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even a bone graft, secondary bacteria and
I nfection tend to cause |oss of product but
not loss of the sponge. So there hasn't been
any systemc or gastrointestinal disturbances
associated with this product.

CHAI RVMAN BURTON: One follow up to
t hat Dr. Mar X. It mght not l|ead to
particularly large | oss of the product, or the
sponge. A@ven the fact that it's placed on
the sponge in a liquid state, is there any
| eaching out or other dilutional factor that
m ght reduce it? Because, again, we saw from

the studies that it is dosage-dependent. So

let's say that early on you had -- or |less
than adequate closure. Wuld there be the
potential that you would lower -- in essence,

have |owered the dosage, thus lowering the
effectiveness of it?

DR MARX: That's essentially an
excel l ent question, because the binding to the
sponge for the type of the protocol -- 15
mnutes -- 93 percent of the protein is bound

NEAL R. GROSS
COURT REPORTERS AND TRANSCRIBERS
1323 RHODE ISLAND AVE., N.W.
(202) 234-4433 WASHINGTON, D.C. 20005-3701 www.nealrgross.com




10

11

12

13

14

15

16

17

18

19

20

21

22

202

to the sponge. And so even if you wing out
the sponge, if you wll, the protein stays
wi thin the sponge, bound chemcally to the ACF
sponge. It is only released upon biologic
activity within the wound, so you wouldn't
dilute the product if that were to occur.

CHAI RMVAN BURTON: Dd that answer
your questions, Dr. O Brien?

DR OBR EN Yes. Thank you.

CHAI RVAN BURTON: Does anyone el se
have comment or questions on -- in regard to
question 1? Dr. Patters.

DR PATTERS: Yes. | wonder if
anyone from the sponsor would |ike to address
the antibodies to bovine collagen that we're
seeing in patients who didn't receive the
bovi ne col | agen.

DR dLLO My nane is Yolonda
Gllo. ["'m an orthopedic surgeon. "' m
Medical Director for Biologics at Medtronic,
an enpl oyee of Medtronic, and ny role in this
has been safety issues.
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And you're correct, in the study
there were patients who had antibodies to
bovi ne collagen. The thought is that sone of

t hem may have had prior exposure, particularly

talking like in the control group. | s that
what you nean? In the control group there
were some, and nost |ikely sone of them had

prior exposure to bovine collagen, because
with autograft there would be no other
expl anation. Does that answer your question?

DR PATTERS: Yes. That was not
one of your acceptance and rejection criteria
-- previous exposure to coll agen sponge?

DR dLLCO ["'m going to ask the
clinicians on that.

DR COCHRAN: It wasn't a part of
the inclusion or exclusion criteria, but nost
people don't have too nuch exposure to
col  agen sponge. W think it was actually
nore related to bovine products that are on
the market in a nunber of different types of
products. And so they inadvertently have this
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apparently in our systens. We probably have
nore of it than we realize, obviously.

DR PATTERS: Sonmething to do with
steak consunption or sonething |ike that?

(Laughter.)

DR COCHRAN: Vell, we are from
Texas now, you know.

(Laughter.)

CHAl RVAN  BURTON: Yes. Dr.
Cochran, ny question would be: was there
anything tracking | guess -- because the other
representative brought this up -- and the fact

that had these patients had other previous
grafting procedures, let's say that they had
sone other bovine collagen product, not a
col l agen sponge, but there are a nunber of
them on the nmarket --

DR COCHRAN: R ght.

CHAI RVAN BURTON: -- that they may

have -- | nean, was there anything that either

| ooked at - not so nmuch as an inclusion or

exclusion criteria, but whether that was --
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that even -- would that have been noted
anywher e?

DR COCHRAN: Not to ny know edge
maybe. But we did a -- you know, a nornal
history on the patients as they cane in froma
medi cal and dental point of view but nothing
that we asked for specifically |I think if they
had bovi ne col | agen.

CHAI RVAN BURTON:  Thank you. | see
your hand up. Dr. Marx, did you want to nake
a coment or --

DR MARX: Just to anplify on that.
In the preoperative screening for the sinus
augnentation study, which | am nost famliar
wi t h, the history included questions of
previous surgeries and exposures to bovine
products, but nany patients receive bovine
products that they're unaware of at the tine
of even their surgery. And so | think those
were just unaware to the patient, did not cone
out in the histories.

CHAI RVAN BURTON:  Thank you.
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Are there any other conments or
di scussion? Yes, Dr. Flem ng.

DR FLEM NG One practi cal
clinical question that | have is in the case

of an endodontically-treated tooth, which is

renoved, is the idea that the stuff is
I nserted - - t he pr oduct S I nserted
I medi ately after renoval ? My question -- the
basi s of it IS t hat many of t hese

endodontically-treated teeth probably contain
pat hogens.

So if they are noved and the
material is inserted imediately afterward,
then I'm concerned that you have a potenti al
for degradation of the graft, as a result of
placing it in an endodontically-treated tooth
extraction site,.

Dr. Cochran.

DR COCHRAN: | can nmake a comment.

Some of our patients had sone sort of
periapical infection or sonething I|ike that
when we took the teeth out, but we were rea
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careful, as always, when you take out a tooth
that has an infection that you clean that out
real well prior to putting in whatever you're
going to put in -- in this case, the sponge or
the sponge plus BMP. And so we never saw any
residual effects of that at all.

| want to also nmake a comment that
earlier |1 think there was a coment about
maybe exposure to a nerve in the mandible.
This sponge is placed in the extraction
sockets, and it's really not placed | ower than
that, so you're not going to really have
exposure to nerve tissue as well.

And renenber the sponge -- and
anot her conmment was about dehi scences.
Renmenber that a collagen sponge or the
collagen protein itself is really suitable for
epithelial magration, and, in fact, nost of
the nmenbranes that we use in periodontics, the
coll agen nenbranes are the ones we prefer,
because the epitheliumreally covers that very
ni cel y.
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So even in the sinus augnentation
procedures, if there was a small tear in the
menbrane, which we weren't aware of, the
collagen sponge is an excellent carrier
because it supports that and hel ps that tissue
growt h back

CHAl RVAN  BURTON: Let nme ask one
continuation. | can certainly understand that
in terms of both the sinus and the collagen
menbrane issue. But, again, if it was in the
mandi bl e, there are going to be, if you use it
in the bicuspid or nolar area, there are going
to be -- not so nuch that you're packing it
down that nuch, but you certainly would have
a, you know, real potential of actually having
nerve com ng.

We know that certainly bicuspid and
-- some bicuspid and nolar roots can have
contact with the inferior bower nerve. I
nean, that's -- you know, we know that both
radi ographically and clinically.

Now, there should be a thin of bone
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maybe, whatever. But, again, you would have

the potential of having that in contact wth

that. So | guess -- that canme up earlier.

guess that's one of the things about having

nothing in the mandible is that nobody really

knows whet her that m ght be an issue or not.
DR COCHRAN: Yes. As a clinici

one of the things we l|learn -- because |

an,

was

involved in all these studies since the early

'90s, and one of the things we learned is
didn't pack the mterial in. This is
sonething like a bone graft material. I
osseoconductive, that vyou're going to,
know, press down in the socket.

So when we put the sponge in,

just put enough sponge in to fill the void

we
not
t's

you

we

of

the extraction socket. So it's really never

-- | don't think ever, certainly in
studies, did we ever have enough in there t
we expressed it in the apical area where
would be in contact with any tissue that
shoul dn' t be.

NEAL R. GROSS

COURT REPORTERS AND TRANSCRIBERS
1323 RHODE ISLAND AVE., N.W.

our
hat
it

we

(202) 234-4433 WASHINGTON, D.C. 20005-3701 www.nealrgross.com




10

11

12

13

14

15

16

17

18

19

20

21

22

210

CHAI RVAN BURTON:  Thank you.

Dr. Triplett.

DR TR PLETT: I'mGl Triplett, an
oral maxill ofacial surgeon.

CHAI RVAN BURTON:  Yes, go ahead.

DR TRI PLETT: | have a question.
In the orthopedic studies, was there -- what
was the -- how close in proximty was the

material placed to sone of the spinal nerves?

DR CHN Wll, in the orthopedic
studies, obviously, in the spine you' re going
to be in various spinal segnents based on
indications close to the nerve roots that
comng out of the -- you know, the spinal
cord. So you're going to be collocated, and
there has not been any issues that we're aware
of .

Does that answer your question?
Thank you.

DR TRIPLETT: That was the point |
was goi ng to nake.

(Laughter.)
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CHAI RVAN  BURTON: Are there any
ot her comments or discussion on question 1?

(No response.)

Hearing none, |'m going to try to
go ahead. It would appear -- and please
correct nme -- that on question 1 that the

panel conclusion is that the preclinical data
and adverse events show that it is safe and --
for both of the indications as |isted.

Ckay. That being conpl eted, we'l
nove on to question 2. I won't take the tine
to read conpletely back through this, but
we're going to turn to this, and this 1is
basically |looking at the statistical analysis
that was provided from the FDA statistical
presentati on.

D scuss what you feel nay be the
clinical inplications of the results presented
in the PMA for this. And based on the data in
the PMA, discuss whether the reduction in
norbidity associated wth infused outweighs
the potenti al reduction in effectiveness,
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because, again, looking at this there was a --
In the analysis was whether or not the infused
may be up to 20 percent |less effective than an
autograft.

And, again, based upon that, how do
you feel -- what are the clinical inplications
of that? Yes, Dr. O Brien.

DR O BRI EN: Looki ng at the data,
It appears that the autograft mght Dbe
superior, but the whole point of this product
appears to be offering an alternative to the
autograft. If, for exanple, a surgeon is
renoving a w sdom tooth at the sane tine as
I mpl anti ng I mpl ant s, t hen obt ai ni ng an
autograft is very easy.

Most  oral surgeons have devices
that will take the extracted tooth and grind
It to produce material for an autograft, but
that's an wunusual situation. ot ai ning an
autograft fromother parts of the body besides
the teeth is a difficult clinical challenge,
so it appears to offer an alternative to that.
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CHAl RVAN BURTON:  Dr. Anmar.

DR AVAR: Wen we conpare
autograft wth a material like this, given the
limtations of the source of the autograft and
the norbidity associated with that, | would
have hoped to see sone of the data conpared to
other allograft materials such as DFDBA And
| take it that if it perfornmed less than the
ultimate gol d st andard, whi ch IS t he
aut ograft, it would perform pretty well
agai nst the DFDBA.

And given the fact that wth the
autograft we have limtation of getting the
material to graft this material in several
sites, etcetera, | think it provides a safe
and efficacious alternative.

CHAI RVAN BURTON:  Yes.

DR DI AMOND: Being the industry
guy, |I'm sort of approaching this from a
little different perspective. But, you know,
to pick up on what Dr. Amar has said, | think
It makes a very inportant point when he brings
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up the other graft materials.

True, autograft is the standard,
but, you know, what are we truly conparing?
You're conparing autograft or DFDBA or sone
synthetic al | ograft materi al, al | opl ast
materi al . These provide structure. It's a
solid material that we hope gets incorporated
into the existing bone or ultimately replaced
by bone, but it's solid -- essentially, a
| oad- bearing material .

This is a very different kind of
product, because a collagen sponge is not
designed, really, for any kind of |oad-
beari ng. It's designed as a carrier for BW
that will induce native bone growh, so |
think we need to look at it wthin that
particul ar context. W're not conparing --
you know, conparing it to a graft material
that's going to provide structural support.
W're looking at a material that wll induce
the formation of that structure.

And as far as the norbidities,
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clearly, anything that wi | reduce the
norbidities of second surgical sites is -- you
know, 1s highly desirable.

CHAI RVAN BURTON:  Dr. Qunter.

DR GUNTER | would like to make
two points. The first one is to remnd the
panel that the definition of "success" in the
protocol, in the sinus augnentation protocol,
was a very rigorous one. So even the patients
that failed actually went on to receive a
prosthetic inplant. So keep that in m nd when
you're considering this question.

The other is since I'mnot in this
profession, | can't really coment clinically
on how to weigh the risks versus the benefits.

But maybe perhaps | <could coment as a
potential patient. You know, | think that if
| was presented with the choice | would take a
potentially |lower success rate as sonething
that I'd be willing to undergo with the option
of not having to have an autograft obtai ned.

And another way to |look at that is,
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you know, it's a reasonable option to give a
patient. You know, patients are entitled to
make choices in health care, and this gives
them an option in their care that they didn't
have previously. So another point |I'd just
i ke you to consider when deliberating on this
one.

CHAI RVAN BURTON:  Dr. Li.

DR LlI: By the data presented, not
only the 6-nonth but also 24-nonth, apparently
If we accept the 73 percent success rate is
acceptable, then apparently it is effective,
al though the percentage is lower than the
autograft.

In addition, by considering the
potential unknown trenor and pain sustained by
the autograft procedure, the infused does have

the distinctive benefit.

However, | do have a question or
sonewhat a little concern. I al r eady
nmentioned this, so | would like to ask Dr.

Zhang the question again. For the autograft,
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and it was stable, it had to be stable for 24
nmonths in terns of the success rate, but for
the infused group, in the pivotal study it
decr eased slightly and probabl y now
significantly, but it was fairly consistently
over the 24-nonth period.

| don't know whether you have done
the adjusted studies to grant a license for
the 12-, 18-, and 24-nonth or not. I f you do
or do not -- you either did or did not. Do
you have any possible predictions of the
statistical nmethod, whether that trend wll
continue, or will be -- kind of taper off?

Because if you look at it in that
trend, it was -- there was a further three
percent decrease, and that neans if that
continues at a sane rate, then after 48 nonths
that woul d probably drop below the 73 percent
success rate.

So | understand the data was not
adj ust ed. | don't know whether -- from
statistical point of view whether you can
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explain a little bit further on that concern.

DR ZHANG As a statistician, |
can only make inferences about the data we
have. So that neans we -- | can only, vyou
know, make inferences about the success rates
up until 24 nonths, not beyond, because --
sinply because we don't have data on that.

Now, within 24 nonths, yes, there
was a -- there appear to be, you know, a
declining success rate over tinme. But much of
that was due to the fact that patients dropped
out or, you know, got lost to follow up over
time, especially if they had the prosthesis
successfully placed, and, you know, didn't
have a problemwth it.

So recognizing that, it may not be
all that surprising to see a declining success
rate, you know, if we consider those |osses to
follow up as failures.

It's not clear -- well, until we
understand -- we can better understand the
mechanism for patient dropout and loss to
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follow up, it's not clear how that should be
adjusted for statistically.

CHAI RVAN BURTON:  Yes.

DR DI AMOND: Actual Iy, expandi ng
on what -- Dr. Li's comment, | had a question
for the sponsor. I  know the difficulty
sonetines in trying to determne what a
success criteria is. Wen | ooking at
literature, it can be all over the place, and
that can be clear for any kind of nedical
treat nent.

Ws there any calculation or
attenpt to make a calculation based on what
the expected failure rate mght be over tine?

Knowing fromthe clinical side that a certain

percentage of inplants wll fail over tine
natural |l y. Is that sonething that was
considered and factored into the -- could be,

you know, factored into the equation?
DR HAWKI NS: ' m Dougl as Hawki ns.
|'m a professor of statistics, University of
M nnesot a. | have no financial interest in
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this product. |'m a consultant to Medtronic,
who have paid for ny attendance here.
I'd like to just cone back to the

previous question with a clarification. There

was -- after the prosthesis placenent, a
single failure in the infused group -- and
that occurred between 18 and 24 nonths -- all

of the other patients were successful right
through to 24. And this entire apparent
decline in the success rate is a result of the
| oss of patients who were still successful up
to the tine of their wthdrawal.

"1l have to defer for the foll owp
questi on.

CHAI RMAN BURTON: Can you please
turn the mke off, because it alters the
system when you've got it on. Just hit the
little button on the front of it. There you
go. Thank you.

Does anyone el se have any comments
or questions? Yes, Dr. Patters.

DR PATTERS. Well, to specifically
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address points 1 and 2 there, it seens to ne
that point nunber 1 can be adequately dealt
with through proper |abeling. And it's
clinical judgnent as to whether one wants to
take a treatnment that may have a slightly
| oner probability of success if, indeed, it
has considerably less norbidity. And that's
just a matter of clinical judgnent, but
appropriate labeling to explain that to the
clinicians should deal with -- should be able
to deal with that issue.

The second issue in ny mnd, it's
been ny experience that oftentines patients,
matter of fact nore tinmes than not, wll tell
you that the norbidity at the donor site of an
autograft is far worse than the norbidity at
the recipient site, where the actual surgery
Is being perforned. And, therefore, it seens
to ne that clearly wth regard to sinus
augnentation the benefits far outweigh the
risks.

CHAI RVAN  BURTON: Thank vyou, Dr.
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Patters. Any other comments or questions?

(No response.)

Hearing none, we'll nove on. ['"'m
going to try to summarize question 2, and |
think, actually, that D. Patters did an
excellent job of conpleting that. I think in
regard to point 1, it appears that it neets
the statistical conponents for the PMA in
terms of success.

And on the second question, it
woul d appear that, again, that there is a
differential from an autograft, but that
probably is wthin the risk-benefit ratio, an
accept abl e ri sk-benefit rati o for t he
procedures versus the potential decrease in
success.

Is there any other discussion, or

does that seem to adequately summarize it for

everyone?

(No response.)

Ckay. Let's nove on, then, to
question 3. Again, given the data that was
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submtted for ridge augnentation at tooth
extraction sites, we want to discuss whether
there is sufficient valid scientific evidence
for this indication to arrive at a clinically
meani ngf ul concl usi on respect to its
ef fectiveness.

And agai n, one, Is the data
submtted rigorous enough to support this
I ndication for use? And, two, given the data
provi ded, please discuss whether it's possible
to evaluate the risk-benefit for this
I ndi cati on. So I'd like to open the floor to
question 3.

Dr. Patters.

DR PATTERS: Thank you. My
concern is the proposed indications for use
wth regard to augnentation of ridges at
extraction sites. And i f, I ndeed, an
autograft is not the standard of care, then
why would the indication for use be that this
I s an acceptabl e repl acenent for an autograft?

So I'm having problens with the way
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the indications have been stated, and | could
see that they need sone type revision. Qite
clearly, there does appear to be a benefit.
l|"m very inpressed wth the scans that show
I ncrease in bone height as well as bone w dth.
But 1'd have to look at them primarily as
wel | -controlled case reports rather than a
pi votal study. But | do have a problem with
the indications for use and lunping this use
with the use for sinus augnentation.

CHAI RVAN BURTON: G her coment s?
Dr. Di anond.

DR DIAMOND: First of all, | think
the comment on the study design, historically
nost studies |'ve been involved in where we've
done extraction st udi es have I nvol ved
posterior, you know, extraction where you have
-- we have a nice cone that can certainly hold
the graft material.

| think that the actual challenge
was probably greater, given the fact that you
had limted base of bone to work off of, and
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the challenge, you know, of the material to
actually have to grow bone into that
particul ar area.

And, actually, sort of the question
in terns of, you know, the criteria for
success, a lot of tines even going into
synthetics we often -- and | know the 14K
process is different fromthe PMA process, and
there's certainly a nuch higher degree of
rigor that has to be applied to the PM
pr ocess.

But for synthetic -- to establish
sone kind of «clinical performance data for
synthetics is often based on a series of case
st udi es. And routinely, usual Iy using
posterior extraction sockets, it grows bone
and you're really preserving the ridge height
rather than augnenting it. O at least that's
the chall enge, the direction to go in.

| think that there are, really, you
know, two questions here. One, does it grow
bone? And is that bone strong enough or
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sufficiently devel oped enough to be able to be
| npl anted? And then, the second question is:
is that inplantation of bone strong enough to
withstand the forces, especially, you know,
given it's an anterior nmaxilla, where it's
subject to a Ilot of -- not just direct
vertical forces but |ateral forces, too, which
|"ve seen, you know, cause a lot of inplants
to fail.

If you |l ook at the success criteria
for how much -- how many -- what percentage of
the grafted sites were able to be inplanted,
It's 86 percent conpared to 59 for the sponge,
and 47 percent which | guess would be the non-
treatnment group. | think that, you know, it
| ooks to ne that it does grow bone.

So does it -- is it efficacious? |
nean, to ne, it would seem so. Rigorous wth
regard to statistics -- clearly, you know,
that's a different question.

CHAI RVAN BURTON: Dr. Lin, do you
have any questions or issues you'd like to
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bring out in this as well?

DR LIN  No.

CHAI RVAN BURTON.  Thank you. W'd
like to try to get -- and particularly getting
into this one being a little bit nore open,
we'd like to try to get sonme other coments
from sone of the other panel nenbers, if
possi ble, at least just give us your views of
this, so we can get a little better consensus
I f possi bl e.

Dr. Zuni ga.

DR ZUNI (A Vell, 1"l bring up
again one of ny concerns regarding the
application and extraction sockets, and that
I ncludes the nmandible. | think in the
sponsor's study in the nmaxilla there may be
sonme indications, although we can tal k about,
again, scientific rigidity. However, | think
the mandi bl e m ght be different.

And so the no treatnent extraction
socket in the nmandible may do just as well as
the device treatnent in the nandible. So |
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t hi nk t hat i nformation 'S | acki ng [y
considering the overall verbiage of the
indication -- would nerit that group of

studies, and you can't take the nmexilla and
apply it to the mandi ble, in other words.

CHAI RVMAN BURTON:  Yes. Dr. Anmar.

DR AMAR  Yes. | was alluding to
t hat . | would tend to support Dr. Patters
when he comment ed about the |abeling, and that
was in ny initial coment, nmaking that -- a
conparison wth the autograft my not be
exactly the appropriate way. But if we would
conpare it against an allograft such as a
freeze-dried dem neral i zed bone graft,
efficacy would cone up, and | would tend to
support sonething like that.

CHAI RVAN BURTON: Does anyone el se
care to make a comment? Dr. Chin, yes.

DR CHN Can we have a nonent to
cone to the podiunf

CHAI RMAN BURTON:  Yes. Dr. Marx.

DR MARX My charge here is to
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kind of bring things to a clinical reality,
and nmany of you already have done that. | was

not a participant in the extraction socket

data or that study, but | was part of the
pl anni ng. Essentially, kind of what [|'m
hearing from you all is that it's a rem nder

to us that the infused product is not here as
a replacenent for autogenous bone but as an
alternative to that.

And that the point | would like to
make is that the extraction socket defect was
not anenable to a pivotal study, because there
was no standard of care for an autogenous bone
graft. First of all, IRBs would not approve
aut ogenous bone graft for an extraction socket
where the given is that nothing is placed.

And so it would challenge that the
pl acebo would be the control. There is
essentially no positive control that you can
use in the extraction socket data. And so
what was used as an unfilled socket that heals
with no ability to place a dental inplant.
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Now, | think the point that Dr.
Patters brought up about labeling is probably
correct. You, therefore, can't conpare it to
an autograft. But at the end of the day, the
BMP, the infused, produces predictable bone.
It produces bone equal to that bone that we
saw in the sinus augnentation, which we felt
at the tinme of planning was a nore chall engi ng
defect, because bone doesn't normally exist in
the sinus cavity and doesn't regenerate.

And so we felt we could honestly
extrapolate the bone formation de novo in a
maxillary sinus augnentation to an extraction
socket, particularly this extraction socket.

What is unique about the extraction
socket is it is not an extraction socket. No
doubt extraction sockets wll regenerate bone
on their own, or roughly we'd graft every one
of them

But this extraction socket was a
cl assic buccal wall defect, and when you | ose
that buccal wall it becones a uni que defect,
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which is a true critical-sized defect, that
bone will not regenerate in that particular

socket defect, and that if you can regenerate

bone -- and | think we have an X-ray or
sonmething to show, | think Dr. Cochran showed
It very nicely -- that this will not hear on

its own, that the outcone is to have a m ni num
anount of bone that you could not place an
inplant at all, yet the infuse is able to
regenerate bone here de novo simlar to what
we saw i n the sinus augnentation.

So at the end of the day, the
histology is the sane, the CI scans are the
sane, and that the issue from a patient
perspective is a choice between having no
ability to have a dental inplant placed and an
ability to have a dental inplant placed if

sonmething |ike infused is indeed used.

And so | hope sone of these
comments clarify why | think the extraction
socket, although | wasn't a participant,

really has a strong scientific evidence that
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neets the «criteria | saw in your valid
scientific evidence that | wote down as 21
CFR and a couple other nunbers that | |ong

si nce have forgotten.

But | think it nmeets that criteria,
reasonabl e assurance that it's effective in
devel oping bone that is clinically a benefit

for patients.

Now, to anplify on that, I'd Iike
to introduce Dr. M/ron Nevins, who was
actually a participant in the extraction
socket data. | think he could reinforce sone

of those points as well.

CHAI RMAN  BURTON: Can we just
actually -- there's going to be an open
conment section later. ["m trying to bring
anot her person in now. | think we'll -- there
wll be a period for that later, and | think
we'd be happy to have you introduce it at that
tinme.

Dr. Patters.

DR PATTERS: Yes. Dr. Marx, if
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you coul d remain.

(Laughter.)

| do appreciate your comments, and
| was not questioning the validity of the data
that this 1is effective. However, and |
appreciate you see ny concerns regarding the
| abel i ng.

I'd like you to respond to Dr.
Zuniga's concerns that if you ve only tested
this in the nmaxilla that you really can't nake
| abel ing clains about how it wll performin

t he nmandi bl e.

DR MARX |"m not too sure | can
comment that -- to that, because, indeed, it
wasn't studi ed. Dr. Zuniga is initially
right. But look at the practicality of it.

I'"'m not too sure you can do a random zed
prospective clinical trial for every one of 32
tooth positions in each jaw There's a
practicality that becones unreasonable to test
the canine position versus the nolar position
versus the third nolar versus the incisor in
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t he aesthetic zone.

And so, you know, for the dentists
on the panel, | think we have no doubt 32
t eet h. Is an extraction socket reasonable?
And why it was chosen to be the buccal wall
defect as the nost difficult one to regenerate
bone. W hope it suffices for extraction
sockets in either bone which have a simlar
enbryol ogy. They're both intranmenbranous bone
under the influence of +the neurocrest or
enbr yol ogy. That at l|east was a scientific
basis for that.

DR PATTERS: Wul d you have any
problem then, if the labeling would state
that it has not been tested in mandibular
buccal wall socket defects?

DR MARX: That may be an answer
better answered by the sponsor. But ny
personal -- | would not have any difficulty
with that |abeling. Yes.

CHAl RVAN  BURTON: And |et me
actually -- just a second, Doctor. Let ne
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finish wwth Dr. Marx before he gets to sit

down.

(Laughter.)

Thank you. | guess ny concern has
been along with this. | nean, | think those

of us who have been in the inplant business
for 15, 20 years know the fact that inplants
-- and we know historically -- don't exactly
perform the sane way in the nmandible and the
maxilla or anterior maxill a.

There has always been different,
shall we say, success percentages, at |east
floated around for a long tinme in terns of --
and the truth was, nost people thought the
mandi ble was higher than the nmaxilla. And
probably the nost challenging, and |I think you
are very correct, was the naxill a.

But given that, the question which
Is sort of unanswered with this -- and if we
| ook at the statistics is the truth is in the
mandi ble you maght actually find out that,
yes, it's efficacious, but the truth is is
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t hat doing nothing is efficacious.

As we saw, statistically, t he
dosing studies showed the fact that --
statistically when we analyzed it that when
they used -- when you used the sponge al one,
whi ch, again, should not be active, versus the
ot her, t hat it was actual ly al nost
statistically I nsi gni ficant in terns of
whether it was really effective or not.

Carrying that out one nore step,
you may -- you could cone along and say, you

know, in the nmandi ble you mght actually find

out that they're identical. And so, yes,
you'd have sonething which is safe. It's
ef ficaci ous. But the question is it may not

be any nore efficacious than doi ng not hing.

So, agai n, trying to give an
I ndi cation based upon just the nmaxilla that
then by conjecture goes over and says that
It's ef ficaci ous and necessary in the
mandi bl e, mght be a bit of a stretch.

Do you want to respond to that?
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DR MARX: | think we have sonebody
nore appropriate to respond to that.

(Laughter.)

CHAl RVAN BURTON:  Dr. Cochr an.

DR COCHRAN: I"d like to coment
on two aspects of that. One is | think you're
getting a little confused between an intact
socket versus one that has mssing walls
within the conponent. And we chose the one
that was challenging by having the mssing
wal | s.

In the mandi ble, | think your point
Is correct t hat | f you have existing
surrounding walls you're going to probably get
pretty good fill. But ny concern is when you
have an extraction socket where the -- during
the procedure you lose that buccal plate,

whi ch happens a lot of tines in the nandible

as well, so you're creating a situation which,
in fact, is a defect site and not an intact
Site.

Secondly, your comments about the
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inmplants in the maxilla versus the mandible --
I t hi nk t hose comment s wer e pr obabl y
appropriate a nunber of years ago when we were
usi ng nachine-surfaced inplants, and we were
really talking about the quality of the bone
that those inplants were placed in, because
when nachi ne-surfaced inplants are placed in
the posterior maxilla they <clearly had
significant problens there.

Today, | don't think anybody sells
machi ne-type inplants anynore, and nost all
the inplant conpanies sell inplants with sone
sort of mcro-textured surface on them And |
think that issue has really gone away.

CHAI RVAN BURTON:  Thank you.

Any other comments or observations?

Yes.

DR DI AMOND: A question. You
know, Dr. Zuniga nade a very inportant point
that probably in the nmandible, given its
structure, you probably will not be able to --
it's probably not a good clinical nodel,
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because the -- it probably is much nore stable
for inplants, and that's the challenge.

| guess ny question is, you know,
to the panel is that -- is it appropriate to
view the data as a clinical nodel? And often
clinical nodels are not exactly totally
reflective of the actual clinical case, but
something which, vyou know, the system is
stressed maybe a little bit nore so than you
would normally see in a clinical situation.
And can that be -- you know, can we inpute a
particul ar performance or would sone kind of
post-marketing, you know, series of case
studies be appropriate? So |'m just throw ng

this out to the panel.

CHAI RVAN  BURTON: Yes. Dr.
Janosky.

DR JANCSKY: Il would like to take
the conversation back to the question. And

the question was regarding valid scientific
evi dence. And if | think through the data
that were presented, and | think through study
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designs and what is acceptable to FDA as well
as what the sponsor had presented, |'m |eft
with looking at the indication as the
conpanionship with the study design that was
utilized.

So if | think about the indication
that the sponsor is presenting, does the study
design get at that indication? And we have a
coupl e of approaches. One is the approach
regarding your conparison, and the other
approach is reaching a criteria.

And if | ook at reaching a
criteria and |I'm still not sure about the 73
percent and sort of the appropriateness and
what that actually is telling us, | think a
criterion has been net. Wiy a conparison is
there and the inportance of a conparison is
taking us in a different direction.

So now | et nme eval uate whet her that
criterion was net and whether it was net in a
valid scientific way based on the information
presented by FDA -- what is acceptable or not
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accept abl e.

And that's wher e I''m  having
difficulty, because if | think about the
research designs that were done, and the
research design that was done for this
particular study, all of the issues that we
woul d hope to see have not been net, or seem
to be very weak in terns of being net --
nanel y, het er ogeneity of pati ent base,
het er ogeneity of provi der or physi ci an
clinician, understanding of outcones, and the
significance of those outcones.

So in terns of these two -- this
question 3, and A and B, | actually would say
that, no, that the data submtted is not
ri gorous enough to support the indication for
use. And given the data provided, the
question says, "Please discuss whether it is

possible to evaluate the risk and benefits for

the indication." It seens to suggest to ne
that sonething is there. Is it strong enough
for the criterion? The answer -- ny sunmation
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I S no.
CHAI RMAN BURTON: Thank you. Are
there other comrents from the other panel

menbers in regard to that?

Seeing none -- I'msorry. Yes, Dr.
Qunt er.

DR GUNTER Just a couple of
comments regarding this question. And |I'm

glad Janine brought us back to the question,
because | was having trouble followng all the
di scussi on.

But, you know, when | |ook at the
data overall from the extraction site study
and go back to the FDA definition of
"efficacy”" and "valid scientific evidence," |
do think that those definitions have been net
in this case. And one reason | state that is
that | think, quite clearly, this materia

stimul ates the formati on of new bone.

And, you know, |'m a pathol ogist,
and when | | ook in the mcroscope and see bone
| can't tell where it's comng from | can't
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tell if it's from-- if it's trabecul ar bone.

| can't tell where it's comng from So the
fact that it does stinulate what appears to be
what both the FDA and the sponsor have said is
apparently normal bone.

But that nakes a big inpression on
me, and so | believe that the data from the
si nus augnentation study would show that that
normal bone supports functional prosthesis can
be extrapolated to the study. And | would
urge the panel to think about it in that way.

DR JANCSKY: Actually, can |
respond to that, or at |east --

CHAI RVAN BURTON: Oh, vyes. Yes,
Dr. Janosky, pl ease.

DR JANCSKY: Ckay. What has
gotten nme hung up is that if you read the

definition for "effectiveness," there's a very
clear statenment wthin that definition for
"effectiveness." And it says "significant
portion of the target population.” And that's

the issue in which I'm very uncertain, given

NEAL R. GROSS

COURT REPORTERS AND TRANSCRIBERS
1323 RHODE ISLAND AVE., N.W.

(202) 234-4433 WASHINGTON, D.C. 20005-3701 www.nealrgross.com




10

11

12

13

14

15

16

17

18

19

20

21

22

244

the study design, given the nunber of patients
enrol l ed, given the findings of those, whether
a significant portion of the target popul ation
had been, 1) treated, and 2) shows a positive
result.

| do agree that there are positive
results. The issue is: has it been a
significant portion of the target population?

And | think that's sonme of the issues that
you had raised in your summation of the review
of the PMA, and perhaps that mght be a
reasonabl e di scussion for a while.

Cearly, Dr. Burton, that would be
your deci sion. But at what point do we
consi der what type of studies, the size of the
studies, the extent of the studies? And size
Is not the only determnant. W could have a
very small study that is directed in the
patient population that we want to go to and
still use it for effectiveness.

CHAl RVAN BURTON:  Dr. Anmar.

DR AVAR | think to alleviate a
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little bit your concerns it's a product that
Is already in the market for other uses, and I
would take a venture to say from the sponsor
that the pol ynorphism the hunman pol ynor phi sm
IS present when they use it in spinal fusion.
And they have provided sufficient efficacy
over there.

So | think that that |eap can be
made when it conmes to spinal fusion into the
dental application. Were |'m having probl ens
Is on the labeling again. And, again, | wll
cone back to the |labeling issue. s it
| abel ed sufficient in regard to replacenent of
autograft as opposed to just allograft?

And when we cone again on the
extraction site, is it just indicated on the
maxillary teeth and not in the mandible? O
at | east having sone kind of indication to the
denti st.

CHAI RVAN BURTON: Dr. Dianond, you
started to have a comment ?

DR. D AMOND: Yes, to what Dr. Amar
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said when -- you know, judging -- taking the
efficacy in orthopedics, along with the data
that was presented today, | think we can, you

know, make the assunption that it would work

in other bony -- on other bony sockets. I
think we can -- that's not a trenendous |eap
of faith here, | think, given the total body

of evi dence.
If that's a wording issue, you

know, then that's a different situation, and

that -- | don't know whether we're charged

wi th di scussi ng wordi ng, but -- of science.
CHAI RVAN BURTON: Sor t of

secondari ly. Dr. Zuniga, would you care to

comment in here as well? Because, you know,
your review of this sort of sparked a little
bit of this in terns of -- we sort of got in
-- are sort of getting two sides here, and |
guess that I'd just like to get a couple nore
opi nions from sone of the other people on the
panel to try to fill this in, so we can try to
get towards sone kind of a consensus.
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DR ZUNITGA: |'Il try. The concern
about the actual study in the extraction is --
agai n, as discussed before, was use a pl acebo.

That's one issue. | think the no treatnent
group is probably not appropriate, but it did
point out that the -- if you do not treat the
extraction socket, you have a natural |oss of
bone that would not -- probably not support an
I npl ant .

And, therefore, future inplantation
woul d require either another device, product
device for that, or autograft. So the
pl acenent of the device at the tinme of
extraction may obviate that in 86 percent of
t he cases, based on the rigorous comments. So

there is a positive reason for |[|ooking at

this.

| think, however, the fact that it
was -- that group was not blinded, | don't
think it's a fair statistical conparator. A

probabl e appropriate statistical conparator
would be a true blinded sponge wth no
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product, etcetera, and | would include both
the mandi ble and naexilla, even though there is
sone discussion that you could apply one to
t he ot her.

|"m not sure we can just generally
make that -- the nmandible may act, in fact,
different than the maxilla in terns of
regenerati on. And, again, the inportance of
the criteria, the sponsor indicated that --
t he pl acenent of inplants.

CHAl RVAN BURTON: Dr. Patters.

DR PATTERS: Yes. I n response to
Dr. Danond, | wasn't quite sure when you
said, "Well, if this is a matter of wording,"
Is that like a matter of semantics? Because

all ny years on this panel has taught ne that
| abeling is everything. It's not just
wording. | mean, it is critically inportant.

DR DIAMOND: Just to respond, no,

| didn't say it's -- | didn't nmean to inply
that it was trivial. But if the -- it is very
important. | think that | guess parsing out,
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you know, does infuse -- you know, is it

efficacious wth regard to growng bone?

Wichis, | think, the overall intent.

And if that's -- you know, if we

will sort of agree and accept that,

issue is in terns of whether, as a

and i f the

r epl acenent

for autograft is the issue, then that's -- you

know, it's certainly a discussion

t hat needs

to happen, and sonething that needs to be

addr essed.

But is it doing what it

intends to

do? O is it stated appropriately in the

| abeling? You know, that's what |

was trying

to get to. But, clearly, labeling -- it has

to be Ilabeled appropriately.

guestion about that.

There's no

CHAl RVAN BURTON: Dr. Patters.

DR PATTERS: I'd

li ke the

opportunity to address Dr. Cochran again, if |

coul d.
CHAl RVAN BURTON: Certainly. Dr.
Cochr an.
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DR PATTERS: Dr. Cochran, | think
we all agree that there is not an adequate
positive control for extraction sockets. But
clinically, given the existing products on the
market, and given what the clinician has
available, if you're faced with an extraction
in the maxilla that is going to have a buccal
defect, what do you do as a clinician, given
what you have available? Don't you use sone
type of grafting procedure?

Because you know that if you do
nothing you're going to have to find another

way to augnent it in the future. You are not

going to be able to use -- to do the inplant.
DR COCHRAN: It's a good point

that you nmake, and I'Il certainly give you ny

opinion on that. And, clearly, as a

clinician, when we take out a tooth and we're
| osing buccal plate like that, we have to do
sonmething, in ny opinion, for the benefit of
t he patient.

Wiet her the patient thinks they're
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going to get an inplant next week, or, you
know, a year from now, you don't want to
exclude that possibility. So the benefit for
the patient is to do sonething.

Cenerally, we have solutions that |

think are not ideal for what we can do for our

patients. Cenerally, we used to use EPTFE
menbranes and let a blood clot fill 1n that
ar ea. But the EPTFE nenbranes about 50

percent of the tine got exposed and becane
Infected, and gave us a less than adequate
result, and there is data to support that.

If you go to these other types of
materials that are osteoconductive materials
just to fill the space, as was pointed out a
little bit earlier, you end up with material
that's residual in the extraction socket area,
and that is not ideal for placing inplants in
that area

Sone of t he ost eoconducti ve
materials stay in there for years at a tine,
and that's certainly not ideal in ny -- in ny
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view for placing inplants. Il would like to
have native bone that's there w thout residual

material, and this gives us that option.

One other coment | would like to
make is that the -- sone of the discussion is
centered on the design of this trial. But if
you think about this design, if you're
thinking about, okay, well, let's design
anot her trial, this was a random zed,

prospective, blinded human clinical trial, an
RCT about as high a |evel evidence as you can
design. And that's what we were trying to do.

Clearly, you knew when the patient
wasn't treated with anything, as has been
poi nted out, which was a good point. But in
the other case of the sponge versus the non-
sponge, we had no idea, because that was
prepared in a room outside of where the
clinician was working.

DR PATTERS: So can | concl ude,
then, that it is your conclusion that there is
nothing presently on the market that is
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suitable to help you regenerate a socket
defect with a buccal -- in the nmaxilla that's
m ssing a buccal wall?

DR COCHRAN:  Yes.

CHAl RVAN  BURTON: Before you sit
down, | guess one other sort of extension of
what Dr. Patters was asking about was, how do
you -- how would you like to -- | don't want
to say explain, but how would you relate back
to Dr. Zhang's statistical analysis that
showed that when you didn't go wth no
treatnment versus the BMP, but you went to the
pl acebo versus that, that you suddenly got
dowmn to an effect which was actually not
statistically significant between the two
groups in terns of efficacy.

| nean, that would lead you to

believe that literally alnost any materia
| mean, you put a collagen sponge in, which is
not either particularly osteoconductive or
I nducti ve. At |east given the sanple size,
could have been just as effective in a |arger
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size sanple. | rmean, so how do you then
address the concept of efficacy given that

statistical outcone?

DR COCHRAN: Vell, |I'm not sure
that | agree with the way the statistical
analysis was perfornmed in that case. | have

to go back to the data that | presented this
nor ni ng. And when | |look at the data on the
hei ght of the extraction defects, whether you
put in the BMP sponge versus the sponge al one,
there was a significant difference, very
significant difference.

Al so, if you |l ooked at the wi dth of
the bone fill in areas where there was not
existing at one-quarter and one-half there
were statistically significant advantages to
havi ng t he BMP versus the col |l agen al one.

Also, if you go back and |ook at
t hat data very carefully, patients that
received the .75 mlligrans per ml| received
nore of a benefit than the coll agen al one, but
not as good as the 1.5. So there was dose-
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response relationship which scientifically is
a pretty strong relationship for the protein.

CHAI RVAN  BURTON: Any ot her
guestions or conments?

(No response.)

Thank you, Dr. Cochran.

Dr. Lin.

DR LIN | just would like to
remnd the panel about our PNA regulations. |
think in order for the panel to recomend the
approval of any PMA events, | think one thing
you need to consider, what is sort of valid
scientific evidence. And, right now, | think
the question in front of the panel is, which
of those parasites, would that constitute a
barrier to scientific evidence? And |'d just
| i ke you to take that into consideration.

CHAl RVAN BURTON:  Dr. Janosky.

DR JANCSKY: That actually was the
Issue that | was raising, is that given that
study design, the size of the study design,
the heterogeneity of the subjects, etcetera,
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etcetera, ny conclusion wuld be no, nore work
woul d need to be done.

CHAI RVAN  BURTON: Any ot her
comments to that? Yes, Dr. Li.

DR LI: | also would be cautious
to use -- directly use the spinal augnentation
and sinus augnentation effect of this data to
the extraction socket, because it is known
that BMP effect can be different, depending on
the circunstances of the defect, including the
si ze and the shape of the defect.

So we do need sone direct evidence
on the socket augnentation itself, and | have
no doubt it is a fact -- effective that BWM
will -- does pronote the bone growth. But on
the other hand, the direct evidence for the
socket augnentation is needed.

CHAl RVAN BURTON: Way don't we try
to sum up, since we've got pretty disparate
comment s around here.

On question -- can we bounce back
to 3 again, please? Dr. Chin. Yes, go ahead.
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DR CH N I would like to get
clarification on the coment that was just
made, the inplication that it is known.

There's a difference in response of use of BW

in different ar eas, I believe is the
I ndi cation you were naking. Coul d you nake
sure -- clarify that for ne, please? It's

known that there is a difference is what |
hear d.
DR LI: Vell, what | neant was

sonetines the response to the BMP effect could

be different at the different -- under the
di fferent ci rcunst ances, i ncl udi ng t he
physi cal shape of the defect itself. There

have been publications, for exanple, by Dr.
Reddi of U.C. Davis.

DR CH N Ckay. So you're
referring to the shape of the defect dependi ng
on the defect that it's repairing?

DR Ll: No. All | was saying is
you -- it is known that could be the response,
the fact of the BMP, to pronote the repair of
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the bone defect could be different at
di fferent pl aces under di fferent
ci rcunst ances.

CHAI RVAN BURTON:  Dr. Janosky.

DR JANCSKY: Dr. Burton, can | ask
Dr. Li a question, please, related to that?

CHAl RVAN BURTON: Yes, that would
be fine.

DR JANCSKY: One of the issues
that we have been talking about is the nax
versus the nand. In light of what you just
said, would you please coment on that
difference, given that the study was only done
In one and not the other?

DR LI: That why | said for the
evidence on the nmandibular, however, we do
need the results on the mandibular socket
augnent ati on.

CHAl RVAN BURTON:  Yes. And who are
you? |'msorry.

(Laughter.)

A new face has appeared at the
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podi um
DR WXY¥NEY: Yes. |'m John Wzney.
|'m a scientist and Assistant Vice President
at  Weth. And | directed nost of the

preclinical pharmacol ogy work supporting this

PNVA.

l'd just like to nmake a couple of
comment s. W've done a huge anmount of
preclinical pharmacology work wth this

particular device in a wde variety of
anatom c | ocati ons. And | would have to say
that bone inductive effect 1is essentially
| denti cal everywhere that we placed it.

And, certainly, if you form bone in
a very large defect site such as the sinus,
formng bone in a smaller site as an
extraction socket is relatively easy.

CHAI RVAN BURTON:  Thank you.

Any ot her comments?

(No response.)

"1l try to summarize this. W'
obviously have sone -- obvi ously, sone
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di fferences which nay be nore appropriate when
we get to both the summtion and -- the
overall summation and to the panel voting --
may be nore in |line comment-wise with sone of
t hat .

But t he answer s - - or t he
summations to question 3, part 1, is the data
submtted rigorous enough to support this
I ndi cati on? It would appear at l|east from
what |'m hearing from part of the panel at
| east that there is sone question whether sone
of the extrapolations off the existing studies
and the solo study for ridge socket
preservation, ridge augnentation, may not have
been nmet for part 1.

And then, based upon that, it's
certainly that there's a -- there is a risk-
benefit ratio, and even in this particular
indication it certainly is safe. The question
IS whether whatever risk may be present is
benefitted in the fact that at least it's
unclear, based to a degree on the existing
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clinical study, the dose studies, whether or
not it is -- we know that it appears certainly
to be effective.

The question is whether whatever
risk is present is actually necessary, given
the fact we're not <clear whether that's

necessary at all at this tine.

Gven that, like |I said, we'll nove
on to -- okay, do you have any other conmments,
Dr. Lin?

(No response.)

Ckay. Thank you.

we' || nove on to question 4.
Pl ease discuss whether sufficient, valid

scientific evidence has been provided to
denonstrate the safety and effectiveness of
I nf used bone graft for t he fol |l ow ng
I ndi cations requested by the sponsor -- 1)
sinus augnentati on, 2) extraction socket
augnent at i on. This is, in a way, sort of a
continuation of 3, but let's nove forward with
gquestion 4.
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Point 1 on sinus augnentation --
again, we want discussion on whether there's
valid scientific evidence for both its safety
and effectiveness for the indication.

Yes, Dr. Amar.

DR AMVAR Could you reiterate, of
the comments that we have, we have said and
expressed all around -- when it <cones to
safety, | think that it's -- at least in ny
opinion, there is sufficient data to support
safety of this conpound. Wen it cones to
efficacy, | think that sinus augnentation
would go for that, but the extraction socket
augnentation falls sonmewhat short of it. And
that's ny recomendati on.

CHAI RVAN BURTON: G her coment s?
Dr. Janosky.

DR JANCSKY: Mne is very simlar.
| think safety for both. For effectiveness,
definitely for sinus augnentation; for socket
augnent ati on, no.

CHAI RVMAN BURTON:  Dr. Patters.
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DR PATTERS: | generally concur.
Certainly, vyes for one, and sone question
about two. But | would hate to not have this
product available for this indication, if the
I ndication were very, very specific for the
treatnment of buccal wall defects in extraction
sites in the maxilla, and wth disclainers
that the product has not been tested in
nol ar s. s that correct? It has not been
tested in nolar extraction sites? It has not
been tested in the nmandi bl e, etcetera.

Because as Dr. Cochran pointed out,
and | think his point is excellent, there is
no alternative that 1is suitable to the
clinician. And if one does not put anything
In such extraction sites, we're going to have
to find another way to augnent that bone if,
I ndeed, an inplant is the treatnent of choice.

So | think this is all a matter of
| abeling, and | would recommend to FDA that
they very carefully negotiate sone very, very
specific |abeling and indications for nunber
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CHAI RVAN BURTON:  Yes, Dr. Amar.

DR AVAR If | follow vyour
argunent, then the Ilabeling would becone
maxilla interior with buccal only mssing.

That's pretty specific.

DR PATTERS: That's all they
t est ed.

DR AMAR That's what it cones
down to. And if it's the case, | have no
problem with the I abeling. But the range of

patients that are going to be benefitting from
this is pretty limted, rather than asking for
nore dat a.

DR PATTERS: VWll, ny question
then, if you could clarify what you just said,
Dr. Amar. Is it you're saying that -- not to
have nore exclusive |abeling |anguage, but to
go ahead and request further data in other
anatomcal sites as -- | nean, what are you
recomrendi ng, t hen, I f you don't have
excl usi onary | anguage?
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DR AVAR l|"m just following the

-- his argunent by saying we would recommend a

specific | abeling. And if we recommend a
specific | abel i ng, it becones maxil | ary
buccal, not mandibular, and only anterior

teeth, probably not even a canine, because a
canine is in the angle and you would argue
that it's not being tested.

So the indications towards usage
for such a conpound becones very Ilimted
rather than waiting for nore data and
expanding it to a larger nunber of treatnent
sites.

CHAI RVAN  BURTON: Dr. Cochran, a
poi nt of clarification for nme. My

understanding was that this was tested from

like -- | mean, other than nolar sites in a
maxilla, 1is that correct? So bicuspi ds,
et cetera.

DR COCHRAN: W did a lot of
bi cuspi ds.
CHAI RVAN BURTON: Ckay. So it's
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basically nol ar teeth.
DR COCHRAN: Mol ar wasn't exam ned
inthis trial --

CHAI RVAN BURTON:  Ckay.

DR COCHRAN: -- in the nmandi bl e.
DR AMAR  Was not.

DR. COCHRAN: Was not.

DR AMAR  Was not.

DR COCHRAN: But the prenolars

wer e.

DR AMAR  Prenol ars were.

CHAI RVAN BURTON: G her coments?
Yes, Dr. Patters.

DR PATTERS. Wll, let ne respond
to Dr. Amar by saying that | think giving very
specific labeling indications wuld allow the
conpany to conduct further trials. And FDA
can correct ne if |I'm wong, but it would
allow them the 510(k) process to seek other
indications if they have the data for them
Does it not? If it's approved for very
limted indications, and then --
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DR GUNTER It's a supplenent to
change it.

DR PATTERS: It's a supplenent in
the PMA to change it? GCkay, thanks.

CHAl RVAN BURTON:  Dr. Fl em ng.

DR FLEM NG Wl l, as the consuner
rep, | tend to agree wwth Dr. Patters that we
are limting the use of this mterial iIn
socket site extraction sites to the point that
there would be a nunber of patients that could
benefit that would not have it available to
t hem

So in ny opinion, given the fact
that this material has been used in spinal
applications in a very sensitive part of the
body, | cannot imagine it would not be
successful in a broader range of applications
than the maxilla and the nandi ble. The fact
that it hasn't been tested probably is going
to require sone addi ti onal | abel i ng
requirenments.

So I'm in agreenent wth Dr.
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Patters that | think that it's very useful. |
think it probably could be wused in the
mandi ble, frankly, but since it hasn't been
tested, then we've got to decide what the data
supports and what it does not.

CHAl RVAN BURTON:  Dr. Zuni ga.

DR ZUN GA I'm a little bit

concerned about the direction we're going. I

think the question is valid scientific
evi dence. And if the study -- Pavlov study
had been done, we wouldn't be -- we'd be

finished and there wouldn't be any question
about | abeling or other issues.
And so I'd -- | think that we --

there's not enough evidence to support the

second. | wish we could bring it to a
| abel i ng. I think they do have a |abeling
| ssue. I think it's a varied treatnent
effect. It's effective. | would love to be

able to offer it for our patients, but not for
the maxillary anterior buccal space fracture.
So that's ny concern.
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CHAI RVAN  BURTON: What's  your
recomendation, Dr. Zuniga? ["m trying to
pull people out a little bit here, but try to
give us a little nore concrete things to work
with. But what's your recomendation? So yes
on one, but on tw you're saying that you
don't feel that there is wvalid scientific
evidence to  support efficacy in those
I ndi cations, correct? kay.

Dr. Lin, do you have any comments?

DR LIN Vell, | just wanted to
al so, again, remnd the panel nenbers that the
sponsor request is -- on PWMP be approved for
these two indications. The second indication,
there is no sort of hint of what’'s to cone, so
It's very broad indications.

So when you decide whether to nake
a recommendation to FDA, first, have those two
I ndi cations and have enough scientific advice
and scientific evidence for FDA to approve
these two indications. And that's what |
woul d like to rem nd agai n.
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CHAl RVAN BURTON:  Dr. Janosky.

DR JANCSKY: Dr. Lin, can | get
further clarification, please? |Is it possible
for us to separate these and recomend the
ratio be positive for sone -- for one but not
the other? O are they definitely |inked and
we -- and it's one deci sion?

DR LIN. That's probably -- after
you mnake a recommendation, we can work wth
t he sponsor. But the sponsor right now in
this PMA, particular subject PVA they request
that these two indications be approved -- and
not the data to provide to FDA or provide to
t he panel.

CHAl RVAN BURTON: In answer, Dr.
Janosky, when we get a little closer to being
conpl eted, once we finish these questions and
go to the actual summation and votes, that
wll becone -- there is sone explanatory
material that explains it. There has been
some rule changes in what we're allowed to do
from sone ot her previous panel hearings, so we
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will explain that at that tine.

Is there any other discussion on
this one? | think we've really sort of
conpleted that at this point in tine.

G ven the fact that it's currently
2:30, we are going to take a 15-m nute break
at this point. W wll start pronptly at 2:45
wi th the second open session.

Thank you.

(Whereupon, the proceedings in the
foregoing matter went off the record at 2:29
p.m and went back on the record at 2:44 p.m)

DR BURTON Pl ease take your
seat s. Thank you, let's get started again.
W are going to convene now the second of the
open public hearing portions. If there are
any individuals wshing to address the panel,
pl ease raise your hands and identify yourself.
You are rem nded that the sane identification
process is the closure requirenent and the
time limt of 10 mnutes wll be -- as
announced in the first public hearing will be
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applied to this session as well. So we'll
nmove forward. | saw Dr. Assael raise his hand

there, recognizing him Dr. Assael

DR ASSAEL: Leon Assael, from
Port| and, O egon. ["'m an oral and
maxi | | of aci al sur geon. |"m speaking for
nyself only, but I'm here also wth ny
expenses paid by Medtronic. |  was not

I nvolved with the product devel opnent or any
of the research and have actually just becone
I nvol ved this week with this process.

M/ coment is as follows. | f
you're going to look at a clinical problem
one of the best ways to look at it is to |ook
at the nost vexing, the nost difficult and the
nost chal | engi ng aspect of that problemand if
your idea works with that nost vexing and nost
difficult part of the clinical problem you' re
| ooking at, you can extrapolate that it's
going to work in a nore sinple state.

Wien analysis of |nFuse was done
with tibial plateau fractures, for exanple, it
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was done because -- open fractures because
that's a very vexing problem with a high
infection rate, high non-union. And as an
oral and naxill of aci al surgeon | could say
that looking at the maxilla and nmandible in
toto, and the need for dental inplants,
clearly the nost vexing and difficult and
problematic area is the atrophic posterior
maxi | | a. And the second nobst vexing and
troubling area is the anterior nmaxilla in the
aesthetic zone when there's been a loss of a
wal |, especially the facial wall. So in terns
of study design, it seens to nme that -- and in
terms of the design of site, it seens to ne
that to try to limt the site doesn't nake a
lot of sense in that regard concerning the
nost difficult sites and the nost difficult
probl ens were sel ected.

In terms of the Dbiostatistics,
that's certainly another issue and study
design but | wanted to address that issue of
anatomc site since it's cone up. Thank you
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DR BURTON. Thank you, Dr. Assael.
Are there any other individuals that would
like to speak during this open public session?
Yes, please cone forward.

DR YAH RO Good afternoon, ny
nane is Martin Yahiro. I'"'m an orthopedic
sur geon. I'"'mthe dobal Drector of dinical
Regul atory and Medical Affairs for Medtronic
and |'ve been asked to read sone letters into
t he record. "Il just read the body of the
letters.

"Dear M. Ryan: | am a private
practitioner and a principal investigator for
the BMP-2 sinus augnentation inplant five-year
st udy. My personal observation is that this
protein works and is the only osteoinductive
material type on the market. W inplore you
to give us the opportunity to use BWMP and
reduce our need for the use of cadaver bone,
secondary site autographs and all ographs. The
use of BMP out of the bottle would greatly
enhance our armanentarium” This is signed
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M chael R WIand, DDS.

The second letter, "Dear Sir: | am
a practicing oral and nexillofacial surgeon
and also a board nenber of the Anerican
Associ ation of Oal and Maxill ofacial Surgeons
as the imedi ate past president. Al though our
associ ation does not have a current official
position statenent on BWMP 2, | would like to
express ny opinion about bone norphogenetic
proteins or BMPs. Being famliar with the
research in this area, | can say wth great
certainty that BMP has been one of the nost
heavily researched areas in all of oral and
maxi | | of aci al surgery. Since the late Dr.
Marshall Urist first discovered these proteins
over 30 years ago, an unprecedented anount of
publications and research efforts have been
dedi cated to studying these proteins.

For all practical purposes, all of
these studies have denonstrated to the
research and nedical community that safe and
new alternative nethods are available to the
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current autograft, allograft and xenograft.
This product would be an inportant step in
reducing surgical norbidity and the costs of
conventional grafting. | strongly urge this
panel to approve these desperately needed
proteins for oral and naxillofacial surgery.
It is truly tine to approve these proteins for
the use in the oral cavity. | have been part
of the original research team and | have seen
the incredible difference they make in the
restoration of lost bony conmplex in the
maxi | I a and nmandi bl e.

Finally, | should Iike to point out
that | have no financial interest in this
product or the conpanies that have devel oped
this protein.” Signed J.M Ml ngui st, DWD,
| mredi at e Past President, American Association
of Oral and Maxill of aci al Surgeons.

And finally a third letter, "Dear
Dr. Ryan: M/ name is Dr. Keith Kreuger. I
was part of the pilot study with RH BW 2,
ACSLT and sinus grafting. Through detail ed
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research, the effectiveness of this protein
was proven. The patient benefit from this
protein was trenendous. The wuse of this
protein would revol utionize the current
concepts of patient care for bone grafting in
oral and maxi | | of aci al surgery. "' m
submtting to you ny strongest recommendation

for full approval of the rhBMP-2/ ACS by FDA

Please feel free to call nme for further
I nformation."” Respectfully submtted, Dr.
Keith E. Kreuger, DVD, D plomat, Anmeri can

Board of Oral and Maxil |l of aci al Surgery.

DR BURTON: Are there any other
speakers for the open public section here?
Seeing none, we wll conclude at this point
the open public hearing section. Before we
proceed with the panel's recomendations, |
would like to invite both the FDA and the
sponsor to make brief closing statenents. The
first one wll be nmde by the FDA Dr.
Runner? Thank you very nuch, Dr. Runner.

DR RUNNER: You' re wel cone. I
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think at this point, FDA has nade all the
comments it wshes to nake and we really have
not further comments at the present tine.

DR BURTON Thank you very nuch.
Dr. Chin, are you or another person going to
represent the sponsor, please?

DR CH N Sorry, we'd |like to have
a couple surgeons speak and then I wll wap
up at the very end if that is appropriate with
you.

DR BURTON: That would be fine.
W're trying to keep it down to seven, eight
m nutes in there.

DR CH N Sure.

DR BURTON: Thank you.

DR N VENS: M/ nane is Mron
Nevins. |'ma periodontist. [|'man Associate
Prof essor of Periodontics at Harvard School of
Dental Medicine. | have no financial interest
in the product under review. I am a
consultant for Medtronic which is covering ny
expenses attending this neeting. That said,
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l'"d like to speak to you as a clinician and
educat or. I have now practiced beyond 40
years and |'ve encountered a significant
nunber of the issues that we're discussing. |
al so have been a participant in the -- in five
of these six studies that we're di scussing.

In the study of the extraction
sockets, we selected the nmaxilla because of
promnent roots and thin buccal plates and
felt this was a significant problem for our
patient base. Mbst patients are interested in
what the aesthetic result will be in addition
to the reliability or success of a product.
The inclusion criteria included 50 percent
| oss of the buccal plate. Wth this bace
mai nt enance for whatever material is going to
be sel ected becones an i ssue.

In addition just to consider
another area that we're discussing, another
significant area is the classical knife-like
ridge in the mandi bul ar posterior, so when we
assune that maybe the maxilla wll just hea
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by itself, going back to ny father's
generation of dentists, they've had difficulty
constructing renoval partial dentures when the
mandi bul ar posterior teeth are m ssing because
the buccal plate is lost to extraction. This
Is a classic finding in dentistry.

That said, I1'd like to ook at how
you consider valid scientific evidence and as
we get to the second line, | don't want to
read this because it will take too much tine,
but partially controlled studies, studies and
objective trials wthout matching controls,
wel | -docunented case histories conducted by
qualified experts and reports of significant
human experience wth a marketed device. I
think that we have a panel of very well
gqualified experts wth significant years of
experience both in clinical practice and
patient care and in terns of educating future
generations  of specialists in oral and
maxi | | of aci al surgery, and in periodontics.

And | think that if you don't want
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to accept what we did as a well-controlled
random zed trial, that was doubl e-blinded, you
can at least consider it as one of the other
I ssues that you have here. But as a
clinician, it's very necessary to bring to
your attention that these Dbenefits are
mandatory for patient care. You can talk
about the use of aut ogenous bone for
extraction wounds because in truth nost - -
extraction is probably the nost conmon
procedure in dentistry. And unfortunately
many of these extractions occur before we get
to see a patient.

But on those issues, where we see
significant recession of the buccal plate
before we renobve the tooth, an experienced
clinician knows that we have to have tools to
work with. And in this instance, we're asking
you to approve a tool that is of a significant
benefit to the patient wth, according to your
own conversation, a mnimal risk or no safety
risk. You can't say -- nothing is no safety
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risk but certainly a mninmal risk. So the
ri sk-benefit ratio is one that has already
been deci ded. What you have to decide is if
you were the patient and you had this problem
or a loved one had this problem how you woul d
like to be treated and that's the issue that
we have.

Aut ogenous bone is not the standard
of care for this. The standard of care should
be what is the safe and efficacious way to
treat our patients that present wth these
| ssues, and these issues present on an
everyday basis in a clinical practice or at an
educational institution. Thank you.

DR BURTON: Thank you very nuch,

Dr. Nevins. Dr. Marx.

DR MARX: | think |'ve probably
said too nuch already but I'll say one fina
closing remark. | think after hearing the

panel 's di scussion, that |I'm concerned that we
may be losing the forest for the trees
concept. In pointing out, |I want to echo what
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Dr. Nevins had just pointed out and that if
you |l ook at the extraction socket data, yes,
the N of 21 is not as ideal as a sinus
augnent ati on st udy. It probably seened |ess
conpared to such a rigorous study as a science
augnentation study, but it was a random zed
blinded, clinically controlled study of an N
of 80. It seens to have net the wvalid
criteria that has been brought forth. At the
very least it's a partially controlled study
or at |east docunented case histories of at
| east 21 patients by qualified experts.

It is not, as is cited here, an
I solated case report. It's not random
experience. It's controlled experience and |
think if we take a couple giant steps
backward, you can see that it's net the
assurance of efficacy and net the assurance of
safety and that's particular indication as
wel | .

DR BURTON: Dr. Chin.

DR CHN  Thank you. I, first of
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all, would like to nmake a coment about a
clarification of a coment that was nade
earlier today just about 30 mnutes ago. |If |
under st ood t he conmment correctly, t he
I nmplication was the sinus and the augnentation
- - sinus augnentati on, extraction socket
augnent ation indications were pooled together
at our request, the sponsor's request. That
was not the case. During much discussions,
you know, we did pool many indications out but
at the very end, prior to you receiving your
package, we did not ask for these indications
to be lunped together for one vote. And |
think that was the inplication of the coment
that was nmade earlier

So now | would Iike to conclude our
sessi ons. I'd like to borrow from Dr.
Zuniga's summary, which was very eloquently
giving an explanation of the clinical program
that we provided. He did an excellent job in
review ng and sunmmari zi ng our data. I'd |ike
to reinforce and address sone of hi s
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statenents with sone conmments. W Dbelieve
that we've provided a reasonabl e assurance of
safety and effectiveness of |nFuse bone graft
for the proposed indications.

InFuse is already the subject of
two approved PMAs in orthopedics. The product
before you today is the identical product
which is under consideration for these
| mportant indications. Let ne take this
opportunity to address sone few points that
have been raised during the neeting. First,
the question was raised about reducing the
nunber of indications from five to two. I
want to assure the panel that we did not
renove these indications for untoward safety
or effectiveness observation.

Frankly, we bel i eve t hese
I ndications are consistent wth an oral
maxi | | ofacial indication and have a desire to
ultimately pursue them  The renoval of these
I ndi cations resulted from di scussions w th FDA
regarding the Iimtations of the data due to
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their nature, for instance, retrospective case
studies, and the amount of the information to
support PNMA approval for this indication.

Anot her poi nt t hat has been
di scussed today is the justification for the
extraction socket indication. This indication
Is justifiable as you just heard from Dr. Marx
and Dr. Nevins. The clinical data that are
avai l able are prospective in nature and based
on random zed treatnent allocations. The
results show that high quality bone that would

support the long-term placenent of dental

I npl ant s. A statistician nmay argue that the
sanple size is small. It is small but as Dr.
Zuniga pointed out, these patients were

distributed across seven different clinical
sites, not just one or two.

However, the differences between
the InFuse and control treatnents were
nonet hel ess i npressive and consistent with the
I nformation avai | abl e from the | ar ger
augnent ati on study. W also believe that the
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si nus augnentation results can be extrapol ated
to this indication and that the available
extraction hi st ol ogi cal, and density
information as well as the functional |oading
data confirnmed this.

Dr. Patters said that the data
seened to represent a case study. Wll, based
on the FDA regulation as shown on the slide
that was up, the case studies do fall wunder
the rubric of valid scientific evidence which
can support a PMNA

Also we heed the coments about
proper labeling for the indication for use and
are wlling to work with the FDA to address
the panel's coments regarding |abeling. The
use of InFuse in an extraction socket is an
I mportant indication for dental surgeons and
their patients as well-stated by Dr. Patters
and we strongly desire to nake that avail able
to the patients and the surgeons.

Finally, InFuse bone graft is safe.

There is an already established safety
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profile for this product. The clinical data
further contributed to this. In terns of
effectiveness, it is just another location in
the body where |InFuse bone graft has been
shown to neke high quality bone. For this
I ndi cation I nFuse bone graft predictably makes
bone that ©predictably supports functiona
| oadi ng of inplants over term over long term
As Dr. Zuniga highlighted it really boils
down to the risk-benefit ratio. For these two
I ndi cati ons, t he risks are few, wel | -
established and clinically acceptable. The
benefits fromthe use of |InFuse bone graft are
that quality functional bone is forned. I n
procedures where the standard of care is the
use of bone graft, InFuse precludes bone
har vesti ng and the norbidity and pai n
associated with it.

I n procedures where the standard of
care is not filling the cavity, the data
strongly suggests a treatnent effect of InFuse
bond graft and that it perforns better than
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the standard treatnent. Therefore, we believe
the benefits nore than offset the risks
associated wth the product.

In conclusion, we have net the
standard of PVA appr oval for t hese
I ndi cations, neaning that we have provided a
r easonabl e assurance of safety and
ef fectiveness. VW want to thank the panel
and review team for the tine and efforts
during this subm ssion process.

DR BURTON: Thank you very nuch,
Dr. Chin. W wll now proceed to the panel's
recomendation concerning the PMA and the
Executive Secretary wll now provide sone
backgr ound i nformati on prior to our
del i berati ons.

MR RYAN Thank you, Chairman
Burton. The Medical Device Anendnents to the
to the Federal Food, Drug and Cosnetic Act as
anended by the Safe Medical Devices Act of
1990, al | ows t he FDA to obt ai n a
recomendation from an expert advisory panel
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on designated nmedi cal devi ce Pr e- mar ket
Approval Applications or PMAs that are filed
with the agency. The PMA nust stand on its
own nerits and your recommendation nust be
supported by safety and effectiveness data in
the application or by applicable publicly
avai | abl e i nformati on.

"Il now read the definition of
safety from the CFR as was presented before
"There is reasonable assurance that a device
Is safe when it can be determ ned based upon
valid scientific evidence that the probable
benefits to health from use of the device for
Its intended uses and conditions of use when
acconpani ed by adequat e di rections and
warni ngs against unsafe wuse outweigh any
probabl e risks."

The definition of effectiveness:
"There is a reasonabl e assurance that a device
Is effective when it can be determ ned based
upon valid scientific evi dence that a
significant portion of the target population
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the use of the device for its intended uses
and conditions of wuse when acconpanied by
adequate directions for wuse and warnings
against wunsafe wuse wll provide clinically
significant results"”

And once again, the definition for

scientific evi dence, "Val i d scientific
evi dence i ncl udes evi dence from wel |
controll ed I nvestigations, partially

controlled studies, studies and objective
trials W t hout mat ched control s, wel | -
docunent ed case hi stories conduct ed by
qualified experts and reports of significant
human experience with the marketed device from
which it can fairly and responsibly be
concluded by qualified experts that there is a
reasonable assurance of the safety and
effectiveness  of the device under its
condi tions of use".

| sol at ed case reports, random
experience, reports lacking sufficient details
to perm t scientific eval uati on and
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unsubstantiated opinions are not regarded as
valid scientific evidence to show safety or
ef fectiveness. Your recommendation options
for the vote are as follows: approvable,
that's a third, no conditions attached,
approvable wth conditions, the panel may
recommend that the PMA be found approvable to
specified conditions such as physician or
pati ent education, |abeling changes or further
anal ysis of existing data. Prior to voting
all of the conditions should be discussed by
t he panel.

Not approvabl e, the panel may
reconmend that the PMA is not approvable if
the data do not provide a reasonabl e assurance
that the device is safe or if a reasonable
assurance has not been given that the device
Is effective wunder the <conditions of use
prescri bed, recomended or suggested in the
proposed | abeling. If the vote is for not
approvable, the panel should indicate what
steps a sponsor mght take to nmake the device
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approvable. And now I'Il transfer it back to
Chai rman Burt on.

DR BURTON: Excuse ne, as we
proceed with this, I'd |like to go around and
try to get sone comments prior to making our
notion, so could sone of the panel nenbers
pl ease make any comments that they would |ike
to have? Dr. Patters.

DR PATTERS:. Yes, 1'd like to ask
M. Ryan a question. Is this an all or none
vote on both indications or can we say that
one indication is approvable but the other is
not approval ?

MR RYAN: You have to make your
vote based on the Indication Statenent as read
in the PMNA You cannot separate the
Indications and vote differently for each
I ndi cati on.

DR BURTON: A clarification, ny

understanding is that it's actually -- there
IS -- in the past, sone neetings have been
voted based upon individual indications. My
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understanding now is that we nmake one vote for
the two indications as -- | don't want to say
as a pair but as an indication basically with
two parts to that. Dr. Betz, do you want to
make a comment ?

DR BETZ: No, sir, just trying to
put it up on the screen.

DR BURTON: Thank you. Yes, Dr.
Qunt er ?

DR GUNTER: Thanks for that
clarification. Just to push it a little
nore, ny understanding is that we could -- |
can't vote but that the panel could vote on a
condition of changing part of the Indication
Statenment; is that correct?

DR BURTON: | guess | can address
that as well. My understanding of this is
the fact that if you consider these to be two
I ndi cati ons. If one indication, and again,
was acceptable in your estinmation and one was
not, then the indications as a pair are not --
and such you would have a vote not to approve.
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However, there is a comment period once that
Is done and each person has to nake a coment
along wth their vot e. And i f t he
recomendation from the panel back to FDA was
the fact that there was an indication that one
I ndication was acceptable, then they, in
di scussions wth the sponsor, can approve the
-- can approve the product for that indication
and then enter into further discussions wth
the sponsor regarding the other indication
which was felt not to be acceptabl e.

So in sone past situations, we
could actually separately vote those. I n
those particular case, you vote one way or the
other but with your vote you can indicate if
you feel one is and one is not. Then t hat
becones a staff issue, an FDA staff issue to
work with the sponsor to allow approval for
the first indication and the other. So |
don't want to say if you vote no, you can --
it's sort of being in a strange way sort of
condi tional . This is a change from sone of
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t he past neetings. Dr. D anond.

DR DI AMOND: Yes, as a further
clarification, based on what Dr. Qunter has
said, for exanple, if there was an isSsue,
let's say wth one indication, it ~could
conceivably be voted as approvable wth
conditions specifically directed to the

I ndication where there was sone question,

correct?

DR BURTON: | don't know if it
m ght be better, Dr. -- | still have not been
quite clear on that. |'"'m not sure that when
we say "indications" is really not -- what's

allowable within indications is what is not
particularly clear. Dr. Lin, if you'd care
to clarify that.

DR LIN As | said before, in this
PVMA the sponsor request for approval of these
two indications with the data they submt to
support these two indications. So now | think
your responsibility to decide whether the data
submtted in this PVMA would suffice to approve
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these two indications. If one of the
indication -- the data support one of the
I ndication and not rigorous enough or not
sufficient to support that, then that would up
to the panel's recomendation either to
di sapprove or approval with recommendati on and
what wll be that recommendation then the
agency would work with the sponsor.

DR BURTON: Dr. Amar?

DR AMAR Wuld it be possible to
propose approval with recommendation that the
sponsor needs to work closely with the FDA for
| abel i ng?

DR LIN I think you have to
propose, that Mchael Ryan has point out,
approve or approve W th condition or
di sapprove. You have to vote that first and
after that you <can cone out wth sone
recommendation to FDA as to how FDA should
devel op.

DR BURTON: Dr. Janosky?

DR JANCSKY: Am | correct, if we
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woul d choose to place a vote for approvable
with conditions, one of the conditions can be

a | abeling change or | abel reconmendation?

DR BURTON: Yes, | don't believe
that we can recommend -- Susan, give ne
clarification on that -- we cannot reconmend

post - mar keting studies as part of that though,
Is that correct?

DR RUNNER Yes, you can also
change | abel i ng.

DR BURTON: ay, o) t he
recomendations could be for both Iabeling
and/or potential post-marketing studies for
clarification as part of that. Dr. Patters?

DR PATTERS: As has been ny
experience, when you seek clarification from
FDA, you are further confused after they
speak.

(Laught er)

| hope you didn't take offense at
that. It seens that there's a point that you
have to stop. You can't say this s
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approvable and the condition is that one of
the indications is unacceptable. | nmean, it
seens to ne there's a point you can't say it's
approvable with a condition that we approve
only half of it. So, | nean, there nust be
sone limt as to what your conditions can be
and fromwhat | understood from M. Ryan, this
Is essentially an up or down vote on the
I ndi cations as has been presented in the PNA
with the data that has been presented with the
PVMA and to say that our conditions are that
half of it's okay but half of it's not seens
to be overstepping our authority. s that
correct or not correct?

MR RYAN It is correct that you
cannot make a condition to change the
I ndi cations for use. That's correct.

DR BURTON: M/ interpretation --
we're all trying to -- in our mnds | can see
everybody sort of jockeying around trying to
figure out what the real limtations are. My
understanding is that, again, we have a single
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vote to either approve or disapprove. They
are one vote. If the -- if you feel, however,
that one of the indications is approvable and
one is not in your mnd, you would still have
to make a vote to disapprove. However, once
that portion is done, then we get to the
di scussi on phase to explain that. W then can
provide in our report or information back to
the FDA the recommendation that the first
I ndi cation was acceptable but that the second
was felt -- which is -- obviously, [|I'm
distilling down what people have been saying,
was not acceptable due to the fact that they
didn't feel that there was enough -- that
there was not a safety issue and we can
address that, but that there was an efficacy
and an applicability issue to the second one
whi ch should be addressed in the discussions
bet ween the agency and t he sponsor.

That then, gives the agency, is ny
understanding, the ability then to approve the
product for the first indication and then to
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enter into discussions with the sponsor to
address that secondary issue in that.

DR PATTERS: Dr. Burton, did |
understand then that the only way we can reach
that conclusion is to vote non-approvabl e?

DR BURTON: That's ny
Interpretation of what | have been given.
Yes, Dr. Chin?

DR CH N Ckay, | join Dr. Patters
in saying when | hear from the FDA, | am
confused, but Dr. Runner did just say, you can
vote on approvable with condition that foll ows
Dr. Amar's conment. Now, | am very confused
and | -- the sponsor is very confused because
we were led to believe that you know, we were
not told and we did not ask for one indication
conbining those two as you are saying, Dr.
Li n.

Now, we really need sone
clarification and we agree with Dr. Runner.

DR BURTON:  Yes, please.

DR YUSTEI N: Ron Yustein, Deputy
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Director, Ofice of Device Evaluation. What
M. Ryan said is correct and | know that the
conpany does not agree, but this is correct.
You are voting today on what is in the
appl i cation. You are voting on one
appl i cation. You are voting on the two
I ndi cations, that one application includes two
I ndi cations which they have |Iisted. You
cannot change the indications as a condition
of approval. Wen we say |abeling changes, if
there are warnings you want added, if there
are contraindications you think need to be
added, if there's instructions for use that
need to be changed, those are the Kkind of
| abel ing things you can request as a condition
of approval.

If you do vote for not approvable
and |I'm not saying that you should but if you
do, and it's your consensus report to the FDA
that one of the indications was approval but
the second wasn't, the sponsor can cone in
with an anendnent to their PMA, w thdraw ng
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that second indication and we can go into
di scussion wth them about approving that
first one. That's why we | ook at not just the
vote but what you say during how you vote. So
that is the way we're going. That is the
office policy and that's how I'd like you to
proceed. Does that nmake it any clearer?

DR PATTERS? (Nods head)

DR YUSTEIN. Ckay, thank you.

DR BURTON Thank you for the
clarification. Do any of the panel nenbers --
woul d anyone on the panel l'ike further
clarification of the last input to that in
terns of what -- the guidelines that we're
operating under at this point? Ckay.

| guess what we're understanding is
we can't change the indications. Those are
what were submtted and that is what we are
considering are the indications as presented.

Keeping in mnd that we nust vote on the
device as submtted including its indications
for use, the fornmulation design, would anyone
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like to make a notion for any of the three
options as were presented by M. Ryan? Now,
let nme -- I'msorry, | need to stop. W need
a recomendat i on from t he I ndustry
representative and the consuner rep?

Let ne point out that in the panel
there are six voting nenbers, plus nyself. I
do not vote unless there is a tie. So there
wll be six votes and | do not vote unless
there is a tie. The industry, yes, sir. No,
actually Dr. Li -- no, he is a voting nenber,
given sone of the paraneters that have been
gi ven out.

The industry representatives and
the consunmer representatives are non-voting
menbers but we do ask for their comments prior
to that point.

DR YUSTEl N One other coment,
clarification. If there is one of the two
I ndications that you don't like, if there is a
recomendation that the data would support a
different indication, that's sonething that
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you can also give us as part of the end
recomendation to us that although -- and |I'm
just saying a hypothetical here. Although the
panel recommended disapproval, we would have
t hought the second indication would have been
approved if they changed it to this. Then
when the sponsor cones in with an anendnent,
they can also change that indication for that
and we would look at the data for that
particular specific indication. So you can
push it a little further. Thank you.

DR BURTON Thank you. Ckay,
would -- Mke, would you care to nmake conments
as the consuner representative?

DR Fl em ng: Being a consuner
representative, as | nentioned earlier, | tend
to be very patient centered and have ny
concerns surrounding the welfare of ny
patients and we want to be evidence based and
have the science back up what we're doing
clinically. It is ny estimation that this
product neets the requirenents for safety and
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effectiveness both as a treatnent of sinus
viol ations and al so for socket managenent. So
in ny view, | cannot see, frankly, seeing all
the work that's been done, have to be set back
and have the needs of our patients set back
given the testing that this material has
undergone in the past in broader applications
I n the hunman body.

| believe that this evidence is
supportive of the safety and effectiveness
under both of these particular applications.

DR BURTON: Thank you, Dr.
Flemng. Dr. D anond?

DR DI AMOND: Yes. You Kknow, a
little knowl edge can be a terrible thing and
having worked on synthetic bone graft
materials and albeit, you know, sonetines
under 510Ks where the burden of evidence is
somewhat less and clearly the evidence
presented here would overwhelm that, | have a
very good confort level with regard to the
safety and effectiveness of this product. I
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think that looking at -- well, based on the
evidence of the large defects of the sinus
augnentation, clearly it grows bone in |arge
defects as wel | as anterior maxilla
chal  enged, you know, nechanically challenged
upon inplant loading, | would agree with Dr.
Flemng that the evidence does support
approvability.

DR BURTON: Dr. Qunter?

DR GUNTER  Yes, thank you for the
opportunity to address this. | do agree with

both M chael and Mason regarding their

concl usi ons. Just let ne add a little nore
color around that. I think we all agree on
the safety of the product. | think we all

agree that the sinus augnentation study
supports the efficacy of the product. The
Issue is wth the socket extraction. You
know, let ne respectfully remnd the panelists
that we're dealing with a product that's been
out on the market for a long tinme, a product
t hat has been shown to generate bone.
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Generation of normal bone is the key to how
this product worKks.

|'"'m not totally famliar with the
orthopedi c programbut | would imagine that it
was not tested in every single bone in the
human body. | think that probably the FDA
reviewers |ooked at results from certain key
difficult to treat bones and extrapolated to
other anatomc sites. | suggest that we
undergo a simlar process -- that you undergo
a simlar thought process when you think about
this one. So I would urge you to support
approval of the PMA as it is and that's
really, | think, a short statenent of how I
feel about it. Thank you for your tine.

DR BURTON: Thank you, Dr. Cunter.
At this point, | would entertain a notion for
any of the three options that are currently
avai lable to us, whi ch IS approvabl e,
approvable with conditions or non-approvable.

Dr. Anmar.
DR AMAR The notion would be
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approvabl e with recomendati on.

DR BURTON: Could we -- do we have
a second to that notion? A second would need
to cone froma voting nenber. Dr. Li?

DR LI: I will second that notion.

DR BURTON: W have it noved and
seconded that it would be approvable wth
conditions. At this point, | would entertain
di scussion of the notion. Dr. Patters.

DR PATTERS: Wl |, the quidelines
that we've been given by FDA, | think, put the
panel in a box. And that's unfortunate,
because our responsibility is beyond just to
FDA but it's to the Anerican public at large
In ny opinion. My biggest concern is the
| abeling issue as an indication that this is
an alternative to an autograph for |localized
al veol ar ridge augnentation for defects
associated with extraction sockets. If there
Is sone way that that can be reworded so that
It is not an alternative to an autographed
because an  aut ographed S clearly not
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I ndicated in such, and therefore -- then | can
support the notion, but |'m not sure fromthe
guidelines we got from M. Ryan that we can
rewite t hat I ndi cation and t ake out
alternative to autograph for that particular
I ndication. Therefore, | amin the proverbial
box.

DR BURTON: Dr. Amar.

DR AMAR Again, | was under the
| npression that we could work -- the sponsor
could work wupon the recommendation of this
panel for |labeling issues and one of the
| abel ing issues would include that it was not
tested in areas, that it was not tested. Am|
correct?

DR BURTON: That's sort of the
$64, 000. 00 gquestion --

MR AVAR | nean, we're running in
circles here.

DR BURTON: -- 1S whether -- Dr.
Runner ?

DR RUNNER.  The labeling issue of
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not being tested in certain places is one
| ssue but changing the wording of t he
I ndi cation is another. So if you're changing
the labeling of the indication, that is not a
condition that woul d be acceptable. If you're
tal king about labeling stating where it was
not tested, that's a different issue. That
woul d be accept abl e.

DR BURTON Yes, Dr. Amar, go

ahead.

DR AVAR  See, that --

DR RUNNER Vell, you said that
you would like to have |abeling conditions

that indicate that it had not been tested in
the nmandi bl e. That would be a labeling --
acceptabl e | abeling statenent.

DR AVAR But we cannot change
autograph as opposed to allograph, for
exanple, am| correct?

DR RUNNER W cannot change the
I ndi cation as stated there.

DR AMAR Even if the sponsor
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works with you. |I'mtrying to get out the --

DR RUNNER: If the sponsor worked
with us to change the indication, that would
require you to have not approved the
application as it is stated here.

DR AMAR  Thank you.

DR BURTON: Dr. Janosky?

DR JANOSKY: Dr. Runner, just all
the way down to the basis, every one of those
words on that slide where it starts with "as"
ends wth "socket", we cannot make a

recomendation that that be changed; is that

correct, if we do approvable? That's not a
condi tion.

DR RUNNER  That is correct.

DR JANCSKY: Thank you.

DR BURTON:  Dr. Lin.

DR LIN If I may also clarify to
when it's like earlier point out, in case you
recommended non-approval and then you can sort
of recommend to the FDA as well, the sponsor,
how can sponsor nake sone certain type of
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correction or address certain issue that nake
the PMA becone approvable and that's is when
you get to the point, then you can reconmend
It to FDA how that sponsor can nmake sone kind
of a change or sone kind of a correction to
make the PNMA approvabl e.

DR BURTON: Are there any other
comments? Yes, Dr. Li.

DR LI: If | understood correctly,
again, and | think the indication specifies
t he
-- as an alternative to autograph, actually as
a property because in the study the autograph
was the -- was the other nethod conpared. |If
this wording includes others, | would not feel
confortabl e because the data did not present
t he other type of nethods.

DR BURTON: Dr. D anond?

DR DI AMOND: So a clarification
from Dr. Runner, the panel can recommend it
woul d be approvable by the sponsor providing
nore data. Wuld that be an acceptable -- no?
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Ckay.
DR BURTON: M -- | don't know
whet her you want it comng back but ny -- let
me see if | can distill this out because |

think it's going to cone down to how | word
t his. Wuld it be at this juncture which
appear that we -- first of all, we currently
have a notion on the floor which has been
seconded, which at that point we would have to
nove the question and either accept it as
approvable with conditions and then be in the
position of witing the conditions, or we
woul d vote that down with a negative vote.

If it was voted down, then we coul d
entertain a second notion which would be for
di sapproval, okay, which once that was voted
up or down, would then turn both to the
commttee and then to nyself then to give the
conditions or |I'd say the verbiage that goes
with that, that goes to the agency and to the
sponsor on how they would renedy that vote
Yes.
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DR YUSTEI N: Chai rman Burton, can
| ask the sponsor a question? On the proposed
Indication for wuse, are you saying infused
bone graft as indicated as an alternative to
aut ogenous bone graft for sci ence
augnent ati ons separate and it's for use for
| ocal i zed al veol ar ridge augnentations?

DR CH N  Yes.

DR YUSTEI N: | think if that's
what they're saying, then | think what Dr.
Patters said nay be applicable. Does t hat
make sense, that perhaps the way -- if you go
back to what the FDA slide was, maybe it was
just a matter of the logistics of the slide.
Ckay, that's not what the sponsor IS
proposing. Go to the sponsor's slide, and so
It's an alternative to autogenous bone for
si nus augnentation but you're not saying it's
an alternative for autogenous bone for the
other indication and that's what you were
getting at, Dr. Patters, correct?

DR BURTON: Dr. Patters, yes.
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DR PATTERS: So Dr. D anond was
right all along, it is a matter of wording.

DR BURTON. Can | get one question
actually from Dr. Chin or from the sponsor
then? M only | won't say it's concern wth
what's being said here, but then is there
actually -- if | read that slide correctly, it
says it's indicated as an alternative for
aut ogenous bone for sinus augnentations and
| ocal i zed alveolar ridge but there actually
aren't any indications for |ocalized alveolar
ri dge augnentations. There actually aren't
any indications for this second --

DR CH N It's for defects
associated wth extracting socket and the
study that was conducted wth |ocal defects
with 50 percent |oss for bone grafts.

DR BURTON kay, thank vyou.
Let's pr oceed with any ot her further
di scussion of the notion as it is currently
stated which is for approval wth conditions.

Dr. Patters?
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DR PATTERS:. 1|s FDA going to allow

themto add that word and that comma?

DR YUSTEI N | don't think that
changes the indication. Il think it just
clarifies it. Does the D vision disagree?

kay. Dr. OBrien?

DR O BRI EN: | have a question on
the notion in terns of it's not voted in favor
of it, that you said that the only other
notion would be that it's di sapproved.

DR BURTON: No, at the point at
which the current notion is disapproved, then
you have no notion on the floor until a new
notion. You could nake a simlar notion wth
condi tions. You could nake it for approval,
you could nmake it for disapproval. It's just
that currently there is a notion on the fl oor.
That nust be addressed first with a vote
either for approval or disapproval of it. At
the point at which it was disapproved, then
you would nove forward and request then
anot her noti on.
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DR O BRIEN. Thank you.

DR BURTON: Is there any further
di scussion of the notion, which as it stands
and | don't know if we can have this read
back, was for approval wth recomendations,
wi th conditions, pardon ne.

kay, are there any notions for
conditions to this, then? (kay, | was just
trying to get sone clarification on the
procedural issues. At this point, prior to
proceeding to the vote, we have to ask for
recomendati ons on conditions. And the reason
for that is if you voted for approval wth
conditions and you couldn't reach an agreenent
on the conditions, then you would go back and
i nvalidate the first vote. So at this point,
can we have recommendations for conditions to
apply to this notion? Dr. Patters.

DR PATTERS: Vel |, I woul d
recommend that the |abeling indicate that the
product has not been tested for alveolar ridge
augnentation for defects associated wth
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extraction sockets in nolars or in the
mandi ble, just as they say it has not been
tested in patients wth netabolic disorders,
It has not been tested in those sites. So |
think the label would require them to | abel
that as such. It doesn't nean you can't use
It in those sites, it just that it has not
been tested in those sites.

DR BURTON: Al right, is there a
second of that recommendation for condition?
Dr. Li seconded that.

DR. LI: That would be ny
recomendati on, too.

DR BURTON. Wuld anyone el se care
to place any other recommendations for
conditions on the primary notion? W'I|I|l have
to consider any recomendations individually,
so we'll have discussion upon Dr. Patters'
recommendation for a condition that the
| abel i ng | anguage be for exclusion for nolars
-- that it has not been tested for nolar or
t he mandi bl e. Can | entertain discussion on
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t hat recomendation? Dr. Li?

DR LlI: And | think ny condition,
this condition, | agree to that and that was
ny original thinking. Also it's based on
| argely because at this tinme there is not any
options clinically available and the BMP has
substantial evidence to be safe. And it does
pronote the bone grow h. And | think,
al though the study you presented has limted
sanple size and there are sone weakness, it

does show the evidence it could be beneficial

to t he extraction socket s t hat you
| nvest i gat ed. That's the reason why |
recommended that condition. It would be

acceptable to ne if you only Iimt that at
this tine.

DR BURTON: Is there any other
di scussi on on t he reconmendat i on for
condition? Hearing none, then are there any
further recommendations for an additional
condition to be applied to the notion?

DR YUSTEI N You have to vote on
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t hat one.

DR BURTON: Thank you, but that
was not what | was just told. Ckay, |'ve got
peopl e on both sides and they actually aren't
al ways exactly on the sanme page. Ckay, given
that, what we are going to be voting on, let's
be clear on this, what we are voting on is the
recommendation for a condition that there
woul d be packaging and the indications be or
the qguidelines for this be that i1t has not
been tested in nolars or the mandi bl e. That
IS what we are voting for It as a
recomendation for a condition, okay, for the
primary notion. So we will nove around the
table going fromleft, I'Il start on ny left
with Dr. Amar and would |ike each of the six
voting nenbers to indicate their vote and |
woul d i ke sonme explanation regarding what is
supporting their vote regardless of which
directionit is. Dr. Anmar.

DR AMAR | vote in favor and the
reasons were that in regard to the nost
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| nportant aspect of the panel is safety and
safety has been proven, efficacy and 1've

heard the panel nenbers going back and forth

and back and forth. It's been efficacious.
There are sone effect -- there's sone issues
that the recommendation in any case wll and

shoul d take care of.
DR PATTERS: Are we voting?
DR BURTON. No, we are voting just

on the recommendation at this point. You have

to vote the recommendation, then we'll -- it's
very procedural but I'll back up and give you
what the next step is after this. W' re
voting on the recomendation for -- we're

voting on the condition. Ckay.

DR PATTERS: So it's not
| npossi ble that sonmeone could vote for the
condi tion but then vote against the notion.

DR BURTON: Yes. Dr. O Brien?

DR O BRI EN Yes, | vote for the
condi tion. The scientific evidence part of
it, or the validity in general has nuch to do
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with the nechanism or the phenonena that's
involved in the question that you're dealing
with as well as the data that's involved. And
there's a large body of literature supporting
this nmechanism of bone growh stinulation.
This, | would say, offsets the limted but
ot herwi se successful clinical study data that
has been presented. You have to have both
involved. If this was just the clinical study
w th sonebody's theory of what happens out of
the blue, then it wouldn't be acceptable, but
there's a large body of evidence that we can
see that this nechanism is established as
operating under the conditions of the clinical
st udy. So | would have actually voted --
that's the reason | vote for this notion
because | think this notion has a good chance
of getting through rather than just supporting
-- | would have preferred to support a notion
of just approval, but | wll vote for this
notion because | think it will work.
DR BURTON: Dr. Li?
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DR LI: | vote in favor of this
condi ti on. | already have given the reasons
why | support this condition.

DR BURTON: Dr. Zuniga?

DR ZUN GA: | vote in favor of
this condition because the data did provide
evidence for effectiveness and safety but |
woul d encourage the sponsor to not -- to
explore other areas as was provided by the
panel .

DR BURTON: Dr. Janosky?

DR JANCSKY: My under st andi ng,
we're just comenting on the condition.

DR BURTON: This is a vote on the
condi tion, yes.

DR JANCSKY: Condition, yes, and |
agree with the condition, given that the data
were not avail able for those areas.

DR BURTON: Dr. Patters?

DR PATTERS: Vel |, it woul d
surprise people if |I didn't support the notion
that | nade, but | do. Anyway, | can't -- |

NEAL R. GROSS

COURT REPORTERS AND TRANSCRIBERS
1323 RHODE ISLAND AVE., N.W.

(202) 234-4433 WASHINGTON, D.C. 20005-3701 www.nealrgross.com




10

11

12

13

14

15

16

17

18

19

20

21

22

325

don't think it's appropriate that conditions
be provided that have not been tested.
Therefore, it seens appropriate that here's
how it's been tested and therefore, the | abel
should state to the clinician that there is no
data available for nolars or in the nmandi bl es.
| think that's appropriate.

DR BURTON: Thank you. What |
woul d then summarize the vote that the notion
for the condition carried with a six to zero

vote and there were no abstentions. That t hen

being the indication, we wll reopen the
floor. Are there any further conditions that
anyone  would i ke to put forth for

consideration to nodify the primary notion
which we'll get to after this point? But are
there any other conditions that you would |ike
to apply to the primary notion?

Hearing none, then we will nove to
the primary notion. It has been noved and
seconded that the Medtronics Sofanor Danek’s
Pre-market Approval Application for |nFuse
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bone graft was conditionally approvable wth
one condition as previously just voted upon
with the fact that it has not been tested in
nmolars or in the nmandible and we wll now be
voting on the primry nmotion wth the
condition that we just approved. And agai n,
we wll go around with an individual vote,
starting on ny left. This is for the primary
not i on.

DR AVAR | made the notion,
therefore, | approve it.

DR BURTON: Dr. O Brien?

DR O BRI EN Yes, | vote for the
notion and think it's the best possible of
worlds in this situation, thank you.

DR BURTON: Dr. Li?

DR LI: My vote is yes with the
condi ti on approved.

DR BURTON: Dr. Zuni ga?

DR ZUN GA: My vote is approval
for the notion.

DR BURTON: Thank you.
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DR JANCSKY: Yes, for the notion.

DR BURTON: Thank  you, Dr.
Janosky. Dr. Patters?

DR PATTERS: | vote vyes for the
not i on. | nmust say it's the first tinme that
all of ny concerns were alleviated with a
comma and a three-letter word.

DR BURTON: Thank you very nuch
for that. It has been noved and seconded and
that the notion carried wth a six to zero
vote and there were no abstentions. Now, I|'l]
pol | again the panel nenbers and they can have
comments at this point from any of the panel
menbers in regard to the vote if they would
care to nake those at this tine prior to
novi ng forward. Are there any comments? I
bel i eve everybody has had plenty of coment
tine. | would like to thank all of you --
yes, Dr. Patters.

DR PATTERS: | think the sponsor
shoul d be encourage to expand their research
efforts and to try to gain additional
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scientifically valid I ndi cati ons and I
personal | y encourage you.

DR BURTON: Yes, Dr. Anmar.

DR AVAR Il will strongly support
Dr. Patters' recommendation to have sone sort
of post-market surveillance just to nake sure
that everything is under control.

DR BURTON: Yes, thank you. The
representatives have the -- both consuner and
the industry reps would be happy to get
comments from you as well. Thank you. Dr.
Qunt er.

DR GUNTER Wll, | certainly
appreciate the well-thought out deliberations
here and just going back to sonething that was
mentioned very early in the neeting, we heard
about other indications that apparently have
been di scussed. | haven't had an opportunity
to look a the data but certainly, | think
there may be an unnet nedical need with regard
to cleft palette. So |I just want to encourage
the FDA and the sponsor to get together and
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tal k about approaches to getting those patient
popul ations -- products for those patient
popul ati ons. Thank you.

DR BURTON: Are there any other
comment s? I'd like to make ny closing
comrent s. First of all, I'd just like to go
ahead and clarify for the record that the
notion was just voted for approvable wth
conditions and it was approved with a six to
zero vote with the single condition as prior
approval . I'd like to thank all of you in

attendance as the Chair of this for a long and

somewhat arduous day. I'd like to thank the
sponsors for their -- for their efforts and on
a personal basis, like | said, | hope they'll
bear with us. It's a difficult world on your

side and for our side as well working wth the
FDA which are actually quite easy to deal
with. And --

DR LlI: Do you want to reword that
alittle bit?

DR BURTON: Yeah, just a little.
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But I'd like to thank everybody for their
tolerance as the Chair today and | would just
like to say to the sponsor on a personal basis
that, you know, the issues that we all cane
down to a sinple fact. That the data was so
good with the pivotal study and the sinus
augnentation and if you look at the ridge
augnentation issue, it was a dosing study and
just did not have the data, the power and the
authenticity that it would have and | think
that there was certainly a contrast between
those two, led to a lot of the issues that we
all had in trying to deal with that.

So try to understand the position.
W're looking back at an excellent well-
designed study wth very conplete data versus
anot her one whi ch S certainly t he
inplications are very good, but fortunately
the safety of this was never in question. It
was really an efficacy issue and | would echo
what Dr. Patters said, that we know that there
are other indications that were in the

NEAL R. GROSS

COURT REPORTERS AND TRANSCRIBERS
1323 RHODE ISLAND AVE., N.W.

(202) 234-4433 WASHINGTON, D.C. 20005-3701 www.nealrgross.com




10

11

12

13

14

15

16

17

18

19

20

21

22

331

ori gi nal package, whi ch are pr obabl y
applicable but just need better information
before they' re brought forward for approval as
an indication and we'd certainly hope that you
woul d nove forward in those areas as well, but
again, thanks for everyone's cooperation and
support today in getting this done. And then
for the Executive Secretary.

MR RYAN. Just a quick nessage to
the panel as we adjourn. You are required to
return all of the materials you were sent
pertaining to the PMA itself. Material s you
have with you can be left at the table. Any
ot hers should be sent back to the FDA as soon
as possi ble. Thanks.

DR BURTON: And ny |ast comment,
I'd like to thank all the speakers and nenbers
of the panel, for their preparation and
participation in this neeting and | would Iike
specifically to thank Dr. Zuniga for |eading
the discussion portion of this neeting after
| unch. And since there appears to be no
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further business, this neeting of the Dental
Products Panel is adjourned. Thank you all
very nmuch and have a safe trip.

(Whereupon, at 3:48 p.m the above-

entitled matter concl uded.)
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