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i nduces this enzynme in crowded cells. Again, it wuld be
val uable to determne the specificity of these effects by
conparison wth other cell types.

In sum this paper shows that increasing
concentrations of P-15 stinulate attachnent and
proliferation of human dermal fibroblasts. In order to show
specificity of this particular peptide, it would be
necessary to conpare these results with a control peptide,
perhaps a 15-amno acid peptide with scranbled but identical
am no acids. Another possible control is a 15-amno acid
fragnment of collagen shown in the earlier screening studies
to not bind fibroblasts. The defined serumfree conditions
of in vitro attachnment and proliferation assays are, indeed,
val uabl e for elucidating cellular nmechani sns of growth, and
t hese data may suggest utility for in vivo effects. On
their owm, thee data may have |imted significance to
i npl ants because of the small magnitude of the denonstrated
effects in vitro and because of the presence in vivo of
serumand nultiple cell types. Nevertheless, these studies
are of sufficient interest to warrant in vivo testing.

An abstract by Moses et al, entitled, "Synthetic
Cel | - bi ndi ng Peptide, P-15, Effect on Human PDL Fi brobl ast

Attachnent," did not include quantitative data but stated
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that PDL fibroblasts spread equally rapidly on
P- 15- cont ai ni ng bovi ne-derived hydroxyapatite as they did on
dem neral i zed bone and on m neral -containing freeze-dried
bone, but nore rapidly than on untreated hydroxyapatite or
other materials including other hydroxyapatites, polyners,
coral, and glasses. It is not possible to evaluate these
condi tions because the data were not submtted. It was only
in abstract form

An unpubl i shed manuscript by Parsons et al. is
entitled, "Type 1 Coll agen Cell-Bi ndi ng Anal ogue Mdifies in
Vi vo Response to Hydroxyapatite." Bilateral 8 nmm crani al
defects were made in 10 rabbits for eval uation of
bovi ne-deri ved anorgani c hydroxyapatite with or w thout
P-15. Rabbits were injected with fluorescent |abels at 10
and 14 days just prior to the sacrifice and
hi st onor phonetric analysis. The kinetic |labeling results
were not significantly different, but the static neasure of
i near bone ingrowmh was significantly different, p equals
0.04. The results were 36.3% plus/mnus 12.4 for the
hydr oxyapatite-filled defects, and 50.9% plus/ m nus 20.7 for
t he hydroxyapatite/ P-15-filled defects. Wile the
di fference between these |inear neasurenents was

statistically significant, other measures that were made,
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the percent area of the defect filled wwth the bone was not
different. That was 18.6% plus/mnus 3.2 for control HA and
17. 7% plus/ m nus 3.8 for the hydroxyapatite/ P-15. Those
val ues suggest that the study was, indeed, designed with
sufficient sanple size and power to detect differences. It
was stated in the text that bone was found around particles
of hydroxyapatite with P-15 but not around plain HA towards
the center of the defect. W saw sone very interesting
hi stol ogical slides earlier this norning. Although there
were no quantitative data to support that statenent, that
observation is of basic interest. The 2-week tinme point was
selected as a window to test for early enhancenent of bone
repair. This prelimnary study appears well designed, but
mul tiple time points, nmultiple doses of P-15, and conparison
wi th an inactive control peptide would have theoretica
benefit. It would be interesting to know whether the 40%
difference in linear ingrowth was sustained, and whet her
meani ngful differences in bone area would result at
subsequent tinme points.

That is really what | think was di sappointing in
this study, that one of the neasures, the linear ingrowth of
t he bone across one dianmeter within the defect shows

statistical significance, whereas, a test of the percent of
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the entire defect as an area failed to show a difference
bet ween the two groups.

As pointed out in the manuscript, the rabbit
calvarial defect is a useful nodel to eval uate bone
substitute materials. This direct evaluation of the effects
of P-15 on HA as a bone-filling material shows a smal
effect on linear bone ingrowh and no effect on kinetic bone
formati on or on the area of gone fill.

Recomendati on: The sponsor indicates that
OsteoGraf / CS-300 acts as a bone augnentation material in two
ways. One, the hydroxyapatite conponent acts as a scaffold
for osseous ingrowh and, two, the adsorbed peptide P-15
enhances host cell ingrowh and/or binding.

Fromthe preclinical data provided in the form of
articles and abstracts, a nunber of deficiencies were noted
regardi ng the cl ai ns:

First, the in vitro studies do not conpare the
followng: a) binding and proliferation of fibroblasts and
osteobl asts; b) binding in the presence and absence of
serunm c¢) binding wwth P-15 versus a control peptide; and d)
anal ysi s of al kaline phosphatase in other cell types bound
to the HA particles.

| don't nean to sound like this study is not of
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any value, it is just in regard to the questions at hand
with regard to the preclinical evidence of an effect of P-15
on clinical efficacy in periodontal defects. | think we
really can't rest too nuch on these preclinical studies.

Second, there are no detailed in vivo studies
show ng enhancenent of bone growth or repair by P-15.

Third, there are no |long-term studi es show ng the
fate of the inplant and of reactive bone.

Four, there were no animal data show ng efficacy
of the P-15-treated HA conpared to HA in periodontal defects
or defects that serve as a nodel for the intended clinica
appl i cation.

| raise this issue because | ooking at a sl ow node
of repair, such as the cranial defect, there is not a | ot of
marrow in there. | don't think it really serves as a node
for a patient that m ght have a clinical disorder such as
peri odontal disease, where there m ght be inflammation and
other tissue and cell types in the defect.

Fifth, the in vivo significance of in vitro
bi ndi ng has not been established. The abstract by Mses et
al. raises the concern that the studies do not show a direct
rel ati onship between in vitro binding and in vivo osseous

ingrowh for OsteoG af/N 300 and OsteoG af/ CS-300 or the
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other tested materials, such as hydroxyapatite,

dem neral i zed bone, freeze-dried bone, polyners or glasses.
In other words, the attachnment assays are very, very
interesting and they tell us a | ot about how these cells
react to the peptide, but we haven't really seen this as a
val idated surrogate test for in vivo effects on bone

i ngr owt h.

| was glad we had an opportunity to discuss the
issue of mgration, and I add this as a sixth itemor
concern, that mgration is a termthat could describe the
attraction of cells towards a source and that really is the
inplication | think that that word woul d have, not only for
basic scientists but for clinicians, feeling that a materi al
t hat was bei ng deposited in the defect sonehow attracted the
right cells to it.

Today's presentation clarified that the sponsor's
report that P-15 peptide pronoted the spreading or the
novenent of cells on the surface of the particles to which
the cells have attached. Wth regard to mgration in the in
vivo situation, | think the data show an i ngrow h of bone,
but mgration inplies |I think a cellular process that is not

supported by either the in vivo or in vitro studies.

DR. REKOW Thank you. Are there any questions?
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Dr. Janosky?

DR. JANOSKY: | actually have four or five
concerns that probably m ght be addressed in a session to
di scuss each of them separately with the sponsor, if that
woul d be an okay format to take.

| amprimarily approaching this froma statistica
and research design perspective, so | think earlier a
statistician fromthe sponsor had responded to one of the
guesti ons.

Let's return to the one question that | raised
this norning, that the mninmumdifference of detection based
on the sanple size estimation was 1 nm and al so the
unreliability was posed with a window of 1 nmm and the
standard devi ation was presented with an estimate of 1.1 mm
I f we think about those three things in conjunction, any
differences that you see, how could you tease those out from
being real differences fromerror in the nmeasurenment system
or standard deviation just in the neans of neasuring?

DR. REKOW Could you identify yourself please?

DR. YUKNA: | am Ray Yukna. Froma clinica
standpoi nt, clinical neasurenent standpoint in studies of
this type, this sort of concordance is actually reasonably

good or pretty good -- better than good. The key |I think is
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that no difference frequency, which really was the vast
majority, 80% and better, up to 90-sonething percent. The
plus/mnus 1 nmis what happened and does perhaps relate to
your question, but still within the neasurenent paraneters
and the use of a pressure sensitive probe, as we do, should
have confined the neasurenents since they were in single
units, the unit we were neasuring in, to a clinical reality
that was reflected in the data. | will turn any other
di scussion of that over to Dr. Jeffers.

DR. JEFFERS: Good afternoon. | amBarrett
Jeffers. A couple of quick things. This norning you were
tal ki ng about a couple of issues. One is the reliability
that Dr. Yukna was just tal king about, the way those results
were presented. |In general, when you see a reliability type
anal ysis, you are |looking for, you know, sone type of inter-
or intra-reliability which could be in the formof a Kappa
statistic or sonmething to that effect. Again, the inportant
thing to note here when we are tal king about this
measurenent scale, every neasurenent is going to be zero, 1
mm 2 mm 3 mmetc. That is the detection of the scale
here. So, when we are tal king about reliability, recal
that Dr. Yukna just pointed out that it was between 88% and

roughly 90%that had actually no difference in the
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measurenent. Ckay? So, if you were to convert that over to
sone type of reliability nmeasurenent via a Kappa statistic
or whatever you wanted to do, you are going to have pretty
high reliability for the neasurenent. So, again, 88-90% --
rater 1 and rater 2 cane up wth the exact neasurenent, the
sanme mllinmeters so that their difference was zero. Just by
| ooki ng at that table of nunbers, 4-6% had maybe a 1 mm
difference and the remaining had a 2 or nore mllineter
difference. So, the reliability is going to be very high
when you have 90% of the data agree exactly. Ckay? So, as
far as the reliability issue, you know, that would be a
response that I would have to that.

The trial was designed to show a 1 mmdifference
in the CsteoG af/CS-300 and the standard devi ation that was
assuned in those original sanple size cal culations was the
1.1, which is greater than the actual nunber that you are
going to detect. Statistically, any tinme you see things
al ong those nunbers, you know, with a 1 nmdifference or
greater standard deviation, it points out a couple of
things. One is, you know, you m ght have to use sone
various statistical nmethods of analysis in order to nore
normal i ze your data, which is what the statisticians at LSU

did in their analysis. They used a non-paranetric approach
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for determning the differences between the three groups.
They also did transformations of the data in order to
somewhat reduce that variation that you have.

The other thing that hurts you is that to detect
t hose differences when you have nore variability going on,
you have to have increased subjects. The sanple size
cal cul ations that were done, you know, used those nunbers,
thus, indicating that it would be appropriate for the
hypot hesi s of design, neaning the 1 mm change in
Gst eoGr af / CS- 300.

| think the other part that is going on here is
that a lot of the results are stated as OsteoG af/ CS- 300
versus the other two groups. Gkay? Again, the trial was
designed to show that there was a 1 mmdifference in the
OsteoGraf / CS-300 for that soft tissue neasurenent. Wen you
are nmaki ng assunptions or conparisons across those groups,
it doesn't nmean it is not valid, but it is a secondary type
conparison. So, interpretation of those results have to be
done at that level. The sane point was pointed out earlier
by the FDA statistician. So, the statistical conparison
bet ween those groups is a valid thing to do. | nean, the
way the study was designed with the random zation schene,

all the assunptions are nmet. But you have to realize that
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it was not what the trial was powered to do. The sanple
size was for the one group of OsteoG af/CS-300 with a 1 mm
difference, 1.1 in the standard devi ati on.

One ot her quick coment, there was sone confusion
before as well with the equival ence type argunent. That is
the same type of thing. Wat we did here, it was not an
equi val ence trial per se. An equivalence trial shows that
two treatnments are roughly the same within sone error bound.
That was not what the original design of this trial was. So
when sonme of the results stated that treatnment A, the
CS- 300, and the other treatnents are greater than or equal
to or greater than, recall that those are just statistica
results that need to be interpreted that way. GCkay? It was
not an equival ence trial to actually show that treatnent B
and the test treatnment were the sane. So, any statenent
made to that effect was a semantics type error but that was
not the type of trial that we had designed here. So.

DR. JANOSKY: CGoing back to nmy original question,
| will approach it froma different perspective, but since
you just ended with the equival ence statenent let's take
that up since it is fresh on our mnds. |If | look at the
over heads that you have given today, within the clinical

hypot hesi s of the overhead that you just presented, your
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hypot hesi s was sayi ng that the conparison across these is
nore effective and/or at |east as good as. the trial was
not designed to assess this. Am1| correct or incorrect?

Then if | go back about five overheads fromthat,
you are meki ng statenents about equival ence, again conparing
across these three different treatnent arns and, again, the
study was not designed to assess that. So which data should
we pay attention to? Wich data should we attend to?

DR. JEFFERS. Again, the study was designed for
that 1 mmdifference. Okay?

DR. JANCSKY: Wthin the treatnent group.
JEFFERS: Wthin OsteoG af/Cs-300 --

JANCSKY: Right, exactly.

3 3 3

JEFFERS: -- to show that there was a 1 mm
difference, and that is where the original 22 patients cane
from

DR. JANOSKY: But you are presenting data that
conpares them across.

DR. JEFFERS: This is presented fromstatistical
hypot heses that are secondary to what the original sanple
size cal cul ati ons were done for.

DR. JANOSKY: W th the heading of clinical

hypot hesi s.
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DR. JEFFERS: Correct.

DR. JANOSKY: Right. These are the data that you
are presenting to us which, again, was not the study's
desi gn.

DR. JEFFERS. Not the study's main, primary
hypot hesis that it was powered on.

DR. JANOSKY: Right, and all | amdoing is | ooking
at copies of your overheads.

DR. JEFFERS. Right.

DR. JANOCSKY: In the order in which you presented
themto us, with the enphasis on the conparison across those
three treatnent arns.

DR. JEFFERS. Correct, a statistical conparison
which is, again, secondary and it wasn't necessarily powered
for that conparison but the design of the trial allowed
t hose types of conparisons to be done with the random zation
schene etc. So, statistically they are valid conpari sons
acr oss.

DR. JANOSKY: | would differ with that. [If |
remenber your sanple size estimations, they were done within
a group looking at a 1 nmdifference with that standard
deviation of 1.1.

DR JEFFERS: Sure.
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DR. JANOSKY: That sanple size estimation was
based on a sanple size for each of the groups.

DR. JEFFERS. Right.

DR. JANOSKY: And you are using that collectively
as a sanmple size. That is a very different and inportant
speci fication.

DR. JEFFERS. Sure. As far as sanple size and
power to detect differences --

DR. JANOSKY: That is right.

DR. JEFFERS: ~-- but if you |l ook at just how the
design is done, and the random zation schene etc., it
doesn't nean conparisons can't be nmade, and there is nothing
to be made fromthose conparisons --

DR. JANOCSKY: Conparisons being nade as secondary,
not presenting themto us as primary clinical hypotheses..

DR. JEFFERS. R ght.

DR. JANOSKY: Which is what this presentation is
gi ving us.

DR. JEFFERS: But they are secondary, correct.

DR. JANOSKY: But, again, you are not presenting
themto us, or they have not been today presented in this
way .

DR. YUKNA: Can | nake a couple of coments?
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Nunber one, when | presented the material | enphasize the
intra-patient differences frompretreatnent to
post-treatnment at the different tinme periods. That really
was, you know, one of the main focuses. |In addition, the
power analysis was originally done both ways for the
intra-patient differences as well as across treatnent
differences. So, since we needed to have the controls we
wanted to make sure that it was appropriate for both. So,
t he power analysis was actually established on both of

t hose.

DR. JANOSKY: But your only primary hypothesis was
a conparison within a group, pre to 6 nonths. |s that not
correct?

DR YUKNA: Well, | really don't know how to
answer that. | nean, yes, and other things were eval uated
as well. | nean, you know, if that is the case, yes, and we
showed that | think. But there were other data that becane
avai l able that we felt strengthened the clinical utility of

the material in its presentation and we included all those

t hi ngs.

DR. JANOCSKY: Let's leave this point again. Maybe
we wll have to cone back to it alittle bit. If I |ook at
t he conparisons across the three centers, | have seen
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sonet hing, not in what | have with nme today but in the other
supporting docunentation, that there was conparability
across the three centers, and that was al so a question that
was brought up by one of the Panel nenbers today. | have

| ost track, unfortunately, of who that was. You weren't
powered to do that conparison. So, when you find no

di fferences across those centers can we truly concl ude that
there were no differences across those centers?

DR. JEFFERS. As with any of these types of tests,
to positively conclude that there are no differences or that
there are no treatnent differences or anything el se, you
know, we cannot do. Qbviously, it is not an equival ence
trial design where you need a |lot nore centers or patients
within each center to actually prove those hypot heses. But
fromthe clinical significance and statistical significance
| evel, looking at the data, there were no differences.

DR. JANOSKY: But ny concern is that you didn't
have the power to pick up those differences even if they
were there. That relates to -- please help ne; | can't see
the first letter -- Dr. dowacki -- | think she had
menti oned about an age effect perhaps earlier as to site
di fferences and what about the age effect, and were there

age effect differences and, again, you weren't powered to do
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that, to |l ook at those differences.

DR, JEFFERS: Right, it wasn't powered to | ook at
those differences, yet, they were allowed for in the
analysis via the site --

DR. JANOSKY: But ny point is that if you didn't
have the power and you found no effects, which you say you
did, thenis it just due to | ow power that you didn't find
effects? You have no way of know ng.

DR. JEFFERS. Right.

DR. YUKNA: The only other way of knowing is
historically in the periodontal literature. There is no
evi dence that the age of the patient has any real effect on
the results of this type of treatnent, in any study.

DR. JANOSKY: Age, but then the site issue is what
| am concerned about al so.

DR YUKNA: Treatnent site?

DR. JANOSKY: Conparability across sites, exactly.
Let's sort of go into a different real mand maybe | w ||
turn the floor over to soneone else for a while. Let's talk
about the data anal yses for a second. The sanple size
estimations, | am assum ng, were based on a paranetric test.
s that correct?

DR. JEFFERS: Yes, fromny recollection. | did
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not do those; nore of a review after everything had pretty
much been done. Fromny review, that is true.

DR. JANOSKY: The data were anal yzed both using a
paranetric and a non-paranetric approach. | have seen that
numerous tinmes in here. |[If | look at the data in which they
are presented, this one chart you gave us in terns of
quintiles, clinical study by percent defect fill by
quintile. This sort of clues ne in as to why perhaps you
used non-paranetric as well as paranetric. Can you speak a
little bit to that, please? |If | see the test situation, it

| ooks like you are definitely in a positively skewed

di stribution. The negative control is definitely -- excuse
me, negatively distributed distribution. I1f | |ook at your
negative control, it looks like a positively skewed

distribution with the positive control being a synmetri cal
or binodal distribution. Going into the sanple size
estimation, these distributional shapes were not taken into
account. | amlooking at this overhead that you presented
to us today.

DR. YUKNA: Let ne answer that. This was not
intended as a primary nethod of analysis. Once the data was
accunul ated and it seened |like there was such a definitive

trend towards the effecti veness of the CS-300, we | ooked at
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the data in a variety of different ways, and | didn't nean
to confuse anybody by trying to present not just nean val ues
but perspectives on what the effect of the treatnent was
froma clinical perspective. So, this was sinply just a
pattern of the results w thout any statistical tests being

i nt ended or done.

DR. JANOSKY: That is not why | ambringing it up.

DR YUKNA: Ckay.

DR. JANOSKY: | ambringing it up because it lets
me know what those distributional shapes are. | don't have
any plots to actually see the outconmes so | amusing this to
give ne an estimate as to what that distributional shape
m ght 1 ook like. | understand that you didn't use these
val ues exactly for analyses. These |let ne know that these
are not symetrical distributions. So then non-paranetric
tests were nost |ikely warranted.

DR. JEFFERS: Right. Again, with a sanple size of
30 you are getting on that borderline of, you know, even not
havi ng the non-symetrical distributions and sone of the
paranetric statistical tests will give very close results to
t he non-paranetric.

DR. JANOSKY: But this speaks to the issue of

whet her you had an adequate sanple size or not because the
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sanpl e size estinmations were based on paranetric tests, not
non-paranetric tests, and the data seemto suggest that
non-paranetric tests are warrant ed.

DR. JEFFERS: G anted, the distributions aren't
normal Iy distributed by | ooking -- again, you know, |
haven't seen all the data, but this is not normally
distributed data but, again, the anal ytical nethods when
both were done agreed. The paranetric and non-paranetric
tests that they perfornmed on this data virtually agreed to
multiple decimal places. So, with that type of agreenent
between the two you can easily junp on one side or the other
and start arguing the non-paranetric stuff but it always
ki nd of cones back to the fact that in general these
parametric procedures performed very well even in cases when
they were not intended, and you do have sonme type of skewed
distribution. You know, | believe that is the case here and
it is not, you know, a big issue that the sanple size
cal cul ation was done with the paranetric assunptions,
whereas the anal ysis was done via non-paranetric tests or
paranetric tests. | don't feel personally that that is
going to skew any of this.

DR. YUKNA: If | may also add, it is reported in

both ways because many of our periodontal journals ask for
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that, or if you send it one way they ask for it the opposite
way. | have to take the blanme for having both tests kind of
recorded as being done, and they did agree al nost perfectly.
So, both are reported that way but, as Dr. Jeffers said,

t hey agreed al nbst exactly anyway.

DR. JANOSKY: | think it is good practice,
clearly, when we look at this distribution to report both of
them The issue | am concerned about is that sanple size
estimation.

This will be the |last one. You have ny word on it
this time. How about that?! Your post hoc tests follow ng
up fromeither the Newman- Col es procedure -- | am assumn ng
that that is a repeated neasurenent anal ysis of variance,
even though it does not state that it is a repeated neasures
anal ysis of variance. It stated pretty nmuch in all of the
reporting and all of the tables that those were
non-controll ed post hoc. Most of the tine they are actually
reported as paired t-tests. So, the standard practice is to
control the al pha when you are doing post hoc testing, or to
control the alpha V in planned testing.

DR. JEFFERS. Right.

DR. JANOSKY: Was it done and it just was viewed

as an oversight and not presented, or what was the reason
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that it wasn't done etc.?

DR YUKNA: | will address that. This was done
with a conputer programand that is the way the conputer
spit it out. Wether they took into account those things, |
don't know. The only repeat nmeasures applications are from
pre to post-treatnent within a treatnent group. Across
treatment groups it was not repeat neasures because those
don't apply. So, | can't really answer that, except that
this is the printout that we got so | presune that they
accounted for this.

DR. REKOW So | will open it for discussion. W
have a nunber of questions posed and probably a nunber of
i ssues that could be addressed. Are there particular things
that you, as a Panel, want to begin with? W wll start
with Mark Patters.

DR. PATTERS. If | understand this correctly, you
submtted this material originally to FDA as a 510(k), and
FDA cane back to you and said, because you incorporated this
15-am no acid sequence linear peptide, that there is no
appropriate predicate device to base a 510(k) on and you
have to submt this as a PMA. AmI| correct in that?

DR TOFE: Yes.

DR. PATTERS. So, therefore, in nmy mnd the reason
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we are here today is because you put this peptide on your
hydr oxyapatite. Had you not done that, you would have had
an approved 51(k) already on the material. So it seens to
me it is incunbent upon you then to establish in additional
studies the utility of this peptide.

Now, quite clearly, it was pointed out in sone of
the materials that | have read that trying to incorporate an
addi tional paranmeter, such as the N-300, in the existing
clinical trial would require patients that required four
bone grafts, which is really unreasonable, and | conpletely
agree. You would still be |ooking for patients that net
that criterion

On the other hand, FDA does not ask you
necessarily to submt only one study and certainly other
studi es coul d have been designed to ask that very question.
| personally feel that it is incunbent upon you to provide
the FDA and the Panel with this information given that it is
t he whol e basis for the need for a PMA. So, that is where |
am com ng from

DR. REKON Dr. Amar, did you have sonet hi ng?

DR. AMAR There was sone concern raised earlier
and | read the material and the docunentation, with the

shelf life of the material. Has anything been done in terns
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of that. | understand that the accel erated agi ng studies
are under way. |If the sponsor could informus as to what
the shelf |ife would be?

DR. TOFE: The shelf |life studies are conpleted
and validated, and a three-year shelf |ife has been
docunented. Three years.

DR. REKON M. Larson?

MR. LARSON: Just a comment that there is a |ot of
focus here on the issue of the P-15, and | can understand
that focus froma scientific basis and, indeed, even froma
clinical basis. | amnot quite sure of the answer to this
dilemma but | want to bring us back to the regul atory
pur pose of our being here, and that is to judge the safety
and effectiveness of the device as submtted. The fact that
OsteoG af/ N exi sts should not be particularly inportant to
that decision. |If this device were submtted as this
conbi nation of HA and P-15 and OsteoGraf/N didn't exist
woul d our thinking be different? It mght not, but | just
want to conme back to that regulatory issue of safety, which
| believe we pretty nmuch can see is the case, and
effectiveness, and then the question of how effectiveness is
eval uat ed.

Then, of course, there is the issue of the
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| abeling and clainms, and that is the other area of concern.
But for the primary question maybe we need to refocus a
little bit.

DR. TENENBAUM Again, | do conplinment you on the
design of the study but | still find that, irrespective of
whet her OsteoG af/ N existed before or not, as a clinical
scientist | would still look at this as a vehicle carrying
P-15 and, therefore, | would ask the question what is the
P-15? What is this biological agent that is supposed to
have bi ol ogical activity doing on this vehicle and what
woul d happen with vehicle, i.e., HA alone? So, one could
suggest, although | think it is very unlikely, what if P-15
i nhi bited healing versus OsteoGaf/N because it attracted
fibroblasts or sonething like that rather than osteobl asts?

So, that is still something that | find of
concern, that we are tal king about a material wth a
putative biologically active agent and, yet, we do not know
how that is contributing or if it is contributing in a
positive or negative fashion to healing. So, | still feel
it is inportant sonehow to address that fourth arm as it
were. | agree 100 percent that you couldn't do it in single
patients with nore sites, and | think that this is a well

executed study to initially show that OsteoG af/CS has the
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effects that you have denonstrated but you still have to ask
the question, | think, howit would conpare to the vehicle
al one.

DR YUKNA: Well, it is certainly doable. It is a

gquestion of practicality and clinical utility. But I
presented in one of ny first slides, the historical
precedent for HA studies in which the routine defect fill is
about 50% and, you know, the attachnent level gainis
relatively mnimal, and the HA and the GsteoG af/N is not
likely to performany differently than those other HA
studies in periodontal defect.

Agai n, having been in this area of research about
25 years, this stands head and shoul ders above consi st ent
def ect response over any of the materials, including several
different brands of HA that | have evaluated in simlar
situations in the past. So | agree with you that on a
head- on, one-to-one basis that has not been done, but from
the 12 or 13 studies that were included that did HA
previously, there is certainly a dramatic difference.

(Slide)

DR. TOFE: The question of OsteoG af/N keeps
comng up and | ama strong believe in what the market tells

you. We engaged Harbor and Associates to do sone narket
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research for us, |ooking at periodontal surgery and grafting
materials, specifically to try and quantify and give us a

cl ue about what type of nunbers of flap procedures are done
in a clinical practice out there. Wat they did was, in
essence, for the year 1996, they gave us a report that
basically said that in 1996 there was approximtely 1.4,
1.36 mllion osseous surgeries and graft procedures.

Then they did the next step and they broke it down
totry and differentiate between the nunber of flap
procedures that had a graft material and the nunber that
didn"t. As we can see, obviously, as Dr. Yukna pointed out,
wi thout graft under surgical debridenent it was 54% So,

t he negative control is debridenent, the standard procedure
which is utilized by the clinical conmunity. The grafts, as
a whol e, represented 45%

| f we broke that down further, which we didn't in
the study, we saw the next | argest group and that is
al lografts representing 264,000. In other words, the
practice, the clinical utility was related to our positive
control and our negative control.

As | said, the market dictates the utilization of
materials. And you can see wth the GsteoG af/N, though

must admt it was surprising to nme, there was only 21,000 or
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1. 6% procedures of all the flap procedures that had been
utilizing just the "N' natural matrix. That was it. The
clinical utility and how to deal with what is out there
bei ng used out there in the clinical comunity is
debri denment and all ografts.

DR. PATTERS. Wuld you be adverse to a

post - approval study to answer that very question?

DR. TOFE: No, | would not. | think it is an
academ c question though because, like | said, the reality
is -- | hoped that the preclinical data had answered the

question of were we |ooking at an effect of the matrix, for
| ack of a better word. | think Dr. Larson's comment is
correct. You know, we seemto be focusing on the N. But if
we were | ooking at this sinple conponent for the inorganic
and conponent for the organic irrespective of that, the data
woul d speak for itself. But froma scientist's point of
view, absolutely not, but fromclinical utility it doesn't
real ly make nmuch sense.

DR. REKOWN Dr. Jordan?

DR. JORDAN: | amtrying to understand your
rationale on this slide. Please don't nove it. Correct ne,
| am hearing you say that GsteoG af/N wasn't used because of

its not being used very nuch.
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DR. TOFE: Yes, | don't know why it is not being
used.

DR. JORDAN: Ckay, that is what you are saying.

DR. TOFE: Yes.

DR. JORDAN: But, now, isn't the peptide being
used? To ne, if that is the case then why would you use it?
You are giving nme an argunent to not have this product
because you are using this product with this very unutilized
one. | don't understand.

DR. TOFE: No, what happens is that the peptide
product is obviously not on the market today.

DR. JORDAN: Right.

DR. TOFE: This is just the matrix. Wat we are
trying to establish is that the matrix is a matrix, and the
peptide added to the matrix takes it fromover here to,
hopeful l y, having sone clinical utility in the sane arena as
the freeze-dried bone. But itself, it is over here. But
with the presence of the peptide it is nore up here where
allografts are being utilized.

DR. JORDAN:. Based on what?

DR. TOFE: Basically what | amsaying is that the
matrix itself, the CsteoGaf/Nis just a particul ate

material. It has limted utilization in flap procedures as
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it is today in the marketplace. The najority use is
debri denment, the negative control, or the allograft. Those
are the materials which are utilized because the clinical
community obviously feels that they are either effective or
the allografts don't do nuch and debridenent is fine.

DR. YUKNA: Well, the other point to that is that
GsteoGaf is an HA and all of the HAs are sort of classified
t oget her and probably act the sane, as | tried to address to
Dr. Tenenbaum s question, and the clinical results with
t hose have not been as good as sone of the other materials,
the allograft etc. So, the choice of clinicians today woul d
not be towards a plain HA materi al just because the
literature and the trend seens to be towards the allograft
whi ch theoretically has BMP that it releases in these
wonder ful concentrations and great things happen, which has
not been proven yet at all in the human periodontal defects,
except for one study. So the usage reflects the fact that
it is aplain HA. |If you can add sonething to that that
woul d change the body's reaction to that material and
inprove the clinical results, then that is sort of the
product that we tested clinically and the conpany devel oped.
So the OCsteoGraf/N -- it could have been -- | don't know,

Cal ci Tech HA or whatever probably, and the peptide could
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have stuck to that just as well and been used as a product
as wel | .

DR. JORDAN: You brought up the issue of the
market. So, if | take fromthat argunent that you are now
goi ng back to the market and saying we have i nproved
GsteoG af/ N but we haven't conpared it --

DR. TOFE: W aren't saying we have inproved
OsteoG af/N. OsteoG af/N doesn't exist. W are talking
about OsteoG af/CS, which happens to have a cal ci um
phosphate matri x, which happens to be a xenograft. W have
a matrix that we have a | ot of experience with which is
sinply a matrix. Forget the nane, a matrix to which we
added the P-15. That product is the OsteoGaf/CS. The
ot her product, the N, is out there but the clinical
community has determ ned that HA per se, as Dr. Yukna said,
whether it be this, that or whatever, is just not overly
effective in that particular indication. Wen you do a flap

procedure, obviously you are putting in sone type of a graft

material. AmI| answering your question?
DR. JORDAN: No. | amnot sure and | don't want
to bel abor the point but, again, | amgoing fromthe

perspective that you introduced, in terns of the nmarket --

you brought in the issue of the market and if | go fromthat
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perspective, fromthe market, and you are now going to
present this fromthat perspective | still don't understand
your rationale for the new product being any better since
you are conparing it to this. Wy would a dentist want to
use this product as opposed to GsteoGaf/N? | nean, you
haven't conpared the two.

MR. LARSON: May | just nmake a brief comment?

DR. REKOWN Go ahead.

MR. LARSON: As | see it, the conpany is bringing
before us this product which is an HA matrix with P-15 on
it, and that really has to be our focus. So, while I
recogni ze scientifically that, yes, we do want to see the
other information, and maybe postmarket surveillance is the
way to do it or a postmarket study, but the device is the
conbination. That is it.

DR REKON Dr. Trummel had a comment.

DR. TRUMMEL: Is it safe to assune that you
believe that OsteoG af/ N 300 was not different than any
ot her HA out there on the market and, therefore, you would
assune that the historical HA performance was what one woul d
see if you, in fact, tested OsteoG af/ N 3007

DR. YUKNA: Froma clinical standpoint, probably

yes. That has been shown with variations on the HA thene
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--porous, non-porous, resorbable, non-resorbable, whatever.

DR. TRUMMEL: So there was nothing particularly
uni que about OsteoG af/N 300 from Cal ci Tech --

DR. YUKNA: It is a xenograft rather than being an
al l opl ast, but basically the chem cal nmakeup of it and
everything else is the sane. You know, our first evolution
of the synthetic graft material was about 15 or 16 years
ago. Now we have the allografts which have al ways been
around. We have gl asses and we have other proteins, and we
have devel opnents of inprovenents in sone of the basic
things we tried initially and, to ne, this is another
i nprovenent. But | think the reaction in the periodontal
environment, in the periodontal defect, would be, | would
venture to bet, the sanme as any ot her HAs.

DR. STEPHENS: There are a couple of things that
bother ne. One of the things is that the small anount of
sal es of the OsteoG af/ N seens to be used as the reason for
-- it seens to ne that the snmall anmobunt of sales is being
used to justify the fact that it doesn't work well, and it
seens to me that that is being done without us really
knowi ng what the scientific performance of the material is.

The other thing is that | amnot sure that it

makes sense to lunp the performance of all HAs together, and
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| suspect that if you had HA manufacturers in the roomthey
woul d take exception to that, |unping porous and non-porous,
and | think that even other manufacturers of bovine-derived
HAs with different proprietary processes would probably take
exception to that. So, | think that putting them al
t oget her and using the conbi ned perfornmance of HAs is not
hel pful to us here.

DR REKOWN If | can take the Chair's prerogative
t hough, | think that the conparison that needs to be nade
is, isit better than -- no, that is not true. 1Is this
material safe and is this material effective in treating
adult periodontitis. Wether or not it is better, the sane
or different, does this stuff work and is it safe is the
real bottomline question that we need to address. Dr.
Jor dan?

DR. JORDAN: That is a good question. In terns of
t he nunmber of people who were studied, nmy question is, is 31
a sufficient nunber to be able to, on a statistical basis,
give an answer to that and, again, is there a need to have
this gender and ethnically studied as well to be able to
give an answer to that, as well as age-w se? W have 31
people. For me, 31 is an extrenely small nunber to be

basing this nunber on, period. So | would need help from
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i ndustry, the Panel or the FDA in ternms of this, if that
nunber, 31, sufficient. Can you take one person who is 71
and then market the whole country based on that? Are we
confortable with that nunber, and does that one person
represent -- doe we need nore? |s there a need for gender,
ethnic etc. studies?

DR. JANOSKY: Probably about 30% of the questions
that | was bringing up today actually were trying to get at
whet her that sanple size estimate was appropriate or not
appropriate. Based on the responses | got fromthe sponsor,
| amstill not convinced that that a priori derived sanple
Size estimate, given the results that they found, was
adequate. So that would be ny bottomline unless perhaps
there is some other information that woul d be hel pful at
this nmonment.

DR. REKOWN Wul d the sponsor respond to that?

DR. YUKNA: The comrent has to be that we had
input fromthe FDA fromthe very begi nning and were approved
for an "n" of 22 to acconplish the study. W discussed it
with them The "n" was increased to account for dropouts
and, in fact, we were allowed up to 40. So we ended up with
30 patients which was satisfactory for us to even begin the

clinical protocol. Now, after the fact to cone and say that
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wasn't what we really neant or what we really intended is
sort of inproper.

The other thing is that this is not a drug study
per se; it is a device study and in the periodontal
envi ronment, periodontal studies, this nunber of patients
for an internally controlled, self-treated, 3-armstudy is
tw ce as many as any other study in the literature. Even
the recently approved Endogain had slightly |ess nunber of
patients in their clinical study. So we feel that, yes,
gender was equally distributed. The age distribution was
given just if there was a question that everybody was in the
younger age group. Adult periodontitis is above 35 years
old. As | said earlier this norning, in our literature
there really is no appreciable difference or detectable
difference in healing response over tine for these types of
procedures in younger and ol der individuals. So, every way
we | ooked at it, every piece of advice we got, for this type
of study to evaluate a device in periodontal defects this
was a nost appropriate nunber of subjects, a nost
appropriate sanple size and nost appropriate study
popul ation for the indications that are clainmed, which is
strictly adult periodontitis.

DR. JANOSKY: If we go through sanple size
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estimation procedures, just to sort of renenber what we all
know, we go forward with a lot of estimates. Things aren't
certain, because if they were why would we do the study?
So, we go forward with a |ot of estimates. Then soneti nes
we do interim anal yses; sonetinmes we do interimsanple size
estimations to see whether those estimtes were on target or
not on target. So, the issue | would raise to you and the
question | would pose is if you think about those origi nal
esti mates and now where you are, how far off were you?
Then, what inpact would that have on sanple size estinmation?

| ssue one, reliability: the sanple size estimation
presunmed that you had 100% accurate reliability.
I rrespective of which estimte we use, we know that you had
| ess than 100% which is acceptable in sonme real ns but what
i npact does that have on sanple size estimtion?

| ssue nunber two, what hypot hesis was being
i nvestigated? And that was wthin your test not across the
t est.

| ssue nunber three, what was the standard
deviation? And if | look at the estimates for the standard
devi ati ons of what you obtained, were they realistic with
the 1.1?

| ssue nunber four -- and | amlosing track so it
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m ght be issue nunber five -- |ooking at what statistical
tests were used and whet her they were appropriate or not?

So, if you could address that issue that probably
woul d be a best approach. G ven all of those estinates, how
far off were you, and what inpact would they potentially
have on that a priori sanple size estimtion?

DR. YUKNA: The standard deviations in the
clinical measurenents we nade were a little bit greater than
what we presuned. M understanding is that if the sanple
size was not sufficient we would not have shown the
statistically significant change within treatnents
particularly. So, the fact that we did kind of establishes
that the "n" was satisfactory, in ny understanding of this.
Dr. Jeffers may add to that. | personally feel very
confortable with the way the study was done, with the sanple
size and the distribution of patients, age, gender,
consi stency across treatnent centers, etc.

DR. JANOSKY: Along with that is that issue of
generalizability which was just raised in terns of
distribution of patients typically seen, in terns of age, in
terms of gender, in terns of race, whatever it m ght be.

You didn't do random sanpling. You did random assi gnnment of

the treatnment conditions in terns of order, but clearly,
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given the research study, you couldn't do random sanpling
whi ch woul d assure you generalizability to the popul ation.
So, could you address that issue? Ws that sanple size
estimate appropriate for generalizability of the results to
the patient pool? W are talking about a mllion or so
patients -- | forget the nunbers -- that are out there that
coul d possibly be treated. So, that is the other issue of
sanpl e size estimation, the generalizability of the

fi ndi ngs.

DR. YUKNA: Again, | wll repeat that | think that
given the nature of the patients that were treated and that
they were sel ected because they net certain criteria to get
into the study as far as disease state and other factors,
the distribution of age, gender, anything you want, the
depth of the defects and everything else, to ne, nakes it
generalizable. | personally, clinically, ethically and
professionally do not have a problemw th these nunbers
conpared to what we have based a lot of our treatnment on in
the past. | nean, they are head and shoul ders above that as
far as the nunbers of patients, the consistency of the study
and the distribution of patients, distribution of defects,
etc. So, | amsorry if | can't answer any better than that.

DR. TOFE: Wth all due respect, we have the two
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LSU statisticians, we have our own contract statistician and
we have the FDA statistician, in fact, just recently we have
had a statistician fromthe Anerican Acadeny of

Peri odontics, who reviewed the manuscripts, all agreeing
with the approach, for lack, of a better word. | understand
your concern but | don't know where to go.

DR. JANOSKY: If | read through the letter from
the FDA statistician | mght come up with a different
concl usion than you just did though.

DR. REKOWN Are there any ot her concerns or
gquestions that the Panel has?

(No response)

There are two ot her questions that were raised by
Dr. Betz, and | was in error before, the | atest version of
the questions is the one that has FDA on the front that is
i n your package.

One that we sort of hinted at, and I want to nmake
sure that all the conversation has been finished, is whether
or not the stated presence of P-15 establishes a claim
whet her inplied or direct, of clinical utility and clinical
effectiveness for this device. It is probably the
ef fectiveness issue that should take precedence. |Is there

nore di scussion that needs to be had on that, or has the
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Panel

pretty much figured out their opinion of these things?

DR. TRUMMEL: | have a question, if | my, about

t hat procedure.

DR. REKOW Yes, please.

DR. TRUMMEL: |s the Panel going to vote on each

one of these six questions, or howis this going to be

resol ved?

Panel

Then

MS. SCOIT: The Panel questions are offered for
di scussion to assist FDA in addressing these issues.

after the Panel has di scussed and provi ded

recomendati ons regardi ng the questions, then the Panel wll

actually take the vote on whether or not they believe the

PMA i

s approvabl e or approvable with conditions, and so

forth. Wen we get to that point I wll read a ful

statenment on options that the Panel has in ternms of voting

regardi ng the PMA

sure

DR. REKOWN | just heard those words and | am not

that | understood the answer. You want us to make a

recomendati on on each of these questions? GCkay. So, we

wi |

go to nunber one, which is one that we really have not

addressed in very nuch detail. Does the nane "CS" for cel

stinmulating constitute a device clain? Can | hear sone

wor ds and recommendati ons?
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DR. PATTERS. | have heard you say, Dr. Tofe, that
"CS" stood for cell stickiness, then | thought cel

stimulating but | haven't seen it in your witten materials

anywher e.

DR. TOFE: And you are correct.

DR. PATTERS. | have a car that says "LXI" on the
back but | don't know what it neans. It is just a
designation. |Is this a designation or does it nean

somnet hi ng?

DR. TOFE: | have had six years of Latin, and what
"CS" neans is "cytostagin" and that basically canme up one
ni ght after having a nunber of beers with Dr. Bhatnagar.
That neans cell sticking. That is what "CS" neans. It was
al ways neant to be "cytostagin," which neans cell sticking.
Wen we tal k about cell stinmulation, it was the definition
we gave before -- attraction, mgration, differentiation.
You have seen in the actual PMA that we used the word
cellular activity. It is semantics.

DR. PATTERS: Did you have a particul ar fondness
for those two letters, or could we take sonme other two?

DR. TOFE: | don't know.

DR. REKOWN Are you using "CS" sinply as the

| etters or are you using the words in any of your
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literature?

DR. TOFE: No place in the | abeling or anywhere
are the words nentioned cell stinmulation. |In the actual
i ndi cation and no place in the |abeling do we nmake this --
can understand the concern about a claimof cel
stinmulation. There is nothing in the | abeling whatsoever.
CS, unfortunately --

DR. REKOW It is |like the "LXI" is that what you
are sayi ng?

DR. TOFE: It is just because of the cel

sti cki ng.
DR. STEPHENS: What does the "N' in N-300 nean?
DR. TOFE: The "N' in N300 nmeans natural, mneaning
natural |l y-derived material. Wat we tried to do for the
clinical comunity -- |ike, exanple what | showed you on

t hat pi nwheel, we have D for dense material; we have LD for
| ow density. W tried to get sonme sinplistic way so that
clinicians would have | ess difficulty understanding the
various types of options.

DR. PATTERS. One nore point, Dr. Tofe, you
woul dn't put the approval or disapproval of your product on
those two letters, would you?

DR TOFE: No.
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DR. PATTERS: You are flexible on those?

DR TOFE: Yes.

DR. PATTERS: That is what | thought. Thank you.
DR GLOMCKI: | think the semantic issues are

really a part of all of this because | amquite wlling to
accept the fact that the clinical study was designed to
determ ne whether CS-300 was as effective as dem neralized

banked-bone is in treating periodontal defects. However,

there is the notion here that the P-15 adds sonething to the

ceram c apatite, and | think that is where we are getting
into sone discussion about what is the conparison. To say
that it enhances cell growh or cell attachnment and,

therefore, ingrowmh of bone and treatnent of a periodontal

defect is, for ne, the basis of the confusi on about what the

clains are. To ne, cell stinmulating, cell stickiness,

enhanced cell attachnent are all device clai ns.

DR AMAR | amputting nyself into the shoes of a

periodontist although | ama little bit of a periodontist,
and explaining and trying to do a bone grafting for a

patient and explaining all the options, and comng to the

pati ent and sayi ng we have DFDBA, we have this and that, and

this material, and the patient conmes back and says, "what

inside of this material?" It is the dentist or the
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periodontist who is in charge of explaining the label in
this particular event and not the patient understandi ng what
is inside. Wat is the periodontist supposed to say to the
patient?

DR. YUKNA: Patients ask us all about that, as you
know. "Is the bone safe? Wat isinit? Wat is it mde
of ?" M answer would be that it is a basic bone-Ilike
material; has the same chem cals of bone, to which a snal
synthetic material has been added that appears to have sone
positive effect, and given the other choices that we have it
woul d be ny recomrendation that this is what we use. It
appears to be conpletely safe and it seens to be at |east as
effective as the other things that we would have on the
market, with the potential that it may be better. That
woul d be ny expl anati on.

DR. AMAR  And, again, this is just because of the
| abeling of P-15, a synthetic peptide, that in fairness of
the patients we have to disclose sonething to.

DR. YUKNA: | agree. | disclose everything. CQur
consent format the school and privately says that because
we have a lot of patients that mght not |ike the nature of
t he bovine, or mght not |like the porcine derivative of the

bone, we have to disclose the source of the material and
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what is init. That is a given in any good clinical
practice consent formor patient-doctor interaction.

DR AMMR | amstill alittle confused as to what
we need to disclose to the patient in ternms of "CS" or P-15

or anything like that.

DR. YUKNA: | gave you how | would explain it to a
patient. | think every clinician would have a different
approach. | tell themthe conponents and what the origins

are of those conponents.

DR. PATTERS: Ray, | agree with al nost everything
that you just said, except you said that the P-15 has been
shown to have sone positive benefit. What was the data that
supported that?

DR, YUKNA: | said m ght have.

DR. PATTERS. What is the data that supports that
it mght?

DR. YUKNA: The in vitro and in vivo information
that | reviewed and, again, the clinical experience with the
mul ti center study seens to indicate sone additional things
are going on. At the very worst --

DR. PATTERS: | agree but what are they?

DR YUKNA: Well, that the cells may be attracted

nore preferentially; that we seemto eventually end up with
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a nicer result. At the very least, there is alnbost no
downside to it. In fact, there is absolutely no downside
that | can see to this material and, given that it mght be
equal or have the potential to be better -- the sane reason
we used dem neralized freeze-dried, it has the potential to
be better than sonme of the other materials and that is not
proven. |If you |ook at our studies, as you know, there is
not hi ng that shows up better than anything el se so far.

DR. PATTERS: Thank you.

DR TOFE: | think it may help the discussion if
we read what we supplied to you all for the indications and
uses so you can understand what we have in the |abeling:

OsteoGraf /CS particles are intended to be used for
the treatnment of intrabony periodontal osseous defects due
to noderate or severe periodontitis, period.

DR. REKON And the labeling is in this thing that
is in your handout. So, do | hear a consensus that the "CS"
in the nane needs to be carefully taken care of by the
clinicians but that there is nothing inplicit in what the
conpany i s saying that suggests a claim other than the fact
that the clinical studies as they have shown them in their
estimation, provides an advantage to the patient? 1Is that a

consensus?
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DR GLOMCKI: No, | don't agree with that because
| think the P-15 peptide is identified as a cell attachnent
peptide and, therefore, inplicit init is that it is a claim
that there is an attachnment effect by adding that into the
pr oduct .

DR REKON Okay. | ama little confused if we
are tal king about one or two.

DR GLOMCKI: | amtal king about one. CS, cell
stinmulating, is a device claim-- cell stickiness.

DR. TOFE: Excuse ne again, our |abeling does not
say that. | understand where you are comng from Dr.

A owacki, but there is nothing in the labeling related to
this cell stimulation or the confusion around it or what is
potentially clained. 1In fact, if you |look through the
conpl ete PVMA docunent you don't see the words cel
stinmulation per se. | nean, it is not there; we don't use
it. The labeling is: intended to be used for treatnent of

i ntrabony periodontal osseous defects due to noderate or
severe periodontitis, period.

DR. GLOMCKI: If FDA wants to change that
guestion, then we can consider a different question. | am
tal ki ng about that question.

DR. REKON As it appears on the screen.
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MR, ULATOAMBKI: TimU atowski. It is inmportant to
recogni ze that | abeling constitutes not only the package
insert but also the |abel of the product, which may descri be
what is included in the product, and in terns of |abels we
have cone across stated ingredients or acronyns or sonething
of that sort that have a clinical inference or a neaning or
i nportance that is not necessarily expanded upon or
described in the labeling itself per se but that sinply, by
its statenent, has an inpact.

So, we ask the Panel in nunber one and nunber two
whet her that statenent on the | abel by itself has inpact and
meaning to you as clinicians and scientists, and could be
interpreted by any clinician out there or scientist to have
sone i npact and neani ng.

DR. REKOW Yes, Floyd?

MR. LARSON: | think the thing that nmay be biasing
this discussion is the fact that the words cell stinulating
were used in describing the question and, according to the
conpany, that is not the intent of CS. So, at sone point it
has been expressed that way so, obviously, sonebody heard it
that way but if it is very clear that it will not be used
that way, | think that should be sufficient, if the conpany

can assure us that it won't be used that way.
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DR. TENENBAUM So, can | ask then what "CS" woul d
stand for in the nane? | nmean, why is it there?

DR. TOFE: The name was Latin, cytostagin. It is
just a nane. | nean, if that is a hangup, change it.

DR. TENENBAUM That is why | am asking. Having
the "CS" designation, whether it neans cell stickiness or
cell silliness --

(Laughter)

-- to nme suggests that this is the new and
i nproved version of sonething, and has sone bi ol ogi cal
activity.

DR. TOFE: It has probably gotten way out of
proportion.

DR. AMAR.  Wuld you be willing just to drop the
CS- 3007

DR. TOFE: The question to drop the CS-300, you
have to have XY-300 or sone identification otherw se the
clinician woul d never know what the product is.

DR AMMR W will go with XY!

DR. REKON | will put a statenment out and | am
sure it will be shot down if other people on the Panel don't
agree. | think it is clear that CS, in the mnds of this

Panel, is a problemthat inplies a claimand that sonme ot her
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designation needs to be used that has | ess probability of
conjuring up a statenent that says that it is the new,
i nproved, active biologic material.

DR GLOMCKI: M problemw th that is that
anything used to identify that the P-15 peptide is added to
this constitutes a device claimbecause that P-15 is
identified as a cell attachnment peptide. So, even if you
call it XY as an abbreviation for P-15, it still has that
action of the added peptide as part of the device claim

DR. REKON | think we have to be a little careful
t hough because there is, you know, the Mercedes 300 and 400
and 500, and there needs to be sonme nechani smthat industry
can use to differentiate one product from another.

DR. GLOMCKI: Yes, that is fine but | would Iike
to hear what the nanme is going to be.

DR. TOFE: Julie, one question, the description in
t he package insert, P-15 is a synthetic short chain peptide

which mmcs the cell binding domain of collagen. That is

the quote. It doesn't nake the cell binding statenent
claim

DR. GLOMCKI: It does.

DR. TOFE: Well, | mean, a synthetic short chain

peptide which mmcs the cell binding domain of collagen.
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That is the extent of it.

DR. GLOMCKI: But that is the biological action,
Dr. Tofe.

DR. TOFE: | appreciate that but the | abeling
requires us to put sonething down, but the clinicians want
to know it is not just a matrix.

DR. GLOMCKI: That is why | think the answer to
this question, whatever you replace that with, nust be yes.
The identification of this, because it contains a peptide
with activity and not just a random sequence is a device
cl ai m because that conponent, even if it is not identified
wi th a paragraph describing or giving reference to it, is
that it is a cell binding peptide.

DR. TOFE: Should that nmean then that we put P-15
on it or describe what is on it?

DR GLOMCKI: It is the sane thing

DR. TOFE: That is the whole point, you have to
put sonet hi ng down.

DR. GLOMCKI: It is aclaim | think all the
di scussion is, is this aclain? It is not an inert materi al
that inproves, but it is inplying a mechanismthat is
increasing the cellularity around the inplant nmaterial, and

| think there is no way around that with regard to it being
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a device claim

MR, ULATOABKI : Just a point of order. It may
seem bureaucratic but, first of all, this is a commttee
di scussion, period, and the conpany provides their comrent
at the Chairperson's pleasure. They are not part of the
di scussion at this point. So, they nust be recognized
t hrough you for further comrent.

DR. REKOW  Ckay.

MR. ULATOWBKI : The second part is, and | think
Dr. d owacki has already touched upon the point, that a
product is what a product says it is and you have to address
it interns of all clains that are made for the product. |
think now that we are starting to strip sonme things perhaps
fromthe | abel, we have to watch out we don't get into a
situation where we are back to a 510(k). | nean, if that is
the case, fine, but we are going to |lose the discrimnation
of the product here pretty soon if we start coughing up P-15
as well for the conpany and they are back to the "get-go"
fromthree years ago. So, there is sonme mddle ground here
that is going to have to be reached if the conpany thinks
this is going to be sonewhere.

DR. REKOW Ckay. Well, is there anything el se

that we need to say as a Panel about question one? It seens
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clear to ny mnd that, whatever, it seens to have a claim
and it is going to be part of a claim

DR. GLOMCKI: Can we have a vote on that so we
can see what the Panel views individually?

DR. REKOWN (Ckay. Does sonebody want to state a
hypot hesis that we will agree or disagree with?

MR. LARSON: | guess seeing the direction in which
it is going, I will nmake the comment that | was going to
make before, and that is an anal ogy that you m ght consider
which is HA coatings on orthopedic inplants, | don't want to
send the conpany back to the 510(k) process but there is a
case where clinical work was done to present a PMA and one
conpany decided to try a 510(k) and it was cleared. It was
cleared as substantially equivalent to a device w thout HA
coating on it. FDA, | think, has had a | ot of problens with
the question of inplied clains in that area but at |east
there is an exanple of something like that that was cleared
W t hout any special clains. It may be that it is
appropriate in this case, if you are concerned about the
clains, to just say this PMA can be granted with sone
i nnocuous designation to it. You still can't call it "pixy
dust"” but you have to call it sonething. But | think the

specific indications is where the focus has to be.
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DR. REKOW Go ahead, Dr. Jordan.

DR. JORDAN: For me, it is hard to | ook at nunber
one. One and two are intertwined. |If N300 is cel
stinmulating, then [ ooking at this as another form of N 300
is no problem It is another formof N 300. The problem|
have cones when we add the P-15. If P-15 is supposed to
make this different or better, without a study show ng that
it is different or better, I amtrapped because | can't see
how you can say that. You can nmake the claimthat it is a
cell stimulating product if N300 is a cell stinulating
product; it is just another one. Here is a Mercedes, here
is a Cadillac. But if you are going to say that this
Mercedes is faster because it has this added to it but you
haven't conpared it to the other, then it is very hard. So,
the P-15 is the part that | amtrapped with and it is hard
to sort of go from nunber one w thout | ooking at nunber two.
| have no problemw th saying cell stinmulating. It is
anot her cell stinmulating. Soneone may say CS-500 tonorrow
and it doesn't matter. That is not, to nme, a real concern
if, in fact, N300 can also be a "CS" product. Wen it gets
down to P-15, that is where, to ne, the problem cones
because we haven't gotten any validation that P-15 has

caused anyt hi ng.
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DR. REKOW Well, let's take the first question as
it is stated, does the nane CS, cell stinulating, constitute
a device clainf? Let's go around and say yes or no to that
question, and then we will go on to the second one. | wll
start with you, Dr. Janosky.

DR. JANOSKY: Wonderful! If | listen to the
di scussion here and | also recall a point that the sponsor
had nmade that the product which started with the letter "N
actually stood for sonething that the clinician can tap onto
and renmenber what the product neans, | think in that sane
vein "CS" is going to be linked to sonething. So that nane
is going to recall sonmething in a clinician's and nmaybe a
patient's mnd. So in that respect | think the answer is
yes.

DR. TRUMMEL: | agree. M answer is yes.

DR. TENENBAUM | agree that it constitutes a

device claim

DR GLOMCKI: | agree. It constitutes a device
claim

DR JORDAN. Yes.

MR. LARSON: | don't have a vote.

DR. REKOW You can give your opinion if you
choose.
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LARSON:. As it is worded there, yes.

REKOW  Ckay.

LARSON: But | think the wording is incorrect.
PATTERS: Yes.

AVAR  Yes.

T % 3 % 3 D

STEPHENS: Yes.

DR. REKOWN Ckay. W will now courageously
proceed to nunber two, which says, does the stated presence
of P-15 constitute a claimof clinical utility or clinical
effectiveness for this device? Do we need nore conversation
about that?

(No response)

kay, | will call the question, and we will start

with Dr. Stephens this tine.

DR. STEPHENS: | would say yes. | think one and
two are alnost identical. |If P-15is there, it has to be
there for a reason and, either inplied or real, it is going

to be carried as a claimof clinical utility for the device.
DR AMAR | would tend to concur wth the comment
that, in fact, the presence of P-15 constitutes clinical
utility vis-a-vis the periodontist or dentist.
DR. PATTERS: | am nore concerned about the P-15,

actual ly, because when they state in their description that

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



[___

Unabl e To Translate Graphic ---]

it mmcs the cell binding region of collagen | think that a
clinician will interpret that to nmean that it has sone
efficacy regarding cell binding, and I am concerned that
t hey have not established that to ny satisfaction. So, yes,
| think it does.

DR. REKON M. Larson? You pass? Dr. Jordan?
JORDAN:  Yes.
GLOMACKI :  Yes.
TENENBAUM  Yes.

TRUMVEL: Yes.

T %3 3 3 3

JANOSKY:  Yes.

DR. REKOW Do you, as the sponsor, want to
respond to the first two? That seens to be one subset and
t he next one seens to be another subset.

DR. YUKNA: As far as nunber two i s concerned, you
know, the product, as tested, the CS-300 which had the P-15
on it did denonstrate clinical utility and clinica
ef fectiveness. So, the presence of P-15 is included in that
response, in my opinion and in ny experience. Just renenber
that CS-300 is a unique device, shown in the clinical trial
to have very good effectiveness. So, we feel that a device
that does include P-15 in its conponents does have clinical

utility and clinical effectiveness and that is how it works,
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or howit seens to work in providing the clinica
di fferences that we saw.

DR. TOFE: W are very open to suggestions on how
to use this word. | understand the concern. Cearly,
answering yes to nunber two is obviously that there is sone
type of a clinical inpact. The question we are struggling
with is finding how we "define" this GCsteoG af - bl ank.

DR REKON Is it the purview of this Panel to do
that? Are we, as a Panel, supposed to provide this
| eadership or is that conversation that takes place between
you and the sponsor |ater?

MR. ULATOABKI: Now that you have answered
guestion one and two, it sets up the foll ow ng questions.
You coul d have answered one and two no and then continued to
answer the followup questions in alittle different way.

G ven the intended use statenent and the inplication of P-15
and "CS" as you have voted upon in answering the questions,
now you can approach study design and additional data,

| abel i ng recommendati ons to address these issues.

DR. REKOWN Let's go through the questions then
and then conme back to the directions and choices that we
have avail able to us.

The next one is, is the study design appropriate
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to establish safety and effectiveness as | abel ed? Let ne
read it fromthe text here. It says, is the fundanenta
study design appropriate to establish the safety and

ef fecti veness of CS-300 as | abeled, including all clains,
i.e., cell stimulation, restoration of |ost bone, etc.? 1Is
t he fundanmental study design appropriate?

We have had sone di scussion about that. Shall we
have sone nore or are you ready to voice your opinion, Dr.
Patters?

DR. PATTERS: Well, the way that question is
wor ded, certainly I think we have covered the cel
stimul ation issue.

DR REKOW  Yes.

DR. PATTERS: On the other hand, |I know there are
some statistical concerns about the "n" and | have al so been
out there trying to recruit patients for such studies, and |
amextrenely synpathetic and | admre their acconplishnents.
To me, this is one of the best trials in ny five or six
years of being on and off this Panel that has been
presented. | think it is an excellent trial. Cearly, I
have no question that the trial has denonstrated safety and
efficacy of the device.

There is a Catch-22, however, because of questions
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one and two that we are going to cone back to. But | agree,
as Dr. Tenenbaum pointed out earlier, that it is an
excellent trial and | think the conpany shoul d be commended
for their efforts. Thirty-one doesn't sound like a | ot of
patients. You try it and you wll see!

(Laughter)

DR. AMAR | vocalized the credit earlier and |
definitely cormmend the sponsor for this study. The only
problemis the last part of the question which is related
"as labeled." That could be addressed in many, nmany ways.
Definitely the study design is appropriate to establish
safety and sonehow efficacy.

DR. REKOWN Dr. Tenenbaum did you have sonething
you wanted to say?

DR. TENENBAUM Yes, it may sound like a bizarre
suggestion but Dr. Patters raised an idea of post-approval
studies --

DR. AMAR  Surveill ance.

-- postmarketing studies. Then | tried to tie
that in with the |abeling. Wuld it be conpletely bizarre
to include sonething in the | abel saying that at this tinme
GsteoG af / CS-what ever with P-15 has not been denonstrated to

be nore effective than GsteoGraf/N? |If that was on the
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| abel and then postnarket studies were done, is that
appropriate? It is sort of |ike the Surgeon CGeneral's
warning. | don't know.

DR. REKON Go ahead, Tim

MR, ULATOWNBKI: Well, there are any nunber of ways
you can approach it in ternms of postmarket studies and
| abel ing. Labeling, as you know, is to describe what you
got and, in as nuch as |abeling m ght describe that the
clinical evidence has not been shown to prove its cel
stickiness, stinmulating or whatever, you would say that in
| abeling and then proceed on a post-rule study in order to
support such |abeling. So, you know, we are at the pleasure
of the Panel to see what you may cone up with here.

DR. TENENBAUM Further to that issue, | can't say
enough on how well done | thought the study was. So, we do
have, as | say, a Catch-22 -- or as | whispered to sonebody,
a Catch-15 --

(Laughter)

-- but 1 still feel that this is an inportant
i ssue and, yet, | agree that your study has answered sone of
the questions but there is still the nagging question of why
do you have the P-15 in there. |[If | amtreating a patient |

have to tell himthere is P-15 in there, and why is it
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there? So I, as a clinician, would be very happy -- taking

off nmy scientist's hat -- to say to a patient, "well, this
has not been shown to be better yet than the regul ar
GsteoG af; those studies are being done. But it is
certainly safe and effective in the mlieu in which it was
originally tested.

DR. REKOWN Wy don't we take a ten-m nute
physi ol ogi ¢ break while we consider in our own m nds what
safety and efficacy has been shown by the studies that we,
as a Panel, would be confortable wth, and then we can go on
to where el se we could go: what | abeling concerns we have;
what sorts of other issues need to be taken into account.

But let's find out how far we can go that we are confortable
with and, you know, what is the upper Iimt of what clains
can be made and what could be put on the | abel, and then go
on fromthere to see what else it would take to nmake any
changes beyond that. |s that a reasonabl e approach to al

of this? How about ten m nutes?

(Brief recess)

DR REKOWN | think that where we got to was that
we can go sone place but we are not sure we can go all the

way with this process. So, we have two alternatives. W

can continue going through the questions as they appear, or
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we could get a notion fromthe fl oor about what upper limt
we thing we can go to and then nmake recomendati ons on how
we can proceed beyond that. Wat is the pleasure of the
group? Yes, Dr. Trumrel ?

DR. TRUMMEL: | will defer.

MR, ULATOWNBKI:  Well, the FDA woul d prefer that
you proceed through the questions. | think the questions,
maybe not as directly as you would |ike, get at the issues
at hand. For exanple, you have answered questions one and
t wo.

DR. REKOW  Ckay.

MR, ULATOANBKI: Nunber three -- let ne just say
hypothetically in answer to nunber three, nunber three, you
could say, well, the study design is not appropriate for
what ever reasons. It is not as appropriate as we would |ike
for the foll ow ng reasons, and the foll ow ng inprovenents
coul d have been nade, and then |ater on say that these
matters could be addressed in a post-approval study, or they
coul d be addressed in another pre-approval study. So you
could follow that kind of train of thought.

DR. REKOW (Ckay, you have heard the charge. So,
the third question is, is the fundanental study design

appropriate to establish the safety and effectiveness of
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CS-300 as | abeled, including all clains? Dr. Trunmel ?

DR. TRUMMEL: | amconfortable with the safety of
the product. | amnot confortable with the denonstration of
establi shnment of effectiveness as |abeled. | believe it is

strongly inplied in the labeling that P-15 is an active
conponent of this material, and I do not believe the study
design has established that it is active, or nore active as
t he conbi nation than the single agent alone. So | would
vote no as this question is articul at ed.

DR. REKOW  Mar k?

DR. PATTERS: | think we are right back to the
heart of the difficult issue again. Cearly, if there was
no P-15, if this was sone type of new product, | feel, and |
speak only for nyself, that you have denonstrated safety and
efficacy in your clinical trial. The issue here cones down
to the fact that you have placed this P-15 on it. You feel
it has sone inportant physiol ogical benefit, which you have
hinted at and it was in in vitro studies but have no direct
in vivo data, and I think the only solution to this is that
you are going to have to get that data and everybody is
going to be happy. | see no way around this.

| don't see how we can have partial labeling in

any way that says that there is P-15 in here and the
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clinician says, "okay, what's that? Wat does it do?"
Because we can't answer the question. | know you have
wor ked hard on this and | know it has been costly and you
have done a trenendous job but, unfortunately, it is just
not finished. It is going to take another six nonths or
nore to finish it.

DR. STEPHENS: | agree. | think that is really
the heart of the issue. | think this is the first of these
new products with a bone filler with a conponent that is
added to stinulate bone formation, and | think that we need
to know whether or not it is, in fact, doing that and
whet her or not both these conponents are working to
stinul ate bone formation. | think then what we have is a
CS-300 that works in spite of the fact that the P-15 is on
it, and I think we really need to know whet her it works;
what the two conponents are doing.

DR. REKOWN Any other comments fromthe Panel ?

(No response)

So, if we take this question as it currently is
stated, and go around, is the answer yes or no? |Is the
study appropriate to establish the safety and effectiveness?

DR. PATTERS. Excuse ne, the statenment up on the

slide there and the statenent in here are not the sane. [
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cannot answer themthe sane so | need to know whi ch one you
are tal ki ng about.

DR. REKOWN The one that is witten, that says is
t he fundanmental study design appropriate to establish the
safety and effectiveness of CS-300 as | abel ed, including al
claims, i.e., cell stimulation, restoration of |ost bone,
etc.?

DR. PATTERS. Well, if I was the sponsor | would
be somewhat concerned because they are not naking those
cl ai ns.

DR. TOFE: W are not making that claimand | keep
going back to this. | keep going back to it and |I keep
reading it. W are not making this claimof cel
stinmulation. | don't know why that keeps resurfacing.

DR. REKOW Tinf

MR. ULATOWBKI: | think we have cone to terns on
what "CS" nmeans. | don't want to hinge it on stinulating or
what ever, but | think you have answered nunber one and two
as yes, which says that the Panel has already agreed that
"CS" and P-15 contribute a clinical inpact to the use of the
product. The question states "as | abel ed" and by that we
meant all |abeling, the P-15, "CS", the intended use

stat enent.
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DR. REKOW Yes, Floyd?

MR, LARSON: | think it would be only fair to
accept both what we have in witing in the indications for
use and statenments of the sponsor regarding, if not past
intentions, at |east present intentions and their assurance
to us regarding the use of the termcell stinulating, and
strike that fromthe question before it is voted on. Wuld
it be appropriate to anmend the question based on the
sponsor's current representations to us?

DR. REKOWN Go ahead, Dr. Anmar.

DR. AMAR: Wen | read the recomendation in
guestion nunber three, it comes to ny mnd that one of the
claims is definitely restoration of |ost bone. |If we cone
back to that as being the target of what we are di scussing,
sonehow this material denonstrates restoration of bone | oss.
Whether it is P-15 or not, that is a different issue. But,
if the sponsor agrees, | would stick on the restoration of
| ost bone.

DR. REKOWN Again, | wll take the Chairman's
prerogative. | think we have danced around this question as
it currently stands and I would |like to propose that we
address the question is the fundanental study design

appropriate to establish the safety and effectiveness of
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CS-300 for the restoration of |ost bone.

DR. GLOMCKI: As | abel ed.

DR. REKON Al right, as | abeled. Whether or not
we keep the "CS'. W have already had that discussion.
Let's not get hung up on that part of it again. Can we
address it wthout the "CS" first and just for the
restoration of |ost bone? Yes, Tinf

MR, ULATOWBKI: Yes, you could, in order to get
sone progress here. But keep in mnd that there is an
existing claimhere for P-15. So, you have to follow with
nunber three in the full context and substance of the
| abeling clainms for the product. W are tal king about study
design here. The background was if you have a P-15 claim
with a collagen-like claim then did you need another armto
the study? Wuld that have been appropriate? So we are
| ooki ng at design issues specifically, not within the
totality of the study, for nunber three.

DR AMAR If the claimis no | onger cel
stinmulation or cell sticking, it falls into the bag of
restoration of bone loss, then the armof the positive
control, which is demneralized freeze-dried graft, is
appropriate to ne.

MR, ULATOWBKI: Then what do you nake of the P-157

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



[___

Unabl e To Translate Graphic ---]

DR AMAR. Ch, that is a different story. It
could be a conposition of ingredients wi thout any claim--
cal ci um phosphate contains cal cium contains phosphate. It
contains P-15. If the claimis no longer cell stinmulation
or cell sticking or anything related to that, because |
understand that the Panel has sone serious concern about
that -- if the claimis back to restoration of bone | oss and
it is well disclosed that it contains cal ci um phosphate and
sone peptide amno acids in a sequence, why not?

DR. REKOWN Yes, O arence?

DR. TRUMMEL: Dr. Patters pointed out earlier that
in the description of the product it says and P-15 is a
synthetic short chain peptide which mmcs the cell binding
region of collagen. To me, that word "m m cs" suggests a
bi ol ogi cal property of this material. Yes, it appears to
result in bone regeneration but is it because of the
addition of the P-15? | cannot tell fromthe study design.

DR. AMAR. Just a comment, obviously the |abeling
has to be changed.

DR. REKOWN Fl oyd has a conment.

MR. LARSON: | just wanted to ask the Chairman if
she woul d ask the sponsor whether they would be wlling to

give up that part of the description if approval hinged on
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it.

DR. REKOW | w Il ask the question.

DR. TOFE: W woul d obviously, but for Dr.
Trumrel, maybe the word analog nmay be a little nore -- or
whatever. That is not an issue with us. Again,
understand the concern but | don't know what the right words
are.

DR. REKOW Tinf

MR, ULATOWBKI: If | mght suggest, there is
| abeling as stated, and you have made a deci sion on one and
two. You can flow through the questions. The |ast question
really is, okay, given the state of affairs and the way it
is, howcan we mtigate the situation through | abeling,
t hrough pre and post-approval studies, whatever? So, our
logic was to flow through it as the package stands and then
to let the Panel recomrend changes or factors to mtigate
the situation

DR. REKOWN So, as the question stands -- is there
anyone who woul d object to saying that the answer to nunber
three, as the question currently stands, is no?

DR. PATTERS: Well, if you took off "as | abel ed" |
would say it is yes, but with "as |abeled" on | would say

no.
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DR. REKOWN (Okay, but | am hearing the FDA saying
we need to do it as it currently states. So, as |abeled the
answer is no. The next one pl ease.

MR. LARSON: | amsorry, | do have a problemwth
t hat because at this point cell stinmulation is not a claim
Maybe it has been in the past but it is not now

MR. ULATOWBKI: At the end, as | said, we wll
conme to those mtigating factors --

MR, LARSON:. Ckay.

MR, ULATOWNBKI: -- to the conpany. Now that you
have heard the story, what do you propose to do, and how
does that then change our recommendations to itens three,
four and five?

MR. LARSON. The answer to question three seens so
final.

MR. ULATOABKI: No -- well, it is final; it is
based upon the package as it stands.

DR. REKOWN So, again, our charge is to do the
package as it stands and then we will negotiate. Nunber
four as it stands, are the indications and clainms for this
devi ce supported by sufficient data to denonstrate the
safety and efficacy of the device? That does seem an awf ul

lot |ike nunber three.
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MR. LARSON: No, that is a different question.

DR REKOWN It is different but it is hard to have
one without the other, isn't it? Any discussion on nunber
four?

(No response)

|s there an answer other than no with all of the
caveats that we have at the nonent?

MR. LARSON: Again, | have a problemw th the use
of the word "clains”" with a msinterpretation of the current
clains. You know, are the indications and stated clains by
t he sponsor supported by sufficient data? | think the
answer i s yes.

DR. REKOW  Ckay.

DR. AMAR. | ask the Chair to ask the sponsor
whet her the sponsor would restate the clains of this
mat eri al .

DR REKON | think | would Iike to put that
guestion off till the end and foll ow FDA' s request that we
go through all six questions and then conme back.

DR AMAR | nean, | amcomng to this situation
if the clains are msinterpreted, let's have it right.

MR. LARSON: O even if they have been changed.

MR, ULATOWBKI: | woul d suggest we keep that
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conclusion for the |last question here.

DR. REKOWN Excuse ne?

MR. ULATOWBKI: To keep that point as the |ast
guestion here and then cycle back through again, cycle back
t hrough with any changes or nodifications.

DR. REKOW Ckay. So, we will nove right on then
to question five, which is, does the Panel feel that the
study sanple size is sufficient to represent the patient
popul ation into which this device is to be inplanted?

| think thisis alittle bit different than sone
of the others and perhaps it warrants sone conversation,
sonme di scussion about that. |Is there a need for nore?

(No response)

kay, | will ask the question. This tinme we wll
start with you, Dr. Jordan. Does the Panel feel that the
study sanple size is sufficient to represent the patient
popul ation into which the device is to be inplanted?

DR JORDAN.  Yes.

DR. REKOWN Dr. d owacki ?

DR. GLOMCKI: | have heard a nunber of concerns
about the generalizability of the conclusions that were
drawn fromthe study as designed, and woul d say no.

DR. TENENBAUM | think that as it stands the
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sanpl e size was adequate for the question, ignoring the P-15
el enent .

DR. REKOW Ckay. Dr. Trummel ?

DR. TRUMMEL: As far as safety, yes. | ama
little less confortable with efficacy but I would have to
come down on the side of yes for efficacy as well.

DR. REKOWN Dr. Janosky?

DR JANOSKY:  No.

DR. REKOWN M. Larson, would you |like to answer
this one or would you choose not to?

MR, LARSON: | would say yes.

DR. PATTERS: Yes, the sanple size is sufficient.

DR. AMAR  Yes, the sanple size is sufficient
based on what we see in the periodontal literature, as
poi nted out this norning, where 15 patients are sufficient
to warrant the power and, in fact, it is true, there is
sufficient power for the analysis.

DR. STEPHENS: | would say yes. | think that the
FDA was involved in this fromthe beginning so | don't see
any problem

DR. REKON So we have an answer that seens to be
com ng down on the side of yes but not as conclusively as |

suspect sone nenbers in the roomwould like it to be.
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Then we will go on to nunber six, which really
gives us roomfor negotiation, which says does the Panel
have ot her recommendati ons to address outstandi ng i ssues or
concerns, for instance, |abeling recomendations, pre and
post - approval studies, nodification of device clains.

As a clarification for me, Tim you would |ike us
to address those before we take the vote?

MR, ULATOWBKI: Yes, because it sets up the vote.

DR. REKOW Ckay. So, Dr. Tenenbaunf

DR. TENENBAUM As | alluded to earlier, labeling
| think is extrenely inportant for this type product, and
given all the issues that we di scussed, at the very | east at
this monment if it was appropriate to include information in
the | abel -- GOsteoGaf/CS-300 has not been denonstrated to
be superior to GsteoG af/ N or other HA materials -- then
think that tells exactly what we have at this nonent.

Then if | can talk further about recomrendati ons,
which | think is what we are | ooking at, then as part of the

whol e picture the recomendation is, strong reconmendati on,

that the actual conparison be done, | nean at the very
| east, between the CS-300 and the hydroxyapatite. | can't
see any other way around it. |If that can't be done, if that

issue is not addressed then | don't see any way around it
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but having to go back to the draw ng board.

DR. PATTERS. Well, | would like to go back to ny
earlier point. They have to disclose what is in the
product, and what is in the product is natural
hydr oxyapatite and a 15-am no acid chain peptide. They have
to disclose that on the | abeling.

Then the next question is, all right, we know a
| ot about hydroxyapatite, what is this straight chain
peptide for? WelIl, they have to say sonething as to why it
is in the product, and | amnot sure there is |abeling which
woul d satisfy the Panel to describe why this is in the
product wi thout actually conducting the studies. That is ny
concer n.

DR. REKOW The studi es bei ng?

DR. PATTERS: To conpare the P-15 natural
hydr oxyapatite product with the plain N 300 hydroxyapatite
to show the clinical benefit of P-15 in an absol ute sense.
| just don't know how they can | abel the product and
describe what is in it without inplying a claim Just the
description inplies the claimthat this comes from coll agen
It comes froma certain region of collagen known to
participate in an inportant physiological function. So just

the description of it inplies aclaim So | just don't see

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



[___

Unabl e To Translate Graphic ---]

any way out for them | think it is unfortunate. They have
conducted a very good study. They appear to have a very
good product. It could be the first generation of a very
i nportant approach to restoration of bone. | would like to
see the product on the market personally. On the other
hand, | think we need to have the questions answered and |
don't think that there is, in ny mnd, a conpromse
avai l abl e to describe what is in this product w thout nmaking
a claimthat at this point is not substantiated. That is
how | see it.

DR. REKOW Any ot her discussion? Wuld sonmeone
like to make this as a recommendati on that we can have as a
nmotion to deal wth?

DR. TENENBAUM Can | nake one ot her comment ?
Again, | still have to really reconcile these issues in ny
m nd but, again, to echo a bit of what Dr. Patters said,
even if it ultimately conmes down that the commttee decides
that we can't sonehow reconcil e these problens, this study
certainly is not a wasted study. This is part of the whole
i nformati on package that is ultimtely needed anyway. This
is a well done study. It provides an inportant body of
data. So, it is not as if this study is not inportant or

not as if that study will not play a role one way or the
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other. M suggestions are being nmade to try to see if we
can take a step forward instead of two back, | guess -- the
original suggestion | nade.

DR. REKOW Yes, please?

DR. TOFE: Can | make a comment? From Cer aMed
Dental, as far as the labeling, | amsure in negotiation
with the FDA we can work out sonething which will get away
fromthis concern

Al so, clearly we have no problem addressing this
scientific question of the "N' versus the "CS" in a well
desi gned study as a post-approval process. W understand
that and we hear your concern |oud and clear, but we would
like to be able to do that on a post-approval status.

DR. REKOWN |s anyone on the Panel willing to nmake
a formal statenent of the recomendation, or are you goi ng
to force ne to do this?

Let's bring up the question of the pre or
post - approval . Let ne backtrack a little bit. It seens
clear that there is a need to show the clinical benefit of
P- 15 t hrough conpari son between the 300 material with and
wi thout the P-15. 1Is that an accurate statenent?

Then the next part of it comes to should that be

done before the approval is given, or is it reasonable to do
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it as a postmarket approval consideration? | would |ike the
t houghts of the Panel on that.

DR. AMAR  And what would be on the label if it is
on a postmarket surveillance basis?

DR. TENENBAUM Well, the only way that | could
support in any way this being approved and t hen post narket
studi es being done would be if the | abel was changed to take
out even the collagen binding activity, just to say that
there is a 15-amno acid peptide that is being added and
that, further, there is no evidence that this product is
superior to GCsteoG af/ N or other HA-containing products.
understand that even that is very unconfortable for sone
menbers of the Panel, including nyself to be honest with
you, but that is the only way | can see possibly approving
this and then going for the postnarket study, which we all
agree | think is the sane study, that is, HA plus P-15
versus HA

DR AMAR Well, as | stated earlier, could the
sponsor just restate the clains?

DR. TOFE: | think that could be done with the
| abeling with FDA negotiations. To answer the question,
yes.

DR REKON Would soneone like to be bold and make
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a proposal that we could consider? Dr. Jordan, you were
going to say sonething.

DR. JORDAN: Yes, but | don't know what. There is
sonething still mssing. Wat are the consequences of pre
or post labeling? M concernis | feel Iike we are now
approvi ng anot her OsteoG af/N product that is going to be
then marketed to see if, in fact, it is better than the
ot her OsteoGraf/ N product, and | am having a hard tine
figuring out why that wasn't done beforehand. Wy are we
here now, doing this with all the intelligence we have here,
when this is sticking out so obviously? How did we m ss
this? It is not like it is a subtle thing that has been
found, but it is a very obvious thing and it is very hard to
under st and how sonet hi ng bei ng so obvi ous has been m ssed
until we got to this point.

And pre-approving or post-approving has very grave
consequences. To post-approve sonething, if you then study
it and you find there is no efficacy or, in fact, it is not
even as good as OsteoG af/N, what have we done? Wy wasn't
it done beforehand? | nean, this is not sonething that is a
needle in a haystack. How did we mss it and get to this
poi nt wi thout studying it beforehand? Even in five

patients? Wth the small nunber of patients that it takes
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to do this, then I raise the question why couldn't that have
been five patients studied to at |east give an idea? Two
patients? But, certainly, | have a hard tinme understanding
how we have gotten to this point and | feel unconfortable
with that because | think we have the potential of nmaking a
deci sion that has sone very big consequences, and | want to
have the FDA sort of conme on where they are because | am not
sure, just sitting here, that is what | want to do. | have
a hard tine believing this wasn't di scussed before now.

DR. PATTERS: For those who read the PMA, there
are a nunber of letters between the sponsor and FDA where
FDA says we would also |ike you to conpare this with the
N-300. They were asked to do that a nunber of tinmes and
they responded in different ways, essentially saying that
they could not test that in the present protocol. And |
understand that but, of course, they were not limted to one
study. They could have done nultiple studies. So, it is
not a new concern that is raised here. It was raised by FDA
several tines.

DR. YUKNA: But in the schene of things and
di scussi ng and devel oping the protocol with the FDA this did
cone up, and the protocol, as it was enacted, was with the

approval of the FDA to utilize the predom nant treatnents of
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DFDBA and debri denment and not include the OsteoG af/ N

| agree that a nunber of different additional
studi es coul d be done, and given the questions here,
hopefully in postmarket approval status they will be done.
But this was an arbitrary decision on ny part in devel opi ng
the protocol, or the conpany's part, the sponsor's part in
supporting that protocol. That protocol was devel oped and
di scussed on several occasions with the people here at the
FDA.

DR. REKOW Tinf

MR. ULATOABKI : Just a couple of points. At the
begi nning of an investigational study FDA will consider the
protocol as submtted and eval uate the safety of the product
for initial human inplantation or use, whatever the case may
be. W wll note potential issues that may cone to bear at
premar ket approval tinme. But the onus is on the sponsor to
nove forward providing the product is fundanentally safe and
there are no overt concerns to proceed. But you sink or
swm cone to the panel tine and the final decision

| think the Panel is kind of wal king the fence
here a little bit. 1If you do an approval with a
post - approval study, you have to be fundanentally

confortable that the device is safe and effective as
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| abel ed. Now, what is "as |abeled?" Well, you have to make
sone recommendati ons on exactly what you are confortable
sayi ng about this product or what the data show. You can't
defer sone of your fundanmental efficacy concerns for the
post - approval. The post-approval is intended to eval uate
addi tional subjects, for exanple, to decrease concerns about
the generalizability of the data, or long-termsafety or
efficacy, sonething like that. You are approving it for the
product as labeled. |If there is any hint, any direct or
i ndirect statenent regarding cell stickiness, collagen-Ilike
activity, whatever, that is what you are voting on for
approval .

DR. REKOW Thank you. Go ahead, Mark.

DR. PATTERS. | am concerned. Cbviously the
sponsor woul d |i ke approval and the sponsor is willing to
di scuss labeling with FDA. But sitting here as a Panel
menber, | have trouble voting for approval w thout know ng
what the labeling is likely to be and that they are going to
agree upon. In ny mnd, the whole issue now has boil ed down
to labeling. Howw Il it be |abeled so that we can be
confortable that the product is, indeed, safe and
efficacious as |abeled. So, w thout know ng what the

| abeling is, | amhaving trouble recomendi ng approval and
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then leaving it up to you guys to negotiate the | abel.

| was |ooking at this docunent as to all the
things we could do, and one of the things FDA doesn't want
us to do is table. | nove to table until we see what the
| abeling wll be.

MS. SCOIT: Maybe to help clarify your concern,
Dr. Patters, the Panel can recomrend | abeling issues. One
of the options is to vote that the PVA could be -- and |
will go through all this before the actual notion, before
the actual vote. But if the Panel feels that t here are
certain | abeling changes or recomendations that they would
like to make, that could be a part of a condition of
approval .

DR. PATTERS: | understand that but | am concerned
that there is no |abeling at this point w thout conducting
the studies that would satisfy nyself or other nenbers of
the Panel. So, w thout knowi ng what that is likely to be,
am concer ned.

DR. TENENBAUM  Just | ooking at question nunber
six, | abeling recommendations, | think at the very |east, on
the basis of the data we have now we coul d nmake | abeli ng
recommendations. That is, that the reference to the

col l agen cell binding region be renoved and that, as | had
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said earlier, there is no denonstrated superiority of
OsteoG af/ CS-300 to OsteoGaf/ N or any other HA material.
That is a recommendation that | think I could make for the
| abel i ng.

DR. AMAR | was making the recommendation earlier
and I was aski ng whether the Panel would agree on the
| abel i ng such as restoration of |lost bone. | nean, it is
clear, fromthe data that at |east that part regardi ng bone
fill, that this material acts in regeneration of |ost bone.

DR REKOW Let ne make a proposal. It seenms to
me that there are three functional things that we coul d do,
that | have been hearing. One is to not approve this until
the efficacy of P-15 relative to the "N' material has been
shown. Another would be to approve it with sonme changes in
| abeling to be determ ned today and show the efficacy of
P-15 in postnarket studies. The third would be to table it
until we figure out what the |abeling changes are going to
be. W need to decide which of those three prongs we want
to at | east take a vote on.

MR. LARSON. The second.

DR. REKOWN So | hear a proposal. Do you want to
make it as a notion?

MR. LARSON. | don't know, can a non-voting nenber
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make a notion?

DR. REKOWN WII| one of the voting nenbers choose
one of those options so we can at |east have a notion on the
table and get to a Robert's Rules sort of thing? In the
meantinme, | am going to have Pamread what our choices are
whil e you are maki ng those considerations. The choices,
again, are that nothing can be approved until the difference
between P-15 and "N' is shown. The other is to change the
| abeling and do P-15 after the fact. A third one is to
table it until we figure out what the changes in |abeling
are.

M5. SCOTIT: Panel recommendation options for
premar ket approval applications. The Medical Device
Amendnents to the Federal Food, Drug and Cosnetic Act
require that the Food and Drug Adm nistration obtain a
recommendati on from an outside expert advisory panel on
desi gnat ed nedi cal device premarket approval applications
that are filed with the Agency. The PMA nust stand on its
own nerits and your recomendati on nust be supported by
safety and effectiveness data in the application or by
applicabl e publicly available information.

Safety is defined in the Act as reasonable

assurance, based on valid scientific evidence, that the
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probabl e benefits to health under conditions of use outweigh
any probably risk. Effectiveness is defined as reasonabl e
assurance that in a significant portion of the popul ation
the use of the device for its intended use and conditions of
use when | abeled wll provide clinically significant

results.

Your recommendation options for the vote are as
follows. Approval with no conditions attached. The Agency
action would be as follows. |If the Agency agrees with the
panel recommendati on an approval letter will be sent to the
appl i cant.

Second, approvable with conditions. You may
recomend that the PMA be found approvabl e subject to
specified conditions, such as resolution of clearly
identified deficiencies which have been cited by you or by
FDA staff. Prior to voting, all of the conditions are
di scussed by the panel and listed by the panel chair. You
may specify what type of followup to the applicant's
response to the conditions of your approval recommendati on
you want, for exanple, FDA or panel. Panel followup is
usual | y done through homework assignnents to the primary
reviewers of the application, or to other specified nenbers

of the panel. A formal discussion of the application at a

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



[___

Unabl e To Translate Graphic ---]

future panel neeting is not usually held.

| f you recommend post-approval requirenents to be
i nposed as a condition of approval, then your recomrendati on
shoul d address the follow ng points: a) the purpose of the
requi renent; b) the nunmber of subjects to be eval uated; and,
c) the reports that should be required to be submtted.

The Agency action. |If the FDA agrees with the
panel recommendati on an approvable with conditions letter
will be sent.

The third choice, not approvable. O the five
reasons that the Act specifies for denial of approval, the
followi ng three reasons are applicable to panel
deliberations: a) the data do not provide reasonable
assurance that the device is safe under the conditions of
use prescribed, recomended or suggested in the proposed
| abel i ng; b) reasonabl e assurance has not been given that
the device is effective under the conditions of use
prescribed, recomended or suggested in the |abeling; and,
c) based on a fair evaluation of all the material facts and
your di scussions, you believe the proposed |abeling to be
fal se or m sl eadi ng.

| f you recommend that the application is not

approvabl e for any of these stated reasons, then we ask that
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you identify the nmeasures that you think are necessary for
the application to be placed in an approvable form

Agency action. |f FDA agrees with the panel's not
approvabl e recommendati on, we will send a not approvable
letter. This is not a final Agency action on the PVA. The
appl i cant has the opportunity to anend the PMA to supply the
requested information. The anended application wll be
reviewed by the panel at a future neeting unless the panel
requests ot herw se.

Fourth, tabling. |In rare circunstances the panel
may decide to table an application. Tabling an application
does not give specific guidance fromthe panel to FDA or the
applicant, thereby, creating anbiguity and delay in the
process. Therefore, we discourage tabling of an
application. The panel should consider a non-approvabl e or
approvable wth conditions recommendation that gives clearly
described corrective steps. |If the panel does not vote to
table a PVA the panel will be asked to describe which
information is mssing and what prevents an alternative
recommendat i on.

Foll owi ng the vote the chairman w |l ask each
panel nenber to present a brief statenent outlining the

reasons for their vote.
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DR. JORDAN: | have a question.

DR. REKOWN  Yes?

DR. JORDAN. Based on what you just read, is it
possible to vote to approve this pending an X nunber of
patients studied conparing OsteoG af/CS with OsteoG af/ N,
and based on that data the labeling will either attest to
this product's superiority, parity or inferiority to
CsteoG af/ N.

DR. REKOWN That sounds like it is approval with
condi tions.

DR. JORDAN: | have no problemto approve this if
they do a study. |If they do a 5-patient study and they show
that GsteoG af/Nis better than this, then the | abeling
should say so. |If they do a 5-patient study and they show
this is better than that the | abeling should show that. But
if it showed that they are both the sane, then the | abeling
shoul d show that also. | have no problemin voting to
approve this but I think I want to have that condition. |
think that is the concern that nost of us have.

DR. REKOWN That is possible to do, approval with
conditions and you, as a Panel, can set the conditions.

DR. AMAR  Wbul d they market the product in the

meantime, while they are doing the studies?
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M5. SCOTIT: Yes.

DR. STEPHENS: If it is approvable with
condi tions?

M5. SCOTIT: Yes.

DR. AMAR. Then again the question is what woul d
be the | abel .

MR, ULATOABKI: Well, the approvable typically
means ultimately an approval with a postnarket study, but it
could al so nean sone itens to tidy up before approval
before it even hits the nmarket.

DR. AMAR. Well, that is an option then.

MR, ULATOANBKI :  Yes.

DR. REKOW So do | hear a proposal from anyone?

DR. JORDAN:. Just a question, how long does it
take to do this kind of study if you are going to do five
patients?

DR YUKNA: Well, first of all, would 5 be enough
to satisfy the concerns you have when 31 wasn't enough for
the study? Really, 5 would not give you the information you
need. It really wouldn't. | go back to the "n" of 22
because the clinical paraneters would be the sanme, a m ni num
"n" of 22.

DR. JORDAN: How long would it take to do 227

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



[___

Unabl e To Translate Graphic ---]

DR. YUKNA: |If you accept 6-nonth data with
radi ographs as mmj or surrogate docunentation, 6-nonth
studies take at |east a year to do.

DR GLOMCKI: Fromwhat | heard fromMss Scott,
if we vote for approvable it is the responsibility of this
commttee to sit here today and define what further
information is required. For ny part, | feel that it is not
a question of small itens and tidying up and | ooking for
resorption rates or very specific information, and it would
seemto ne that the nore appropriate thing would be for the
sponsor to design the study, to work with the FDA to ensure
that this conmttee and the FDA would all feel confortable
with the validity of the data that would be generated from
t hat .

DR. REKON Wuld you like to fornulate that into
a recomendati on, please?

DR. GLOMCKI: Ckay. The recommendation woul d be

for not approval on the basis of inadequate -- let nme get
those words right -- in the absence of reasonabl e assurances
of effectiveness of the product which, | feel, nust inply

what the conposition is, its effectiveness in a significant
portion of the population.

MR, LARSON: A question.
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DR. REKOWN  Yes?

MR. LARSON: | wonder if we can have Pam Scott
read again the actual wording of that section because |
heard sonet hi ng about under the conditions of use --

DR. REKOW You have a copy too in your handout.

MR. LARSON. Excuse ne.

DR. REKOWN That is okay.

DR. GLOMCKI: What | amsaying then is itens a),
b) and ¢c) would be the domain of this Panel with conditional
approval, and |I feel that is inadequate given the anount of
informati on that we have already.

MR. LARSON: | think the focus needs to be on is
it effective under the conditions of use prescribed,
recomrended or suggested in the labeling. | realize the
hangup is the word "suggested" there and just the existence
of the P-15. However, we still have to recognize that the
mat eri al has been shown to be effective in restoring bone.

DR GLOMCKI: | think ny problemis that there
have been many opportunities for the sponsor to give us
hints at what the | abeling would be and I haven't heard
them and | don't think that this Panel is able to generate
themin sufficient time to vote for approval. So, that is

why | am maki ng ny notion.
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MR. LARSON: Dr. Tenenbaum has nmade sone specific
recommendati ons that we could choose to act on as well. W
could al so ask the sponsor whether they are wlling to
accept those recommendations. | recognize that the sponsor
has said they would work it out with FDA, but |I think we are
to the point where the sponsor is going to have to say
sonething to this Panel about it. But, you know, are those
recommendations sufficient to allow approval and would the
sponsor agree to thenf

DR. REKOWN Howard, would you restate your
pr oposal ?

DR. TENENBAUM |s this a notion or a proposa
that we find out whether the sponsor is wlling to accept?

DR GLOMCKI: dowacki is willing to withdraw her
notion so that Dr. Tenenbaum can nake one.

DR. REKOWN Let's make it as a forma
recommendat i on.

DR. TENENBAUM | woul d recomrend that the product
be cl assified as approvabl e pendi ng changes in the | abeling,
specifically indicating that OsteoG af/CS 300 has not been
denonstrated to have superiority to GsteoG af/ N or other HA
inplant materials and, further, that reference to the

15- pepti de agent, P-15, be changed so that it does not refer
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to cell binding activity in any way, and that there be
post mar ket studi es which are designed to denonstrate whet her
or not the addition of P-15 confers superiority of
GsteoG af / CS-300 over OsteoG af/ N or any ot her HA-contai ni ng
i nplant materi al .

DR. JORDAN: Is that a notion?

DR. TENENBAUM Yes, sir.

DR. JORDAN: | second it.

DR. REKOWN (Ckay, we have a notion and we have a
second. The first question | amgoing to ask the corporate
people is, is that an acceptable alternative from your
perspective?

DR. TOFE: Yes, it is. Fromour perspective, yes,
it is.

DR. REKON Oh, | amsorry, Dr. Jordan apparently
isn't a voting nmenber so can | have sonebody who is a voting
menber second?

DR TRUMMEL: | wll second.

DR. REKOWN Ckay, Dr. Trumrel seconds it. Thank
you.

DR. PATTERS: | have a question for Dr. Tenenbaum
How woul d you have the sponsor describe the P-15 in the

| abel i ng?
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DR. TENENBAUM | think that is an excellent
gquestion --

(Laughter)

-- well, it is an inportant question.

DR. PATTERS: Can you think of labeling it sone
way that won't inply what it does?

DR. TENENBAUM  You have stunped ne. All | can
think of is that we indicate that this contains this
peptide, or that the label indicates that this is a bone
i nplant material containing cal cium phosphat e hydroxyapatite
anal og and a 15-am no acid peptide.

DR. PATTERS. So, | amthe clinician reading this
and | want to know what that is in there for, so | call up
t hese people on the phone and say, "can you explain to ne
why you put this synthetic peptide in here,"” and what woul d
you have them say?

DR. TENENBAUM | woul d have to think about that.

DR. PATTERS:. | nean, this has been ny concern al
along, that there may be no | abeling that does not inply
sonme utility. That is ny concern.

DR. STEPHENS: But aren't we going to state in the
| abel that the performance of it has not been established?

Isn't that part of the |abeling?
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DR. TENENBAUM That is part of the |abeling but
the question, and | think a very valid question is the
consuner, periodontist, whatever, wanting to know t hen what
this P-15 is. At this nonment, | don't have an answer to
that but | think that these questions could be answered.
Further, if there was no denonstrated superiority of P-15
with the appropriate studies, the approval woul d have to be
wi t hdr awn.

DR. PATTERS: A second question then. Do you m nd
if I address the sponsor, Madam Chair?

DR. REKOW That is fine.

DR. PATTERS: | want to be sure that | understood
correctly. Dr. Tenenbaum s proposal is that you | abel the
product and that the product has not been shown to be
superior to N-300 and you agree to do that?

DR. TOFE: Yes, | thought it was that it had not
been tested against N300 but, basically, yes, we are
agreeable to that. But froma |egal standpoint, all you
really have to say is that P-15, a synthetic peptide, is in
the ingredients, and that is the only place | believe in the
| abeling we are required to do that.

DR. PATTERS. You don't have to say why it is

there or what it does?
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DR. TOFE: No, just as part of the ingredients.

DR. REKOW  Tin®

MR. ULATOABKI: To nodify, | think if you said
P-15 you woul d have to say sonethi ng about that ingredient
in the | abeling.

DR. PATTERS: How nuch?

MR. LARSON: As it is on the | abel, which is P-15,
a synthetic peptide, period?

MR, ULATOABKI:  Well, I wll tell you, | think you
are between a rock and a hard place here.

DR. PATTERS: That is ny point.

DR. AMAR:. I n general do they have to say anything
about cal ci um phosphate present in hydroxyapatite?

MR. ULATOABKI: Well, you should state the
ingredients in the product.

DR. AMAR.  Well, it could be a sequence of an
am no aci d.

DR. TENENBAUM So they neutralize the claim
sonmehow?

DR AMAR. No, | amtrying to escape fromthe rock
and the hard place --

DR. TENENBAUM | think the point is well taken

Cal cium for exanple, is a second nessenger. It is a cel
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signaling agent, and so on, and do we have to tal k about

t hat ?
DR. AMAR Signalling? | don't know about that.
DR. TENENBAUM Well, | am basically agreeing
somewhat with what you are saying -- why do we have to

explain what P-15 is, basically, if we don't have to explain
what cal ci um does and what phosphate does. But | think Dr.
Patters' question is still a very inportant question which |
am not sure how to answer.

DR. AMAR. That is the reason | was naking the
suggestion to the Panel to call it just bone restorative
mat eri al .

DR. REKON Dr. d owacki, did you have sonet hi ng
that you wanted to add?

DR GLOWACKI: No.

DR. REKOW Tinf

MR. ULATOWBKI: Well, back to a former point, if
you start stripping clains and whatever you are going to end
up with a 510(k) product again with no discrimnation
bet ween that and N-300, because we could end up with a
situation where clains are so enascul ated that they are, you
know, of no val ue.

DR. REKOWN  Yes?

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



[___

Unabl e To Translate Graphic ---]

DR. AMAR. No, the reason | have tried to
emascul ate the clains, if | may just quote you -- and we are
not here to emascul ate anybody -- is just to allow the
sponsor, upon the suggestion of Dr. Tenenbaum to put it in
the market and give it some tine for further studies. That
is not to emascul ate because that is a radical operation, |
woul d say. This is just a transitional approach with a form
of | abeling that would be agreeable to this Panel, and
| eaving sonme tinme for the sponsor to conduct the studies.

MR, ULATOABKI: Well, | would be nore
under st andi ng, | guess, in evaluating the outcome of this if
t he Panel was of a bent that, given the in vitro and in vivo
data and the current clinical data there was the evidence
and the trend that there was an activity here. Wat | am
trying to get at is that you have to have a fundanent al
confort that there is sonmething going on here with the P-15
to nove forward, and then we can suppl enent that data but,
you know, you have to cross that bridge.

DR GLOMCKI: | think that is a perfect
opportunity for me to remnd the conmttee of ny very
careful evaluation of the preclinical studies cane to the
conclusion that the information that was warranted from

those studies really doesn't substantially add to our
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know edge base about this material's effectiveness in
clinical applications.

DR. REKOWN Wl l, hearing no other discussion --

DR. PATTERS: One other question --

DR. REKOW Yes, please.

DR. PATTERS. To M. U atowski, if you used Dr.
Tenenbaum s | abeling that this has not been shown to be
superior to the OsteoG af/ N300 have you taken it to a
510(k) device, saying it is just another hydroxyapatite, not
shown to be different than any other?

MR, ULATOWBKI : That nmay well be the case.
Hypothetically, yes, it is a possibility.

DR. PATTERS. On the other hand, if we approve the
PVMA as it is it becones a predicate device for others.
Correct?

MR. ULATOABKI: No, every PMA has to stand on its
own. There is no |linkage.

DR. PATTERS: But, for instance, if we were to
approve it and classify it in Cass |Il, other devices can
conme in as 510(k)?

MR, ULATOWBKI: |If you approve it as a 510(k).

DR PATTERS: No, as a PMA

MR, ULATOMNBKI: As a PMA it is not a predicate.
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The next "me too" product has to go through a PMA and so on
and so forth.

DR. PATTERS: Even if they are Class Il devices?

MR. ULATOABKI: Well, it wouldn't be a Cass |1
A PMAis a Cass Il device.

DR. REKOWN Ckay, | amgoing to be courageous and
try to restate the recommendation -- yes, Tinf

MR, ULATOWBKI: Just a last point, the Panel has
to bite the bullet, given the | abeling here or sone
construction that someone can cone up with, whether there is
enough to say yea or nay.

DR. TENENBAUM Well, there is a notion on the
floor, | believe --

DR REKOW  Yes.

DR. TENENBAUM -- and should we not vote on it?

DR. REKOWN Yes, | was just going to call the
question, and | was cranking up ny courage to see if | could
restate it.

DR GLOMCKI: | would just request that this tinme
we include what the | abeling would be and what the
recommendations for further data would be in it because that
really is inmplicit.

DR. REKOWN Let ne read what | thought | heard and
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see if that is sufficient for us to vote on, and it may not
be our final vote; it may be one that generates another
not i on.

| think | heard that the recommendation is that we
approve the PMA pending changes in the labeling as it
relates to specific indications of CD-300 -- that the CS-300
does not denonstrate superior activity relative to the "N’
material or other HA materials, and to | eave references to
the P-15 peptide -- that references to the P-15 peptide be
changed to not refer to cell binding activity, and that
post mar ket changes be nade -- postnarket studies be nade to
determ ne the superiority of the CS-300 naterial over the
"N' or other HA materials. |Is that the essence of what you
sai d?

DR. TENENBAUM That is the essence of what
said. | also indicated that should superiority of P-15 over
the GsteoG af/ N not be denonstrated, then approval should be
wi t hdr awn.

MR. LARSON: Madam Chair

DR. REKOW  Yes?

MR. LARSON: | believe also the words were "has
not been shown" or sonething of that nature rather than "is

not."
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DR. TENENBAUM Has not been shown.

MR. LARSON: And we m ght al so consider the
sponsor's suggestion that it has not been tested. That may
be too mld but we certainly wouldn't want to inply that it
has been shown to not be better.

DR REKOWN Let's try it again, that approval --

MR. LARSON: Dr. Tenenbaum expressed it tw ce
pretty nuch the sane way so he nust have sone good notes.

DR. TENENBAUM No not es.

MR. LARSON: Well, you did it so well the second

DR. REKON Wy don't you wite it out and read it
to us so we all have one operating nodel? Pl ease.

DR. TENENBAUM You will have to give ne a couple
of m nutes.

DR. REKON Okay. Tal k!

DR. TENENBAUM The notion is that the product be
deened approvable with the followi ng conditions: That the
| abel i ng be changed such that information is included to
i ndicate that OsteoG af/CS-300 has not been denonstrated to
be superior to GsteoG af/N or to other HA bone inplant
materials. And, further, that references to the putative

cell binding activity of the P-15 peptide be renoved. Then
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the third issue is that postnmarket studies be carried out to
confirmthat P-15 peptide, in conbination with HA or
OsteoGraf /N-300 is superior to OsteoG af/ N300 al one. Then
| think the fourth recommendation is should these studies
denonstrate that P-15 peptide in conbination with N-300 is
not superior to N300 al one approval be w t hdrawn.

DR. PATTERS:. Could | ask that you change "t hat

P- 15 peptide in conbination with N300 is superior"” to "if

pP- 157"
DR. TENENBAUM If it is, not that it is.
DR. AMAR. These studi es should denonstrate --
(Mul ti-menber discussion)
DR. TENENBAUM The null hypothesis that it is not
superi or.

DR. PATTERS: What it says nowis that we know
that it is superior, now you just have to showit. W want
totermit if it is superior.

TENENBAUM  Ri ght .

PATTERS: Whuld it be "whet her?"
TENENBAUM  Whet her, not if. Geat.
AMAR.  To determine or to confirnf

TENENBAUM Yes, that is better too.

T %3 3 3 3 3

REKON We have had di scussion. W have a
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statenent that everybody -- yes, Janine?
DR. JANOSKY: | have a question, whether the |ast
one is sonething that we can do. If it is found that it is

not superior, is it then possible for the approval to be

w thdrawmn? So, really, the approval is predicated on the
findings of the effect of P-15, and is that sonething that
we can do, because that is exactly what we are saying, given
the findings of the P-15 study we either approve or we don't
approve, or approving and then w thdraw ng.

MR, ULATOWBKI : The answer is yes.

DR. JANOSKY: Yes, we can do that?

MR ULATOABKI :  Yes.

DR. REKOW Does sonebody want to call the
guestion? Yes?

DR. TOFE: One clarification on the postmarket
studies, is that single or nmultiple, study or studies?

DR. PATTERS: That you negotiate with the FDA

(Laughter)

DR. TENENBAUM |If you want to put in there
studies, and put in there in brackets on the advice of the
FDA. | don't knowif vyou want to do that. Wy don't you
put postmarketing studies, in consultation with the FDA?

MR, LARSON: Madam Chai rman, what about j ust
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putting parentheses around the "s" on "studies" so that we
are not specifying?

DR. REKOWN | think everybody can read that.
Right? W can live with this to vote on it? | wll call
the question. Al the Panel nenbers who are voting nenbers
who want to approve this, please signify by raising your
hand.

DR. PATTERS: | think you have to take a roll
call.

DR. REKOWN (Okay, we wll do a roll call. W wll
start with you, Dr. Patters.

DR. PATTERS: | amstill unconfortabl e about how
P-15 will be described in the labeling. | know how it won't
be described but | don't know how it will be described. |
amstill unconfortable about it but | amwlling to live
wi th that unconfortabl eness so | vote in the affirmative, to
accept this reconmmendati on unconfortably.

DR REKOW Dr. Amar?
AMAR: | accept the recommendati on.
REKOW Dr. Stephens?
STEPHENS: | vote to accept it.

REKOW  Dr. Janosky?

T %3 3 3 3

JANOSKY:  Accept.
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DR. REKOWN Dr. Trumrel ?

DR. TRUMMEL: | share Dr. Patters' disconfort with
the | abeling, however, | assune that this will be a finite
period of tinme and itens three and four will clear and we
will get past this dilema one way or the other so | wll
vot e approval.

DR. REKOW Dr. Tenenbaunf?

DR. TENENBAUM | approve.

DR. REKOWN Dr. d owacki ?

DR GLOMCKI: | an reluctant to not agree but |
can't agree with this for two reasons. One of themis
because of the absence of a specific |abeling suggestion,
and al so because itemfour, to nme, neans that it is assuned
-- | amsorry, itenms three and four assume that CS-300 is
superior to N-300 and | don't think that there is reasonabl e
assurance of efficacy on the basis of the information that
we have. So, | amvoting no.

DR. REKOWN (Ckay. So, the vote is "n" mnus one.
Six in favor and one opposed. So, | think the notion
carries. TinP

MR. ULATOWBKI: Does the transcriber need this to
be restated for the witten record? Has it been stated from

start to finish in one fell swoop, or does it need to be
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restated for the record so that there be a conplete record?

TRANSCRIBER: It canme in in bits and pi eces, those
recommendations. It mght help verify the record --

MR. ULATOABKI : Yes, many people will read the
transcript and they may not be able to nake heads or tails
out of how the Panel finally cane out. Wen you read the
transcript, it sonetines seens so junbl ed.

DR. REKON | will reread it then to say that the
Panel has approved six to one that the product be approved
with the followng conditions: First, that |abeling be
changed such that information is included to indicate that
GsteoG af / CS-300 has not been denonstrated to be superior to
GsteoG af / N300 or to other HA bone inplant materials.

Secondly, that references to the putative cel
bi nding activity of the P-15 peptide be renoved.

Thirdly, that a postnmarket study or studies,
established in consultation with the FDA, be carried out to
determ ne whether the P-15 peptide in conbination wth N 300
i's superior to N300 naterial alone.

Fourthly, that should the study or the studies
denonstrate that P-15 with N-300 is not superior to the
N-300 materi al al one approval be w t hdrawn.

Thank you. | think that concludes our activities
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for today. | appreciate all of your efforts. Thank you.
(Wher eupon, at 4:50 p.m, the Panel adjourned, to

reconvene at 8:00 a.m, Tuesday, January 13, 1998.)
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