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1
PROCEEDI NGS [9:03 a.m]

Agenda Item Wl cone and Introductory Remarks

M5. SCOIT: | would Iike to wel cone everyone to
the Dental Products Panel Meeting. M nane is Panela Scott,
and | amthe Executive Secretary for the Dental Products
Panel .

[ Di scussion off record.]

[ ntroductions were nade. ]

M5. SCOIT: The next item of business are three
statements that are to be read into the record. The first
statement is a neno that was signed by Dr. Bruce Burlington
the Director for the Center for Devices and Radi ol ogi cal
Health. It was signed on January 30th, 1997. | appoint
Robert J. Genco, DDS, Ph.D., to act as tenporary Chairman
for the duration of the Dental Products Panel Meeting on
February 12th, 1997. For the record, Dr. Genco is a special
governnent enployee and is a voting nenber of the Dental
Products Panel. Dr. Genco has undergone the customary
conflict of interest review. He has reviewed the issues to

be considered at this neeting.

The second nmeno is in reference to appointnent to



tenporary voting status. It was signed by Dr. Bruce
Burlington on January 29th, 1997. Pursuant to the authority
granted under the Medical Devices Advisory Commttee Charter
dated Cctober 27, 1990, as anended April 20th, 1995,
appoi nt the foll ow ng people as voting nenbers of the Dental
Products Panel for this panel neeting on February 12th,
1997. Richard D. Norman, DDS, Richard G Burton, DDS, Sally
Marshall, Ph.D. For the record, these people are speci al
gover nnment enpl oyees and are consultants to this panel under
t he Medi cal Devices Advisory Conmttee. They have under gone
customary conflict of interest review They have revi ewed
the material to be considered at this neeting.

This nmeno was signed by Dr. Burlington on February
7th, 1997. Pursuant to the authority granted under the
Medi cal Devices Advisory Commttee Charter, | appoint the
foll ow ng people as voting nenbers of the Dental Products
Panel for this panel neeting on February 12th, 1997.
Deborah G eenspan, BSD, DSC, and Stanley R Saxe, DVD. For
the record, these people are special governnent enpl oyees
and are consultants to this panel under the Medical Devices

Advi sory Conmm ttee. They have undergone customary conflict



of interest review They have reviewed the material to be
considered at this neeting.

| would also like to note for the record that the
voting nmenbers constitute a quorum as required by the Code
of Federal Regulations Title 21, Part 14.

The foll ow ng announcenent addresses conflict of
interest issues associated with this neeting and i s made
part of the record to preclude even the appearance of an
inpropriety. To determine if any conflict existed the
Agency reviewed the submtted agenda and all financi al
interests reported by the Commttee participants. The
Conflict of Interest Statutes prohibit special governnent
enpl oyees fromparticipating in matters that could affect
their or their enployers financial interest. However, the
Agency has determ ned that participation of certain nenbers
and consultants, the need for whose services outweigh the
potential conflict of interest involved, is in the best
i nterest of the governnent.

W would like to note for the record, that the
agency took into consideration matters regardi ng Drs.

Ri chard Norman and Deborah G eenspan. Dr. Nornman reported
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financial interest in firns at issue but in a related matter
that is now concluded, and in a matter unrelated to the
agenda itens bei ng di scussed today.

Dr. Geenspan reported financial interest in a
firmat issue, but in a matter unrelated to today's agenda.
The agency, therefore, has determ ned that they may
participate fully in today's deliberations. |In the event
that the discussions involved any ot her products or firns
not already on the agenda for which an FDA partici pant have
a financial interest, the participant should excuse
t hensel ves from such invol venent, the their exclusion wll
be noted for the record.

Wth respect to all other participants, we ask, in
the interest of fairness, that all persons naking statenents
or presentations disclose any current or previous financi al
i nvol venent in any firm whose products they may wish to
conmment upon.

[ D scussion off record.]

M5. SCOIT: | remnd you that certain information
pertaining to the devices discussed nust renain

confidential. This includes manufacturing information and



formul ati on. Please be careful when you are discussing the
subm ssions not to make public any confidential information.

At this time, | wll nowturn the neeting over to
Dr. Genco.

DR. GENCO Thank you very nuch. Wl cone
everyone, especially fell ow panel nenbers and speci al
guests. W are first going to start with Dr. Susan Runner,
who is the Acting Branch Chief of the Dental Devices Branch.
She will provide us an update on the activities of this
branch since the | ast panel neeting. Dr. Runner.

Agenda Item Update fromthe Last Panel Meeting

DR RUNNER: | just wanted to give a brief update
internms of the activities that the branch has been invol ved
in since the | ast neeting which was about a year ago.

As you all know, at this time, Dr. Carolyn Tulinda
has resigned fromthe FDA to take a position at the National
Center for Toxicol ogical Research. The Division had a final
goi ng-away cel ebration for Dr. Tulinda. Her work wth the
Dental Products Panel and in facilitating other outreach
prograns between FDA and the professional conmunity have

been invaluable to the agency and we will mss her. W w sh



her luck in her new position.

Anot her change in the branch is that M. Louis
Havl i nka, the former Branch Chief of the Dental Devices
Branch, retired after nore than 29 years of governnent
service. His regulatory experience was key in devel opi ng
t he dental devices branch. | amnow the Acting Branch Chief
for the Dental Devices Branch

The Dental Devices Branch, as you know, is
conposed of a variety of professional disciplines, including
engi neers, dentists, dental specialists, sanitarians,
biologists. | would like to introduce to you our newest
menber, who is Dr. Robert Betz, who is sitting over at the
side. Dr. Betz is a Board-certified periodontist, and he
has spent tinme both with the Coast Guard as their National
Peri odontal Consultant and with the Indian Health Service as
Periodontal Consultant. W are very happy to have Dr. Betz
as a nmenber of our team

One last issue. Last February you considered the
Biora PMA. At that tinme you recomended conditiona
approval. The final approval has finally been conpleted as

of Septenber 30th, 1997, with the reconmmendati ons that the



panel did make for additional post-marketing studies. So
that is basically an update on the branch activities.

DR. GENCO Thank you very nmnuch.

Agenda Item |Issue: Review of Two
Recl assification Petitions for OTC Denture Cushion and Pad
Devi ces

DR. GENCO W will now go on to the issue of the
review of two reclassification petitions for OIC denture
cushi on and pad devi ces, sponsored by Brims, |ncorporated,
and Ment hol atum

W will today neke recommendations to the FDA
regardi ng reclassifications of petitions submtted for these
devices and also later today for the tenporary mandi bul ar
condyl inplants for use in tunor resection patients.

The first issue is two reclassification petitions
subm tted for the OIC denture cushions and pads. W w ||
now begi n our open public hearing. Again, Panela nmentioned
t hat anyone who gets up to the m ke, we ask you please to
speak clearly, of course, because there is a
transcriptioni st who is going to provide a word-by-word

transcript of this proceedi ng.
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Al so, we ask anyone who gets up to the m crophone
to pl ease di scl ose whether they have financial interest in
any nedi cal device conpany, particularly those conpanies
whi ch m ght bear upon the issue at-hand. Please state your
name, affiliation and the nature of your financial interest
if any.

We have one formal request to participate in this
open public hearing on the issue of the petitions for OIC
denture cushion and pad device. That is M. Keith Roberts,
who represents the Nuveau Laboratories. M. Roberts, we ask
you to make your presentation. As you know, we have
reserved 10 mnutes for you. Cearly, if there are any
questions or coments that the audi ence or the panel would
like to address to M. Roberts, we ask himto stay at the
podium M. Keith Roberts.

[ No response. |

DR. CGENCO Ckay. Apparently, M. Keith Roberts
is not here. Does anybody know t he whereabouts of M.
Roberts? 1Is he out in the hall someplace or predi sposed?

[ No response. |

DR. GENCO | guess not.
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Ckay. Now, formally this is the open part of the
di scussion. |Is there anyone who would like to make a
comment at this tinme?

[ No response. ]

DR. GENCO Ckay. Let's proceed now to the open
commttee discussion. W w Il have presentations by the
sponsors of the two reclassification petitions. First of
all, Brimms, Incorporated conpany. Again, whoever is going
to present for Brimms, we ask you to nmake your presentation
within 20 mnutes. | think this has been described to you.
Then you have approxi mately five to seven mnutes for
guesti ons.

Coul d we have the individual who is going to
present for Brimms cone to the podiun? Thank you.

Agenda Item Sponsor Presentation by Brinms

DR. REITZLER  Good norning, |adies and gentl enen,
Chai rman Genco, Executive Secretary Scott, and nenbers of
the panel. M nane is Steve Reitzler, and | am Vice
President of Regulatory Affairs for Advanced Bi oresearch
Associates. M firm has assisted the sponsor, Bri mrs,

I ncorporated, in the preparation of today's presentation
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supporting reclassification of its Denturite flowform
tenporary denture surface pursuant to Section 515(b) of the
Federal Food, Drug and Cosnetic Act. 1In so doing, it is our
intention to seek the panel's recomendati on for appropriate
classification of the subject device and others of its
generic type in keeping wwth the risks to health and
benefits identified through valid scientific evidence and
the controls avail able to provi de reasonabl e assurance of
the safety and effectiveness of the device.

To begin | would like to introduce the speakers we
have assenbl ed here today who, in addition to nyself, wll
take part in our presentation on behalf of Brinms,
Incorporated. All of us are paid consultants to Brimrs
retained for the purpose of this presentation and none hold
any financial interest or equity position in the conpany or
any of its products.

[I ntroductions were nade. ]

DR REI TZLER: W hope to establish that the flow
formtenporary denture surface is reasonably safe and
effective as | abel ed and marketed, that the risks to health

associated with its use in accordance with | abel directions
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are wel | -known and understood, and that these risks can be
ef fectively managed through class | controls and, lastly,
that the class Ill classification proposed by the FDA for
OTC denture cushions and pads is unnecessary and

i nappropriate for the subject device and others of its
generic type.

The Federal Food, Drug and Cosnetic Act states
that the FDA may, under its own initiative or upon petition
by an interested party, change the classification of a class
Il device to class Il if general controls al one would not
provi de reasonabl e assurance of safety and effectiveness of
a device, but special controls would provide such reasonabl e
assurance, or to class |, if general controls al one woul d
provi de reasonabl e assurance of the safety and effectiveness
of the device.

It should be noted here that the subject device
has been marketed for over 38 years under the equival ent of
class | controls w thout evidence of unreasonable risk to
heal t h.

I n supporting our assertion that the subject

device is safe and effective and is inappropriately placed



12

inclass I'll, we wll rely upon valid scientific evidence
neeting the standards contained in section 860 of the Code
of Federal Regul ations.

According to these regulations, valid scientific
evi dence includes evidence fromwell-controlled
i nvestigations, partially-controlled studies, studies and
objective trials wi thout matched controls, well-docunented
case histories conducted by qualified experts, and reports
of significant human experience with a nmarketed device from
which it can fairly and reasonabl e be concluded by qualified
experts that there is reasonabl e assurance of the safety and
effectiveness of a device under its conditions of use.
Regul ations al so stipulate that the evidence required to
establ i sh reasonabl e assurance of safety and effectiveness
may vary according to the characteristics of the device, its
| abel ed conditions of use, including the existence and
adequacy of warnings and other restrictions, and,
inmportantly, the extent of experience with its use. W
believe that the valid scientific evidence provided to the
agency in support of our petition, and which will be

summari zed here today adequately denonstrate that the
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subj ect device is reasonably safe and effective as | abel ed
and need not be in class Ill to provide reasonabl e assurance
of safety and effectiveness.

We further believe that the risks to health
presented by use of the subject device and others of its
generic type are well-known and can be adequately controlled
W thout recourse to the restrictive and costly regul atory
burden of class Ill classification and that the subject
devi ce has been narketed successfully and w thout evidence
of unreasonable risks for nearly 40 years under the
equi val ent of class one general controls. W suggest that
reclassification to class | is appropriate.

Shoul d the panel determne that class Il is
necessary to provi de reasonabl e assurance of safety and
ef fectiveness, however, we believe and will denonstrate
today that adequate information exists to establish special
controls to provide such reasonabl e assurance.

At this time | would Iike to introduce Dr. Brenda
Sei dman, who will describe the subject device and identify
recogni zed state-of-the-art anal ytical and bioconpatibility

nmet hods avail abl e to provide reasonabl e assurance of its
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safety and effectiveness.

DR. SEI DMAN. Good norning. M nane is Brenda
Seidman, and | am a degreed toxicologist. MW firm Seidman
Toxi col ogy, provides expert advice and technical support to
industry in the areas of toxicology and material biosafety.
| ama paid consultant to the sponsor and have no financi al
interest in Brims, |Incorporated, or its products.

Today, | will be providing a brief overview of the
subj ect device, the materials of which it is conprised, and
avai | abl e nethods by which its conposition, performance, and
safety can be controll ed.

Denturite flowfornmed tenporary denture surface is
a soft, synthetic elastonmer that flows freely to conform
precisely to the contours of guns and dentures. It is
created by the consunmer m xing a preneasured anmount of
pol ynmeri zed pol yethyl nethacryl ate powder and a sol ution
conposed of approximtely 76 percent plasticizer, 19 percent
et hyl al cohol, and five percent polyvinyl acetate as a
softener. The pol yethyl nethacrylate polyner --

DR. GENCO  Excuse nme. Ms. Seidman, would you

pl ease speak into the m crophone? Thank you very mnuch.
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DR. SEI DMAN:  The pol yet hyl nethacryl ate pol ymer
i s a honbgenous powder of closely controlled particle size
and purity containing only trace anounts of FDA-approved
colorants. \Wen m xed the plasticizer and al cohol
conponents of the liquid penetrate the polyner particles
producing a slurry. As the liquid continues to penetrate
t he pol yner particles the slurry becones stiffer and, over
the course of several mnutes, a gel-like elastoner forns.
The material is fully set within five to seven mnutes. The
process is not unlike nmaking a batch of Jello. The setting
mechanismis essentially physical in nature. No
pol ynmeri zation occurs in the nouth and no heat is produced.
The product performance characteristics are carefully
controlled through in-process testing.

The viscous liquid formed by m xing the two device
constituents is applied easily to denture surfaces. It is
designed to flow freely between the denture and the guns for
a period of several mnutes under bite pressure until the
m xture sets to forman elastonmer gel. The flowable nature
of the mxed material is designed to fill areas where there

is poor fit between guns and denture and flow out of areas
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where there is closer apposition.

After the material forns to fit, the denture is
removed and any excess material is easily trimed fromthe
denture edges. The entire device is easily renoved fromthe
dentures by soaking themin warm water.

The conposition and performance characteristics of
t he subject device are controlled through rigid
specifications by the manufacturer. Methods available for
the conplete characterization of the device are of tree
principal types: Chemcal tests to evaluate conposition
physical tests to assess physical properties, and bi osafety
assays to evaluate toxicity.

Hi ghly-sensitive anal ytical nethods are avail abl e
to fully characterize and assess the conposition of the
device and its constituents. These include recognized
state-of-the-art test nethods such as NVR, IR
chr omat ogr aphy, such as HBLC, GPC, and GC, nass
spectronetry, AA thermal anal yses, specific gravity, and
ot hers.

Simlarly recognized nethods are available to

assess and control the physical properties of the device and
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its conponents. These include particle size analyses to
eval uate the size and consi stency of polyner particles,
viscosity determ nations to evaluate flow and set rate
characteristics of the mxed material, penetronetry anal yses
to assess the hardness of the finished el astoner, and water
absorption tests, anong ot hers.

Met hods such as these are rigorously enployed by
the manufacturer to control device properties and production
and to ensure consistency and conformance w th product
speci fications.

FDA and | SO recomrend specific bioconpatibility
testing areas for consideration in evaluating the safety of
bi omaterials for intended uses. Testing areas are therefore
dictated by the type of tissue the material contacts and its
duration of contact. FDA s testing reconmendations are
formalized in the Ofice of Device Evaluation's blue book
menor andum nunber (B5-1 and 1SOs in its standard 10993-1.

Speci fic standardi zed protocols for these tests
have been issued by such recogni zed organi zati ons as | SO
USP, ASTM and AM .

Bri mms subjected extracts of its denture surface
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material and its constituents to a nunber of such tests,
enpl oyi ng standard, recogni zed protocols. They included
cytotoxicity testing, single and nultiple dosing, oral
studies in rats, and intercutaneous studies in the rabbit.
Bri nms has satisfactorily addressed | SO and FDA
recommendat i ons.

O special significance is the cytotoxicity assay
which is a very sensitive predictor for irritation. This
study was essentially negative. Furthernore, all such
testing was conducted in full conpliance with FDA' s good
| aboratory practice regulations. And the results of al
tests indicate the device material is safe for its intended
use.

To summari ze, the subject device is conposed of
two preneasured constituents, a polynerized polyethyl
nmet hacryl ate whi ch when m xed by the consuner with an
al cohol and plasticizer liquid sets gradually to forma soft
el astoneri c cushion. The gradual process by which the
material sets in the nouth allows it to flow freely such
that it fills only areas of inperfect denture fit.

Testing has been conducted which fully
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characterizes the device, its conponents, and its critical
properties and such tests are routinely used to control
manuf acture of the device to assure consistency and
appropri ateness of perfornance.

Testing in accordance with recogni zed st andards
has shown that the device is not cytotoxic and is ot herw se
bi oconpati bl e.

Lastly, recognized state-of-the-art nethods exi st
wher eby such critical characteristics of the device as
conposi tion, physical properties, and bioconpatibility can
be and are eval uated and controll ed.

| would now like to introduce Dr. Robert Flinton,
who will review clinical issues associated with the use of
t he devi ce.

DR. FLINTON:. Good norning. M nane is Robert
Flinton, | am Professor of Prosthodontics and Biomaterials
at the New Jersey Coll ege of Medicine and Dentistry. | ama
pai d consultant to the sponsor and have no financi al
interest in Brims, Incorporated or its products.

| wll be providing an overview of the clinical

experi ence associated with the use of the subject device and
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w Il also address issues relating to its clinical use which
are key to the decision facing the panel today. Wile | was
not personally involved in any of the clinical research,
have thoroughly revi ewed the data.

As was nentioned earlier, the subject device has
been marketed as a tenporary denture surface for over 38
years. In this four decades of clinical use, it is
estimated that approxinmately 25 mllion units of the product
have been distributed commercially and used in the US. In
that period of tine virtually no evidence of significant or
unreasonabl e risk to health associated with the use of the
devi ce has been reported by the manufacturer.

During the period of 1989 through 1996, the
sponsor distributed approximately 6.5 mllion units of the
product. Applying the definition of the conplaint, as
descri bed by FDA' s good nmanufacturing practices and nedi cal
device reporting regul ation, the sponsor's conplaint rate
during this period is one per 255,000 units sold. O these
reports, none showed evidence of serious injury. Cearly,

t hese data do not suggest that a significant or unreasonabl e

risk to health is associated with use of the product.
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Sone years ago, a clinical study of the safety and
ef fecti veness of the subject device was conducted. In this
study, which was conducted at the Coll ege of Medicine and
Dentistry in New Jersey, subjects with poor-fitting dentures
were enrolled to evaluate the product with respect to three
i ssues -- product safety, product effectiveness, and the
ability of the lay user to properly file the instructions
provi ded with the device.

As an objective trial, wthout matched controls,
this study neets the FDA's definition of valid scientific
evi dence as contained in the federal regul ations presented
previously.

In that study evaluating only subjects with
poorly-fitting dentures, the study was deliberately biased
agai nst the subject device. |In the study, a total of 32
patients were enrolled, each had to have at |east one ful
denture judged by a clinical examner to have a clinically
fair or poor fit, scoring for or |less on the Kapur |ndex.

Al'l subjects had to be in otherwi se good heal th
Each subject was exam ned a total of five tines at

enrollment followng initial application of the device and
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at one, two, and three weeks thereafter. Each subject
served as his/her own control with conparisons nade between
pre-study val ues and those obtained during the course of
this study.

At no tinme during the study were the subjects
given any instruction on the application and use of the
subj ect device, but to sinulate conmmercial use by the |ay
person, were given only the device package insert and asked
to use the product according to the instructions.

A variety of safety and effectiveness and consuner
use information was gathered at each tine period. Such
i nformati on consi sted of both objective data gathered
t hrough the testing by the exam ners and subjective
information solicited fromthe subjects thenselves. A
detailed summary of the data is contained in the naterials
whi ch have been provided to you.

The results of this study indicate that for al
ef fectiveness paraneters neasured those being overall fit,
confort index, Kapur index, and occlusal contacts. The
subj ect device caused substantial inprovenent in denture

stability and retention. Further, there was no significant
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change in freeway space or phonation space caused by the use
of the subject device. 1In only one case was there evidence
of denture discoloration.

The first device application | asted an average of
approxi mately 16 days and, in nearly every instance it
proved easy to renove.

Fromthe viewpoint of the lay user, the study
suggests that the device | abeling instructions were easy to
understand and follow. This is born out by the fact that
all but two applications of the denture surface were graded
good to excellent by the clinical exam ners and that the
majority had no difficulty in renoving the device at the
conpl etion of the study.

Wth regard to the slight increase in |ocalized
irritation observed during the course of the study, we note
that, in no instance was the irritation of a serious nature
or sufficient to cause the subject to withdraw fromthe
study. Further, in the majority of the cases, the
irritation was so mnor as to go unnoticed by the denture
wearer. Lastly, no evidence of inflammtion or edema was

observed in the study.
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O relevance to any discussion of these findings
as they pertain to the matter before us today are several
key issues: The safety and effectiveness of the device, the
risk to the health associated with its use, and the neans
avail able to control these risks.

The data just presented fromthe clinical study
clearly established the effectiveness of the device as a
tenporary denture surface, which is confortable to the
wearer and significantly inproves fit, stability, and
retention of the denture without affecting freeway space or
damagi ng the denture thensel ves.

Excl usive of sone mnor irritation that went
| argely unnoticed by the wearers thensel ves, there were no
safety issues raised in the study. Further, the published
l[iterature and, in nmy own professional experience, indicate
that such minor irritation is a conmon occurrence associ at ed
with denture wearing itself, nonetheless, in any discussion
of risks, we nust take these data into account.

The FDA has identified several risks potentially
associated with the use of the OIC denture cushi ons and

pads. They include inproper or increased vertical dinension
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of occlusion which nay lead to increased biting forces and
result in bone | oss through resorption and | ong-term
irritation of the oral tissues that nay |lead to fornation of
car ci nonas.

Pl ease renenber that the chem cal conposition of
this device is markedly simlar to other materials used by
dentists for the stabilization of dentures.

As described earlier, the flowable nature of the
mat eri al prevents the device fromaltering the vertical
di mensi on of occl usion because it adapts to proper tissue
apposition relative to the various tissue contours which
results in varying thicknesses of the material. The net
result is zero or a very mniml change in vertica
di mensi on of occlusion or bite characteristics.

The results of the clinical study supports this.
As we have expl ained, the viscosity and set rate of the
subj ect device assure that it will flow freely and not
i ncrease the vertical dinension of occlusion.

In contrast, however, the wax-inpregnated cotton
cushi ons which the FDA has placed in class | are

approximately one millineter thick, and the thickness always
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adds to the vertical dinension. By posing a |esser risk of
altering the vertical dinension, then do the wax-inpregnated
cotton cushions, which the agency has already placed in
class I, it is clearly appropriate that this subject device
be placed in class | as well.

Wth regard to the risk of long-termirritation
cited by the agency, we note that only one mnor |ocalized
irritation was seen in a fraction of the clinical study
participants. In a study conducted by Leco, et al.
conparing tissue response to new dentures, professionally
relined dentures, and denture fitted with tenporary
cushi ons, conparable, if not higher incidence of |ocal
irritation were seen in all three groups.

The fact that local irritation is associated
equal ly with new dentures, professionally relined dentures,
and dentures fitted with tenporary cushi ons suggests that it
is the use of the dentures rather than any specific material
which is the significant contributor.

It nust be noted that the continuous wear of hard-
surfaced, ill-fitting dentures is significantly nore

detrinental to the supporting oral tissues, causing rapid
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and excessive bone | oss, papillary hyperplasia,
i nfl ammation, ulcers, epuli and possible tunors.

Proper use is controlled by very strong and direct
| abel ing. These devices are recommended for tenporary use
and only until the dentist can be seen to re-line or re-nmake
the ill-fitting denture.

Gven this limtation on use of the device, the
realistic risk of adverse effects are inconsequential when
used as directed. Based on the clinical evidence and ny
experience, | believe this device can safely be used for at
| east seven to 10 days. Only under circunstances of abuse
by the denture-wearer are risks of the types cited by the
agency likely to manifest. This is equally a risk with
other class | OIC denture retention products such as
adhesi ve and wax cushi ons.

Labeling for the subject device addresses these
risks directly and conforns fully to the FDA' s requirenents
for | abeling of such products as delineated in the Federal
regulations in that it limts direction for use to tenporary
refitting and pendi ng unavoi dabl e del ay in obtaining

prof essi onal reconstruction of the denture. It
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conspi cuously contains the word tenporary precedi ng and
nodi fyi ng each indication for use statenment. It includes a
conspi cuous warning that |ong-termuse of the product may
lead to faster bone loss, continuing irritation, sores, and
tunmors and the device is for use only until the dentist can
be seen, and adequately describes the tenporary nature of
the device, its limtations, and the inportance of adhering
to the warnings.

Labeling then is a principal neans of controlling
all risks. It is under such |abeling conditions that the
subj ect devi ce has been marketed w thout unreasonable risk
to the health of the patient for nearly 40 years.

As a clinician, | accept that no absol ute
assurance of safety does or can exist. The subject device
is a sinple one which when used as directed can avert
serious adverse effects such as irreversible bone |oss
caused by ill-fitting dentures. | believe the risks to the
heal th of using such a product is far |less than the risk of
not using it.

Adequate labeling is the single nost effective

means of controlling such risks. It is ny understanding
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that placing these devices in class Il wll provide no
greater assurance of the adequacy of |abeling controls than
does class |I.

In the interest of avoid the costly and
unnecessary regul atory burdens associated with class Il and
the correspondi ngly higher cost to consuners, which wll
inevitably follow, | strongly believe that class | is
adequate for this product.

At this time | would Iike to reintroduce Steve
Reitzler, who will sunmarize our reasons for proposing
reclassification of the subject device to class |

DR REITZLER  Thank you, Dr. Flinton. Ladies and
gentl enmen, the device we have described here today is one
whi ch has been shown through valid scientific evidence to be
safe and effective when used in accordance with its
| abeling. | remnd you here that by regulation any
determ nation of safety and effectiveness for a device nust
be considered only within the context of its |abeled
i ntended use. The device has been distributed wi dely for
over 38 years under the equivalent of class | general

controls. During this period, no significant or
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unreasonable risk to health has been associated with the
devi ce.

The risks known to be associated wth its use and
whi ch are described by the FDA in its final rule, placing
the device in class IIl are less than the risks known to be
associ ated wi th wax-inpregnated denture cushions the FDA has
placed in class |I. Further, the risks are well-known to the
medi cal community and are effectively and appropriately
managed t hrough | abeling with instructs the user in proper
use and warns agai nst i nproper use.

As Dr. Flinton has nade clear, the benefits of
usi ng the device as indicated outweigh the risks associ ated
with its use. Wthout such devices the prol onged wear of
ill-fitting dentures can cause irreversible bone |oss. For
these reasons it is our contention that the current class
I1l classification if inappropriate and unnecessary to
control the risks presented by the device.

A device is or should be in class Ill only if
insufficient information exists to determ ne that either
general controls alone or general and special controls

t oget her woul d provi de reasonabl e assurance of safety and
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effectiveness and if, in addition, the device is life-
supporting or |ife-sustaining, of substantial inportance in
preventing inpairnment of human health, or presents a
potential unreasonable risk or illness or injury. It is our
position that the subject device is not |ife-supporting nor
life-sustaining, is not of substantial inportance in
preventing inpairnment of human heal th, and does not present
an unreasonable risk of illness or injury.

As such, it is inappropriate to place this device
inclass Ill. W contend that there is adequate information
avai |l abl e to denonstrate that general controls al one are
sufficient to provide reasonabl e assurance of safety and
effectiveness and that the device should be in class I

On this slide, a conparison of the three device
class clearly denponstrates the differences in control. As
you can see, the prodigious general controls apply equally
to all three device classes. These general controls include
regul ations controlling adulteration, m sbranding,
registration, listing, and premarket notification, banned
devices, notification and other renedies, records and

reports, and general provisions. The latter includes FDA s
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good manufacturing practices regul ati ons by which nedical
devi ce manufacturing and quality assurance are controll ed.

Perhaps a better way to look at this issue is in
terms of what reclassification of the device will not
change. Reclassification to class | will not change the
device materials or the specifications for the device;
reclassification will not change the nethods by which device
materials are characterized and controll ed nor the nethods
by which the device's biosafety is assessed;
reclassification will not change the standards and net hods
by which the device is manufactured, tested or controlled
during manufacture; reclassification will not necessarily
change the device labeling; and, lastly, reclassification
wi Il not necessarily change any other neans of regulating
t he device other than in the mechanismrequired to reach or
remai n on the market.

Based upon what we have presented, we believe that
t he devi ce has been denonstrated to be reasonably safe and
effective, that the risks to health associated with the
device are wel |l -known and can readily be controlled through

| abel ing and other class | general controls, that no
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unreasonabl e risks to health are presented by the device
when used as intended. Accordingly, we believe that class |
is the appropriate classification for the device and that
class |11l cannot be sustained.

The appropriateness of class | is supported by the
fact that other simlar use devices and materials have been
placed in class |I. These include other OTC denture
retention devices such as denture adhesives and wax-

i npregnat ed denture cushi ons.

In considering this reclassification petition, the
panel must consider the adequacy of the infornation we have
provided in support of the petition and should prepare a
witten recommendation for approval. The panel should
determne that the information indicates the device is
reasonably safe and effective when used as | abel ed and that
the risks to health posed by the use of the device, as
indicated are well-known. Finally, the panel should
conclude that controls other than those inposed by class Il
are sufficient to provide reasonabl e assurance of safety and
ef fectiveness.

Thi s concludes our presentation. W will now be
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happy to entertain any questions.

DR. GENCO Thank you, M. Reitzler. Are there
any questions for M. Reitzler, or Drs. Seidman or Flinton
fromthe panel? Yes, Dr. Norman

DR. NORVAN: Dr. Seidman, you have given a list of
tests that have been run. | notice there was no solubility
test. The plasticizers undoubtedly dissolve out during use.
Wiy was that test not done?

DR. SEIDMAN. Wl l, are you asking the question
fromthe perspective of the biological significance of --

DR. NORMAN:  Yes.

DR. SEIDVAN: -- plasticizers? Wll, that would
be addressed in the extract studies on these tests or even
with the cytotox test which, if there was plasticizer that
was biologically significant it would bl each out of the
mat eri al on the auger.

DR. NORVAN.  How | ong were these dissol vable
mat eri al tests perfornmed?

DR. SEI DMAN:  According to USP and | SO, the device
is placed on the auger for 24 hours for the auger overlay,

which is the nost appropriate cytotox nmethod for this device
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in nmy opinion.
DR. NORVAN: However, the materials nmay be used
for a period of tine.
DR. SEIDMAN. Right. That is absolutely right.

When | SO and USP set up these standard tests --

DR. NORMAN: | am not tal ki ng about that.
DR. SEIDMAN. | realize, but it does get at your
guestion. It realized that nmany of these devices are going

to be used for longer periods of tine so it set up batteries
of tests that it felt were conservative to address the
durations of particular tissue contacts. So, for instance,
on the cytotox test, even though this device only contacts
the cells for 24 hours, that is a very sensitive test.

Those cells are unprotected. Then, in addition, you do

ot her tests.

But are you famliar with the matrix for 1SO? You
see nore and nore tests that are recommended for |onger
contact durations?

DR. NORVMAN: | amquite famliar with it.

DR. SEIDVAN: Yes, and then the extracts. You

have different extract tenperatures and durations. So, for
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i nstance, we could have extracted this naterial let's say at
70 degrees C for 24 hours and that is still a lot shorter
than the devices in contact with the patient. | do not know
if that gets at your answer.

DR NORMAN:  No.

DR. SEIDVAN. It does not?

DR. FLINTON. May | offer sonme response to that
al so? This material -- the conposition of this material is
virtually identical to those other materials on the market
that are not over-the-counter but are used readily in al
dental offices. So it is not that we are introducing a
uni que material for you.

DR. NORMAN: The plasticizers are not used
routinely in other devices.

DR. FLINTON: | believe they are, yes, sir.

DR. NORMAN:  Nane them

DR. FLINTON: Botrusol, Cosol, Viscogel all have
pl asticizers in them of varying degrees.

DR SEIDMAN: | would also like to corment. | did
a literature search on the plasticizer and the peer-revi ew

data literature shows that it is not toxic. So | was not
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concerned about that plasticizer. The literature supports
it is not toxic to further answer your question.

DR. GENCO  Further questions or coments. Yes,
Dr. Patters?

DR. PATTERS. M. Reitzler, if | understood your
| ast slide, you are not proposing any changes in the
| abeling as it currently exists on the two representative
packages that you provided the panel. |Is that correct?

DR. REITZLER W are not proposing any |abeling
changes at this point. W do understand that, if it is
deened advisable to tighten or strengthen that |abeling,
certainly, we are anenable to discussing that with the
agency and participating in drafting additions to what are
the current |abeling requirenents in 801.405 | believe.

DR. PATTERS: Could I ask you specifically then
what nessage you woul d give the consuner on the front of the
package when it says it lasts for weeks?

DR REITZLER | amsorry. | amnot famliar with
that statenent. That particular statenent | believe is a
reflection of the clinical study of which you have been

provi ded which did test materials out to three weeks.
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I nside the package insert does contain the stronger warnings
as to its tenporary use, and that it is only to be used
until you can see a dentist to have your dentures refit,
relined.

DR. GENCO Further comrents or questions? Yes,
Debor ah.

DR. GREENSPAN. | have two questions. |Is the
study that has just been cited the only clinical study that
has been done of these 32 patients?

DR REITZLER It is to ny know edge.

DR. GREENSPAN. The second question is | wonder if
one of you could please comment on the toxicity of this
product if the powder is ingested, the liquid is ingested,
or if the properly-m xed material is ingested?

DR. SEIDMAN. Brims has done oral ingestion
studies of all three and LD50 studies. It is not toxic.

You have a package, don't you?

DR. GREENSPAN. | have | ooked at the package.

DR. SEI DMAN:  You do not have one of the recent
studi es though I guess?

DR. GREENSPAN: I do not have that in front of ne.
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Essentially ny question is what happens if sonebody drinks
two bottles of this Iiquid?

DR. SEIDMAN. This is the alcohol? This is an
uni nt ended, unl abeled use. | do not know. | amonly
specul ating. You cannot -- first of all, the studies were
done in animals. | would have to consider humans. Are you
asking for an opinion? | cannot -- | do not have any --

DR. GREENSPAN. Well, | am asking whet her you have
any data to provide ne with sonme information about what
happens if sonebody swal |l ows these two bottles of |iquid or
one bottle of |iquid.

DR. SEIDVMAN. To really answer that question

woul d have to get sone --

DR. GREENSPAN. -- and whether or not in the
packet that has been circulated to us -- because | did not
open the packet inside -- there is any information about the

ingredients and the specific instructions as to whether they
shoul d not be ingested.

DR. SEIDMAN. | cannot answer that; but nmaybe M.
Burgesh coul d answer whether or not there are instructions

on the labeling that the --
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DR. GREENSPAN. O warnings. | did not see any in
there. | do not see any ingredients. So, if nobody on the
panel objects, | amgoing to actually open the -- Dr.

Patters does it say anything on that |abel about ingredients
or instructions not to --

DR. PATTERS: Not that | can see.

DR. GREENSPAN:. Thank you.

DR. REITZLER If | mght nake two comments. One,
t he LD50 studies were conducted on the constituents, that
being the liquid and the polyner, in addition to the
conbi ned product. | believe the LD50s were in excess of
five grans per kilogram which is fairly high

Additionally, I wll not speak to the |ikelihood
of soneone swallowing two bottles of this; but, nonetheless,
by regul ation, the safety of this material has to be
considered within the context of its |abeled conditions for
use and not outrageous abuse.

DR. GREENSPAN. | am absol utely aware of that.
But | was curious as to what information was provided to the
user. The little bottles are unlabeled. | just wondered

what the packet information provided for the consuner.
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Thank you.

DR. GENCO Further comrents or questions fromthe
panel ? Yes, Dr. Burton.

DR. BURTON: This is for Dr. Flinton. Have you
considered the possibility that a patient m ght have a
bri dge defect that could be either acquired or congenital
that this material because of its flow nature could go into
and becone trapped and unaware to the patient and then | eft
in the tissue for an extended period of tine, obviously
easily renoved if the patient was aware of it? But, again,
because of the fact that it flows in it could becone trapped
in the defect?

DR, FLINTON: Actually, no because of the nature
of the material or the nature of the dentures that we are
tal ki ng about are not the severity of the well-controlled
patients that you are tal king about with reconstructive
surgery or maxillofacial defects. But | would al so suspect
that if, in fact, we were to lock in sone sort of a defect
the result would be sone formof a mnor irritation that
probably would then precipitate a nore expeditious return to

t he denti st.
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DR. BURTON: Thank you

DR. GENCO Does anybody el se have a conment or a
guestion?

[ No response. ]

DR. GENCO If not, we would like to thank you
very nmuch.

W will now proceed to the sponsor presentation by
Ment hol atum  Again, the guidelines are a 20-m nute
presentation and approximately five or seven m nutes for
di scussion after that.

Agenda Item Sponsor Presentation - Menthol atum

DR RUBIN. Good norning. M nanme is Paul Rubin,
and | aman attorney fromthe law firm of Bacon, Gunp,
Strauss, Howar and Felds. | am here today on behal f of our
client, the Menthol atum Conpany, who nmarkets and
manuf act ures Snug Denture Cushions, which I have a box here
-- | know we wanted to hand out a package to everyone. | do
not know if we have done that. Geat, thank you.

As you know, we are here today to request
reclassification of the cushions fromclass Ill to class |

I amgoing to provide sone introductory coments and then
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Dr. Gettleman wll be speaking. First, let ne introduce the
Ment hol at um represent ati ves who are here today who can then
be avail able to respond to any questions the panel nenbers
may have

[ ntroductions were nade. ]

DR RUBIN. One thing | would Iike to nmention
first is that we have handed out, in addition to the packet
of Snug that is com ng around, we have al so handed out a
proposed | abeling for snug cushions. W are willing to
retain the current |abeling, but we believe that the revised
| abel i ng woul d be nore appropriate. So we are going to
di scuss that. Dr. Cettleman will be discussing that during
his presentation.

| would first like to provide sone general
background i nformation regardi ng the Ment hol at um Conpany.
Ment hol at um has been in existence for 108 years. It is a
very wel |l -established OTC heal th product conpany. The
Ment hol at um Conpany is not a particularly |arge conpany and
has limted resources. Menthol atum has been marketing Snug
denture cushions since the |ate 1960s. Snug was narket ed

prior to that tinme by a different conpany. So Snug's
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hi story goes back to 1939.

We are here today in support of reclassification
because we believe that PMA requirenents for soft plastic
denture cushions would be unjustified. Snug cushions are
very sinple products conposed of a rubbery acrylic. | am
going to hold it up. You all should have one in front of
you as well. It is very simlar to the substance that is
used to make dentures. No m xing of ingredients is required
for the Snug cushi ons.

Snug al so has an extensive docunented positive
safety profile. For years, Snug has been marketed subject
to FDA s general controls and has a | ong and established
hi story of safe use. |In fact, since 1984, six mllion Snug
cushi ons have been used and no serious adverse effects have
been reported to the Menthol at um Conpany.

In addition, Dr. Ci ancio, in conjunction with Dr.
Lociell o, conducted an extensive literature search which
reviewed |iterature over the past 40 years. This search
also identified no serious adverse effects associated with
soft plastic denture cushions. This literature search is

part of the package of materials you received fromus and is
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part of our reclassification petition.

At present, in addition, Mentholatumrecords
indicate that from 1989 to the present tinme, only 188
custoner inquiries or conplaints have been received. O
these 188, only four relate to any type of adverse
experiences. Al four relate to issues involving sore,
burni ng guns, the type of conditions that are by no neans
extraordinary and may be associated with denture use
regardl ess of whether denture cushions thensel ves are used.

As part of our reclassification petition, we have
provi ded the panel wth data in support of the safety of
soft plastic denture cushions. The petition contains two
clinical studies, one conducted by Dr. Stallard, and another
one conducted by Drs. Lociello and Dr. Anayo. Again, Dr.
Cettleman will be addressing those studies in a few nonents.

Based upon this information, Menthol atum believes
that soft plastic denture cushions do not nerit the |evel of
scrutiny associated wth nore conpl ex devices such as heart
val ves whi ch have been placed in class II1.

Wth regard to product m suse, we believe that
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m suse concerns can be raised for virtually every device
and/ or consuner product and therefore we believe that m suse
concerns are sonewhat m spl aced.

As you know, FDA-cl assified wax-inpregnated cotton
cloth cushions in class I, while all other cushions were
classified in class Ill. This distinction between the two
types of cushions was based entirely upon historical reasons
and was not based upon any safety or efficacy differences
specifically raised by FDA or the panel.

Since Snug has been marketed since 1976 subject to
general controls, there is little doubt that general
control s provided a reasonabl e assurance of the safety and
efficacy of soft plastic denture cushions such as Snug and
this, of course, is the statutory requirenent for
classification in class I.

At this point, | would like to spend just a few
nonments and just briefly review the regulatory history of
denture cushions in order to establish a franmework for Dr.
Gettl eman's di scussi on.

Dent ure cushions, as you know, were initially

regul ated as drugs prior to the nmedical device anendnments of
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1976. After that time, denture cushions were regul ated as
devices. Historically, the panels that revi ewed Snug
cushions, that includes both the drug panels, as well as the
device panels, only reviewed data on the wax-inpregnated
cotton cloth cushions.

In 1979, the Ment hol atum Conpany attenpted to
engage the panel to review safety and efficacy of soft
pl astic denture cushions, but this data -- because the panel
did not have any data before it, it did not review the soft
pl astic denture cushion issue. This, of course, is the only
reason why FDA pl aced wax-i npregnated cotton cloth cushions
in class | and soft plastic, as well as all other cushions
inclass Ill. Neither FDA nor its advisory panels have ever
addressed specifically the safety and efficacy of Snug soft
pl astic denture cushions.

Wth regard to the wax-inpregnated cotton cloth
cushions, the Drug Panel, a well as the Device Panel
reviewed two studies in support of safety and efficacy. One
study was a three-year study conducted by Dr. Yurkstiss -- |
hope | am pronouncing that correctly -- as well as a six-

week study conducted by Dr. Stallard. Both panels, the drug
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panel and the device panel, wldly criticized the three-year
study conducted by Dr. Yurkstiss due to data

i nconsi stencies. There are comments in the panel

di scussions that the three-year study is basically
irrelevant with regard to the safety and efficacy profile of
t he wax-inpregnated cotton cloth cushions. So,
consequently, the classification into class | for the cloth
cushions was based virtually entirely on the six-week study
conducted by Dr. Stallard.

The panel today has been provided with virtually
an identical study conducted by Dr. Stallard on the Snug
soft plastic denture cushions. Dr. Stallard has submtted a
letter which is part of the reclassification petition which
states that the protocols for both studies, as well as the
results were virtually identical

In addition, the panel has before it the three-
week study conducted by Drs. Lociello and Dr. Anayo.
Consequently, we believe there is nuch, if not nore
information in support of the safety and efficacy of soft
pl astic denture cushions than there was for wax-i npregnated

cotton cloth cushi ons.
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That is the end of ny introductory statenment. |
woul d now i ke to introduce Dr. Gettleman, who will handle
the technical and scientific aspects.

DR. GETTLEMAN. | am Lawence Gettleman. | am
Prof essor of Prosthodontics and Biomaterials at the
University of Louisville. | ama paid consultant for
Ment hol atum and | have no financial interests in the
conpany or in the product that we are di scussing.

My interests are in the biomaterials and
prost hodontics and | had NIDR ROl support for seven years
while at GQulf South Research institute in New Oleans to
devel op a soft liner for dentures that are applied by
dentists and dental |aboratories and also ROL support in
maxi | | of aci al prosthodontics.

| would like to sumrmarize ny comments in siXx
different categories. One is the conposition of the
material, two is the literature search, three is a
description of the clinical trials, four is address the
safety issues, five address the efficacy and, six, discuss
t he | abel i ng.

The conposition for Snug material. The final
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product has been passed out to you. It is approximately 81
percent poly and butyl nethacrylate, which is a simlar
material to nmethyl nmethacrylate which is used to construct
the rest of the denture. It has an approxi mate nol ecul ar
wei ght of 200,000. So it is a rubbery acrylic with softer
properties than the polyethyl nmethacrylate used for the rest
of the denture. |In addition, there is a six percent content
of pol yethyl ene gl ycol nonolurate as a plasticizer. Any
resi dual nonomer that was present in the butyl nethacryl ate
is reduced in the processing of the material. Chem cal
estimates indicate that there is less than half a percent of
residual M butyl nethacrylate in the product. The
addi tional 13 percent not accounted for by the plasticizer
and the original polyner is made up with fillers and
pi gment s.

The literature on denture cushions is not very
extensive. | believe that it has all been sent to you.
m ght draw your attention, if you had it, to references 74
t hrough 91, which di scuss over-the-counter denture cushions.
This was done by Dr. C anco and Loracella. They reviewd

the world literature from 1953 to 1996. |In part two, in
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di scussing over-the-counter reline materials, the |atest
report on this topic in the world literature that we have
found was in 1984 whi ch concerned anot her product.

In the entire dental literature there are no
adverse reports on Snug soft plastic denture cushions, and
very few on other cushions or pad products sold over-the-
counter. They found no effect on the oral nucosa or the
vertical dinension in these published reports.

Two clinical trials have been conducted over the
years, the first one by Heiser and Stollard that was
referred to a nonent ago that was a six-week clinical tria
of conplete denture patients, upper and | ower conplete
dentures, average age of 49. There were 33 subjects in the
trial. Each subject acted as his/her own control. The
guot ations fromthe conclusion of the study by Stollard and
Hei ser was that the products had significant value to
inprove fit and stability of denture patients, and that the
product was safe and effective. He went on further report
no adverse effects on the oral nucosa and that injury was
non- exi stent when the cushions were used for short periods

of time. This was the Heiser and Stollard study.
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The second study by Lociello and Anayo at Buffalo
was a three-week study. The average age of the conplete
upper and | ower denture patients was 58. There were 25
subjects in the study. The only statistically-significant
result that was reported was in the inprovenent and fit --
subj ective evaluation of fit of the dentures. 1In quotations
of the conclusions it was noted that the Snug denture
cushions inproved the fit of dentures particularly froma
patient's perspective, and offered tenporary relief to the
probl em of poor-fitting dentures. That is the summary of
the clinical trials that have been conducted on this
particul ar product.

Regardi ng safety. Snug soft plastic denture
cushi ons have an excellent safety record as evidenced in the
[iterature which is non-existent regarding problens
clinically. Wen used according to |abeled instructions,

t hey posed virtually no safety risk.

As a practicing prosthodontist, | strongly believe
soft plastic denture cushions have a neaningful role to play
in treating denture patients to tenporarily inprove the fit

and confort of dentures. | have encountered patients with
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Snug cushi ons and have reconmmended them noting no il
effects.

Now, let nme point out that, as a prosthodontist,
by the tine we talk to the patient, are usually in the
process of making corrections to the denture. So
prost hodontists and practicing dentists do not often advise
patients to use these except in tenporary or emergency
situations.

Denture cushions relieve rather than intensify any
oral problens already existing due to the use of ill-fitting
dentures. The FDA acknow edged this when it placed wax-

i npregnated cotton cloth dentures into class | in the early
1980s.

The panel should also keep in mnd that the
denture cushions are renovable fromthe denture, that is it
can be renoved fromthe denture of a problemwere to
devel op. O course, the dentures are renovable fromthe
patient. This is as opposed to other dental devices which
are nore difficult to renmove or certainly nost nedica
devices often placed in class Ill. Accordingly, any

probl ems arising fromthe use of cushions or the dentures,
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in general, are self-limting.

Regardi ng efficacy or effectiveness and benefit to
health. The two studies submtted to the panel support the
benefit to health of soft plastic denture cushions. Dr.
Stol lard concl uded that soft plastic cushions provide the
foll ow ng benefits: Inproved confort, increased denture
stability, inproved ability to eat, inproved clinica
appearance of the oral nucosa.

Dr. Stollard further states that there is little
doubt that a significant percentage of the United States
popul ati on may benefit from over-the-counter availability of
soft plastic denture cushions.

Drs. Lociello and Anayo concluded that, in their
clinical trial, that soft plastic denture cushions also
provide the follow ng benefits: Inproved clinical
inpression of fit and stability by the patient; inproved
prof essi onal evaluation of cushions utility and safety;

i nproved patient inpression of confort and stability, and
i nproved patient inpression of the ability to eat.
So, there is evidence based upon the product's

conposition, clinical trials, and fromthe world denta
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literature that soft plastic denture cushions are safe and
effective. There is not evidence to suggest otherw se.

No one disputes the fact that the ideal treatnent
for ill-fitting dentures is to reconstruct the dentures or
nmodi fy themin sonme fashion by the profession. In the real
worl d, unfortunately, many denture wearers are unable to
obtain i medi ate care. Denture cushions therefore, provide
these users with a tenporary safe and effective option to
i nprove denture fit and inprove their quality of life.

Finally, regarding the |abeling, Snug
soft plastic denture cushions are only intended and | abel ed
for tenporary use until the dentist can be seen. How
tenporary is that? The product that is on the market, the
wax-i npregnated cotton denture cushions called SO or 1SQ
require daily change, in part, because the cloth may act as
a W ck that absorbs and rel eases food products and
m croorgani sms. The Snug soft plastic denture cushions
di scussed here have been used successfully up to one week,
as supported by the clinical study by Stallard.

Repl aci ng the cushi ons each week for up to six

weeks is al so supported by the sane study. | believe that
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soft plastic denture cushions, on the other hand, are better
able to resist fowing than wax, cloth-containing, wax-
i npregnated cl oth denture cushi ons.

Ment hol at um currently markets Snug
soft plastic denture cushions w thout providing a specific
l ength of tinme for which each cushion should be worn, in
conpliance wth current FDA regul ati ons.

The | abel ing does not address the duration that a
single cushion may be worn. In addition, there is no
speci fic guidance or limtation regarding the maxi mum peri od
for use allowi ng for change of cushions.

Based upon available information, | believe it
appropriate to |abel Snug denture cushions with instructions
that permt use of the single cushion for up to one week,
wi th a maxi mum overall duration of use of six weeks, unless
additional use is reconmmended by a denti st.

The three-week study conducted on Snug by Drs.
Lociell o and Anayo, involve the use of a single denture
cushion over a three-week period. The investigators found
no negative effects fromthree-week use. Simlarly, the

protocol for the six-week study conducted by Dr. Stallard
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provi des that denture cushions may be worn up to six weeks.

Ment hol atum therefore, respectfully submts that
each cushion be | abeled to be worn for up to one week
wi t hout bei ng changed. Mentholatum believes that it is
bei ng conservative in proposing a one-week tine period for
t he use of each cushion particularly in Iight of the fact
that Snug is conposed of a substance that is very simlar to
the acrylics used to nake the dentures thensel ves.

In addition, Mentholatumis willing to | abel the
denture cushions to be used for a maxi num of six weeks, one
per week. Thank you.

DR GENCO M. Rubin, we are about 15-16 m nutes
into the presentation, just to |let you know how nuch tine is
left.

DR. GETTLEMAN. W are finished.

DR. GENCO Oh, you are finished. Onh, well, | see
two other gentlenmen there. | thought they were going to
present. Good. So are there any other comments or
guestions of Dr. Cettleman or M. Rubin?

In the Stallard study, there was about a 16

percent drop-out. There were a couple of reasons. One was
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that the patients apparently were -- he specul ated were
quite pleased and never cane back for the recall, which
brings up the issue of length of use. You addressed that
with the one pad per week per six weeks. What woul d happen
if sonmebody just left it on for a year and did not repl ace
it? | nmean, is there any -- are there any adverse effects
reported by dentists or by anybody for that kind of abuse?

DR. CANCIO | do not know of any data, Dr.
Genco, on that topic. In the study that we conducted, we
can only speak fromthe science we have. The | ongest any
patient did go wwth a cushion was six weeks. A nunber of
t hose people did replace themal so, but long after six
weeks. There Dr. Stallard noted that, at that point, they
did not |look very nice and the patients would not probably
wear them nuch | onger.

As far as the drop-out rate goes in this study,
some of the patients dropped out because they insisted they
are in an HMO plan. They insisted they have no dentures
made after about three weeks.

We found in the Buffal o study that about three

weeks was the maximumtine that people would like to wear
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t hese cushi ons.

DR. GENCO  Anot her reason for the drop-out --
about 11 percent of the patients could not use it. | think
there were five wonen who could not use it. |Is this
sonet hing that you have considered in terns of your
instructions -- altering instructions to make it a little
clearer for people to use? That would seemto be a fairly
hi gh percent of people who just gave up and did not use it -
- bought it but did not use it.

DR, GETTLEMAN: It requires a good deal of
dexterity on the part of the patient, for the | ower and the
upper. The |lower denture cushion has to be cut out into a
hor seshoe shape and then applied in sone fashion. Part of
the study -- the studies involve no instruction, and we |et
the patients follow the instructions on the package insert
to be a true test of what was going on so that they would
not be influenced by the personality or whatever of the
clinician.

DR. GENCO Has a change in the instruction been
made since the Stallard study? He nentioned in his letter

that there was feedback to the conpany and that changes were
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made. | amjust wondering if the present-day instructions
are nore clear that that nay not happen with present-day
i nstructions.

DR MLLER | amJoyce MIller. The instructions
that we currently have that you see on that package have
been i npl enmented since 1984. A Stallard study was done in
1980- 1981, but | amnot sure that they are that nuch
di fferent.

DR. GENCO Thank you.

Excuse ne. There was a question here?

DR. GREENSPAN: | have two questions. Has anybody
| ooked at the mcrobial |oad on the Snug after it has been
in the nouth a week? In other words, does the Snug |iner
support a heavier bacterial or fungal overgrowth at the end
of a week? | do not know if you have that data.

My second question is how are patients expected to
keep this clean on a daily basis? There was no instruction
in the packet as to whether they should not clean them
whet her they can use their regular dental cleaning, whether
it can be soaked in weak Clorox. | was just wondering what

t he experience was fromthe studies about cleaning this.
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There are two questions there.

DR CTANCIO In the Buffalo study they did | ook
at the debris that was accunul ated on the denture when they
first saw the patient and they gave a score to that and they
then scored it at the end of three weeks, which was quite a
long tine period to wear one cushion. There they found a
slight increase in the overall debris, but nothing
significant.

DR. GREENSPAN. So they did not | ook specifically
for candida or for particul ar bacteria?

DR. CIANCIO  No.

DR. GREENSPAN. They were not plated out or
swabbed, stained, or anything of that sort?

DR CIANCIO In 1984, the state-of-the-art at
that time was not to go into bacterial cultures. But there
have been no reports of any fungal overgrowths or any of
those clinical problens that we woul d associate with
i ncreased bacteri a.

DR. GREENSPAN. You did not see that in your
short-term study?

DR. CIANCIO No.
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DR. GREENSPAN. And how did people keep it clean
during that study?

DR. CIANCIO W asked the patients that question,
al though it does not appear in the report. Wat they did in
cleaning the dentures -- the sane was they clean the regul ar
denture. Sone of themused things |like Efferdent. Qhers
woul d brush it with toothpaste and a toothbrush. They
treated it as though it was their own denture.

DR. GREENSPAN:. Thank you.

DR. MLLER Maybe | can clarify one point too.
The package insert does include howto clean it and it does
tell you to clean it and wash it under cold water tw ce
daily. It is on the back side of the package insert.

DR. GREENSPAN:. Yes, but it only tal ks about using
cold water and leaving it in water overnight. | wondered
whet her that neant that it should not be used with any other
denture-cl eaning agents. |Is that what that neans?

DR. MLLER That | have no answer for or | am not
sure.

DR. CGREENSPAN: All right. Thank you.

DR CIANCIO | think that point is well-taken.
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know that patients did want to use denture cl eansers. They
al ways had. | think we should not have to change the way
the patients are used to taking care of their dentures. So
I think that should be sonething that shoul d appear in the
| abel i ng.

DR GENCO  Dr. Saxe.

DR. SAXE: Yes. | have a question that relates to
the Stallard Study. That study which is quoted which is
nunber of years ago done approxi mately 17 years ago or so.
In that, as Dr. Cettleman noted, the average age of the
subjects was 49 years. As we know, in the |ast couple of
decades, there has been quite a change in the nunber of
i ndi vidual s who are denturel ess, and nore and nore of our
ol der individuals are retaining teeth.

Ri ght now, we are seeing that, once we reach an
age of approximately people in their early 80s, the majority
of these people are denturel ess and have been 30, 40, 50
years or nore. So that ny question is related to the age
group which was nostly dentureless and are -- would buy this
product and are expected to use it according to directions.

Dr. Stallard's study -- and | take it, again, the question
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has just conme up and been answered about the directions,
quote fromDr. Stallard: "In regard to utility, a problem
did exist with those persons who did not receive
prof essional instruction on the insertion of the cushions.
The package insert does not appear adequate." WelIl that has
been changed.

The question, again, is that this ol der-adult

popul ation is -- those who are dentureless are also at risk
for chronic illnesses which may inpair their and does inpair
their dexterity -- those who survive a stroke, Parkinson's

di sease, severe arthritis. So | wonder if relying on this
old study is really appropriate for the questions that we
are asking today. Can older-adult individuals utilize this
material so that indeed it is effective and properly used?
DR CTANCIO If I can comment? | think that the
Stallard study was 49 years. That was a reflection of that
HMO systemthey were in at that time. The Lociello and
Anayo study was 58 years, which was a Veterans
Adm ni stration study, which tends to be an ol der popul ati on.
There they had people -- | think the ol dest was 72 an the

youngest was sonething like 46. But the overall usage of
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t hese people -- they have been wearing dentures in the
Lociello study for over 15 years and | think in the other
study for over 13 years.

| think that your point is well-taken. But the
peopl e you are tal king about today tend to have heal th hone
care assistants who help themw th their hone care needs. |
think the instructions, as they are now, our study in
Buffal o was not instructed -- there was sonebody there
giving the packet and told to adapt that to the denture.
They go into the room adapt it, put the dentures in and
cone back and be fitted. So the patients did do that
W thout instructions, just reading the directions. But that
was a 58 year-ol d average popul ation, which is better than
the Stollard one.

But | think, you know, again, the point -- we have
to consider that people are going to live a |lot |onger than
that in the future. Wth caregivers, | think that they have
dexterity problens. That would be taken care of with
instructions as we see them

DR. GETTLEMAN. That is a good point, Stan as

well. We face this problemin renovabl e prosthodontics al
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of the time. As people becone nore elderly and | ose the
ability to handle this, sonetines they cannot even wear
dentures at all or they certainly cannot place themin their
own nmouths. This [imts the type of treatnent, if there
were various attachnments or nmagnetic -- or that is an

advant age of nmgnetic attachnents, for exanple, over other
devices that retain partial dentures. So we face this.

This product is not for everybody obviously.

DR. DRUVWOND: Yes. That was actually ny
gquestion. On the studies they talk about poor and fair-
fitting dentures. Are there any cases where you woul d not
recommend this product? How would the person buying this
know t hat they should not be using this product?

DR. CETTLEMAN: Well, this product is only
t enporary.

DR. DRUVMOND: But my question is you have a
definition of ill-fitting, and the patient may or the
consunmer may have another definition of ill-fitting. Are
there any | abel s anywhere that woul d recomrend not using
this product -- | nean, if they have extreme hyperplasia or

extremely ill-fitting dentures? Basically, the way | read
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this, anybody can use this. |[|s that what you are saying?

DR. GETTLEMAN. The only one that conmes to mnd is
if the existing dentures have excessive vertical dinension,
and the addition of another one mllinmeter cushion would
i ncrease that even nore. Indeed, | think that was found in
Stollard's study. There were a few patients whose verti cal
di mensi on was higher. But that is not the usual situation.
Most |long-term denture wearers suffer from decreased
vertical dinension in nost cases and col |l apse of the face.
Therefore, a little opening on a tenporary basis is usually
not a bad thing.

DR CTANCIO | would just add to what Dr.
Gettleman just said. |In the Buffalo study, they actually
measured i medi ately after a patient placed on thensel ves
bot h upper and | ower, they changed in vertical dinension. |
think that the average change was 2.23 mllineters, which is
far within the range of people who were all over closed when
t hey have been wearing dentures for a long tine period.

DR. GENCO Further comments or questions? Yes?

DR. BARACH. | would just |ike to make one quick

comment. Sone of the very interesting comments about the
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utility of denture cushions certainly are apt, however, |

t hi nk nmost of them would apply across-the-board to al
denture cushi ons, even those that have al ready been
classified and placed in class I. So, consequently, when
you | ook at the issue of denture cushions as a whole, |
think the commonality of issues should be separated fromthe
specific safety and efficacy issues relating to individual
cushions. That is all.

DR. GENCO Thank you. Yes, Dr. Bouwsnmm, and then
Dr. Altmn.

DR. BOUWSMA:  From a safety perspective, Dr.

G ancio, | thought you reported on the review of the
l[iterature pertaining directly to Snug. Wat about of the
constituents that are used in the manufacture? Has there
been a review of those products and so forth and their
safety profile?

DR CCANCIO Well, | think the best reviewis in
this read subm ssion that was given. There is a Dr.
Custiniac, fromthe Buffal o Toxicology Center and the School
of Medicine. He has reviewed the prelimnary material that

t here shoul d be some concern about, which is pure
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chl oroethylene. In there he points out that, if a patient
were to use -- if the maxi num anmount of pure chl oroethyl ene
were to be used fromthe liner and the patient were to
change the liner every single day, he would still cone
within the range of what is acceptable intake for a person
assum ng they have intake fromair, water, and the denture
liner. So, therefore, there would be no safety problem

DR. GENCO Dr. Altnman.

DR. ALTMAN. M concern is actually one that Dr.
G eenspan had on the other product is what is this materi al
made of as far as | abeling here. | guess, actually for both
products, they seemto have a relatively |ow nunber of
conplaints. But | wonder if that is not because the
| abeling does not really make it conducive for the consuner
to cooment. | do not see an 800-nunber here if you have
comments about the product. M/ concern would be if a
grandchild swal l owed the |iquid or was chewi ng away at this.
You know, it may not be toxic. You may know that, but a
grandparent woul d not know that. W would not even know if
you called a poison control center to tell themwhat the

product was made of. So ny concern is nore information as
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far as what the product is in the |abeling and consider an
800- nunber for people to call for conplaints or coments.

DR. GENCO Thank you. Any further coments or
guestions?

DR. PATTERS:. If the conpany could just clarify
t he denonstration package that they provided to the panel.
It has an insert which is |abeled PD-3 in the bottom corner.
But a xerox copy of the packaging is |abeled PD-4 on the
bottom and their appear to be sonme wordi ng changes. Which
of these are the current ones?

DR. MLLER The | abeling that you have is the
mar ket ed product that is currently on the market right now
The | abel ing was changed due to the fact that it wll be
manufactured in China, not in the United States. There were
sonme nodi fications that were made to the | abeling, but not
in context, because we knew we were going to cone to the
panel and possibly change it again. But we are going to be
bringing this product in very shortly.

DR. PATTERS: The PD-4 | abel is not the one
currently in the product?

DR. MLLER That is the current |abeling right
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Now.

DR PATTERS. PD 4?

DR MLLER But it is not on the market yet.
That is what we consider the current.

DR. BARACH: If | can clarify? Perhaps we were
too forward with the panel. W were asked to provide
| abeling. The PD-3 version is what you would find in the
drug stores today in the United States. PD-4 will shortly
be introduced. So we wanted to provide conplete information
to the panel

DR. MLLER | would Iike to make one nore
statenment al so that Menthol atum has a satisfaction
guarantee. W get a great many custonmer inquiries, calls
all of the time on a regular basis. Mich of the conplaints
in the 188 that we had are returned because either they say
that it did not work or they just wanted their noney back.
We get an awful |ot of those. So we do get -- although not
by 1-800 nunber. They can reach us readily and the nane
Ment hol atumis conmmonly known if they know any of the other
products. They know that they can call up at any tine.

That makes it readily avail abl e.
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DR. ALTMAN. Does it say noney-back guarantee?

DR. MLLER On this one | amnot sure we do. On
every ot her product we say satisfaction guarantee.

DR. GENCO Ckay. Any further questions or
coment s?

[ No response. ]

DR GENCO | rem nd you that we are going to have
a break soon. After that, M. Shipps will give the FDA
summary, and then Dr. Norman will give his sunmary, and then
we Wll go to a discussion and a vote. W have a busy day
today. |If there are no further conmments or questions of the
Ment hol at um people, | would |like to thank them very nuch.

Let's take a break.

[ Recess. ]

M5. SCOIT: M. Cerald Shipps, of our staff,
passed around several of the Snug sanple products. | just
wanted to clarify that Brinms, |Incorporated also had passed
out some sanpl e products and material. They had one that, |
bel i eve, before the panel neeting. | just wanted to nmake
that clarification that both conpani es had opportunities to

provi de sanple products and information to the panel.
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At this time, also, M. Keith Roberts, who wanted
to present during the open public hearing is here, and we
wanted to give hima couple of mnutes to make hi s statenent
to the panel. He is from Nouveau Laboratori es.

Agenda Item Qpen Public Hearing

MR, ROBERTS: Good day. Thank you for the
opportunity. M conpany is a manufacturer of |1SO Denture
Cushi ons, which is why I amhere. | ama |lawer by training
so | do not bring any technical expertise or understandi ng
here. |, therefore wish to nake a couple of comments. A
nunmber of references were made to the record of the previous
heari ngs which did concern | SO and ot her denture cushi ons.

I would urge the panel, if the panel wi shes to rely on any
of these verbal references that we have heard this norning
to actually look up the material. Because | attended those
hearings and, of course, | read the material very avidly. |
do not recall certain things as being true which were stated
here. | do not recall that it was true that the study by
Dr. Yurkstis was criticized by the panel. There was
criticismof earlier studies, but | do not believe it was of

Dr. Yurkstis' study. So that is one thing.
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The second point is | do not believe that there
was any reference by the earlier panel to a w cking action
by SO as the reason for the one-day Ilimtation. | would,
therefore, urge the panel that, if it is going to change
| abeling requirenents that there is no evidence, as far as |
know, in front of the panel that would justify providing a
| onger usage period for any other cushion product than is
provided for 1SO O course, that would be a serious
conpetitive disadvantage in the marketplace. Those are ny
only comments.

DR. GENCO Thank you, M. Roberts. Any coments
or questions to M. Roberts?

[ No response. |

DR. GENCO Ckay. Thank you very nuch.

According to the Federal Register, at 11: 00 we
were going to be tal king about the mandi bul ar condyl ar
repl acenent grafts or transplants, or inplant. |If there is
anybody here who woul d want to discuss that now, although it
isalittle bit out of order, but we legally nust allow you
to do that now particularly if you cannot come back this

afternoon. Yes, if you cannot come back this afternoon, you
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can address those issues now.

PARTI Cl PANT: | cannot cone back this afternoon.
| amhere to discuss the clinical aspects of it.

DR. CGENCO You can? You are able to cone back
this afternoon?

DR. MARX: If you definition of afternoon is
before 4:30 in the afternoon, yes, | can.

DR. GENCO Yes, our definition is before 4:30.

[ Laught er. ]

DR. MARX: As a surgeon, sonetines our definition
isalittle bit different.

DR. GENCO W can put you on early.

DR. MARX: What tine would you care for ne to
present ?

DR. GENCO Probably we are going to take a
shorter lunch we expect. So we will be back here around
1: 00 or 1:15.

DR. MARX: That woul d be fine.

DR. GENCO W could put you on early.

DR. MARX: Thank you. | guess, for the record, ny

nane is Dr. Robert E. Marx. | ama DDS, | aman oral and
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maxi | | of aci al surgeon, Chief of Oral and Maxill of aci al
Surgery at the University of Mam School of Medicine.

DR. GENCO Thank you, Dr. Marx. Yes?

DR, CHRI STIANSON: | would like to speak to that
issue too. | will need to | eave probably around 2: 30.

DR. GENCO What is your nane:

DR. CHRISTIANSON: | amDr. Christianson.

DR GENCO W will get you on the program before
then. Thank you.

Ckay. Let's proceed now with the discussion of
the denture cushions by Dr. Gerald Shipps, who is the
Scientific Reviewer fromthe FDA

Agenda Item Open Conmttee Discussion - FDA
Presentation

MR SH PPS: M nane is Gerald Shipps. | ama
Scientific Reviewer for the Ofice of Device Eval uation,
Center for Devices and Radi ol ogi cal Health, the Food and
Drug Adm ni stration.

Recently, you were asked to reviewthe
reclassification petitions for the Denturite and the Snug

over-the-counter, (OTC) denture cushions submtted by
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Bri nrs, |ncorporated and by Ment hol atum | ncorporated.
These petitions were submtted as comments in response to
the publication in the Federal Register that the FDA is
proposing to require the filing of the pre-market approval
application or PVA, or a notice of conpletion of product
devel opnent protocol, a PDP, for OIC denture cushions or
pads, and OTC denture repair Kkits.

OTC denture cushions are prefabricated or
noncust om made di sposal tenporary devices that are intended
to inprove the fit of a |oose or unconfortable denture
i mredi ately avail abl e for purchase over-the-counter.

The FDA has cl assified OIC denture cushi ons, other
than those inpregnated with cotton cloth into class I1
because of the concern for, one, safety problens which can
result, if patients continue to use ill-fitting dentures in
contradiction to product |abeling instructions and, two,
tissue sensitivity in response to materials used.

There are specific | abeling requirenents for
denture reliners, cushions and pads under 21CFR part 801.403
and part 801.405. Requirenents include a warning statenent

in the | abeling, as such devices are for tenporary use only
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-- that long-termuse may lead to faster bone | oss,
continuing irritation, sores, and tunors. The products are
for use only until a dentist can be seen.

The regul ations also require that the | abeling
shoul d contain information advising that the use of these
products nmay tenporarily decrease the disconfort. However,
their use will not make the denture fit properly.

Special training and tools are needed to repair a
denture to fit properly. Dentures that do not fit properly
can cause irritation, injury to the guns, and bone | oss
which is permanent, and may require a conpletely new
denture. Changes to the guns caused by dentures that do not
fit properly may require surgery for correction. Continuing
irritation and injury nmay lead to cancer in the nouth. A
denti st should be seen as soon as possible.

The American Dental Association, and | eading
dental authorities have advised the Food and Drug
Adm ni stration of their concern regarding the safety of
denture pads and cushions and other articles marketed and
| abel ed for lay use in the repair and refitting and

cushioning of ill-fitting or irritating dentures.
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It is the opinion of dental authorities and the
Food and Drug Admi nistration that to properly repair and to
properly refit dentures, a person nust have professional
know edge and specialized technical skill. A layman cannot
be expected to maintain the original vertical dinension of
occlusion and the centric relation essential in the proper
repairing or refitting of dentures. Such products designed
for lay use should be limted to energency or tenporary
situations pending the services of the licensed dentist.

Recl assification petitions submtted by Bri mrs,
I ncor porated, and Ment hol atum I ncorporated, request that
the Denturite and the Snug OTC Denture Cushions
respectively, be reclassified fromclass three premarket
approval to class | general controls.

In the Federal Register dated Tuesday, July 11th,
1995, the FDA proposed to require the filing of a PVMA or a
notice of conpletion of a PDP for OTIC denture cushions. The
FDA intends that, if a final rule based on this proposed
rule is issued, PMAs, or notices of conpleted PDPs will be
required to be submtted within 90 days of the effective

date of the final rule.
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Wth regard to the proceedi ngs today, the panel
will reviewthe scientific evidence and the reclassification
petitions for the Denturite and the Snug OIC denture
cushi ons.

Additionally, the panel will recomend as to
whet her or not the petitions provide sufficient information
as to why these devices should not continue to be classified
into the present classification of class Ill or the proposed
classification of class | or a classification of class II
provi de reasonabl e assurance of safety and effectiveness.

Upon conpl etion of the panel's review of the
evi dence on the devices referred to it, the panel provides
the FDA its formal recommendati on. The recommendati on
i ncludes a summary of the reasons for reclassification, a
summary of the data supporting a new assigned class, if any,
and identification of the risks to health. The devices
recommended for class I, the panel also provides
recomendati on exenptions from pre-market notification,
current good manufacturing practices and records and
reports. |If the panel agrees with the petitions, then a

recomendation is made for these products to be placed into
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class | general controls. The filing of a PMA or a notice
of conpletion of a PDP for OIC denture cushions woul d not be
recomended, neaning that it would not be necessary to
denonstrate valid scientific evidence for the safety and
ef fecti veness of these products under conditions of actual
use before marketing. However, the class |I regulatory
category of general controls, would regul ate the devices by
requi renents such as those applying to or prohibiting
adul teration or as branding, registration of manufacturing
and distributing establishnments, and device |isting,
subm ssion of a pre-nmarket notification under section
510(k), unless exenpted, notifications of risks and repair,
repl acenent and refund, restrictions of the sale,
di stribution or use, and conpliance with the current good
manuf acturing practices, records, and reports, and
i nspecti ons.

| f the panel disagrees with the petition, then a
recommendation is nmade for these devices to be placed into
class Il, special controls, or continued in class |1
premar ket approval. |If class Il is recommended, and the

requi renents of class | apply, as special controls that may



82

i ncl ude performance standards, specified |abeling, post-
mar ket surveillance, patient registries, or the devel opnment
and di ssem nation of guidelines.

Shoul d continuation of class Ill be recommended,
then the panel is indicating that these devices present a
potential and reasonable risk of illness or injury such that
t he pre-market approval should regulate the products by
requiring valid scientific evidence show ng reasonabl e
assurance of safety and effectiveness under conditions of
use before marketing.

Lastly, we need a recommendation fromthe panel as
to whether the |abeling requirenments under 21CFR parts
801. 403 and 801. 405 should be continued, revised or del eted.
The word recomendati on i s enphasi zed because sone may
believe that the panel's vote is binding under the agency,
but it is not. The panel's review and recommendati on to FDA
is only one step of the due process afforded to the public
during official rulenmaking.

After FDA receives the recommendation, it
consi ders the reconmmendati on and the data upon which the

recommendation is based and renders its own tentative
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deci si on based upon the public record. The FDA may agree or
di sagree with the panel.

The FDA will carefully consider the panel's
recommendations and the findings will be published in a
tinmely manner in the Federal Registry. It is enphasized
that the panel's reconmendation is very inportant to FDA
but it is only one step in the process. The public and the
others are assured that all concerns brought to the
attention of the agency at any tinme during the process wll
be addressed during the course of the reclassification
process. Thank you.

DR. GENCO Thank you. Any questions fromthe
panel ?

[ No response. |

DR. GENCO Thank you. You were very clear.

W will now proceed to Dr. Norman, who was a
menber of the panel, who will give us a presentation on this
i ssue. Dr. Norman.

Agenda Item Open Committee Discussion -
Presentation by Dr. Norman

DR. NORVAN: | would Iike to present sone



84

suppositions to start wwth. The actual nunber of dental
patients in the unknown, but it is estimated to be between
20 mllion and 25 mllion people. Furthernore, it is
estimated that just over 30 percent of the adult popul ation
over 65 years of age are denturel ess.

There are no data to support statistics as to the
fit of dentures worn by these patients. But the data that |
bring to you is characteristic of the popul ation as a whol e.
It would be estimated that of that 25 mIlion, naybe 15

mllion of the denture-wearing popul ation do not have

dentures that fit properly. O this, | would specul ate that
over seven mllion of those who are denturel ess use dentures
t hat woul d support or could be used -- could use the type of

additives that are before the panel today. This is not good
news.
In the past 13 years, in our |aboratory, we have

conduct ed product eval uation for several conpani es concerned

with denture additives, but not these two itens. [If our
pati ent denographics are correct, | think we can draw sone
conclusions. Most patients have ill-fitting dentures. They

adjust to the msfit. The nonies for new dentures is not in
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t he budget and they probably will not get new dentures.
Most patients do not use denture aids. The ill-fitting
dentures range in age fromsix nonths to 45 years.

The second issue | would like to bring before you
is the neans by which denture fit is regulated or
recogni zed. O the nethods used, the one nost respected and
nmost accepted is that of Christian Kapur. He is a
prost hodontist who is retired now, but he worked for various
universities, and the Veterans' Admnistration. H's
eval uation technique to determne the fit of dentures,
measures both retention and stability, where retention is
determ ned on a scale fromzero to three, and stability from
zero to two. By this nethod, a patient having both a
maxi | | ary and mandi bul ar denture woul d score eight or nore
for a good fit and less than six for a poor fit.

Most of the patients needing to use either of the
two devices before us today, would score |less than three by
this technique. There are three different types of denture
ai ds, rebases, which are perfornmed by the dentist, the use
of adhesives, and cushions. The latter is the subject

bef ore us.
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There are two major concerns with the latter two
types of products, safety and effectiveness. Since the
adhesives formvery thin layers, it is assuned that they are
effective in the less well-fitting dentures. The film
t hi ckness is probably in the range of eight mcrons or naybe
alittle bit larger, but generally in that range, where we
are dealing, in these cases, with mllineters or right at a
mllimeter at least. So we are |ooking at very different
types of additives.

| believe that we have two problens with the
cushions. The first problemis relating to bone | oss.

There are no adequate studi es today which eval uate bone | oss
inrelationship to denture wearers and those who wear
various types of denture aids. | do not think there will be
a study like this because such a study would involve at

| east, well, | think a thousand patients, and they would
have to be matched sets involving people who do not wear
dentures, denture-wearers that have dentures that fit, those
that do not fit and use adhesives, and those that use
cushions. | do not see anybody sponsoring such a study in

the next few years. So we probably will not know the effect
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of these materials on bone loss. But the literature cited
by the Ment hol atum Corporation is quite extensive and
contradi ctory, sone saying that dentures that fit poorly
cause bone | oss and sone saying that all dentures cause bone
loss, and | think that is true. But there are no good
studies that relate to bone less in relationship to the

subj ect before us. So I think we have to | ook at other
aspects of this, and that is the safety as related to soft
tissue.

Nearly all of us have been taught, and | think
that it is probably true that nost denture irritation is due
to i nadequate cleaning of the denture. But there is a
problemthat | think has not been addressed by either
corporation and which shoul d be addressed, and that is
sensitization of the patient. Because these patients we are
tal ki ng about are not using these devices for tenporary
purposes. They are |losing themlong-termfor many, many
years. They very seldom see a dentist. | do not think that
any warning | abels or anything of the nature of the conpany
can persuade these patients to go to a dentist. So we are

| ooking at a problemthat is patient orientation nore than



88

it is dental orientation, and they should be protected al ong
this Iine.

|, personally, believe that we have two products
before us and not a simlar product. The products differ in
their conposition and they differ in their node of
application for the patient. | think they should be
separated as we di scuss one issue versus anot her.

My own belief is that cushions, whether they be
pol ynmer-oriented or cloth-oriented are useful to the dental
popul ati on and shoul d be encouraged because they supply a
need. But | do think that classifying themin class | would
be a m stake at |east for one of the two products.

If we are going to | ook at tissue tol erance,
woul d suggest that a sensitization test be mandated and t hat
it involve at |east 50 patients to start wwth and be run for
at | east six weeks, and preferably six nonths.

Agenda Item Open Committee Discussion and Vote

DR. CGENCO Thank you very nuch, Dr. Nornman.

Are there any questions for Dr. Nornman or
comments? Yes, Sally?

DR. MARSHALL: Dick, are you saying sensitization
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to the plasticizer?

DR. NORMVAN:  Yes.

DR. GENCO  Further commrents or questions?

DR. DRUMWWOND: | have a question as to is there
any, in terns of this rating scale you have bel ow three that
sonebody with the zero would be allowed to use these
products? Do you see any potential problenf? Can the
clinical condition be so bad that these products can make
t hi ngs worse?

DR. NORMAN: | do not think so.

DR. GENCO  Further comments or questions? Dr.
Nor man has suggested that we consider these separately
rather than both as a generic -- the identity not being
generic in your mind. Do the other panel nenbers want to
guestion that or do we all agree with that?

DR. SAXE: Dr. Genco, | think that our vote is
really to -- is on the petition, correct, either to accept
the petition or not? So it would have to be two separate
votes, is that not correct?

DR. GCENCO It is conceivable that, as far as |

understand it, we could vote on both at the sane tine as
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wel | as separately.

DR. MARSHALL: | agree with Dr. Norman, that they
are significantly different in their node of application as
well as their conposition and we shoul d consi der them
separately.

DR GENCO | see a |lot of heads nodding. Any
objection to that?

[ No response. ]

DR. GENCO (Okay. Let nme just review sone of the
gquestions and considerations to keep in mnd. WMny of these
have been brought up, but let's just go over them They are
i n your handout, the green handout in the folder.

W have an overhead here for this. Thank you,
Jerry.

So the issue here is reclassification of OIC
denture cushi on and pad devi ces questions. First, have the
petitions provided sufficient valid scientific evidence to
denonstrate how the proposed classification of class | wll
provi de a reasonabl e assurance of safety and effectiveness
in the specific device -- we will consider them separately

-- that were the subjects of the petitions and of the broad
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spectrum of denture cushion and pad devices? So | think

t hat |ast issue we have deci ded woul d not be a concern. W
are not addressing the broad classification, we are just
addressi ng each petition separately. Have | stated that
right?

Wth respect to this one we are | ooking at safety
and effectiveness of each one of the devices. Under this
shoul d the OIC denture cushions and pads of different
materials be placed in the sanme classification or different
classification? The group has already addressed that. And
then we will address whether the OTC denture cushions and
pads of different materials placed in different
classification groups, which class is appropriate for each
group. That is the B under one.

And then, if we feel that the petition does not
provide sufficient information to reclassify the device into
class I, is there sufficient valid scientific evidence to
show that class Il will provide a reasonabl e assurance of
the safety and effectiveness of these devices? |If so, what
special controls are reconmmended?

kay. Wiy don't we take the first one first, the
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petition by Brimms. Dr. Norman, do you want to get us
started on this one?

DR. NORVAN: | think there is a piece of m ssing
information. There are two problens | think that | see with
Brims' product. One is that it needs to be relabeled to
satisfy safety concerns, especially with a warning as to the
l[iquid that is available. It presents a potentially
dangerous situation not necessarily to the user, but maybe
to the user's famly. Since it will be in the hone, it
shoul d be addressed with a special warning.

Secondly, since the plasticizers, as a group, have

not been tested for sensitivity, | think they should be so.
In that regard, it probably should be a class Il rather than
aclass Ill or a class I.

DR GENCO (Ckay. So you are putting on the table
a suggestion that we consider the Brinms' product from cl ass
Il toclass Il with these special considerations?

DR. NORMAN: Right.

DR. GENCO One is a further analysis of
pl asticizer sensitivity and a | abeling about ingestion.

DR NORMAN:  Ri ght.
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DR GENCO  (Ckay.

DR. NORVAN. And | think that simlar products
that may confront the panel in the future ought to be
consider in such light.

DR. GENCO kay. Comments or questions?

DR. PATTERS: In the past few mnutes, | have
taken the |iberty of preparing the Brims product follow ng
the directions. | just want to nake Dr. Norman aware that
the liquid part of the product has a foil seal inside the
cap, and the directions are to break the foil seal wth the
pl astic m xi ng spoon, but | was unable to break the foi
seal with the plastic m xing spoon, so | had to use ny Sw ss
Arny Knife.

DR. NORMAN: | used a pencil

[ Laughter. ]

DR. PATTERS: Al | amsaying is that it would be
hard for sonebody to inadvertently consune this product
given the seal and how difficult it is to break. However, |
do think that the product needs relabeling with regard to
both safety --

DR. NORVAN.  Well, if children are like ny
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children, or were, who are now adult, they could have gotten
into that bottle easily.

DR. GENCO  Further conments?

DR. GREENSPAN. | ama little concerned that the
manuf acturer is unable to provide us with information as to
the risks if this is swallowed inadvertently. | feel that
this product is designed to be used in the nouth and,
therefore, people using it will not be as careful as they
woul d be with a bottle of bleach or cleaning fluid and that,
al though I think that you have to renove the cap and you
have to get through the foil, it is possible that this
bottle may be left open and part of it may not be all used
inthe mxing if it is not done properly. But,
nevertheless, | think that information needs to be provided
with regards to the toxicity of this product. | amnot sure
whet her that can be done with adequate |abeling if it goes
into class |I.

DR. GENCO So what you are saying is that what we
have to address is are we not sure that there is reasonabl e
safety for this product? Therefore, we are asking for it to

remain in class Il or go to class I
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DR. NORMAN: Safety is a problem

DR. GENCO Ckay. The special consideration is
this issue of -- would be addressed if it was class Il by
| abel i ng? Deborah, your point was that that would be
adequate or woul d not be adequate?

DR. GREENSPAN. Well, | think that ny concern is
t hat not enough is known of the product to adequately | abel.
So what | heard this norning | did not hear information
about the toxicity of this product and what the risks are if
it is ingested.

DR GENCO So you think it is -- it is not
reasonably safe?

DR. GREENSPAN. There may be sone m ssing
i nformati on.

DR. CGENCO Therefore it should remain class I11.

DR. GREENSPAN. They could not assure ne that it
was safe if msused. Not safe is used, but safe if m sused.
I want to nake that clear

DR. GENCO Wiere do you stand, class IIl or class
Il, or is it too early for ne to ask you that?

DR. GREENSPAN. | think it is too early --
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DR. GENCO  Ckay.

DR. GREENSPAN. -- to ask that.

DR. GENCO But you see the issue? |If it is class
Il you do not think it is reasonably safe, therefore, you
will want themto come in with a PMA. Wth class Il you
think it is reasonably safe and the safety issue can be
addressed by labeling. D d I get that right?

DR. GREENSPAN: Yes. But can't the safety issue
al so be done in class | through labeling, if that is our
only consideration for this product?

DR JEFFRIES: My | answer that?

DR. GREENSPAN:. Pl ease.

DR JEFFRIES: Ckay. Labeling is a special
control. However, in class |, the labeling is now
control |l ed because there is that restriction 801.405. That
restriction was part of the original classification. So, if
you are thinking of putting this device in class | but you
want that kind of |abeling, you would have to state that you
want that restriction to continue to exist.

DR. CGREENSPAN: May | ask one ot her question?

DR. GENCO Sur e.
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DR. GREENSPAN. Can we request that ingredients be
| abel ed -- be included? Do we have that or not for class |?

DR. JEFFRI ES: For devices --

MR, ULATOWBKI: If I mght chinme in? Tim
U at owski. Under class | the general controls would
consi der the current |abeling regulations including the
restrictive warning for the pads and cushions now in
existence. |If one wants to further stipulate and define
| abeling provisions, restrictions that are quite uni que and
specific to this type of -- this group of devices or, if you
subgrouped themin sone way, then that may be appropriate
for class Il, but then you would have to be very specific in
ternms of exactly where you are heading in terns of those
| abel i ng provisions that are now not addressed under current
| abel i ng regul ati ons.

DR, JEFFRIES: Yes, | agree. |If it is device-

specific labeling, it would be a control -- under a speci al
control. So then you are putting it in class Il
MR. ULATOWSBKI: |If you are tal king about

ingredient |labeling, that is not now a specific provision of

the | abeling regulations. | would consider that along the
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lines of class Il |abeling provisions.

If I mght also add, | amsorry | had to step out
for a nonent. But, as | caught the drift, realizing that
there are risks for a device, if you recognize those risks,
under stand those risks, or can establish those risks through
appropri ate neasurenents and what not that are conmon within
that class, and control those risks then with |abeling or
t hrough general controls, that is not class Ill. You
understand the device. You understand its paraneters, and
you can deal with it under other than a premarket scenario.
So understand what you have in front of you in terns of the
know edge base and where that then | eaves you in terns of
t he appropriate controls for that particular type of device.

DR. GCENCO So that, if we have concerns about
safety either because we did not understand it or because
there was sonme evidence that the safety was not there, then
we woul d be thinking nore in ternms of class II117?

MR, ULATOWBKI: Well, for exanple, if you had a
safety concern with extended use, if patients are harned
wi th extended use | abeling provisions in terns of types of

use and how it should be used controls that. It is
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difficult, if not inpossible, to get a handle on m suse.
That covers all device types. It is a question that we are
confronted wwth with all types of devices whether the
patient does this or that.

What we are trying to define are appropriate
condi tions of use, appropriate use, under which that product
is safe and effective, wth appropriate warnings and
precauti ons about m suse perhaps. But we are trying to
define the positive, understand the negative of what m ght
occur and provide directions. But the manufacturer defines
the conditions of use of this product, under which
paraneters it is safe and effective. That is the purpose we
have here.

DR GCENCO | would like to ask Dr. Norman. You
brought up two issues, the |long-termuse, msuse, and the
pl asticizer sensitivity. Wth respect to the long-term
m suse, the leaving it in for years, you think that is
happening. 1|s there any evidence in the case reports or any
report of adverse effects associated with that? Do we have
any reason to believe that this theoretical m suse could

i ndeed bring about an adverse effect?
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DR. NORVAN: | do not believe that there are
adverse effects that are nore potentially dangerous with the
use of the product against -- versus w thout use of the
product, unless it is the issue of sensitivity. That would
occur in a small nunber of people, but it should be
addressed in relationship to the warning for the popul ation
as a whol e.

DR. GENCO Ckay. Thank you. Sally.

DR. MARSHALL: | wanted to coment on the m suse
guestion. It seens to ne that the m suse of the product, in
terms of using it too long, that the sanme questions then
woul d apply to all products, that they can all be m sused by
using themrepeatedly forever if the person is not so
inclined to see a dentist again. So | do not really think
that that is a problemfor this particular material nore
than it is for any other material.

The question of sensitivity, which Dr. Nornman has
raised | think is quite possibly valid, I do not know. But
then the question is nore directed particularly at this
material. Because then, if you reuse it, the sensitivity to

the plasticizer -- the plasticizer is going to | eech out
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relatively quickly -- that the nore you replace the product,
the nore frequently you change the product, the nore you are
going to be exposed to the plasticizer.

DR. GENCO  Further comments or questions? Yes?

DR. BURTON: Dr. Genco, one other concern | have
is the fact that, again, when |I | ooked at the package
inserts and the packages, there was not a nethod which you
mentioned earlier reporting any adverse reactions or
sensitivity issues and, like | said, just a very brief
address, no 1-800 nunmber. Wat goes along with that is
that, in the Brimms' brief tal ked about during the period of
1989 to 1996, the distributed approximately six and a half
mllion units. They had a conplaint during this period of
one in 255,000. Just knowi ng what nost products woul d have,
that is an exceptionally | ow nunber for any product, and |
think that is nore a problemof reporting that back. |
think it would be nice to see sone type of nethod that we
may have a better |ongitudinal and a broader issue.
Because, again, the studies are of very |limted groups over
alimted period of tine. | think that a better reporting

mechani smor availing the consunmer an easy net hod of
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contacting the conpany and reporting either lack of efficacy
or any other problem would be nore appropriate. Comments,
guestions? Yes?

DR. PATTERS: In response to Dr. Burton's comment.
I was a little concerned that Mentholatum in their present
package insert, has their full insert, but in the new
package insert for their product nade in China they have
removed their address. It just says Menthol atum Buffal o,
New York. So that would nmake it even nore difficult.

But, on the other hand, | think I would be much
nore confortable if the package |abeling specified a
speci fic anount of tine that one single cushion would be
safe for use and effective, as well as specifying a specific
anount of time for how | ong cushions should be worn.
Clearly, you cannot control all consuners, but that type of
| abeling I think would be very hel pful. | appreciate the
suggestion that | have here in front of me. | believe it is
from Ment hol at um

DR. GENCO Are we tending to |ove the two now?
Are we still -- no? | ask that question. Have you heard

anything that woul d suggest that we should tal k about the
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two together? No? Ckay.

Let's get back to the Brims' product. Ckay. Any
further comments or discussion? Are we ready for a vote?

DR. GREENSPAN. May | ask one question? | would
like to ask a question of FDA wth regard to the m suse of
the Brims' product. The liquid and powder, the ingredients
-- and I amnot sure if maybe -- either FDA could answer
this or whoever can. If this were swall owed and sonebody
pi cked up the phone to their |ocal poison center and said ny
grandchild or I have accidentally swall owed sonme of this
liquid fromthe Denturite packet, would a poison center have
any idea what that was if the ingredients were not on the
| abel ?

DR. GENCO Does anybody want to answer that? W
are tal king about the Brims' product.

PARTI CI PANT: It is listed at the Poison Contr ol
Center.

DR. GREENSPAN. Thank you.

PARTI Cl PANT: M nane is Robert Bernie Seal.

DR. GREENSPAN. Thank you.

DR. GENCO Ckay. Let's -- Jim did you have
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sonet hing to say?

MR. ULATOWBKI: No. The only other aspect, in
terms of the |unping versus splitting, what was the
di rection?

DR. GENCO The direction fromDr. Norman is that
we woul d deal with these separately. 1In his mnd, we should
do that.

MR. ULATOWBKI: The concern or the issue is, in
terms of the present classification, we have denture pads
and cushions wth the intended use that M. Shipps has
identified. They were split, that group was split into the
wax i npregnated devices and then everything else. So, as
you consider, you deliberate this, you have to understand or
recogni ze that you are dealing with a famly of products,
not just these two products, but a famly of products, and
you have to accommodate the famly within the
classification. So we have the wax products, and we have
everything else. As you consider subgrouping for reasons of
control purposes, if that is a purpose, think about the bins
you are creating and what is out there and where they m ght

fall.
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Future products need to fall into the bins as
wel |, by necessity, under the 510(k) process. As we review
new products, they either have to fall under class | wax
products or the other stuff you are creating under this
deliberation. So keep that in mnd. Be generic in your
deli berations and this classification schene that you are
t hi nki ng about.

DR GENCO Wth specific |abeling for each, which
I think we could -- in other words, we could conbine them
take a vote, and then have specific | abeling for each one of
the two products under consideration today. |Is that
possi bl e?

DR JEFFRIES: It couldn't be for a specific
product. It would be for, you know, if they represent a
group of products.

DR. GENCO For the group, okay.

DR JEFFRIES: Right. It has to be a group.

DR GENCO Ckay. |Is that an issue?

DR JEFFRIES: But you can split it. You know,

i ke you could say all things containing a certain chem cal

should be in class Il and have this | abeling or sonething of
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t hat sort.

DR GENCO W can?

DR. JEFFRIES: You can.

DR. GENCO Would that hel p?

DR. NORVAN:  We could classify both of themin
class Il, but the problem-- and maybe that is appropriate -

- the problemlies in the fact that one of themis needed to
be m xed and one of themis not, and one of them has
considerably nore plasticize than the other, which -- there
is a difference in the products.

DR JEFFRIES: Right. But wouldn't a sensitivity
i ssue apply to both of then? | nean, people who are super-
sensitive to chem cals could react to anything.

DR. NORMAN: | think that polyethyl glycol is not
a problemthat you m ght see with the conbination of three
products. It mght be nore of an issue. | amnot willing
to defend one over the other at the present tine.

DR JEFFRIES: Okay. Let ne take another
approach. Wsat other special controls -- what are the
special controls that you would apply to the one device that

has the less plasticizer? | mean, think about special
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controls? Because it would have to --

DR. NORVAN. | amnot sure that both of them ought
not to be to run sensitization tests.

DR. JEFFRIES: Ckay.

DR. NORVAN.  And the only way you could do that at
the present tinme is to classify themclass I1.

DR. JEFFRIES: Right.

DR. GENCO So is that a reasonable solution in
your mnd -- that be the special consideration for this
group?

DR. NORVAN: It would sinplify our proceedings.

DR GENCO | think we ought to do what is
reasonabl e and fair.

DR. NORVAN:  Well, | see no reason not to run a
sensitization test on Mentholatums product. But it is not
as critical an issue | do not think.

DR. CGENCO Thank you.

DR. STEPHENS: We could put themboth in class |
with controls and have special recomendati ons.

DR JEFFRIES: No. | think you would be better

of f having special controls that apply to both groups.
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mean, it does not hurt for sonebody to have a warning. | am
trying to think. Watever you do I think it would be
difficult to differentiate between the two types because you
have no i dea what future products are going to be like. The
whol e idea is that you are going to have to accommmodat e
different formulations. So, if you are too specific as to
the way you would classify them it is going to be difficult
for the FDA to handl e different devices down the road.

DR. GENCO Could a special control be if there is
reasonabl e potential to sensitization that sensitization
tests should be carried out? |Is that too nonspecific?

DR JEFFRIES: That is a good question. For
exenptions we word themthat way. Tim what do you think?

MR. ULATOWBKI: On its face, it would be for the
cl ass of products, if that is your opinion. But, again,
think broadly and generically in terns of the class that you
are dealing with in your grouping that you have. The
requi renent does apply to everybody.

DR. JEFFRIES: The thing is that you should al so
have a | evel playing field, don't you think, with different

cor porations?
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DR. GENCO | amsorry. Wat is the argunent,
that this would cause problens or not? Wuld it be
reasonabl e or not? Wat is your opinion?

DR, JEFFRIES: | think it would be nore
conpl i cat ed.

DR. GENCO It would be nore conplicated?

DR JEFFRIES: Yes, if you divided it up. Yes.

DR. GENCO Dr. Marshall?

DR. JEFFRIES: Because they all have the sane
i ntended use.

DR. MARSHALL: It is difficult for ne to conceive
of a polymer that could be created to serve this function
t hat woul d not have a plasticizer init. It is possible
that there may be one out there that exists. It seens to ne
that they are all going to have plasticizers in them The
maj or difference in the | abeling that we are headi ng towards
I think with these two products is that the one product has
the liquid that we would |ike to see sonething said about do
not drink it. But, on the other hand, | do not think it
woul d hurt to say that none of these products should

properly be ingested. It is alittle easier to conceive of
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sonmebody drinking a bottle of |iquid than sonebody picking
this up and eating it. But | suppose that just because that
is not |ikely does not nean that you cannot |abel it as
such.

DR. ALTMAN: But | can see a kid thinking that is
a fruit roll-up, and just chewing on it.

DR. GENCO Yes. You have perm ssion to speak.

DR. BARACH. Thank you. | appreciate it. | just
wanted to point out historically -- | do not know if all of
the panel is aware -- the concept of fairness was raised.

In fairness, the nenthol atum conpany presented itself to the
previ ous panel neetings which considered the |SO product.
The Ment hol at um Conpany attenpted to have the panel consider
all denture cushions. The panel's response at that tinme was
we have only data on specific cushions before us and
consequently w Il consider that.

Now, after the conpany has gone to expense and
time to address the concerns of the panel about |ack of
data, the panel is now tal king about including other
products and future products and things down the road and

t hi ngs that we do not know about. It seens to ne that the
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fair and appropriate way to do it would be to consider what
is before you in terns of data, particularly when you get to
sensitization issues. | cannot speak to the Brims'
product, but you have clinical studies which tell you
sonet hi ng about potential sensitization and irritation
i ssues. You al so have years of clinical experience in the
mar ket pl ace, notw t hstandi ng the noted probl ens about | ack
of reporting, which applies to all OIC products. There is
no formal reporting requirenent for OTC drugs, devices or
everything else. To conpare themto the formal requirenments
for prescription products is | do not think appropriate.
Notw t hstanding that, if there was a significant
sensitization problemwth the Menthol atum patch, it would
have cone out. It would have been apparent. W are a
l[itigious -- | aman attorney -- we are in a litigious
soci ety, and these things do cone out. W have years of
hi story here. So I would encourage the panel to | ook at the
data before them and be | ess concerned about the other
t hi ngs that may cone down the road that woul d be consi stent
with the past activities of the panel.

M5. SCOIT: Could you state your nane again?
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DR. BARACH. | amsorry, Mja Barach.

DR. GENCO thank you.

DR. SEIDMAN.  May | have perm ssion to address Dr.
Norman's concern on the plasticizer and its sensitization?

DR. GENCO  Yes.

DR. SEI DMAN. Ckay. | was wondering, first of
all, what you are identifying as the plasticizer, the
chem cal variety that you are identifying as the plasticizer
so we are all clear on what that woul d be.

DR. NORVAN: There is a definition for
plasticizer. It would be those which allow the product to
be less firm

DR. SEI DMAN:  Cenerically.

DR. NORMAN:  Ri ght.

DR. SEIDMAN. In this case, are you talking bout
t he butyl phthalyl butyl glycolate, or are you talking about
the ethyl nethacrylate as the plasticizer?

DR. NORVAN:  Well, you have not separated them
into any classifications. | presune all of themare
pl astici zers because they do allow you to m x these and it

remain soft for a period of tinme, and they are al
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| eechable. The three ingredients in the |Iiquid conponent
woul d have a generic classification as plasticizers. Since
you say in your literature that there is no heat created in
the formation of the plastic mx, then they have not

pol yneri zed or do not polynerize | presune. They would be
classified then as plasticizers.

DR. SEIDMAN: | amnot a chem st so | cannot
respond. But it would be nice if we could agree if you are
concerned about the sensitization of the whole product or a
particul ar ingredient in the product.

DR. NORMAN:  Just the products in general. | do
not think sensitization is a problem but it has not been
addressed. It would not show up in a general -- the people
who use this would not recognize the sensitization of the
product. They would quit using it because it itched or
sonmething |i ke this occurred.

DR SEIDMAN:  Yes. | amnot --

DR. NORMAN: So it has not been addressed. It
needs to be addressed. It is a mnor problemfor the
popul ati on as a whol e hopefully. W just do not know.

DR. SEIDVMAN. | amnot going to say much on this.
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My personal feeling when | reviewed this product was that
Bri mms woul d have seen fromtheir conplaints record. |If

there was sensitization out there they woul d have detected

it. | do not want to argue it because | amnot a clinician.
DR. NORVAN: | do not think you would get that as
a conplaint. First of all, I amnot sure that anybody woul d

recogni ze it other than when | use this product it is not --
sonet hi ng happens, and they quit using it. W need to know
whether it is going to occur or not.

DR. SEI DMAN:  For the record, butyl phthalyl butyl
glycolate is in the literature as -- there was no reporting
of it being a sensitizer. Polyvinyl acetate is not a
sensitizer. However, ethyl nethacrylate, the nononer, is
associ ated with sone sensitization. But, in this product,
we have done sone chem cal anal yses and there was no nononer
det ect ed.

DR. NORMAN: There ought not to be any -- well,

t here ought to be a small anount of residual nonomer, but it
will not be available to the soft tissues.

DR. SEIDMAN. I n a chem cal analysis we did on the

fini shed product there was none.



115

DR. NORVAN:. Less than a half a percent.

DR. SEIDMAN. Right. There was no detectable
mononer. On the cytotox, since the ethyl nethacrylate is --

DR. NORVAN: But you are dealing with two things,
cytotoxicity or toxicity tests in general are not
sensitization tests, and they will not show up -- toxicity
tests will not necessarily show up with you run
sensitization. They are different fromthe others.

DR. SEIDVMAN: | understand they are different
bi ol ogi cal phenonena. But there would have to be sone
chem cal presence to cause either one. On the chem ca
anal ysis, there was no detectable ethyl nethacryl ate.

DR. NORMVAN:  Ckay.

DR. GENCO Thank you. Ms. Jeffries, did you have
a coment ?

DR JEFFRIES: | just wanted to re-enphasize the
fact that reclassification is thinking of a device in
generic terns, what has been on the market and what coul d be
on the market. The purpose of data from devices already on
the market is to prove that the device is effective.

Qovi ously, you cannot figure out if a future device is going
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to be effective. W just assune that, if current devices
are effective, others can be. So you should still be
thinking in generic terns.

DR. GENCO (Ckay. Let nme see if | can sunmarize
where we are. If this were class Il, reclassified to class
I'l, then we woul d have at | east one special consideration.
JEFFRIES: One special control.

GENCO Excuse me, control.

3 3 3

JEFFRIES: Right.

DR. GCENCO And that would be the issue of
sensitization to even tiny anmounts, small anounts of the
nmononer, which mght reside there. Wuld that about say --

DR, JEFFRIES: Sensitivity to the materials.

DR. CGENCO Which could be tested. There are
wel | -established tests for that. This is what you are
thinking of. Any of these products may contain even the
slightest anmount which could be sensitizing. It has nothing
to do with cytotoxicity. GCkay. That is the issue.

DR JEFFRIES: Right. It is a general risk I
gather, sensitivity. But you have to think of a general

risk. |If there is this general risk --
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DR. GENCO  General potential risk for any
product, these soft plastic products, any of themwl|
likely contain at |east trace anounts of a plasticizer which
could be -- or the nmononer which could be sensitized. Do
under stand that?

DR JEFFRIES: That is right. And the idea is
that it is the potential. It does not have to be a realized
risk. It could be a potential risk.

DR. GENCO Right.

DR. NORVAN: | do not think the residual nononer
is a problem But we do not have any data to show t hat
sensitization is not any problem

DR. CENCO Wth the plasticizer, or residual
nononer, or whatever?

DR. NORVAN. O any conbi nation thereof.

DR. GENCO  Ckay.

DR JEFFRIES: Maybe you should start going
t hrough the classification.

DR. GENCO Yes. Let ne just nmake one ot her
corment. | am hearing that we consider these together as a

generic intended use, soft plastic cushions for ill-fitting
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dentures, that is the classification. It is not the
i npregnated wax, it is another hone-use soft plastic.
think we are being instructed to look at it that way, not
necessarily commanded to do that, but instructed. |Is
anybody unconfortable with that before we get into any other
I ssues?

DR. GREENSPAN. | amstill slightly.

DR. GENCO  Ckay.

DR. GREENSPAN. | amstill slightly concerned,
al though | take the hypersensitivity issue may occur to both
of these things. It could also appear with a cotton pad
which is already classified in one.

DR JEFFRIES: That was not requested to be
recl assified.

DR. CGREENSPAN: Well, | do not think it would be
if it is one.

[ Laughter.]

DR. GREENSPAN. Sorry about that. How nmuch -- if
we are going to put these two products together, how nuch
shoul d the panel be guided by the fact that we already have

a product in which is classified in one which also has the
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potential to cause hypersensitivity reactions in a very
smal | percentage of individual s?
DR JEFFRIES: Well, the action before us is

consideration of two reclassification petitions for the

class Ill device. So that is the area on which you should
vote. It has not been requested that you address the other
devi ce.

DR. GREENSPAN. But we have been tol d about the
ot her devi ce.

DR. JEFFRIES: Right.

DR. GREENSPAN. And we have been told that it has
been classified in class I.

DR. JEFFRIES: Right.

DR GENCO So the options are class Ill to class
I'l, which we are discussing or, if that is voted down, then
soneone coul d nake a suggestion class Ill to class |. Dr.
G eenspan, is this what you are bringing up?

DR JEFFRIES: | guess if you think that that is -
- you are right. The class | has already been classified.
I honestly do not know if you wanted to put a warni ng about

this w cking action, whether it would apply. But,
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certainly, if you are reclassifying the entire generic group
and that is going to be part of it, we would take it into
consideration. But | think that you should just think about
the class Il device.

DR. GREENSPAN. May | conti nue?

DR. JEFFRIES: Because you have not been asked to
reclassify the class I.

DR. GREENSPAN. | know. But you told us that we
have been instructed that we have to consider these two
products as one, that they are a denture cushi on and pad
devi ce, OIC denture, cushion and pad device, so that
everything is going to be under that classification.

DR. JEFFRIES: Right.

DR. GREENSPAN. But now we have an oddbal | because
we have an existing one which is classified as one.

DR JEFFRIES: Right. But these are class Il
devices and that is the only thing that is the question
t oday.

MR. ULATOWSKI: If | mght address that?

DR JEFFRIES:. Yes.

MR. ULATOWBKI: Certainly, the panel does not have
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bl i nders on. You have information in front of you. |
suppose you could take the information on the classification
of the class |I product in a couple of different lights. One
light is that a prior panel consider the data in-hand, the
information that they knew about the products at the tine,
consider the controls that were appropriate and render the
decision that class | was appropriate under general

controls, that GNP and manufacturing could deal with issues
and ot her general controls. It is wthin the purview of the
panel though to cut a newroad if one sees a different
direction in terns of the products in front of you at this
point in tine.

You can use that information that you have in
front of you on the class | products as nmuch as you care to
in persuading you as to the classification, but it does not
restrict you in ternms of know edge of this point in tinme in
dealing with the classification issue in front of you at
this point in tine.

Does it persuade you to nove it to class |I? That
is for you to decide? Do you think there is sonething new,

new i nformation, information provided by the petitioners
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that send you in a different direction? That is your will.
What ever you deci de.

DR. GENCO Dr. Marshall.

DR. MARSHALL: | have a question again about the
sensitivity issue. Dr. Seidman just told us that the
pl asticizer is not a sensitizer.

DR. SEIDMAN:  We do not have a clear idea what the
pl asticizer is | do not think.

DR. MARSHALL: Well, | amreferring to the
pl asticizer as the part that is in the liquid. | honestly
do not remenber the full nanme of the chem cal

DR. SEI DMAN:.  Butyl phthalyl butyl glycolate.
Yes, the literature indicates conbinations -- search of the
peer-review literature base.

M5. SCOIT: Dr. Seidman, please go to the
m cr ophone.

DR. SEIDMAN. A recent search on agents DB -- this
a peer-reviewed bi bliographi c database managed by the
National Library of Medicine indicated that there was no
i ndication of sensitization in that database if you are

indicating the plasticizers as the ethyl -- | amsorry, what
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is it, the butyl phthalyl butyl glycolate.

DR. MARSHALL: The mmj or conponent of the |iquid,
i n your case.

DR. SEI DMAN: Yes. The | ongest nane.

DR. MARSHALL: It seens to ne that the plasticizer
is what is going to | eech out. The fact that there is a
little tiny bit probably dependi ng on your detection nethod,
there is probably a tiny bit of residual nononer in every
pol ymer out there. |If we are concerned about the
pl asticizer |leaching out and not this little fraction of a
percent of residual nononer, that we should | ook at the data
on the plasticizer and not worry about the residual nononer.
| amrapidly being persuaded that nmaybe we shoul d not be
worryi ng about sensitization, that it is going to be such a
smal |l problemfor such a small fraction of the people that
the benefits of such a product would far outweigh the risks
of a very small nunber of people becom ng sensitized.

DR. CGENCO Thank you. Dr. G anco.

DR CCANCIO M. Chairman, | just wanted to point
out and answer Dr. G eenspan's comment. The class |

category for the Inso Soft Denture Cushion, that study that
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t hat approval was based on was the sane study by the sane
investigator, Dr. Stollard, then conducted for the
Ment hol at um product for the cushion. That was one of the
reasons why we are asking that be given a class | category.

DR. GENCO Thank you. | have a suggestion. W
coul d proceed with the questions. Mybe out of this wll
conme the decision to consider them separately or together
and to take a vote. |Is that reasonable? Ckay.

First question, is the device life-saving or life-
supporting? No.

| s the device for use which is of substantial
i nportance and preventive inpairnment of human health? No.
Any objection to that?

[ No response. |

DR GENCO  No.

Three, does the device present a potenti al

unreasonable risk of injury or illness? That is a key
issue. |s there a potential or a realized -- we are talking
about the potential unreasonable risk of injury or illness?
No? No.

Did you answer yes to any of the above three
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guestions? No. So, therefore, we go to five.

Is there sufficient information to determ ne that
general controls are sufficient to provide reasonabl e
assurance of safety and effectiveness? These general
controls are in class I. No? No.

DR. GREENSPAN. Sorry. Could |I have sone
di scussion on that one just to clarify again?

DR. GENCO  Sure.

DR. GREENSPAN. | amsorry to go through this
again. How nmuch class | -- how nmuch control we have over
| abeling if we classify this as class |?

DR. JEFFRIES: You could have sone control if you
put a restriction as to labeling. But, if you wanted really
specific labeling, that would be a special control.

DR. GREENSPAN. |If we wanted to put specific
things in such as warnings, duration of time per use, per
time of use, and then length of tinme for overall use -- in
ot her words, the product should not be used for nore than a
week, and then it should be changed and it should not be
used for nore than six weeks w thout seeing a dentist -- if

we start to get into that type of detail, can we do that in
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class 1?

| know that one of the manufacturers nade sone
recommendations. But, if this panel wanted to get truly
specific along that type of thinking --

DR. JEFFRIES: The nore specific you want to be
the nore likely it should be I think a special control. The
other way to do it is to maintain the restriction that is
there now. You have to look into that restriction. Do you

have that wording?

DR. GREENSPAN:. Yes, we have the wording. | think
that the panel m ght want to nake sone changes. | nean, |
do not know. | do not want to speak for the panel. But

shoul d the panel want to nmake changes to the | abeling, can
we nmake specific recommendations for the |abeling and still
| eave it under cl ass one?

DR. JEFFRIES: You could if you did it as a
restriction.

DR. GCENCO So after the vote we coul d nake
specific reconmmendations for labeling if it is class I?

DR JEFFRIES: Only if you say it is going to be a

restricted device, and that neans that a regul ation would
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have to be pronulgated to put in the Federal Register.

DR GENCO (Ckay. Is that --

DR JEFFRIES: An official restriction.

DR. GENCO Does that satisfy what you are
t hi nki ng of ?

DR JEFFRIES: It would not be very flexible. You
know, once it is in the Federal Register, that is howit is
going to be.

DR. GREENSPAN. So is it better to do it as a
class Il or as a restricted class |, or you cannot answer
t hat ?

DR JEFFRIES: | cannot answer that.

DR RUBIN. May | just briefly address the panel
pl ease?

DR. GENCO Sure. | just want to nmake sure we are
clear on this.

DR. GREENSPAN. | amnot clear, but | have no nore
guestions to ask.

DR JEFFRIES: | think usually very specific,
devi ce-specific |abeling is considered a special control.

DR. GREENSPAN. Thank you.
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DR GENCO M. Rubin, are you addressing this
i ssue?

DR RUBIN: Yes. The one thing | would like to
point out is that the wax-inpregnated cotton cloth cushions
right now are in class I. There is a restriction on how
often the cushions need to be changed. So to the extent
that your concerns relate to needing to change the cushion,
maxi mum | ength of use for one week, that could be an
acceptable way of placing it in class | since that is what
the current use is for the wax cushions to be discarded
after everyday. So, if your Iimtation is not for detailed
speci fic |abeling warnings, but rather relate nore to | ength
of use, then I think class | could be appropriate. Thank
you.

DR. GENCO Thank you.

Okay. | will go to question five again. 1Is there
sufficient information to determ ne the general controls,
that is class I, are sufficient to provide reasonable
assurance of safety and effectiveness? Wat is your
pl easure?

DR. SAXE: M feeling right nowis no because we
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were tal king bout |abeling vials of liquid which may be in
such products as to ingredients and cautionary statenents
about their use, as well as the tine that a product should
be used and changed. So | think there are a nunber -- if we
start | ooking at the various warnings, |abels, restrictions,

we are looking I think at special controls and not general

control s.

DR. GCENCO Is there a comment, Ms. Jeffries?

DR JEFFRIES: | agree with him

DR. GENCO The rest of the panel? Deborah? Yes,
ais?

DR. BOUWSMA: | think to address his point though,
that is a product-specific issue and not a general issue.
It depends on what the product |ooks |ike as to whether or
not it has a bottle that needs to be specially labeled. It
may or may not be a part of the product package, as is
apparent in the two products that we are | ooking at today.

MR. ULATOWSBKI : The section 801, the |abeling
regul ation, which class | products need to conply with under
adequate directions for use provisions is a powerful section

and applies to OTC products. The default on devices is that
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you are OIC, unl ess adequate directions for use, for |ay use
cannot be witten, and then you get into a prescription
situation. Adequate directions for use under 801 incl udes,
if I mght be brief for just a bit here. Directions under
whi ch the [ayman can use the device safely and for the
purposes for which it is intended. Directions for use may
be i nadequate because, anobng ot her reasons of omi ssion, in
whol e or in part, or incorrect specification of statenents
of all conditions, purposes, or uses for which the device is
i ntended, including conditions, purposes, or uses for which
it is prescribed, recomended or suggested in its oral,
witten, printed or graphic advertising, and conditions,

pur poses, or uses for which the device is comonly used. |If
i nformati on on quantity, if | can paraphrase, quantity of
doses, if it is mssing, that is a problemunder current
regul ati ons under class |I. Frequency of adm nistration
needs to be stated; duration of adm nistration or
application needs to be stated; tine of adm nistration or
application in relation to neals, tinme of onset of synptons
or other tine factors needs to be stated; route or nethod of

adm ni stration or application needs to be stated,
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preparation for use needs to be stated. That is under
current general control provisions under section 801.

| think that, as one specifies under class Il
| abel ing provisions, one is dealing with areas and
provi sions that are not handl ed under these specific
adequate directions for use provisions under 801. So
i nasmuch as the conpany in hearing deliberations can
accommodat e and adjust to sone of the provisions, sone of
the deliberations stated, the panel may so believe that the
manuf acturers may conply under Section 801 with those
directions of the panel. | would tend to restrict class |
| abeling provisions to quite unique generic stipulations
such as ingredient |abeling which is not covered under 801
or other restrictive conditions that are not now handl ed.
The addi tional |abeling provision, which was handl ed t hrough
regul ati on, but yet under the class | provisions and general
controls was the duration of use provision. So that is a
very powerful additional aspect to section 801 that
currently exists.

So | would not try to attenpt to tweak the

| abel i ng under class Il, but reserve it for a very dramatic
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and substantive new directions in terns of |abeling
provi sions that apply to the class of the product.

DR. GENCO Thank you.

DR. O NEILL: | have a question. Then under
class I, this panel could still make specific
recommendations if they felt that the | abeling did not
conply with those restrictions as |isted under class |?

MR. ULATOWBKI: In as nmuch as it is the current
state of clinical knowl edge as to the usage patterns and
whatnot, | think there could be recommendations in terns of
t he product and | abeling inprovenent that does not take one
into a | abeling-restrictive situation that would mandate a
class Il provision.

DR. O NElILL: That was what | was thinking,
| abel i ng i nprovenents.

MR. ULATOWBKI : Labeling inprovenents you could
characterize for their consideration.

DR. CGENCO Thank you. Further comments or
guestions?

DR. GREENSPAN. Yes. | have one nore question.

You tal ked about nmanufacturer's recommended times for use.
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If it goes into class I, would the manufacturer have to
listen to the panel's recommendations for use or would it
still be left up to the manufacturer to what they put in the
| abel ?

MR, ULATOWBKI: Well, that would be an issue.
That woul d be problematic in their class I. If you have

specific directions, provisions, conditions of use that are

nore restrictive, | think there m ght be situations where
class Il specific provisions mght have to be the way they
go. It depends on how flexible the manufacturing community

is to accommopdat e your suggesti ons.

DR. GREENSPAN. And if we were to recommend - -
because one of the concerns that | think | have heard around
the panel is howit has been stipulated (sic). |If the panel
woul d |ike to see ingredients on the box, would that nean it
woul d have to go into class I17?

MR, ULATOWBKI: Well, that is currently not a
provi sion of adequate directions for use in 801 as it now
st ands.

DR. GREENSPAN. So could you do class | with the

restriction -- the restriction being that ingredients should
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be --

MR, ULATOWBKI: | would see that as a different
di rection.

DR JEFFRIES: That is different. That is not a
standard restriction.

MR, ULATOWBKI: That is sinply stated, but it is
very -- as we know from past deliberations, that is kind of
a critical area for manufacturers and a contentious area.

DR. GREENSPAN. Yes, | know.

MR, ULATOAMBKI: It is not a very sinple matter.

DR. BARACH. Excuse ne, Mja Barach.

DR GENCO Is this on the issue?

DR. BARACH: Yes. It is precisely onit. | have
to say first a coment specifically on this. | do not think
there is counsel from FDA here. The panel is asking sone
very specific legal-related issues that carry sone
ram fications. | do not plan to stand instead of FDA
counsel. But | would note that general conditions of use,
for exanple, length of tinme of use, certainly fall within
class I. There is a significant precedent in many

classification areas. M colleague, M. Rubin, noted one,
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whi ch are the wax cushions. The reason you can make those
condi tions of use part of your reclassification decision is
it is based on the data before you which tell you the
periods for which you feel it is safe, the conditions of use
for which you feel it is safe and effective. Things like

| abeling for ingredients, however, are very unique and deal
with specific situations. O course, the regulations, in
general, by their absence, do not require specific
ingredient listings for nedical devices. So, if you were to
recommend that, | agree, | think that woul d be sonething
very uni que and not normally done for class I.

The other thing I would point out is ultimtely
the FDA has to make its decision, and that is the binding
deci sion. The panel can nmake many reconmmendations to the
agency which | think ultimately will be sorted out fromthe
| egal standpoint as to how those would find their way into
t he regul ati on.

DR. CGENCO Thank you.

Shall we go back to nunber five? |Is there
sufficient information to determ ne that general controls

are sufficient to provide reasonabl e assurance of safety and
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effectiveness? Wat is the panel's view on that?

PARTI Cl PANT:  No.

DR. GENCO | hear one no. Does anyone di sagree
wth that? Wuld anyone like to say yes?

[ No response. ]

DR. GENCO So that neans that it would not be
class I. You are confortable with the alternative? You do
not think that class | is sufficient for general controls of
use? Yes?

DR. BOUWSMA:  Question. The change then that we
have to go beyond just general into nore special, what is
the distinction there? What are the extra things that we
are going to ask for to nmake it class Il rather than one?

DR. GENCO Ckay. Dr. Nornman, do you want to

start that discussion? |In other words, if we agree that

this should be -- there is a consensus here that this should
be -- the answer is no, then it neans that it is either
class Il or class Ill. So class Il would be the speci al

controls. \Wat are those that you m ght be thinking of?
DR. NORMAN: The mmjority of comments that | have

heard have been on | abeling nore so than on the issue that |
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rai sed, sensitivity. W have not solved that issue of
sensitivity nor have we solved the issue of special
| abeling. Until we do that | suppose we have to answer this
no. |If we can agree by vote that those issues are inportant
-- then maybe this is the tinme to find out whether they are
i nportant by vote -- we are going to be in a quandary.

DR. GENCO Yes. | think these questions do | ead
us down a path before we vote. Actually we voted before we
vot e.

DR. NORMAN: I know. But | think until we do that

DR. CENCO So let's |leave this as --

DR. NORVAN. -- we are still debating as to
whet her it should be class I1.

DR. GENCO (Okay. There is no reason why we have
to absolutely answer five before we vote. Let's proceed and
| eave five as a question mark if you I|ike.

kay. Wiere are we now? If we -- is there
sufficient information to establish special controls to
provi de reasonabl e assurance of safety and effectiveness?

DR. NORMAN: Yes.
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DR. GENCO Ckay. One yes on that. Okay. So do

we agree to that then? GCkay. Any objection to that?

DR. BOUWSMA: Yes, | have the sane question. Wat
are the special controls? | nean, it is easy to say yes
there are sonme, but, | nean, what specifics?

DR. GENCO Wl l, we have heard | abeling and
sensitization. W want nore specifics about those? Ckay.
Dr. Greenspan?

DR. GREENSPAN:. | think that certainly nmy concern,
and | think it would be good if we could talk about it -- ny
mai n concern about this is the |labeling. That is one of the
reasons why | lean towards class Il rather than class |
because of the apparent |ack of control that exists over
what goes into the |abeling. So maybe if the panel talks
about what it wants to see in the | abeling we could get sone
advice as to whether that could be done under class | or
whet her it needs to be under class I

DR. GENCO Ckay. Wy don't you give us specific
| abel ing? | think we have had that discussion. Now, let's
have a --

DR. GREENSPAN: All right.
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DR. GENCO Wuld it be for a product or for both,
Deborah -- the class or for --

DR. GREENSPAN. Well, we have been asked to judge
t hem t oget her, so we have --

DR GENCO No. | think we can do either.

DR. GREENSPAN. We can do them separately? Al
right. If we start with the one that was presented first
then, the Denturite, one of the issues is whether or not the
devel opnent of hypersensitivity is going to be a problem
One of the representatives, one of our panel nenbers, Dr.

Al tman, suggested that provision of a good address or a 1-
800 nunber to report problens would increase reporting and,
therefore, nmaybe start to give sone information about
whether it is a problemor not.

DR GENCO Al right. Stop there. |Is that
general controls or does that require class Il, an 800
nunber ?

DR JEFFRIES: | do not think that is anything
special. Do you, TinP

MR. ULATOWSKI: | do not find that particularly

uni que.
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DR JEFFRIES: Yes, | do not think that is unique.
DR. GREENSPAN. | think the panel's concern is
t hat what we suggest has to be in the labeling. So the
other thing that I think we are all concerned about is
i nproper use, particularly because these are products
designed to be put in the nouth and, therefore, if sonebody
sees a child pick up a bit of snug cushion, and | amsorry
that | am |l unping themtogether here, and use it as chew ng
gum people may be | ess concerned because they think, oh,
that is safe because it is in ny nouth anyway. So | think
that | would like to see a warning in there saying that
t hese products nust not be swallowed. |If these products are

swal  owed, then it nust be reported to the poison center.

That is all. | nmean, it is just that it is not there.

DR GENCO Let's deal with that. |Is that unique
enough to require special control class Il or is that
general control |abeling? That is a consunption -- |abeling

agai nst consunption, particularly by children it could be
wor ded?
DR JEFFRIES: It seens kind of specific.

DR. CREENSPAN: It is awfully general. W are
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al ways telling people not to put things in their nouths. |
amsure that it is on a bottle of bleach. Al | am asking
is that it should be in this packet. It nmay be sonething

t hat the manufacturers have not thought about. But we sit
around here thinking about these things.

DR. ALTMAN: In the general rules, doesn't it say
proper use? | mean, couldn't "do not ingest" be considered
part of that?

MR. ULATOWBKI : That woul d be under that
provi si on.

DR. ALTMAN. So that would be a general provision?
An 800 nunber we are hearing could be? The only other issue
is product ingredients. |Is that considered -- if we want
themto | abel what the product is regardless, put them
t oget her. How nuch product --

DR. GCENCO \What is the rationale for requesting
product ingredient listing?

DR. ALTMAN: If they do not followthe
i nstructions.

MR. ULATOWBKI: What is the specific risk that you

are attenpting to control? How do you plan on controlling
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it through the I abeling that could not otherw se be
controlled by the current regulations. Wuat is the specific
risk, generic risk of this product class? How are you
controlling it? You could probably critique every cl ass |
product | abeling in the same manner, but that is not quite
the direction. The direction is the risk and then the
control

DR. GENCO Does anybody want to address that?
Yes? We are tal king about now the specific risk that would
require ingredient |abeling.

DR. DRUVMOND: Wen you cone back to the issue of
people's sensitivity to certain products. |f the people do
not know what is in it, how are they going to know if they
use it whether they will be sensitive to it or not? So that
woul d, from nmy opinion, suggest that we should have | abel --
i ngredi ents | abel ed so that sonebody could pick it up and
say, well, gee, | may be allergic to this and this and |
woul d rather not lose it so that I knowit is here.

So ny approach would be then, if you want it for
listing the ingredients would be to all ow those peopl e who

have potential to sensitization to know what is in the
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product that they are using.

DR. GENCO Is there anything in this that is a
particularly sensitizing chemcal? Like we know that
penicillin is.

DR. DRUVMMOND: That is the question that D ck has
been asking, and the answers are not there. W do not know.

DR GENCO Is there anything in the literature or
t he adverse reports that suggest that this is a particularly
hi ghly sensitizing -- these conmpounds are highly-
sensitizing?

DR. NORVMAN: Quite the contrary. | think that you
woul d expect them not to be highly sensitive, but you do not
know and you do not know how many potentially are involved.
If you |l ook at how many people are using these products, and
| woul d have to presune that we are | ooking at 300,000 to
half a mllion a year, then you are not |ooking potentially
in a very |large percentage of the population. But those who
sensitive are sensitive.

DR. GENCO Wul d these be handl ed by a |abel that
sensitization potential is there and one should be aware of

that? | amtrying to work through that.
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DR. DRUVWOND: | do not see how a person could
know i f they are sensitive to a product if they do not know
what is init. | mean, that is --

DR GENCO Well, they wll be sensitive because
they will have a reaction. They wll |ook for --

DR. DRUVWOND: | amnot sure they will know they
have a reaction. That will be the problem

DR, JEFFRIES: Can | nention you should be
t hi nki ng about future products, not just what is on the
mar ket .

DR. DRUVWOND: | would assune it would be for all
-- any generic product down the road. You can nake it with
somet hi ng.

DR GENCO Al right. So the concern is about
present and future product sensitization potential. The
guestion is that would not be covered in general controls,
but would require a class Il special control.

DR JEFFRIES: |If you are going to | abel

i ngredi ents, yes, because that is not part of the device |aw

DR GENCO  Ckay.
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DR JEFFRIES: -- that they are | abel ed.

DR. GENCO That is one way to get to the
sensitization issue is to | abel ingredients. That would
require class 11

DR JEFFRIES: | think the | abeling for
sensitivity could be there -- is covered by our |abeling
law. If you go to ingredients, that is beyond our |abeling
law. At least | think that is howit is interpreted.

DR. GENCO Let ne revisit that. The labeling for
sensitization could be under general controls class I?

DR JEFFRIES: | think so.

DR GENCO Wuld that do it, Dr. Drunmond, and
Dr. Norman, that there is a sensitizing potential?

DR. DRUVWWOND: | guess | do not understand. You
could put that on any product then.

DR. GENCO Wwell, | think the reason you do not is
that there are sone conpounds that are highly imunogenic
and induces sensitization and others that do not.

DR. DRUVWOND: Right. But, if you take the
opposite viewpoint of a small group of people who are

sensitive to breathing basically or anything, | nean, how
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much of the population are we trying to protect | guess is
the issue we are com ng down to.

DR FLINTON: May | have permi ssion to address the
panel ?
GENCO.  Yes. Is it on this issue?

FLI NTON:  Yes, exactly.

3 3 3

CENCO Please identify yourself.

DR. FLINTON:. Dr. Robert J. Flinton,
Prost hodonti st from New Jersey.

The issue that we are addressing initially was
whet her we should -- a product should be a class Il or a
class | product, not whether this type of material should be
used in the mouth. This particular product that |I nentioned
in my presentation, that there are about five different
readi |l y-available to the dental profession materials that
contain these plasticites, we do not patch those patients,
and we use themw th inmpunity.

So the concern here is, if | have a material that
is used by the profession wthout patch testing and worry
and no docunent of proof over probably 40 years of using

these materials to sensitivity, why then is the issue of
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sensitivity to the patient using the material hinself the
i ssue? Do you understand the difference | am maki ng?

DR. GENCO  Sure.

DR. FLINTON: Not the material itself. W are
just saying should he change classification? | think we are
putting too nmuch enphasis on probably an extrenely renote
possi bility when the profession and any prosthodontist and
probably general dentist in the audience here has used these
i ke materials without ever considering sensitivity as a
possibility. Qur reactions to date have not even
denonstrated that that is a major concern.

DR. GENCO That it has high sensitization
potential. | nean, all things have sensitization potential,
but there are sone that have high potential and sone that
have low. | think that that is the issue.

DR. FLINTON. But with a material that has a

proven record for numerous repetitive uses.

DR. GCENCO Low -- have a | ow sensitization
potential. | am asking a question.
DR. FLINTON: | amsaying that | have never done

any sensitivity or patch testing on these materials. | am
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just saying that wth the docunented use of these materials
over an extended period of tinme by the dental profession
and, in this case by BRI MVS Marketing, we do not have any
docunent ed evi dence of such sensitivity. W address the

i ssue of perhaps the | eaching out with the repetitive change
coul d augnent or accentuate that potential for sensitivity
and even on the products we use in the dental office. W
change those wthin a seven to 10-day period on a nornal
turnover. | just do not think we have any evi dence that

sensitivity really exists.

DR GENCO | just want to nmake sure that we stay
on this issue. W tal ked about why go to class Il. The 800
nunber, we are told that need not be class II. |nproper
use, ingestion, we are told that could be class Il. Now we

are on the issue of ingredient [isting and why ingredient

listing because of sensitization. W are hearing that there

is alow sensitization potential for these materials. | am
trying to summarize. |If | amwong, please |et ne know
Sal ly.

DR. MARSHALL: Instead of requiring the ingredient

| abeling, mght it be possible just to say if a rash
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devel ops consult your dentist?
DR. GENCO Ckay. So would that be under class |?
| guess that was one of the original things we discussed.

DR. MARSHALL: W see that on --

DR. GENCO Wuld class I |abeling cover that?

DR MARSHALL: Yes.

DR. GENCO (Okay. Does that satisfy the --

DR. MARSHALL: | think

DR. GENCO -- issue of sensitization?

DR. O NEILL: I think we already answered nunber
three as well -- does the device present a potenti al
unreasonable risk of illness or injury? W said no.

DR GENCO (Okay. Are we -- | hate to break for

[ unch now, but that nay be prudent. However, let's see if
we can resolve that issue. Let's go back to nunber five.
Do we have sufficient information to determ ne
t hat general controls are sufficient to provide reasonabl e
assurance of safety and effectiveness after what we have
been through? Wsat is your pleasure?
DR. NORVAN: | have not changed ny m nd.

DR. CENCO Anybody el se want to address that?
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DR. GREENSPAN. |If we were to ask the manufacturer
to provide information of the main product, | know | abeling
is a very tricky issue. But could that cone under class |?

DR. GENCO Ckay. You are saying ingredient
l[isting is under the class |?

DR. GREENSPAN. Well, | amwondering if there is
anything that we can do in class I. Wuat | amthinking of
is the very small percentage of people who may have a
problemw th the product. It is a bit like a sunscreen.

And then they would |ike to change to sonething else. |Is

there anything that we can request that gives that sort of
information to the consunmer without us having to put it in
class 117

DR. GENCO That there is X conponent of this that
may cause X problemif you have that change. Wat is X and
what is the problenf

DR. CREENSPAN: Well, if sonebody reports getting
a sore nouth, it may not be a skin rash. | nmean, it could
be a skin rash, and it could just be a sore nouth if they
are hyper-sensitive toit. | nean, it mght help if

sonebody wants to change products to know what the main
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class of ingredient is. Now, if we ask for that in |abeling
wi t hout having to ask for every little thing, could that be
done under general control s?

DR. GENCO That is the conponent?

DR. CGREENSPAN: I n other words, whether it is wax-
based, or cotton-based, or whether it has got -- and |I have
forgotten the type of category that the main class decides
there is.

DR, JEFFRIES: Wuldn't that anount to ingredient
| abel i ng.

DR. GREENSPAN. W thout getting into the specifics
of ingredient |abeling.

DR. GCENCO Dr. Marshall.

DR. MARSHALL: Are you asking just for it to say
that it is polyner-based? | do not think that we coul d nmake
a judgnment as to which is likely to be the offending
ingredient. Wuld it be sufficient to say that it is
pol yner - based?

DR. CGREENSPAN: Sonet hing al ong those |ines.

DR. GENCO (kay. So that would be --

DR. CGREENSPAN: \What do ot her people think?
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DR. GENCO So, under the class I, can you list
that it is polyner-based, and these have a potential to be
sensitizing? Therefore, if you get a rash, do not use thenf
If you get a sore nouth, do not use then? Is this what you
are getting to?

DR. GREENSPAN. Sonething |ike that. Sonething
that is general enough to still leave it in class |

DR. GCENCO Is that class I.

DR, JEFFRIES: That sounds device-specific to ne.

DR. CGENCO Well, because the soft liners are
pol yner - based, as conpared to the |ast.

MR ULATOWBKI: M. Chairman, to pull back for
just a nonent again. There is a different perspective that
we are dealing with here in ternms of the class Il |abeling
provisions. W are identifying, as | said, the risk and
t hen how you control the risk. If you believe the risk, and
it can be a potentially serious risk, it can be controlled
t hrough | abeling, and so be it. And also the class |
| abeling is a mandatory sort of directive in that, once
finally classified in class Il, if that is the outcone

eventual ly, then that |abeling directive becones nmandatory
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and the products within that class have to change. \Whereas,
inclass I, as you say, wow, you ought to have this, and you
ought to have that, there is no real driver that drives the
change in the class | products. There are only
recommendations and ideas that we are tal ki ng about which
may or may not be put into place by the manufacturers.

So to get back to what is the significant and
maj or risk-type that you have in front of you, and howis
that | abeling addressing that risk, do you want to drive it
as a panel? Do you want to nake it insistent and mandatory?
Is it going to overcone that risk? O do you want to -- do
you believe that general controls in the | abeling under
regul ati ons through sone nechani sm out si de of mandatory and
di rected provisions are going to take care of things along
the path? It is your |level of confort, your |evel of
insistence in regard to these facts.

DR. GENCO That sounds |ike a good point to stop
for lunch and to think about that and ponder that. In other
words, you are saying that we ought to identify the risks
that we are concerned about and then determne if the

| abeling is going to be allowed to happen in the general way
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in class | or be very specific and mandatory in the class
1.

MR. ULATOWBKI: That is right.

DR GENCO First identify the risk.

MR. ULATOABKI: And do you want to drive it or do
you want sone ot her mechani sm under general control to drive
it?

DR. GENCO Does the FDA want to drive it or the
conpany, yes.

Ckay. It is 12:30. We will return here at 1:30.
The two surgeons who are going to present, we wll make sure
that you present in a tinely fashion. W prom se you that.
Thank you.

[ Wher eupon, at 12:33 p.m the neeting was recessed

for lunch, to reconvene at 1:33 p.m this sanme day.]
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AETERNOON SESSLON

DR. CENCO Wl cone back. First, Panmela would
i ke to make an announcenent about materials.

M5. SCOIT: |If you have any materials that you
brought with you that you would like to | eave here with the
FDA, you can place themon the wall behind me and we wl|
coll ect those materials.

DR GENCO Tim would you like to nake sone
conment ?

Agenda Item Open Comm ttee Di scussion and Vote

MR, ULATOWBKI: Before deliberations resune, just
to reset the context. The panel is in the process of
identifying the risks, the magnitude, the type, and the
benefits and identifying the controls that are appropriate
for those risks, to control those risks. Wth provisions of
| abel ing, as we discussed, class one describes |abeling
regulations in very general terns. |f one has specific
| abel i ng provisions that they believe are necessary to
control the identified risks, the stated risks, and those
need to be mandatory in terns of how you want themto be

stated in the | abeling, then class two is appropriate and
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you can nove forward in that nanner

To say class one |labeling is to say that there is
a general schene for |abeling and provisions for |abeling,
but it doesn't necessarily dictate the content of |abeling.
For exanple, one could not be assured that products already
on the market that are class one would change | abeling to
conformto the wi shes of the panel. The class two speci al
controls do driven in a nore insistent manner the provisions
of | abeling.

The ot her aspect discussed has been materials and
bi oconpatibility. There again, there is nothing
specifically in the class one. |If that is a specific risk
area, and controlling risks through testing or standards or
what ever, there's nothing specifically in class one that
drives that. You have to nmake the appropriate decision on
whet her you need to drive it in terns of the class two
special control. So that's generally where we left it and
to continue discussion.

DR. GENCO Thank you. Ckay, let's proceed now to
does anybody want to nmake a notion relative to this issue in

terms of the recomendations or the appeal before us. Dr.
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Patters?

DR. PATTERS:. | nove that the panel accept the
reclassification petition from both Menthol atum and Bri mrs.

DR. GENCO So the notion has been nade that the
panel accept the class three to class one for both products,
both Snug and Denturite. |s there a second?

Second by Dr. Stephens. D scussion?

DR. MARSHALL: | have a question, not discussion.
Do we | ater decide on things that we want to require in
| abeling or is that not part of the --

DR. GENCO That we woul d take up separately in
any event, whatever the classification. The |abeling
concerns, as | understand, we take up those separately.

Ckay, are you ready for the vote? W're going to
gi ve everybody the opportunity to vote, and al so the non-
voting nmenbers to give an opinion

MR, ULATOWBKI: M. Chairman, just for nmy clarity,
by accepting the petitions, you' re saying in terns of the
guestion that's in front of you as we left it, that you do
believe that general controls are appropriate to control for

risks of this product. The |abeling provisions would not
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then enter into discussion as far as |abeling controls. So
there woul d not be any special controls.

DR. GENCO Ckay, so what you're saying is we
woul d not make specific | abeling recomendations --

MR. ULATOWBKI: That's correct.

DR GENCO -- if this petition was accepted as --

MR. ULATOWBKI: |If your reconmendation is genera
controls, then there woul d be no special control applicable
or required. It would be under the general |abeling
provi si ons.

DR. GENCO Ckay, |'msorry. W had that
di scussi on about the general |abeling petitions, whether
t hey were adequate or not in each individual's mnd. |Is
that clear?

Okay, let's proceed with the vote, unless there's
further discussion, clarification, anybody? Yes.

DR. SAXE: Yes, | think that's the crux of the
i ssue as we just heard that perhaps the thing may be to
decide, sort of like identifying the specific risks how we
would |ike to have this | abeled, and then it will follow

whet her it's class one or class two.
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DR. GENCO Well, | think the process could be, we
have a notion, it's been seconded, we could vote it up or
down and then go fromthere.

M5. JEFFRIES: |'mnot sure that you shouldn't at
| east | ook at the supplenental data sheet and cone up with a
cl ass.

DR. GENCO Are there any issues here that we
haven't discussed previously on the supplenental data sheet?
W seemto be going around with these questions.

M5. JEFFRIES: Have the risks been specifically
identified?

DR. CENCO That was a major part of the
di scussion just before lunch and Deborah listed three or
four concerns that were identified as risks, Dr. Norman did.
Does anybody want to add to that or have any nore conments
on that? | think we have clear instructions from Timthat
an identified risk, if it needs to be dealt with, has to be
dealt with in the, if it's going to be a class two.

MR. ULATOABKI: No, an identified risk is it of a
type and nature that can be controlled under class one.

DR. GCENCO Right. Let ne rephrase that, | think
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that's what | neant. | think we have identified risks, sone
panel nenbers have identified risks. The questions that we
had were can they be dealt with as a class one in the types
of labeling that are allowable or do they need to be dealt
wth as class two. W had that discussion. Wuld you |ike
to have further discussion of that issue?

DR. GREENSPAN. M. Chairman, would it be hel pful
if we identified the risks that we think exist and then
di scuss each one?

M5. JEFFRIES: |1'monly suggesting the
suppl emental data sheet because it's sort of docunentation,
you would have it all in front of you.

DR. GENCO (Ckay, as part of the discussion to
this notion, let's go to the suppl enental data sheet, |
think that's a good suggesti on.

M5. SCOIT: | have a question of clarification.
Do we need to fill out both the questionnaire and the
suppl enental data sheet formally?

M5. JEFFRIES: For reclassification, the
suppl enental data sheet has to be filled out.

DR. GENCO (Okay, with respect to nunber one,
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generic type of device, what is your pleasure? Do you want
to consider them separately or both together? Does the
notion apply to themtogether or separately?

DR. PATTERS: Toget her.

DR. GENCO And what are you going to call this?

DR. PATTERS: These are denture cushi ons and
pads.

M5. JEFFRIES: OIC, right?

DR. PATTERS: OICs. | wasn't aware there were any
ot her ki nd.

DR. GENCO Ckay, so are we agreed that generic
type of device is OIC denture cushions and pads and we're
consi dering both?

Advi sory panel, | think that's obvious.

Is the device an inplant? No.

Four, indications for use prescribed, recomrended
or suggested in the devices |labeling that were consi dered by
t he advi sory panel. \Wat are those? For ill fitting
dentures, what el se?

DR PATTERS: Tenporary.

DR. GENCO  Tenporary.
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DR. NORVAN:. They nay be used, recommended for
tenporary, but for a great nunber of a people who use them
they will use them permanently.

DR. GENCO The question is indications for use
prescribed, recomended or suggested in the |abeling. Wat
we're saying is it's tenmporary for ill fitting dentures,
that's what's prescri bed, reconmended in the | abeling.

You're saying that there are other uses that
m suse, or beyond | abeling use that you're concerned about.

DR. NORVAN: | don't knowthat it's msuse if they
continue to use them [It's no worse than using the denture
wi t hout a pad.

DR. GENCO Ckay, all right. But I think if you
| ook at nunber four, it's what actually the manufacturers
have listed in the | abel.

DR. NORVAN: They all recommend that they be used
tenporarily, but | don't think it's sold that way. The
peopl e who buy it buy it for |ong-term use.

M5. JEFFRIES: W should do whatever intended use
in the petitions.

DR. CGENCO Pardon? There was no long-termuse in
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t he petition?

M5. JEFFRIES: No, no, no, whatever the intended
use is in the petitions or what's in the CFR now.

DR. GENCO That's what we put here. Ckay, let's
go to the next -- I'msorry.

DR, STEPHENS: | don't think that reclassifying is
goi ng to change how peopl e use them

DR. GENCO Anybody want to comnment to that?

Ckay, let's go to five, identification of any risk
to health presented by the device, general and then under
five there's general and then there's specifics and the
characteristics of the device associated. So let's go under
general, Mark.

DR. PATTERS: | agree conpletely with Dr. Nornman.
There is no nore risk and perhaps less risk with this device
than wearing the dentures w thout the device. Therefore,
do not see any specific risk that the device brings about.
The risks are greater if you don't wear the device, in ny
opinion. That's why I"'mw lling to accept the petition.

DR. CGENCO Further comment? Yes, we're answering

nunber five, general risk to health presented by --
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DR. SAXE: Risk to health, now the question is how
many people does this affect and to what great extent. But
there's a certain segnent of the popul ati on who have
pat hol ogy let's say on the palate, whether it's sonething as
serious as carcinoma or not, and that there should be --
this is arisk that if this is a hone use product, that a
person uses it and doesn't seek professional care. There
shoul d be sone warning that if there is pain or disconfort
t hat persists perhaps that professional care should be
sought and there's a risk that pathol ogy could be self
treated thinking that it is denture changes.

DR. GENCO That's nunber nine, noted
restrictions. Is there a health risk of using it? That's
what nunber five said

DR. SAXE: If there is existing pathology, there
may be a health risk that's not recogni zed by the person who
thinks this is going to provide treatnent.

DR. CGENCO Does that cone about because of the
use or is that because of neglect? They would have the
tunor anyway.

DR SAXE: Sonething that's caused by the device,
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right, it could cone up later in this cycle.

DR. GENCO Do you feel there's any general risk,
health risk, presented by use of the device?

DR. GREENSPAN. | think there is the possibility
of overuse and extended use and inproper tinme, which --

DR. GENCO What is health consequence?

DR. GREENSPAN. The heal th consequence coul d
possibly lead to hypersensitivity because there is no data
to say that it doesn't.

DR. GENCO Ckay, so under risks for health
presented by the device, we have one opinion. Another
opi nion that hypersensitivity may cone about by prol onged
use or by use?

DR. CGREENSPAN: That's what was di scussed in the

panel this norning.

DR. CENCO Ckay, are there any other -- in the
panel's mnd -- any other health risks?
DR, NORMAN: The only other one would be

ingesting it, but that is highly renote.
DR. GENCO So inadvertent ingestion.

DR. NORVAN.  We don't know the consequence of it,
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al though the toxicology data indicate that it's perfectly
saf e.

DR GENCO So the two health risks then are
hypersensitivity and inadvertent ingestion and these are
potential and there's no docunentation for them or little
docunent ati on either way.

DR. GREENSPAN. And | think we're supposed to be
tal king about a class, is that right, as well as --

DR. GENCO Yes, we're tal king about the cl ass.
We decided that. So under five, risks to health are
sensitivity and inadvertent ingestion which are not
docunented either way and are potential therefore.

DR. NORMAN: Renote, but possible.

DR. GENCO Ckay, any others? These sound |ike
pretty specific. They would be under five, A B, C D
speci fic hazards to health.

kay, let's go for the first one, sensitivity,
what is the characteristic or feature of the device
associated with sensitivity? The nononer, the plasticizer,
t he conbi nati on, unknown?

DR. NORMAN:  Unknown, but highly unlikely that the
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nmononmer woul d be involved. Data for polymers in genera
show that this is not a problemwith -- all appear having
heat cured polyners, there is | believe |l ess than one
percent of the popul ation.

DR. CGENCO How about further comments on the
sensitivity, the characteristics of the device which are
associated with that particul ar hazard?

How about the inadvertent ingestion, what is the
characteristic or feature of the device that's associ ated
wi th that hazard?

DR. NORVAN:  We don't know.

DR GENCO So it's sone unknown conponent of
either the liquid or the powder or the gel in the case of
t he Snug? kay, any other specific hazard? W' re under
five, AA BB Nowis there a C a D, an E?

Okay further? Are we ready to go to C,
recomended advi sory panel classification priority?
Essentially that's the notion on the table. That's a
variant of the notion, but we can discuss this.

DR. NORMAN: The notion says class one.

DR GENCO That's right. Wy don't we skip C,
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and then we can go to the notion. W have a notion on the
fl oor.

Seven, is the device an inplant |ife sustaining,
life supporting? No. Any conments there?

Ei ght, a summary of information including clinical
experience or judgnment upon which classification
recommendation is based. That's what we heard this norning
essentially, dependi ng upon how we decide on the
classification. The scientific evidence of safety and
efficacy with its limtations, we can sunmarize that |ater
Does sonmebody want to make a comment there that it's
i nadequat e or adequate?

M5. JEFFRIES: You could say the materi al
presented in the petitions and during the presentations, in
your clinical judgnent.

DR. GENCO (kay, needed restrictions, nunber
nine, on the use of the device. Anybody want to put a
restriction on the use? Yes.

DR. PATTERS: | still believe the |abeling should
i ndicate that the device is recommended for use for a

certain duration of time for single device and that
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accunul ated use shoul d not exceed a certain anount.

DR. GENCO Is there anything nore than what you
see al ready on the package insert?

DR. PATTERS: Yes, | would recomrend that the
devi ce not be used any |onger than one week before its
changed and that it not be used for a duration greater than
si X weeks w thout seeking professional consultation.

DR. GENCO For both devices?

DR PATTERS:. Yes.

DR. GENCO Comments, questions on that? It
sounds |li ke the recommendation is already on one of the
packages and the recomendati on fromthe other conpany.

DR. PATTERS: Neither are on the package. This
suppl enent al sheet was passed to us. | believe that one of
t he conpani es said that they would consider this |abeling.

DR. NORVAN: One of the suggestions this norning
al so included the availability of an 800 nunber to report
conpl ai nt s.

DR GENCO Is that a restriction on use?

DR. NORVAN: It may be eventually, what data is

collected. | don't think -- probably not, Bob.



170

DR. GENCO Ckay, 10 and 11. Ten really isn't
relevant until we take this vote, or may or may not be
rel evant. El even?

MR JEFFRIES: |Is irrelevant.

DR. GENCO Is irrelevant. GCkay, have we done our
due diligence with respect to this? Good.

MS. JEFFRIES: Thank you.

DR. GENCO  Ckay, yes.

DR. GREENSPAN. | would |ike to add sonething to
the coment earlier on tinme to suggest that this is | think
a problemfor ne. | think there needs to be sone warning
that the product may cause hypersensitivity.

DR. GENCO So you want it not to be used in
atopi c individuals? How are you going to put that?

DR. GREENSPAN. No, | think that there should be
some warning that --

DR GENCO Is that a restriction?

DR. GREENSPAN. | would like to see it in the
| abeling, and that's what |I'm hung up about.

DR. GENCO Timhas told us if we want it in the

| abeling, it has to be class two.
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DR. GREENSPAN. | know, and | would just like to
discuss this a little bit nore as to whether we are
concerned about the product that it may cause
hypersensitivity, in which case the product should not be
used any nore.

MR. ULATOWBKI: The only point |I'mpondering is if
that coul d be done through a recomrendati on on regul atory
change of the provisions under 801. | can't predict the
I'i kel i hood of that com ng about through a regul atory change
under 801. But that's a possibility that that could be
nodi fi ed sonewhat .

DR. GENCO Ckay, all right, with this in mnd,
are we ready to take a vote or is there nore discussion?

kay, let's first poll the voting nenbers. Dr.
Dr ummond.

Let me reviewthe -- I'"'mjust going in order here
that they're on the list. You happen to be at the top, but
the next vote | promse we will start at the bottom The
issue here is to accept -- the notion is to accept the
reclassification petition for these soft denture cushions.

Yes means accept; no neans don't accept.



172

DR. DRUVWMOND: That was a good sunmary. After
listening to nunmerous hours of discussion here, | guess |I'm
still concerned as to whether or not a class one
classification wll answer the questions in terns of
duration, total length of duration and sensitivity.

DR GENCO Realize that if it's a -- let ne paint
the scenario, if it's voted down, then we can have anot her
notion to make it whatever.

DR. DRUWOND: Ckay, | would then vote no on the
i ssue because | figure it should be class two at this point
on the informati on we've been presented.

DR. GENCO Thank you. Dr. Janosky.

DR. JANOSKY: | agree with the notion. | think
t he general concerns would be sufficient.

DR. PATTERS: | vote yes on the notion. | believe
that the device has an extrenely |l ow risk

DR. CGREENSPAN: |'mgoing to vote no on the notion
because | am concerned that we cannot ensure enough controls
in the labeling. That is ny major concern. |If | thought
t hat there would be sone control over the | abeling, so that

t he products could not in the future be m srepresented, then
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vot e agai nst the notion.

DR. GENCO Thank you. Dr. O Neill.

DR. O NEILL: | agree with that, and | think that
there are sone |labeling restrictions that are inportant and
so |l wll vote against the notion.

DR. STEPHENS: | vote for the notion. | believe
that with the information presented, the risks with the
device are small.

DR. BURTON: | vote yes. | agree that there's not
a large risk to the patient.

DR. NOCRVAN: | vote no.

DR. MARSHALL: | vote yes, although I have
concerns about the labeling and | would |ike to see stronger
| abeling, | really don't think there's a significant risk.

DR. SAXE: | vote no because of the | abeling.
would Iike to be able to have fairly strict |abeling
requi renments.

[ Laughter.]

MR. ULATOWSBKI: \What's the count?

DR. GENCO The count is five to five.
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[ Laughter.]

One, two, three, four five. One, two, three,
four, five. Let's just make sure of that. Let's have a
show of hands for yes.

[ Laughter.]

Let's have a show of hands for yes.

[ Show of hands. ]

One, two, three, four, five.

Show of hands for no.

[ Show of hands. ]

kay, | understand that there is a possibility the
chai rman may have to vote. | vote yes. | don't really
think there's a -- | haven't been convinced that there's a
maj or general health concern. | understand that the

concerns can be addressed in class one type |abeling.

kay, are we finished with this or do we nmake sone
recomendations in terns of |abeling?

M5. JEFFRIES: Did you want to consider the
exenptions. The petition didn't ask for exenptions so |
don't know if you want to consider that, if you' re just

accepting the petition.
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M5. SCOIT: Do they still need to answer nunber 10
on the suppl enental data sheet?

MS. JEFFRIES: That's what | was aski ng about,
al t hough the petition did not ask for any of those.

DR. GENCO What is the panel's judgnent here?

PARTI Cl PANT: No exenpti ons.

DR. GENCO No exenptions, okay.

Nurmber 11 is that rel evant?

M5. JEFFRIES: No.

DR. GENCO What about the | abeling, again just so
I"'mclear, we do or do not nmake recommendations? But the
di scussi ons that have been carried out are a part of the
record, therefore the FDA would be --

MS. JEFFRIES: Excuse ne, you have on here, you
identified restrictions.

DR. GENCO  Ckay.

M5. JEFFRIES: Wiich pretty nmuch follows what's
al ready existing. |Is that what you --

DR. GENCO But they would be reiterated by the
FDA or sonehow in FDA s deliberations --

M5. JEFFRIES: W could get back to the panel.
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What they should do probably is wite these out and then
send it back to the panel.

DR. GENCO So that discussion will be taken into
consideration with respect to the FDA s final decision.

DR. GREENSPAN. Could we just for the record state
what those concerns are?

DR GENCO I'msorry, that they're what?

DR. GREENSPAN:. That the concerns are things that
shoul d be included in the |abeling.

DR GENCO Yes, | think that's the issue,
exactly, that they're not |ost because of that vote, they're
recorded, they will be on the formand the FDA w || take
this into consideration in terns of their final.

MR. ULATOWSBKI: | suppose within the context of a
mnority position to state your position.

DR. GREENSPAN. | would |ike to recommend t hat
included in the | abeling are very clearly largely printed
maxi mum duration of tinme before seeing a dentist.

DR. CGENCO Were you in agreenent with Dr.
Patters' suggestion of six weeks?

DR. CGREENSPAN: Yes, | woul d.
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DR GENCO Ckay, | nean that's dealt wth.

DR. CGREENSPAN: And | would also |like to see
included in the | abeling warnings that this product may
cause hypersensitivity.

DR. CENCO That's dealt wth | think, that was
part of the -- yes, we have that docunent.

DR. GREENSPAN. Al'l right, fine, thank you.

DR GENCO If you want to reiterate it --

DR. GREENSPAN:. No, thank you. Not again, that's
fine.

DR GENCO (Okay, we're finished with this topic?
Thank you very nmuch everyone for your patience.

Agenda Item Review of a Reclassification
Petition for Tenporary Mandi bul ar Condyle Inplants for Use
in Tunor Resection Patients -- Open Public Hearing

kay, now let's open the discussion on the
reclassification petition for tenporary mandi bul ar condyl e
inmplants for use in tunor resection patients. W wll now
begin the open public hearing and we have a request by Dr.
Christianson and Dr. Marx and |'ve talked to both of them

and they would like to go in that order. |If anybody el se
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woul d |i ke to nmake a presentation, please |let us know now.
So Dr. Christianson, again, | think you heard the discussion
this norning, put please state your position and any
potential conflict of interest and then stay at the podium
after your presentation for a discussion.

DR. CHRI STI ANSON: Okay, thank you. |I'mDr. Bob
Christianson from Denver, Colorado. |'m President of
Tenpor omandi bul ar Joint, TMJ Inplants, |Incorporated. |
practiced oral mexillofacial surgery for about 40 years up
to two years go, and am presently on the Advisory Board of
t he Departnent of Bi onmechanical Engi neering at C enson
University. | was previously on the Board of Research and
Devel opnent at Loma Linda Departnent of Othopedic Surgery
and I was also an Assistant Cinical Professor of Surgery
and Head and Neck Departnent at the University of
California, Irvine.

| brought along a couple of nodels that kind of
tell something about what | want to present, is that all
right wth you, M. Chairman?

DR. GENCO You have 10 m nutes, so whatever you

would i ke to do.
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DR. CHRI STI ANSON: These are all plastic.

DR. GENCO Good, | was wondering what you were
going to bring out of there.

DR. CHRI STIANSON: |1'mgoing to pass themall the
same way if | can. |1'min kind of a funny position here
because a few years ago | was tal king about maki ng our
inplants a class two device and | have operated that joint
for about 47 years, | started it 47 years ago to operate it,
and did so until a few years ago. | still consult with
surgeons all across the country.

By the way, | know Hownedi ca, the conpany that's
sponsoring this reclassification and | have the utnost
respect for themas a conpany. |'mnot here to tal k about
our getting -- ny considering getting in to develop a
tenporary inplant for the tenporomandi bular joint. M first
ones put in 37 years ago are still functioning and doi ng
very, very well, so | kind of believe in longevity in these
t hi ngs versus short-term

The first nodel | passed around was a skul
showi ng our inplants as we nake them a [word |ost] fossa

implant for the base of the skull. The one that Dr. Burton
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has, Captain Burton has right now, is kind of an interesting
one that we get lots of nodels fromall across the nation,

| ots of cases cone through our conpany, but this particul ar
one shows where sonebody had been hit on the chin, the
normal condyle, right up through the base of the skull into
the brain about a half inch alittle bit nore. These cases
have to be operat ed.

The third nodel that Captain Burton hasn't seen
yet is a tunor, a amel obl astona on a younger person that is
a tunor that is a quasi-malignant type of |esion that
requires resection of half a mandible. WIlIl, going back to
about 1951 or 1952, | started replacing these jaws at the
time | took themout. |If | took themout for cancer for one
reason or another, | started putting them back in the way
t hey shoul d be.

| have not found in ny 47 years or |onger of
wor ki ng around this joint reason for a tenporary condyl ar
prosthesis. There may be sonme out there, but |I nust say |'m
having a tough tinme finding it, because if they have a tunor
there and we can replace this, | believe in one surgery. |

don't believe in the theory of you do 24 surgeries to repair
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a joint or you do 40 surgeries. 1've seen many of you in
the FDA, and others of you in practice and so forth in

uni versities have seen these cases that have been operated
20, 30, 40 times. | used to |ook at that and think gosh, I
never had to operate on ny patients over once or tw ce and
that went on for years. So I'mvery much here for getting
the job done and be sure that it's done properly if possible
that first tine.

"' m seeing cases now, and literally hundreds of
them in which we've got an artificial condylar prosthesis
goi ng up through the base of the skull into the dura, into
the mddle cranial fossa and |'m al so seei ng cases where
they put inribs. | had a case the other day where they put
inrib after rib. This thing is so nutilated now that to
repair it in this patient is going to take a cardi ovascul ar
surgeon, maybe a neurosurgeon and a coupl e of good oral
surgeons to repair it if they don't lose this patient's
life. So I'mvery strong in the alloplastic reconstruction
of that joint. 1've seen it operated, or seen, or been
aware of literally thousands of patients that have had to

have reconstruction of that joint. To put in a condylar
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prosthesis without putting in the fossa emnis(?) prosthesis
to me was foolishness about 35 years ago. |'ve seen cases
where just the condyle has been put in, but it ended up
right straight through the base of the skull. That's not
where we want to do it.

The | east conplicated inplant for that joint, as

far as I'mconcerned, is the fossa emnis inplant, the cup

you mght say for the base of the skull. As | said, | put
in hundreds of them The first ones are still there 36, 37
years ago and they're still functioning like | put themin.

The condyle is a little bit nore conplicated in that it can
tend to want to go sonewhere. |If you don't put a fossa in
above it, it has a tendency to, occasionally if you put a
prosthetic condyle in, to go back either toward the ear or
to continue up into the base of the skull. Neither of those
situations are very good.

May | break for just a second to get a glass of
water. As | mentioned, in cases of term nal resection,
think it's better to go in and take out the tunor, put in
the inplant and leave it there. |'ve done that even as

young as 17 nonth old children or babies. So it isn't a
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matter necessarily of age. There are sone limting things
that will occur.

| can't perceive of instances where | would put in
a tenporary and then expect to go back in 30 days |ater and
put in a permanent inplant. To nme, we've had too nuch of
that sort of thing in which we've put a patient through
multiple surgeries or nultiple expense to do a job that
coul d have been handled very well the first tinme. And
particularly with some of the technol ogy we have today, as
you see in your hands, it's very possible to prepare
sonething that will do the job and get the job done and do
it properly.

| woul d believe that a nunber of these so-called
tenporal inplants, a little bit |like the cushions in the
dentures, could turn out to be ongoi ng pernmanent inplants.
I wonder too whether the tenporary condyl ar prosthesis put
in there while sonme other surgeon says wait a mnute, we get
a fossa emnis and put that in above it and so forth.

| don't think that it makes good sense, and |
don't know the lady's nanme that was sitting over here in the

blue with the FDA, but she nentioned about keeping it
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generically the sane. |If you're going to nmake a condyl ar
prosthesis a class two prosthesis, it's probably nore
dangerous | think than the fossa is, then you' ve got to nmake

t he whol e thing, or you should nmake the whole thing a cl ass

two device. | nust say | argued for that a few years ago
and there's part of ne that still would |ike to see that
happen.

But | think that we need to nmake everybody sure
that's what's being done, both by the surgeon and the
manuf acturi ng conpany, and | happen to have been both, are
doing that job properly. So we're trying as a conpany to
not only neet the needs of the inplant surgeon, the surgeon
doing surgery on this joint, but also neet the need of that
patient that they don't have to go through this many, many
times.

If they talk about doing this as a generic device,
then you've got to put the whole thing in one bundle. But
if that's the case, you put TMJ inplants past eight or nine
years through a | ot of hoops in tracking and PVA and
everything else to do a good job and then all of a sudden we

say it's not necessary. | don't believe that's the case. |
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t hi nk we should do the job and do it well and be sure that
it is doing that job properly. | believe that's about all
have to say, M. Chairmn

DR. GENCO Thank you, Dr. Christianson. Are
there any questions fromthe panel for Dr. Christianson.
Yes, Dr. Patters and Dr. Stephens.

DR. PATTERS: Dr. Christianson, do | understand
your remarks to say that you believe the panel should reject
this petition?

DR. CHRISTIANSON: | do. |It's kind of a funny
spot for me to be in, but I think that the problem| see
with it is that you need the sane controls for that condyl ar
prosthesis, which we're doing at this tine anyway. But to
put that in without the protection of the fossa em nis kept
above it is alittle bit |like putting the head of the fenur
in and not putting acetabular part in there. You can push
this thing right through either the hip bone, the iliac
bone, or you can push it right through the base of the
skull. And both of those situations are hazardous, but
certainly probably nothing is much nore hazardous than doi ng

i ke we see on that one case with the condyl e pushed a half
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inch through that. That occurred because of trauma, but
|'ve seen that happen nunerous tines.

DR. PATTERS: You believe the petition as witten
recomends an unsafe device be reclassified fromthree to
two. Is that correct?

DR. CHRI STI ANSON: That's correct.

DR. PATTERS: Thank you

DR. GENCO  Further comrents? Dr. Stephens.

DR. STEPHENS: Dr. Christianson, in the patient
with the anel obl astona here, what type of prosthesis woul d
you use for this? Wuld this require a custom prosthesis to
do this?

DR. CHRI STI ANSON: That's what we built, but you
could build it any way you want to, the sanme way of buil ding
that thing back in there, but you' ve got to -- | would not
consi der building that mandi bl e back and not put a cup above
it, not put sonething there to stop it, because the
opportunity for that condylar prosthesis to go back toward
the ear is rather great, but it's also rather great to go on
up in through the mddle cranial fossa.

DR. STEPHENS: Then a simlar patient with
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mal i gnant di sease, woul d you reconstruct [word | ost] as
wel | ?

DR. CHRI STI ANSON: Can you speak a little | ouder

DR, STEPHENS: |'msorry, a patient wwth a simlar
size malignant tunor, would you treat themw th primary
reconstruction with a custom prosthesis as wel|?

DR. CHRI STIANSON: | have all the years of ny
life.

DR. STEPHENS: Have you had situations in which
you have had to go back in patients with positive [word
lost] in both malignant and beni gn di sease?

DR. CHRI STIANSON: And redo it? Well, 1've done
it to really young ones and have had to go back and repl ace
it occasionally, but |I've also gone back in sonetinmes to put
bone back in with it, but rarely, rarely, we try to get it
all done at one tine with one procedure.

DR. STEPHENS: But in patients, you ve not had a
situati on where you' ve had post-surgical positive
mar gi ns(?) .

DR. CHRI STI ANSON:  Post surgical which?

DR. STEPHENS: Positive margins after your initial
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reconstruction?

DR. CHRI STI ANSON: Well, really | have, but boy
that's been extrenely rare, and a patient or two was | ost
for one reason or another, died for sone other reason, but
not much because we've tried to keep pretty broad on those
t hi ngs.

DR. GENCO  Further questions, conments of Dr.
Christianson? |If not, thank you very nuch.

DR. CHRI STI ANSON: Thank you very much.

DR. GENCO Next | would like to introduce Dr.
Robert Marx who is an oral reconstructive surgeon and he's
going to present his clinical experience with the use of the
tenporary mandi bul ar condyl e i npl ants, which was presented
in the petition submtted by Howredi ca. W asked Dr. Marx
to please identify hinself, his affiliation with the -- or
nature of his interest if any in the conpany, financial.
Then when you're finished, would you please stay at the
podi um and you have 20 m nutes. You have 20 m nutes, and
then when you're finished if you could stay at the podi um
for questions, we would appreciate it.

Agenda Item Sponsor Presentations by Howredi ca



189

Lei bi nger, Inc.

DR. MARX: Certainly. | will try to be brief. W
name is Bob Marx. |'man oral maxill ofacial surgeon, board
certified for the last 15 years. |I'mwth the University of

M am School of Medicine and | do tunor reconstructive
surgery every day. |'mhere at the behest of the Howredi ca

Lei bi nger Conpany, but I'mreally here for the benefit of ny

patients. | receive no financial renuneration fromthe
Hownedi ca Lei bi nger Conpany. | collect no royalties, | have
no financial reinbursenent fromthem whatsoever. 1In an

honesty sense, they have contributed in the past to ny
students who benefit fromtheir educational grants, but
neither nyself, or any of ny other eight faculty have
benefited from Howredi ca Lei binger. So | speak on behal f
really of ny patients.

| al so probably need to say that | couldn't
di sagree with Dr. Christianson any nore. Sone of his
statements | hope to address with sone of the photos that |
wi |l show you.

Now, what we would like to really denonstrate to

you is what Dr. Christianson introduced as total TM
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reconstruction. This is exactly what this proposal is not.
This is for tenporary condyl ar replacenent for those people
who have |lost their condyle, as well as a |larger portion of
their mandi bul ar i n benign tunor surgery and cancer tunor
surgery.

So you're all famliar with the debacle of our
prof ession that ended up with the Kent Vitech(?) prosthesis
and | would like to show you how cl osely that resenbl ed the
nodel s that were brought along to you. This was an econonic
di saster, it was a patient disaster and this is a typical
exanpl e of where marketing really overfl owed research

And we saw a | ot of people who have these, and in
sort of an epidem ol ogi c sense noticed that the fossa is
reconstructed and in order to do that you renove a joint and
ajoint is nore than just two bony surfaces. It has
synovium it has blood flow, it has nerve reinnervation to
it and nost of these were done for patients with
arthritides, internal joint derangenents, parafunctional
habits. That's not what this proposal is about. It is only
i ndi cated for patients who have | ost segnents of mandi bl e

i nclusive of the condyle due to tunors.
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So | think there tends to be a confusion. So bad
did this get in our particular profession, that our
presi dent of our own organization had to send out a warning
about this particular device. Again, | would show you how
closely it resenbles Dr. Christianson. He tal ked about his
40 years of experience. Mne, I'mnot quite that old, I've
only had 20 years of experience, but I will pretty much say
that there is no oral nexillofacial surgeon who does nore
tumor surgery of this nature than I and nmy unit do because
we have a dedicated unit just to that. So of course, there
are lawsuits and other things that I won't bore you wth.

So many of these had to be taken out for the sane
reason that the fossa was reconstructed as well, and
therefore the synoviumwas taken out, as well as the
t enporal bone invaded, and many of the problenms were with
the fact that this is bionechanically unsound due to
| everage armforces as well as internedi ate products from
the proplast(?) teflon unitation(?). There's also a
difficulty wiwth infections with these sinply because the
interstices of proplast are around 1.0 to 1.5 mcrons and

nost bacteria are a little less than 1.0 mcron so they can
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reside in the interstices and our macrophages and
neutrophils existed about 12 to 15 mcrons essentially
unabl e to get at these organi sns produci ng chronic
i nfections.

And many of them eroded due to wear. Now, as many
di scussions as Dr. Christianson may make about the
| ongevity, one thing that these devices do that biologic
tissues don't do and that's wear. Biologic tissues readapt
and renodel .

Now, here's the application | feel of this type of
a device that we're looking to have reclassified fromcl ass
three just to class two. A young lady who is 15 years of
age has an anel obl astoma, a | arge expansion, a huge
expansi on, takes the entire condyle. This is the inpacted
third nolar that should be down here. [It's brought all the
way up to the level of the maxilla in the coronoid process.
So this person is not just |losing her condyle, but half of a
mandi bl e, wi thout any real need to reconstruct this at first
because al t hough maybe Dr. Christianson can get away with
i medi at e reconstructi ons, we cannot.

Wel | done studies by others have docunented if you
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reconstruct this person with a biologic bone graft, you're
either going to have to settle for a mcrovascul ar transfer,
the thickness of which is the size of your index finger, or
you're going to need to settle for a free cancell ous nmarrow
graft which has an incidence of infection of 35 percent in
this instance because of the communication to the nmouth and
the oral flora inherent in the nouth.

So our treatnment on this by nature has to be
abl ative tunor surgery. This is a benign tunor, but is very
destructive of bone. So this is half of a mandi bl e being
removed. No doubt there's an oral communication. W have
to renove the teeth inherent in this to get nornmal good
oncol ogic control. W have a |arge tunor speci nen.

Radi ogr aphi cally, you can see this is of a |arger
magni tude than the nodels that Dr. Christianson has shown
you. If he were to use his prosthesis in an i medi ate sense
and expect it to be a longevity procedure, you're going to
need to add autogenous bone at the time and risk that 33
percent infection rate published by not only nyself but
several other individuals.

This is what we're nore tal king about, sonething
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that doesn't require a 3D CT scan and special nodels and al
the cost expense that goes with this. It takes only the
skill of the surgeon, is type four, comercially pure grade
titanium has a condyle apparatus to this. It doesn't need
a fossa reduction because in this |lady the neniscus, the
natural disk is in place, and so was the upper joint space
with all of its synovium There's no reason to renove
ti ssue that is not diseased.

So, this in particular was placed in as a
tenporary hol di ng device for the express purposes of
mai nt ai ni ng the space of the fossa, maintaining continuity,
mai ntai ni ng the occlusion and wwth it facial form So here
she is post-operatively. She was operated on a Thursday,
went back to school on a Monday. So this is very
conservative of patients of tine away fromthe work place,
time away fromthe school place. She has not suffered any
deformty. One of the great advances in the |last two
decades in cancer surgery has been the ability to do ngjor
abl ative surgery wthout the inheritation(?) of a major
deformty within patients and the psychol ogic distraction

that goes along with that. You're able to maintain their
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occlusion as well as their form Then when you can do a
bony reconstruction, one is done with a risk of infection
that's lowered to three percent. So by a magnitude of 33
down to three percent, you reduce the incidence of infection
by two staging this. She has good openi ng.

Abl ative cancer surgery, here's a lady with
osteosarcoma. A large tunor resection, you can see the
| arge tunor. This invades even toward the base of the
skull. If the neniscus is renoved, then we biologically
reconstruct the tenporal fossa rather than putting a big
hunk of foreign body in no matter how theoretically pure
this is and no matter how biologically conpatible it is. No
tissue grows into a foreign body, it encapsulates it at its
very best.

So this device was placed in this individual and
this is a sternal cleidomastoid, one of many techni ques that
surgeons have to reconstruct the soft tissue fossa so you do
not have a netal articul ated agai nst bone. This was pl aced
along with the flap brought up into the tenporal fossa.
Since you can't get a picture of it since it's up there in a

hole so to speak, this only shows the bar in place with the
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soft tissue flap.

Now, this is her interestingly enough five years
ater. She is one of our experience of 70 patients with
good fol |l owup, one of six that did not undergo
reconstruction wwthin two years. So when | talk about
tenporary, | nmean really to reconstruct these people
biologically within one year and two years at the very nost.
This person, due to two pregnanci es and ot her happy events
after being cured of a malignancy was too busy to have it
reconstructed. How well do they do over this period of
time? Very well. She's maintained her occlusion, she's
mai nt ai ned her facial form alnost doesn't |ook |ike she's
had cancer surgery. |Is the plate still in there today?

Yes, but that is on her recognition of maintaining it and
her recognition that it is reconmended to be renoved and
wi || hopefully sone day have one, nore of a biologic
reconstruction.

This is what you want to prevent by placing these.
VWhat if you place a bone graft imediately? |[|'ve addressed
that. |Incidence of infection goes up very high and you may

have positive tunor margi ns and you end up either
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chenot herapy or radiating your cancer patients. |If you put
nothing in there, you end up with patients like this because
bi ol ogically when the tissue heals the facial nerve
prol apses and is contracted into the fossa, so that when a
reconstruction is acconplished the facial nerve becones at
risk and you can develop a Bell's palsy like this is and a
per manent one at that.

Secondly, the other risk is facial deviation such
as this lady who had no real reconstruction here, has her
j aw now prol apsed and deviated to the |l eft and has an
asymmetry that makes it an inability for her to wear any
type of a prosthesis because the ridges just don't match.
As she opens, she has a nuch nore prom nent deformty and
you can see her first nolar tooth here aligns with the
m dl i ne, and of course nmakes it much nore difficult to
mai ntain these teeth as well. So her occlusion is decidedly
off if you will.

So the treatnent for this is a reconstruction
plate wwth a condyle on it and a biol ogic reconstruction.
Just with the plate, we can restore nuch of her facial

symretry. Yes, she has soft tissue loss in here, and that
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requires other surgeries, but the plate by itself brings her
back to mdline, restores continuity and in our experience
now of 70 with long-termfollowup. That sort of speaks to
the epidemology of this, we're not tal king here about every
patient. It is an unusual patient both benign and nmalignant
that require the loss of the condyle in the extrapative(?)
surgery. So this is not a large patient. W average about
10 per year that deal with the loss of not only a segnent of
t he mandi bl e but one that includes the condyle. Most
resections of jaw are able to preserve a condyle, a few are
not .

Now, what we hope to get and why we think that the
del ayed and stage reconstruction is the best is that if Dr.
Christianson really did one in a 17 year old, | would ask
t he question what happened with the growh on this child.
You have to grow by the functional matrix today, the soft
tissue matrix. Her is a 12 year old, |arge expansion,
anot her anel obl astoma, resected with the condyle. I'msorry
to go through these fast, I know we're limted on tine.

One of the devices that we are tal king about for a

tenporary articulation, if you leave this in, he is going to
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over grow on the affected side, he's not going to grow --
this plate will never grow and neither will Dr.
Christianson's prosthesis grow. Wen he finishes growh,
he's going to have his chin point over approximting his
right comm ssure and his occlusion is going to go with it.
It's going to end up into an horrific mal occl usion.

Here too is a person who did not suffer deformty
due to his ablative surgery. He too was operated on and
returned to the school framework within two to three days.
We reconstructed himw th sonething that's biologic. Now,
why is a biologic reconstruction nore preferred, well just
because it is biologic. It will adapt, it wll renodel, and
in the youth it wll grow

So one of many ways, he tal ked about rib grafts,
they're fine and dandy, but really it's sort of a little bit
neandert hal approach. W tend to use a little bit nore
noder n approaches usi ng cancel | ous marrow, all ogeneic
condyles to get a condylar norphology. This is it early on.
This is, as you can see, a young man now at this point was
roughly 14. This is he now at 24, and has shown nor nal

mandi bul ar devel opnent and growh. This is all a bone
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graft, including his condyle. Wat we would nuch rather see
in here than a piece of netal and a jaw deviation to the
opposite side. So specifically speaking to the youth, I
think it is a physiologic detrinment to put in sonething that
is not biologically able to adapt. Here he is at 24 and you
can see his chin point and mdline are on, as well as his
facial symetry.

That was the last slide | had to show you. W
sunmary is | think that with reasonabl e assurety(?) of
safety froma track record that has been very good in our
hands and that in other hands, that this for a class two
determ nation probably fits that definition best. Wthout
it, I think patients would suffer facial nerve risk,
bl eedi ng ri sk because the pterygoid plexus of veins

prol apses into the fossa, as well as deformty. Thank you.

DR. CGENCO Thank you, Dr. Marx. Are there any
guestions or comments fromthe panel of Dr. Marx. Yes, Dr.
Hef fez.

DR. HEFFEZ: | think Dr. Marx nakes very good

poi nts about the use of a -- or the need for a tenporary
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t enpor omandi bul ar joint replacenent follow ng tunor ablative
surgery and other ancillary indications. | think it's
inportant to say that these patients cry for this
repl acenent, but the raison d etre for doing this shouldn't
be an attack on Dr. Christianson because | think Dr.
Christianson's application -- there is no indication for his
application for the particular problens that we are talking
about. So we should stand alone, not on the attack of Dr.
Christianson, but on the indications for actually doing the
pr ocedur es.

But the points brought up by Dr. Marx are very
rel evant and as a surgeon, oral and maxill ofacial surgeon,
many of those sentinents about reconstructing tenporarily
t he mandi bl e and positioning it in the proper position are
echoed.

DR. GENCO Thank you. Dr. Marx, do you want to
respond?’

DR. MARX: Well, | was hopefully not attacking Dr.
Christianson personally, and if that was perceived |
apol ogi ze. That was not the intent. | was attacking the

concept that he brought out because |I think the issue becane
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confused with his presence here that his prosthesis is
really not designed for tunor and reconstructive surgery per
se and that | was defending the use as we have defined it,
rather than attacking his position. So if that was
perceived that way, it may be ny fault and | apol ogi ze for
t hat .

DR. STEPHENS: | would like to agree with Dr.
Heffez's coments and would |ike to ask Dr. Marx a questi on.
We have not done as nmany as you have, probably half as many,
but | was wondering have you had any problens that you think
are specific to the condyle piece of this prosthesis? W
have not seen a specific condyle related probl em except
perhaps in patients who have been irradiated. | was
wondering if you' ve seen problens that you think are
specific to the condyle portion of the prosthesis.

DR. MARX: No, we have seen al nbst none. Again,
t hat al nost sounds too good to be true. W have, of our
experience now with 70, one patient who has pain in the
area, but he has had both radiotherapy and additi onal
surgery there. It's difficult to determ ne what the source

of his painis. But the benefits of maintaining his jaw,
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this man lost his mandible bilaterally and only has a
floating chin segnent and due to his health risk is not a
candi date for reconstruction at this tine. So he has sone
pain there, but he is one out of 70 which is an incidence of
1.6 percent. So no, we haven't observed specific probl ens
related to the articulation of that netal joint.

DR. STEPHENS: One other question. |In a patient
who had an intracranial continuity(?) tunor, where the
m ddl e crani al fossa was resected, how woul d you reconstruct
it?

DR. MARX: That's a good question. First of all,
t hose patients are extrenely rare to have a tunor, even
squanous cell carcinoma, even rarely involved condyle and if
it's at the cranial base, generally speaking that's usually
a termnal sign. Mny of those people are not even
operated, they're radiated or right now they're usually
gi ven what's cal |l ed gammakni fe(?) radi osurgery, which is a
focused type of radiosurgery. So it conmes up very
infrequently. | can only think of one patient that |'ve had
to do that and we have reconstructed their tenporal bone

with a bone graft at the tinme, as well as a tissue flap for
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cover and a reconstruction plate with an articul ation
devi ce.

DR. STEPHENS: One other question. |In a patient
whom you m ght have positive margins after the resection,
woul d you renove the entire plate and replace it after
second resection or have you not had this problenf

DR. MARX: If you have a patient who you place one
of these in and has positive margins or --

DR. STEPHENS: Positive bone margin.

DR. MARX: Positive bone margin, yes, and you
therefore require radiotherapy is | guess your answer, or
chenot her apy?

DR. STEPHENS: Either.

DR. MARX: Yes, we have a nunber of patients on
that, even if the margins aren't positive, there are various
criteria for post-operative radiotherapy such as an N3 neck,
such as a depth of invasion greater than four mllineters.
There's a variety of criteria that are call ed oncol ogic
safety. W still radiate those patients with that plate in
pl ace, and the reason is you do get sone scatter back off of

titani um and sone back shielding, but with proper radiation
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angul ati on, neither produces a risk of dimnishing the

radi ation result, nor have we observed hi gh incidence of

ost eoradi onecrosis fromthat. So in spite of the placenent,
t hey have stood up well to both chenotherapy and radi ation

t herapy postoperatively.

DR GENCO Are there any further questions? Yes.

DR. GREENSPAN. Thank you for your presentation.
You described a wide variety of patients, different types of
tumor, different ages. Could you conmment on whether the
group, there was any simlarity at all between any of your
patients or were they all very distinct with regards to age,
tunmor type, location, radiation therapy, chenotherapy,
failure rates, or are they all very individual cases?

DR. MARX: No, you're very right. Al of these
tunmors have a different biologic potential and have
different enzynme capabilities. Every individual is an
i ndi vi dual and comes to us with anything fromal coholismto
di abetes, to other things we have to work around. |If
there's a commonality, it is a patient who has a squanous
cell carcinoma, a snoking history, has really a fair anount

of alcoholismin their history or are not really "a good
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wound heal er” and yet these plates have stood the test of
tinme sinply because of the soft tissue around themis either
preserved due to again sone of the advances in head and neck
cancer surgery or reconstructed at the tinme. Many of these
have tissue flaps brought up as that one patient | showed
you had a local tissue flap, but it's hard to genericize
themand put themall in the sanme category. They span a
spectrum of benign to nmalignant tunors and in the malignhant
tunor popul ation, a certain percentage chenot herapy and
radiation. So | can't categorize theminto a | unp.

DR. GREENSPAN. May | ask another one? You said
you did not see a high incidence of osteoradionecrosis. Dd
you see any?

DR. MARX: Yes and no. | don't want to be
nebul ous about that, yes we did, but not at the condyl ar
segment. W see that at the distal segnent of bone and it's
of no higher incidence than our incidence in the plates that
we use that have a proximl end of bone and distal end of
bone. It is very low It has inproved over tine. Wen we
as a profession began using the plates, they were nmade out

of stainless steel. The science of the plate biology was not
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as well known, so in the era of 1980 to 1985 there was an
i nci dence of about 12 percent in our hands, there is an
i nci dence of two percent since them

DR. GREENSPAN. And how many patients woul d that
be? I'mtrying to get a handl e on how nany we're | ooki ng
at .

DR MARX: If we're tal king about what pertains to
this docunent, this classification, those with a condyl ar
head on them as | said, in a ngjor tunor center, we do this
quite a bit. W average 10 patients a year.

GREENSPAN. W th squanous cell carcinom?

MARX: That would be the lion's share of them

3 3 3

GREENSPAN:  And radi ation therapy?

DR. MARX: No, about 40 percent are benign tunors
i ke the young lady with the anel obl astona that happened to
be |l arge. About 60 percent would be -- about another 10
percent woul d be osteosarcoma, 50 percent woul d roughly be
squanous cell sarcoma. O those 50 percent, half of them
woul d receive radi ot herapy.

DR. GREENSPAN. And of that percentage who receive

radi ation therapy, what percent woul d devel op an osteo?
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DR. MARX: Osteoradi onecrosis?

DR GREENSPAN:. Yes.

DR. MARX: O that segnent or of any part in the
] aw?

DR. GREENSPAN. No, no, of that segnent. In fact,
answer both questions, that's interesting.

DR. MARX: In that segnent we have had none. On
the distal margin where you really have a smaller tissue
envel ope, why don't you get osteoradi onecrosis up in the
condyl e, you had the masseter nuscle and you had the bl ood
supply plus the tenporalis nuscle that really add an el enent
of protection fromit. Distally, where you re at the
ment al faram n(?) area perhaps when radiation to the floor of
the nouth goes on there, it's usually interstitial
radi ati on, nmuch nore damaging to tissue and a thinner tissue
envel ope.

DR. GREENSPAN. Now you' ve rai sed anot her
guestion. So may | ask another question, please? So if you
-- the site where you see the nost osteo, do you think
that's related to greater dose, and if so what dose? | was

thinking that if you' re dealing wth squanous cel
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carci noma, you're probably going to get a slightly higher
dose to traditional sites such as floor of nmouth or eventual
|ateral tongue. You're going to, with field sparing, you're
going to get a higher dose to that region anyway than you
are the condyl ar region probably. Now you've added the
addi tional comment that many of them also get interstitial
radiation. What I'mtrying to get at is do you think that
where you see the osteoradi onecrosis it's actually related
to the anount of rads that are delivered that site?

DR. MARX: Well, yes.

DR. GREENSPAN:. As opposed to your inplant?

DR. MARX: Exactly, you asked ne the question
we' ve done the nost research on and what we're nost noted
for and that is osteoradionecrosis. No doubt it's nore of a
site specific and a radiati on dosage phenonenon, that is the
exi stence of the plate, we see nostly osteoradi onecrosis in
that area due to the anatony and the fact that interstitia
radi ation is much nore damagi ng to mandi ble than is externa
beam cobalt radiation for the sinple reason that
interstitial radiation is closer fromtarget to source and

you don't have fractionations. So protection against
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radiation is distance and it is healing interval called
fractionations with tinme. So if you put inplants into the

fl oor of the nmouth, the greatest blood supply to the
mandi bl e is through the |ingual periosteum about 70

percent, so an inplant to the floor of the nmouth with

radi ati on therapy is going to damage that |ingual periosteum
much nore.

DR. GREENSPAN. Do you think then you see the sane
percent age of osteoradi onecrosis in those who have this
i npl ant than those who don't?

DR. MARX: Onh, yes, it's the sanme, roughly the
sane.

DR. GREENSPAN. It's roughly the sane, and what
per cent age woul d that be?

DR. MARX: It depends on what institution you're
t al ki ng about .

DR. CGREENSPAN: No, in your experience. |'m
trying to get at sonme sort of control group, which is so
hard in the use of this type of procedure.

DR. MARX: The incidence of osteoradionecrosis in

all conmers in our institution is | ow because we specifically
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try to prevent that wth good dental care and other features
and it's around two percent.

DR. GREENSPAN. \Whet her they have the inplant or

not .
DR. MARX: \Whether they have the inplant or not.
DR. GREENSPAN. Thank you very nuch, Dr. Marx.
DR. GENCO Yes, Dr. Heffez.
DR. HEFFEZ: | think one of the |argest concerns

iIs not so nmuch the osteoradi onecrosis, one of the nost
concerns of the surgeons are the soft tissue concerns. Even
t hough there's adequate soft tissue brought to the site
follow ng radiation treatnent, many tines that soft tissue
will atrophy. But it's in the literature and ny personal
experience that one of the concerns is not so nuch the

ost eor adi onecrosi s, but the soft tissue exposure of the

pl ate afterwards.

However, please coment afterwards, | think that
the inmportant thing to realize is this is a conplication
related to the horizontal part of the plate, if you I|iKke,
not anything to do wth the condylar segnent, and that nmany

times we do resect the mandible and place a plate to hold a
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proxi mal and di stal segnent w thout concern for the condyle
because the condyle is preserved. W still have those
concerns in those cases. So what is really at issue is

whet her the condyl e segnent, addition of the condyl e segnent
adds any further norbidity to the patient. The answer woul d
be no and in your experience if you could help us out.

DR. MARX: Yes, our experience would confirmthat,
that the addition of the condyle to the plate does not add
any greater risk for osteoradionecrosis. You're right, the
problemis mainly soft tissue radiation necrosis and the
thinning of soft tissue in that area. Sone of the nodern
day flaps, the free vascular transfers, and particularly the
pectoralis major which we have published on, maintains the
nerve segnent of that nuscle so that the nuscle does not
atrophy. So sone of the nodern nyocutaneous(?) flaps |ike
the trapezius and the pectoralis major are able to bring up
the parent nerves with it so that the nuscle doesn't change.
In fact, we have nade a case for putting the nuscle back
down where it cane from and you redevel op the nuscul ar
forces that that once created. It's a nice additive thing

for sonme of our cancer patients.
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DR. GENCO Further comrents, questions fromthe
panel ? Dr. Christianson.

DR. CHRI STIANSON: | just wanted to nmake a
statenent or two. | appreciate Dr. Marx's comments, nost of
them but the conparison of the proplast teflon fossa emnis
i npl ant has nothing to do with our netal inplant. The sane
metal is used in our condylar prosthesis and nandible is the
same one used in the inplant. So there's no bioconpatible
problem The use of that versus the use of tenporal nuscle
flap or the nuscle in there, it's as different as night and
day. That tissue or tenporal flap brought down or ear
cartilage put in there has a great deal (?) for failure.

W' ve seen probably 12,000 of these inplants put in with a
hi gh degree, 90 sonething percent success. |'ve al nost
never seen that fossa cone out, but | have seen nuscle flaps
adhere and ankyl osis occur. |'ve seen grafted bone, which
has been put in there by the tons, fuse up the base of the
skull. [1've seen many, literally hundreds of perforations,
he tal ked about one, hundreds of perforations of the base of
the skull, and it comes fromputting in a netal against a

fossa whether it's got tenporal flap against it or just has
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bone against it.

So | would say this sounds good for 70 and I would
wal k right with himand repl ace sone anel obl ast omas and
sarconmas and this sort of stuff. |1've been replacing those

since 1952, and in young kids, 17 nonth old, not 17 year

olds, |I've done 14, 17 nonths. But | would never go in
there and not put that fossa above that. |If I'mgoing to
put a joint in there, | would nmake that thing a total joint,
the sane thing they do in the hip joint. | think to do |ess

than that, you're going to have to go | onger than he shows
and with nore cases than we're tal king about here and really
study it before | would ever put ny word on it. |'mnot
against Dr. Marx or Hownedica, he's done a fine job in his
presentation, but there's a great difference between that
teflon inplant which is 26(?) of themfailed and what we put
in which haven't been failing.

DR. CGENCO Thank you, further comments or
questions fromDr. Marx?

Thank you very nuch, Dr. Marx.

W wi Il now proceed to a sponsor presentation by

Hownedi ca Lei bi nger.
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|"msorry, that was the presentation Dr. Marx gave
on behalf of the conpany. Okay, now we will precede to the
FDA presentation and Dr. Susan Runner will give that.

Agenda Item FDA Presentation

DR. RUNNER. Ckay. Hownredica Lei bi nger has
requested reclassification of the tenporary mandi bul ar
condyle inplant fromclass three to class two. The
popul ation that is intended to be treated with this
tenporary condylar inplant is described as being term nal
cancer patients needing resection of the natural condyle and
prosthetic replacenent to inprove the quality of life, as
wel | as the benign tunor population that was just descri bed.

As the sponsor has docunented in their petition,
beni gn and malignant tunors involving the condyle are rare,
but do require aggressive treatnent and possi bl e eventual
reconstruction. The sponsor has based their
recl assification request on factors related to the intended
popul ation. It is inportant to bring this up, and I'm sure
you're all very nmuch aware of this, that the intended
popul ation is fundanentally different fromthe broader

category of tenporal mandi bul ar dysfunction patients. |
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think that's very inportant to realize.

Tenpor omandi bul ar joint disorders that were
recently defined by an NIH Technol ogy Assessnent Conference
refers to a collection of nmedical and dental conditions
affecting the TMJ and/or the nuscles of mastication, as well
as the contiguous tissue conponents. The conference further
stated that although specific etiologies are sonetines
apparent, such as degenerative arthritis, oftentines the
group of patients has no conmon etiology and there's no
bi ol ogi cal expl anation of this group of disorders.

The severity of the presentation of that
particul ar di sease may range from noticeable but clinically
insignificant to a debilitating pain condition or
dysfunction. And as you all are aware of the past history,
that given the variation anong the problens that are | abel ed
TMD, it is not surprising that controversy has energed over
time. Practitioners have tried a variety of different
treatments and different specialties have treated these
patients. |In sone cases, patients have inproved and in
ot her cases the results have been disastrous.

The NIH Conference specifically stated that
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surgical indications in this patient population are very
limted, so that's the TMVMD patient popul ation. Again, the
patient popul ation that woul d be considered for the
t enporary mandi bul ar condyl e repl acenent is different and
requires a different set of standards for evaluating the
i ndications for surgery and the type of inplant to be placed
and the safety and effectiveness of the inplant.

The types of concerns that FDA has about TMJ
inplants are enunerated in our guidance docunent. Now
granted, that guidance docunent is intended nore for the
inplants that were intended for the TWMD pati ent popul ation,
but many of the concerns in the guidance docunent relate to
mechani cal testing of these types of inplants and materi al
considerations for these inplants. They would be applicable
to these tenporary inplants as well.

As you' ve heard several tines today, the agency
relies on valid scientific information to determ ne the
classification of a device. A wde range of infornmation may
be considered, including well controlled studies, partially
control |l ed studi es, docunented case histories fromexperts

and significant human experience. The sponsor has provided
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references frompeer reviewed literature to support the
reclassification petition as well as Dr. Marx's presentation
t oday.

The charge then to the panel is to determ ne how
t he proposed classification will provide reasonable
assurance of the safety and effectiveness of the device. In
determ ning the safety and effectiveness, the panel wll
consi der anong ot her relevant factors the persons for whom
the device is represented and i ntended, the conditions of
use of the device, including conditions of use prescribed,
recommended or suggested in the |abeling or advertising of
t he device, and the probable benefit to the health fromthe
use of the device wei ghed agai nst any possible injury or
illness fromsuch use.

| f you agree with the reclassification petition,
you agree that there is enough information to state that
yes, the device may have risks, but these risks may be
handl ed wth special controls and a class two designation.
If you disagree with the petition, you agree that the class
t hree premarket approval is required, and a device is class

three as you' ve heard if insufficient information exists to
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determ ne that general controls and/or special controls are
sufficient to provide reasonabl e assurance of safety and
ef fecti veness.

| think after Dr. Stephen's presentation, | have
t he questions on overheads for you.

DR. GENCO Thank you, Dr. Runner. Any questions
fromthe panel or comments of Dr. Runner?

Ckay, | think that it's alnost an hour and a half
t hat we've been functioning here. | think our physiologic
demands suggest that we maybe take a five mnute break and
then we will cone back with Dr. Stephen's presentation

[Brief recess.]

DR GENCO W're going to have a presentation now
by Dr. WIllie Stephens and after that we wll have a
question and answer period and then go to the suppl enental
questions. Dr. Stephens.

Agenda Item Presentation by Panel Menber -- Dr.
WIllie Stephens

DR. STEPHENS: M presentation is | think
relatively short because | think there's been a | ot of

information presented already and | don't think that | need
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to repeat it. Howredica has submitted a reclassification
petition for the tenporary use of their mandi bul ar condyl e
inplants to be used with their reconstruction plate in
patients undergoi ng ablative surgery. The device is
intended to be used and left in place until permanent

aut ogenous reconstruction can be undertaken.

The sponsor has submtted this request for the use
of this procedure for a very narrow indication and that is
for the tenporary use in patients undergoing ablative
surgery to renove benign and malignant tunors that involve
t he mandi bl e and condyle. The condyle inplant, this is
essentially a marriage of a class two and a class three
devi ce, because | believe the mandi bul ar bone plates are
classified class two and the mandi bul ar condyle will be or
has been placed into class three. | think that it's the
condyle portion that we're primarily interested in.

There is probably sonme confusion which | wll
speak to briefly about the reconstruction for total
t enpor omandi bul ar joint reconstruction and the use of the
condyl e prosthesis and bone plate for tunor reconstruction.

In patients who are undergoi ng tenporonmandi bul ar joi nt
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reconstruction for tenporomandi bul ar joint disorders, only
the condyl ar head basically has been renoved. So these
patients have an intact nuscle system nost of the bone is
intact, and it's usually in a systemthat is in fact
dysfunctional and causing increased |oading(?) of the
t enpor omandi bul ar joint. These are patients who have had a
significant amount of their not only bone structure, but
usual ly nmuscle structure that has been renoved as well, and
the soft tissue structures are not in direct biologic
continuity wwth the bone plates. So these patients actually
don't have the capacity to | oad these devices to nearly the
extent that patients |oad total tenporonmandi bul ar
reconstructi ons where only the condyl ar head has been
removed.

The devices are fabricated from there are a
nunber of materials that are used for the devices that are
presently on the market, titaniumalloy is used, stainless
steel is used, chronme cobalt materials such as vitaliunm(?)
is al so used.

Patients who are undergoi ng extensive abl ative

surgery, there are basically three types of reconstruction.
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They're either imedi ately reconstructed w th autogenous
bone or they delay reconstruction w thout any type of
tenporary or internedi ate device or they have del ayed
reconstruction with a tenporary device. In this case, it's
a bone plate wth a condyl ar head.

The reasons for del ayed reconstruction, which
won't go into in detail as Dr. Marx has, but are quite
conpel ling. |Inmediate reconstruction in patients,
particularly those who have intraoral comruni cations, have a
very high infection rate. The possibility of the need for
additional surgery if there are positive margins is there.
There is often the need for tissue recovery or for the
treatment with radiation therapy, chenotherapy and by
del aying the surgery you reduce the risk of losing a bone
graft if it becones infected or you have to go back. Al so
if that happens, you have a wasted bone graft and a wasted
donor site.

In addition, surgery tinme at the tinme of surgery
is also inportant because these patients are often high risk
surgery patients and increasing their surgery tine at the

time of their initial reconstruction is sonetines
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counterproductive. The reasons for using a tenporary
prosthesis is again it prevents soft tissue collapse, it
makes the secondary reconstruction nuch easier potentially
sparing vital structures such as the facial nerve, |ingual
nerve, vascul ar structures, prevents deviation of the
mandi bl e to the opposite side. And | think also it's
particularly inportant for these patients, particularly with
tunor surgery, it allows themto have nuch better
masti cati on and speech during a healing period and their
self image is better and risk of depression and these types
of contributions to healing conplications is greatly
reduced.

| think that the application has been well
presented and | don't think there's anything else | have to
add.

Agenda Item Open Committee Discussion and Vote

DR. GENCO kay, thank you very nuch, Dr.
St ephens. Any comments, questions of Dr. Stephens?

DR. DRUVMWOND: Can | just ask a general question?
How many peopl e per year are we tal king about?

DR. STEPHENS: | would say it's probably between
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100 and 200 | woul d thi nk.

DR MARX: [Of mke.] |If you include all the
centers in the United States, | think it's sonmewhere between
400 and 500.

DR. DRUVWWOND: They all would want to use this
inplant then. Are we talking a device or are we talking
surgi cal techni que or discussion?

DR. MARX: |I'mnot sure | understand your
guesti on.

DR. DRUVWOND: |If there's a popul ati on base of 400
or 500 people who m ght be available to use this type of
device, would all surgeons use this or are we talking
surgeons training to use it?

DR. MARX: You're never going to get all surgeons
to use anything.

DR. DRUVWOND: | al ready know t hat.

DR. MARX: | would estinmate and specul ate to you
that the majority of surgeons would use this type of a
reconstructi on because there's nothing else that is
conparabl e in an acceptable fashion. There are few

alternatives to this. DR. DRUVWOND: But is there a |large
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group of surgeons who believe not to do anything?

DR. MARX: Not any nore if | could use that term
The reason is |I've been in this business for 20 years. Wen
I first started as a young buck, the cancer surgeons that
day had the attitude of "cut themand | eave themf. Due to
patient's demands and know edge of better biol ogic
reconstructions and hopefully results that |I've shown you,
patients' demands and nodern day trained surgeons really
don't leave patients with deformties as nuch as they used
to. There are still a few people who will not reconstruct
yes.

DR. STEPHENS: | think the nunber of patients who
m ght choose another type of reconstruction is higher than -
-t he nunber of surgeons who ni ght choose anot her
reconstructive nethod is higher than the nunber who woul dn't
reconstruct at all

DR. DRUVWWOND: But we're still talking two
operations ideally.

DR. MARX: Two operations ideally, yes.

DR. BURTON: | would just like to comment. |

woul d agree with Dr. Marx that is has decreased radically
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but it certainly is institutionally driven, training driven
and geographi c, however you want to describe it. But there
are still a nunber of people out there who ascribe to what
woul d be ol der schools of thought who do not reconstruct
these at the tine initially. So again, you' ve got a pool,
but the nunber who potentially could receive this is bel ow
t hat nunber.

DR. HEFFEZ: \When we tal k about two operations,
you have to realize just for clarification purposes the
first operation is to extrapate(?) the tunor and you're
placing the inplant at that tinme, so it's not as if there is
a trenendous additional time involved in reconstructing the
mandi bl e at the tine of the primary surgery. So the second
surgery is what we're tal king about reconstructing the
patient |long-termw th an autogenous bone graft.

DR. MARX: Two operations are nmany tinmes better
than one. |If you do a | ong cancer operation sone of the
ni cer studi es have shown that the greater the blood | oss the
hi gher the recurrence rate is for squanous cell carcinoma
due to a lot of theories. But one operation that's |engthy

in time and has greater anesthetic risks and nore bl ood | oss
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is nore detrinmental to that patient than two well planned
staged surgeries that have a nore definitive outcone. That
may be phil osophical, but it has been ours, and I think that
the results have tended to be nuch better with a two
control | ed stage procedure.

DR GENCO Dr. G eenspan.

DR. GREENSPAN: Yes, could | have sone
clarification whether we're tal king about reclassification
of all mandi bul ar condyle inplants for this special
popul ation or are we just tal king about this particular
titaniuminplant?

MR. ULATOWSBKI: It's all particular inplants
within that classification group for that particul ar
i ntended use.

DR. GREENSPAN. And Dr. Marx, could you just
rem nd ne, you were tal king about one specific one, weren't
you?

DR. MARX: | was tal king about one specific one,
but | have experience in the others as well. They are
within a classification that there is not a great deal of

difference to themin biologic product. | think it would be
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appropriate to put themtogether.

Now, | was surprised to see Dr. Christianson here
and his prosthesis because they're designed differently.
That woul d be an outlier. That would be a different design
and one that I'mnot particularly in favor of or have really
t hought well to use.

DR. GREENSPAN:. If | could just ask another
guestion, you tal ked about titanium havi ng advant ages over

stainless steel when it cane to scatter during radiation

therapy. |Is that correct, did | hear that correctly?
DR MARX: | don't think | said that, but there is
a slight advantage. Stainless steel still does very well

clinically, but there is |less scatter of radiation with
titaniumthan there is with vitaliumor stainless steel.

DR. GREENSPAN. Thank you very nuch.

DR. MARX: Al three of which are within an
acceptable franework. There is scatter, there is back
shiel ding so to speak, but the degree of affect on the final
out cone has been within acceptable limts.

DR GENCO | seemto recall we were given a paper

by a Japanese group and they did 34 cases. They did
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stainless steel and titanium | think the statenent was
made that the titaniumwas not |asting as |ong, or nore
prone to fracture. Has this been your experience? |s that
a potential problemwth the titanium the |ack of --

i ncreased fracture.

DR MARX: Titaniumw ||l fracture sooner and nore
often than will either stainless steel or vitalium but
that's why with this particular product and nost of the
ot her conpanies, a grade four titaniumis used which is nore
fracture resistant. Mst of the fractures in the early
titani um products cane out of the AO Synthes(?) group, if
coul d use that nane, and they had sone design errors. Those
have been inproved wth tine.

DR. CGENCO  Anot her question along those |ines.
Anot her issue that was brought up in that particul ar paper
was that if you did subsequent radiologic investigation of
tunor recurrence that titaniumcould be used because it
didn't scatter in the CT scan, whereas stainless steel or
cobalt did. Is that sonething --

DR. MARX: That's quite true. |If there is any

detrinment to non-titaniumalloys is that both stainless
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steel and vitaliumw Il scatter MR, in fact you can't use
MRl in stainless steel because of the magnetic fields. 1In
vitaliumit's a little bit iffy so to speak. Sone MR
specialists will and will not. It will scatter CT scans.

DR. GENCO \Whereas the titaniumnmuch |ess.

DR. MARX: Much less, and it's not been a
detrinment to pick up recurrences and for post-operative
eval uati ons.

DR. GENCO Along the lines of now | ooking at this
as a generic group, are the others that are out there on the
mar ket al so titaniunf

DR. MARX: Yes, to ny know edge, all of the
corporations who manufacture plates are using titanium
There is no nore vitaliumor stainless steel.

DR. CENCO Grade four titaniunf

DR MARX: | can't be sure of that. G ade four
know i s what the Howredi ca Lei bi nger Conpany uses. | think
the lowest they're using is grade three for any other
comnpany.

DR. GENCO Thank you.

DR. HEFFEZ: There are different systens to



231

reconstruct the condyle, but what's inportant to nention and
I need maybe Dr. Marx to coment is that some systens use
standard screws to hold the horizontal piece into the
mandi bl e. QO hers use special type of screws which are
designed not as traditional screws, for exanple, the
Thorpe(?) System | think it's inportant that if we
consi der | abeling the product because we're approaching this
froma generic point of view, is that there has not been
really a testing of those type of screws and that we shoul d
be cautioned to use standard screws in securing the device.
DR. BURTON: Isn't that addressed | think in the
war ni ngs though, at least in their application, because it
says that tenporomandi bul ar condyl e inplants from one
manuf acturer nust only be secured using associ ated bone
plate screws and drills supplied by the sane manufacturer.
I think the coorment that Dr. G eenspan nade earlier is the
fact that the plating systens thenselves are already the
two(?) and what we're really at is the condyl ar extension of
that, as really the three conponent that we're | ooking at,
is that correct?

DR GENCO It sounds like we're ready to go to
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this suppl enmental data sheet which gets to sone specifics in
an orderly fashion. |If you would like, we could do that
soon.

DR DRUVWOND: |I'mtrying to |learn sonething here
today. |If you did not have these "tenporary inplants" and
could not repair the jaw with bone, what would you do?

DR. MARX: You woul dn't have too nany ot her
choices. You would let the nmandi ble, as the term goes,
sw ng free and you woul d have jaw devi ation and scar tissue
that would form That was one of the points I was making.

DR. DRUVMOND: There are no other titaniumor any
i nplants that you can use to replace the condyl e?

DR. MARX: You can put a plate in wthout the
condyl ar apparatus, but then you would have still a
devi ati on because it wouldn't sit in the proper position.

It wouldn't be able to maintain the continuity. So the only
other alternatives are to literally wire sonebody's jaws
t oget her until enough scar tissue forms to hold it, which is
roughly three nonths, which is difficult for patients to
endure and still their jaww |l collapse to the affected

side. The other alternative is to put on external skeletal
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pins called the Joe Honora(?) Systemor its variations where
you have maybe two pins sticking in the cheek bone, the
zygoma, two in the mdline of the synphysis and you have an
external plastic bar, somewhat unsightly. It holds the jaw
in the correct position, but |eaves you with pin sites,
potential for infection because of a percutaneous pin
through the skin. So that's what | nean, those alternatives
have been not very acceptabl e.

DR. DRUMMOND: So this classification is any netal
i npl ant that replaces the condyl e?

DR MARX: | don't knowif it's any nmetal inplant.
It isa--1 wuld recoomend a 2.4 or 2.7 netal plate
because smaller plates will tend to fracture.

DR. DRUVWWOND: Ckay, but basically it's an inplant
that's made out of an inplant material, usually netal, to
repl ace the condyl e tenporarily.

DR. MARX: Right, correct, yes tenporarily. The
proper term shoul d be stabilization bone plate with a
tenporary condylar articulation head to it.

DR. STEPHENS: | would just |ike to nmake one

comment and | think that it's inportant because a | ot of
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this revolves around the ol d tenporomandi bul ar j oi nt
reconstructions and the problens that have been seen with
this device have to ny know edge, and certainly in our
practice, not been related to the condyle itself but
primarily to the plate, plate fractures. | don't know if
Dr. Marx has had any problens with the condyle, but we have
two or three patients who have had sone problens with
mobility that require physical therapy and the therapy after
radi ati on therapy. But I think that's an inportant part of
the thing for us to consider in going forward.

DR. ALTMAN. M question is really what is
tenporary. | don't have a problemw th this product, but
sonebody may cone along |later and say instead of doing a
class three, we're going to call it a tenporary repl acenent
so they don't have to do the PMAs. Does FDA have a
definition of tenporary as |less than five years or can
anybody just call it a tenporary and say well nothing is
forever? Are we opening up the door when we're classifying
just tenporaries?

MR. ULATOWBKI: Let ne defer to Susan on that.

I"'mnot sure we have a firmdefinition, but it mght be a
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clinical situation

DR RUNNER: | don't think we have a firm
definition. | think we would be | ooking to you for sone
gui dance in terns of what woul d be tenporary, but you have
to realize that these tenporary prostheses are fundanentally
different in structure than the total joint replacenent
devices that are on the market. These devices have a | ong
bone plate extension and they just totally -- you couldn't
use in these types of patients, you couldn't use the typical
TM) total joint replacenent type of device. | suppose you
coul d envision the scenario where sonebody woul d take one of
those ol d devices and add a | ong extension and call it
tenporary, but | don't think that would fly. It would not
be --

DR. GENCO Wuld it be reasonable to say that
tenporary or not tenporary is an independent consideration
fromthe classification? | can envision a classification of
a tenporary that could be class one, two or three.

DR. ALTMAN: | think if we're asking sonebody to
do labeling, is that not a tinme when we would say that

tenporary, that it would say this is not recomended for
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nore than one year's tine, | nmean require that for tenporary
or two years -- DR. GENCO That woul d be part of the
cl ass two special controls, yes.

DR. ALTMAN:. We're just |ooking at what was
recomended and that wasn't recomended.

DR GENCO Well, are we ready to | ook at the
guestions and then naybe go through the suppl enental data
sheet because | think --

DR. MARX: Can | give the panel just sone input,
our definition of tenporary which nay be useful to you, our
definition of tenporary marries the bi omechanics of these
devices along with the biology of the different tunors.
Generally when we want to reconstruct a cancer patient, 70
percent of people who wll fail a cancer surgery and devel op
recurrence do so within the first year, 90 do so within the
first year. So if I would have to put a nunber on this, it
woul d be two years -- tenporary neans two years or less. |
know there are going to be outliers in this obviously Iike
t he one patient | showed you that didn't want it renoved and
keeps it in for years, but we recomend two years or less it

be repl aced.
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DR. ALTMAN. What |'m asking a manufacturer to put
on the label that this is not recomended for nore than two
years.

DR. MARX: | think two years would be a very
reasonabl e nunber to pick

DR. GENCO Thank you. GCkay, Susan, would you put
the questions up for us just to refresh our nmenories about
what we shoul d be considering. Perhaps you could go over
t hese and rephrase them and neke the enphasis where you
t hi nk we shoul d be concerned, Susan.

DR. RUNNER: The first question for you to
consider in your deliberations is are the benefits and risks
associated with the tenporary use of these devices in tunor
resection patients established? If so, identify the
benefits and risks of this device for the tenporary use in
tunor resection patients. | think your discussion has
general |y addressed those questions unless you have any
further additions.

DR. GENCO  Anybody have any further conments
here? Just to go over the risks, Deborah brought up the

possible intrinsic radiation necrosis, and you're convi nced
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that that's not an increased risk fromthe data quoted by
Dr. Marx.

DR. GREENSPAN: | woul d very nuch appreciate the
comment from our other oral surgeons as to whether his
coments, his experience is obviously very wide, that's one
of the risks I would be concerned about and maybe can be
addr essed under special considerations of collecting
i nformati on.

DR. STEPHENS: | have not see it as a problem
particularly for the condylar portion. The problemwth
radi onecrosis or a proximal stunp(?) of this, but I've not
seen a problemrelated to the condyle.

DR. GREENSPAN. But neverthel ess, the success of
the reconstruction depends on its weakest points and that's
why | asked Dr. Marx, and he is probably gone(?), to just
el aborate on that.

DR. CGENCO Any other risks that have cone up,
asi de fromthe obvious surgical risks and risk of
recurrence, but not related to the device?

PARTI Cl PANT:  Fracture.

DR. CGENCO R sk of fracture, Dr. Marx tal ked
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about the type four titaniumas being | ess prone to fracture
wi th data.

DR. HEFFEZ: | think you still have to nention the
risk of fracture, because as the piece is work hardened, you
will increase the risk of fracture. You have to nention
t hat . DR GENCO So that is the consideration Dr. Marx
gave us with respect to the bionechanical as well as the
bi ol ogi ¢ considerations. You shouldn't |eave themin nore
than two years because they do risk fracture after that, is
this what you're saying essentially?

DR. HEFFEZ: In ny experience, the risk in |eaving
it longer is nore soft tissue perforation rather than the
fracture of the plate.

DR. GENCO (kay, so there's a third risk, soft
ti ssue perforation for --

DR. HEFFEZ: That's related to the radiation of
the soft tissues and the functioning of the soft tissue
matri x noving over the plate.

DR. GCENCO And it's a late event.

DR HEFFEZ: In ny experience, it's a |ate event.

Anot her consi deration, a bi onmechani cal
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consideration, is if you notice the condylar head is screwed
to a plate, so it's not one continuous piece. Therefore,
one has to consider the | oosening of screws related to
attaching the condyle segnent to the other piece that's

attached to the nmandi bl e proper. That's again a nechanica

DR. CGENCO Is this theoretical or has that been -

DR. HEFFEZ: | have not seen it, but it's
sonet hing to consider.

PARTI Cl PANT: | haven't seen it either.

DR. GENCO Ckay, so have we covered the risks
then? | think the benefits are clear. W' ve gone over
those three or four tinmes. Thank you.

DR. RUNNER: The next question was is it accurate
to name or |abel this device as tenporary based on its use
in clinical practice.

DR GENCO Are we clear on that? Anybody want
further discussion? Ckay.

DR. RUNNER: Nunber three is, is it necessary to

define tenporary use of the device. |If so, how woul d one
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define the tenporary use of the device?

DR. GENCO W have a suggestion of two years.
Anybody di sagree with that or have a nodification of that?

DR. HEFFEZ: | think two years is a good anount of
tinme, but you have to qualify it indicating that in sone
ci rcunst ances dependi ng on the nedical condition of the
patient, or the state of the disease, a nore prol onged
period of tinme nay be necessary.

DR GCENCO So if we state it as no nore than two
years, that wouldn't allow the flexibility. Somebody would
be in jeopardy if they went three years, but they may have
good bi ol ogic reasons to do that.

DR. HEFFEZ: Right, exactly, | think you need to
| eave sone qualifier

DR. GENCO Dr. Marx, is that reasonabl e?

DR MARX: | agree.

DR. RUNNER: The fourth question is given the
potential that the device could remain in the patient for an
extended period of time or in effect remain as a pernmanent
i mpl ant, what additional risks are involved? Wuld this be

an inpedinment to the reclassification of this device into
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class two for tenporary use? |If so, what additional
informati on or data woul d be necessary to reclassify this
device for tenporary use?

DR GENCO Is the increased risk of fracture
after two plus years?

DR. HEFFEZ: In ny experience, no.

DR. GENCO No. kay, what is the answer to the
guestion in your mnds then? |s there anything that woul d,
with extended use, that woul d suggest this should not be
class two, that extended use should indeed be tested as a
class three for PMA. | think that's another way of putting
this. Anything you would like to see tested as a PVA
relative to extended us?

DR. HEFFEZ: | personally believe that with
extended use, there's a greater risk for soft tissue
necrosi s or dehiscence, however that is not related to the
condyl e segnent and is related to the horizontal portion
which is used traditionally in ablative surgery to hold the
segnents.

DR GENCO So we're arguing that a class three

PMA woul d not answer that question.
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DR. HEFFEZ: That's correct.

DR. CGENCO The chances are the answer woul d be
it's not the condyle, it's the plate.

DR. HEFFEZ: Exactly.

DR. STEPHENS: And that's a small risk relative to
t he benefit.

DR. BURTON: | would concur with that, but |ike I
said it's the horizontal conponent of the plate that you
al ways have problens with. The condyl ar segnment, because
again it has nore soft tissue that has [word lost] and a
sufficient blood supply that that does not show the soft
ti ssue necrosis.

DR. HEFFEZ: Thank you. W should say al so that
if you | ose the horizontal conponent you | ose the condyle
conponent. | nean we shouldn't be ignorant of that fact.

DR. DRUVWOND: Can | ask a question then? |If
you're worried about fracture, do you want to eval uate
fatigue of this material, because the longer it goes the
nore fatigue there's going to be, the nore susceptible it
will be to fracture?

DR HEFFEZ: I think that has been studi ed because
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that material has been used for bone plating for other
pur poses.

DR. DRUVWOND: O this size though? This |ooks to
be rather |ong and narrow.

DR RUNNER: If | can conmment, bone plating
applications typically request sonme sort of nmechanical bench
testing.

Fifth, are there sufficient data to establish
appropriate special controls to adequately control the |evel
of risks and to provide a reasonabl e assurance that the
devi ce can be used effectively?

DR GENCO | think we've heard several of those,
tenporary, used in conditions where there optinmally would be
a second surgery. Qhers?

DR. HEFFEZ: The statenent nade by Hownredi ca
Lei bi nger dated February 5, 1997 |ists several |abeling
suggestions on its second to | ast page. | suppose these are
i ndi cations, techniques and indications that should be
followed in order to mnimze the risks and | think they
shoul d be incl uded.

DR. RUNNER | think there's also the guidance
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docunent, which is a very typical special control, which has
information that we would |i ke to know about any inpl ant,
and that already exists and can be nodifi ed.

DR. PATTERS: [Of mke.] | would recommend
patient registries [words [ ost] patients involved here and
the need to track the overall performance of this inplant.

DR. GENCO Further comrents about that, special
controls? Okay.

DR. RUNNER: | think you' ve basically answered
this question already. |Is it of sufficient valid scientific
evidence to show that the tenporary mandi bul ar condyl e
inmplants for use in tunor resection patients can be used
Wi th a reasonabl e assurance of safety and effectiveness
wi thin class two under special controls?

DR. GENCO Any conments? It seens that there are
at | east two i ndependent studies, fairly big series, that
substantiate this, neither of which is associated with the
conpany, neither is conpany studies as | read them

Okay, it looks like we've cone a way then to
understand what's being requested. W could either go to

t he suppl enental data sheet, fill this out, and then cone to
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a notion or entertain a notion now and then we can go to the
suppl enmental data sheet. Yes.

DR. PATTERS. | will nobve acceptance of the
petition.

[ The notion was duly seconded. ]

M5. JEFFRIES: | would like to hear sonething
definite. Have you really identified the special controls?
Have you stated them for docunentation purposes?

DR. GENCO Ckay, | think nmaybe we can do the sane
as we did before, as part of the discussion of this notion
we can go with the supplenental data sheet and get the
specificity, would that hel p?

M5. JEFFRIES: Right, we need docunentation
t hough.

DR. GENCO (Ckay, good. Any general questions?
Then | woul d suggest we go to the supplenental data sheet
before we take the vote. Ckay, all right let's proceed.

So, the generic type of device is a tenporary
mandi bul ar condyl e i npl ant, does that describe it? That's
how Hownedi ca Lei bi nger described it, but | heard Dr. Marx

use other termnology. |Is there a better term nol ogy?
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DR. HEFFEZ: Can you repeat the term nol ogy?

DR. GENCO  Tenporary mandi bul ar condylar -- or
condyl e inplant, tenporary mandi bul ar condyl e i npl ant.

DR. HEFFEZ: | need a clarification. You're
saying the indications aren't tagged to that.

DR. GENCO Wl l, nunber four would be indications
for use. W' re just tal king about the generic type of
device. The idea here is that it should cover all those out
there on the market and future devices for the sane purpose.

M5. JEFFRIES: | knowit's contained(?) -- the
identification would include the nanme of the device and the
i ndications for use, that's what you're used to seeing.

DR. HEFFEZ: Right, because | woul d be concerned
that with just the title, that it would be utilized for
general tenporomandi bul ar joint reconstruction.

DR. GENCO Oh, | see what you nean. You woul d
like to see in the description of the device the use, to be
absolutely sure that it's clear, the use. | see where
you're comng from

DR, HEFFEZ: O at least say for specific

i ndi cati ons.
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M5. JEFFRIES: That is covered by nunber four. |If
you answer four, the description of the device becones one
and four together. It's always a device for an intended
use.

DR. HEFFEZ: Ckay. You cannot therefore advertise
the device as being a tenporary condyl e device w thout
mentioning the indications?

M5. JEFFRIES: That's correct.

DR. HEFFEZ: Ckay.

DR. GENCO | think two and three are obvious.
Let's go to four then, indications for use prescribed,
recomended or suggested in the device | abel that were
consi dered by the advisory panel. Does sonebody want to
start listing those?

M5. JEFFRIES: Well, the petition says tenporary
use in tunor resection patients, period.

DR. GENCO (Ckay, that's it. Any other?

DR. HEFFEZ: One could nmake an argunent in a
severe traumati c case such as a gunshot wound an evul sive(?)
wound t hat one could nmake an argunent for

DR STEPHENS: I would leave it with tunors. I
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t hi nk once you open the tenporonandi bul ar joint you can get
into trouble. | would leave it there for now

DR. GENCO What do the panelists feel? Dr.

St ephens nmakes a point.

DR. BURTON: | agree with Dr. Stephens. | think
that | would rather leave it at just the tunor at this
point. When you start, as soon as you put an extra
descriptor in there, you're going to open the door and
that's what |'ve been afraid of on this one fromthe
begi nni ng.

DR. STEPHENS: | think there are other
reconstructive options often tines in those cases anyway,
because that's a different subset than what we're talking
about here.

DR. BURTON: A whole different classification of
patient.

DR. CGENCO Ckay, all right. Identification --
any risks to health presented by the device? First general,
are there any general toxicity, any general concern about
heal th adverse effects?

DR HEFFEZ: The material has been used
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extensively for facial fractures and other reasons, so |
woul d say no.

DR. GENCO So general, none.

Now, specific hazards to health? These are now
the special controls. GCkay, so | nade a list -- we were
di scussing risk of fracture and I'm not sure how you felt
about that. |Is that a problemor not, risk of fracture?

DR. HEFFEZ: In ny experience, it's a low risk,
but it exists.

DR. GENCO What is the characteristic or feature
of the device that's associated with that? Mybe this is
the place to make sone statenent about the type of all oy.

DR. RUNNER: | think the answer to that would be
covered in the guidance docunent where we request certain
mechani cal testing and docunentation of materials.

DR. GENCO (kay, so it would be the
characteristics of the material, the bionechanica
characteristics of the material.

DR. RUNNER: Right, and the size.

DR. GENCO (Okay. Happy with that?

Soft tissue perforation.
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DR. HEFFEZ: Dehi scence.

DR. GENCO Dehi scence? And the particular
property of the device that's associated with that?

DR. HEFFEZ: | don't know if it's particular to
the device, it's nore so the nature of the tissue bed that -
- specifically post-radiation. You're nore likely to see it

follow ng radiation patients. So it's not innate to the

materi al .

DR. GCENCO So there's no feature of the device
per se. Is it the horizontal bar that inpedes blood flowto
the flap or --

DR. HEFFEZ: It's essentially the soft tissues
nmovi ng or stretching progressively over a |ong period of
time over a rigid bar that causes the dehiscence.

DR. GENCO Ckay, so that's the characteristic of
the device, the rigidity.

DR HEFFEZ: Al right, well, yes, | guess so,
yes.

DR. GENCO W're trying to answer these
questions. | also heard | oosening of the condyl ar conponent

fromthe rest of the bar, the screws?
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DR. HEFFEZ: | think you have to nention | oosening
of any screws related to this device because it would | ead
to failure of the device, whether it was on the horizontal
conponent or the attachnent of the condyle to them

DR. GENCO So the conponent would be the screw
and its design and |l ength, et cetera.

DR. HEFFEZ: Ckay.

DR. GENCO And that's probably dealt with in the
gui dance as wel | .

Any ot hers?

DR. HEFFEZ: | would consider, and |I wel cone ot her
opi nions, the problemw th CT scanning and MRl related to
these. In ny experience, the termis signal noise when it
refers to magnetic resonance i nagi ng. Wen you refer to CT
scanning, you refer to scatter artifact. The netal,
al though titaniumis significantly better than all other
metals, it can interfere with the interpretation of the film
if that specific section is eval uated.

DR. GENCO And the particular characteristic is
t he?

DR HEFFEZ: It nmakes the filmless readabl e.
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DR. CGENCO The device has either scatter or the
noi se characteristic --

DR. HEFFEZ: On the CT scan woul d cause scatter
artifact or on a magnetic resonance inage cause signal noise
which would interfere with the interpretation of the inages.

DR GENCO And this is inherent in the property
of the netal ?

DR. HEFFEZ: Yes, and different netals create
di fferent degrees of noise or scatter artifact.

DR. GENCO Any ot hers?

M5. SCOIT: | have a question. There were |
bel i eve sonme risks identified in the petition and | was
wondering if the panel felt as though those risks should be
listed or addressed.

DR. HEFFEZ: One of the risks is that they do --
it is preferable that some soft tissue be placed at the
| evel of the glenoid fossa so that the interface is not
metal to bone, that there is some tissue lying there. It
could be the natural disk or sonme transplanted tissue.

Failure to do this it's possible that you could have
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resorption of the glenoid fossa or mgration of the condyl ar
segnment into the bone. | personally have not observed it.

DR. GENCO Any others?

DR. HEFFEZ: The incorrect placenent of the device
can lead to contral ateral joint problens due to adaptations
that are occurring in the contralateral joint to nmake up for
i nadequate function on the side that was -- let's put it in
better words or words -- contral ateral joint dysfunction
related to the reconstruction procedure.

DR GENCO Is there sonmething inherent in the
material or the device that |leads to that?

DR. HEFFEZ: No, it's the technique or the nature
of the disease.

DR. GENCO | nean if sonebody made the horizonta
extension too narrow, too short?

DR, HEFFEZ: If he made it too short, it would
result in a deviation of the jaw, which would therefore
stress the contralateral side, so it would be inappropriate
t echni que as opposed to inherent to the material.

DR. GENCO (kay, so the device used with an

i nappropriate technique could |lead to that.
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DR. HEFFEZ: That is correct.

DR. BURTON. | think what you're addressing, as |
said, is both that they listed in the petitioner's docunent
about changes in contral ateral joint and mal occl usi on.
Those are not inherent to the device. That is really nore
of a technique problemw th the surgery to produce that, so
it's not device driven, it's actually technique driven.

DR. GENCO So the device doesn't actually shrink
causi ng that --

DR. BURTON: The device does not actually cause

t hat .

DR. GENCO  (Okay, further controls?

DR. HEFFEZ: One other control | would put inis
that it should not be resterilized. | don't know if that

woul d be part of standard procedure, but if it was fitted
into the -- and found to be not an accurate fit and anot her
one was selected, that that material should not be
resterilized.

DR GENCO Is it because of the porosity that we
heard about before? | know that was another material, but

is there sonething intrinsic about this titaniumthat it
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can't be sterilized?

DR, HEFFEZ: No, it can be resterilized, however,
the problemis if the material gets scratched in sone way,
there can be sone enbedding of tissue in it or bacteria and
if inmproperly cleansed afterwards the protein would just
remain on the netal and be inplanted in the next patient.

DR. GENCO Ckay, so the characteristic is the
surface is easily scratched, which neans that it m ght be
more difficult to clean and sterilize and that's a uni que
feature of titanium

DR, HEFFEZ: | would say yes, titaniumis a soft
metal in general.

DR. BURTON: Is it possible just to specify that
it's a single use, single patient item probably would be --

M5. JEFFRIES: Not to be reused.

DR. BURTON:. Yes, not to be reused.

DR JEFFRIES: That could be a | abeling.

DR. BURTON: Yes, it could just be | abeling issue
and that would elimnate that problem

DR. STEPHENS: | think we need to specifically say

that this is not to be used to treat TMD as wel |l .
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DR. HEFFEZ: | think that would be a wi se thing.

DR GENCO What is the problen? | know there's a
problem but put it into terns. In other words, what is the
hazar d?

DR. STEPHENS: This device is not to be used for
the treatnment of tenporomandi bular joint --

DR. GENCO What's the hazard of using it for TMD?

DR, STEPHENS: |It's specified specifically for
tenporary use for tunors.

DR. GENCO | would just say here's a specific
hazard to health, what's the hazard to health of using it
for TMD? It doesn't correct the problem neakes it worse?

DR. HEFFEZ: Mbst of the people with TMD have
normal masticatory forces. Wen you | ook at this subset of
popul ati on, many of them have lost their -- they're unable
to generate the sane degree of masticatory forces as a
t enpor omandi bul ar joint patient traditionally does.
Therefore, they are nore likely to cause | oosening of
conponents or resorption or enbedding of the condyle into
the gl enoid fossa.

DR. STEPHENS: And the condyl e head portion should
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not be used al one.

DR. GENCO Ckay, are we getting on to item nine?
So any other hazards? W've got risk of fracture, soft
ti ssue dehi scence post-radi ation, |oosening of screws with
subsequent failure, interference with CI scan and MRl . |
can't read ny witing here -- oh, netal to bone contact to
be avoided in the fossa, and contral ateral joint
dysfunction. And then we've listed --

DR. BURTON: And probably mal occl usi on, probably
changes -- probably contral ateral joint problens and
mal occl usi on we probably actually fit into one because
probably one causes --

DR. GENCO (Ckay. Then the surface characteristic
reuse, sterilization potential for transm ssion of
infection, and then the use in the normal nasticatory
pati ent where the | oosening or resorption can occur, the TMJ
use.

Ckay, any ot her hazards?

kay, let's go to now the recommended advi sory
panel classification priority. Okay, classification, that's

the notion. The notion is to accept Howredi ca Lei binger's
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recommendation for transfer fromclass three to class two.
Are we ready to vote on that?

M5. JEFFRIES: Can | interrupt? You haven't
establ i shed your special controls. | think you should go
back, the general questionnaire has a section seven in which
you choose special controls. WMaybe you should specify that
bef ore people vote so they know what they're voting on, to
state the special controls.

DR. GENCO Ckay, were they nore than the control
of those eight --

M5. JEFFRIES: | think you need to say | abeling
gui dance docunent, those are basically the two. Identify
them for the record.

DR. GENCO Ckay, so | abeling and gui dance
docunent that addresses the specific hazards |isted above or
sonething |ike that.

DR PATTERS: | still suggest a patient registry.

DR. BURTON: | would agree with that. | think
you' re tal king about a small enough group here. Again,
nobody even really knows how many of these would be used or

could be used or would be used | ooking down the road. The
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registry would give you that kind of docunentation |ater on.

DR. GENCO  Okay, thank you, Ms. Jeffries. So to
address these specific hazards, appropriate |abeling --

M5. JEFFRIES: You're identifying as speci al
controls --

DR. GENCO -- | abeling considerations, guidance
docunents that are already in existence and in addition to
that a patient registry.

MS. JEFFRIES: Ckay, great. | just wanted
everyone to know what they're tal king about.

M5. SCOIT: The panel may identify anything that
t hey think woul d be appropriate as a special control for
this device.

DR. GENCO Ckay, any others?

kay, let's proceed then to -- | suppose we could
go through seven, eight, nine, 10 and 11 and then go to the
vote. Nunber seven, it's an inplant, is it |ife sustaining
or life supporting, it has been classified other than class
three what are the reasons. So | guess we have to take the
vote first because it's a class three. Yes, okay.

Are you ready to vote? Any further discussion
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then on the notion to accept the reclassification?

Ckay, let's go around the table again. Let's
start with -- okay, we ended up with Dr. Saxe, let's start
with him

DR. SAXE: | accept the notion.

DR. GENCO Ckay, Dr. Marshall?

PARTI Cl PANT: She's gone.

DR. GENCO  Dr. Norman?

NCRVAN:  Accept the notion.
CENCO  Dr. Burton?

BURTON: Accept the notion.
GENCO  Dr. Stephens?
STEPHENS: Accept the notion.
GENCO Dr. ONeill?

O NEI LL: Accept the notion.
GENCO. Dr. Greenspan is gone. Dr. Patters?
PATTERS: Accept the notion.
GENCO.  Dr. Janosky?
JANCSKY:  Accept the notion.

GENCO And Dr. Drunmmond?

T % 3 3 3 3 3 %3 3 3 3 DD

DRUMMOND: Accept the notion.
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DR. GENCO Dr. Oneill, oh, you voted, right.
Let's see, Dr. Geer is not here, Dr. Wi-Yuan is
G eenspan, and Marshall are not here.
Ckay, it sounds unani nous.

Now, let's proceed to nunber seven. If it is not

class three, why are we allowing a | ower classification and

what is the supporting docunentation and data? |Is that the

Hownredi ca

petition.

of safety.

presentation?

M5. JEFFRIES: It's the special controls and the

DR. GENCO  Special controls as we --

M5. JEFFRIES: WI I provide a reasonabl e assurance

DR. GENCO Ckay. Nunber eight is the sunmary of

informati on including clinical experience or judgnment which

t he cl assi

fication is based upon. That's the presentation

of the conpany plus the presentations we've heard and the

di scussion fromthe experts.

Okay, restrictions on use of the device. W had

quite a few of those.

DR PATTERS: Not for treatnent of TMD.
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DR. GENCO Ckay, so not for treatnent of TMD.

DR. HEFFEZ: | was just going to say that TMD has
a W de definition and sone people woul d i ncl ude neopl asi a of
the condyl e as a TMD di agnosi s.

DR. PATTERS:. 1Is there a bit nore specific ternf

DR. HEFFEZ: This is restrictions.

DR. GENCO Unfortunately, this says restrictions
so we would have to --

PARTI Cl PANT: That is a restriction.

DR. PATTERS:. The restriction would be permnent
use.

DR. CGENCO Ckay, so put it that way, restricted
to use in patients undergoing abl ative surgery for tunor.

DR PATTERS: Restricted to rather than restricted
from

DR. HEFFEZ: Don't we want tenporary use?

DR. GENCO And tenporary use.

DR. HEFFEZ: Do we have to say as defined
tenporary here in this section or no? \Wat tenporary is
defined as or no?

DR. GENCO  Tenporary use, two years? Two years
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with qualification.

Ckay, any other restrictions?

Are we hel pful here with the way we' re wording
t hese restrictions?

MS. JEFFRIES: The single use or the non-reuse,
heard sonmeone nention that.

DR GENCO I'msorry, | didn't hear that.

MS. JEFFRIES: Single use.

DR. GENCO Single use. Further?

Ckay, nunber 10, we don't have to deal with that.
Nunmber 117

Now, do we deal with nore specificity on the
controls or is there sufficient --

M5. JEFFRIES: No, as long as you -- | think the
FDA wi || probably get back to you when nore specific
measures -- the gui dance docunent wi |l probably be revised
and it will be given back to you for a review | suspect
they will also have you review the |abeling. The patient
registry gets set up by another section of FDA

DR. GENCO And as you understand, this would be

done by mail or at another neeting?
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MS. JEFFRIES: | suspect -- well, Susan, it's up
to you.

DR. RUNNER | suspect we would present it at a
subsequent neeting.

DR. GENCO Ckay. That brings up -- are we
finished nowwth this issue? That brings up the question
of subsequent neetings. Panela, every ready with
organi zation here would like us to get our cal endars out.

Susan, there are itens that now you know t he panel
shoul d be addressing shortly is that why we're doing this?

DR. RUNNER: No, but we need to have the dates
preset in case sone issues do present thenselves in the next
year.

DR. CENCO So does that nmean we should do several
for next year or just the next one?

DR RUNNER: | think Pamw Il do four.

M5. SCOIT: | believe the first or the next
tentative date we have set was May 21 through 23.

DR. GENCO (Ckay, is that a bad day for anybody
el se but ne? That's all right wwth nme, I'msorry.

M5. SCOIT: It was also in the, unfortunately I
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don't have ny notebook where | wote it down, but it was in
the cover letter that we sent to everybody, May 21 through
the 23. That seened to be okay with everyone's cal endar,
particularly the voting nenbers.

The next date | believe was in July, the 7 through
9 -- you have 14 through 16? Okay, July 14 through 16. W
have a conflict. And Novenber 3 through 5. Gkay? So we
have May 21 through 23 as a tentative date, July 14 through
16 tentatively, and Novenber 3 through 5.

These are tentative dates set by FDA for panel
nmeetings. W do this for the purposes of the public. [If we
decide to have a panel neeting, we wll announce it in the
Federal Register, if there are issues that need to be
brought to the panel and if not, then we will not schedule a
panel neeting for those dates.

DR. ALTMAN: Panel a, how soon in advance wll we
know if we're not neeting like in May?

M5. SCOIT: W usually make a deci sion about two
nonths -- we try to nmake a decision two nonths before the
schedul ed date as to whether or not we are going to have the

nmeeti ng.
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DR. GENCO  Ckay, any ot her business?

M5. SCOIT: | would just like to rem nd the panel
menbers to hand in the nmeno regarding the disposition of the
materials that were sent to you. That neno was sent to you
inthe last nmail-out. To nmake sure that you hand that in to
me, or if you're going to be sending your naterials back to
FDA, to nmake sure that you nmail that neno back to us.

DR. PATTERS. Excuse ne, Pam in returning
materials to FDA, reprints that are in those materials, they
don't need to be returned? They're not considered
confidential? Reprints of scientific articles.

M5. SCOIT: No, | don't believe so.

DR. PATTERS: W can keep those or dispose of
t hose?

SCOTT:  Yes.
GENCO.  Are we finished?

SCOTIT: Yes.

T 5 3D

GENCO. | would like to thank everybody,
especially Dr. Heffez and Dr. Burton our specia
consultants. Pam you did a wonderful job and | thank you

very much for your help. [If it wasn't apparent, this was ny
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first time on reclassification two and | would like to thank
Susan and Timand Ms. Jeffries for your patience. Thank
you.

M5. SCOIT: | would like to thank all the panel

menbers for com ng out and assisting us in handling these

two issues here. | would also like to thank Dr. Genco for
taking on this task. | think Dr. Genco did a very nice job
in handling the neeting. Also, | would like to thank al

the FDA staff who were involved in preparing this neeting.
[ Wher eupon at 4:10 p.m, the neeting was

adj our ned. ]



