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can evaluate that variable given over a
mllion subj ect s, anything wll achi eve
statistical significance. And as Dr. Goodman
said, you may do that and have absolutely no
clinical advantage in identifying a difference
bet ween individuals in the study.

So | would sinply put that out as a
pl ea that we use the term nol ogy rigorously.

Thanks.

CHAI R KI RKPATRI CK: Thank you.

I'd Iike to now revisit Dr.
Pfeffer. Do you have any additional question
or conmment ?

DR PFEFFER Yes, just a conment
on Dr. Goodman's encouragenent about the
Buechel - Pappas and the range of notion issues.

| think it is very inportant. It doesn't
seem fair to elimnate the range of notion
from a paraneter and, therefore, bias against
this study.

But if you do do that, and, as Dr.
Goodman suggested, you do enphasize that, |'d
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very much like to hear a comentary from you
all about the subtalar range of notion issues
which you know were inportant in this study
and sonehow, at the best, overl ooked.

On pages 92, 58, and 78 of this
book, there are comments about converting the
total ankle to an arthrodesis. The question |
have to all of you is is it really as sinple
as it sounds? | worry that these comments
m nimze that.

In other words, reading on page 92,
beyond the clear benefits provided by the STAR
ankle, there is little clinical down side to
surgical treatnent. This neans that the
present standard of care of arthrodesis is
al ways an option for STAR ankle patients. So
it is like well, if the STAR ankle fails, just
go ahead and fuse it. And nothing is |ost.

There is no good data on this other
t han what you own. But | think it is not so
sinple perhaps as just taking out the ankle.
You've got a snall anount of bone but there

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

203

may be great loss in taking out this tibial
conponent, for exanple, which has now grown
I n.

So is it really true that you just
sinply convert these? And subtalar notion is
not affected? Because ny concern is if you
operate on soneone with normal subtalar notion
and put a total ankle in place, and the ankle
fails and you take it out, and you have to
fuse with a fenoral allograft, and you | ose
subt al ar noti on because of pr ol onged
| mmobi |'i zati on and bone |oss, then you end up
with a person who is worse.

So it is a small point but it is
sort of glibly treated in this text. So t hat
IS one question that you could help us wth
now or |ater.

CHAI R Kl RKPATRI CK: |f you have a
brief answer to that, you are welcone to
conment . | would recognize that he indicated
it is a small point.

DR COUGHLI N: Then 'l give a
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smal | answer. | think that the point is well
t aken. And the literature shows that
revisions after ankle arthroplasty has high
rates of success. Kitaoka showed a 78 percent
fusion rate after his series. Anderson, in
Europe, published in 1998, showed a success
rate of 17 of 21.

Now |I'm not saying it is easy to
fuse after an Agility ankle where there is a
| ar ge conponent of bone that is renoved. But
that, indeed, is one of the strong points of
this arthroplasty that we are renoving a
relatively small anount of bone conpared to
other arthroplasties which gives us an option
that we can have a successful arthrodesis, as
we did in several cases, and we can protect
subtalar which, | agree wth vyou, is of
par anount i nportance.

DR PFEFFER  Good. Thank you.

Just a few other brief questions,
very brief. And it really has to do nore with
your future plans here.
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One, if you could specifically tel
us in your post-approval study what the role
of the x-ray will be, Dr. Saltzman, in all his
pivotal studies on the Agility ankle, taught
the orthopedic community the essential role of
radi ographs, not just for evaluating the ankle
| ucency but al so for range of notion.

| read sonmewhere that the x-rays in

the post-study would be done when clinically

appropri ate. I'd like a conmment on that at
sonme point please. WIIl it be done on every
single patient? And  w dor si f | exi on/

pl antar flexion x-rays be done?

Should | ask the other  Dbrief
questions | have?

CHAI R Kl RKPATRI CK: If they have a
qui ck answer to that, they are welcone to. |If
you would rather wait until after |unch, just
signify that to us. After lunch? kay.

DR PFEFFER. Yes. Also in regard
to future pl ans, you have added a
contraindi cation of adul t onset di abet es
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mellitus with no particular nention of why.
|'"d like to know why that is.

Also in your contraindications,
since we know from the data, at |east as |
read it, that the continued access patients
did better than the pivotal patients. And
perhaps the deformty that the 12 percent
versus 48 percent has sonething to do with it,
will you nodify your current indications for
this ankle for sonmeone wth less than 35
degrees of deformty?

| think all of our concerns --
everyone, on both sides of this table, is that
this ankle will be given to society and used
| nappropriately. So what guidelines do you
pl an regardi ng deformty?

Anot her just quick comrent but the
statistician can judge this nore, back to the
osteoporosis, small point but you elimnated
sonme patients arbitrarily because of weight.
You said tw patients were alnost 250, even
t hough they were 260, so you said let's throw
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them in. You said one patient was 283
degr ees. And that was just too fat so we're
going to keep them out.

You elimnated the osteoporosis
pat i ent nysteriously. I woul d  suggest
statistically that perhaps all of those
patients should be put back into the study if
It effects the data. And, again, that 1is
certainly not ny area of experti se.

CHAI R KI RKPATRI CK Excuse ne,
bef ore you nove on to the next question --

DR PFEFFER  Yes, sir.

CHAI R Kl RKPATRI CK: -- | think Dr.
Mann | ooked like he was ready to answer the
deformty question. O would you prefer to
wait until after |unch?

DR MANN  Well, as we pointed out
earlier, the surgeons involved had a |earning
curve as well. And the degree of deformty
was one of the things we | earned about.

W analyzed their initial cases
very carefully and we becane less bold as we
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becane snarter. So I would say that the
degree of deformty that we | ook at now, much
nore than ten degrees of varus and valgus
probably is not -- would probably be a
contrai ndi cation or a rel ative
contraindication to the procedure.

But the main thing we need to | ook
for is a plantargrade foot. Wthout a
pl antargrade foot, all bets are off as far as
trying to put in a total ankle replacenent.
And that is another thing we need to consider.

As far as t he di abetes IS
concerned, this opens up sort of a whole can
of wornms because the problemthat you get into
Is these people sonetines wll go out and
devel op a neur opat hy.

And with a neuropathy cone Charcot
changes in the joints. And what is going to
happen with your ankle replacenent as the bone
possibly weakens and collapses wth the
conponents in place? So that is one of the
reasons we don't like to do that.
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DR PFEFFER Good. This is really
in with Dr. Skinner's area of expertise nore
but very specifically, from the best of
limted wunderstanding on this, you did a
finite element analysis on the failure of the
pol yet hyl ene conponent which was reasonable
because certainly the 163 pound stress over
ten mllion cycles represents normal wal king
at four tines body weight.

Everyone woul d probably agree that
up to eight tines body weight, if not nore, on
heel strike that is forcible that can be
transmtted across the polyethyl ene conponent.

Is there a role for a test to failure? O a
static load test to failure that mght have to
be perforned on these patients by a
mechanically --

DR SALTZNAN: |"mgoing to try to
be fairly brief here. W had four fractures
I n about 600-sonething patients. The average
wei ght was 89 kilograns. Two of them were in
trauma, nmjor trauna. Ohe was put in a
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patient with 35 degrees deformty. Al of
them had deformty and sone |[|iganentous
instability.

It is very hard to build a testing

device, | think, to cover that. And Dr.
Skinner is right. W didn't test varus and
valgus. It is hard to test varus and val gus.

| tested in our lab and we published in the
British Journal varus and valgus and what
happens with the conponent.

And  what we found was sone
| i ganentous strain and sone reduction in
notion, depending on whether it 1is varus,
val gus, up, or down. And changing of the
hei ght of the nobile bearing.

But we haven't devel oped, that we
know of, a very good testing device that woul d
put the nmechanical input intoit. So it is up
to be considered. It is not out of the realm
of consideration. But it doesn't exist right
NOW.

And | think that the incidence of
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these problens is extrenely snall. Most  of
them were replaced or the bearing was
replaced. And the patients did okay. And so
It may not be as big a deal as it seens, |
guess.

DR PFEFFER So test to failure
using a static blow, I think that is the term
is adifficult thing here --

DR SALTZNAN:  Yes.

DR PFEFFER -- because if you
|l ook at the literature, not pertinent exactly
to the STAR but if you look at nobile bearing
ankl es, such as a Buechel -Pappas, et cetera,
and the Scandinavian literature from Europe,
there is a four or five percent fracture rate
of the PE conponent. So it is small but it's
not -- | can give you --

DR SALTZMAN W think it is about
one percent in our analysis.

DR PFEFFER In the STAR? From
your group?

DR SALTZNAN: From t he Europe. I
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can get the reference for you. |It's here.

DR PFEFFER No, that's okay. Al
right. | think that answers the question.

CHAI R KI RKPATRI CK:  Dr. Skinner can
al so address part of that.

DR SKI NNER: | wanted to say that

the failure in a static loading situation

woul dn't be the prosthesis. It would be very
unl i kel y. It would nore likely to be foam
I nterface.

DR PFEFFER  Ckay.

DR SKI NNER: So | don't think
there is a place for a static | oad test here.

DR PFEFFER  Ckay.

DR SKI NNER: And | think that the

fractures would be unlikely to occur in trauma

-- fractures of the polyethylene anyway. It
would be nore likely to occur to fatigue
mechani sns.

DR PFEFFER Good. Vel |, thank
you very nmuch. Thanks.
CHAI R Kl RKPATRI CK: Dr. Pfeffer,
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any --

DR PFEFFER No, thank you very
much.

CHAI R KI RKPATRI CK: Thank you.

Dr. Propert, any addi ti onal
guestions or conments?

DR PROPERT: | want to turn one of
ny previous conments into a question to foll ow
up on sonething Drs. Mayor and CGoodman said
First of all, | have had a couple of
statistics courses but I grew up in the South.

MEMBER GOCDIVAN: Coul d you
el aborate on those?

DR PROPERT: So | don't know if |

have any credibility here at all. But even as
the statistician on the Panel, | don't want us
to di sm ss this aspect of clini cal

significance. By just quickly |ooking through
the data here in the last few mnutes, if |
read it correctly, | think there was an
observed 12 point difference in the overall BP
score, three point difference if you take out
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t he range of notion.
And then on the safety issue,

people were looking for a 15 percent non-

inferiority margin for safety. So it would
really help nme if -- and this could be either
for the sponsor or the FDA -- if people could

talk a bit after lunch about why those are
clinically significant differences.

And also whether 15 percent non-
inferiority for safety is acceptable in this
setting.

CHAI R KI RKPATRI CK: Thank you.

Dr. Skinner, do you have additiona
coorments or questions for the FDA or the
sponsor ?

DR SKI NNER: Yes, |I'd like to ask
one question. And it has to do with clinica
| ssues. | want to nake sure everybody knows
that | ama clinician.

| was reading the article that was
provided to the Panel by Anderson where he
started doing total ankles in "93. And |
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guess the question is are the surgeons in the
US. inferior to the ones in Sweden? He was
Sweden and was doing these total ankles, the
STAR ankle, back then through an anterior
appr oach.

And either the surgeons in the U S
didn't learn from him the conplications that
occur or he didn't have the conplications. |Is
It a question that the surgeons in the US.
are just not as good?

MEMBER GOODMAN:  Maybe at UC .

(Laughter.)

DR COUGHLI N: Dr. Skinner, we
can't let that one go but | think Anderson's
article deserves a nmuch | onger answer. And we
have the anal ysis of that.

"1l say one thing. Wen we cane
here seven years ago, the point we got was
that the FEuropean Iliterature maybe wasn't
trustworthy and that we needed to do our own
study in Anerica.

And if there is one thing this
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fellow from Idaho |earned was that you were
right. That we really needed to get the data
to find out what was true and what wasn't
true.

When we cone back after lunch, we'd
| ove to tal k about Dr. Anderson's article.

DR SKINNER  Thank you.

CHAI R Kl RKPATRI CK: To clarify for
the transcriptionist, that was Dr. Coughlin.

| think it would be great to hear
t hat . Pl ease don't plan on using all of the
tinme after lunch to discuss that. But perhaps
sone bull et points would be very hel pful.

Any addi ti onal guesti ons, Dr.

Ski nner ?

DR SKINNER  No.

CHAI R KI RKPATRI CK | have one
point of clarification | just want to make. |

understood your answer to the deformty
gquestion as saying that you did no prospective
anal ysis of the deformty. But in retrospect
you had analyzed the failures and found nany
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of those had a deformty. s that a correct
under st andi ng of what you presented?

It seens to ne it would be a yes or
no question by the people that did the study,
not one that takes deliberation.

DR SALTZNAN: It does seem that
way. W did not do a careful retrospective
study of all of our patients' preoperative
deformty. W |ooked at the failures and
especially the fractures, poly fractures, and
| ooked at what they | ooked Iike.

CHAI R KI RKPATRI CK: Thank you.

| would like to nmake a comment t hat
Is sort of an observation. And this may be
nore for future colleagues that want to cone
bef ore the Panel .

But we have a litany of outstanding
academc orthopedists in front of us working
on behalf or in conjunction wth the sponsor.
And at the sane tinme, we hear from our
journals and from our neetings that we need to
make sure that we establish our hypotheses at
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the beginning of the study, stick with the
pl an, and nmake clear that if we do a post hoc
analysis we don't mx the post hoc analysis

wth the presentation of the prospective

st udy.

And in this study, it seens that we
have made nmultiple variations fromthat. And
so | would just encourage all of us to be

making sure we stick to the tenants of
evi dence-based nedicine when we cone before
the FDA as well as when we go before our
j ournal s.

And with that, | would like to see
If there is any further comment from the Panel
before we break for |unch.

Dr. Mayor?

DR MAYOR | have just one snall
but very specific clarification that either
Dr. Popovic or the submtters mght be able to
clarify.

There was a slide which listed the
surgical interventions in the pivotal study in
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patients wth surgical interventions of a
nunber of different Kkinds, including nobile
bearing renoved and nobil e bearing repl aced.

And the question that | have is are
those a summary of each other or are they
I nclusive of each other? And if either is
true, exactly how do they sort thenselves out?

Do we add the nunbers together? Do we nerge
the nunbers together? O do we separate them
I n some other inmaginative way?

DR POPOVI C. Actually the data
originally presented included all the renovals
and repl acenents. Later on, the data was
analyzed at the specific tine point, 24
nont hs, which neans sone of the replacenents
were not included because they occurred after
t he 24 nont hs.

And that is why there was a
difference in the slides. As a matter of
fact, these changes cane very, very late. As
of last nonth. And, you know, we | ooked at
the original data and presented the total
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nunbers. However, if you look at the cut off

poi nt s, iIf you truncate the data, t hen
obviously the nunbers wll be slightly
different.

So 17 was the total. However, at
24 nonths, there were less than 17. And

that's where the differences are.

DR MAYOR  Thank you

CHAI R KI RKPATRI CK: Thank you.

M. Mlkerson and M. Jean, 1is
there any other Commttee business that we
need to handl e before taking a break?

(No response.)

CHAI R Kl RKPATRI CK: Thank you very
nmuch. I know the sponsors will be very busy
I n preparing answers.

W would like to take a break for
| unch. W will reconvene again in this room
at 12:45.

Pl ease be aware that if you have
any personal belongings, please take themwth
you as the FDA staff -- excuse ne, if the
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public has any personal belongings, please
take them with you because the FDA staff wl
be | ocked down in this roomto nmake sure that
It IS secure.

And you will be allowed back in the
room approximately five mnutes before we
reconvene.

Panel nenbers, please renenber that
there should be no discussion of the PMA
during |unch. And that goes with any nenber
of the audi ence as well.

Thank you.

(Whereupon, the foregoing natter
went off the record at 12:01 p.m to be

reconvened in the afternoon.)
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AFT-EERNOON SESSI-ON
12: 50 p. m

CHAI R Kl RKPATRI CK: Thank you,
everybody, for returning so we can get the
nmeeti ng back underway.

First I'd just like to see if the
sponsor has any additional questions you'd
like to pose before the Panel before we allow
you to start your responses?

(No response.)

CHAI R KI RKPATRI CK: | guess since
there is no notion, there are no questi ons.

Al right. Thank you.

Then is the sponsor prepared to
begin answering the questions that were posed
before lunch. And if you could please restate
the question as you give the answers, | assune
you have it organized in a way that you
directly focused on the questions asked.

DR COUGHLI N: Thank you, Dr.
Kirkpatrick, yes, in the last few mnutes, we
have totally gotten organized.
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I'"'m M ke Coughlin. And | want to
start off wth where | left off wth Dr.
Ski nner's comment about the European study by
Anderson. Wen | pulled that article -- and |
first want to preface these renmarks by saying
that yes, indeed, this was a U S. study.

The literature outside the world in
other areas is questionable and we can gl ean
some things from it but there are a lot of
guest i ons. This was the largest study that
has ever been done. A prospective fusion
study, arthrodesis study has never been done.
A prospective ankle study of this size has
never been done.

Now it was offered by the FDA that
we just have pure neta-analysis but we felt
that we should have a control wth an
arthrodesis group so that we would have sone
conparability wth such things as Buechel-
Pappas scores which, we thought, we could then
exam ne function and pain issues.

Now this wasn't a perfect study.
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And we grant you that. The control group was
quite difficult. But it was a control group
And none of the other published studies have
ever had an arthrodesis control group. It is
tough to keep these patients in, as we have
certainly nentioned to you.

Now in regard to Anderson's study,
It is fascinating when we |look at this and we
| ook at the European history on this and then
-- and | want to conpare it to the Anerican
study that we have done here -- Anderson did
51 cases. And of those, 12 failed. Five went
on to fusion and seven went on to exchanges.

In this article, there is no note
of any inclusions or exclusions for criteria.

And | think that damms this study to begin

wi t h. It really condemms it because that is
the strong point of our study, | think. Ve
really laid it out for inclusions and

excl usi ons.
| nst runent ati on, he used sone
instrunments that were only available to him
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They weren't conpany instrunents that had been
supplied to anyone el se.

W don't know the trial sizes. He
then cane to the conclusion that he had a
coupl e of poly breakages and took the big | eap
that you should not put six mllinmeter poly in
but, in fact, he never said what size poly
broke in this or his subsequent article.

So | used that as a junping off
point to talk about our study and the things
we did right. W can find things that we can
be criticized for -- the size of our control
group, the follow ups, and so forth. And we
admt that.

Now when we | ook at the two groups,
and this was a question -- another question
that was asked as far as how we picked the
peopl e who were invol ved. Now t hese were all
top notch U S. surgeons. And | think they are
qui t e conparabl e.

It is hard to give a test on
sur gi cal ability or i ndi cations and
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contraindications and to really read soneone.
But by reputation and by our personal
know edge, these were all good people. And
t hey coul d have been either group.

The thing that really limted them
as to which they went was their confort wth
either doing a total ankle or doing an
art hrodesi s. And there were sone very fine
surgeons who would not take that |eap and say
l'"'m ready to put a total ankle in, renenber
t he debacle of the 1970s. On the other hand,
there were sone people who were ready to nake
t hat nove.

And | want also to recall again,
for our Anerican study, that the Wal demar Link
Conpany had a choice here. They could have
done a three-part study wthout a control in
Eur ope. They could have just introduced the
two-part ankle with the 510(k). But they took
the road |ess travel ed. They tried to do a
much harder thing with our help.

I wanted to nention to Dr.
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Pfeffer's guesti on about t he operative
characteristics because we chose t hese
surgeons not based upon if we thought we could
put a stopwatch to them and neasure how
speedily they could operate. Their operative
time didn't nmake nmuch difference to us. Vi
wanted results.

And | don't think that you can just
junp from their operative tinme and say that
this was a nuch nore difficult or severe
deformty. That is really not clear in the
data that we have. It is an interesting
guestion but it is certainly not clear to us.

And if you want to take that way of
thinking, the results they got were superhb.
They have the best results, way better than
any arthrodesis study that has ever been
published in the literature.

Now we could have put sone ringers
In and got sone nedi ocre surgeons. But t hat
wasn't our plan. W had five people who were
fine people who achi eved excellent results.
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Now having said that, again | want
to reenphasize that the FDA offered us just a
nmet a-anal ysis alternative but, indeed, we said
let's do a control but we'll also do a
concurrent neta-anal ysis eval uation.

There have been sone questions
regarding that as to did we cherry pick
articles or how did we really cone to the
choosing of these specific articles because |
think that is a very vital question. And I'd
like Dr. Tom danton to speak to the neta-
anal ysi s process.

DR CLANTON: M/ nane is Tom
d ant on. And since |'ve not been up before
"1l give disclosure. I"'m a consultant for
Link and paid for that and travel expenses. |
have no stock options or equity interest in
t he conpany or other conflicts of interest.

In addressing the question of
selection bias for the neta-analysis, that was
rai sed previously due to the large nunber of
articles that were excluded. So let ne try to
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explain this.

The origi nal review of ankl e
arthritis literature went back to 1945 and
i ncluded 73 articles. These were reviewed for
conplications in a total population of 2,090
ankl e arthrodeses. |In that group of articles,

the non-union rate was 9.7 percent, ranging

from zero to 35 percent. Mal union rate was
11.2 percent. Infection rate was 14.5
percent .

Sunmmari zi ng t he over al
conplication rate was 49.4 percent. That was

the original 73 papers.

In order to define a popul ati on of
cases that nore clearly portrayed nodern
t echni que, a subset of 42 nore current
articles was eval uated. These papers were
publ i shed from 1979 on.

And they included nodern anesthetic
agents, surgical technique such as conpression
screws and plates, and inproved devices for
external fixation. Al so during that period,
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we see the introduction of arthroscopic ankle
arthrodesis and small wre fixators.

These 42 papers were quite diverse
in terns of the patients included, sanple
size, surgical technique used, and outcone
nmeasur enent s. Ther ef or e, for the neta-
anal ysis group, the 42 papers were carefully
reviewed and papers were excluded if they
| ooked at a popul ation of patients or a nethod
of surgery that mght be expected to have a
Wwor se out cone.

We purposeful ly biased the final 12
papers in favor of the arthrodesis group by
excluding articles that included patients
fixed by external fixators because we know
that they have a higher infection rate from
pin tract infections. W also excluded papers
such as Popa and Myerson's article on
di abetics with neuropathy since that clearly
woul d have had a hi gher conplication rate.

So in looking at the 12 papers,
they cone from centers around the world,
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including University Hospital in Nottingham
Engl and, Nara University Hospital in Japan,
Hospital for Special Surgery, UCLA They
I ncl ude private practices in Seattl e,
Washi ngt on and QCakl and, California.

They are a diverse population of
patients from around the world. And they are
primarily patients that would be included in
the control population of patients, including
di agnoses  of rheumatoid arthritis, post -
traumatic arthritis, and osteoarthritis.

They were all open techniques. W
excluded all of the arthroscopic cases that
wer e done. And they were done wth nodern
surgi cal nethods.

The conplication rates for these 12
neta-analysis articles, in summary, was 11.6
percent where there was radiographic evidence
of nonuni on, delayed union, or malunion. And
11.9 percent device failure, revision, or
renoval . The overall failure rate was 17.4
per cent .

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

232

In nmy opinion, this was a very
unbi ased nethod, given the overall poor
quality that we know is present in the
literature on ankle arthrodesis. VW sel ected
t hese papers, picking ones that were felt to
be the best reflection of what would be the
control population in our study.

And we did such things as in one
case that included a salvage case for failed
ankl e replacenent, it was kept in the study in
order to use it as part of the denom nator for
conplications because if it was renoved, it
woul d have ef fected t he success rate
negati vely, bi asi ng it agai nst t he
art hrodesi s.

W did that in two instances that
could have been biased the opposite way. So
| think that we did this in a very fair
fashion. 1t would have been very easy to have
chosen papers that would have had higher
failure rates, wuld have included nore
patients that had worse outcones.
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And so | think that it is a very
fair group to Ilook at in the control
popul ati on. And if you Ilook at overal
conplication rates, it is less than any other
popul ation of 12 papers that would have been
I ncl uded.

CHAI R KI RKPATRI CK: Thank you.

| would like to just alert both the
sponsor and the Panel nenbers to one aspect of
the term neta-analysis and the application of
that term VW may not be wusing it in the
strictest sense of the word.

Many of the things |'ve heard sound
like it mght be a systematic review as
opposed to a neta-analysis. So please, you
know, keep that in mnd. It doesn't sound
like a strict neta-analysis was done but a
systematic revi ew.

| would also like to encourage the
sponsor to recognize that they do have a
relatively limted tine to summarize these
answers. We'd like you to focus on trying to
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answer nore of them with brief, to-to-the-

poi nt answers than trying to give us in-depth

answers of each concern that we had. Now
we'll give you approxi mately 20 nore m nutes.
Thank you.

DR NMANN: Thank you. Roger Mann
f rom Gakl and.

The question was raised by Dr.
Pfeffer regarding the subtalar joint and its
anal ysis. W know that the subtalar joint is
extrenely inportant in gait. It is part of a
nmeasurenent of overall dorsiflexion/plantar
flexion that occurs in what we call ankle
nmotion but it also does include subtalar
not i on.

W al so know that in patients wth

rheumatoid arthritis the subtalar joint is

often effected. And as a result of that,
there will be decreased notion in the subtal ar
j oi nt.

One of the things we did notice in
the study is that by preserving ankle joint
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notion, we did not have any patients that
progressed their subtalar joint problemor did
It beconme synptomatic. So that is a plus for
t he STAR prost hesi s.

Post-traunmatic patients also have
sone stiffening of the subtalar joint.
Patients with primary arthrosis wusually do
not . And | think that basically by doing an
ankl e prosthesis, we are sparing those joints.

Charlie Saltzman, in his articles,
has shown that 20 years out, roughly a 70
percent incidence of arthritis of the subtalar
joint as the result of the added stress as a
result of an ankle fusion.

The next question was asked about
ost eophyt es. At 11 nonths out, there were
ei ght osteophytes in 158 patients or about a
five percent incidence.

Next, this denonstrates a very
| arge anterior osteophyte that occurred. Wat
you are |looking at here is -- there is the
pol yet hyl ene. Here is the talar conponent.
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And you can see the osteophyte comng along in
this area right here.

Thi s devel oped and bl ocked
dorsiflexion of the ankle. This is the only
one | found in the anterior aspect of the
ankl e joint.

Next, this is our typical picture
of what you would tend to see, nanely sone
osteophyte formation along the nedial aspect
of the joint, right through here. And this
sonetines is synptonatic. Usually it is not
synpt omati c.

Next, looking at this clinically,
this is what we observed when we opened the
j oi nt. You see a little osteophyte here but
mai nly osteophyte build up along the nedial
mal | eolus area. W take the polyethyl ene out
in these cases in order to gain exposure to
this area. And then you can see using a
osteotone, we then will clean out this nedial
margin here and as long as we are there, we
al ways take sone bone off |aterally because we

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

237

are orthopedi c surgeons. W have to take bone
out .

Next, this is sort of what it | ooks
i ke after debridenent. You can see now we've
opened up the gutter on both sides. As far as
from a clinical standpoint, these patients do
quite well.

The only risk of the operation, you
do have to enter the joint again through your
anterior incision and pull out the poly, take
off the bone. And these patients can walk
I medi ately. And it takes them about three to
four weeks to get back to their preoperative
st ate. So this is what we found as far as
ost eophytes are concer ned.

CHAIR Kl RKPATRI CK: May | just
clarify? Are we using the sanme term
ost eophyte and heterotopic ossification?

DR MANN: Yes, this basically is
het er ot opi ¢ ossification.

CHAI R Kl RKPATRI CK: Ckay, you'll
forgive ne because when | was a resident, they
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were very, very different things.
DR MANN: In the ankle joint, |
think they are the sane.

(Laughter.)

CHAl R KI RKPATRI CK: |"m sorry, so
as a follow up now, then | have to rethink
what is the HO incidence. You said five

percent that needed operation?

DR MANN: It was five percent out
of 158.

CHAI R Kl RKPATRI CK: Ckay. That
needed operati on.

DR MANN That's correct.

CHAI R KI RKPATRI CK: Ckay. And

radi ographically what was it?

DR MANN: | don't know the answer
to that.

CHAI R KI RKPATRI CK: Thank you.

DR SALTZNAN: Al right. | just
want to nention | think Dr. Myor asked the

guestion about the 15 renoval/replacenents.
And | think anong those -- we think nine of
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them were replacenents. And a nunber of them
maybe roughly that nine were just like this.

And the recovery, for those who are
not clinicians, recovery from that surgery is
two weeks, three weeks. And then they are
fine. It's a little different than a real
revision which the recovery mght be two or
t hree nont hs.

W had not prepared x-rays on those
who had settled. And sone of the radiographs
that have been brought up as part of the
per haps change in analysis of the radi ographs,
| wanted to talk to that. And Dr. Goodnan
brought that up and | know a nunber of other
peopl e brought this up.

And so were able to download off
our email this one case, which is one of the
cases that was -- one of the five cases that
wer e recl assified as havi ng not been
radi ographic failures. And | wanted to
descri be that for you.

So to give you sone understandi ng,
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the original criteria was to identify -- it is
very inportant to identify |oosening and
mgration of inplants. And if we identify
| oosening and mgration, we thought we should
go ahead and call those failures.

W didn't have any real criteria
for loosening and mgration so | actually went
through all the x-rays and neasured the x-
rays. And on these x-rays | would have
neasured that there was four mllineters or
nore settling of the talar conponent on the
t al us.

And it woul d have been nost |ikely,
in this case, | can't -- |I'd have to go back
and |look at the sheets but nostly likely it
woul d have been right in the front that that
nmeasures four mllinmeters of settling of the
anterior part of the talar conponent into the
t al us.

Now for whatever reasons, the four
mllinmeters was picked out as a cut-off point

without any prior know edge or data to
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support it. And that becane a failure. And
was sent to the FDA as a failure.

And what happened was for this
group, which was five patients after the

clinicians behind nme sat down and | ooked

t hrough sone of the data -- and this is after
the submssion -- we realized that sone of
t hese patients t hat wer e consi der ed

radi ographic failures mght not be failures
because they may not have progressed.

And so we went back and | ooked at
the records on them There were approximtely
11 of those patients. Three were failed for
ot her reasons. That gets us down to eight.
O those eight, three we felt were continuing
to mgrate so that got us down to five.

Those five had mgrated in the
first six nonths -- by the six-nonth or the
12-nmonth x-ray. And they stopped mgrating.
So that at the 24-nonth x-ray, it was the sane
as the 12 -- I"'msorry | don't have the 12 to
show you. And then we went ahead and | ooked
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at their 48-nonth x-ray. And that is where we
got into this 48 nonth piece.

And then to confirm that we had
what we think is a clinical success, we went
back and | ooked at the BP scores, the Coughlin
scores, the SF-36, everything we could | ook at
to see if there is any evidence that this
m ght not have been a success. And for five
patients, we feel that they were successful
So that's that reclassification.

| wanted to speak also about
another reclassification | don't have an x-ray
on but | can tell you and | think you can
understand this very easily. The x-rays are
susceptible to artifact wth rotation of the
|l eg conpared to the plane of the x-ray beam

And because of that, sonetinmes the talar

conponent in particular -- you can |eave that
up -- just leave it up because | think it is
hel pful to see an x-ray -- sonetinmes what wll
happen is the talus wll |ook, because of its

shape, and it is on a convex surface, wll
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|l ook like it is invaginated or falling into --
t he conponent has fallen into the tal us.

And if that happens, since these
wer e r ead | ndependent |y and tinmed
I ndependently, | would have marked it as being
greater than four mllineters mgration so it
would be considered a failure. Now what
happened was for seven patients later -- say
at six nonths we thought it was a failure and
later, at 12 nonths and then at 24 nonths, we
thought it was -- | nmarked it as nornal.

Wll, the fact is the inplant can't
un-mgrate. It can't go back up. And so the
original readings were wong. And |I'm sure of

that because if you get a normal reading on a

| ateral x-ray like this that is perfectly
positioned, it hasn't un-mgrated to that
posi tion.

So that explains the seven and the
five. And that's why we did this re-analysis
of the data that brings the delta for safety -
- it actually brought it wup under the 15
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percent. | just wanted to speak to that.

There was a question about why we
didn't look at -- | think re-review the
control x-rays, we probably could have done
that it would have nade the control group or
the arthrodesis group probably | ook worse.

W had set three nonths as the
point at which procedure becones a del ayed
uni on. In other words, if you are not fused
at three nonths, it is was a delayed union.
W actually think that is a little severe.
And we talked about it and we think four
nont hs m ght be reasonabl e.

At three nonths, 56 percent of
patients are wearing casts. At four nonths,
13.5 percent of patients were still in casts
so that would have been the delayed union
rate. W didn't go back. W mght have found
a few nore. W actually relied on the
I nvestigator at the site to tell us whether it
was fused or not.

And so | think this speaks, | hope,
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to Dr. Propert's question did you use 48-nonth
data to tell you how patients were doing at 24
nonths, we did not do that. I want to make
sure that is perfectly clear.

And | believe |I tried to answer all
t hose questi on.

The wear and the explant questions,
we have Paul here fromthe ORL who wll try to
answer sone of those better than | coul d.

Thank you.

MR POSTAK: Thank you. M nane is
Paul --

CHAI R KI RKPATRI CK: Excuse ne just
one second. There is quick follow up question
with regard to what was just said.

MEMBER  GOCDIVAN: Thank you for
those figures. Do you have any other figures
before 24 nonths on this case or in any other
cases where there was translation or mgration
of any of the conponents?

DR SALTZMAN W do. | don't
think we have them on our conputers here. W
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can | ook through our emails and see if we can
findit. Sorry we didn't bring that.

CHAI R KI RKPATRI CK: Thanks.

Go ahead.

MR POSTAK H, |'m Paul Postak
from the Othopedic Research Laboratories in
A evel and, Ohio. | have 22 years experience
I n bi onmechani cal device analysis and in hips,
knees, shoul ders, elbows, wist, spines, and,

of course, ankl es.

Today | am a consultant for the
sponsor for which | wll receive ny expenses
and travel covered. |In addition, testing done

In the preclinical phase at ny |aboratory was
done on a one-tine fee for service basis.

The sponsor had no control over
which results were presented with very Iimted
control over what the protocol was for the
anal ysi s.

| have no equity in any nedical
devi ce conpany. And | have no royalties
assigned for any nedi cal devi ces.
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| plan to cover two questions, the
first question involving sone of the packagi ng
for the polyethylene conponents. The
pol yethyl ene for these nobile bearing devices
was packaged in an oxygen-resistant barrier in
nitrogen and then sterilized at 27 kil oG ays.

The storage Iimt on these devices
Is five years for sterilization and alleviate
t he storage oxidation questions.

| know this packaging is identical
to all of Link's polyethyl ene conponents used
for hip and knee devi ces throughout the world.
And | know of no failures or any links to any
failures associated with this packaging nor
t hi s packagi ng techni que.

And in addition, it is quite a
standard practice of the orthopedic industry.

Does addr ess your guesti on
concerning --

DR MAYOR It's been proven in the
past that many standard practices have been
11l advi sed. And the reason | raise that
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Issue is that now increasing evidence is
accunulating the you may be able to prevent
on-the-shel f oxidation with barrier packagi ng.

As soon as that package is open if
a population of free radicals is present in
the polyethylene, it wll start to oxidize.
Ve have been reassured, I t hi nk
| nappropriately, that the oxidation rate may
be so slow as to be insignificant in the |ong
run.

e are actual ly accumul ati ng
evidence as we speak that that is not an
adequate reassurance. And so a further
guestion that | would raise in specific regard
to your |aboratory is what protocols would you
apply to a received retrieval polyethylene
conponent to identify what its oxidation
| evel s and nechanical properties mght be at
t hat point?

CHAI R Kl RKPATRI CK: Just briefly
for the transcriptionist, that was Dr. Mayor.

MR POSTAK: Certainly we would be
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very interested in that type of research

However, the retrieval analysis for these
devises was again not part of the original
section. There were quite a few controls that
were not nmaintained for the devices as they
were retrieved and sent to our |aboratory.

|"ve had an opportunity to schedul e
a retrieval analysis in other devices that
woul d al | eviate sonme of those issues and all ow
us to analyze whether any of the packaging
effects could contribute to device failure.

DR MAYOR Wiich is certainly
appropri ate. But I'm still l ess than
perfectly reassured. Do you have a protoco
that you either have in place or are going to
put in place so that you can nmake a nore
exacting assessnent of both oxidation |evels
and/ or nmechani cal properties for t hese
retrieval s?

MR POSTAK: There is no explant
protocol that | know of for this device.

DR MAYCR Well, | can suggest
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t hat we have one.

CHAI R KIRKPATRICK: | believe there
Is also an ASTM standard to explanted
ort hopedi c inplants.

DR MAYOR Yes, there is. There
Is a retrieval analysis process that ASTM has
descri bed. I"'m not sure that it 1is as
rigorous as we would like to see it but that
I's characteristic of a |lot of ASTM docunents.

CHAI R Kl RKPATRI CK: Vel l, ny point
Is that sonebody dealing wth orthopedic
I npl ants should be aware of these issues and
be proactively addressing them as opposed to
comng to a Panel neeting and sayi ng oops.

DR MAYOR Wl |, said.

CHAI R KI RKPATRI CK: Thank you.

| wsh to remnd the sponsor that
you have not yet addressed BM versus weight,
range of notion, the death questions, and the
post - approval x-ray questions and you have
approximately five mnutes. Thanks.

DR COUGHLI N: | would like to the
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deat h questi ons. There were four deaths in
this study. One was froma pul nonary enbolism
one week after surgery. Three nonths after
surgery a gentleman died of a nyocardial
i nfarction. At fifteen nonths, netastatic
di sease cl ai nmed another patient. This was not
di agnosed at the tinme of his surgery. And a
fourth patient died of congestive heart
failure and pneunoni a.

W believe that none of these were
directly related to the inplant itself.

| would like to briefly tal k about
the 50 percent delta that Dr. Pr opert
mentioned. And that was agreed to by the FDA
at the beginning of the study. | agree that
ten percent would have been probably nore
common and nore |ikely. But it would have
required a much larger sanple size. And, as
you know, we had sone difficulty enrolling the
arthrodesi s group. And it would have nade a
much | onger study, probably doubling the size
of the arthroplasty group itself.
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| think also that when we talk
about the satisfaction scores that you
nmentioned, you said that you saw the simlar
| evel for both the arthrodesis and total ankle
gr oups. And | agree with that. That non-
val i dated score was used. | actually invented
It many years ago.

But if you only know one thing and
you only have a fusion, you don't know what
anything else is |ike. Li kewi se, if you only
have a total ankle, then that wll be your
| evel of satisfaction. Qur people were
equal Iy satisfied though.

Now | want to just talk about the
clinical signi ficance or statistical
differences. There is a big difference in the
range of notion when we are all done. About
seven points different in those two groups.
And | think that is inportant.

Pain, it was -- you know that's the
goal for arthrodesis. But, in fact, we were
the sane for pain relief in both groups.
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And | think that if you |look at the
consi stency of all the way across the Buechel -
Pappas scores, the BP function scores, that
really tell you the story.

Cinical significance, you know,

I"m not a statistician. I"'ma clinician and
an orthopedi c surgeon. And when | see ny
patience, here is the difference. They can

wal k up a slope. A fusion patient can't.

Can they wade in the river on
cobbl estones and fish? No, they can't. Can
they ride a bicycle? It is harder if you have
an ankl e arthrodesis. Can you clinb stairs?
One at atinme if you have an arthrodesis.

So these nunbers, when you really
cone down to it, the BP scores sort of tell us
about functi on. They tell wus about pain and
ot her i ssues. But it is the function of the
patient that really gives us the real answer
in the long run.

DR COUGHLI N: | can try to answer
a few of these questions, BM versus height.
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Can you rephrase the question, Dr. Pfeffer?

DR PFEFFER:  Which do you plan on
using in the future and which do you think is
nore appropri ate?

DR COUGHLI N: | personally think
the weight is nore appropriate. That is what
Is going to go through the prosthesis. The
BM is your weight divided by vyour height
squared and gives you sort of a sense of the
rel ati onship between what is inside and what
Is inside basically. And | don't think it
fits.

And | think you brought up a very

good point that the inplants have to fit the

skeleton. If the inplants are too big or too
smal |, they are not appropriate. But | think
weight is a better nmarker. That's ny own
opi ni on.

The second question, just to nove
down, was the subtalar range of notion
gquestion. And, again, we didn't neasure that.

It is very inportant to the function, as Dr.
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Mann has said. It may have had sone i npact.

W woul d suspect that in our group
that has actually 20 percent -- the group that
Is the experinental group had 20 percent
rheumat oi d and the other group had nmaybe about
seven percent rheunmatoid |ess, |ess rheunatoid
patients -- the group that got the STARs woul d
have worse, In general, subtalar notion
because they are nore likely to have
mul titicular invol venent.

So we would say, if anything, the
results are biased against the STAR group for
notion. But we didn't neasure that and it is
a strong and very good point.

The | ast question which was | think
the ~continued access x-ray question was
ment i oned. "Il try to be quick on that.
Wien the sponsor was asked by the FDA to get
sone information on x-rays --

CHAI R KI RKPATRI CK: Excuse ne, if |
could just clarify, it is for post-approval
pl ans.
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DR COUGHLI N: Ch, post-approval,
okay. It's not that. There was an
anputation, too. But she's going to do that,
okay.

DR AHRENS: And | have it.

DR COUGHLI N: The post-approval
plan is to get standing x-rays, AP |ateral of
the ankle pre-op, one year, two year, four
year, and eight \vyear. W think those
intervals wll tell wus if the inplant 1is
mgrating and if we have a problem So zero,
one, two, four, eight. And we think we
probably can get the patients to cone back at
t hose intervals.

CHAI R Kl RKPATRI CK: On al |
patients?

DR COUGHLI N: On all patients,
yes. That's right.

CHAI R KI RKPATRI CK: Thank you.

DR PFEFFER My | ask for a
clarification at this point? O should I want
until later?
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CHAI R Kl RKPATRI CK: Go ahead and
ask.

DR PFEFFER | just really need to
clarify a point. If you look at the pivotal
group and if we look at those who had, on the
Buechel - Pappas score, |ess than 14 degrees of
cumul ative notion in the hindfoot, that's a
really stiff hindfoot, Dr. Coughlin has
already said this is ankle but it probably is
sonme kind of cumulative -- it's on page 25 --
| don't know where in the book, okay.

Now the arthrodesis group had a 53
percent -- 53 percent of the arthrodesis group
has less than 14 degrees of hindfoot notion
while only 27 percent of the STAR group did.

Now we all know that the stiffer
the subtalar joint, which is probably inplied
by that 53 percent, the worse we are going to
do after an ankle fusion. So the division of
these groups is not biased in favor of the
STAR but it is highly biased in favor of the
ankl e fusion group doing poorly.
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Wuld you agree with that? You
know these patients. | just see the data.
Just | ook at page 25 and | ook at your range of
notion. Do you see? You have a nuch stiffer
group in your arthrodesis group which I would
expect would do poorly.

CHAI R KI RKPATRI CK: Dr. Mann?

DR MANN: Dr. Mann. Well, what
you say is correct. But these people do have
enough range of notion that they can get by
wth it. If the subtalar joint was that
deteriorated prior to surgery, we wouldn't
have put theminto the study as we would have
excl uded them fromthe study.

DR PFEFFER But you don't feel
that this has biased the arthrodesis group to
do poorly because patients who were getting
arthrodeses had worse subtalar notion in the
STAR group. Forget the STAR Let's just | ook
at the ankl e fusion group.

DR MANN. R ght.

DR PFEFFER As | look at all the
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data, this bit of data is the part that
stymes ne. Because clearly depending on how
well the ankle fusion group does reflects on
the STAR Fifty-three percent of the
arthrodesis group versus only 27 percent of
the STAR group had hindfoot notion of |ess
t han 14 degrees.

DR SALTZNAN: Is that total range
of notion? It's not hindfoot notion. It's
total --

DR PFEFFER I'"'m taking -- no,
what it is called is conbined notion.

DR SALTZNMAN It's probably ankle

DR PFEFFER  Yes.

DR SALTZMAN.  -- subtalar, talar
tal onavicular joint --

DR PFEFFER  Right.

DR SALTZNAN: -- notion. And so
the problem with that analysis, | believe, is
you can't --

DR PFEFFER My anal ysi s?
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DR SALTZNAN: -- say that the
subtalar joints were stiffer in one group than
anot her because you are conbining an ankle
joint that is invariably stiff in that total
range. The other thing is, as you know, to be
fair to the non-clinicians, neasurenent of
notion around the ankle is very difficult
clinically. And we think there is quite an
error in that notion.

DR PFEFFER Al right. | think
that is a fine answer. Had you used your
criteria, the Saltzman criteria, that Pyevich
used with the Agility ankle, we wouldn't have
this problem because you would have range of
noti on docunented by x-ray.

CHAIR KIRKPATRICK:  If | may, we're
not going to get into a debate on all that.

DR PFEFFER  Sorry.

CHAI R Kl RKPATRI CK: But | would
like to reiterate the fact that in ny
trainingg we had a very esteened senior
faculty nanmed J.L. Goldner and he used to talk
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about evaluating subtalar notion by its
| nperceptible but | can feel it. So that's
sonething that we all need to keep in m nd.

Oh a follow up to the range of
notion, however, did you get radiographic
range of notion studies? Pre-, post-op,
anytinme?

DR COUGHLI N: No, in general we
did not. W had started, as | nentioned
earlier to another question, we started to do
that and then the harangue from patients and
doctors about if we were checking range of
notion at, you know, six nonths, year, soO
forth, with extra x-rays, we clinically or we
just norally couldn't do that.

| nmean | wanted to do that because

| wanted to prove it and to showit. But ny -

CHAI R KI RKPATRI CK: The answer is
no, thank you.

D d you have anot her response?

DR AHRENS: Yes.
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CHAI R KI RKPATRI CK: Pl ease identify
yourself for the transcriptionist.

DR AHRENS: [|'m Jeanette Ahrens.

First 1'd like to point out that
Slide 39 in the FDA presentation we realize is
-- there is an error init. W discussed this

with Dr. Foy during the break. Really it

actually is -- the title states that it is
overall success but it is really safety
success.

And then this slide seens to
indicate that we didn't neet our overal
success rate, however, in fact, we did our
overall success rate wth all analyses in both
pi votal and the continued access studies. And
SO we just wanted to state that for
clarification. Qur Slide 96 actually shows
this slide corrected.

In addition, | would Iike to answer
sone of the statistical questions. First, the
easi er one.

Dr. Pfeffer, regarding the protoco
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exenptions, the osteoporosis and the weight,
those patients were included in both the ITT
and the conpleters analysis. So they weren't
included in the protocol but they were
I ncluded in the other anal yses.

Ckay, noving on to the other ones,
the continued access safety success rate where
we actually | ooked at the conparisons, when we
conpared the safety success rate in regarding
the radiographs to the pivotal and the
control, we did four different analyses
regardi ng that.

The first one we conpared al
groups w thout radiographic data. V¢ want ed
to go ahead and nake sure that we had
everyt hi ng cross-conpari son.

The second one, we did all groups
with radiographic data that was available,
even for the continued access patients.

The third one was an inputation
where we applied the radiographic failure rate
al one. That neans those patients that
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presented as radiographic failures that were
al so not considered major conplications or had
surgical interventions in the study at that
tinme period from the pivotal study to the
continued access patients that did not have
radi ogr aphi ¢ dat a.

W did this for both the original
PMA analysis as well as the revised analysis
on the radiographic data.

Al l the findings from these
I mputations in the various analyses that we
did in these four different areas were simlar
and all denonstrated non-inferiority wth the
control group conpared to the continued
access.

There was a suggestion that there
was interim analysis that was perforned
because we had three patients that were
actually not conpleted in the arthrodesis
group to their 24-nonth w ndow. W don't
believe that this was an interim analysis
because we are mssing three patients. Ve
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weren't assured that we were getting those
three patients away.

W did take nmeasures to inpute the
m ssing data in both worst case analysis and
the last observation carried forward. So |
just wanted to go ahead and clarify that.

And the final statistical issue was
regardi ng the propensity-adjusted scores. | t
Is inportant to note that despite their
limtations both the propensity-adjusted and
covari at e- adj ust ed anal yses t hat wer e
perfornmed did not change the conclusions from
t he unadj usted anal yses.

W  acknow edge that with the
differences between the groups and that nmay
exist in variables that were not collected.
Ther ef or e, the propensity and covariate
analysis cannot adjust entirely for the
di fferences between the groups.

But as Dr. Coughlin has stated, a
study of this nmagnitude has not been attenpted
before in the ankle and the «clinical
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significance of these results and differences
shoul d be considered as they were addressed by
t he clinicians.

Thank you.

CHAI R KI RKPATRI CK: Thank you.

Ckay, we're going to have a comment
fromthe FDA with regard to the slides on the
statistical analysis. Go ahead, yes. ' m
just nmentioning that is what you are going to
do.

DR POPOVI C Yes, hi, |I'm Dr.
Popovi c. | presented the Slide 39 and I|I'd
like to point out that all the slides that we
presented were presented and given to the
sponsor as of last Friday. This is the first
tine | have heard any comments about Slide 39.

| would also Iike to point out that
just about on a daily basis we have gotten re-
anal ysis of the data, ad hoc analysis --

CHAI R Kl RKPATRI CK: Thank you. I
am equally as frustrated as you are at the
lack of attention to detail when it cones
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across. But | don't think nowis the tine to
address that.

DR PROPERT: But | just want to
point out that there is a possibility that the
title may be slightly different. However, |
want to suggest that the tine for correction
was earlier on --

CHAI R Kl RKPATRI CK: | agree but we
need to nove on. Thank you.

M. Mel kerson?

MR MELKERSON: | apol ogi ze for
that. But in terns of discrepancies in one or
two nunbers, it is not an issue here. | would

| eave the Panel to the di scussion.

CHAI R Kl RKPATRI CK: I concur.
Thank you.

| do have one other followup
question on the desk. | didn't catch the tine
of the M. You said there was a nyocardi al
I nfarction.

DR COUGHLI N: Yes, sir, three
nonths follow ng the surgery.
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CHAI R KI RKPATRI CK Three nonths
follow ng surgery, was that a rehab event? O
was that sinply an isolated event not related

to their rehab?

DR COUGHLI N: |'m not aware of
t hat .

DR AHRENS: A related prior
condi ti on.

DR COUGHLI N: A related prior
condi ti on.

CHAI R KI RKPATRI CK: Thank you.

| woul d suggest to the Panel that a
PE anytinme within the first three nonths after
surgery is related to the procedure. But ny
interpretation would be we would have to
question whether it was related to the
I mpl ant . And in ny clinical judgnent, it
probably is not.

But it is -- as advice to everyone
in the room -- it is a reportable event
because we don't yet know whether it could be
specifically device related. Thank you.
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Are there any other questions from
the Panel that we did not get addressed?
Anything that we asked before lunch that we
didn't hear adequate answers? Are we okay?

Dr. Propert?

DR PROPERT: And thank you, the
statisticians, for those clarifications.

This may have been answered and |
mssed it but I"'mstill unclear on whether the
control group underwent the sane review of
r adi ogr aphs. | realize the criteria are
different but if the exact sane Ilevel of
review was done for the control subjects. It
has been brought up a nunber of tines.

DR COUGHLI N: No, you bring up a
good point. The radi ographs were reviewed by
the site principle investigator for the
control gr oups. There was no central
reviewer. They were not re-reviewed.

DR PROPERT: They were not re-
revi ewed.

DR COUGHLI N W relied on the
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reading of the clinical investigator whether
the ankle was fused or not. And whether it
was fused strai ght or crooked.

DR PROPERT: kay. Thank you.

CHAI R KI RKPATRI CK: Thank you.

Are t here any further
clarifications of our questions that we asked
t he sponsor or the FDA before | unch?

(No response.)

CHAI R Kl RKPATRI CK: Seei ng none,
t hank you.

At this tine we'd |ike to focus our
di scussi on on the specific FDA questi ons.

M. Pinder, | wunderstand you have
some slides prepared to go over -- the FDA
guesti ons.

Yes? And woul d you pl ease begin by
readi ng Question No. 17?

DR SALTZNAN: Could I clarify one
thing? | just wanted -- for those who are not
clinicians, we think that nost orthopedic
surgeons know how to read an x-ray for a
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f usi on. And that any foot and ankle surgeon
should be able to do that. And that is why it
wasn't read centrally.

W may have under -- we may have
had nore non-unions if --

CHAI R KI RKPATRI CK: Thank you.

DR SALTZNMAN: -- we had read it.

CHAI R KI RKPATRI CK Thank you
Yes, that's a nethodol ogical issue that --
t hank you.

M. Pinder, at this tinme, we'd |like
you to address us with Question No. 1.

MR Pl NDER Al right. Panel
Question No. 1, the applicant has revised the
pi vot al radi ogr aphi c anal ysi s t hat was
initially provided in the PNA This revised
analysis inpacts a total of 12 STAR patients,
seven patients who did not neet the origina
analysis definition of success at six or 12
nonths into a radiographic success at 24 but
were carried forward as radiographic failures,
and five patients who were radiographic
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failures but who were considered clinical
successes and who did not have radiographic
progr essi on.

Under the original PMA protocol,
the 15 percent non-inferiority margin delta
for safety was not net. The delta is net by
I ncluding these 12 patients as safety
successes.

Pl ease conment on t he
appropriateness of the revised analysis and
t he I mpact of t hese changes on t he
Interpretation of the patient safety and
overal |l safety success rates for the study.

CHAI R KI RKPATRI CK: Thank you.

W'll go around the table but we
wll start at different people for each
question. The first one we'll start wth Dr.
Mayor .

DR MAYOR  Thank you

In response to Question No. 1
addressed to the Panel, appropriate? No.

Adequat e? Probably. Inpact? None.
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CHAI R KI RKPATRI CK: Thank you.

Dr. Pfeffer?

DR PFEFFER  Are you reading from
sonet hi ng?

(Laughter.)

DR PFEFFER Al right. | think
the Part A is conpletely reasonable. And |
think in terns of study design, although I'm
not pleased wth Part B, it is acceptable to
me given the attention to detail that they
pl aced. And | would allow those patients to
all be considered as part of the statistical
anal ysi s.

CHAI R KI RKPATRI CK: Thank you.

"Il remnd the Panel nenbers that
there copies of the questions in our blue
f ol ders. So you are not forced to see ne
after the Panel neeting for your cervical
radi cul opathy. If you' d like to ook at it in
front of you, you have it there. Thank you.

Dr. Propert?

DR PROPERT: | agree wth Dr.
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Pfeffer that Ais not a problem provided there
Is no clinical information in people who
| nproved between 12 and 24 nont hs.

| do think Bis an issue. | can't
really assess the radiographic criteria but it
always worries ne when a decision or a
conclusion about the effectiveness of a
treatment hinges on five people.

CHAI R KI RKPATRI CK: Thank you.

Dr. Skinner?

DR SKI NNER: Vell, these are
clinical studies and clinical studies have
pr obl ens. And if you knew exactly what was
going to cone out of them vyou could design
them perfectly.

And I t hi nk t hat this S
r easonabl e, per haps not appropri ate, but
certainly reasonabl e.

CHAI R KI RKPATRI CK: Thank you.

Dr. Goodman?

MEMBER GOCDIVAN: Wll, | think
definitions are really inportant. | don't
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think you can tal k about radiographs and talk
about clinical success in the sanme nouthful
| think the best of all studies nakes
definitions before the whole study starts and
sticks with them

And | can understand the dilemma
that the investigators found thenselves in,
that sone of the patients who probably had
radi ographic failures, so to speak, were doing
clinically all right. But | think one should
use the termnology that one chooses at the
beginning rather than nodify things as one
goes al ong.

CHAI R KI RKPATRI CK: Thank you.

Dr. Wight?

DR VRl GHT: I agr ee with
everything that has been said. | think that
in reference to B, | think that we would cal
that a stable radiographic failure. It's not
progressing. It is staying the sane.

| think we would really have
problens if we didn't like the alignnment of
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sonething, that it was not radiographically
satisfactory versus sonething that is in
satisfactory alignnent but has a radiol ucent
l'i ne. So | think the explanations were
adequat e.

CHAI R KI RKPATRI CK: Thank you.

Ms. Whittington?

V. VH TTI NGTON: I concur
especially wwth Dr. CGoodrman. But we have nany
wel | -educated consunmers and if they see that
Part B does not neet the radiographic failure
definition, | think that that would raise
their eyebrows. And we have a lot of very
educated patients these days.

So it can be a clinical success. |
understand that and |I've seen it. But | think
that needs to be clearly delineated. | have
problens with B

CHAI R KI RKPATRI CK: Thank you.

Ms. Adans?

M5. ADAMS:  Well, | appreciate the
comments of the rest of the Panel, especially
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the ones that talk about the practical side of
t his. Comng from industry and having been a
participant in a variety of different kinds of
responsibilities associated with these sorts
of studies, this issue of radiographic success
and failure 1is an ongoing issue in the
ort hopedi c community.

W see it in spine studies. W see
it in alnost every study that sonebody tries
to prepare. And the FDA is trying to do a
good job by helping us sort through defining
obj ective criteria.

And conpanies are trying to sort
t hrough what they should | ook Iike. But this
IS not new what this conpany is experiencing.
And it is not unusual. So | synpathize wth
them for the struggle that they went through
on this.

CHAI R KI RKPATRI CK: Thank you.

M. Melkerson, in summary to that
question, the purists in us would say that it
was | nappropriate, however, a realistic way to
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| ook at the data.

And as far as whet her t he
radi ographic failures and clinical successes
or radi ographic success correlates to clinical
failure or clinical success we would say we
don't know. Does that adequately address this
guestion for you?

VR VELKERSON: A  point of
clarification and | think |I've heard a couple
of things, in ternms of how radiographic
success was defined, sonme of it was in terns
of subsidence, sonme of it was in terns of
angul ation or orientation. And | thought |
heard that if the issues of alignnment cone
into play, we may have a little bit different
concern with that.

How would you suggest |abeling
sonet hing should that -- now you tal ked about
clinical success and radiographic successes
being different terns, but how would you
suggest the FDA approach sonething |ike that
in terns of |abeling?
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CHAI R Kl RKPATRI CK: |"m not sure |
know exactly what you are getting at.

MR, MELKERSON.  You have defined a
clinical success or radiographically stable in
terns of presenting information and we have
already identified the user comunity wants to
know what does that nean to ne as a patient.
How do you present that information in terns
of do you split out radiographic from success?

O do you conbi ne t henf

CHAI R KI RKPATRI CK: | woul d suggest
that I'Il take a first stab at that and say
that you would need to have in the labeling a
presentation of the issues separately so that
the surgeons and/or the patients can nake
their own decision as to whether that was a
success or not.

And I'Il certainly open it to other
Panel nenbers to coment.

DR WRI GHT: Since | got us into
this by tal king about -- the flip side of this
coin is that we really didn't talk about the
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radi ographi ¢ analysis of the fusions. And so
| think, you know, | was just trying to define
what a stable radiolucent failure could
represent. But | think that the explanation
was satisfactory.

CHAI R Kl RKPATRI CK: Any additiona
answers about | abeling?

(No response.)

CHAI R KI RKPATRI CK: Thank you.

Then does that adequately address
Question 17?

MR MELKERSON: | believe so.

CHAI R KI RKPATRI CK: Thank you.

Pl ease proceed with question two.

MR, Pl NDER: Al right. Question
two, fractures of the nobile bearing have been
noted in the applicant's informal retrieval
anal ysi s. Fractures have also been reported
in the literature.

Functional wear testing perforned
by the applicant has not replicated this
clinical failure node. The conpressive | oad
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used during testing is less than half of what
t he Agency consi ders worst case.

Though fracture rates are
relatively |low, please comment on the adequacy
of the functional wear testing and please
di scuss whether any additional preclinical
testing would be helpful to address long-term
device durability.

CHAI R KI RKPATRI CK: Thank you.

This time we wll start with Dr.
Pfeffer.

DR PFEFFER  Well, this is perhaps
the area of ny least expertise but as Dr.
Saltzman said, the understanding of the
bi omechanics of the ankle are in its infancy.

And this ankle is being recomended for
peopl e up to 250 pounds.

I'd like to see this ankle placed
through 10 mllion cycles at 6,000 Newtons so
we can gather as nmuch information as possible
which | understand is not a particularly
onerous thing to do and i s possible.
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CHAI R KI RKPATRI CK: Thank you.

Dr. Propert?

DR PROPERT: "1l abstain on this
one.

CHAI R KI RKPATRI CK: Thank you.

Dr. Skinner?

DR SKINNER Dr. Propert, how many
sanpl es did you say?

DR PROPERT: | would defer on that
-- 2,000 sanples? No, |'mjoking.

(Laughter.)

DR PROPERT: Your call, Harry.

DR SKI NNER: Wll, ten mllion
cycles is several days testing if you just do
It straight through. But I'm not sure -- |
certainly think that the fractures are
concerning and |I'm not sure they are related
to the wear testing.

If it appears from the retrieval
set that have been obtained, and that data
wasn't available to us, that it is related to
the netal markers that are placed in the
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pol yet hyl ene, three of which broke in the wear
testing, then | would say that further wear
testing woul d be appropriate.

And if further wear testing was
going to be done, | think it would be
appropriate to do that wear testing at higher
| oads. Not necessary 6,000 Newtons but
certainly at |loads that would be nore
appropriate for these large patients that it
I's apparently indicated for.

| think other than wear testing, |
think that perhaps nore information could be
obtained from further FE analysis to |ook at
stress levels in areas where fractures seemto
initiate in the polyethylene. And that's
relatively easy to do and could be very
edi fyi ng.

CHAI R Kl RKPATRI CK: So if I could
clarify, you would suggest that they review
the fractures that have occurred and see if
they can ook at that with the finite el enment
nodel to determ ne the nechanisn?
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DR SKINNER  Yes.

CHAI R KI RKPATRI CK: Thank you.

Dr. CGoodnman?

VEMBER GOCDVAN: I'1'l be brief. |
think that nore realistic Dbionmechani cal
studies should be done in the patient
popul ations dictated by the indications. So
that would be heavier patients certainly. And
t hose coul d be negotiated wth the FDA

Second, | think we heard about an
opportunity to look at the retrievals for any
operations which have gone on to revision.
And this may also shed sone light on the
mechani sns of wear and possibly the nechani sns
of fracture as told to us by Dr. Skinner.

CHAI R KI RKPATRI CK: Thank you.

Dr. Wight?

DR WRIGHT: | agree. | think that
probably a realistic approach mght be to
adopt a universal retrieval analysis of these
I npl ants because | had a very poor feeling for
where the inplants were fracturing.
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Thank you.

| have nothing

Thank you.

M5. ADAMS:  Not hing further.

CHAI R KI RKPATRI CK:
you.

If | could just as

kay, thank

k one thing that

| anticipate Mark wll ask, do you believe
that such additional testing should be done
before approval? O as post-approval within a
certain anmount of tine? O anything |like
that? OCh, I'mtold that this wll conme up if
we get to the vote anyway. So keep that in
m nd, okay? Thank you.

M. Melkerson, it sounds like --
oh, I'm sorry, you are right. | didn't keep
ny order, so Dr. Mayor. Thank you.

DR MAYOR: Thank you. \%Y%
perspective on this issue is that we are
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dealing inappropriately with the question of
testing. And the reason | say that is that |
think we need to be very clear about what it
IS we are testing.

W take a polyethylene bearing,
which has never been sterilized, has been
managed very careful ly t hr ough t he
manufacturing process in fabricating to its
final form we can test that and not represent
In any renotely reassuring way what an inplant
that has been sterilized, packaged, stored in
a detail person's vehicle through the summer
in Ceorgia. And then brought in to the
operating room on request, opened, inplanted,
and then wal ked on for four years. That piece
of polyethylene is not the sane.

And so unless we nmake that
di stinction, we are not going to get an answer
from any reginen of testing to the question
that we really need to ask. And that is how
durable is the polyethylene that has been
carried through the entire process to
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I npl antation going to be three or four years
| ater after a patient of whatever size has
been maki ng denands on it.

So | remain very concerned about
t he mechani cal durability of t hese
pol yet hyl ene conponents in this design el enent
where we are dealing wwth a 48-nonth cadre of
a segnent of the studied population in the
context of a situation in which four of them
fractured and was described, at least for a
small nunber of those fractured conponents,
that they were traumatic in nature, ny sense
of polyethylene and lower |inb bionmechanics
regarding biological tissue is that traunma
that was severe enough is going to danmage the
bone first and the polyethylene either not at
all or later.

My concern is that a polyethylene
conponent that fractures under that kind of
traumatic load has lost sone of its original
mechani cal properti es. And in view of
t esti nony to t hat | oss of nmechani cal
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properties that is evidenced by the fact that
it fractured, it's very troubl esone.

| don't know how many of the
Eur opean studi es woul d address the question of
| ong-term durability beyond four years. But
we certainly had evidence fromthe retrievals
that we have | ooked at the Engineering School
at Dartnouth that polyethylene bearings Iike
the ones in the LCS neniscal bearing knee
start to fail |ate.

They fail from cat astrophic
mechani sns. The tibia is no | onger capable of
supporting the superinposed fenur. And the
femur falls off the tibial neniscal bearing
because it breaks.

And | don't want to see that
repeated in any significant nunber of patients
In whom expectations of at least a five- to
ten-year durability in service was expected in
t hat patient.

CHAI R Kl RKPATRI CK: May | just
follow up with you, Dr. Mayor? Do you have a
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specific way to determne that |long-term
durability?

DR MAYOR Yes. | mpl ants t hat
have been two years or nore subsequent to
their inplantation should be evaluated for
FTIR oxi dation | evel s and mechani cal
properties, including elongation and ultinmate
strengt h.

And if those properties of ultinmate
strength and elongation are maintained and if
the FDIR data suggests a level of oxidation
bel ow threshold, which we can identify quite
clearly from our studies, then | would be
reassured that the polyethylene is probably
not an elenment of vulnerability in the ankle.

CHAI R Kl RKPATRI CK: So that, by
necessity, requires retrieved inplants?

DR MAYOR You could do it wth
manufactured inplants that have been carried
through sterilization. And those could be
acceleration aged in order to denonstrate the
effects of oxidation on their rmechanical
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properti es.

CHAI R KI RKPATRI CK: By various
standards in the literature as far as that
agi ng?

DR MAYOR Right. The technol ogy
Is widely avail abl e.

CHAI R KI RKPATRI CK: Thank you.

Dr. Skinner, you wanted to comment
to sonething Dr. Mayor sai d?

DR SKI NNER: Wll, | «certainly
agree with Dr. Mayor that the nmechani cal
properties of a polyethylene inplant are a
function of the chemcal environnment it has
been in for the past one, two, three, four, et
cetera years.

But 1'd also submt that the
properties are a function of the mnechanical
environment it has been in. And that's why |
have suggested the FE studies and perhaps nore
wear testing because those are sonething that
can be done inmmediately. And get sone
information about what kind of mechanical
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stress state it is going to experience in the
com ng years.

CHAI R KI RKPATRI CK: Dr. Mayor, once
agai n?

DR MAYOR | think you are quite
right, Harry. But | still feel that we have
got to be very clear about the fact that you
may be dealing with two different popul ations
of polyethylene, related to the tine-related
effect of oxidation, which we have been
sobered to realize nmay not be available in
terns of apparent change in less than two
years of clinical service.

And that is why | suggest we can
achieve insights that are necessary to
reassure us if existing inplants are brought
in, having been processed the way clinical
I npl ants would be, and then accelerated aged
to make sure that we are actually |ooking at
performance-rel ated responses of polyethylene
conponents in the nechanical environnent that
the patient is going to expose themto.
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CHAI R KI RKPATRI CK: Thank you.

M. Melkerson, it appears that the
Panel does have sone concerns about additional
preclinical testing that could be considered
from two standpoints. One is the long-term
durability and/or wear. And the second is the
fracture which may be related to a long-term
wear situation or may be related to sone other
aspects, either acute trauma or a fatigue
fracture or whatever. But that is not clear
yet .

Further investigation to replicate
that nechanism may be of benefit. The
specific nmethods of determning durability are
apparently under debate. There are sone
qui cker ways to do it wth finite elenent
nodel i ng. But then there is also very
rel evant concerns about the long-term effects
of oxidation on the polyethylene and its
change i n nmechani cal properties.

So does that adequately address
your concerns on this question?
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MR, MELKERSON: | believe so. And
| think you for the discussion.

CHAI R KI RKPATRI CK: Thank you.

Next ?

MR MELKERSON: Al right, Question
No. 3, the continued access study consisted of
424 patients. At the tinme of PMA subm ssion
the applicant indicated that 320 patients were
expected for 24-nonth follow up. | nf or mati on
was col |l ected on 211 subjects, 66 percent.

The appl i cant conduct ed a
radi ographic review on subjects that included
in the first a continued access cohort, 150
patients. One hundred and twenty patients had
a 24-nonth visit included in the database, 85
patients had radi ogr aphs digitized and
avai l abl e for analysis. And 80 radi ographs
were ultimately revi ened.

Pl ease discuss whether the data
available from the continued access study
cohort are adequate to determne if the safety
success rate is conparable to the control
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gr oup.
CHAI R KI RKPATRI CK: Thank you.
Dr. Propert?
DR PROPERT: This really is one of
nmy mnmajor concerns. A 66 percent followup

rate is pretty |ow And if you look at the
followup rate for the radi ographs, depending
on what you use as a denomnator, |'m getting
sonet hi ng between 20 and 66 percent.

And gi ven our discussion two slides
ago about radiographic criteria, | think we
would need the data to actually put sone
solidity behind that statenent.

Just another coment that if all
the discussion | have understood about the
| earning curve is true, further follow up
should actually inprove the safety outcones
for the nore recent subjects, | would think,
overal | .

CHAI R KI RKPATRI CK: Thank you.

Dr. Skinner?

DR SKI NNER: Vell, again, this
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sort of goes to question one. | sort of
recogni ze that clinical data has flaws in it.
And you can't have a perfect study. | don't
think this is necessarily the optinmal way to
go about this but | think it 1is probably
adequat e.

CHAI R KI RKPATRI CK: Thank you.

Dr. CGoodnman?

VEMBER  GOCDNVAN: Vell, we have a
di | enma. W have a large group of patients
and not a lot of them have the follow up that
we would I|iKke. And |'d have to rely on ny
statistical colleague to make a final judgnent
as to whether this is adequate or not.

CHAI R KI RKPATRICK:  Dr. Wight?

DR VR GHT: | think that the
follow up is adequate narginally. But | am
satisfied with the results.

CHAI R KI RKPATRI CK: Thank you.

Ms. Whittington?

M5. WH TTINGTON:  |'m going to have
to defer to the statistician on this.
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CHAI R KI RKPATRI CK: Thank you.

Ms. Adans?

V5.  ADAME: | would only comment
t hat many PVA  studies typically have
enrol I nents of around 250 patients and we are
maki ng deci sions about safety. And in this
case we have 600 cases and we can debate all
day | ong about radi ographic success.

But | think if we had 600 patients
enrolled and had a safety problem we would
see a signal. So maybe just to put it in
context, that is ny comment.

CHAI R KI RKPATRI CK: Thank you.

Dr. Mayor?

DR MAYOCR | think it represents a
cl assical quandary in clinical experinentation
where follow up is hard to get wthout the
active and vigorous participation of a private
| nvesti gator.

That said, ny concern is related
less to that first two- to four-year interval
than it is to later possibilities, as |'ve
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inplied earlier, regarding the possibility of
catastrophic failure in even a small nunber of
I ndi vi dual s. So | don't have any nmjor
criticismwth regard to Panel Question 3.

CHAI R KI RKPATRI CK: Thank you.

Dr. Pfeffer?

DR PFEFFER If this continued
access study were the only information we had,
| don't think we would need a statistical
analysis to reject this sumarily. A 34
percent loss to follow up would not be
accepted in any peer review journal in the
United States.

That said, |'m not bothered that
much by this at all because the detail and
quality of the pivotal study was great. And
that, to ne, stands on its own. So | would
cast a blind eye on this data because of the
gquality and detail of the pivotal study.

CHAI R KI RKPATRI CK: Thank you.

M. Ml kerson, | don't think any of
the Panel is enthusiastic about this. But
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much like politics, they have to choose the
candi date based upon what is realistic as
opposed to what would be exactly what they
want ed.

And so as such, it is an acceptable
Issue to relate this data. The feeling was
that the pivotal data was good enough that the
continuing access would only have changed it
If it came up with significant red flags of
safety is an interpretation that | would
apply. And as such, we think it is okay.

Does that adequate address your
concerns?

MR, MELKERSON: Yes, thank you.

CHAI R KI RKPATRI CK: Thank you.

What is question four?

MR PINDER  The applicant conpared
the surgical conplications of the pivotal
patients to the first 15 patients of the
continued access study to the renaining
patients from the access study. In addition
the applicant |ooked at three investigators
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who only participated in the continued access
study and concluded that a 15-patient |earning
curve was apparent.

Pl ease comment on the adequacy of
the proposed training program to ensure the
sufficient surgeon preparation and know edge
of the surgical procedure.

CHAI R KI RKPATRI CK: Thank you.

I f the Panel nenbers need to review
the training program it is under Tab ten of
our program It was also -- they had a few
slides in their presentation on it as well.

So we will start with Dr. Skinner
this tine.

DR SKI NNER: Thank vyou, Dr.
Ki rkpatri ck.

Qoviously | think it is clear that
If it takes 15 patients to learn how to do
this operations, we shouldn't let any of the
surgeons do 15 patients. W should have them
start with 16.

(Laughter.)
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DR SKI NNER: And that would take
care of the problem

Being a little bit nore realistic,
however, | think we have a situation where we
have to balance practicality with the ideal.
And | think the training program that 1is
outlined is pretty good. | think that it is
about as good as you can do.

Bei ng practical about this, a day-
and-a-half of training is a significant anount
tinme out of a surgeon's practice. Hopef ul | vy,
that surgeon would not perform these until he
or she felt quite <confortable wth the
procedure.

And we have to keep in mnd that it
S al so t he hospi t al nmedi cal staff's
responsibility to ensure t hat sur geons
performng procedures in that hospital have
conpetence and current training to perform
such a procedure.

Based on that, | would have to say
that the training program as outlined by the
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