways.
That woul d and shoul d be taken into consideration but |
don't know that lots of sites and |ots of susceptible

strains are really going to tell us what we need to know
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about detecting resistance.

DR. THRUPP: \What you are doing sounds great. So
does M. Miulder's. The question is would it be for soneone
el se who cones along with a so-called predicate, now, as far
as precedence, wouldn't be hel pful for the FDA to have a
suggestion, as a special control, that there be a formalized
system of sone reasonable format for doing just what you say
you are doing, so it is standardi zed, so you are doing the
sanme thing and there is a level playing field.

M5. CULLEN: Personal opinion. | think, and |
can't renenber the exact |anguage--you used sone | anguage
earlier in the day about if there are performance issues
that are reported and, as part of our investigations, we
find having a requirenent that those be addressed either
through labeling limtations or nodifications to our systens
to inprove them and address them

DR. GUTMAN: No; actually, | was suggesting
sonmet hing stronger which is that, as part of the special
control, when things go out of control to a certain extent,
| was actually suggesting a new 510(k) be submtted. Now,
that nay be stronger than you like or stronger than panel
likes.

But that was actually what | put on the table was
the notion that you wite in, this is part of the special
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control, a notion that when you see enough perfornance
drift--1 don't know what "enough" is--but when you see
performance drift that, rather than wait for an MDR or wait
for the FDA to becone interactive wwth the conpanies or to
becone interactive with other governnent agencies |ike CDC,
that the conpani es have a noral and | egal and
speci al -control obligation to i mediately kick in and
correct it.

In Iight of what we just said about the
equal -opportunity enpl oynent here and the fact that if
affects both rapid systens and not-so-rapid systens, the
panel m ght choose to recommend they be used for al
systens, although | am not supposed to | ead you.

DR. THRUPP: Any ot her comments?

MR. SANDERS: | am Steve Sanders. | amwth
bi oMerieux Vitek. Just to reinforce what Steve Gutman j ust
indicated, and to clarify. The controls that we have, the
coll ection analysis, evaluation and review of information
fromthe field is part of the general quality-system
regul ation that applies to all devices, whether they are
class I, Il or Ill or even exenpt devices.

The quality systens regul ation requires that al
conpl ai nts be evaluated and those that affect perfornance be

investigated. There is another section that requires
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corrective and preventive action where you take all quality
data, internal, external and anything that you hear, analyze
that on a periodic basis and, fromthat, take action to

i nprove your overall quality systemso that there are a
nunber of controls that are built in to the quality system
regul ation of the type that you are concerned with here.

The other thing that I would like to point out is
with the types of systens we are tal king about,
manuf acturers typically have hot lines that take in calls
fromcustoners to address any one of a big variety of issues
fromhowdo | do this to sonmething that is directly, already
in the instructions and just pointing to where the right
direction is to perfornmance issues.

There are a | arge nunber of those and there is an
ongoi ng systemthat we have. W get a lot of data. | would
also like to point out that there are, such as the
surveill ance network and other publications, a |ot of
information al ready available to the agency and to
manuf acturers regardi ng energi ng resi stance, and nore com ng
on |ine.

This is an opportunity area that not only the
surveillance network but, | believe, that there are other
conpetitive networks that are being generated on the

I nternet so that you, as users, have the ability to see what
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is going on in the resistance area outside.

Finally, should an issue arise, | believe that
there is no real difference in the controls, that FDA can,
at any time, issue a safety alert or ask manufacturers to do
things to make corrections to products. That is also
i ndependent of cl assification.

So, as you consider this, I wuld |ike you to
understand that there is a ot of stuff that is already
there in class Il as well as others of the type of thing
whi ch we have been tal ki ng about today.

Thank you.

DR. THRUPP: Any ot her comments?

DR. CHARACHE: Just one point. | have been
t hi nki ng about the comment that Ross made. | wondered--|
think what | was trying to address in the petition is the
fact that one reason for classifying a device as a class I
is because it is clinically inportant and that there is a
risk if it doesn't work properly.

It was in that setting that | was reading the
statenent about the reliance on reports by physicians that
there were problens. So, as you read this item?2, it reads,
"During the history of STIC use, there have been few reports
of adverse experiences associated with the use of the

devices. Considering the nunber of tests perforned,
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retaining the class |1l designation is not supported by any
substanti ated reasons relating to the increased potenti al
for risk or harmto patients."

VWhat | amsaying is that is an irrel evancy, that
the doctors don't know when there is risk or harmwth the
device is used. Very frequently, the |aboratorian doesn't
either. | amthinking it took us three years with Christine
Sanders' assistance to get NCCLS to conme up with a way of
addressing to VRE and simlarly the ESBL.

So, | was concerned about that, therefore, being
as a precedent for why it is not an inportant test. | think
it is an inportant test and that has to be retained.

| think, also, we have to be careful because not
all industry concerns, although they have the right goals,
respond in the sanme way to chall enges. Sone seemto have a
little nore difficulty seeing the problemthan others may
have.

DR. THRUPP: Any ot her comments?

Panel Vote and Recommendations

DR. THRUPP: W are noving on to the
cl assification questionnaire which the panel nenbers have a
copy of. W are going to go around the table for a yeal/nay
vote on these and sone sunmmary suggesti ons.

Before we do that, Freddi e Poole has an

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



at

adm nistrative clarification.

DR. POOLE: Only voting nenbers participate in the
actual vote of whether or not we reclassify or remain as a
class Ill. The voting nenbers are Lauri Thrupp,
Chairperson. He only votes to break the tie. Patricia
Charache. Margaret Kadree. Steven Specter. Appointed to
tenporary voting status to fill the quorum we have a letter
fromDr. Burlington

"Pursuant to the authority granted under the
Medi cal Device Advisory Commttee charter dated QOctober 27,
1990, as anended April 20, 1995, | hereby appoint the
foll ow ng people as voting nenbers of the M crobiol ogy
Devi ces Panel for the neeting on February 13, 1998: Pau
Edel stein, M D., Ron Zabransky, Ph.D

"For the record, these people are special
gover nnment enpl oyees and are consultants to this panel under
t he Medi cal Devices Advisory Commttee. They have undergone
the customary conflict of interest review and have revi ewed
the material to be considered at this neeting."

It is signed D. Bruce Burlington, MD., D rector
for the Center for Devices and Radi ol ogi cal Health.

The voting is done in a sort of different manner.
We have an in vitro diagnostic product classification
guestionnaire and we will go through itens 1 through 7.
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Each nenber, beside marking the questionnaire, wll give a
response to Dr. Thrupp as he goes around and asks.

DR. THRUPP: Does everybody have a copy of the
gquestionnaire?

DR. VEINSTEIN. Can non-voting nmenbers see this
guestionnaire?

DR. THRUPP: Everybody around the table is a
voting nmenber; right? Consuner and industry are not.

DR. POOLE: And the other consultants to the panel
are not.

DR. THRUPP: Can we get an unrecorded vote from
t hent?

DR. POOLE: Yes.

DR. THRUPP: Question No. 1; is the in vitro
di agnostic product or information derived fromits use
potentially hazardous to life, health or well-being when put
toits intended use? This is a yes or no.

DR EDELSTEIN. Yes.
THRUPP: For the non-voting record. Dr. Ng?
NG  Yes.
VEEI NSTEI' N Yes.
ZABRANSKY:  Yes.

KADREE: Yes.

T % 3 3 3 3

SPECTER: Yes.
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DR. CHARACHE: Yes.

DR. THRUPP: Unaninous. | don't need to break
that tie.

s there sufficient information to determ ne that
general controls are sufficient to provide reasonable
assurance of the safety and effectiveness of the device? |
am assum ng when we say "general controls,” as opposed to
t he special controls.

DR. CHARACHE: The petition's checks on are page

EDELSTEIN:  No.
NG No.

VEI NSTEI' N:~ No.
ZABRANSKY:  No.
KADREE:  No.

SPECTER:  No.

T 3 3 3 3 3 3

CHARACHE: No.

DR. THRUPP: Next question; considering the nature
and conplexity of the product and the available scientific
and nedical information, is there sufficient information to
establish a special control or set of special controls in
order to provide reasonabl e assurance of the safety and
ef fectiveness of the device?

The responses here are stratified according to
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class Ill or class Il. Freddie, may you should--if we
answer - -

DR. POOLE: If you answer yes, that neans you
could classify it intoclass Il. [If you answer no, then
that means it should be classified in class II1.

DR. THRUPP: This doesn't say that the special
controls are already in effect. It says that there is
sufficient information that one could recomend- -
EDELSTEIN.  You answer that in part 3b.
THRUPP:  Ri ght.

EDELSTEI N:  Yes.
NG  Yes.

VEEI NSTEI' N Yes.
ZABRANSKY:  Yes.
KADREE: Yes.
SPECTER:  Yes.

CHARACHE: Yes.

T % %2 3 3 3 3 3 D3

THRUPP: W are making progress. W are in
class I1.

DR. ZABRANSKY: Now cones the real part.

DR. THRUPP: Now cones the norning again, 3b.
Check the special controls needed to provide such reasonabl e
assurances. Since there has been a unani nous yes to 3a, we

have got sonme work for 3b. Perhaps, we could ask for which
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of these choices you woul d check in your response. Do we
want to get the m scell aneous others at the sane tinme?

DR. POOLE: Yes, if you could just give "others"
and which they are.

DR. EDELSTEIN: Before | do that, | need sone
gui dance on howto fill out the form There is a check box
that says yes/no. Does that nean that it pertains to the
itens on the left-hand colum, or, if you want sonething in
the left-hand colum, you tick the box? | don't understand
the yes and no in the internedi ate col um.

DR. POOLE: It neans that you only do this if you
answered yes in 3a.

DR. EDELSTEIN. | know. But there is the yes/no
in the internediate col um.

DR. POOLE: Yes. It is redundant. It is a
rem nder of the way you answered in item 3a.

DR. EDELSTEIN. Ckay.

DR. SPECTER. If you have nothing to add, you put
no. |If you have things to check off, you are going to put
yes.

DR. ZABRANSKY: And then check them off
accordi ngly.

DR. EDELSTEIN: Ckay; | got it. You can do ny
taxes this year. So, nmy answers to 3b are; yes, | think
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there shoul d be postnarket surveillance. Yes, | think there
shoul d be perfornmance standards. Yes, | think there should
be testing guidelines. | do not believe there needs to be
device tracking. For other requirenents, | think that those
m ght be covered under testing guidelines already in terns
of what | had suggest ed--suggested changes for the user.

DR. THRUPP: You would inply, for exanple, that
things like a revised chall enge set or a suppl enent al
chal | enge set woul d cone either under performance guidelines
or testing guidelines or both.

DR. EDELSTEIN. That's correct. That is ny
understanding of this form

DR. CHARACHE: Wuld we put definition of the
predi cat e devi ce under "ot her?"

DR POOLE: No.

DR. CHARACHE: That woul d be | ater on.

DR. KADREE: Performance standard; no?

DR. ZABRANSKY: \Where woul d you put the updating
of the reviewcriteria? | would put that under "other."

DR. POOLE: Under "other."

DR. KADREE: My | make a suggestion to make this
alittle bit easier. Wy don't we determne, up front, what
things we are going to put in the category of "other," and

then go around the room and ask people to vote on each of
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the specific itens? So, postnmarket surveillance, go around
the room Then performance standards, and so forth, so we
can get a feel for how to voting i s going.

Oherwise, | think it is difficult to ascertain
whi ch of these criteria the mgjority of the group think
woul d recommend to be put in place.

DR. THRUPP: That is a good point. | was thinking
we could do it cross-sectional instead of |ongitudinal.

DR. CHARACHE: You could just how many peopl e want
his pattern which was three yeses and one no.

DR. THRUPP: He didn't finish his "others.” W
have concluded that at |east sone of the things that were
di scussed could go under testing guidelines and performance
st andar ds.

DR EDELSTEIN: It is still unclear to me whether
revision of the '91 guidance docunent is included under
performance standards or whether that is included as
"ot her."

DR. KADREE: The performance standards are
different fromthe review criteria gui dance docunent.

DR. EDELSTEIN: Then | would include, as the only
ot her addition, the guidance docunent be updated.

DR. THRUPP: Perhaps that is part of 4a.

DR. EDELSTEIN:  Ah.
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DR. THRUPP: So maybe we don't have to put that
under 3b.

DR. EDELSTEIN: No, no. That is a performance
st andar d.

DR. THRUPP: Ckay. So we want to put under
"other," update of the performance guidelines. Let's see.
What el se do you want to throw in there while we have you on
the firing line?

DR. EDELSTEIN:. The other things | ama little
uncl ear of; for exanple, the use of a new chall enge panel,
the updating of a challenge panel. | would interpret that
to mean that those would be changes that | would want in the
gui dance docunent.

DR. THRUPP:. That is part of updating the
docunent. | think for the purposes of this petition,
woul d interpret those as being covered. The challenge sets
and upgradi ng them woul d be covered under either perfornance
or testing guidelines, | amnot sure which.

DR EDELSTEIN: | don't know if it would nmake it
easi er, but maybe | should just restate what | would |ike
changed and then wherever that goes, people can decide on
the form Actually, after hearing the conments regarding
the annual review, I withdraw ny recomendation that there

be an annual review subnmtted.
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| would i ke to see, in the use of the test, a
specification that either a nephel oneter or a 3M devi ce be
used for preparing the inoculumdensity and that,
specifically, visual conparison with barium sulfate standard
be omtted fromthe docunment or, in fact, discouraged by the
product insert.

| would Iike to see, in the guidance docunent, a
requi renent for the use of an updated chal |l enge panel both
for us internally by the conpany as well as externally by
the test sites. | would Ilike to see a change in how the
acceptable error rates are expressed so that those are
expressed as a range rather than as a nean nunber.

| would Iike to see that there be sone form of
post mar ket surveillance that was in an active format. |
woul d like to make a statenment that the predicate device for
future applications be conventional susceptibility testing
met hods and not rapid testing nethods.

DR. ZABRANSKY: Excuse ne; say that again.

DR. EDELSTEIN: That the predicate device for new
applications be a conventional testing nethod--in other
words, greater than 16 hours--as opposed to a
| ess-than-16-hour reference standard. Finally, based on Dr.
Gutman's comments, | would |ike to see a statenent saying
that if the agency thought that preclearance inspection of

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



at

t he manuf acturer was necessary that this be optional, that
it be made clear that this is an option.

DR GUTMAN: Can | just clarify sonething, that
the predicate is irrelevant to us. Wat is very inportant
to us is the standard agai nst which you are conpari ng--

DR EDELSTEIN. So | msstated it. Rather than
saying predicate, | neant the reference standard. |'m

sorry. That's it.

DR. POOLE: Before we go any further, we didn't do

No. 1 to spell out the generic type of device that we want
to see reclassified fromclass Ill to class |1

DR. EDELSTEIN. What do you suggest we put in
t here?

DR. POOLE: Because | think Dr. Zabransky had a
guestion earlier about whether we should call themfully
aut omat ed- -

DR. ZABRANSKY: | would just renove the word
"fully,"” to make it easy. Just make it "automated."” That
could inply fully autonmated or even sem -automated if that
is acceptable to the panel, instead of going into too many
wor ds.

But we do have to retain the word "short-term
i ncubation cycle,” or sone formof |less than 16 hours.

DR. EDELSTEIN. Wy don't we call it "rapid."
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DR. ZABRANSKY: That's okay with ne, too.

DR. CHARACHE: Unless you specify the tinme
interval, "rapid" can be in the eye of the behol der.

DR. EDELSTEIN. | was going to say "rapid, |ess
than 16 hours."

DR. CHARACHE: Yes.

DR. THRUPP: Wy change--the term "short term-"

DR. SPECTER. Is also in the eye of the behol der

DR. THRUPP: But the term STIC has been in the
docunent literature. |1t has been around for sone tine. Wy
bother to change it? That part isn't really broken.

DR. SPECTER: No; that is not broken.

DR. THRUPP: But the "automated" is anbi guous.

DR. EDELSTEIN: So we need to know what to put in
the blank. "Short-termincubation device for antim crobi al
susceptibility--"

DR ZABRANSKY: ASTI C.

DR KADREE: STI C ASD.

DR. CHARACHE: But we better put antibiotic
susceptibility testing in there sonewhere.

DR. THRUPP: Devi ce.

DR. SPECTER: The petition is for a STIC ASD
whet her you want to call it fully automated or not.

DR. THRUPP: The proposal on the floor is that we
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termit "automated short-termincubation cycle antimcrobial
susceptibility testing device." Al in favor of that?

[ Show of hands. ]

DR. THRUPP: | think that was unani nous.

DR. VEEI NSTEI N:  Even anong those who can't vote.

DR. THRUPP: W heard a little runor that we are
not tal king about antivirals or antifungals. So we should
have anti bacterial susceptibility testing device rather than
just antimcrobial.

DR. POOLE: It can remain as antim crobi al
susceptibility systems and in No. 2, indications for use,
that is where you would indicate that it would be indicated
only for use wth bacteria and descri be which bacteri a.

DR. ZABRANSKY: Maybe the FDA doesn't care what
t he publishers of the journals and ASM have to say, but for
the JCM and for AAC, antimcrobic refers strictly to
bacterial and they specifically say antifungal or antiviral
for the others.

DR. GUTMAN: No; we care. So you can semantically
clarify that.

DR. POOLE: Thank you.

DR. THRUPP: |I'msorry, Dr. Gutman. Wat did you
say?

DR GUTMAN: If that is conmmopn use, we don't want
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you to make up things that are not consistent with common
use.

DR. THRUPP: So antim crobial is okay.

DR. EDELSTEIN. | have al ready made enough
cross-outs on ny form

MR. SANDERS. Fromthe industry side--

DR. THRUPP: W are not supposed to have any nore
questions fromindustry but | can recogni ze one.

MR. SANDERS: In the definition of ternms, here, |
think we, in the industry, would kind of wonder, then, what
do you define as automated versus others and is there really
a need for a differentiation there? 1|s the issue really one
of is it a short-termincubation rather than whether it is
manual or autonmated.

DR. ZABRANSKY: W want to make sure we don't
include things like Crystal.

DR. THRUPP: The data that has been discussed in
nmost, if not all of the papers, have been relative to what
is, | believe, sem automated systens. That term has been
carried forward. So, for us to get back into the debate of
whet her to renove "automated,” | think, is not productive.
If it is okay wwth the panel, why don't we just |eave the
nodi fied term "automated."

MR. SANDERS: It doesn't bother us any.
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DR. THRUPP: W have Dr. Edelstein's |ist of
"others.”" Dr. Kadree's point is well taken, but let's see,
inthe interest of time, if we can get a vertical colum
agreenent while we are goi ng around.

Dr. Edelstein's marks for yes, on the postnarket
surveill ance; yes, on perfornmance standards; yes, on testing
gui del i nes; zero, don't bother with device tracking. And he
mentioned itens to be nentioned, to be spiffed up, updated,
in the FDA performance guidelines.

Zabr ansky, postmarket surveillance?
ZABRANSKY:  Yes.

THRUPP:  Performance standards?
ZABRANSKY:  Yes.

THRUPP: Testing guidelines?
ZABRANSKY:  Yes.

THRUPP:  Devi ce tracking?

T % %3 3 3 3 3 F

ZABRANSKY:  No.
DR. THRUPP: Do you ditto the updates in the

gui delines or do you have sone others or sone del etions?
DR. ZABRANSKY: No, but | have listed just about

all of themthat were nentioned; review criteria, updated

chal | enge organi sns, panels. | nake sure it says "panels,"
with an "s." The nepheloneter. FError rates. Active
post mar ket surveillance/report. | think there still has to
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be, maybe not an annual report and we are not tal king about

t he annual --but maybe a summary approach that this
information is constantly being | ooked at and, al so, sonehow
that it sent to the FDA or seen by sonebody that is going to
act on it.

DR. THRUPP: Are you suggesting we separate out
t he annual summaries of sone kind as opposed to Dr.

Edel stein's suggestion that there nerely be the process--

DR. ZABRANSKY: There has to be an active plan in
pl ace by the conpany that they are |ooking for this
information. W have heard it verbally, that they are doing
it.

DR. THRUPP: How about if the wording would
suggest that the plan would include, as per good practice
standards, that the FDA be notified as data would cone in.

DR. ZABRANSKY: Yes; because this is affecting
their performance cl ainms, as has been nenti oned.

DR. THRUPP: W thout meking it a formal annual
report.

DR. ZABRANSKY: No. | don't want it to be forma
annual. And then the issue about the reference nethod, one
of the standard dilution nethods, pronul gated by NCCLS.

DR. ZABRANSKY: As a comment, although we are not
voting on it yet, is that itemNo. 5 refers to "performance
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st andards above" so we have to be very careful about what we
are going to check there of perfornmance standards.

DR. POOLE: Could a representative fromthe
sponsor of the petition cone up and just explain to us your
generic type, or describe the generic type of device, that
you had asked to be reclassified so we could get a clear
under st andi ng of what we are voting for, the type of device?
We have to be sure that this is what you have in mnd

| f you want it narrowed for the--1 hate to put
words in your nouth--or if there were any variations to
i ncubati on.

MR. MULDER  The generic type of device that we
submtted was automated. We will take out the "fully" and
say "automated short-termincubation cycle antim crobi al
susceptibility devices intended to determ ne the
antimcrobial susceptibility of bacterial pathogens."”

DR. ZABRANSKY: Fi ne.

DR. POOLE: Thanks.

DR. CHARACHE: Sounds perfect.

DR. THRUPP: Let's nove on. Dr. Kadree?

DR. KADREE: Postmarket surveillance, performance
standards and testing guidelines, yes. Device tracking, no.
Under "other," review criteria guidance update.

Nephel oneter should be used for testing. Reference standard
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for new applications should be the current gold standard,
which is greater than 16 hours. Updated chal |l enge panel s.
Active polling of |abs by industry with regards to
performance standards and testing. And notification of FDA
with regards to new information that affect performance
standards and testing guidelines.

DR. THRUPP: Thank you. Dr. Specter?

DR. SPECTER: | had postmarket surveill ance,
performance standards and testing guidelines and did not
have device tracking. | only had two things, really, listed
under "other." One pertained to the nephelonetry, and |
would word it sonmewhat differently only not to be [imting
if other techniques we are not sure of just yet are as
effective.

| would say sonething along the |ines that
sonet hing nore rigorous than visual conparison of inoculum
be used wth an eg. of nephelonetry leaving it open to other
things. Then, the updating of panels, | think, is very
i nportant.

DR. CHARACHE: | have the sane profile. | added
premar keti ng manufacturing practices and design be permtted
as consi dered appropri ate.

DR. ZABRANSKY: Premar ket ?

DR. CHARACHE: Prenarket, if they want to--
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DR. THRUPP: Optional. | also included the
updating of test panels, the other things that others have
l'isted.

DR. THRUPP: Question 4a; is a regulatory
per f or mance st andard- -

DR. ZABRANSKY: You don't have to answer this one.

DR. THRUPP: W have already said yes to this.

DR. EDELSTEIN: | have to say | think that there
was sone di sagreenent anongst us regardi ng sone of these
added indications, specifically the requirenent for annual
report. | heard Dr. Kadree specify that she would |ike that
unl ess | m sunder st ood.

DR. THRUPP: | don't think she said "annual." She
said reporting in sone way, which is what Dr. Zabransky
said, too. You didn't want annual, either.

DR. EDELSTEIN. No; | didn't.

DR. THRUPP: So sone communi cati on nechani sm be
encouraged in sone way. | think there is agreenent on that.
And we have already said we want a regul atory performance
standard. | think that is all yes.

DR. CHARACHE: High priority?

DR. THRUPP: Does everybody want an adjective of
"high priority" inserted into our reconmendati ons there?

DR. ZABRANSKY: Do we answer 4a and 4b? This
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applies to class I11.

DR. THRUPP: No; it is Il or III.

DR. ZABRANSKY: OCh; Il or 11l. Al right.

DR. POOLE: One clarification. Performance
standards becones mandatory and they are not the voluntary
standards from ot her organi zati ons such as NCCLS.

DR. EDELSTEIN. So we still need to answer the
guestion regarding priority; is that correct?

DR. THRUPP:. 4b refers to 4a. Does everybody vote
for high priority.

[Affirmati ve responses. |

DR. THRUPP: W don't have any exceptions.

DR. KADREE: No exceptions.

DR. THRUPP: High priority.

For a device recommended for reclassification into
class 11, should the recommended regul at ory performance
standard be in place before the reclassification takes
effect?

DR. CHARACHE: | think we would have to say yes,
otherwwse it wll ten years before it is in place. |If it is
required, it will be done pronptly.

DR. THRUPP: | amnot sure that that is the tone,
fromthe discussions of today. | amnot sure it is fair for

us to put the FDA under that kind of a box when we are
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trying to nmake everything nore efficient for everybody.

Dr. Gutman has already said that they are doing
this. But we have got the issue before us on should we hold
up this reclassification until a document which is going to
have to be broadly commented on and is going to require sone
tine.

DR GUTMAN: Let me clarify this. | mssed the
| ast point but I wll junp in, that we wll have to devel op
a special guidance before the classification can go into
effect. They go hand in hand. Qur preference, if you
decide to nove into the class Il arena, would be to allow us
to default to voluntary gui dance and then, when there is
failure to conply with voluntary gui dance, to attenpt to--or
bounce it back up to Ill, rather than to go with a nandatory
standard because a mandatory standard will not occur in ny
[ifetinme.

It is a very long process. It would nean that we
woul d need another hearing. |If you really want to push us
into that direction, that is not a practical thing. A nore
practical option would be to say to default to NCCLS
voluntary standards and to give us the encouragenent that,
when a conpany fails to neet those voluntary standards, we
not find the product substantially equivalent in the 510(k)
process. That would be a better choice for us.
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DR. THRUPP: You threw in NCCLS standards as a
voluntary standard. |s that what you neant to say? W have
al ready brought up the issue that the NCCLS does not,
necessarily, direct its guidelines to rapid nmethods nor to
the aspect that autonation may or may not entail. So | am
not sure that NCCLS is an option.

DR. GUTMAN. We conpare to the reference nethod
and we m ght be able to go out and solicit some opinion
about, for exanple, confidence intervals that Dr. Edel stein
has put up as reasonable. And that would be a nore facile
way of dealing with this and, frankly, would benefit not
only this product line but probably the product line that is
nore generally not rapid would be to try and establish sone
ki nd of performance paraneters, in general

That, from our perspective--it is not a better way
but it is a nore practical way to go.

DR. THRUPP: | think you picked the wong exanple
when you indicated the range of performance conpliance and
error rates because that is going to be a noving target in
NCCLS, too. And that is a very difficult one.

As a way to nove this on, | |iked your initial
phrase that if we could put in sonething recomendi ng--what
did you call it, "voluntary conpliance with the spirit or

the intent of the--" how should we word that in order to not
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create a box for you and yet to allow things to nove
f orward?

DR. CHARACHE: | don't think it is a good idea to
refer to NCCLS standards when there are none that apply to
this kind of device. You can still have a voluntary
standard with a rewitten FDA standard.

DR. GUTMAN: Yes; that is what we would |ike.

DR. CHARACHE: So | would not refer to the NCCLS
other than that it has information in it that can assist the
manufacturer. But it is not a voluntary standard for this
usage. There is none. So | think it would be very
reasonable to have a voluntary standard that the FDA could
use as they review the various 510(k)s that would cone in
under this.

So I would rather propose that there be a
vol untary standard which wll be an updated and rewitten
FDA docunent. | think we are assum ng that that docunent
will be witten with input fromthose who can best advise on
this, certainly including industry.

DR. THRUPP: Can the standard be called the
gui dance docunent or is that not the sane thing?

DR. CHARACHE: Yes; it could be called a guidance
docunent .

DR. THRUPP: | am asking Steve.
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DR. GUTMAN: The gui dance docunent and the
standard are, actually, spiritually alittle different. The
standard is nore binding and the gui dance docunent tends to
allow for nore flexibility.

DR. THRUPP: Again, if it was a standard witten
by you, or essentially for you, you wouldn't call it a
vol untary standar d.

DR. GUTMAN. W would call it a guidance and we

woul d use it as a special control. | don't think we would
use the termnol ogy "standard." For us, in our |anguage, at
| east, standard is a really big deal. It is alnost like

getting a new reg or--

DR. THRUPP: That is why none have been witten,
as you said, in your lifetinme or in mne either.

DR GUTMAN. And | amonly 30.

DR. THRUPP: Whuld it be appropriate for the panel
to vote yes then, but with a caveat that this be a voluntary
updat ed gui dance docunent? |Is that a fair wording? Wuld
the word "voluntary--"

DR. POOLE: | don't think so.

DR. ZABRANSKY: | don't think so. | don't think
it would be voluntary if it was strictly FDA.

DR. EDELSTEIN. We are tal king about 4a, still,
aren't we?
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DR ZABRANSKY: I n sone ways, we are.

DR. POOLE: If you want sonething voluntary and
not--a performance standard is always mandatory. So that
means we have to go back to 3b and reconsider--if you really
want performance standards, they are mandatory. |f you want

"other," such as the FDA review criteria docunent or

gui dance docunent, that would go under "other," and you
woul d skip No. 4. In the guidance docunent, we could al so
recogni ze other voluntary standards.

DR. GATES: | just wanted to make sure |
understood. Wat the issue is, they want to nmake sure
what ever these are, guidelines, are pronul gated that
everybody is going to really follow them They won't have a
choice of yes, I will or I won't.

| think, regardless of the semantics, and | think
it is basically a testing guideline, there are nethods that
the FDA has to make sure those guidelines are strictly
followed, even if they are called voluntary standards or
gui del i nes or what ever.

DR. KADREE: Once standards are witten, they are
not changed anynore, the way | understand.

DR. GATES: It speaks to the point that when
everybody is trying to keep up with a rapidly energing
resistance and stuff, the last thing you want is a mandatory
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DR. EDELSTEIN. It sounds |ike what we need to do
is revote in 3b specifically in regard to performance
st andar ds.

DR. CHARACHE: As it states in 3b, it says special
controls. W do want special controls to address these.
That is not saying--so that is okay.

DR. EDELSTEIN: That performance standards are a
type of special control.

DR. GUTMAN:. CGui dance could be a special control.

DR. CHARACHE: So we just have to get rid of the
second box which is performance standards.

DR. THRUPP: Could we, alternatively, to get the
intent of what we want done, instead of word "standard,"
could we say "performance gui des?"

DR. KADREE: Yes; and spell it out under "other."
You woul d descri be that as "other."

DR. CHARACHE: So it woul d be perfornmance
gui delines; right?

DR. POOLE: Yes.

DR. KADREE: Cuidance. Quidelines neans sonet hing
different.

DR. GUTMAN: It could be guidance including
per formance gui deli nes, perhaps. Quidance with performance
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guidelines. | think the operative word here is guidance.

DR. CHARACHE: Quidance with performance
gui del i nes.

DR. KADREE: Wth performance guidelines.

DR. THRUPP: Sounds redundant to ne.

DR. CHARACHE: W have got to get rid of box No.
2, and everything else is all right.

DR. POOLE: And skip over 4a and 4b

DR. THRUPP: If | can sunmarize, do we need to
vote again that we are renovi ng performance standard or we
are voting zero on performance standard.

DR. EDELSTEIN: That's correct.

DR. ZABRANSKY: Agr eed.

DR. THRUPP: And we are addi ng, under "other,"
per f ormance gui dance- -

DR. KADREE: No; guidance with performance
gui del i nes.

DR. THRUPP: CGuidance with perfornmance guideli nes.

DR. EDELSTEIN. Can we just have one master

docunent that clarifies this, or the record, | am sayi ng?
DR. POOLE: That is why you each have to fill out
one. |'msorry.

DR EDELSTEIN: Al right. Tell ne, again, what

the exact wording is, please.
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DR. THRUPP: |Instead of perfornance standard, we
are voting no on that. W are asking, under "other," that a
distinct, separate item be, "guidance with perfornance
gui del i nes. "

In order to be consistent, should we al so, then,
back to No.E5, should we also, instead of the term
"performance standards," say gui dance- -

DR. KADREE: No; then the answer would be no.

DR. EDELSTEIN. No; it is not applicable.

DR. THRUPP: Ckay; so the standard woul d stay
there and we are not asking for the concrete docunent yet.

DR. CHARACHE: Not applicable. That's good.

DR. THRUPP: No. 6 is--

DR. KADREE: W have to nake sure that everyone
has the "not applicable" for 4a, 4b and 5, whether everyone
votes that way. You don't have to vote that way.

DR. THRUPP: That is because of the word
"standard" that is in those questions all the way through.

DR. KADREE: Right. And 6 is not applicable
because it is not class I1l1.

DR. THRUPP: W are now on the back of the page,
7a; can there otherw se be reasonabl e assurance of its
safety and effectiveness without restrictions on its sale,

di stribution or use because of any potentiality for harnful
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effect or the coll ateral neasures necessary for the device's
use?

There are a ot of anbiguities in that--

DR. EDELSTEIN:. No. The answer is clearly no.

DR. POOLE: Restrictions are stated in 7b.

DR. EDELSTEIN. | would answer 7a no, 7b only upon
the witten or oral authorization of a practitioner |icensed
by law to adm ni ster or use the device, use only by persons
Wi th specific training and use only in certain facilities.
Al three of those. That is the current--1 ama little |ost
here as far as--1 don't want to change what the current
restrictions are.

Dr. Weinstein has pointed out to ne that, in the
manuf acturer's application, they have checked "only upon the
witten or oral authorization of a practitioner |icensed by
law to adm ni ster use of the device."

DR. VEINSTEIN: | believe that is the current
restriction of the PVA device. That is the only applicable
restriction in the PVA device.

[ Conversation off the record.]

DR. THRUPP: To get on the record this
i nt er change- -

MR. MULDER: Ross Ml der, bioMerieux Vitek. What

we have checked now are the only restrictions that are
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currently in effect that, on the witten or oral

aut horization of a practitioner licensed by lawto
adm ni ster or use the device." That is in our |abeling
currently.

DR. THRUPP: So even though it is class Il at the
moment, with a PMA, that is all that is in there. That is
all that the FDA has required for these; is that correct?

MR. MULDER: CLIA wll control--it is highly
conplex so that is controlled by the | aboratory.

DR. THRUPP: So this is punted to CLI A anyway.

DR. VEINSTEIN. As a practical issue, shouldn't
the next itemal so be checked, that is use only by persons
Wi th specific training or experience in its use?

MR. MULDER:  Then you have to get into what
specific training, and | don't knowif it gets into all the
definitions. Wereas CLIA has defined it all.

DR. ZABRANSKY: CLIA defines it there by the
conpetency of the individuals, addresses it by proficiency
testing and all that sort of stuff.

DR. THRUPP: | would think that it would be
generically appropriate to have at |east that second one be
checked.

DR. ZABRANSKY: You need both of them

DR. THRUPP:. That is what is going to happen
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anyway and CLIA is going to, hopefully, see to it that it is
qualified |l abs that are using it.

DR. GUTMAN: We usual ly approach this through the

CLI A nechanismfor controlling labs. It was be rather
unusual for us to restrict the device. It is not unheard
of. It is possible to restrict it. But, for a conplex

automated systemof this type, we would nornmally not make
special restrictions but assune that |aboratory practice and
| aboratory regul ati on would catch that. So we would not,
necessarily, request or recommend you apply that. W

woul dn't know what to do with it, frankly, in a clearance
letter.

DR THRUPP: So if it is not going to help
anything, then we will get rid of it. W have done the
seven questions.

DR. EDELSTEIN. M. Chairman, my next question is
do we really have to fill out the supplenental datasheet as
wel | ?

DR. POOLE: You could do it now while Dr. Gutman
makes a presentation so our consuner rep could | eave.

DR. EDELSTEIN. Is it possible that we could just
sign it and all agree to what it should say and have soneone
else fill it in?

DR. POOLE: Not all the questions are applicable.
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The nost inportant are 1, 2, 3, 4, 5 and 6.
DR. THRUPP: Dr. CGutman, you are wapping this up.
Presentation by Division Director

DR. GATES: This is M. Rodriguez' |ast official
meeting with us as our consuner rep. | can't think of a
nore perfect way to send himoff than to have himsit
through a classification panel which shows what dedication
he truly has.

We are very grateful for his service with us,
thank himand wish himwell. | have a certificate signed by
nmy boss's boss's boss, Dr. Burlington, which | know you wl|
treasure.

Thank you.

[ Appl ause. ]

DR. THRUPP: Question 6, as it is worded on the
suppl enental sheet doesn't really say perfornmance standards,
although it did on the other questionnaire. |[Is priority
supposed to be filled in?

DR. POOLE: No. No. 7 is not applicable.

DR. EDELSTEIN. WII it be a problemif we all
wite slightly different indications for use? O shall we
all agree on the | anguage?

DR. POOLE: | think if you have a different

opi nion on indications for use, we should voice them out
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|l oud so we can all be a in agreenent.

DR. EDELSTEIN.: M suggestion is to refer to the
manuf acturer's application.

DR. POOLE: Unless it is different, you just have
to state, "based on our clinical experience and judgnent,"
unl ess you have other reasons why you nmade your
reconmendati on.

DR. GUTMAN:  You need to give your paperwork--so
we will adjourn not actually until Dr. Thrupp says you can
go, but if you want to sneak out, it is all right if you
have fini shed your paperworKk.

| want to take a nonment to thank Dr. Thrupp. This
happens to be his | ast panel neeting as our panel chair. He
is not off the hook in that he remains on our active panel
list and is likely to grace our environs again in the
capacity as, hopefully, a willing volunteer on this panel.
| think that explains the absence of the special certificate
frommnmy boss's boss's boss.

But the lack of certificate does not indicate a
| ack of appreciation for the wonderful work he has done. W
not only gave hima sendoff wth classification panel, we
gave hima sendoff with a three-day panel all for the price
of one.

He has, as al ways, done a marvel ous job. Thank
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you very nuch, Lauri

[ Appl ause. ]

[ Wher eupon, at 4:15 p.m, the proceedi ngs were

adj our ned. ]
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