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conpany, is adequate.

CHAI R KI RKPATRI CK: Thank you.

Dr. Goodman?

MEMBER  GOODIVAN: | would agree.
G eater than 50 percent of total hip and knee
repl acenents are done by people who do |ess
than ten per year. This is a very specialized
operation, total ankle arthroplasty, and I
think that the investigators have really taken
quite a bit of tinme and effort to make sure
that the people who do these operations are
very well versed in them trained by experts,
and go honme with a video so they can review it
just before the case. Thank you.

CHAI R KI RKPATRI CK: Thank you.

Dr. Wight?

DR WRI GHT: | agree wth Dr.
Goodman. | have had personal experiences wth
sone of these simlar courses. And | found

that the thing that was hel pful is also having
the chance to have a reference |ater on down
the road where there is soneone you can call

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

302

and get repeat information, sort of an ongoi ng
conti nui ng nedi cal education program

But | think that the program that
they have put forward is actually nore than
satisfactory.

CHAI R KI RKPATRI CK: Thank you.

Ms. Whittington?

M5, VWH TTI NGTON: This is why |
asked the question about the new surgeons and
If this is how you created the program on
their experience. So | think it is very
conpr ehensi ve.

| agree with Dr. Wight that having
soneone to dialogue wth after especially
unusual cases or before for planning and now
with electronic radiographs, it nakes that
really easy. | think that is wonderful

CHAI R KI RKPATRI CK: Thank you.

Ms. Adans?

M5. ADAMS:  No comments.

CHAI R KI RKPATRI CK: Thank you.

Dr. Mayor?
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DR MAYOR It is a classical
question of how good is good enough. To take
Dr. Goodnman's observations a little further,
there are statistically valid -- excuse ny
assunption -- assertions that when your rate
of surgical procedures drops below 50 a year,
your rate of success drops, too.

| know there are sone colleagues
and residents that | have taught who can
perform inpeccably after two or t hree
experi ences. And others who just are never
going to get it right.

So | think practically speaking, it
IS not unreasonable to set the goal -- to
exam ne the outcones at a threshold of 15.

CHAI R KI RKPATRI CK: Thank you.

Dr. Pfeffer?

DR PFEFFER This is acceptable.
|"d encourage Link to set up a visitation
program so novices can easily visit experts
and also to nmake sure that they continue wth
what they said here on page two that there
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will be basically one cadaver per enrollee in
this course.

CHAI R KI RKPATRI CK: Thank you.

Dr. Propert?

DR PROPERT: No addi ti onal
coment s.

CHAI R KI RKPATRI CK: Thank you.

| have a comment that is persona
as opposed to the Chair related and that is |
think we saw two different |earning curves in
this presentation of data. One was the
| earni ng curve of the device inplant structure
where they actually did sone changes to the
instrunentation as a result of that. And the
other is the surgeons thensel ves.

| would suggest that the 15 nunber
is alittle high. And | think if they were to
do it with their continued access surgeons
that had not been part of training with the
other gentlenen, they would probably find
their learning curve is a little bit shorter
because the people involved wth the |DE went
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through a lot of the big headaches at the
devel opnent al st ages.

So now getting back to ny Chair's
comments, it sounds |like the Panel generally
agrees that the training program would be
adequate and acceptable, that there was a
rem nder about t he hospital's bei ng
responsi bl e for credentialing and not the FDA,
which |'m sure you don't need a rem nder of,
and that the Panel did raise some concerns or
suggesti ons.

One is a concern about the casua
surgeon -- or not the casual but the
I nfrequent surgeon, and that woul d be sonebody
doing one or less or two or three a year. But
that is, again, sonething that the FDA
woul dn't be able to do anythi ng about.

But another alternative Dbenefit
that the people have suggested is to have a
hotline or a website with direct dialogue on
trying to, you know, gain information about
patients, suggesti ons about pot enti al

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

306

pitfalls, and that sort of thing.

Does that adequately address your
gquesti on?

MR, MELKERSON: Yes, thank you.

CHAI R KI RKPATRI CK: Thank you.

Question five?

MR PINDER. The applicant has nade
and proposed nunerous nodifications to both
surgical technique and instrunentation during
the course of the studies. The applicant has
I ndi cat ed t hat t hese nodi fi cati ons are
adequat e and have contributed to a decrease in
t he adver se events associ at ed with
i nplantation of the STAR ankle from the
pi votal study to the continued access.

Pl ease discuss the adequacy of the
surgical technique and instrunents, tabs eight
and nine, available for insertion of the STAR
ankl e.

CHAI R KI RKPATRI CK: Thank you.

W will begin with Dr. Goodnan.

MEMBER  GOODMAN: Well, surgical
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techni que, ever for established operations,
changes all the tinme. The original total hip
repl acenents done by Sir John Charnley have
changed dramatically. W are using smaller
I nci sions and various different techniques.

And | think, as docunented in the
book that | was given and in the talks | heard
today, that the investigators are naking a
very solid effort at trying to go through
their msadventures, if you want to call it
that, and try and standardi ze and inprove the
technique, for exanple, the institution of K-
wires through the nmalleolus and different ways
of trying to nmake things go even nore
snoot hl y.

The techni que, ['"'m sure, wil |
change for all operations over tinme. And what
we are seeing now, what |'ve seen, | think,
certainly makes the mark.

CHAI R KI RKPATRI CK: Thank you.

Dr. Wight?

DR WRI GHT: It was ny observation
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that there were nunerous nodifications but |
was nor e | mpr essed with t he surgi ca
experi ence. | think the techniques wll
continue to be ongoing. And | think that the
surgi cal experience was pr obabl y nor e
contributory to better results. And so |

think that they have adequately satisfied this

questi on.

CHAI R KI RKPATRI CK: Thank you.

Ms. Whittington?

V. VH TTI NGTON: Not hi ng
addi tional .

CHAI R KI RKPATRI CK: Ms. Adans?

M5. ADAMS: No comment.

CHAI R KI RKPATRI CK: Thank you bot h.

Dr. Mayor?

DR MNAYCR I don't think anyone
expects that this is a static process.
Qoviously it involved significant progressive
| mpr ovenent in bot h t echni que and
instrunmentation fromits initiation.

But | would only suggest even with
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the suggestion that ny view that it s
probably adequate in both regard to techni que
and instrunentation, that efforts be nade to
keep the avenues of comunication open wth
t he European experience so that any benefits
that they may be able to accord ours here on
the continent of the United States would be
abl e to be taken advantage of.

CHAI R KI RKPATRI CK: Thank you.

Dr. Pfeffer?

DR PFEFFER It's adequate.

CHAI R KI RKPATRI CK: Thank you.

Dr. Propert?

DR PROPERT: No addi ti onal
comrent s.

CHAI R KI RKPATRI CK: Thank you.

Dr. Skinner?

DR SKINNER | would only nake one
comrent . Onhe of the definitions of an

ort hopedi ¢ surgeon is soneone who nodifies the
operation first then they try it.
(Laughter.)
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DR SKI NNER: G her than that, |
would say that | agree with the other Panel
menber s.

CHAIR KIRKPATRICK: | would like to
comment as an individual again. And that is |
agree with everything everybody said however
If I was doing a PVA, | would not bring of
list | intend to do to a protocol. | woul d
bring a revised protocol.

W have a page of it |looks Iike
eight or ten bullet itens that you say you
will include. And | was very disappointed it
was not already revised for our consideration.
And as such, you know, the surgical technique
manual , | think, needs to be nodifi ed.

Now speaki ng as the Panel Chair, in
general the Panel believes that the training
manual is adequate and the training program
woul d be sufficient to take care of things.

Do you have further concerns about
this issue, M. Ml kerson?

MR, MELKERSON: None at this tine.
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CHAI R KI RKPATRI CK: Thank you.

Question six?

MR PINDER  Under CFR 860.7(d) (1),
safety is defined as reasonable assurance
based on valid scientific evidence that the
probabl e benefits to health under conditions
of intended use when acconpanied by adequate
directions for use and warni ngs agai nst unsafe
use outwei gh any probably risks

Consi dering additional ri sks of
surgical conplications for the subject device,
pl ease discuss whether the clinical data in
the PVMA provide reasonable assurance that the
device is safe.

CHAI R KI RKPATRI CK: Thank you.

W will start with Dr. Wight.

DR VR GHT: | think that the
applicant has given ne reasonabl e assurances
that the device is safe.

CHAI R KI RKPATRI CK: Thank you.

Ms. Whittington?

M5,  VWH TTI NGTON: Il would also
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agree that | think that they have given us
information that leads nme to believe it is
safe. And | think probably the nost inportant
information to ne was the use of a tool that
gives the patient's perspective and real
functionality and inpact on their lives. And
| think that that is what nobst inpresses ne
about the safety.

CHAI R KI RKPATRI CK: Thank you.

Ms. Adans?
M5,  ADANMS: I think the answer is
yes. And, agai n, from an | ndustry

per spective, thinking about the volune of data
that has been presented here as conpared to
ankles that we know are on the market today
with no clinical data, | think they have gone
beyond the definition of reasonable.

CHAI R KI RKPATRI CK: Thank you.

Dr. Mayor?

DR MNAYCR Strictly within the
tenporal constraints inposed with regard to
the collection of data for this application, |
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woul d have to conclude that safety has been
denonstr at ed.

CHAl R Kl RKPATRI CK: Thank you, Dr.
Mayor .

Dr. Pfeffer?

DR PFEFFER Safety has been
denonstrated but the issue of warning against
unsafe use is the key sentence | think here.
And we have to nmake sure at sonme point to
di scuss how to pass along to the wuser the
information that has been learned by the
conti nued access cohort group. And who the
ankle is appropriate for.

CHAIR KIRKPATRICK:  May | follow up
wth that to ask you if you have suggested
revi sions to ei t her I ndi cati ons or
contrai ndi cati ons?

DR PFEFFER | would quote Dr.
Mann, what he said wearlier, we need a
pl antargrade foot in order to have an ankle
succeed. And that has to be enphasized as the
main pillar of safety. A plantargrade foot.
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CHAI R KI RKPATRI CK: Thank you.

Dr. Propert?

DR PROPERT: | do not think there
Is sufficient scientific evidence here that
the device 1is safe. |"'m enpathetic and
applaud the sponsor's attenpts to work on a
very difficult problem

But | think the inherent biases in
the study designs, sone of which could not be
fixed, and the uncertainty in the results, I'm
not wlling to say that there is no reasonable
doubt that it is not safe. | don't think it
has been shown safe.

CHAI R KI RKPATRI CK: Thank you.

Dr. Skinner?

DR SKI NNER: | would have to say
that from ny understandi ng of what is going on
today and from ny reading before, that the
STAR ankle is not i nferior to ankle
arthrodesis. And, therefore, | think that it
Is safe fromthat viewpoint.

CHAI R KI RKPATRI CK: Thank you.
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Dr. Goodman?

MEMBER GOCDIVAN: | think, given the
information that we have and judging this
ankle against its peers, if | can use that
term it is as safe as its peers which are
already on the market. Wether it is as safe
as an ankle arthrodesis is in a bit of a
gquestion given the data that we were
present ed.

CHAI R KI RKPATRI CK: Thank you.

M. Melkerson, | believe that the
Panel is in a split decision on this one.
Sone favor safe -- and wi thout taking a vote |
think they would suggest that the nmgjority
slightly would be in favor of saying it is
saf e.

However, sever al of the Panel
menbers indicated that safety was within the
constraints of the study, as given. And by
that, | seem to hear that they are concerned
about long-term durability beyond the 48
nonths or the 24 nonths of the pivotal study

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

316

and the continued access. They are worried
about very long-term durability such as five
and ten years.

Al so, there was sone concern about
whet her the specific warnings and indications
were appropriately phrased wth sone concern
especially about the plantargrade foot being
an essenti al conmponent of a successful
out cone.

There was sone safety concerns wth
regard to the biases inherent into the design
and the uncertainty of the statistical outcone
that would lead to a concern about safety.

And then others comented on it
seens as safe as what is out there.

And so putting all those together
as full coments, that would be our answer.

Does that adequate address the
| ssues of discussion for the safety?

MR MELKERSON: It is adequate at
this tinme. Thank you.

CHAI R KI RKPATRI CK: Thank you.
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Questi on seven pl ease.

MR PINDER  Under CFR 860.7(e)(1),
ef fecti veness 'S defi ned as reasonabl e
assurance that in the significant portion of
the population, the use of the device for its
I ntended wuses and conditions of wuse when
acconpani ed by adequate directions for use and
warni ngs against unsafe wuse wll provide
clinically-significant results.

Considering the study outcones,
pl ease discuss whether the clinical data in
the PMA provide reasonable assurance that the
device is effective.

CHAI R KI RKPATRI CK: Thank you.

W will begin with Ms. Wiittington.

V5. WH TTI NGTON: | have a couple
comments and |I'm not sure that these are
specific or right on. Adequate directions of
use, | wanted to address that phrase, and
certainly the OR techni que we just discussed.

But as we have heard responses to
several things today, | think that there needs
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to be realistic paraneters in the patient
education materials that you included with the
packet of materials we got to include a |eve
of function at six nonths. There were two
times during the data presentation that
soneone alluded to four nonths in a cast or
continued partial weight bearing. And t hat
certainly is not what is indicated in the
patient education nmaterial that | read in the
book.

In addition, soneone said that --

and | quote, You need rigorous post-op
education for increased post-op conpliance,"”
which, again, | did not see that rigorous an
inclusion of education materials for the
patient who is going to receive this.

Is it effective? It looked like to
me that it was effective. | know we've | ooked
back and forth at sone of the statistical
things and |'m sure ny coll eagues will sone of
them disagree with nme, but from the patient's

perspective it seens that it would be nore
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effective than an arthrodesis which changes
the gait and effects nore than just the ankle.

CHAI R KI RKPATRI CK: Thank you.

Ms. Adans?
M5. ADAMS:  Well, I'mnot qualified
to say from a statistical standpoint. Today

I's your day, Dr. Propert.

But | do want to just enphasize
that when we are talking about reasonable
assurance, this I|anguage comes right out of
the | aw.

And | want to make sure that even
t hough | understand your concerns, Dr.
Propert, we're not supposed to be weighing in
on beyond any possibility of doubt. Basically
the standard is reasonable assurance. So |
want to be sure that we are all on the sane
page wWith respect to that.

CHAI R KI RKPATRI CK: Thank you.

Dr. Mayor?

DR MAYOR ["'m going to launch a
di scussion at first of the witing that cane
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with this application. Making a few
observations that nore reveal ny semantic bias
than anything else but may also be worth
t hi nki ng about in terns of editorial
corrections that would be useful to nmke as
you go forward.

"' mnot satisfied or happy wth the
term primary arthritis. | don't know of any
knowl edge that we have that suggests that any
arthritis is primary. | di opathic would seem
to nme nore appropriate neaning that the
patient is pathetic and the clinician is an
i di ot.

(Laughter.)

DR MAYOR W just don't know why
it is there but it is not primary.

Anot her observation is that there
are no relative contraindications for this
surgi cal procedure. And | thought there
probably should be one. For instance, the
proscription against putting it in anyone who
has ever had a bone infection in the |[inb near
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t he ankl e woul d seemto ne excessive. Because
we certainly confront that issue with hip and
knee repl acenent .

And infection in a prior tinme of
life is not an absolutely contraindication to
doi ng the procedure, recognizing that there is
an increased <concern and possibility of
conpl i cati ons.

Lower extremty vascul ar
I nsufficiency was supposed to be assessed by
doppl er vascul ar pressure. | don't think that
I s what doppl er assessnent does. It |ooks at
flow but it doesn't tell you about pressure.
So that mght want to be either expunged or
r ewor ded.

Very strong recommendat i on In
several places suggested we should determ ne
the existence of an allergic status. How do
you do that? W don't have any reliable way.

And with the increased preval ence of piercing

CHAIR KIRKPATRICK: Dr. Mayor, may
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| ask if these are issues that mght be
related towards indications of should be
approvable or are they nore related to
definition of whether it is effective or not?

DR MAYOR These would be nore
related to the finished product were it to be
j udged approvabl e.

CHAI R Kl RKPATRI CK: May | ask you
to confine your coment s now to the
effectiveness question? O do you find them
intimately rel ated?

DR MAYOR | just |ooked at
adequate directions for use and warnings
agai nst use as being --

CHAI R KI RKPATRI CK: Ckay.

DR MAYOR -- a place to go. And
If you would prefer | didn't, | won't.
CHAI R KI RKPATRI CK: Vell, if we

di scuss them now, that's fine. Then we won't
discuss them in as nuch detail later if you
cover it now.

DR MAYOR Vell, | don't have a
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| ot of additional ones to --

CHAI R KI RKPATRI CK: Ckay.

DR MNAYCOR -- touch on, And |
will bring up a couple of other issues
subsequently. But ny nmajor concern is that in
regard to long-term effectiveness, the data
that we have and the studies that were done
both preclinically and in the process of
follow up, particularly wth regard to
retrieval analysis of inplants recovered at
revision is not adequate to denonstrate
ef fectiveness.

CHAI R KI RKPATRI CK: Thank you.

Dr. Pfeffer?

DR PFEFFER: You menti on
effective, it neans effective conpared to
what. | would agree with Dr. Goodman that the

STAR is clearly as effective as other ankles
that are in use in the world and specifically
the United States. And | amintimately aware
of that literature.

Based wupon this study, |'m not
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still convinced necessarily which is nore
effective -- a fusion in the appropriate
patient or a total ankle. But the weakness of
this study is the arthrodesis arm And |
think we should keep our focus on the total
ankl e arm which convinces ne that it is both
effective and adequately safe.

CHAI R KI RKPATRI CK: Thank you.

Dr. Propert?

DR PROPERT: To use the correct
| anguage this tine, | am reasonably assured
that this device is effective.

CHAI R KI RKPATRI CK: Dr. Ski nner?

DR SKI NNER | think that the
ef fectiveness cones down to the BP score. And
| think it is inappropriate to exclude the
range of notion fromthat. And with the range
of notion score, it is quite apparent to ne --
It IS even reasonably assured to ne that it is
effective.

CHAI R KI RKPATRI CK: Thank you.

Dr. Goodman?
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MEMBER  GOODMAN: "' m reasonably

assured as well.

CHAI R KI RKPATRI CK: Thank you.

Dr. Wight?

DR WRIGHT: |'m assured.

CHAI R KIRKPATRICK:  Dr. Wight said

he is assured but he is not assured at how to
turn on his m crophone.
DR WRI GHT: | was going to say |

was assured that it was reasonably effective

but --

(Laughter.)

DR VRl GHT: -- but | think that

t he sponsors have convi nced ne.

CHAI R KI RKPATRI CK: Thank you.

M. Mel ker son, In regards

Question No. 7, it appears that there

reasonabl e assurance of effectiveness.

to

is a

Agai n,

points were nmade as to conparisons and sone

allusion was nade to that it mght be better

conpared agai nst ot her ankles and
hi st ori cal controls it certainly
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effective as ot her ankl es.

There were sonme concerns about the
details of intended uses and warnings which
were brought up which I'm sure wll have
further discussion |ater.

Does that adequately address this
questi on?

MR MELKERSON: It is adequate at
this tinme. Thank you.

CHAI R KI RKPATRI CK: Thank you.

Question 8 pl ease.

MR Pl NDER: Al right. This is
the final question and it concerns the post-
approval study.

Wthin Tab 13 of the Panel pack,
the applicant has proposed to conduct a two
conponent post-approval study which includes a
| ong-term foll owup conponent with the rate of
device revision or renoval as the prinmary
outcone and a short-term 12-nonth physician
| earning curve conponent wth a rate of
measured conplications as the primary outcone.
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Pl ease comment on the foll ow post-
approval study issues. So | guess we'll just
take this one bullet by bullet.

CHAI R KI RKPATRI CK: Excuse ne just
a monent. M. Melkerson would like to nake a
commrent .

MR, MELKERSON: Just as a point of
clarification, t hat iIs 1if you reconmend
approval wth one of those conditions being
post approval. So when you are answering this
question, it would be in that context.

CHAI R Kl RKPATRI CK: s the Panel
clear on that? This is not necessarily part
of everything unless we decide that there
woul d be a post-approval study later. And so
under that assunption if we were to suggest a
post - appr oval study do we consider this
questi on.

Thanks.

Pl ease proceed.

MR Pl NDER: Ckay. So should we
tackle one through four individually? O do
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you want themread as a whol e?

CHAI R KI RKPATRI CK: | woul d propose
that we start with it as a whole first.

MR PINDER  Ckay.

CHAIR KIRKPATRICK:  And if we have
trouble with the whole, then we wll go to
I ndi viduals. Thank you.

MR PINDER Ckay. Al right.

A radiographic eval uation, t he
adequacy  of intervals and frequency of
radi ographic assessnent, the necessity for
mandat or y radi ogr aphi c nmeasur enent s, t he
necessity for radi ographic nmeasurenent on all
patients to be perforned by i1ndependent
radi ol ogi sts, and the relevant radiographic
parameters to nmeasure.

DR PFEFFER May | ask a quick
questi on?

CHAI R KI RKPATRI CK:  Yes.

DR PFEFFER So | just want to
make sure this has been clarified. This says
on page two again, x-rays wll be perforned as
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a matter of good clinical practice. In
addition, clinically indicated anterior and
posterior x-rays wll be taken.

Link has revised that to state that
x-rays will be taken at each visit?

VR GREENBERG Yes, that is
correct.

DR PFEFFER Al right.

CHAI R KI RKPATRI CK Ckay? Any
other questions or clarification on the
radi ographic evaluation which is four itens
under Item A?

| see a puzzled | ook.

DR WRI GHT: | don't think they
said at every visit. And | don't think we
want to have x-rays taken at every visit. I
think they gave us a tine frane for weight-
beari ng X-rays, whi ch I t hought was
satisfactory. Correct?

CHAI R KI RKPATRI CK:  (One, two, four,
and eight was it?

DR WRI GHT:  Zero.
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hen

DR WRI GHT: | think they said

zero, two --

VEMBER GOODIVAN: Zero, one, two,

four, and eight.
CHAI R KI RKPATRI CK: Ckay.
MEMBER GOODVAN: | wote it down.
CHAI R KI RKPATRI CK: Ckay.
DR WRIGHT: That's fine.
CHAI R KI RKPATRICK:  So zero nont
one nonth, two nonths.

VMEMBER GOODMAN:  Years.

hs,

CHAI R KI RKPATRI CK Sorry, years,
sorry, you got it. Zero nmeaning inmmediate
post-op, one year, two year, four years, and
ei ght years. Is that what | wunderstand the
sponsor i s proposing?

VR GREENBERG Yes, that is
correct.

CHAI R Kl RKPATRI CK: Ckay. So we
are not going to |ook anong each other. Ve
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are aski ng you now.

M5. WH TTI NGTON:  Not hing before 12
nonths at all?

CHAI R Kl RKPATRI CK: They have a
post-op and then a 12-nonth view. Was it pre-
op or post-op? The zero is post-op or pre-op?

| ' m aski ng the sponsor to please clarify.

DR COUGHLI N:  You need bot h.

CHAI R KI RKPATRI CK There will be
both a pre- and post-op.

DR COUGHLIN:  Correct.

CHAI R Kl RKPATRI CK: And then there
wi |l be additional post-ops at one, two, four,
and ei ght years.

DR COUGHLI N  Correct.

CHAIR Kl RKPATRI CK: Does that
clarify the interval s? Thank you.

Do we need further clarification on
any of the other itens under A B, C or D?
|"msorry. | neant one, two, three, and four.
W are only addressing A the radiographic
assessnent. Ckay. Since it seens clear to
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everybody, we'll start with Ms. Adans.

Do we want to try and take all A,
B, and C together? | think that mght be a
little conplicated.

M5. ADAMS:  |'m happy to comment at
this point.

CHAI R KI RKPATRI CK: Go ahead.

M5. ADAMS: M comments are rel ated
to all of the questions. And it is probably
fortuitous that this one has started off wth
me because this is the area | have the
greatest angst. In fact, |'m having chest
pai n right now.

| want to remnd ny colleagues on
the Panel that this is very unusual for us at
this point in a Panel to stop and take a | ook
at what the sponsor has proposed for a post-
approval study, to hear from the FDA about
their concerns about t he post - appr oval
studies, and to debate the post-approval
st udi es. This is something new that 1is
happeni ng wi t hi n CDRH.
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The FDA is trying very hard to work
with the sponsors to get these questions out
on the table earlier. But there is not a

process. W are kind of learning as we go we

are all saying. And this is extrenely
unusual . So that is the first part of ny
conment .

The second part of it is | think it
Is very inportant for us to think in terns of
what this kind of new discussion is going to
nmean to the industry.

And | say that because it is one
thing when we are talking about drug-eluting
stents and there are hundreds of thousands of
patients. It is another thing when we are
talking about an ankle, a total ankle that
maybe there are four, five, six thousand cases
that are going to be seeing this.

To do the kinds of things that are
bei ng suggested has a huge cost associated
wWth it. Wien we talk about bringing people
back for radiographs, following up for eight
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years, these things are things that have a
maj or cost i npact.

| could go through all of these. |
won't go by line by line. W've already heard
about the challenges associated with getting
peopl e back. Those of us who have done post-
approval studies knows this is one of the
bi ggest chal l enges is continued enroll ment and
continued foll ow up.

So not to say that post-approval
studi es should not be done, not to say that we
shouldn't entertain a |Iot of these good ideas
that FDA has put forward, but | want to rem nd
ny col |l eagues on the Panel that we are braving
new territory here. And what we say will have
an inpact on other conpanies that cone to
Panel .

CHAl R Kl RKPATRI CK: Thank you, M.
Adans. W need to stick to the process we
have been given. W can't alter it based upon
what we need to do or what we think we should
be doing or alterations and that sort of
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t hi ng.

Let me recogni ze Mark for a nonent.
He had a comment.

MR, MELKERSON: | think in terns of
process, you could delay looking at this
question should you get to the point of a
condi ti onal appr oval W th one of t he
conditions being a post-approval study. What
| was thinking | was trying to get to is you
can take the prerogative as a Panel to nake
that cut.

CHAI R Kl RKPATRI CK: Yes, | would
suggest that based upon what | have heard,
while | can't surm se what people would vote,
ny Panel experience is that a post-approval
study is alnost necessary in issues of |ong-
termdurability.

So know ng t hat from past
experience, | would suggest we go ahead and
address these issues now And then if we vote
for the post-approval study, we can just say
t he post-approval study, as proposed, if we
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get to that point.

Wul d anyone else from FDA wish to
conment ? Pl ease identify yourself when you
reach the mc. Push the button.

DR MARI NAC- DABI C. My nane is
Dani ca Mari nac- Dabi c. I'm the Chief of
Epi dem ol ogy Branch. That is the unit that is
In charge of review, nonitoring, and oversight
of the post-approval studies.

| just would |like to conment on M.
Adans' comments about how unusual this part of
the process is. | would like to just state
again that the CDRH is undergoing the post-
mar ket transformation. You all had |earned
about the changes in the post-approval studies
program which are designed to raise the bar
and the scientific rigor of the post-approva
st udi es.

Qur team had spent tine to identify
these issues that are inportant as inportant
public health questions. | know that cost is
certainly one of the things that we would Iike
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to consider. However, the main concern is
what are the post-market questions that the
post - approval study shoul d answer.

CHAI R KI RKPATRI CK: Thank you.

| think in summary, yes, we are
pavi ng new ground. But it appears to be
appropriate ground to consider. In addition,
as the FDA looks at this, even if we decide to
vote it wth options, they may want to

consider what we have in discussion on this

| Ssue.

In addition, | would like to take
them as letters as opposed to al
conprehensi ve because | have identified one

that would elimnate them from having to do

sonething that is rather expensive. So if
that is okay, we'll go letter by letter
So first of all, we'll go to -- oh,

Mark had a recognition again. Thanks.

MR MELKERSON: Just one point in
terns of issues related to cost are not part
of our purview but should be sonething that
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you woul d keep in your own consi derations.
CHAI R KI RKPATRI CK: Absol utely. W
put patient safety and the benefit of our
patients first. But we also have to, you
know, consider issues of whether it is a
realistic option to require sone post-

mar ket i ng studi es.

Thank you.
So let's go over ltem A
radi ographi ¢ eval uati on. Can you coment on

whet her that would be adequate or inadequate
for a post-approval study if we decide that
one i s appropriate?

Ms. Adans? ltem A, t he
radi ographi ¢ fi ndi ngs.

M5,  ADANS: And you are just
| ooki ng for adequate or inadequate?

CHAI R KI RKPATRI CK: s that not
what the FDA is asking for? Whet her t hat
woul d be an adequate approach to radiographic
findings or whether we need to add to that. |
think it is just discussing whether you think
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that is good enough or you would want nore x-
rays or less x-rays? O would you nodify that
In any?

M5,  ADAMS: Well, the only coment
| would nmake is to Item 4, which we have
di scussed at |ength today, which again is what
are the appropriate and rel evant radiographic
paraneters to nmeasure. What IS nost
predictive of clinical success? O are they
even? So I'll just reenphasize that.

CHAI R KI RKPATRI CK: Thank you.

Dr. Mayor?

DR MAYOR This is a two-articul ar
I nterface inplant. And w Il produce debris.
And w Il produce very fine particul ate debris.

As tinme passes beyond four years,
there is a real concern that we need to know
I ndi vidual patients are responding with regard
to the possibility of osteolytic reactions to
t hose particles. It is clear from previous
studies in hip and knee arthroplasty patients
that you don't pick wup wearly signs of
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osteolysis with plain fil ns.

So | think what | would suggest is
that beyond five years, if any indication of
unusual wear appears to be indicated on plain
film studies that are reasonably rigorously
done so that the geonetry can be assessed
properly, that a CI study nmay need to be
pursued in order to answer that question.

CHAI R KI RKPATRI CK: Thank you.

Dr. Pfeffer?

DR PFEFFER  Well, |I'mconfortable
with what we outlined as the requirenent for
r adi ogr aphs.

CHAI R KI RKPATRI CK: Thank you.

Dr. Propert?

DR PROPERT: No addi ti onal
comrent s.

CHAI R KI RKPATRI CK: Thank you.

Dr. Skinner?

DR SKI NNER: Wll, | have real
problens with the whole idea of a post-
appr oval st udy. |"'m not certain what

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

341

information we want to get out of that study,
If any. |If we see these total ankles failing,
what are we going to do? Are we going to take
the prosthesis off the market? Wat change is
going to be nade?

W are talking about what -- a
coupl e hundred patients followed for a period
of time. I'mnot sure what information we are
going to get.

CHAI R KI RKPATRI CK: And we're not
debating the post-approval study issue. W'
are debating whether the radiographic findings
woul d be appropri ate.

DR SKI NNER Vell, that is where
" mgoing --

CHAI R KI RKPATRI CK: Ckay.

DR SKI NNER: -- because | don't
see any reason for doing the radiographs in
t hat study.

CHAI R Kl RKPATRI CK: Ckay. Thank
you.

Dr. CGoodnan?
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MEMBER  GOODIVAN: | agree with the
radi ographic eval uati on. I woul d al so
recoomend that they truly be rated by
| ndependent radiologists. And that all the x-
rays be rated by the sanme group of
radi ol ogi sts.

CHAI R KI RKPATRI CK: Thank you.

Dr. Wight?

DR WRI GHT: | would change the
word radiologist or give the exam ner sone
|l eeway in there whether they could have an
I nvestigator or a physician or a surgeon, not
just a radiologist because | don't think
radi ol ogi sts are expert at r eadi ng
nmuscul oskel etal x-rays, nunber one.

Nunber two, | think -- |I'mnot sure
how we would go with the first part of Panel
Question 8. But | think the second bullet is
actually a bit onerous in that they have a
short-term 12-nont h physician | earni ng curve.

So | think what has been approved
here is nore than satisfactory.
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CHAIR Kl RKPATRI CK: W'l | be
tal king about the learning curve in Item F as
wel | .

DR WRIGHT: |'msorry.

CHAI R Kl RKPATRI CK: Sorry, there
are two pages to that question. Thank you.

Ms. Whittington?

M5. VH TTI NGTON: | agree with the
radi ographic follow up and I mght remnd the
conpany that it is not only a cost to you but
It i1s the cost to the patient as they pay
their co-pay and take tinme off work and go in
for those visits. It is also a cost to the
physician in ternms of productive tine.

CHAI R KI RKPATRI CK: Thank you.

In summary on the radiographic
evaluation, it appears that there is near
unani nous agreenent that radi ographs woul d be
appropriate in follow up at the schedule
di scussed and item zed through our discussion.

There is sonme concern as to the
Interpreter of those radiographs. It should
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be an experienced examner, famliar with the
device. But not a surgeon of the study group
necessarily. So it should be an independent
person but sonebody that understands the
princi ples invol ved.

And there also appeared to be a
reasonabl e suggestion of if radiolucencies do
develop, that a CT is the best way to eval uate
t hem because of the confounding variables of
having netallic inplants hiding potential
radi ol ucency and lytic | esions.

Does that adequately address Item A
under Panel Question 8?

MR MELKERSON: | believe so.

CHAI R KI RKPATRI CK: Thank you.

Moving on to ItemB --

MEMBER GOCDIVAN: May | just nake a
poi nt because | think you nentioned CT scans.

| would nodify that to say CT scan or another
nodal ity because there is now energing
evi dence that other nethods of evaluation of
osteolytic lesions may be just as effective
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and possibly with the decreased chance of
I ncreasi ng of radi ographi c exposures.

CHAI R Kl RKPATRI CK: So revise that
to an axial imaging study of relevance. I's
that fair?

Thank you.

Item B, would you like to proceed
pl ease?

MR Pl NDER: Comparing STAR ankle
arthroplasty to a control EG arthrodesis or
another type of arthroplasty and the specific
| ong-term out cones to be conpared.

CHAI R  KI RKPATRI CK: So | would
interpret that as to do they need a control
group for a post-approval study.

W will start with Dr. Mayor.

DR MAYOR | woul d concl ude no.

CHAI R KI RKPATRI CK: Thank you.

Dr. Pfeffer?

DR PFEFFER  No.

CHAI R KI RKPATRI CK: Thank you.

Dr. Propert?
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DR PROPERT: | think this is the
har dest question on this |ist. And | think
this question maybe what was underlying the
previ ous discussion you brought up, Dr. Myor,
about hypot hesi s-driven study design.

I'"'m a statistician. Ever ybody
shoul d have a control group. But | think as
long as they could get adequate historical
controls or controls fromthe literature from
other well-designed studies, that would be
sufficient.

CHAI R KI RKPATRI CK: Thank you.

Dr. Skinner?

DR SKI NNER This goes to ny
previous comments. Wthout a control group, |
woul dn't be able to get this through ny |RB.
So, again, | don't see a reason for doing a
study if you don't have a control group. But
| don't think a control group is necessary.

CHAI R KI RKPATRI CK: Thank you.

Dr. Goodman?

MEMBER GOCDVAN: No control group
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I S necessary. And | could get it through ny

| RB.

CHAI R KI RKPATRI CK: Thank you.
Dr. Wight?

DR WRI GHT:  No.

CHAI R KI RKPATRI CK: Thank you.
Ms. Whittington?

M5. VH TTI NGTON:  No.

CHAI R KI RKPATRI CK: Thank you.
Ms. Adans?

M5. ADAMS:  No further comment.
CHAI R KI RKPATRI CK: Thank you.

Wth regard to Item B, it appears

that a control group is nearly unani nously not

felt to be necessary. And those that do fee

strongly about a control would be willing to

accept

hi stori cal controls or conparative

controls of other ankles in the literature.

B?

(202) 234-4433

Does that adequately address Item

MR MELKERSON: | believe so.
CHAI R KI RKPATRI CK: Thank you.
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Proceed to Item C pl ease.

VMR, PI NDER Addressing the | ong-
term outcone of STAR ankle patients who
experience revision or convert to arthrodesis
after STAR ankle failure, including those STAR
ankle patients who failed in the continued
access study.

CHAI R KI RKPATRI CK: Wuld you m nd
rephrasing that as a specific question? In
other words, should we say how should we
address the outconme of those patients? O
should we address those that experience
revision? Wat is the specific nature of that
questi on.

VR, Pl NDER: Should they be
addr essed.

CHAI R KI RKPATRI CK:  (Ckay. Should -
- so the question would be should the |ong-
term outcone of STAR ankle patients who
experience revision or convert to arthrodesis
after a STAR failure be addressed in the post-
approval study?
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And we wlill go to Dr. Pfeffer

DR PFEFFER  Yes.

CHAI R KI RKPATRI CK: Thank you.
Dr. Propert?

DR PROPERT: Yes.

CHAI R KI RKPATRI CK: Thank you.
Dr. Skinner?

DR SKINNER  Yes what?

CHAI R KI RKPATRI CK: Yes -- if you

you are agreeing that any of the

revisions and failures should be included in

t he post-approval group reporting.

you.

(202) 234-4433

DR SKINNER  Yes.

CHAI R Kl RKPATRI CK: Yes. Thank

Dr. Goodnman?

MEMBER GOCDVAN:  Yes.

CHAI R KI RKPATRI CK: Thank you.

Dr. Wight?

DR WRI GHT:  No.

CHAI R Kl RKPATRI CK: No. Wuld you
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like to add sone discussion on that just so
t he FDA knows your feeling of difference.

DR WRIGHT: Well, | think that as
has been denonstrated, there are nmany reasons
for a revision. And | don't think it -- |
think sone of them are nechanical and related
to the device and sone of them are not. And
so | don't think we would gain anything by
having an extensive review on sone obscure
reasons for failure. | guess | was --

CHAI R KI RKPATRI CK:  Thank you. So
to summarize your concern is there nmay be non-
devi ce-rel ated reasons for revision.

DR WRI GHT:  Yes.

CHAI R Kl RKPATRI CK: Ckay. Thank
you.

Ms. Whittington?

M5, VH TTI NGTON: Yes, | think
there should be. And they may be going to a
surgeon who is not included in the study. So
you need to let the patient know that if they
have a revision, we ask themto report it to
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hel p us wi th outcones.

CHAI R KI RKPATRI CK: Thank you.

And Ms. Adans?

M5,  ADAMS: Vell, | just want to
clarify. The sponsor said that they do intend
to follow up patients for a long period of
time, which | think we have all said we want
to see. But the way this is worded nmakes it
|l ook Iike we are talking about follow ng up
patients who have had a revision or

arthrodesis. So am| msreading this?

CHAI R KI RKPATRI CK: | think the
point of the question -- please correct ne if
l"mwong -- is that they specifically want to

I nclude analysis of those that have revision
I n the post-approval study.

Is that correct, Mark?

MR MELKERSON: My under st andi ng of
the question was -- and it relates to a
guestion that canme up -- is what happens if
you need to revise and what is the inpact on
the patient? So that is part of the question.
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The other part of the question is
reasons for revisions. And as you were
describing, there wll be different reasons
for revision and that would be part of usually
an endpoi nt of any post-approval study | ooking
at revision.

But | think the question was is
there an easy conversion as described by the
sponsor in their packages that would be easy
to -- in other words, is there an assessnent

of that information or data supporting that?

CHAI R Kl RKPATRI CK: Does that
clarify?

V5.  ADANS: So let nme just nake
sure |'ve got it right. So right now we have

patients in the continued access study who
failed. And what you are asking is should we
continue to follow them

MR MELKERSON: The sponsor has
made a statenent and it is actually in their
Panel pack as well that the conversion to
arthrodesis -- in other words, should you need
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to revise, It IS easy to convert to
art hrodesi s. And | think what the question
also relates to is is there data to support
that statenment or clain?

V5. ADAMS: So then we would be

tal king about collecting data on the revision

Itsel f? Ckay.
DR WANG | just want to -- can |?
CHAI R Kl RKPATRI CK: That sounds

li ke an affirmative answer.

M5. ADAMS: |'mnot clear.

CHAI R KI RKPATRI CK: Are you going
toclarify this issue?

DR WANG  Yes.

CHAI R KI RKPATRI CK:  Go ahead.

DR WANG | think the questions
basically address for the STAR ankle patients
who have a revision or convert to arthrodesis
you their long-term outcone are because the
STAR ankl e author has proposed an alternative
art hrodesi s. In the early stage, they nmay
show bad results. But by the long end, is
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this prosthesis going to fail?

So for the patient who had a
revision, it wll fail earlier. For exanpl e,
a patient fails in the continued access study,
how their long-term outcone are conpared to
art hrodesi s. Wth revision information also
important for the clinician and patient to
know before they receive these arthropl asty.

CHAI R Kl RKPATRI CK: For an extrene
exanple, if 50 percent of those revised end up
w th an anputation because they go through the
process of having a revision, it fails. They
go to arthrodesis, it fails. CGets infected.
And they end up getting an anputation. That
woul d be sonething we would all want to know
going into this at the begi nning.

DR WANG Right, right, yes.

CHAI R Kl RKPATRI CK: An extrene,
with all due respect to the sponsors, | never
expect that. Ckay?

Thank you.

So Dr. Mayor, your comment on this.
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DR MAYCR | think IMC does raise
those two questions that we have touched on
briefly. One is to know whether or not the
arthroplasty event has conprom sed the |ong-
t erm out cone subsequent to revision.

And two, beyond that, | feel that
this subsection should also include sone
fairly strong wording that indicates an
analysis of the retrieved inplant conponents
shoul d be pursued. Whet her pursued by the
sponsor or by sone agent that they designate,
| don't have any strong feelings about. But
t hey shoul d be pursued.

CHAI R KI RKPATRI CK: Thank you.

M. Mel ker son, It seens that
uniformy yes, this group of patients should
be analyzed, followed, and answers Vyielded
with -- | think there was one descent.

And then an additional coment was
made that |ooking at the retrievals would be
Important in this group to see if there is
ot her | essons to be | earned.
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Does that adequately address Item

C?

MR, MELKERSON: | believe so, yes.

CHAI R Kl RKPATRI CK: Thank you, M.
Mel ker son.

Next, ItemD. Shall | read it?

It states the appropriate | ength of
follow wup -- eight years currently is
pr oposed.

W wll start with -- let's see,
where do | go now -- this is Dr. Propert. Is

the eight-year tinme an appropriately proposed
length for the long-term follow up in the
post - approval study shoul d be approve it?

DR PROPERT: | think it is very
optimstic but I think it is fine.

CHAI R KI RKPATRI CK: Thank you.

Dr. Skinner?

DR SKINNER | agree.

CHAI R KI RKPATRI CK: Thank you.

Dr. Goodnman?

MEMBER GOODVAN:  That's fi ne.
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CHAI R KI RKPATRI CK: Thank you.

Dr. Wight?

DR WRI GHT:  Yes.

CHAI R KI RKPATRI CK: Thank you.

Ms. Whittington?

M5. VH TTI NGTON: | agree.

CHAI R KI RKPATRI CK: Thank you.

Ms. Adans?

M5.  ADAMS: | agree wth Dr.
Propert.

CHAI R KI RKPATRI CK: Thank you.

Dr. Mayor?

DR MAYOR W are frequently asked
by patients about the ten-year follow up and
the literature is also very attentive to the
guestion of what does the ten-year cadre | ook
l'i ke. If we are going to do it for eight
years and be optimstic as surgeons generally
have to be, | don't see any reason not to
extend it to ten.

CHAI R KI RKPATRI CK: Thank you.

And Dr. Pfeffer?
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DR PFEFFER That's a good point
made by Dr. Mayor but the eight is all right
with ne.

CHAI R Kl RKPATRI CK: Thank you. So

M5. ADAMS: Dr. Kirkpatrick?

CHAI R KI RKPATRI CK: Yes, ma' an?

M5. ADAMS: |I'msorry. Can | nake
one additional coment?

CHAI R Kl RKPATRI CK: Is it to argue
agai nst the ten years?

M5. ADAMS: No.

CHAI R KI RKPATRI CK: On, okay, sure.

M5.  ADAMS: The only thing | want
to nention is that eight years from now the
device that is on the nmarket probably won't be
this one. So I think we have to wei gh what we
are going to find out eight years from now
agai nst that.

CHAI R KI RKPATRICK:  So, yes, it was
in relevance to the ten years.

(Laughter.)

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

359

CHAI R Kl RKPATRI CK: M. Mel kerson,
It appears that the Panel has uniform
agreenent that eight to ten years would be an
appropriate length of follow up. There are
concerns on both sides but a long-term foll ow
up, as currently proposed, is appropriate.

Does that adequately answer Item D?

MR, MELKERSON: Yes, thank you.

CHAI R KI RKPATRI CK: Thank you.

kay, Item E, neasures to mnimze
loss to follow up and conpensatory neasures
taken when it occurs. So that sounds nore
| i ke a di scussion than a yes or no.

And we will begin with Dr. Skinner.

DR SKINNER |'ve got no idea how
to mnimze the loss to follow up and what
measures to take.

CHAI R KI RKPATRI CK: Thank you.

Dr. Goodman?

MEMBER GOCDVAN. | have a good idea
of how to do it. | just don't have the
resources to do it for all ny patients. I
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think we all, as surgeons and researchers,
want to have 100 percent follow up forever.
And how to do this in a cost-effective manner
Is really the question that we can't answer
and are trying to.

But | think it is a good idea. And
how t he FDA and the sponsor want to arrange to
do that should be nutually agreed upon.

CHAI R KI RKPATRI CK: Thank you.

Dr. Wight?
DR WRIGHT: Yes. | agree with Dr.
Ski nner . | haven't heard any neasures to

mnimze |loss or the conpensatory neasures
taken when it occurs. So while | agree it is
a great idea, |I'm not sure what we are
r ecomendi ng.

CHAI R KI RKPATRI CK: Thank you.

Ms. Whittington?

M5, VWH TTI NGTON: Short of an RFD
i mpl anted with it, | don't know how you woul d
ever find them

CHAI R KI RKPATRI CK: Thank you.
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Ms. Adans?

M5, ADAME: Vell, | think the
guestion is here because Dr. Wang did a nice
job of raising concerns about post-approval
st udi es. And when he said this, | thought
that was legitinate.

| think one of the things we have
Is this number that when we work wth FDA,
they look for 80 to 85 percent follow up. I
think it is going to be alnost inpossible to
get anywhere close to that.

And |'ve seen conpanies do things
like drive taxis out to people's houses and
bring them ten hours back to where they need
to go and you still don't get those nunbers.
So it is going to be a real practical
chal | enge.

CHAI R KI RKPATRI CK: Thank you.

And Dr. Mayor?

DR MAYCOR | have no idea how to
do this and yet we approach, as arthroplasty
surgeons, virtually all of our patients in an
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effort to nmake them understand that they need

to be followed forever.
CHAI R KI RKPATRI CK: Thank you.
DR MAYOR So yes and no.
CHAI R KI RKPATRI CK: Thank you.
And Dr. Pfeffer?
DR PFEFFER | think the idea

Link putting an inplantable chip into

of

t he

ankles is a great one. Sonre GPS -- | know

they have that for kids now So just
suggesti on. But otherwi se | have no spec

| deas.

a

fic

CHAI R KI RKPATRI CK: For the record,

| believe that was an intent at hunor.
(Laughter.)
DR PFEFFER  For the record.
CHAI R KI RKPATRI CK: Thank you.
Dr. Propert?
DR PROPERT: | think I wll fol
that with no additional coments.
CHAI R KI RKPATRI CK Thank you
and all.
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| would like to add one other thing
that Ms. Wiittington pointed out earlier is
the patient education on the inportance of
getting informati on back to conpany if not the
surgeon would be an appropriate neans of

trying to help with that.

But, again, | don't think that is
sonet hi ng wi thin t he purview  of FDA
requi rements unfortunately. "' m just nmaking

clear that the patient education materials
enphasize it is probably as far as you could
go.

So in summary on ltem E, everybody
agrees that every effort should be nade but
nobody knows how to do that.

Does that adequately address your
Question E?

MR MELKERSON Vell, we'll work
withit.

CHAI R Kl RKPATRI CK: Thank you, M.
Mel ker son.

Finally, F, please comment on the
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sufficiency of the proposed |earning curve
| nvesti gation. They proposed five new
surgeons, 125 patients, with 12-nonth follow
up. And the selection of new investigators.

So what | interpret this to nean is
they anticipate market approval. But then
they will restrict access to it.

Can you clarify that for ne? You
are saying you are going to have w despread
di ssem nation and narketing of the device but
you wll select five new surgeons that you
will study prospectively on their |earning
curve? W need you to please speak into the
m cr ophone to answer those aspects.

MR, GREENBERG W hope that we are
going to have all the surgeons go through a
training program Al of them get certified.

But then we will select five to be nenbers of
this post-market study portion.

CHAI R Kl RKPATRI CK: Ckay. So to
confirm you mght have 100 people that go
through the training program Qut of those
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100 people, you will see if there are five
that you anticipate will be relatively high-
vol unme surgeons. And you will enroll themin

a study of 25 patients each,

12-nonth fol |l ow up.

VR GREENBERG | f

wlling, yes.

CHAI R KI RKPATRI CK:

willing, correct.

|

roughly, for a

they are

they are

MR GREENBERG That is correct.

CHAI R Kl RKPATRI CK:

you.

So

Ckay. Thank

for the Panel, the question

would be that sort of | earning curve

eval uation be sufficient?

And we will start with Dr. Goodman.

VEMBER GOCDVAN: | think that is
the definition of a selection bias. | nmean |
don't understand how you <can pick five
surgeons, let's say, out of 100, maybe high
vol une, maybe internediate volune, nmaybe | ow

vol une.

(202) 234-4433
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As a surgeon, | would want to know
what the average surgeon who would do this
procedure not once a year -- | don't know how
many tinmes per year -- would do -- what his
conplication or her conplication rate would
be? Wat are the problens that they
encount er ?

| think for the conpany to pick
five surgeons is going to bias any results
that they get. And | would encourage the
I nvestigators to think of a nore fair and
appropriate way to select their surgeons.

CHAI R KI RKPATRI CK: Thank you.

Dr. Wight?
DR WRI GHT: | agree wth Dr.
Goodman.  |'mnot sure what adding a new group

of new investigators would acconplish here.
So, you know, |'d probably like to let the
market run its course. And have an overview
of all surgical experience. Thanks.

CHAI R KI RKPATRI CK: Thank you.

Ms. Whittington?
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M5. WHI TTINGTON: | would agree. |
don't see how you can assess the |earning
curve because the first people out of the gate
are going to be these fellows and residents
who have been working wth the primry
sur geons. And they aren't going to a true
reflection of what the learning curve really
I s because they have had a renedi al course for
a long period of tine.

CHAI R KI RKPATRI CK: Thank you.

Ms. Adans?

M5. ADAMS:  No comment s.

CHAI R KI RKPATRI CK: Thank you.

Dr. Mayor?

DR MAYCR Wiile the notivation
may be admrable |I think the likelihood of a
useful product fromthis effort is very, very
smal | . It's Iike shooting fish in a barrel.
So | don't think 1'd want to do that to the
fish.

CHAI R KI RKPATRI CK: Thank you.

Dr. Pfeffer?
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DR PFEFFER: | don't see the need
for this group.

CHAI R KI RKPATRI CK: Thank you.

Dr. Propert?

DR PROPERT: Yes, | agree with the
previous comments but | would also put out a
personal plea that at least a couple of the
surgeons involved in this treat patients who
are very different than what was done in the
study so far. And specifically I'm I ooking at
a non-wei ght, |owinconme people.

CHAI R KI RKPATRI CK: Thank you.

Dr. Skinner?

DR SKI NNER: | basically agree
with Dr. Wight. Unless the conpany were able
to pick five ungifted surgeons to get an idea
of what type of care they could give --

CHAI R KI RKPATRICK:  Who woul d do a
| ow vol une.

CHAI R KI RKPATRI CK: Thank you.

It sounds to ne with regard to Item
F that the Panel appreciates the sincerity and
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the high vision of trying to study the
| earning curve but IS uncertain it S
unrealistic. And we don't have good nethods
to anal yze that | earning curve.

W do recognize the effort of the
sponsors in attenpting to design a way to do
t hat . But it sounds l|ike nost of us do not
feel it is a very realistic way to do it. And

may not provide valuable information as

desi gned.

Does that adequately address Item
F?

MR, MELKERSON: Yes, thank you.

CHAI R Kl RKPATRI CK: Thank you very
much.

Wth that, | will take the Chair's
prerogative to suggest that we wll have a
br eak.

| medi ately follow ng the break, we
will have our second open public conmrent
period. |If you know you would |ike to speak,

I f you woul d pl ease address Ron Jean so we can
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know that, that wll help streamine our

process after the break.

Pl ease reconvene at 3:15. Thank
you.

(Whereupon, the foregoing matter went off the
record at 3:06 p.m and
went back on the record
at 3:19 p.m)

CHAI R KI RKPATRI CK Thank you for
returning in a tinely way.

W wll now proceed to the second
open public hearing. W have heard of one
request to take a few mnutes at the
m crophone fromDr. GIl who also presented in
t he nor ni ng.

So, Dr. @ll, if you would like to
come forward, you may have five m nutes.

DR dLL: Thank you. This has
been an enl i ght eni ng, i nteresting, and
| mportant experience.

| would like to point out that in
terns of the inportance of mcrodi ssection and
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careful analysis of studies and also, as has
been pointed out by the FDA Panel, the fact
that clinical studies have problens, and |
agree with that, | think it is also inportant
to point out that «clinical wuse has had
extrenely inportant <clarifications in the
field of total joint arthroplasty.

| personally don't know all of the
studies or prelimnary data that was or wasn't
done in many of the aspects that have failed
in total joint arthroplasty but I'Il nmention a
few that have becone realized as failures
during clinical use, which is like a clinica
st udy.

The use of Teflon, the use of poly
| nprovenents such as poly 2 and hylaner,
net al - backed polyethylene patellas, titanium
bearing surfaces, core |ocking nechanisns,
excessive poly wear due to excessively high
contact stresses on designs that we really
didn't wunderstand, cenent disease, particle
di sease, and the |ist goes on and on.
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In total joint arthroplasty in the
last 35 years the field has been rife wth
often dismal failures. Despite that, the
other side of the coin is we have |earned
trenmendously fromthis clinical use

And there are hundreds of thousands
of patients who have benefitted enornously not
only in the great reduction of pain, not only
in the inproved function, not only in their
cardi ovascul ar benefits, which has been proven
by Mchael Reese in California wwth both tota
hip and total knee patients.

But many patients tell us that it
literally gives them a new |lease on life. So
despite the difficulties which have been so
cormon in this inportant field, there is a
great deal of benefit that has cone out of it.

| have been personally inpressed by
this | would call it mcrodissection, which is
going on, and | fully understand and agree
with the concept that has taken place today
because it is a necessity to protect our
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publ i c. But I would also like to point out
that the elephant in the room here today that
has been eluded to only partially and
Infrequently, are the CGass |l devices.

| don't know how nuch anal ysis has
been given to those but as these very
| nportant discussions take place on a ddass
[l device, we nust renenber that the dass ||
devices are currently being put in routinely
by experienced, excellent surgeons, and by the
ot her group that was tal ked about just before
our break.

And al t hough t here are good
successes with the Cass Il device, which is
docunented in the literature, there is also
docunentation in JBJS by Ted Hansen and ot hers
in Europe of the problens that we have seen
with Gass |l devices. And so although |
agree wth everything that is being done and |
applaud it, | think we have to renenber that
the elephant in the room so to speak, is
bei ng used currently.
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Thank you for this opportunity to
observe this inportant event.

CHAl R Kl RKPATRI CK: Thank you, Dr.
Gll.

I wi || r equest t hat t he
transcriptionist refer to his disclosure that
he gave the first tinme he spoke.

(Repeated fromearlier disclosure.)

DR 4 LL: [''m Lowell GQGlII. I
practice orthopedic surgery in Charlotte,
Nort h Carolina, surgery of t he | ower
extremty. | do have royalty agreenents wth
the KM Integra Conpany, KM, which was bought
out by Integra for a design of a total ankle
arthroplasty nanmed the Eclipse. That is a
sort of reverse conflict in the sense that |
stand to lose royalties if this product
becones popul ar.

| also have a consulting agreenent
with the Stel kast Conpany on outcones work for
the total knee. And | have a royalty
agreenent with the Zi nmmer Conpany for design
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work on total knees.

| also -- ny travel here and
probably sone additional expenses will be paid
for by the Link Conpany.

(End of previous disclosure.)

CHAI R Kl RKPATRI CK: Are there
addi ti onal speakers that wsh to cone forward?
Pl ease cone forward and identify yourself.
Are there any further speakers that wish to
cone forward for the open public comment?

Thank you. You have five m nutes.

M5. McGUCKI AN Thank you.

Good afternoon. M/ nane is Rachel
McCGuckian and | speak here today representing
t he Ot hopedi c Sur gi cal Manuf act urers
Associ ati on, OSMVA. CSMA is a trade
association wth over 30 nenber conpanies and
we wel cone this opportunity to provide general
comments at today's Panel neeting.

OSMA' s comments shoul d not be taken
as an endorsenent of the products being
di scussed today. W ask, instead, that our
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comments be considered during today's Panel
del i berati ons. These comments represent the
careful conpilation of the nenber conpanies'
Vi ews.

CSMA was forned over 45 years ago
and has worked cooperatively with the FDA the
Anmerican Acadeny of Othopaedic Surgeons, the
Arerican Society for Testing and Materials,
and other professional nedical societies and
st andard devel oprent bodi es.

These col | aborati ons have hel ped to
ensure that orthopedic nedical products are
safe, of uniform high quality, and supplied in
quantities sufficient to neet national needs.

Associ ation nenbership currently includes
over 30 conpani es who produce over 85 percent
of all orthopedic inplants intended for
clinical use in the United States.

CSMA has a strong invested interest
In ensuring the ongoing available of safe and
effective nedical devices. The deli berations
of t he Panel t oday and t he Panel ' s
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recomendations to the FDA will have a direct
bearing on the availability of new products.

W neke these coments to remnd
the Panel of the regulatory burden that nust
be net today. W urge the Panel to focus its
deliberations on the product's safety and
ef fectiveness based on the data provided.

O course, the FDA is responsible
for protecting the American public from drugs,

devi ces, food, and cosnetics that are either

adul terat ed or unsaf e or I neffective.
However, FDA has another role -- to foster
I nnovat i on.

The Othopedic Devices Branch is
fortunate to have available a staff of
qualified reviews, including a Board-certified
orthopedi c surgeon, to evaluate the types and
value of applications brought before this
Panel . The role of this Panel is also very
Important to the analysis of data in the
manufacturer's application and to determne
the availability of new and innovative
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products in the U S nmarketpl ace.

Those of you on the Panel have been

sel ected based on your expertise and training.

And you also bring the view of practicing
clinicians who treat patients with
commerci al | y-avai | abl e products.

CSMA is aware that you have
received training from FDA on the |aw and the
regul ation and we don't intend to repeat that
information today but we do want to enphasize
two points that mght have a bearing on
today's deli beration.

The first is reasonable assurance
of safety and effectiveness and the second,
valid scientific evidence. As to the first,
there is a reasonable assurance that a device
Is safe when it can be determned that the
probabl e benefits outweigh the probable risks.

Sone inportant caveats associated
with this overly-sinplified statenent include
valid scientific evidence and proper |abeling
and that safety data nmay be generated in the
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| aboratory in animals or in hunans.

There is reasonabl e assurance that
a device is effective when it provides a
clinically sufficient result. Again, |abeling
and valid scientific evidence play inportant
roles in this determnation.

The regulation and the law clearly
state that the standards be net as a
reasonabl e assurance of safety and
ef fectiveness. Reasonable is defined as
noderate, fair, and inexpensive.

As to the second point, wvalid
scientific evidence, the regulation states
that well-controlled investigations shall be
the principle neans to generate the data used
In the effectiveness determ nation.

The following principles are cited
in the regulation as being recognized by the
scientific community as essentials in a well-
controlled evaluation and investigation: a
study protocol, nethod of selecting subjects,
met hod  of observation and reporting of
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results, and conparison of results wth a
control

The Panel has a very inportant job
today. You nust listen to the data presented
by t he sponsor, eval uat e t he FDA
presentations, and nmake a recommendati on about
t he approvability of t he sponsor's
appl i cation.

W speak for many applicants when
we ask for your careful consideration. And
please keep in mnd that the standard is
reasonabl e assurance, balancing the benefits
with the risks. Regul atory standard is not
proof beyond a shadow of a doubt.

And when consi deri ng maki ng
recommendations for further studies, please
r emenber t hat t he FDA t akes t hese
recommendations seriously as a consensus of
the Panel as a whole and they nmay delay the
I ntroduction of a useful product or result in
bur densonme and expensi ve data coll ection.

Therefore, you play an inportant
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role in reducing the burden of bringing new
products that you and your colleagues use in
treating patients to the market.

Pl ease be thoughtful in weighing
the evidence and renenber the standard is
reasonabl e assurance of safety and
ef fectiveness. And that there is a legally
broad range of valid scientific evidence to
support the determ nation.

OSMA thanks the FDA and the Panel
for the opportunity to speak today. Qur
association trusts that its comments are taken
in the spirit offered to help the FDA decide
whether to nake a new product available for
use in the U S nmarketpl ace.

CSMA nenbers are present in the
audi ence and are avail able to answer questions
any tinme during the deliberations today.

Thank you very much.

CHAI R Kl RKPATRI CK: Thank you very
much. And thank you also for your
association's partnership in helping our
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patients.

W will now proceed to see if there
Is any further comment or clarification from
the FDA, either M. Ml kerson or M. Pinder?

MR MELKERSON: No, thank you.

CHAI R KI RKPATRI CK: Thank you.

| wll take the Chair's prerogative
to interject to see if there is any further
comment from any Panel nenber that m ght want
to speak.

Dr. Pfeffer?

DR PFEFFER | have a question for
Link that | neglected earlier. Wat intention
Is there to neke tibial trials available?
Ti bi al trials, I think there is sone
controversy on that issue.

MR, GREENBERG At this tinme, there
are no plans to nmake tibial trials. W are
concerned about what happens to the delicate
bone bed with the inplantation of a trial that
Is tight enough and good enough to give you
representation of what is going to happen but
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that is still going to protect the bone bed.

Dr. Anderson in his paper did have
trials and the results were nothing to wite
honme about honestly. So right now we do not
plan to do it.

DR PFEFFER So this is not a cost
Issue? It's a real technical issue.

MR GREENBERG W can nake those
trials cheaply and easily but we do not think
they are wise at this tine.

DR PFEFFER  Thank you.

CHAI R Kl RKPATRI CK: Any further
comment or concern about the studies or
questions or anything else from the Panel
menber s?

(No response.)

CHAI R KI RKPATRI CK: Thank you.

The sponsor now has a tine to
clarify, comment, or nake any other statenent.
You will have up to 15 m nutes. Wul d the
sponsor |ike to coment ?

DR, CLANTON.  Yes, they woul d.
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CHAI R KI RKPATRI CK: Pl ease proceed.
Thank you.

DR CLANTON: So how should we
summarize 124 years  of ankle arthritis
surgical care beginning in 1882 wth Dr.
Albert's first ankle fusion? Thirty-plus
years of research on ankle arthroplasty, 20
years of clinical information from Europe on a
three-part ankle, and seven years of our own
specific study with the STAR ankl e?

Wll, | believe that we -- and the
big we here, the FDA, Panel nenbers, and the
I nvestigators -- we really all have a shared
goal and objective in this. W want to help
our patients with ankle arthritis. And do so
wi t hout excessive ri sk.

Pri mum non nocere -- first do no
harm is nore than just a slogan. It is a
foundation of what we do as physicians and
surgeons. The care of patients suffering from
debilitating ankle arthritis has presented a
dilemma for patients and doctors for nany
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years.

The options are limted with non-
operative care, utilizing bracing, anbulatory
aids, and nedication often failing to provide
adequate relief of pai n, correction of
deformty, and/or inprovenent in function.
Surgical care has primarily been a fusion of
the arthritic ankle, elimnating the joint and
thereby elimnating notion in the ankle joint.

It is a good operation, reducing
pai n, inmproving deformty, and inproving
functi on. But is well known anobng surgeons
and patients that it is not without its own
probl ens. Some do not fuse or fuse in an
| nproper position. Some becone infected.

And nore commonly we are seeing the
long-term stress transfer effects on the
adj acent j oints, resul ting in | at e
osteoarthritis changes that require further
surgery. This further surgery can only be a
fusion leading to further stiffness in the
ankl e/ hi ndf oot conpl ex.
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Wth the successes of hip and knee
arthroplasty w tnessed by patients, they have
cone to expect simlar options of the ankle
Failures of first generation total ankles were
di scouragi ng but further design advances have
I nproved the results, a simlar evolution to
what was seen in the knee and  hip
art hropl asty.

This current nulti-center clinica
trial is the nost detailed and the only
prospective study of ankle arthroplasty or
ankl e arthrodesi s. The study results clearly
denonstrate that the STAR ankle does what we
want and what patients want. It elimnates
pain better than a fusion. [t inproves
function better than a fusion.

And it allows range of notion,
sonet hi ng t hat a fusi on cannot do.
Intuitively one would expect this notion to
mean that arthritis in adjacent joints will be
| essened.

Are the results durable? For this

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

387

we must turn to the European literature.
There has been 20 years of work on three-part
ankl es and several studies show greater than
90 percent ten-year survivorship. There are
sone catastrophic events there but certainly
not hi ng that suggests that it is nore than we
woul d expect.

The nunber of major conplications
has been very low and rarely effects |long-term
outcone. And finally, what happens if it does
fail? Wat do you do?

Wll, in that event, you convert it
to an ankle arthrodesis. The literature
suggests that this can be done effectively and
efficiently.

W believe, and our patients have
confirmed, that the STAR ankle is a valuable
addition to the options for treatnent and for
severe ankle arthritis. And | hope that the
Panel agrees.

CHAI R KI RKPATRI CK: Thank you.

The sponsor does have a few nore
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mnutes if you would like to have another
speaker .

MR, GREENBERG  Thank you.

| just wanted to say that | wanted
to thank everyone for giving us the tine
t oday.

Ankl e arthroplasty, you know, has
never been envisioned to be a procedure that
has tens of thousands of inplants. It is a
| ow vol une procedure.

As the sponsor, | can say we have
no interest in anything but having the best
possi bl e surgical outconmes for the doctors,
for the patients. W have listened very
closely to what you have had to say here about
the patient, and having patient information,
havi ng trained surgeons, be able to reach out

to a nentor, maybe one of these gentlenen

her e.

I apol ogi ze for t he manual .
Believe ne, they will be updated with all of
the new techniques, wth all of the new
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instrunentations, wth all the information
that we have gathered today and we have
gathered over the |ast seven years on patient
sel ecti on.

And we will do our utnost to nake
sure that it is a successful procedure for the
patients and the surgeons and the United
States' popul ation.

Thank you very nuch.

CHAl R Kl RKPATRI CK: Thank you, M.
G eenberg.

Now | would like to see if M.
Wiittington, as the consuner rep, has any

comments or additional summary that you'd like

to nmake.

M5. WH TTINGTON: | appreciate your
attentiveness as | discussed issues in the
pati ent education materials. I really

encourage you to solicit them as partners in
this endeavor because they are naking science,
along with the surgeons, to help inprove
heal thcare for those comng after them And
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people really do understand that. And we
don't always give them that benefit of the
doubt .

Pl ease don't let ne see an ad on TV
that everybody should have this. And | have
to tell that is probably what | say at every
neeting because it frustrates ne no end at the
mar keti ng that occurs on the part of conpanies
who want to sell nore product.

And pl ease be honest and
transparent in your marketing as if it were
your not her. | practice wth a physician who
al ways says we have to pass the yo manmma test.

And please always renenber that it is your
not her watching and reading whatever you put
out .

CHAI R Kl RKPATRI CK: | would just
editorialize to say that sone of the comments
you nmade mght be relevant to after we vote.
But it is okay to do it after we vote as well.

Especially yo manma.

(Laughter.)
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CHAI R KI RKPATRI CK: Thank you.

Ms. Adanms, would vyou Ilike to
represent anything from industry before we
have a vote?

M5, ADAMS: No.

CHAI R Kl RKPATRI CK: Thank you very
much.

Qur next job is to proceed to the
vote. W are now ready to vote on the Panel's
recomendation to the FDA on this PNA

Panel nenbers, we will refer to the
voting options flowhart that is in our blue
folders if you don't already have it out.

Dr. Jean will also read the Panel
recommendati on options and assist us with the
fl ow of what we can vote on and how we vote.

Dr. Jean?

DR JEAN The Medical Device
Arendnents to the Federal Food, Drug, and
Cosnetic Act, as anended by the Safe Medi cal
Devi ces Act of 1990, allows the Food and Drug
Adm nistration to obtain a recomendation
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from an expert Advisory Panel on designated
nmedi cal devi ce prenarket approval applications
that are filed wth the Agency.

The PMA nust stand on its own
nerits and your recomendati on  nust be
supported by safety and effectiveness data in
the application or by applicable publicly
avai | abl e i nformati on.

The definitions of safety,
effectiveness, and valid scientific evidence
are as foll ows:

Saf ety, t here IS reasonabl e
assurance that a device is safe when it can be
det er m ned, based upon valid scientific
evi dence, that the probable benefits to health
from use of the device for its intended uses
and conditions of wuse, when acconpanied by
adequate directions and warnings against
unsaf e use, outwei gh any probabl e ri sks.

Ef fectiveness, as defined in 21 CFR
Section 860.7(e)(1), there is reasonable
assurance that a device is effective when it
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can be determ ned, based upon valid scientific
evidence, that in a significant portion of the
target population, the use of the device for
Its intended uses and conditions of use, when
acconpani ed by adequate directions for use and
war ni ngs against unsafe wuse, wll provide
clinically significant results.

Valid scientific evi dence, as
defined in 21 CFR Section 860.7(c)(2), valid
scientific evidence is evidence from well-
controll ed I nvestigations, partially
controlled studies, studies and objective
trials wi t hout mat ched controls, wel | -
docunent ed case hi stories conduct ed by
gqualified experts, and reports of significant
human experience with a narketed device from
which it can fairly and responsibly be
concluded by qualified experts that there is
reasonable assurance of the safety and
ef fectiveness of a device under its conditions
of use.

| sol at ed case reports, random
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experience, reports lacking sufficient details
to perm t scientific eval uati on, and
unsubstantiated opinions are not regarded as
valid scientific evidence to show safety or
ef fectiveness.

Your recommendation options for the
vote are as foll ows:

Appr oval , i f t here are no
condi tions attached.

Approvable wth conditions, the
Panel may recomend that the PMA be found
approvabl e subject to specific conditions such
as physician or patient education, |abeling
changes, or a further analysis of existing
dat a. Prior to voting, all of the conditions
shoul d be di scussed by the Panel.

Not approvabl e, the Panel may
recoomend that the PMA is not approvable if
the data do not provide a reasonabl e assurance
that a device is safe or the data do not
provide a reasonable assurance that a device
Is effective under the conditions of use
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prescri bed, recomended, or suggested in the
proposed | abel i ng.

Followng the voting, the OChair
will ask Panel nenber to present a brief
statenent outlining the reasons for his or her
vot e.

CHAl R Kl RKPATRI CK: Thank you, Dr.
Jean.

Are there any specific questions
from the Panel about these voting options or
our instructions on howto vote?

(No response.)

CHAI R Kl RKPATRI CK: Seeing no
questions on the process, | wll ask if there
I s anyone on the Panel who would |ike to nake
a notion.

| see that there is all kinds of
exci tenent about an opi nion.

Dr. Wight?

DR WRI GHT: "1l make a notion
that we approve with conditions.

CHAI R KIRKPATRICK:  There is a --
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DR PFEFFER  Second.

CHAI R Kl RKPATRI CK: -- notion by
Dr. Wight and a second by Dr. Pfeffer for
approvable with conditions.

Now we wi |l discuss the notion, not
the conditions at this point. Is there any
di scussion on the notion of approval wth
condi tions?

(No response.)

CHAI R Kl RKPATRI CK: My
understanding was we have to discuss the
notion first. However, seeing that there is
no discussion on the notion, we can now
propose a first condition.

Now do we have to -- just a natter
of process -- do we now vote for the notion
approvable with conditions? And then go wth
each condition? O do we take it as a package
at the end?

MR, MELKERSON. As a package.

CHAI R  KI RKPATRI CK: So, it has
noved and seconded that we have approvable
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wi th conditions. | would entertain a notion
for the first condition.

Sorry, Dr. Pfeffer?

DR PFEFFER | have a general
guesti on. Wien warnings are given with an
orthopedic device of this type, they are
usual ly contained within a package that never
sees the patient's eyes. The package is
opened up in the operating room and the
patient never sees it.

Does the FDA have the inclination
or ability to change that? Because the nain
condition | have is that whatever conditions
we cone up with, the patient sees.

CHAI R KI RKPATRI CK: Wul d the FDA
li ke to corment, M. Ml kerson?

VR VELKERSON: Wth recent
approvals in packages, there is also patient
| abeling. And if | am hearing correctly, you
can specify what you would like to see in that
patient |abeling.

DR PFEFFER Patient labeling is
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sonething given out to the patient prior to
t he procedure.

CHAI R Kl RKPATRI CK: So, Dr.
Pfeffer, it sounds like that neans that if you
would like to propose the first condition,
including patient information panphlet, and
specify specifics you would like contained in
that, that would be a good starting point.

DR PFEFFER I'd like to think
about it for a nmoment now that | know that
that is possible.

CHAI R KI RKPATRI CK: Thank you.

Dr. CGoodnman?

MEMBER  GOCDNVAN: Ohe of the
conditions that | would like to put forth is
that there be a post-approval study wth
I ndependent radiographic analysis that would
enconpass preoperative and postoperative X-
rays, in the immediate postoperative period,
at one, two, four, and eight to ten years.

Wuld you like ne to repeat that,
M. Chairman?
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CHAI R KI RKPATRI CK: Actually | was
just going to ask if there is a second for
that. And | see one with Dr. Wight.

DR WRI GHT:  Second.

CHAI R Kl RKPATRI CK: Ckay. So it
has been noved and seconded for a post-
appr oval st udy. As we had extensive
di scussion on the nature of a post-approval
study before, can |I ask would that sinply be
consistent wth -- would your notion be
consi stent with what was previously discussed?

MEMBER GOCDMVAN:  Yes.

CHAI R KI RKPATRI CK: And woul d your
second al so be?

(No response.)

CHAI R KI RKPATRI CK: So that was a
yes for the transcriptionist.

Thank you.

Is there further discussion on that
notion? M. Ml kerson?

MR MELKERSON Just a point of
clarification. If you could specify what
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questions you would like to have addressed by
t hat post-approval study, | think that would
be beneficial.

CHAl R Kl RKPATRI CK: Thank you, M.
Mel ker son.

Dr. Goodman, can you nmake a listing
of the specific questions you would Iike
addr essed?

MEMBER  GOODIVAN: Vel |, we' ve
di scussed clinical and radiographic paraneters
some of which the investigators have already
outlined. The clinical ones would include the
BP rating system and others that t he
I nvestigators feel are appropriate, including
possibly rating systens approved by the
Associ ati on of Foot and Ankl e Surgeons.

The radiographic paraneters were
out | i ned. And they including standing x-rays
of the feet with specific radiographic
par aneters as agr eed upon between the
I nvestigators and the FDA that would reflect
radi ographi ¢ performance of the prosthesis.
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CHAI R Kl RKPATRI CK: I's t hat
consistent with your second, Dr. Wight?

DR WRI GHT:  Absol utely.

CHAI R KI RKPATRI CK: Thank you.

Is there further discussion on this
particul ar notion?

Dr. Skinner?

DR SKINNER | understand that Dr.
Goodman wants to collect a lot of data but |'m
not sure that gives M. Mel kerson the
direction that | think he is asking for.

What do you do wth the data and
why do you want the data?

CHAI R KI RKPATRI CK: Dr. Goodnman?

MEMBER  GOCDIVAN: I'd first like to

ask M. Melkerson if he agrees wth that

st at enent .

VR VEL KERSON: In terns of
question, | think as our post-approval study
representative identified one potenti al

question or hypothesize would be does the
revision rate increase, decrease? Does the
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radi ographic evidence show that there 1is
progression to what you would consider
potential for failure? Those are the types of
guestions that would be beneficial to identify
that you would want answered by the paraneters
t hat you were descri bi ng.

CHAI R Kl RKPATRI CK: May | take a
stab at --

MEMBER GOCDVAN:  Sure.

CHAIR KIRKPATRICK:  -- what | would
summari ze from what has been said today?

MEMBER GOODVAN: Pl ease.

CHAI R Kl RKPATRI CK: That the post-
approval study, and this would be a friendly
anmendnent if you agree, the post-approval
study would be to denonstrate the safety by
evaluating for further device failures as tine
proceeds, conpare it to historical controls,
and to outcone of ankle fusions in the
literature as opposed to having an ongoing
study of it as a concurrent control.

And it would be look at long-term
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safety issues should the devices fail, much
like Dr. May or was concerned wth --
pol yethyl ene failure at five and ten years.

And that the effectiveness would
al so be evaluated in this post-approval study,
when rel evant. As these failures occur and
safety issues occur, then the effectiveness
woul d al so be eval uated in concurrence.

MEMBER GOCDVAN: G eat.

CHAI R Kl RKPATRI CK: Dr.  Wight,
woul d you concur with that rephrasing of the
reason and intent of the notion?

DR WRl GHT: I"'m not -- boy, I'm
not going to ask you to reread that one but
the thought that went through ny mnd was
conparing this to other ankle arthroplasty
procedures rather than fusions. | think we've
done that.

And | think we can go -- the thing
that | am really concerned about is these
Panels have a tendency to pile on after we
approve. And they just add onerous
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requirements which | never see as a Panel
menber years down the road.

I'"'m not sure if anyone ever does
anything about it but think I'd just like to
conjugate the one thing into two things.
Post - mar ket i ng survey, X-rays t hat we

di scussed, and the surgical techniques course

that was discussed. I'd like to incorporate
t hose two. Maybe you don't want ne to do
t hat .

CHAI R KI RKPATRI CK: If | could
defer the --

DR WRI GHT: (kay, sorry.

CHAI R KI RKPATRICK:  -- the learning
curve study --

DR WRI GHT:  Ckay.

CHAI R KI RKPATRI CK:  -- because t hat
was so controversial before.

DR WRI GHT:  Ckay.

CHAI R KIRKPATRICK: Let's see if we
can add it as a separate condition and keep
this condition to just the post-approval study
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on the patients and inplants.

Dr. CGoodnman?

MEMBER  GOCDNVAN: The reason |
brought this up was because there was sone
question of radiographic safety. Cinically
the prostheses seemto do well but there were
situations where there were prostheses which
subsi ded or changed their position. And there
was a question also with regards to the
statistical analysis as to whether the safety
I ssue was firmy net given the criteria first
establ i shed by the investigators.

And that's why | think that a post-
approval study, as we have just discussed,
woul d hel p ensure the safety and efficacy.

CHAI R Kl RKPATRI CK: So if | just
may confirm we've had the notioner and the
seconder agree wth ny rephrasing of the
notion, correct?

(No response.)

CHAI R Kl RKPATRI CK: kay. And the
enphasis, of course, is on the safety of the
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devices long term And whet her radi ographs
woul d preclude a safety event.

M. Mel kerson?

MR, MELKERSON: In terns of safety,
the burden for approvability is safety has
been denonstrated with the data that you have.
And what you are looking at is for long-term
safety.

And one ot her poi nt of
clarification to Dr. Wight. The post - nmar ket
initiative also as these studies go forward,
you wll be getting updates. And you actually
can go to the FDA website to identify the
current status of those. It is already up on
t he web.

But in subsequent Panel neetings,
the feedback from these studies wll Dbe
presented in periodic updates.

CHAI R KI RKPATRI CK: So to rephrase
the safety concern, the Panel has already felt
that the safety of a 24-nonth study was
adequate for approval. However, there are
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concerns about the long-term safety of the
device. And so that is why we want the post-
approval study to look at the safety.

Ve al so bel i eve t hat t he
effectiveness was well shown at the 24 nonths.

And we hope that as safety concerns cone up,
t hat t hat can help us understand the
effectiveness long term

The Panel did not seem to have a
maj or concern about the deterioration of the
clinical scores over the four- to ten-year
tine span as they do the safety issues of the
device failure.

Does that adequately address the
notion there? Ms. Adans, do you have a
comrent ?

M5. ADAMS:  Yes, | would just Iike
to make coment and that is regarding the
portion of the notion that is related to
I ndependent radi ographic review From the
standpoi nt of sonebody who mght have to go
away and conduct that, there is a significant
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bur den associ at ed with t he I ndependent
radi ographi c revi ews.

So I'd just like to put to the
Panel the question of is it absolute necessary
It be an independent review? O could we
all ow the FDA and the sponsor to work through

how t hat radi ographi c revi ew be handl ed?

CHAI R KI RKPATRI CK: If I my
clarify, the FDA and the sponsor will identify
t hat . W don't dictate that. W can only

coment on what we woul d recomend.

M5. ADAMS: But that is part of his
not i on.

CHAI R KI RKPATRI CK:  That is part of
our reconmendati on.

Is there further discussion on the
I ndependent revi ew? Are we questioning
whether that is appropriate to be in the
noti on?

DR SKI NNER | would like to
request a change in the notion and the second
to renove i ndependent.
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CHAI R KI RKPATRI CK: Wul d that be
considered a friendly anendnent between the
two of you? To renove the independent review?

And allow it to be a surgeon investigator
only?

DR SKI NNER: | mght comment that
Dr. Wight has already pointed out that an
ort hopedi ¢ surgeon can read the x-rays as well
as any radiologist. So, you know - -

CHAIR Kl RKPATRI CK: Vel |, to
clarify, it 1is not independent radiologist.
It is an independent reviewer of experience
wi thin the ankl es.

DR SKI NNER: Exactly. But
presumably the doctor doing the surgery is an
experienced orthopedic surgeon and would be
able to read those x-rays adequately.

CHAI R KI RKPATRI CK: So you are
wlling to have each separate  surgeon
interpret their own radiographs and report
then to the manufacturer?

DR SKINNER  Sure.
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CHAI R Kl RKPATRI CK: Is that a
concurrence? Wuld vyou consider that a
friendly anmendnent ?

MEMBER GOCDMAN:  |''m not happy with
t hat .

CHAI R Kl RKPATRI CK: Ckay. So the
notion person would not agree to that as a
friendly anmendnent.

So any further discussion on the
conditions as reflected?

DR PFEFFER This one condition?
W may have ot hers.

CHAI R KI RKPATRI CK:  Thi s i ndi vi dual
condition. W are only tal king about the one
condi tion. So as | understand it, we pass
each condition independently.

Seeing no additional coment, then
we wll start the voting with Dr. Myor
pl ease. Are you in favor of the current
notion of approval wth the <condition of
addi ng a post-approval study as outlined? Do
you need to hear all the details again?
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DR MAYOR Are you asking ne to
approve the condition? O the notion itself
to rule this PVMA approvabl e?

DR PFEFFER How could we approve
the ankle wunless we know which conditions
woul d be approved. | wouldn't be able to make
t hat vote.

CHAI R Kl RKPATRI CK: It IS
specifically just the <condition that was
pr oposed.

DR MAYOR On the basis of that
clarification, |1'm going to abstain from a
vote related to this condition for reasons |
will explain later.

DR PFEFFER  Yes.

CHAI R Kl RKPATRI CK: W are going
around.

Thank you, Dr. Pfeffer, who voted
yes.

Dr. Propert?

DR PROPERT: Yes.

CHAI R KI RKPATRI CK: Thank you.
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Dr. Skinner:

DR SKINNER  No.

CHAI R KI RKPATRI CK: Dr. Goodnan?

MEMBER GOCDVAN:  Yes.

CHAI R KI RKPATRICK:  Dr. Wight?

DR WRI GHT:  Yes.

CHAI R KI RKPATRI CK: kay, there is
four in favor, one abstention, and one no. |If
I'"'m not mstaken, we need to have an
explanation for their reasons. I's that
procedurally what we need to do? Mark? Ron?
Ch, that wll be at the end? Thank you.

kay, is there another condition to
consi der ?

Dr. Pfeffer?

DR PFEFFER  Yes, we al ready have
proposed by Link a weight restriction. I
would propose a weight restriction to be
placed on the inplant that 1is directly
support ed, as best possible, by ongoi ng
bi onechani cal wear studies that we discussed
earlier.
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CHAI R Kl RKPATRI CK: So is that a
pre-approval study or a post-approval study?
And if it is post approval, in what tinme span
woul d you |li ke that conpl eted?

DR PFEFFER: What was  our
decision, if you could remnd ne, regarding
the wear studies that we recommended -- which
we considered at a higher |oad?

CHAI R Kl RKPATRI CK: It was
suggested that the |oad should be doubled to
represent a worst case or 250-pound person.

DR PFEFFER  As pre-approval? O
Is It post approval ?

CHAI R KI RKPATRI CK: That was just a

matter of discussion that we wi sh we had seen

t hat .

DR PFEFFER  So | woul d propose a
pre-approval study which could happen -- but
then we have to delay approval -- is that --

help me clarify the adm ni strati on.
CHAI R Kl RKPATRI CK: Ckay, from a
procedure standpoi nt, we are voting on
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approvable. So if you ask for a pre-approva
study, it is kind of getting out of sequence
and out of order.

If you want to do a post-approva
study and suggest it be done within a certain
time, that can be done.

DR PFEFFER  Fi ne.

CHAI R Kl RKPATRI CK: And | don't
know if there is another procedure we can do.

Maybe Mark can help ne with that.

MR MELKERSON: No, | as going to
actually say if you are asking for sonething
pre-approval, then your recomendation would
not be approval with conditions at this point.

DR PFEFFER Fi ne. Then | woul d
suggest that there be an upper weight
restriction placed on this ankle that 1is
opposed to being what seens to sonewhat
arbitrary now, 250 pounds, is directly related
to post-approval wear testing that S
performed that as best possible given science
I n 2007 can support that weight justification.
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CHAI R KI RKPATRI CK May | suggest
that wthin a 12-nonth tinme span mght be a
reasonabl e --

DR PFEFFER: VWll, a wear study
i ke that, as Dr. Skinner nentioned, could be
done very quickly. | would say a two-nonth
time frame.

CHAI R KI RKPATRI CK: | would argue
that very quickly from an engineering wear
standpoint is different than very quickly from
a surgeon's standpoint.

DR PFEFFER | would defer to the
FDA and to Link regarding that issue then.

CHAI R Kl RKPATRI CK: Ckay. So it
have been noved that we have a post-approval
study looking at the wear testing at a
proposed weight of 250, which would be
approxi mately 600 Newtons -- 6,000, thank you,
t hank you for clarifying.

|s there a second to that notion?

VEMBER GOODIVAN: "1l second that
nmot i on.
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CHAI R KI RKPATRI CK: It has been
noved and seconded. | s there discussion on
this notion?

Dr. Skinner?

DR SKI NNER | would like to
suggest a friendly anmendnent to that to state
t hat t he wei ght restriction woul d be
reeval uated after the wear studies rather than
changed.

CHAI R Kl RKPATRI CK: Dr. Pfeffer,
would you consider a friendly anendnent to
basically do a post-approval wear study at
6,000 Newtons to determne if a 250-pound
wei ght restriction is appropriate?

DR PFEFFER: Yes, that was ny
intention. So | would agree to that.

CHAI R KI RKPATRI CK:  Dr. CGoodman, do
you agree with that?

MEMBER GOCDVAN:  Yes.

CHAI R Kl RKPATRI CK: Ckay. So |
think we have that nailed down. |s there
further discussion on that notion?
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Dr. Wight? M crophone pl ease.

DR WRI GHT: ' m concerned about
taking the decision out of +the surgeon's
hands, discrimnating against very fat people,
very obese people who have a limted life
expect ancy. I"m concerned about putting
abnormal constraints on this whole thing. So
would you read the proposal? And | would be
in favor of keeping it nore open ended, as Dr.
Ski nner suggest.

CHAI R Kl RKPATRI CK: Yes, he
accepted an open-ended basically --

DR WRI GHT: Weight restriction?

CHAI R Kl RKPATRI CK: -- what was
recommended and accepted was a post-approval
wear study at 6,000 Newtons to determne
whet her a 250-pound patient would be subject
to early failure or nmajor problens. And then
that inplies wth the discussion that has gone
on that the FDA will then negotiate wth the
sponsor on what the nost appropriate weight
limt is.
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Is that a correct assunption, M.

MR MELKERSON: W will take your
into consideration when speaking
nmpany.

CHAI R KI RKPATRI CK: Thank you.

Furt her di scussion on Condition No.

2, which is wear testing at 6,000 Newtons to

det erm ne whet her 250 pounds is an appropriate

wei ght res
further
appropriate

I mpl ant s.

wll vote s

(202) 234-4433

triction? And if not, to nake
attenpts at i dentifying t he

wei ght restriction to t he

(No response.)

CHAI R KI RKPATRI CK:  Seei ng none, we
tarting wwth Dr. Pfeffer.

DR PFEFFER  Yes.

CHAI R KI RKPATRI CK: Dr. Propert?
DR PROPERT: Yes.

CHAI R KI RKPATRI CK: Dr. Ski nner?
DR SKINNER  Yes.

CHAI R KI RKPATRI CK: Dr. Goodnan?
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MEMBER GOCDMVAN:  Yes.

CHAI R KI RKPATRICK:  Dr. Wight?

DR WRI GHT: yes.

CHAI R KI RKPATRI CK: And Dr. Mayor?

DR MAYOR Abstain for the sanme
reasons as stated earlier.

CHAI R KI RKPATRI CK: Whi ch you said
you woul d di scuss | ater.

DR MAYOR: Lat er when the
approvability issue cones to vote.

CHAI R KI RKPATRI CK: Thank you.

Al  right. Are there further
conditions to apply? W'Ill go to Dr. Goodnan.

MEMBER  GOODVAN: Ckay. | would
like to see the surgical nmanual updated to
reflect nore appropriately what the conpany
wants the participating surgeons to follow in
the future.

CHAI R KI RKPATRI CK: s there a
second for updating the surgical manual prior
to marketing? |1'll second that. To specify,
in the FDA materials there was -- behind the
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tab that talked about the surgical technique
guide, there is a one-page wth approxinmately
eight to ten bullets tal king about changes in
t echni que.

W would Ilike that incorporated
into the technique manual prior to marketing.

| s that specific enough for the FDA?

Dr. Jean, would that be specific
enough? O do we need to defer to M.
Mel ker son?

MR, MELKERSON: | was just checking
to see if the Chair could second. And we

don't know of any rule against it.

CHAI R Kl RKPATRI CK: | can vote if
there is another vote. So, you know, | had to
make that assunption. | appreciate you

confirmng ny suspicion, however.

So is the detail sufficient for
t hat notion?

MR MELKERSON:  Yes.

CHAI R KI RKPATRI CK: Thank you.

W will begin with Dr. Propert.
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DR PROPERT: Yes.

CHAI R KI RKPATRI CK: Dr. Ski nner?

DR SKINNER  Yes.

CHAI R KI RKPATRI CK: Dr. Goodnan?

MEMBER GOCDMVAN:  Yes.

CHAI R KI RKPATRICK:  Dr. Wight?

DR WRI GHT:  Yes.

CHAI R KI RKPATRI CK: Dr. WMayor?

DR MAYOR Abstaining for the
reasons cited earlier.

CHAI R KI RKPATRI CK: Thank you.

Dr. Pfeffer?

DR PFEFFER  Yes.

CHAI R Kl RKPATRI CK: Are there
further conditions? Dr. Pfeffer?

DR PFEFFER Yes. The nost
I nportant condition that we, as a Panel, |
believe, place on this is appropriate patient
and surgeon educati on. The conpany goes a
long way to doing that with its courses but
l'd like to fornmalize the education of the
surgeon by a statenent in witing about the
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failures and appropriate patient selection of
this total inplant.

What t he group of est eened
orthopedic surgeons in the front row here
understand now is the appropriate selection.
And the tyro surgeon may not -- the novice
surgeon may not or wll not. And certainly
won't just by going through a course.

So | think that 1is one very
| nportant issue. | don't know how to -- that
coul d be negotiated, perhaps, with the FDA and
t he conpany.

CHAIR KIRKPATRICK:  If | mght ask,
do you not feel it is adequately described in
the indications and contraindications as
currently stated?

DR PFEFFER No. | think as Dr.
Mann put it, and we could read back the
record, he said we have learned a |ot about
who to put these ankles into now which is why
we had better results in the continued access
study than we did in the pivotal study.
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And that information just needs to
be summarized, perhaps in as little as one
page by Link and these surgeons, to be given
to orthopedic surgeons or whoever is putting
these ankles in. A sinple list is not
sufficient -- a list may be sufficient but it
Is not in the best interest of the patient.
And that is what we should be after, the best
interest of the patient.

M5, VH TTINGTON:  Can | conment ?

CHAI R KI RKPATRI CK:  Yes.

M5. WHI TTINGTON: | would agree. |
think so many tines | have seen surgeons put
In a corner because a patient denmands to have
a device inplanted because there is no clear
information for the patient that they truly
are in a contraindi cated popul ati on.

And | think that having that in the

patient piece would be helpful. And that
woul d automatically, | think, put it in the
surgeon's piece of information as well to
I ndi cate bot h t he i ndi cati ons and
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contrai ndi cati ons.

And have it in the patient side at
a sixth-grade level which is nationally what
IS recognized as the reading level so that
t hey under st and.

And that way it doesn't conprom se
that relationship with the surgeon.

CHAI R KI RKPATRI CK: | apol ogi ze. |
let us get out of order to having discussion
before we had a second on the notion. So nay

| assune that your comments are seconding his

noti on?

V5. VH TTI NGTON: I"m not allowed
todoit.

CHAI R Kl RKPATRI CK: You are not
allowed to do it. You are not a voting
menber. |'msorry.

DR PFEFFER  The notion has to do,
at this point though, wth specific surgeon-
directed education in print based upon the
cumul ative know edge of the study group on
appropriate patient selection.
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CHAI R Kl RKPATRI CK: May | ask how
the particular concerns you have are not
addressed in their surgical technique brochure
If they update it with the itens |isted?

DR PFEFFER It could be in the
surgi cal techni que brochure. | just want to
make sure that it is there.

Could you refer to a specific page
on what you are referring to?

CHAI R KIRKPATRICK:  There is not a
page nunber. It is behind the tab which is
| abel ed proposed surgical technique.

M5.  ADAMS: Dr. Kirkpatrick? It's
also in the training course outline where they
say that their plan is how to avoid the
managed adverse events, questions and answers,
I ndications and contraindications, how to
select the right patient. | think there is
just not the backup detail here that you are
suggesting you would like to see because we
have got an outli ne.

CHAI R KI RKPATRI CK Thank you for
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hel ping us with that, M. Adans.

Dr. Pfeffer, may | ask you to | ook
at that for a few nore mnutes and determne
If there is a notion to nmake that is clear and
speci fic?

DR PFEFFER  Yes, | coul d. But |
could defer ny concern to the FDA. M/ concern
Is sonething we all have in cormon. And if it
can be included -- | would wthdraw ny notion
I f they could be included effectively in this
manual .

CHAI R KI RKPATRI CK:  Ckay. So there
Is a cooment that we'd Iike to nake sure that
the contenporary optimal use 1is contained
wi thin the surgical technique nmanual .

And | will entertain if there is a
second on that notion. O if anybody doesn't
feel that is necessary, that's fine.

Is there a second for that notion?

Yes, Mark?
VR VEL KERSON: Just a
clarification. | thought you had identified
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that in your Condition No. 3, where you wanted
the surgical nmanual wupdated, that it could
just include this information. And if that is
what you are saying, that can be --

CHAI R Kl RKPATRI CK: That is why |
was asking him to clarify what exactly he
want ed - -

DR PFEFFER  That's fi ne.

CHAI R Kl RKPATRI CK: -- because |
t hought it was already included in the nmanual .

DR PFEFFER Fi ne. Then | can
wi t hdraw t hat noti on.

CHAI R Kl RKPATRI CK: Ckay, thank
you.

DR PFEFFER That wasn't clear
that all that detail would be in the manual .

CHAI R KI RKPATRI CK: Thank you.

Are there additional conditions to
rai se? Dr. Skinner?

DR SKI NNER: Just to clarify for
nme, Dr. Ki rkpatri ck, have we put on a
condition that there be a training course for
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t he physi ci ans?

CHAI R Kl RKPATRI CK: That 1s a
question | need to defer to the FDA. Was that
part of the initial proposal? O do we need
to add that as a condition? |If it is in the
post - approval as described, do we need to
specify the training? Because we excluded it
when we took that vote.

MR MELKERSON: | believe the
sponsor, and correct ne if |I'm wong, sponsor,
you had actually proposed sone formal training
al ready in the PVA

CHAI R  KI RKPATRI CK: If that 1is
already in the PMA, we don't need to add it as
a condition.

MR MELKERSON: R ght.

CHAI R KI RKPATRI CK: Ckay. Are
there other conditions that people wish to
propose? Dr. Pfeffer?

DR PFEFFER Yes. I would just
second what Ms. Wiittington had to say. The
surgeons are covered by the nmanual but the
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patients are not. And the patients nust be
provided with educational material based upon
the best available, you know, evidence-based
outcones of total ankle arthroplasty in
general .

W have conplications wth the STAR
group but the conplications that occur wth
total ankles in general are also reasonable
information to patients.

And that package insert should be
made avai | abl e sonmehow to patients
preoperatively.

CHAI R Kl RKPATRI CK: If | may, you
can't second sonmething from a non-voting
menber procedurally. So if you would like to
make a notion that patient education materials
be made available through easy communication
means but not through television advertising,
that would probably be a better way to phrase
t hat .

DR PFEFFER: | would thank vyou
very much for that guidance. | woul d propose
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that patient education material be available
that reflects the warnings that are placed in
t he package I nsert, couched in terns
under standabl e to the average patient.

It woul d particularly addr ess
out cones of total ankle, risks and benefits of
t ot al ankle arthroplasty in general or
specifically the STAR

CHAI R KI RKPATRI CK: Thank you.

Is there a second? Dr. Skinner?

DR SKINNER  Yes, |'d second that.

And 1'd like to ask them if we could state
that that be included on the Link website.

CHAI R KI RKPATRI CK:  That woul d be a
friendly anmendnent is that patient education
materials be included on the Link website for
patients.

DR PFEFFER  An excellent idea as
al ways.

CHAIR KIRKPATRICK: Al right. I's
there further discussion on the ©patient
education material s?
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(No response.)

CHAI R Kl RKPATRI CK: And we wll
allow the FDA to make sure it is at the sixth-
grade level as would be appropriate. Thank
you.

W'll go ahead and vote on that
now. Let's see, let's start with Dr. Skinner.

DR SKINNER  Yes.

CHAI R KI RKPATRI CK: Dr. Goodnan?

MEMBER GOCDVAN:  Yes.

CHAI R KI RKPATRICK:  Dr. Wight?

DR WRI GHT:  Yes.

CHAI R KI RKPATRI CK: Dr. WMayor?

DR MAYOR Abstaining for the
reasons as cited before.

CHAI R Kl RKPATRI CK: Thank you very

much, sir.

Dr. Pfeffer?

DR PFEFFER  Yes.

CHAI R Kl RKPATRI CK: And Dr.
Propert ?

DR PROPERT: Yes.
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CHAI R KI RKPATRI CK: Thank you.
Are there any other conditions that

menbers of the Panel wi sh to add?

May | add one procedurally? | have
a question since it sanme up can | second
sonmething, can | also propose a condition as
the Chair? If you don't know, | can propose

it and then we wll see how it goes.
(Laughter.)
MR MELKERSON: | would say if you
can second it, you could propose it.
CHAI R KI RKPATRI CK: Thank you.
In all of the materials that | read

on indications, each tine it talked about an

I ndication being -- I'm sorry |I'm having to
flip through that -- "painful arthritic and/or
severely defornmed ankle" -- those words both
ne consi derably because in t he

contraindi cati ons you have severe deformty.

| would suggest that ny condition
woul d be that deformty be elimnated fromthe
I ndi cati ons.
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DR PFEFFER  Second.

CHAI R KI RKPATRI CK: Thank you.

Any further discussion on that?

DR PFEFFER VWll, |I'm assum ng
that that will all be straightened out because
now the contraindications are greater than 35
degrees, which very few people would accept
any longer. So that there is an assunption of
intent here that Link will wupdate all this
I nformati on based on our discussion.

CHAI R KI RKPATRI CK: If | may go
back to junior high school when sonebody wote
assune on the blackboard and said what it
really makes if you divide it up, we need to
be careful and be specific. So | would prefer
to nmake sure that we elimnate that as an
I ndication at this forum

Any other comments or discussion?
Mar k?

MR MELKERSON Just a point of
clarification, | thought | heard in previous
parts of the discussion there was concern with
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the primary arthritis. Ws that -- so if you
are talking about a limtation or change in
the indications, should that be brought into
the discussion? And that is just a point of
di scussi on.

CHAI R Kl RKPATRI CK: I woul d
certainly entertain it as a friendly anmendnent
as the definition of primary arthrosis is
al ways under question. | know your sentinent
on abstaining but if you would |ike to suggest
that as a friendly anendnent, Dr. Mayor --

DR MAYOR |'d be happy to do so.

DR PFEFFER Did we vote on yours
yet ?

CHAI R KI RKPATRI CK: No, we haven't
voted on it because we've been offered a
friendly amendnent to include the elimnation
of the termprimary arthrosis and instead put
| di opat hi c or sone ot her acceptabl e phrase.

MEMBER  GOODMVAN: Wiay not just put
degenerative arthritis? That covers
everyt hi ng.
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DR MAYOR | would be happy wth
t hat, too.

CHAI R KI RKPATRI CK: That woul d be
fine wth ne. So the notion would now read
that we elimnate the indication of severely
def ormed ankl e. And that we list rheumatoid
arthritis, degenerative arthritis, or post-
traumatic arthritis. Any further discussion?

(No response.)

CHAI R KI RKPATRI CK: Thank you.

W will begin the voting with Dr.

Goodnan.

MEMBER GOCDVAN:  Yes.

DR WRIGHT: Yes, sir.

CHAI R KI RKPATRI CK:  Sorry, that was
Dr. Wight.

Dr. Mayor?

DR MAYOR Abstaining for the
reasons cited before.

CHAI R KI RKPATRI CK: Thank you.

Dr. Pfeffer?

DR PFEFFER  Yes.
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CHAI R KI RKPATRI CK: Dr. Propert?

DR PROPERT:  Abst ai ni ng. Qut si de
I se.

CHAI R KI RKPATRI CK: Thank you.

Dr. Skinner?

DR SKINNER  Yes.

CHAI R KI RKPATRI CK:  kay. So they
carried so far

Any addi ti onal condi tions of

DR PFEFFER Sinple clarification.

CHAI R KI RKPATRI CK:  Yes.

DR PFEFFER: The pati ent
information that we discussed and voted on
before will be worked out with both Link and
FDA approval. |Is that correct?

CHAI R KI RKPATRI CK:  Correct as wel |l
as wth different venues as heard in the
di scussi on.

DR PFEFFER  Thank you.

CHAI R Kl RKPATRI CK: I's t hat
adequate, M. Ml kerson?

(202) 234-4433
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(No response.)

CHAI R KI RKPATRI CK: Thank you.

Any further conditions of approval ?

(No response.)

CHAI R KI RKPATRI CK: Now | just have
to flip through the pages. kay. So it has
been noved and seconded that the Link PMA
Application PO50050 for the STAR Ankle be
approved wth the conditions the Panel |ust
voted in favor of.

W will now vote on the main notion
of approval with these follow ng conditions.
As you vote, please state your nane for the
record, your vote of yes or no, and indicate
I f you are abstaining fromthe vote.

W will start with Dr. Mayor.

DR MAYOR M chael Mayor .
Arthroplasty in many joints has proven to be
the nost cost effective and beneficial
I ntervention t hat al nost any sur gi cal
specialty can offer the patient cadre.

Mbodes of failure of arthrodesis
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I nvol ve patients getting slowy better and
then getting slowy worse if the subtalar
joint has been properly invoked as a reason
for a decline in the long-termresult.

Arthroplasty of the ankle is likely
to be early better and then | ater and possibly
suddenl y catastrophically worse.

| am unreconstructably di sappoi nted
with the sponsor's approach to the assessnent
of polyethylene as a bearing surface in this
architecture. There is anple material science
avai l able which could have provided guidance
on how to manage the polyethylene and how to
assure ne that the polyethyl ene, as nmanaged by
t he sponsor, could identify whether or not the
pol yethylene was vulnerable to catastrophic
failure at sone |ate stage.

And there has been no indication
fromthe sponsor either in regard to their own
willingness to commt to a careful study of
t he pol yet hyl ene' s mechani cal properties
subsequent to its sterilization and
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I npl antation nor any itens of evidence brought
from the European experience to answer the
same question fromthat base of data.

And on the basis of all of that, ny
vote would be in relationship to approvability
wi th conditions previously described, no.

CHAl R Kl RKPATRI CK: Thank you, Dr.
Mayor .

Dr. Pfeffer?

DR PFEFFER denn Pfeffer. I
think Dr. Mayor's comments are inportant but |
think with the wear studies that we are
mandati ng and the broader world know edge t hat
we have of this inplant, that patients wll
benefit nore than they could potentially be

har med. And | vote in favor of the STAR

ankl e.

CHAI R Kl RKPATRI CK: Thank you, Dr.
Pfeffer.

|l wll remnd the Panel that we
will have an opportunity to go around and

explain our votes once we are through. Thank
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you.

So, Dr. Pfeffer, if | recall, you
voted yes? Thank you.

Again, the notion is approvable
with conditions. And the conditions are
al ready specified. Thank you.

Dr. Propert?

DR PROPERT: Kat hl een Propert. I

vot e no.

CHAI R KI RKPATRI CK: Thank you.

Dr. Skinner?

DR SKI NNER: Harry Ski nner. I
vot e yes.

CHAI R KI RKPATRI CK: Thank you.

Dr. Goodnman?

MEMBER GOCDVAN:  Stuart Goodman. |
vot e yes.

CHAI R KI RKPATRI CK: Thank you.

Dr. Wight?

DR WRI GHT: Dougl as Wi ght. I
vot e yes.

CHAI R KI RKPATRI CK: Thank you.

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

441

That's four votes in favor and two
vot es no. | wll now revisit those that did
not have an opportunity to explain their vote.
And ask for themto do so.

Dr. Pfeffer, did you conplete your
expl anati on?

DR PFEFFER  Yes, sir.

CHAI R KI RKPATRI CK: Thank you.

And Dr. Mayor, did you conplete
your expl anation?

DR MNAYOR Yes, | have expl ained
ny vote. And | wonder if there mght be an
appropriate -- an occasion for nme to explore
some of the other issues that appear to be
related to an approved or an application that
has been voted approvable in the |ong run?

Despite ny vote against it, |

recognize the thrust of the Panel in that
di rection. And with that recognition, I
wonder if | mght at sone point be permtted

to offer sone additional suggestions about
wor di ng detail s?
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CHAI R Kl RKPATRI CK: | would also
ask M. Mlkerson if procedurally | my
revisit the conditions because through the
conditions nam ng, he was always considering a
non- approvabl e vote. And as such, he woul dn't
have suggested a conditions because he was
t hi nki ng not approvabl e.

Is there any potential for that?

VR, VEL KERSON: In terns of
revisiting? No. You basically approved wth
the conditions as specifi ed.

CHAI R KIRKPATRICK:  So he can't add
anot her condition?

MR, MELKERSON: But you do have the
ability to listen to his points of discussion.

CHAI R Kl RKPATRI CK: Correct. Vel |
understanding now that we cannot add a
condition, I wll be all means ask you right
now, Dr. Myor, to please elucidate vyour
concerns so that the FDA is aware of them and
we all are aware of them Thank you.

DR MAYOR: Thank  you, Dr.
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Kirkpatri ck.

They are not nmjor issues but they
I nclude the observation that the extra snall
sized tibial inplant is not tapered from front
to back. And it is just sort of a curious
Issue as to why that one is rectangular and
the others are trapezoidal .

A note was brought from the
warnings and precautions section to quote,
al though the inplant may appear undamaged, it
may have snmall defects and internal stress
patterns that nay lead to premature failure of
t he devi ce. What? That sounds like a COA
clause that you mght want to consider
expungi ng.

And followng in the sane area of
war ni ngs and precautions, there is the clear
statenent that says do not use inplants or
conmponents if the package is opened which
suggests that you have got to put the whole
package in. You' ve got to open the package to
put the inplant in.
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So you mght want to consider
expunging that particular caveat because you
can't put it inif you don't open the package.

A mnor poi nt, t he sur gi cal
t echni que gqui de, pages 11, 13, 14, 15, 16, and
21 all depict the ankle in the latera
recunbent position, left side down. And |
wonder if that mght be revisited to put the
ankle illustration in the position that m ght
be nore neaningful for the surgeon addressing
t he surgical field.

Beyond that, | think | have already
expressed ny concerns regarding the issue of
t he pol yet hyl ene. There is one snmall thing
that cones to mnd in relationship to ny
experience wth anputations. And the |oss of
ankle notion that attends an anputee's
activities in a lot of the activity areas that
your clinicians have cited.

And I"'msort of startled to realize
that | can't clinb hills or stairs wth ny AK
linb or get around the woods with any kind of
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grace or collect the four cords of wood that |
bring in every year from those forests that |
wander around in.

So " m  suspicious t hat t he
assertion which appears also in sonme of the
things that the patient may be apprized of in
pronoting the idea of an ankle arthroplasty
instead of an arthrodesis mght want to be
revisited as being perhaps a little bit over
t he top.

Saying to patients that if they
don't have ankle notion, they wll be unable
to perform those activities whi ch ny
experience suggests certainly for a BK anputee
with a good prosthetic ankle applied to that
| ower extremty prosthetic linb, they actually
do alnost inperceptibly related to a patient
I n otherw se nornal circunstances.

Finally, | would suggest in |ooking
at the draft proposal for the post-approval
study, a nention is nade that at |east six
nonths of conservative treatnment for severe
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ankle conditions be -- and confirnmed by the
patient's nedi cal hi story, radi ogr aphi c
studi es, and nedication record, and so forth,
| have a particular aversion to applying the

term conservative when what you really nean is

non- operati ve. Because in certain situations
a non- operative approach may not be
conservative at all. And | think it i1s a

little nore clear if you use the term non-
operative I nstead.

"Il stop there.

CHAI R Kl RKPATRI CK: Thank you, Dr.
Mayor .

| wll interject that | got one
stop out of order. And after announcing what
the vote was, | was supposed to read a further
st at enent .

It is the recomendation of the
Panel to the FDA that the Link PMA Application
PO50050 for the STAR Ankle be approved wth
t he previous conditions voted in favor of.

And with that I will now continue
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to make sure that the Panel nenbers all have
an opportunity to explain their vote.

Dr. Pfeffer?

DR PFEFFER: | have nothing nore
t o add.

CHAI R KI RKPATRI CK: Thank you.

Dr. Propert?

DR PROPERT: | certain struggled
with this vote. And | do not have the insight
of sonme of ny clinical colleagues on the Panel
of know what else is out there. So a lot of
ny deci sion-maki ng was based entirely on what
| saw here today.

My reasons | have al ready outl i ned.
| am reasonably assured that this device is
effective. | am not reasonably assured that
It is safe.

And | want to nmeke it very clear
that it is not that | think it is unsafe. It
Is just that | did not see valid scientific
evidence to convince ne that it neets the
saf ety standards.
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And although | am enpathetic wth
the issues that the sponsor and the FDA had to
deal with here, that was why | voted that way.

CHAI R KI RKPATRI CK: Thank you.

Dr. Skinner?

DR SKI NNER well, | voted for
this proposal, this total ankle arthroplasty
because | felt that it denonstrated efficacy,
that it was effective in taking care of ankle
pain and the changes from arthritis. And |
felt also -- | was reasonably assured that it
was not inferior to an arthrodesis. And based
on that, | thought that it would be of benefit
to the patient popul ation.

CHAl R Kl RKPATRI CK: Thank you, Dr.
Ski nner .

Dr. Goodnman?

VEMBER GOCDIVAN: I would just like
to make a point wth regards to Dr. Myor's
comments. And | know that you spoke with M.
Mel kerson about adding any conditions after
the fact.

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

449

But | ama little disturbed at how
this all transpired because had we heard a few
other points that mght have been conditions,
because of the |anguage Dr. Mayor decided to
choose, we didn't hear perhaps sonething
| nportant about polyethylene and his vast
experience in that area.

And | ama little disturbed at the
rigidity of the process here insofar as we
couldn't sonehow incorporate sone of his
suggestions into our conditions. And |I would
-- before | nmake any further comments, | would
like to inquire as to why that point can't be
revisited at this nonent.

CHAI R Kl RKPATRI CK: | can answer
part of that real quickly in that the FDA
considers everything said in mnaking their
decisions. W are an Advisory Panel. And the
strength of Dr. Myor's recommendations wll
certainly be incorporated into any future
studies or nodification of materials or, you
know, preapproval requirenents.
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Mar k, does that sunmmarize things?

MR MELKERSON: That summari zes
t hi ngs exactly.

CHAI R KI RKPATRI CK: Thank you.

Dr. CGoodman, would you like to
expl ain your vote?

MEMBER  GOCDIVAN: | don't think I
have any nore to say. | think the data, as in
any clinical study, is never perfect. And you
have to make a decision based on what is
present ed.

W don't know the long-term safety
of such devices. And, in general, ankle
repl acenent for |long periods of tinme has not
enjoyed the clinical success that hip or knee
repl acenent has.

And | would encourage the sponsor
to have their investigators follow their
patients very, very closely. And notify the
appropriate agencies if they see things are
devel opi ng that are untoward.

CHAI R KI RKPATRI CK: Thank you.
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Dr. Wight?
DR VR GHT: ' m not going to tel
you how many tinmes | changed ny mnd on ny

vote. But | think that the biggest conplaints
| had about today were the design study. I
thought from the start we were really
conparing two different things -- arthrodesis
to joint replacenents.

| think it is unfortunate that we
did that. | think it is unfortunate that we
didn't conpare this inplant to another type of
I npl ant . And | think that probably that was
the thing that swayed ne is that | don't think
this inplant is any worse than anything on the
mar ket right.

| haven't been convinced that it is
better. | think it is conparable. But |
think that the study design was flawed. And
"1l leave it at that.

CHAI R KI RKPATRI CK: Thank you.

Ms. Wiittington, would you like to
conment ?
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V5. VW TTI NGTON: | echo sone of
the concerns about the outcone data that was
present ed. And the conparative body. ' m
puzzled at the beginning at why it wasn't
conpared to another total ankle. But you
experts know nore about that than | do.

| appreciate the process and the
transparency that | think the Panel worked in
t oday.

CHAI R KI RKPATRI CK: Thank you.

Ms. Adans, would vyou Ilike to
comment ?

M5, ADAMS:  Yes, thank you.

| think Dr. Wight's coments are
really inportant and really interesting. " m

remnded of the resurfacing panels that nany
of us sat on where the sane challenge exists
when you talk about what is the appropriate
control. It is always a challenge.

And | think that the sponsor did a
good job, although not a great job or perfect
job, in trying to deal with that issue. So
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I"d like to acknow edge the work that the FDA
and the sponsor did together to try and cross
the bridge when you are talking about a new
technology and have to design a study to
address it.

I'd also like to acknow edge you,
Dr. Kirkpatrick, because you did a good job
keeping us on track and noving in a process
that sonetines can be fuzzy. So thank you.

CHAI R KI RKPATRI CK: Thank you.

| would like to thank the sponsor
and the FDA for all your excellent work in
maki ng the Panel's job relatively easy.

| would like to thank all of the
Panel nenbers for dedicating their tinme to
this, both ahead of tinme and here, to be able
to serve in this capacity.

| would especially like to thank
the Panel nenbers for not nmaking it a split
decision that | had to cast a deciding vote.

(Laughter.)

CHAI R Kl RKPATRI CK: And |  would
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also like to nmake sure Dr. Mayor doesn't have
anot her comment .

DR MAYOR Just very briefly. I
wanted to acknow edge Stuart Goodman's very
ki nd observations and concerns and to reflect
nmy confidence that FDA has heard what | am
concerned about as has the sponsor. And that
ny experience with the system suggests that
t hose concerns will not go unheard.

CHAI R KI RKPATRICK: | woul d further
like to recognize that there are very few
places in this world that can have this kind
of open discussion as ordained by our
gover nnent . And once again, if you see a
menber of our mlitary on your way hone,
pl ease thank them for defending our liberty to
do this.

And with that, I'd like to see if
M. Mel kerson has further comrent.

MR MELKERSON: Well, 1'd just like
to thank the Panel for, again, putting up with
our idiosyncracies and our procedures as well
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as doing an excellent job of discussing the
points and bringing themto our attention.
Il would also like to thank the
sponsor and the review teamfor their efforts.
CHAI R Kl RKPATRI CK: Thank you, one
and all, and we are now adj our ned.

h, by the way, if you want to

appl aud the servicenen, | heard that starting.
Go ahead.

(Appl ause.)

(Wher eupon, t he above-entitl ed

nmeeting was concluded at 4:33 p.m)
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