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PROCEEDI NGS (9:35 a.m)

DR. STULTING |1'd like to call to order this
87th neeting of the Ophthal m c Devices Panel and turn the
fl oor over to Sara Thornton for introductory remarks.

M5. THORNTON:. Good norning, everyone. Wl cone
to all attendees. Before we proceed to the panel
introductions, | would |like to note that since our |ast
meeting in July of 1996, we've nade a few changes to the
panel :

The voting nmenber termof Dr. Al exander
Brucker, a noted vitreoretinal surgeon, expired in Cctober,
and we wish to take this opportunity to publicly thank him
for the many hours of reviewtinme he's contributed to our
panel during his years of service. H's conmtnent to
bringing the best thinking to our deliberations will be
m ssed; however, we are happy to report that he will remain
on as a consultant to the panel.

Dr. R chard Abbott, a corneal and refractive
surgeon and val ued voting nenber, was unable to continue
after only a short term W wish to thank himalso for his
many contributions, and while we regret his |loss as a
voting nenber, we are fortunate to still retain his

experti se as a panel consultant.
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voting nmenbers whom we are wel conmi ng today to the panel.
Dr. Janes McCulley is professor and chairman of the
Depart ment of Ophthal nol ogy at the University of Texas
Sout hwest ern Medi cal School in Dallas, Texas. Dr.
McCul l ey's area of expertise is corneal and external
di sease and refractive surgery. Dr. Eve Hi ggi nbotham a
specialist in the treatnent of glauconma, is professor and
chair of the Departnent of Ophthal nol ogy at the University
of Maryl and School of Medicine in Baltinore, Maryland. Dr.
Mark Bullinore, a noted vision scientist, is an assistant
professor at the College of Optonetry at Chio State
University. Welcone to all three of you to our voting
menber panel .
| would also like to take this tine to
i ntroduce a new consul tant nenber to our group, Dr. Mark
Mannis. Dr. Mannis is an internationally recogni zed expert
on corneal and refractive surgery and is professor of
opht hal nol ogy and director of the Corneal and External
D sease and Refractive Surgery Service at the University of
California Davis School of Medicine. WlIlcone, Dr. Mnnis.
W1l the remmining panel nenbers please
i ntroduce thensel ves, beginning with Dr. Judy Gordon.
DR GORDON: |I'mDr. Judy Gordon. I'mwth
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panel .

DR. McCLELLAND: El eanor McCelland, University
of lowa College of Nursing. |'mconsuner representative to
t he panel .

DR FERRIS: Dr. Frederick Ferris. |'mthe
director of the Division of Bionetry and Epi dem ol ogy at
the National Eye Institute, NH

DR. SONI: Sarita Soni. |'ma professor of
optonetry and vi sional sciences at |Indiana University, and
associ ate dean for research and endowed graduates program

DR. MACSAI: Dr. Marian Macsai, associate
prof essor, West Virginia University School of Medicine.

DR RU Z: Richard Ruiz, chairman of the
Uni versity of Texas Ophthal nol ogy Departnent, Houston.

DR. STULTING Doyle Stulting, professor of
opht hal nol ogy and director of the cornea service at Enory
Uni versity.

DR. WLKINSON. |I'm Pat WI ki nson, chairman of
t he Departnent of Ophthal nology at Greater Baltinore
Medi cal Center, and professor of ophthal nol ogy at Johns
Hopki ns.

DR. H G3 NBOTHAM Dr. Eve Hi ggi nbot ham

Uni versity of Maryl and.
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practice in Lexington, Kentucky.

DR. ROSENTHAL: Ral ph Rosenthal, director of
the Division of OQphthal mc Devices, FDA

M5. THORNTON: Thank you.

Before we begin the program | would like to
ask you all to please note that on page 2 of the agenda for
today's session, there's an error in the PMA nunber being
presented by Dr. Saviola. The PMA nunber should read
P950008.

Just a short announcenent that during the break
there will be a snack bar set up outside the roomfor the
public and FDA staff. At the lunch break follow ng the
open session, there is reserved seating for the panel at
the Village Park Cafe just outside this room down to your
left.

Now I'd Iike to nove on to our open public
hearing portion of the neeting. Any speaker who w shes to
make a presentation before the conmttee is doing so in
response to the panel neeting announcenent in the Federal
Regi ster. The speaker who may wi sh to speak is not
specifically invited by FDA, nor are their coments, data,
or products endorsed by the agency.

There are no schedul ed speakers today; however,

| Lo w . hedulod | e |
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10
open public hearing tine. After a speaker has conpl eted
their remarks, the chair may ask themto remain if the
commttee wishes to question themfurther. Only the chair
and nenbers of the panel nay question speakers during the
open public hearing.

Dr. Stulting?

DR. STULTING Does anyone wi sh to nmake a
public statenent?

(No response.)

DR. STULTING Don't hurt yourselves on the way
up. | think we're finished with that part. The public
session is declared closed, hearing no responses. The
public hearing period. Excuse ne. | didn't get the words
quite right.

We'll nove on to division updates, then. First
is a presentation by Dr. Rosent hal

DR. ROSENTHAL: M. Chairman, |adies and
gentlenmen, | have just a few very brief remarks. First, |
should Iike to thank the panel nmenbers for giving their
val uable tinme to cone today and tonorrow, and particularly
to the primary reviewers on the panel, who |I'm sure spent
countl ess hours reviewing the applications that were sent

to you. Thank you very nuch.
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11
who, for the past 6 nonths, have been tireless in their
proppi ng nme up against all the various onslaughts of issues
that have arisen, and in particular to Nancy Brogdon, who
has been a great tower of strength during ny first 6 nonths
her e.

| ' ve asked ny branch chiefs to give updates,
and 1'd like to introduce Dave Wi pple first, who wll talk
about the 510(k) program

MR. VWH PPLE: Well, good norning. For those of
you who don't know nme by now, this is who | am Dave
Wi pple. 1'mthe associate director of the Division of
Opht hal m ¢ Devices, and this is what |'ve been doing for
t he past year as part of the reorganization for the
division. Back in 1995 when we reorgani zed, ny job was
nodified a bit to include a ot nore division-rel ated
functions across the board, and these are sone of the
responsibilities that | have as the associate director.

Today Dr. Rosenthal has asked that | present a
l[ittle bit of an update on the 510(k) program and that
also wll include a little bit of information about the
third-party review pilot.

| did want to nention, though, that | will be

starting nmy 17th year with the D vision of Ophthal mc
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2 years longer than Cal R pkin has been playing with the
Oioles, but I have m ssed a few days of work, where he
hasn't, so | think he's still got one up on ne.

l"mgoing to start out by talking a little bit
about nunbers. | will get into those first. This wll
gi ve you an overview across the board of what the 510(k)
program | ooks like within the division, and | thought it
woul d be nice to see a little bit of the history as |
presented it here regarding the 510(k) programin terns of
the fluctuations of nunbers.

As you can see, in fiscal year 1996 our nunbers
have gone down a bit fromthe past 4 years, and we believe
this is primarily due to a nunber of exenptions that we've
taken on in the division where we've exenpted devices from
510(k). That doesn't mean we don't regul ate them anynore,
it just sinply means we don't receive an application prior
to marketing, and the nunbers have gone down, as you can
see, to 279.

Now, this is a little bit of the breakout as
far as the branches wthin the division go. This gives you
alittle bit of an idea how the workload flows within the
di vi si on.

Qur Di agnostics and Surgical Devices Branch has
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13
can see, they get approxinmately 35 a nonth, and that really
does fluctuate, it does go up and down, but that's an
average for fiscal year 1996. Most of theirs is the
har dwar e-type applications. They deal with the nuts and
bolts of the surgical products and the di agnostic products,
which is why they receive a |ot of the 510(k) subm ssions.
We expect their nunbers to actually go down as we exenpt
nmore devices from510(k), and hopefully we'll be doing a
ot nore of that in the near future, especially if we can
exenpt the sunglasses, which is a major part of that
particul ar program

The Vitreoretinal and Extraocul ar Devices
Branch receives about 15 510(k)s on an average per nonth,
and that also fluctuates, and nost of their applications
i nvol ve the contact |lens 510(k)s for daily wear contact
| enses and sone of the Class Il care products. W expect
t hose nunbers to actually go up as we reclassify contact
| ens care products that are nowin Cass IIl, so we should
see that nunber actually rising.

Finally, our Intraocular Lens and Cor neal
| mpl ants Branch receives about six a nonth. That's a small
nunber for them but nost of their work is actually in the
i npl ants area, so you wouldn't expect that particular
branrch—to—be—r ot
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14
expect that nunber as well to go up when they take on the
recl assification of nonofocal 10.s in the near future.

The nunbers that we have are -- we're actually
sixth as far as divisions go in terns of the nunber of
510(k)s received in ODE. W're the | owest division. But
we have what | think is a pretty good workload, a pretty
hefty workload for a division as small as we are, so it
ki nd of bal ances out.

| thought 1'd give you the last little
statistic slide as an overview of how we feel we've been
doing in the division so far across the board. You can see
our average response tine is about 70 days for a 510(k)
once it hits the docunent mail center. This is actually
pretty good. W do a pretty good job on this. W'd |like
to see that conme down a little bit, but so far I think we
do real well on that.

About a third of the docunents that conme in of
that 510(k) workl oad does require that we get in a
suppl ement for additional information. That's why you see
the review cycles -- on an average we do require about a
third of these to send us additional information. That's
why you see the 1.3.

Total reviewtinme fromstart to finish when we
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15
As a matter of fact, sone of these nunbers you see here are
actually sone of the best in all of OCDE. W'd like to see
still sonme of those nunmbers cone down, but we're doing
pretty darn good as a division, and we're pretty proud of
t hat nunber.

We're also pretty proud of those |ast two
little stats that you see there. W have no backl og, and
we have currently no overdue 510(k)s. GCccasionally one
will go overdue, but nost of the tine that's out of our
control, usually for a GW-type issue, and there's nothing
we really can do about that. But currently we're doing
what | think is fairly well.

One of the reasons that we do so well is that
we're working to exenpt a | ot of devices from subm ssion of
a 510(k), and you see in 1996 we took on four nore. In
1994 and 1995 we did a huge anmount of work in that area,
and as we nove on in 1996 it's a little bit tougher,
because those are the nore difficult ones, the ones that
need sone criteria established in order to actually exenpt
them So we're going to be working -- there are probably
about a dozen or so that we've kind of targeted, and we
t hink we m ght be able to exenpt themas well. The nore we

can exenpt, the nore it frees up our resources to be able
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W're really |l ooking to get the non-
prescription sungl asses out of the division as an exenption
as well. W're trying to tweak that particular docunent as
it leaves in its final signoff phase through the center,
and you should be able to see that exenption hit the
Federal Register for comments probably at the begi nning of
next nonth or so. So we're | ooking to exenpt those.

That's a pretty good workl oad, sungl asses, that cones
t hrough the DSDB group, and we're hoping to elimnate that
wor k| oad.

| want to talk a little bit now about the
third-party review pilot, which is part of the 510(k)
programin our division, and it certainly does affect our
510(k) process in the future.

Just as a little refresher for you all, this
particular third-party pilot was mandated as part of the
reinventing of governnent, and we were asked to
participate, and we're involved in it very heavily in terns
of the Class | devices and obviously the Cass Il devices
that we're seeking to get involved in as well.

The third-party pilot is really a feasibility
study of the 510(k) reviews by independent outside
organi zations to see how well we can work with themto do
he—f e

£ W r oacoliy oo Th ntl ~t
1 T T T 19

T

Fay OALL_ OV FaY LI faWaVasal FaY Ol FaY
me CVIOCVWOo A\ up G UITTL A4 Ul NMcCouUulUul Ul o, e T

FREILICHER & ASSOCIATES, COURT REPORTERS
(301) 881-8132




10
11
12
13
14
15
16
17
18
19
20
21
22
23

24

17
w |l be about 2 years long. It started back in August, and
all the Cass | devices that we had and t hroughout ODE were
i medi ately eligible for review by third parties, and there
are al so sone selected Class Il devices which will be
i ncluded, and they're being phased in as soon as gui dance
docunents are devel oped for them

| do want to nention, though, that as far as
the pilot, FDA is not giving up its authority to actually
make the final decision in this case. W wll get the
applications fromthe third parties sent to us, and then we
wi Il make the final decision. So we're really treating
themas if they were like a reviewer for us, no different
than ones that are al ready in-house.

Currently the programis probably not going as
wel | as maybe it had been expected. W haven't seen any
third-party reviews in-house for any of the ophthalmc
devices, and | believe they've only seen maybe one, naybe
two -- I'mnot sure -- throughout all of ODE, and we
believe that may be because the Class | devices that hadn't
al ready been exenpted, the few that are remaining, that
really it's maybe not cost effective at this tinme to go
after themas a third-party review

| want to show you a few of those C ass
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party, and that's the list of themright there. As | said,
we have yet to see one of those cone in froma third party.

Here are some of the Class |l devices that
we' ve included, the phaco devices and the vitreous
aspiration cutting devices. W're currently working on
gui dance docunents for those particular products to see if
we can't give some guidance to third parties. Once those
gui dances are conpleted, then we will include them and
we're | ooking to get those gui dances out sonetine in the
begi nning of February. So you'll be seeing those gui dance
docunents avail able, and they also will be available for
comment as wel | .

Movi ng on, these are sonme of the goals that we
have for fiscal year 1997, and | thought |I'd spend a little
bit of tinme discussing those.

We do want to, obviously, inprove our review
times. | think we do pretty good. | think the group has
spent extra special effort to keep our review tinmes w thout
backl ogs, no overdues, but we think we can get the review
times down from say, 70 days, which you saw in the slide
earlier, to 60 days in response to originals. This is kind
of a target goal that we're shooting for. And certainly 30

days in response to suppl enents when additional information
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time of 90 days, and if you renenber the slide | showed you
earlier, | said 92 was our current average, so we're doing
pretty darn good even now, but we think we can do a little
better.

Certainly the use of the interactive review
process has hel ped us out an awful lot, being able to fax
i nformati on back and forth, and being able to tal k out
certain problens and things with manufacturers and resol ve
themimedi ately with the manufacturers over the phone has
been able to take our review tines down quite a bit.

The inproved consistency elenent is kind of a
t oughi e, because this isn't just sonething that involves,
say, consistency between reviewers wthin a branch or
between reviewers within a division. It cuts across al
the way through all of ODE, and it's even nore of an issue
for us to try to get a grip on because we're getting a | ot
nore policies being handed dowmn fromthe office |evel and
fromthe center level. So in order to inplenent those and
keep all the branches consistent throughout, it does take
sonme nonitoring, and it's quite an effort.

We have a division QN QC programthat tries to
pick up all of those potential inconsistencies, not only

within the division, but across the board, and that
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20
we al so have involved the actual reviewers within each
branch. W' ve had sone focal points established in each
branch, and these people do a narvelous job of trying to
catch certain things within their own branch, or even they
begin to see how certain inconsistencies may be becom ng
avail able or comng to the forefront across all of the
reviews within ODE. So we use themquite a bit, and we' ve
been able to keep a |l ot of our inconsistencies in-house and
resol ve them before we ever go out and ask the manufacturer
for additional information. So we're really inproving well
in that area as well

Finally, we do want to go after nore
exenptions. That's another goal that we have for this
comng year. W're hoping to exenpt all the Tier
devices. Those are the devices that are single-reviewer
devi ces, and those can be either CQass | or Il. The nore
we can exenpt those, again, the nore we can free up
resources. Certainly if we can't exenpt them we're going
totry to wite guidances for them and the nore gui dances
we can wite for non-exenpt devices, the better off we'l
be in terns of consistency as well as in terns of review
times. They should all go down as well.

So that's basically the update of the 510(k)
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21
about classifications or reclassifications, or about
national or international standards, which all can affect
or wll have an inpact on the 510(k) programin the future,
but we'll save that particular update for a later tine.

Thank you.

DR. STULTING Do you want to go ahead, Ral ph,
and introduce the other folks?

DR. ROSENTHAL: Thank you. The first branch
update will be given by Donna Lochner, who is branch chief
of the Intraocul ar and Corneal Inplants Branch.

M5. LOCHNER: Thank you, and good norning. |
have a brief announcenent concerning the division's
classification efforts for Class Il devices for which
we' ve been receiving 510(k)s.

Before | get to that, I'd like to take this
opportunity to publicly thank and acknow edge all the hard
work of all the menbers of the Intraocul ar and Corneal
| mpl ants Branch during nmy extended |l eave in 1996. In
particular, 1'd like to thank Ashley Boulware, Dr. Kesia
Al exander, and C audi ne Krawczyk for so ably serving as
acting branch chief while I was on | eave.

Now I'I'l turn to the two Class Il ophthalmc

devi ces, eye valve inplants and keratoprostheses, which we
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devices. In other words, they were marketed prior to the
1976 Medi cal Device Anendnents. As you know, FDA nust
either call for PMAs for these Class IIl devices or
reclassify theminto Class Il or | and continue to receive
510(k)s. It could potentially inpose a significant
regul atory burden on the manufacturers of the devices if we
were to require PMAs.

First, the eye valve inplants, or, as we are
referring to them now, aqueous shunts for glaucoma. FDA
has received fromseveral sponsors a sunmary of safety and
ef fectiveness data for their shunts. W have conpl eted our
review of the data and are preparing our reconmendation
regarding the classification of these devices. W are
currently preparing a homework assignnent to the gl aucoma
specialists on the panel to request their recommendati on
regarding the classification of these devices. The
homewor k assignment will include the safety and
ef fectiveness data received by FDA and our classification
reconmendat i ons.

Next, the status of the keratoprostheses
classification review. The deadline for sponsors or any
interested person to submt safety and effectiveness data
for keratoprostheses is February 14, 1997. W recently
At s
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of this deadline. Once the safety and effectiveness data
are received, we will prepare our recomrendati on and
consult the panel if needed. W strongly encourage
interested persons to submt safety and effectiveness data
for these devices and to contact the FDA if you need
gui dance on the content of these subm ssions.

That was all | had for today. Thank you.

DR. ROSENTHAL: The next branch chief wll be
Morris Waxl er, who we have recently appointed as acting
chief of the D agnostic and Surgical Devices Branch.

DR. WAXLER: Good norning. | have a few brief
conment s.

First, an interimreport on the reinported and
uni que | asers. January 15th is the deadline for submtting
to FDA self-certification for reinported | asers and for
| DEs for these | asers and for unique |asers. Self-
certifications have been submtted by 10 owners of
reinmported | asers. Eight of these self-certifications have
been determ ned to be inadequate and | DE subm ssions have
been requested. Two self-certifications require additional
information to be submtted to FDA for a determ nation of
adequacy. Three |IDE applications have been submtted for

uni que | asers.
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| aser and the training which has been provided on this
gui dance, we have set a 10-day goal in the branch for
review of IDEs in this area. The statutory reviewtine
remai ns 30 days. W conducted two 1-day training sessions
on the guidance for refractive surgery lasers. Thirty-five
i ndi vi dual s attended the training.

One point | want to enphasize is that
manuf acturers may not distribute |asers without their own
| DE. Sponsors' investigators who submt an IDE for studies
at a manufacturer's investigational site should provide a
scientific rationale for the study which is distinctive
fromthe studi es being conducted by the manufacturer,
obtain a letter of reference fromthe manufacturer and
| etters describing nutual agreenent that the data will be
provided to the manufacturer in support of a PMA

W' ve recei ved several suggestions for changes
in the guidance for refractive surgery. W are review ng
these ideas. W would appreciate your views on these
i ssues at another neeting of the panel.

DR. ROSENTHAL: The final update will be given
by Janes Saviola, who's chief of the Vitreoretinal and
Ext raocul ar Devi ces Branch.

DR. SAVIOLA: Thank you, Dr. Rosent hal
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with this neeting al so being the annual cl osed session
update, there are a couple itens in ny branch update that
are for the open session that talk about what happened
during the whol e year.

The first thing 1'd like to do is introduce the
newest nenber of our branch, Dr. Bernard Lepri, who's
sitting over in the FDA section. |It's with great pleasure
that | take this opportunity to introduce Dr. Lepri. He
recently joined our group in August, after having spent the
| ast 2 years in New Mexico, nost recently affiliated with
the Tal bot Medi cal Group in Al buquerque.

Dr. Lepri is a graduate of the Pennsyl vania
Col | ege of Optonetry, where he earned a Doctor of Optonetry
and a Master of Science in vision rehabilitation. He also
hol ds a Master of Education in counseling psychol ogy from

Tenpl e University in Philadel phi a.

ncluded in his prior enploynent experience is
1 year spent as a research optonetrist with Bausch and Lonb
in the early 1980s, but in selecting Dr. Lepri for this
position, we realized that the statute of limtations on
any potential conflicts of interest had run out, so he was
clear to hire for this. He also spent 11 years on the

faculty of the Pennsylvania Coll ege of Optonetry as both

a1l ot ANt nrof ooy Aand A et o aof tho Avt Arneht n ~AnA
SO ot AUurit PI Ul LooUl aurtTu Ul T CuL Ul Ul CIre CAL U TTOTT1 rJ aurTru

FREILICHER & ASSOCIATES, COURT REPORTERS
(301) 881-8132




10
11
12
13
14
15
16
17
18
19
20
21
22
23

24

26
cl erkshi p prograns.

During his brief tenure, he has been a val uabl e
clinical resource to the whole division by conducting
reviews not only for our branch, but for the Intraocul ar
and Corneal Inplants Branch and also for the D agnostic and
Surgi cal Devices Branch. W are very happy to have himon
boar d.

The next item| would like to update for the
panel and for the public is that Dr. Daniel WC. Brown,
who, as you know, was executive secretary of the panel for
a nunber of years, was recently pronoted to G ade 14 expert
reviewer for toxicology, with a specialty in contact |enses
and contact |ens care products. This process of expert
review i nvol ves review by a peer conmttee within the
agency conprised of nmenbers fromdifferent centers within
FDA.

Dr. Brown has made many significant
contributions to ophthal mc device review and to contact
| ens device review over the years, and his selection by the
commttee reinforces this. 1'd like to congratul ate Dan on
t hat .

(Appl ause.)
DR. SAVIOLA: Next, I'd like to touch on the
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products. |'msure people are wondering where it is and
when it's going to be out.

The speci al control guidance docunent that we
di scussed at the July panel neeting has been revised. W
had set a goal of conpleting that revision by the second
week of October, and we conpleted it actually by the end of
Cctober. It is currently in the process of receiving final
cl earance within FDA prior to publication of the final rule
in the Federal Register. W had optimstically hoped for
t his happening by the end of 1996, but now a nore realistic
time frane is probably during the first quarter of 1997.

When this occurs, we'll mail a letter to al
PMA hol ders for these types of products notifying them of
reclassification. This is in addition to the publication
in the Federal Register. That letter will advise
appl i cants who have pendi ng prenarket approval applications
with the agency of their responsibility to determ ne
whet her they should convert their application, in whole or
in part, to a 510(k) or withdraw it conpletely.

In terms of approvals for fiscal year 1996 and
early 1997, | had previously updated the panel in July of
two nul ti purpose contact |ens care products that had been

approved, and | had nentioned at the April panel neeting
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vitreoretinal surgery had been approved.

In addition to those three, in Septenber of
this year, Septenber 25th, Allergan received approval for
P960012 for Refresh CL as a wetting and | ubricating drop
for soft contact |enses. That application was filed on My
6th of 1996, so the total reviewtine for the original PMA
was 142 days fromfiling to approval.

In addition, Bausch and Lonb recently received
approval for P960022 for a soft lens for 7-day extended
wear. This had previously been cleared under 510(k) as a
daily wear lens. It too was reviewed within a total tine
of less than 6 nonths.

Dave gave you an update on the 510(k) program
earlier this norning, and there are just a couple of itens
| want to touch on fromour branch in terns of what's been
happeni ng since we reclassified daily wear contact |enses
effective March 3, 1994.

There have been a total of 74 510(k)s for daily
wear | enses cleared since that tine. These include a
variety of types of applications, nost notably for
alternate designs for presbyopia, for manufacturing
changes, and in sone cases for new generic materials which

require a USAN designation. Overall there have been 12
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requiring the USAN-type designation. Since the beginning
of fiscal year 1996, we've cleared five of these types of
applications out of 36, going back to Cctober of 1995, and
these are the types of applications which previously have
requi red an original PVMA approval under Cass I1I.

The last item]| want to touch on involves the
clinical studies of significant risk devices. After having
the responsibility of coordinating the review of retinal
t anponade devi ces since the reorganization in Septenber of
1995, it has really inpressed ne how different the |evel of
regul atory know edge and expertise is between various
segnents of the industry. This applies to conpanies,
investigators, and also to institutional review boards as
well. Wth that in mnd, | would like to make this | ast
announcenent for the benefit of those parties who nmay not
have a cl ear understandi ng of the nedical device |aw

This is a rem nder that significant risk
nmedi cal device clinical studies require both |Iocal IRB
approval as well as FDA approval for investigational device
exenption, or IDE. According to the federal regul ations,
when a practitioner begins a clinical investigation and
seeks I RB approval, the IRB should nmake the determ nation

or review the determnation of whether it is a significant
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Si nply having FDA approval for one indication for use does
not provide for FDA approval to investigate a product for a
different indication or for an off-I|abel use.

Now, these remarks aren't directed toward care
provi ders who prescribe a product off-1abel in the scope of
their nedical practice. Rather, they're directed toward
practitioners such as those who recently published results
of a clinical study in the Journal of Retinal and Vitreous
Di sease involving a perfluorocarbon liquid for use in
vitreoretinal surgery that was previously approved by FDA
for a different intended use, not for use in vitreoretinal
surgery. FDA is interested in working with clinical
i nvestigators such as these so that they understand their
responsi bilities.

The I RBs al so have responsibilities under the
medi cal device regul ation, and they can be subject to
review by FDA as well.

Thi s announcenent is strictly informational to
better informthose parties who may | ack knowl edge of this
pr ocess.

Thank you for your attention.

DR. ROSENTHAL: Thank you.

Thank you, M. Chairman.
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appreci ate the updates.

Let nme open the floor at this tinme to panel
menbers for questions or discussion of the presentations so
far.

DR. McCULLEY: Your |ast announcenent, as | sat
here and listened to it, that nmeans if | want to eval uate,
let's say, a device or a drug in a clinical trial for which
it has not been product |abeled, I nust have an | DE

DR. SAVIOLA: Well, you normally would go to
your institutional review board to get clearance for that
study, and I'"'mtrying to address not just your
responsibility as an investigator, but also that IRB s
responsi bility.

DR. McCULLEY: Well, they should catch ne if
|'ve not done it, is what | hear you saying.

DR. SAVIOLA: Correct. Yes, that's what |
sai d.

DR. McCULLEY: Right. And if they don't, then
they're potentially in trouble for not effectively doing
t heir job.

DR. SAVIOLA: Well, it's not trouble froma
puni tive sense. Again, these are the regul ations according

to the federal law, and we want to work with the
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responsibilities.

DR. McCULLEY: | wonder how well the academ c
and practicing comunities understand this. | would not
have thought that | needed to -- | nean, it's just

i gnorance, but if I wanted to take X device or drug and
evaluate it in a clinical setting with | RB approval, |
woul d have thought that woul d have been sufficient, but
fromwhat | hear you saying, that is not.

DR. SAVIOLA: Well, technically the
i nvestigational device exenption allows for intrastate

transportation of a particular product. So, for exanple,

if you're going to do it in the academ c setting, | agree
with you, I'msure that the majority of the tine you' re not
getting |IDE approval. But if the manufacturer is sending

it to you and they're aware of the purpose of what you're
going to use it for, then in order to neet the regul ations,
it should have effective clearance.

DR. McCULLEY: Well, suppose they're not
sending it to ne. Suppose |I'mpurchasing it froma
pharmacy and distributing it to the patient or that | give
thema prescription, if it's a drug. | know this gets into
drugs, but it would apply, | assunme, simlarly to anal ogous
situations wth |DEs.
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regulation is to address safety for the subjects involved,
and the value that we add to the whole process is perhaps a
nore obj ective review of the whole protocol, what the
endpoints are, what types of inforned consent are being
conveyed over to the subjects.

DR. McCULLEY: But that's IRB --

DR. SAVIOLA: Those are all IRB, that's
correct. But there are many tines when we see studies that
are proposed that may have gotten I RB cl earance that we
have additional coments and would |i ke sone additi onal
i nformati on conveyed over to the subjects.

DR. McCULLEY: It seens stifling to ne. Sorry.

DR. STULTING | have to agree with Jim |I'm
not sure that that's the principle that is now being
followed in investigational work. [If it's the intent of
t he agency to inform people about that, | would suggest a
format mght be a letter to practitioners or a letter to
| RBs -- probably to practitioners is a good idea -- to
provide that sort of information, because it's certainly
not widely known. | agree with Jim

DR. McCULLEY: To nme it's just going to kick in
the pants any investigation of devices or products for new

appl i cati ons.
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DR FERRIS: Well, | believe, if | understood
what you said and | understand the situation, that the
quirk in the way things are nowis that if you want to use
this as an off-label indication, you're perfectly free to
use it for care, but if you want to study it, then you have
to get an IDE. So in sonme ways, as you point out, it has a
chilling effect on doi ng what probably ought to be done for
of f-1abel uses, and that is to evaluate them There's
anot her step that has to be gone through if you want to
evaluate it; if you just want to use it, go ahead.

DR. STULTING Well, correct nme if |I'mwong,
but the Food, Drug and Cosnetics Act addresses only
interstate commerce, so that if the manufacturer is unaware
of the use and a practitioner -- and interstate comerce
for the purpose of the study is not involved -- in other
words, as Jimsays, if you give sonebody a prescription for
a drug and they go a local drug store, or you provide them
a device froma local source or sonething |ike that, then
woul d that cone under the jurisdiction of the FDA and
require an IDE, or would it be exenpt fromthat process?

DR. SAVIOLA: Well, again, within the scope of
a practice, it's a different situation than when you're

actually going to investigate a product, develop a
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i dea of what's going on with the excinmer |asers and
pronoti on and advertising issues.

The reason | brought this to attention in this
public forumwas sinply because of the publication of that
article, the fact that those products are used overseas,
but they're not approved within the United States, and from
t he standpoint of what's been going on in the vitreoretinal
community in terns of products that people nay use day to
day in practice but haven't gone through the regul atory
process and shoul d be out there and approved.

My point was sinply that if people are going to
pursue this endeavor and if they're going to try to devel op
this type of conpound for this particular use, then they
shoul d be doing it within the established guidelines and
not try to circunvent them As you'll see later in the
course of the discussion of this application, there were
sone i ssues.

DR. STULTING Dr. Rosenthal ?

DR. ROSENTHAL: M. Chairman, | think the issue
relates to whether or not the risk of the device is a
significant risk or a non-significant risk. |If there's a
significant risk of the device, then it is required by |aw

to submt an IDE, whether you like it or not, and there are
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significant risk devices, and one of themis retinal
t anponades, and that is the issue which Dr. Saviola is
addr essi ng today.

The device that was used had never been
approved for ophthalmc use at all and was used as a
retinal tanponade and was outside the guidelines of the
agency, and | think it was very wise of himto bring the
i ssue up so that there's no m sunderstanding in the future.

DR. McCULLEY: | wouldn't argue about the
situation in the exanple. Wat worries ne is just how far
that could be taken. | could see if an instruction went to
an |RB that was not very explicit, if a person wanted to,
as woul d be appropriate, study an off-1|abel use, that the
| RB woul d say, "Well, where's your |DE?" or "Wlere's your
| ND?" and not all ow what woul d ot herwi se be a good study to
go forward, which would be to everyone's benefit, but there
woul d be an assessnment of whether it would be addi ng any
risk, but it wouldn't confuse that with an issue related to
a product comng fromwhether it's nationally or
internationally that has no approval whatsoever

DR. ROSENTHAL: | think it has to do with the
product itself, the device itself, and if it carries a

significant risk label, it is required by agency dictate
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There are certain devices which are listed that require
| DEs, and the IRB nust go along with that.

DR. McCULLEY: Well, it needs to be made cl ear
to investigators and IRBs. [I'mnot sure | wasn't confused.

DR. STULTING Dr. WIKkinson?

DR. WLKINSON. Dr. Rosenthal, |I'm asked
frequently, "What's the risk to ne as a physician?" As you
know, virtually all tanponades were used for other
purposes. Many experts for years signed rel eases saying
they were going to use this only in animals, et cetera, et
cetera. |s there any genuine risk to the physician to just
ignore the fact that he should have an | DE?

DR SONI: Dr. Stulting, | have a question.

DR. STULTING Well, wait a mnute. | think we
have a question on the floor.

DR. SAVIOLA: Dr. WIlkinson, let ne answer that
for Dr. Rosenthal.

DR. ROSENTHAL: Thank you.

DR. SAVIOLA: In the situation of a potential
l[tability issue, a malpractice claimfiled against you, and
if you had signed a formto obtain a product for one intent
and then used it for a different intent, it kind of circles

back in nmy m nd, know ng what | know about mnedi cal device
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| evel of informed consent and what you tell your patient
before you use the product. Again, for tanponade products,
these fol ks are sort of at the last end of their ropes, and
what ever you're going to do to help them hopefully they're
going to appreciate that and not turn against you if the
result isn't favorable.

But it does put into a situation of liability,
and goi ng through the process -- again, | guess | wasn't
cl ear enough about significant versus non-significant types
of studies, but this does help to give you an extra
insulating |ayer against liability clains.

DR. STULTING Dr. Soni?

DR SONI: | wasn't trying to excuse the
guestion, but | was trying to probably change directions
for us maybe. Who is responsible to get the IDE? Is it
the investigator or the sponsor of the study, or is it the
| RB? Who is responsible for it?

DR. SAVIOLA: It can be an investigator-
sponsored I DE for a particular type of treatnment study. |If
the firmactually is intending to pursue nmarketing of the
product, then they may coordinate it and have nmany
investigators involved in the process. The IRBreally
doesn't get the IDE for the applicant. The IRB is supposed
be sed—of -a-A—Aareer—of
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different individuals. And as | said, they do get
inspected fromtinme to tine by the agency to see that
they're neeting their statutory requirenents as well.

DR. STULTING Dr. Ferris?

DR. FERRI'S: There was a | ong discussion of
this issue at the Eye Care Technol ogy Forum |'m not sure
any --

M5. THORNTON: Excuse ne, Dr. Ferris. |I'm
sorry. Could you speak into the m crophone so we can
adequately record?

DR. FERRI'S: There was a | ong discussion of
this at the Eye Care Technol ogy Forum neeting several
nmont hs ago, and | think it would be interesting for those
who have sone interest in the area to review the
di scussion. |I'mnot sure there was a clear answer. The
mai n problem here is, you can use an off-|abel device or
drug. A physician can use it.

| gave an exanple at that neeting of a
physi ci an who was sued for using 5FU for gl aucoma after the
results were published in the Archives of Ophthal nol ogy
because it was an off-|abel use, and the issue here is that
t he conpany has little to gain by going through an |IDE or

an | ND process. Even when, for exanple, an NI H study was
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interest in getting it added to the | abel because there
wasn't anything in it for them

So the issue here is who's going to sponsor it.
It won't be the conpany, so it's unlikely the conpany is
going to go get an IDE. So it's up to the investigator,
and then the investigator is put in the position that he or
she can just use it, or if they want to evaluate it, they
have to junp through a bunch of hoops.

DR. STULTING That's a little bit of a
different issue than we've been discussing before, but I
think it's an inportant one, and that is, where is the
nmotivation to add an indication to | abeling, even after
there has been a good, well-perfornmed, published study? |
personally would like to see the agency be responsive to a
letter froma manufacturer, once such data are avail abl e,
to expand the labeling. | think that would be protective
for physicians, and it would make the use of the drugs for
t hose things nore confortable.

The exanple you cite is an excell ent one.
Personally, if | were to receive a request fromthe FDA to
review a recommendation for addition to a |abeling --
specifically, the exanple you gave -- then | would support

that. In other words, | think it ought to be easy for a

| | | . . | |
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t here has been a published NI H supported study supporting
this addition to the | abeling, and nove forward with that
and get it done.

DR. FERRIS: Let ne expand that a little bit
further. Walter Stark, at this particular neeting,
suggested that corneal glue, of which I knowlittle, has
been used extensively for decades in an unapproved way.

H s view was that there was enough data avail able that sone
group ought to be able to gather together the data that's
avai l abl e and either approve it or not approve it, but not
continue to use it as this totally off-1abel use.

DR. STULTING | think I'm show ng ny age,
because |'ve been around | ong enough to know that we
actual |y approved that application some years ago, and it
hasn't conpletely received approval, as | understand.
Correct?

DR. SAVIOLA: | think | would refer those
remarks to Donna to conplete, because it's within her
br anch.

DR. STULTING Anyway, | think we're into sone
areas here that we maybe don't have tinme on the agenda to
di scuss fully, but | think that your comments are well -

t aken, and the opinions of the panel are also on the
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Any ot her pressing comments about this?

DR. McCULLEY: A question for Dr. Waxler. This
may or may not be the tinme or place, you may be planning to
address it sonewhere el se, or you nmay not w sh to address
it at all. But | would Iike to be educated -- and naybe
this isn't the tine or place to do it -- relative to sone
mai lings | personally have received, and |I'm sure other
panel nenbers have, about a LASIK study where supposedly,
as | understand it, an |IDE has been submtted and | can
join up for a LASIK study, or an investigator can, for a
fee of $2,500.

I"'ma little confused about all of that and the
propriety of it and the wi sdom behind it, and |'"msure it's
just ny ignorance, but | can stay ignorant if it's nost
appropri ate.

DR. WAXLER.  Well, | can acknow edge that there
is an IDE for CRS. That is essentially the sane situation.
| SRS, the International Society for Refractive Surgery, was
pl anning a study of LASIK, and we asked themto submt an
| DE, and they did so under the aegis of CRS, which is a
consulting firm | can't discuss the |IDE, but we have

approved an |IDE for that group.
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appropriate discussion for the closed session |ater today.

Any further comments?

(No response.)

DR. STULTING Ckay. |I'd like to turn the
fl oor back over to Sara Thornton for discussion of
conflicts of interest prior to the consideration of the PVA
t oday.

M5. THORNTON: First of all, I'd like to cal
forward, in addition to Dr. Janes Saviola, Deborah Falls
and Dr. Malvina Eydelman to be in place to present the PMA
Before that, I'd like to read into the record the conflict
of interest statenent for today:

"The foll ow ng announcenent addresses conflict
of interest issues associated with this neeting and i s nade
part of the record to preclude even the appearance of an
i npropriety.

"To determine if any conflict existed, the
agency reviewed the submtted agenda and all financi al
interests reported by the commttee participants. The
conflict of interest statutes prohibit special governnent
enpl oyees from participating in matters that could affect
their or their enployer's financial interests. However,

t he agency has determ ned that participation of certain

—rerbers—and—eensuHtanrts—thenreedfor—rwhose—serveces—————
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out wei ghs the potential conflict of interest involved, is
in the best interest of the governnent.

"Full waivers have been granted to Drs. Janes
McCul l ey and Whodf ord Van Meter for their interest in firns
at issue that could potentially be affected by the
commttee's deliberations. Copies of these waivers nay be
obtained fromthe agency's Freedomof Information Ofice,
Room 12A- 15 of the Parklawn Buil di ng.

"W would like to note for the record that the
agency took into consideration a certain matter regarding
Dr. Mark Bullinmore. Dr. Bullinore reported that he was a
consultant on a 1-day study for which a firmat issue
donated noney to his university. Since this is a past
i nvol venent and unrel ated to the issue before the panel,

t he agency has determi ned that he may participate fully in
today' s deli berati ons.

"In the event that the discussions involve any
ot her products or firnms not already on the agenda for which
an FDA participant has a financial interest, the
partici pants shoul d excl ude thensel ves from such
i nvol venent, and their exclusion will be noted for the
record.

"Wth respect to all other participants, we ask
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statenents or presentations disclose any current or
previous financial involvenent with any firm whose products
they may w sh to coment upon.”

I'"d like to read the statenent of appoi ntnent
to tenporary voting status. | would note at this tine that
this statenent does include Dr. Frank A. Spell man, who was
not able to be with us today due to a fam |y energency.

"Pursuant to the authority granted under the
Medi cal Devices Advisory Conmttee charter dated Cctober
27, 1990, as anended April 20, 1995, | appoint the
follow ng individual as a voting nenber of the OCphthal mc
Devi ces Panel for the duration of this neeting on January
13, 1997: Dr. C. Pat WIlkinson. For the record, this
person is a special governnment enployee and a consultant to
this panel or a consultant or voting nenber of another
panel under the Medical Devices Advisory Commttee. He has
undergone the customary conflict of interest review and has
reviewed the material to be considered at this neeting.”

It's signed by Dr. D. Bruce Burlington, MD.,
Director, Center for Devices and Radi ol ogi cal Heal th,
Decenber 16, 1996.

| have one other thing that | would like to

read into the record regarding the panel recomendati on
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| will do that at the tine we are ready to have the panel
vote on the application. 1'd like to defer that until
| at er.

Dr. Stulting?

DR. STULTING The next itemon the agenda is a
di scussi on of PMA P950008, and I1'd like to turn the floor
over to Jim Saviola for the agency's presentation.

DR. SAVI OLA: Thank you, Dr. Stulting.

As the panel nmenbers will notice fromtheir
agenda, the sequence of presentations is a little bit
different this norning conpared to what you' ve been used to
in the past. Mst notably, the conpany will do the first
presentation of the PMA, and the FDA clinical review
presentation will follow that. This sequence and this type
of agenda order has been adopted across the whole office
and | guess is consistent for the way panels run across the
agency. It is, after all, the conpany's application, so
the burden is on themto present it to the panel, not have
t he agency present it.

| will focus on sonme administrative itens in ny
introductory remarks, and then turn it over to Deborah
Falls for the overall introduction.

| would like to also thank the primary panel
£ £ alei o
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season to review this application. As you know, we nai
t hese applications out to the primary reviewers 6 weeks
ahead of the neeting so that their reviews can be received
back and included in the general mailout, which goes out 3
weeks in advance of the neeting. W also have to nake sone
deci sions on our agenda about 8 weeks ahead of the neeting
so that they nmay be published in the Federal Register.
These tinme frames highlight sone of the preparation which
IS necessary in order to bring an application to you for
revi ew.

| mention these tine franes and preparation
because in the case of this application, the firmhas been
preparing for this neeting for over a year. At previous
panel neetings it has been stressed again and again that
the quality of clinical studies brought for reviewto the
panel is sonmewhat difficult to evaluate. There has been
criticismfor lack of patient foll owup and other issues
t hat have been hi ghlighted by panel reviewers.

In considering this application for panel
review, our branch in DOD has taken these comments very
seriously, and we have worked with the conpany to get the
clinical data sets for this application in the best shape
possible. W did not bring this application for your
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accountability. W have reached a confort |evel that we
feel is sufficient for panel clinical review

The gaps that existed prior have been filled in
to address the questions of those subjects who were treated
wth the device. The result is a rather |arge data set
whi ch has been established, far beyond what would normally
have been necessary for the study to be evaluated for PNA

| would also like to touch briefly on the data
analysis method. In conpiling the data set, the sponsors
utilized data fromthe 6-nonth examand the |last visit to
eval uate safety and efficacy. This has been utilized in
l[iterature and is sufficient to determ ne approvability of
a product froman efficacy standpoint.

However, the last visit data analysis we feel
is not strictly appropriate froma safety standpoint in
terns of an ability to wite product |abeling. The
protocol for the study called for a nunmber of schedul ed
followup visits; however, data were not reported for each
of those visits at less than 6 nonths. The sponsor has
committed to FDA that they will report these data to
conplete the followup visit profile, and that is going to
remai n an outstanding i ssue to be addressed follow ng panel

revi ew.
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necessary froma safety standpoint so that appropriate
informati on may be included in product |abeling when it's
finally witten.

In terns of process control, | nust acknow edge
that the study was not well controlled conpared to what we
are currently doing to nonitor projects. Initial patient
data were not captured by the sponsor in a tinely manner,
and also, as | nentioned, this was a | arger study than had
been designed under the original IDE. In conducting a
review of the product, we canme to realize that there were
al so i ssues concerning the distribution and accountability
of devices sent out into the field.

In response to these itens, the firmwas issued
a warning letter by the Ofice of Conpliance regarding the
conduct of the study and distribution of investigational
devices. That fact is part of a publicly available record
of the subm ssion. Also, sone investigators received
warning letters fromthe Ofice of Conpliance. These
warning letters to the conpany and the sel ected
investigators could have resulted in this product not
reachi ng the panel for review by undermning the validity
of the data set. Utimtely, however, follow ng additional

audi ting procedures, the data set has been validated, and
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As we noted in the cover letter for the general
mai | out, you will be hearing about the additional
difficulty concerning the need to change raw materi al
suppliers during the study and the additional data
necessary to address that issue. Please renenber that
al though the majority of clinical data are fromsilicone
oi | manufactured by the original supplier, the only product
that will be made available will be that manufactured from
the new supplier. This is a case of two different sources,
but it is not a case of two different fornulations. The
formul ati ons are the sane.

In terns of the overall review process
foll ow ng panel recommendation, | nust rem nd everyone that
this product cannot receive a final approval until al
clinical and preclinical issues have been adequately
addressed. In addition, the manufacturing processes need
to be evaluated by the Ofice of Conpliance and receive a
final clearance, which is standard procedure for any
original Cass Ill application. This wll involve an
i nspection by FDA prior to issuance of the final decision.

Havi ng touched on sone of these issues, | nust
commend the sponsor for considerable effort in order to
overconme the obstacles to get to this point today. The
£all ona e o
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at 6 nonths and 50 percent at 12 nonths for the non-CW
patients.

As you will hear in a nonent, this has been an
expedi ted device, and we have always had as a goal to
solicit panel input as soon as we possibly could, in order
to mnimze any further delays in the review process.

| would like to introduce the team | eader for
this application at this point, M. Deborah Falls.

M5. FALLS: Thank you, Dr. Saviol a.

Good norni ng, nenbers of the Ophthal m c Devices
Advi sory Conmttee, Ms. Thornton, Dr. Rosenthal. M nane
is Deborah Falls, and I'mthe team | eader for PMA P950008.
Silikon 1000, the subject of this PMA, is an intraocul ar
fluid with low viscosity and is intended for use as a
retinal tanmponade in conplicated retinal detachnents.

As background information, this PVMA was filed
on February 22, 1995, and was granted expedited review at
that time. Expedited review was granted on the basis of
its use for AIDS patients and its | ower viscosity, allow ng
easier installation and renoval of the device than the
approved 5000 centi st oke.

This PMA contains clinical data fromsilicone

oil manufactured fromtwo different raw material suppliers.
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fromboth raw material suppliers will be discussed this
norning. To date, the sponsor has provided FDA with the
majority of the informati on necessary to denonstrate the
preclinical equivalency of the two raw material oils and
the finished silicone oil product. However, certain issues
concerning the final product specifications and quality
control processes renain.

The panel nenbers will be asked to provide your
review and recommendation on the clinical data reported in
the PMA, wth the understanding that the sponsor wll
resolve the remaining preclinical issues with internal FDA
review staff. This PMA, as Dr. Saviola pointed out, cannot
be approved by the agency until all the reviews are
conpleted and until all deficiencies are adequately
addr essed.

Cont ai ned in your panel packet are the revised
list of clinical questions for panel discussion. Please
note that these have been edited fromthe draft |ist
previously sent to you. You wll be asked to address these
guestions during the discussion.

At this tinme | would like to recognize the FDA
team nmenbers for this PMA -- our chemsts, Ms. Mng Shih

and M. Nelson Lau; our m crobiologist, Ms. Karen
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statistician, M. Ml Sideman -- for their expert
contributions on this application.

The clinical reviewer for this PVA is Dr.
Mal vi na Eydel man, who will present her review of this
application after the sponsor concludes their presentation.

At this time, | would like to introduce M.

Ri chard Wod of Burdett & Radzius, the FDA consultant for
t he sponsor of this PMA, Richard-Janes.

M. Wod?

MR. WOOD: Good norning, |adies and gentlenen
of the panel, Dr. Rosenthal, FDA, and guests. | can say
prefatorily that it's very interesting, being a regulatory
type, to sit and hear the regulatory discussion | heard
today. It made nme feel like | was in ny office fielding
calls from peopl e such as yourself.

We're here to discuss, as has been nentioned,
the PVA for Silikon 1000 intraocular fluid. 1'd like, if |
may, to go over what we're going to cover in the next 30 to
40 m nut es.

| wll give an introduction and background.
After that we wll hear fromDr. Stanley Azen, a
statistician at the USC nedi cal school. | can also say he

was involved in the NEI silicone oil study, of which you
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to have with us two clinicians, both of whom were princi pal
investigators in the study we'll be discussing today, at, |
m ght al so add, two of the |argest sites who contri buted
data to the data set you'll see.

| want to say that none of the presenters have
a proprietary interest in Richard-Janes. |If they have
other statenents -- I'msure they're having their expenses
covered for comng to the neeting today.

MS. THORNTON: Excuse ne, M. Wod, could you
speak a little nore into the m crophone? The air handling
systemjust cane on, and it's difficult to hear you.

MR. WOOD: Thank you. We will also ask to have
questions, if at all possible, held to the end of the
present ati on.

Next slide, please. W wll be presenting data
today on Silikon 1000, the starting material for which is
pol ydi et hyl si | oxane. Pol ydi net hyl si | oxane under goes a
proprietary nmultistep purification process during
manufacturing. |It's inportant to note that that process
has not changed at any tinme during the production of this
material for the PMA and the I DE studies. The finished
product, which looks like this, is highly purified, as |

menti oned, by the proprietary process. |It's optically
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free, sterile, and non-pyrogenic.

Next slide, please. Let nme anplify alittle
bit, if I may, the statenment concerning the source of the
silicone that we'll be discussing that was used in the |DE
study. This, as | nentioned, is the finished product, and
it will look sonmething like this in the finished form The
material that was used to produce the finished product
originally came from United Chem cal Technol ogies. During
the course of the clinical trials, UCT, followng the | ead
of many other conpanies in this country, determ ned that
t hey woul d no I onger supply silicone material for nedical
uses. |It, therefore, becanme necessary for Richard-Janes to
find a new source.

A source that was identified was NuSi
Technol ogy, one of only two conpanies that will still
supply this material to nmedical use, and | can add that
they are also a supplier of this substance to NASA. The
Silikon 1000 that will be used in marketed product
foll ow ng approval of this PVA will be supplied by NuSil.

Next slide, please. | won't dwell a |ot on
this, because it was referenced by the FDA reviewers prior
to my presentation. The clinical trial discussed here was

initiated in August 1991, the PVMA was filed in February
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al so add that audits of good clinical practices, both by
FDA and i ndependent auditors of the |eading study centers,
have been conducted, and as Dr. Saviola nentioned, the data
set has been validated. All observations arising from
t hose audits have been addressed.

Next slide, please. Let nme now discuss the
summary of the indications for which approval is being
sought. Silikon 1000 is an operative tool indicated for us
as a prolonged retinal tanponade in selected cases of
conplicated retinal detachnents, including CW, PVR, PDR
giant tears, and trauna.

Next slide, please. | would nowlike to
i ntroduce the statistician for the clinical study, Dr.
Stanley Azen. He's a professor and director of bionetry at
t he Departnent of Preventive Medicine, USC. Dr. Azen has
performed statistical analysis of the RJ study and has
publ i shed 150 peer-reviewed articles, including 11 on the
NElI silicone oil study, and he was al so statisti cal
di rector of that study.

| now introduce Dr. Azen.

DR. AZEN. Thank you, D ck, and good norning
everybody. It's ny pleasure to describe the overview of

the study results for the clinical study of Silikon 1000.
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review the study design, if I may. This is a nulticentered
study conducted in the United States. The enroll nent
peri od was between August 1991 through Septenber 1996, and
the final anal yses were conducted in Novenber of 1996.
There are two prinmary patient study groups -- nanely, CwW
retinitis and a non-CW group which are characterized by
four primary etiologies -- nanely, eyes with proliferative
vitreoretinopathy, PVR proliferative diabetic retinopathy,
PDR, giant tears; and trauma -- and we will sunmarize the
outcones for not only the CW and non- CW groups, but these
subgroups as wel | .

Next slide, please. One of the outstanding
features of the study is the nunbers of eyes that have been
treated in this study. This study has enrolled and treated
2,754 eyes. Seven hundred and fifty-seven of those eyes
were CW retinitis eyes. The other 1,816 eyes were non- CW
retinitis eyes, and 181 eyes are characterized as "other."
These were a small group of non-CW eyes with rare di seases
that were also treated with Silikon 1000 for retinal
det achnent s.

In the non-CW group, it's inportant to point
out that the nunber of eyes with PVR was 935, which is four

times the nunber of eyes that were treated and seen and
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Institute. Furthernore, the nunber of eyes in the other
etiol ogical groups -- PDR, giant tears, and trauma -- are
substantially | arge.

Next slide, please. Now, this slide sunmari zes
the principal study centers in the R chard-Janes Silikon
1000 study. In particular, this graph shows the 10 study
centers which treated and foll owed eyes for 75 percent of
the study cohort, and it's inportant to point out that six
of these 10 study centers were study centers for the
silicone oil study funded by the National Eye Institute,
and two of the investigators of that study, Dr. Topping and
Dr. Flynn, will be commenting about the clinical relevance
of the data after ny presentation.

Next slide, please. | now w !l summarize the
endpoints, the primary outcones of the study. The efficacy
endpoints are the traditional endpoints, which are
established not only in the silicone study, but also in the
Lucke-Laqua studies -- nanely, anatom c success as
characterized by both macul a attachnment and conpl ete

retinal attachnent, and visual acuity as characterized by,

first of all, anbulatory vision, which is defined to be
vi sual acuity greater than or equal to 5/200 -- that is the
sanme cutoff that was used in the silicone study -- and
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i nproved or maintained vision postoperatively.

| should also like to point out that the
primary tinme at which these endpoints are ascertained is 6
mont hs, which is the classical tine at which the efficacy
of the treatnent is evaluated, but we also will be | ooking
at these data over a |longitudinal period of 12 and 24
nont hs.

Next slide, please. The safety endpoints,
again, are the classical and traditional endpoints --
namel y, whether or not there's any oil enulsification
observed; two endpoints characterizing intraocul ar pressure
-- nunber one, as to whether there's el evated intraocul ar
pressure, OP, which is defined to be greater than or equal
to 30 mllinmeters nmercury at any given visit; and hypotony,
which is defined to be less than or equal to 5 mllineters
mercury -- any corneal opacity or abrasion; and whether or
not there's cataract formation in the phakic eyes.

| would just Iike to point out that the
definition of corneal opacity and abrasion was broad and
rigorous in this particular study and included not only
band kerat opat hi es, but al so corneal edemas and any
i ndi cation of unopacity.

Next slide, please. Patient followup. In the
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nmont hs or nore, and the average foll ow up period was over a
year -- nanmely, 13 nonths. Wth regard to the CW patient
group, 60 percent of the patients were followed 3 nonths or
nmore. The average follow up period was 4 and a half
months, and it's very inportant to point out that 44
percent of the patients died prior to the 6-nonth period
due to the HV infection.

Next slide, please. As pointed out earlier by
Dr. Saviola and by M. Wod, the issue of the equival ency
bet ween the suppliers of the silicone oil -- nanely, UCT,
Uni ted Chem cal Technol ogies, and NuSi|l -- it was inportant
to establish at least froma statistical point of viewthe
equi val ency between these two suppliers, and this slide
hi ghlights the rates of outcones at 6 nonths for the non-
CW patients for both the safety and efficacy paraneters
and establishes whether or not there are statistically
significant differences between the two groups.

Just to comment about several of them for the
UCT group at 6 nonths, the rate of macul a attachnment was 89
percent, and it was 91 percent for NuSil, and there was no
statistical difference between these two rates. The P
value is .86. Simlarly for retinal attachment, the rates
were 70 percent versus 70 percent, and there is no
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| f you exam ne the colum of P values, the | ast
colum, you'll see that basically there were no
statistically significant differences between the two
suppliers for any of the clinical endpoints at 6 nonths for
t he non-CW patients. For that reason, all outcone data
Wl be presented for the conbined UCT and NuSi| groups for
ease of presentation and because equi val ency was
establi shed on the S&E paraneters.

This first slide is the result of evaluation of
macul a attachnment for both CW, on the |left-hand side, and
non- CW eyes, and shown are four bars. The first bar in
each cluster represents 6-nonth data. The second bar, the
green bar, represents 12-nonth data. The red bar
represents 24-nonth data, and for conpl eteness, the |ast
exam nation is given in the last of the four bars. Al ong
the vertical axis are the rates observed at each of those
time points, as | said before, for both CW and non- CW
eyes, and the sanple sizes associated wth each of those
followup time points is sunmarized at the bottom of the
sl i de.

This slide denonstrates the efficacy of macul a
attachnent, and for the CW eyes, that rate is 95 percent,

and for the non-CW eyes, it's 89 percent. The other

i nt + hi o~ L not 1L~ hor h
L LAY Lt t LLAYAY

T+
land

[l aWal oY Fal FaY FaY FaY Fay L raY o
T IIPUI T LILL Ilu A4 LA merT © o e =]

FREILICHER & ASSOCIATES, COURT REPORTERS
(301) 881-8132




10
11
12
13
14
15
16
17
18
19
20
21
22
23

24

62
that the rates are constant across the tine periods of
fol | ow up.

Next slide, please. |I'mgoing to also show you
the rates of macula attachnment at 6 nonths and the | ast
exam for each of the non-CW etiological groups. So |'m
repeating the total non-CW here, and then PDR, giant tear,
PVR, and trauma. That wll give you a sense of the rates
associated wth each of the etiological groups.

Now, going along at a faster pace, the next
slide shows the sane rel ationships for CW and non- CW eyes
for conplete retinal attachnent, and, again, efficacy for
this anatom c endpoint is established and is stable over
tine.

Next slide, please. This, then, shows conplete
retinal attachment for 6 nonths and the | ast exam
stratified by each of the non-CW etiol ogi cal groups.

Next slide, please. Now, with regard to
preserved vision, which is vision equal to or better than
t he preoperative vision, we see for the non-CW group that
84 percent had preserved vision at 6 nonths and that it's
stabl e across the time points, and for the CW group, 46
percent had preserved vision at 6 nonths, and there's a

slight declination across tine.
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vision rates for the various etiological categories in the
non- CW gr oup.

Next slide, please. Now, with regard to
anbul atory vision, which is defined to be vision greater
than or equal to 5/200, we see that 64 percent of the CW
eyes have anbul atory vision. |I'msorry. This slide also
shows -- in addition to the 6, 12, 24, and |ast nonth
visits, it shows the rates preoperatively. Sixty-four
percent of the CW eyes had anbul atory vision
preoperatively and at 6 nonths. Postoperatively, 65
percent had anmbul atory vision. Wth regard to the non-CW
eyes, 38 percent had anbul atory vision at 6 nonths
post operatively, but it's inportant to notice that only 14
percent had anbul atory vision preoperatively, so there is a
3-fold increase in anbul atory vision after the operation,
and there was stability across tine.

Next slide, please. This shows anbul atory
vision for the various etiological categories of the non-
CW eyes.

Next slide, please. Now we're dealing wth the
safety paraneters here. W're showi ng the rates of
enul sification at the 6-, 12-, and 24-nonth exam nati ons as
well as the last examnation. |It's inportant to point out
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CW eyes. Only 1 percent of the eyes had enul sification,
and anywhere from3 to 5 percent in the non-CW eyes over
time had oil emulsification.

Next slide, please. This shows the sane thing,
stratified by etiological categories.

Next slide, please. Associated with
enul sification is the potential for elevated intraocul ar
pressure, defined to be greater than or equal to 30
mllimeters nercury, and, again, there is a very
exceedingly |low elevated |OP rate for both the CW and non-
CW cohorts.

Next slide, please. Sane thing with regard to
t he various non-CW etiol ogical categories.

Next slide, please. Wth regard to hypotony,
there is a 6 percent rate for hypotony in the CW group at
6 nmonths, but there was a 6 percent rate in hypotony
preoperatively. Wth regard to the non-CW eyes, there was
a 19 percent hypotony rate at 6 nonths, but preoperatively
that rate was | arger, 22 percent, and the hypotony rates
were stable across tine.

Next slide, please. Six-nonth and | ast exam
data for the various etiological categories.

Next slide, please. Corneal opacities are
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non- CW group was 26 percent at 6 nonths, 19 percent
preoperatively. There is an increasing trend, which |'ve
seen in the silicone study also. This increasing trend is
fully expected due to band keratopathy and oil left in
phaki c eyes, as well as hypotony, and | think that the
opht hal nol ogi sts will be able to make further comments
about that.

Next slide, please. This shows the
opacity/abrasion rates at 6 nonths and the | ast exam and |
al so want to reenphasize that this is a very broad
definition of opacity and abrasion, broader than that used
in the silicone study, which included only band
ker at opat hi es.

Next slide, please. Cataract in phakic eyes is
presented here. At 6 nonths 63 percent of the phakic eyes
had cataract, as contrasted to 56 percent. There is a
slight increase in cataract, but this is due to the natural
result of vitrectom es.

Next slide, please. This is the cataract in
t he phakic eyes, broken down for the various etiol ogical
cat egori es.

Wth that, I'd like to turn over the podiumto

Trexler Topping. Dr. Topping is at the Mass Eye & Ear at
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Dr. Toppi ng?

DR. STULTING Excuse ne just a mnute, Dr.
Azen. | may have mssed this, but for the record could you
pl ease state your relationship to the conpany and any
financial interest, and we'll ask the further speakers to
do the same when they begin.

DR. AZEN. Ckay. |I'msorry. | have no
proprietary interest wth the R chard-Janes conpany as
primarily a consultant for the conpany.

DR. STULTING Do they pay you?

DR. AZEN. As a consultant.

DR. STULTING Ckay. Thank you. That's what
we need.

DR. TOPPING Good norning. | have no
proprietary interest in the Ri chard-Janmes conpany.

DR. STULTING Are you a paid consultant?

DR TOPPING | amnot a paid consultant. |
trust ny airfare here is covered.

(Laughter.)

DR. STULTING Wat you need to say is that
you're a consultant and if you get paid for your tinme and
if they paid your expenses for comng up here, just for the

record so that people understand what your relationship is.
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DR. STULTING Ckay.

DR TOPPING As a tertiary vitreoretinal
surgeon over the last 20 years, | amproud to stand in
support of the Silikon 1000 study reported by Ri chard-
Janes.

Next slide, please. Vitreoretinal clinicians
are well aware of the value of silicone oil. This
substance is an absolutely needed adjunct to vitrectony in
t he managenent of conplex retinal detachnents. W all know
that silicone oil enables the sal vage of previously | ost
eyes. The use of silicone oil markedly inproves the
out cones of conplex retinal detachnents of diverse causes.
Over the | ast decade, we have all been struck by a marked
increase in retinal detachnments caused by necrotic
retinitities, especially CW retinitis in the A DS
popul ati on.

Silicone oil is the nost effective and the nost
wi dely used nmechani sm of managenent of CW reti nal
detachnments, and indeed, inportantly so, it is also the
nost conpassi onate neans of treating AIDS retina
detachnments. It is conpassionate in that it enables the
nost rapid rehabilitation of the visual process to these

patients. In addition, it avoids the necessity for face-
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remaining life in these individuals.

Next slide, please. As a clinician, | would
like to summari ze what | feel are the clinically inportant
hi ghlights of this Silikon 1000 study for the non-CW eyes.
Nunber one, it works. Retinal attachnent at 6 nonths is at
the 70 percent nunber, and not only does it work in the
short term but as tinme passes there is stability, in that
69 percent of the retinas are totally attached at 2 years.

But retinal attachnent alone is not inportant.
Also, it has to be coupled with functional vision.

Ambul atory vi sion was obtained in 38 percent of the
patients at 6 nonths, and i ndeed was even naintained with
stability at 31 percent at 2 years.

But as you're using an agent, it not only needs
to be efficacious, which it is, but it also needs to be
safe, and | think froma clinical perspective
enul sification of the oil is, |I feel, the nost inportant
because it relates so directly with the other conplications
one sees. This oil has an extrenely lowrate of only 3
percent enul sification at 6 nonths, and, amazingly, only 5
percent at 2 years.

Next slide, please. Thus, the Silikon 1000 oi
has sonme specifically inportant characteristics. It
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gives long-term stable outcones, and it displays a | ow
clinical toxicity with good safety for the patients.

Next slide, please. In order for silicone oi
to be of use, it nust be placed inside the eye. This is
1000 centistoke silicone oil. The 1000 centistoke oil is
| ess viscous than 5000. The 1000 oil may be instilled into
the eye either with manual injection or by a mechani cal
punp. Because of its |lower viscosity and because of the
difficulty of viscous fluids going through the injection
canul a systens, one obtains nuch better control of the
i ntraocul ar pressure and pressure of injection during the
i njection process.

On the other hand, 5000 centistoke oil, of
course, is nore viscous. Because of the higher viscosity
and because you're going through the sane size canul as and
smal | openings into the eye, this usually requires a
mechani cal punp. Mechani cal punps require added cost to
the operative facility, which may be a problemin smaller
facilities.

I n addi tion, higher pressures are required to
push the oil into the eye through the delivery systens.
These hi gher pressures have thensel ves certain potenti al
probl enms and conplications. Initially, because of the high
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pressure in the eye may be quite | ow for an extended peri od
of time, raising the probability of interoperative
choroi dal henorrhage during the early injection phase.

Later on during injection, as the pressures are so high in
the infusion systens, there is potential for high pressure
in the eye at the conpletion, wth potential optic nerve
damage.

In addition, because of the high pressures that
one sees during infusion, it is a conmon experience anong
surgeons that the infusion lines with 5000 centi stoke oi
break, spraying oil throughout the OR which is itself not
terribly inportant, but the inportant thing is that during
that interval, the intraocular pressure drops to zero, with
attendant potential conplications.

Next slide, please. O course, silicone oi
may be renoved. There is marked increased ease of the
removal process with the 1000 centistoke oil. The oil is
gooey enough that it can be renoved by displacenent. Fluid
may be able to percolate into the eye, and passively the
oil exits the eye. On the other hand, the nuch nore
vi scous 5000 centistoke oil usually requires high active
suction for renmoval. Because of this high active suction

where the suction devices are placed within the eye, there
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potential retinal tears and detachnents.

| would Iike now to introduce Dr. Harry Flynn
of the Bascom Pal mer Eye Institute, University of Mam.

DR FLYNN: My nanme is Dr. Harry Flynn. 1'ma
pr of essor of ophthal nology on the full-tinme faculty at the
Bascom Pal ner Eye Institute and director of the retina
service at our hospital. | do not have a financial or
proprietary interest in this product, and |I assune that ny
airfare will be covered by the conpany for com ng here
t oday.

During the past 19 years on the faculty at
Bascom Pal ner, | have been a principal investigator on two
silicone oil trials. The first of these was the NEI-
sponsored trial of PVR wth the use of CF; gas and
silicone oil, which recruited patients between 1985 and
1990 and has been reported in 11 publications. The second
trial is the current study of Silikon 1000, which began in
1991 and conpleted recruitnment in 1995. | wll sunmarize
the current Silikon 1000 study and conpare these results to
ot her published studi es.

Next slide, please. Wen should we use
silicone oil and not CF; gas? 1've listed these reasons

on the slide. The first of these is failure for surgical
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of the patient to maintain the appropriate face-down
positioning necessary with gas. This applies to children,
patients with nental retardation, physically handi capped,
and patients unable to conply with 4 to 6 weeks of face-
down positioning. The next issue is the need for air
travel. Patients with gas nmay be unable to travel for 4 to
6 weeks after surgery, making alternative nethods of
surgery necessary. Finally, early visual rehabilitation.
For those patients with CW retinitis and AIDS, this is a
very inportant issue.

Next slide, please. The previously approved
and studi ed substitutes are listed on this slide. Adatosi
5000 was approved in Novenber 1995 and is the only
currently available oil in the United States for use in
this situation. The NEI study of PVR enrolled and foll owed
pati ents between 1985 and 1990, and we are now about to
report 72-month followup of this study in the Archives of
Opht hal nol ogy denonstrating the safety and efficacy of oi
use in this study. The final report is that of the Lucke-
Laqua group published in 1990 from Germany using 1000
centistoke silicone oil. This is the commonly used oil in
Eur ope today.

Next slide, please. This slide is the nost
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outcones in PVR eyes. W chose PVR because this is the
| ar gest subgroup of non-CW patients, and it is also the
group of eyes nost commonly reported in the literature for
whi ch conparison is avail abl e.

On the left-hand colum, you will see the
ef ficacy outcones listed, which include retinal attachnent
rates, macula attachnent rates, anbul atory vision, and
preserved vision. On the horizontal access, we see a
conparison of the oils, the current Silikon 1000 conpared
to the only alternative approved oil, and that is Adatosi
5000 centistoke, the NEI study of PVR, and the Lucke-lLaqua
study. Notice that the nunber of patients in the Silikon
1000 group is 677. This is approximately six tines greater
t han any ot her reported study, and notice in the footnotes
that in the current study 76 percent had prior vitrectony,
conpared to 100 percent in the NEI study and 20 percent in
t he Lucke-Laqua study.

Revi ewi ng the data, macula attachnent was
achieved in the current study in 93 percent of cases,
conpared to 75 percent in the Adatosil group and 80 percent
in the NEI study, but it was not reported in the overal
Lucke-Laqua study. These rates certainly conpare favorably

to the two ot her studies.
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76 percent of the current study, conpared to 64 percent of
the Adatosil study, and, again, conpares favorably to the
two ot her published | arge studies.

Anmbul atory vi sion, again, defined as 5/200 or
better vision, was achieved in 40 percent of the Silikon
1000 group, conpared to 34 percent in the Adatosil 5000
oil. Again, this is the only other alternative oil in the
United States. These rates conpare simlarly to the NE
and Lucke-Laqua studies, which were nuch smaller studies,
and, again, the NEl study excluded eyes wth confounding
di seases, such as preexisting glaucoma, nacul ar
degeneration, or other disease processes which m ght affect
vi sual outcone.

Preserved vision, as covered by Dr. Azen,
occurred in 86 percent of patients, conparing favorably to
t he Lucke-Laqua study of 60 percent.

Next slide, please. This slide summarizes the
safety outconmes in PVR eyes in the various studies. The
safety endpoints listed on the |left columm include
enul sification, hypotony, elevated pressure, corneal
opacity, and cataract. W conpared the current study
Silikon 1000 wth Adatosil 5000, NEI 1000 oil and gas.

Enmul sification rates were very lowin the current study, as
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t he 5000 Adatosil study.

Hypotony rates were 19 percent in the current
study, but preoperatively in this study 22 percent of eyes
had hypotony. In the Adatosil study, 5 percent had
hypot ony postoperatively, but it's inportant to recognize
that only 1 percent of that group had hypotony prior to
surgery. These rates conpare favorably to the oil group
fromthe NEI study and are certainly better than the
alternative, which is CGFg; gas, having a rate of 31 percent
hypot ony.

Next, | ooking at el evated intraocul ar pressure,
only 2 percent of the Silikon 1000 group had el evated
pressure, conpared to 10 percent in the Adatosil group and
simlar |ow percentages in the other studies.

Movi ng next to corneal opacity, corneal opacity
of any degree occurred in 25 percent of the current study
and was not reported in the Adatosil group for the overal
range of corneal opacities. Only band keratopathy was
reported in this particular group. This 25 percent
conpares favorably to the oil used in the NEI study and
al so to gas.

Finally, cataract is another endpoint, and 52

percent of Silikon 1000 patients had cataract
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of the Adatosil group.

Next slide, please. The question cones, why
approve Silikon 1000 oil? As the precedi ng speakers and |
have shown, this oil allows the surgeon the ability to
achi eve surgical goals, which are reattaching the retina
and i nproving visual acuity. Nunber two, this oil achieves
equal or better clinical outconmes conpared to other oils.
Nunbers three and four, as shown by Dr. Azen's
presentation, the long-termeffects and outcones are
stable, and there is low clinical toxicity.

Next slide. In conclusion, Silikon 1000 is a
safe and effective operative tool indicated for use as a
prol onged retinal tanponade in selected cases of
conplicated retinal detachnments shown in the categories
bel ow. On behalf of vitreoretinal surgeons practicing in
the United States, | would Iike to request and urge this
panel to approve Silikon 1000.

This conpl etes our presentation. Thank you.

DR. STULTING Thank you very mnuch

At this point, we've reached the tine in the
agenda for a brief break. [1'd like to rem nd panel nenbers
t hat there should be no discussion of the application or

any ot her panel business outside of the room
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(Recess.)

DR. STULTING 1'Il reconvene the neeting,
pl ease.

| s anybody terribly unconfortable with the
tenperature in this roon? Wo thinks it's too hot?

(Show of hands.)

DR. STULTING W thinks it's too col d?

(Show of hands.)

DR. STULTING People who think it's too hot
need to stand over there, and the ones that think it's too
cold need to congregate in this area.

(Laughter.)

DR. STULTING We'Ill nove forward with the
presentations. | think Dr. Eydelman is next. Go ahead.

DR. EYDELMAN: Good nor ni ng.

DR. STULTING I'msorry. \What is the panel's
desi re about questioning the sponsor? Are there any
guestions, or would you prefer to wait until later? The
consensus is to wait until later? Okay. Let's go ahead.

DR. EYDELMAN: This norning | would like to
just highlight a few of the points fromny review. As was
menti oned several tines, this is one of the |argest studies

that we have seen under an IDE. It involves 2,754 eyes,
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During this study, Richard-Janes found it
necessary to change its raw material supplier from United
Chem cal Technologies to NuSil. Thus, the data in this PVA
i nvol ves analysis of UCT oil use, NuSil oil use, conparison
of UCT and NuSi| data, and conbined UCT and NuSi| anal ysis.
Only oil manufactured fromMNuSi| is currently available for
commercial distribution and will be the only oil used after
t he approval is obtained.

The objective was to establish safety and
ef fectiveness of Silikon 1000 as a retinal tanponade, and
t he study was non-conparative, open | abel.

The study's accountability can be analyzed in
several different ways. You can do it by two oils, by
ener gency/ non-energency, by the diagnosis, by the anmount of
foll owup the subjects received, or by seven subgroups
whi ch arose secondary to numerous data accountability
issues in this PVA

In order to try to understand the evol uti on of
t he seven subgroups conprising the baseline popul ation, one
must consider it in the historical perspective of this PVA
The original subm ssion of 282 eyes was received in January
of 1995. Six nonths | ater another group of 402 eyes, non-

CW di agnosis, was submtted to the agency. Those two

b
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However, analysis of this data reveal ed several
accountability problens, and in order to address these
i ssues, Subgroup 2, consisting of 903 additional eyes
treated with UCT oil, was provided in January of 1996. |In
order to address the remai ni ng nunerous accountability
i ssues and to submt the data generated from several site
audits, the remaining subgroups energed and were subm tted,
bringing us to today's total of 2,573 eyes.

This table I think clearly denonstrates the
enor nous anount of work done by both the sponsor and the CA
in the |last year and a half in order to |ocate and anal yze
the m ssing data. Please note that the nunber of eyes
anal yzed has grown al nost 10-fold since the first
subm ssi on

As you heard before, this PMAin its current
formcontains data on 2,754 eyes, 2,573 of which represent
t he basel i ne popul ation. CQut of 2,573, the records of any
foll owup exam nation were available for 2,493 eyes. These
eyes are referred to as core, and no postoperative data at
all was available for 80 eyes, which is 3.1 percent.

One thousand five hundred and thirty eyes had
the m ni num pre-op and a 6-nonth post-op report form and

are defined as cohort. Thus, overall 60 percent of
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consi deration, however, that sone of these were AIDS
subjects who died prior to their 6-nonth foll ow up.

As | nmentioned before, you can | ook at the
basel i ne popul ation, broken out by CW and non-CW, and see
that there were 1,816 non-CW eyes analyzed in this PMA

For the purposes of a statistical analysis of
the cohort, the data were coded and entered into the data
base for 6 nonths, 12 nonths, and 24 nonths. For the
anal ysis of the core data, data were entered for the |ast
examonly. Wth the above data entry coding, there is no
data available in the data base for cohort eyes prior to 6
mont hs. For the core eyes, data prior to 6 nonths is
available in the data base only if the subject's last visit
occurred prior to that point.

It was not evident until recently that these
data were not entered into the data base. 1In a recent
tel econference, FDA becane aware that the data coding al so
omtted entry of preoperative surgery status into the data
base. The sponsor was infornmed that all data collected
under the IDE nust be entered into the data base and
anal yzed to ascertain that it does not present any
addi tional safety concerns. The sponsor has agreed to
enter all the data and submt it as an anmendnent to the

PiA-
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My analysis is a little bit different than the
sponsor's this norning, in that |'ve focused separately on
the UCT and NuSil oil. As you see, 2,551 eyes were treated
with UCT al one, out of which 2,387 conprised the baseline
popul ation. Qut of all the UCT-treated CW eyes, 31
percent reached a 6-nonth exam 45 percent of whom
however, died prior to reaching 6 nonths. Qut of non-CW
eyes treated with UCT, 71 percent reached a 6-nonth exam
and 20 percent were lost to follow up.

This is a summary slide of some of the efficacy
endpoints for UCT oil. As you can see, conplete attachnent
for CW/ non-CW was 77 and 70 percent, respectively.
Preserved vision was 45 percent in CW and 84 percent in
non- CW.

This is the efficacy endpoints plotted for each
one of the non-CW diagnoses -- specifically, PDR giant
tear, PVR and trauma

The overall safety of the UCT oil showed a
quite | ow percent of enulsification of only 1 percent in
CW and 2 percent in non-CW eyes. Cataract formation was
at 64 and 61 percent. There was sone difference between
corneal opacity and hypotony rates for CW and non- CW

eyes, at 5 percent for CW and 19 percent for non-CW for
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These are the safety for non-CW by di agnosi s.
As was nentioned by the sponsor this norning, for non-CwW
eyes the percentage was 7 percent at 6 nonths. As
denonstrated in this graph, the attachnent rates were
stable across the three foll owup periods, at 6, 12, and 24
nont hs.

For CW eyes the percentage of eyes with
conplete attachnment was 77 percent at 6 nonths, 75 percent
at 12 nonths, and 84 percent at 24 nonths. The percentage
of eyes with nmacula attachnent were 94 at 6 nonths, 92 and
89, respectively. For non-CW, UCT efficacy al so renai ned
st abl e.

Even though this study was a non-conparative
study in its design, the conparison of the results was
performed to the known data fromthe literature, and this
is a plot of the efficacy at 6 nonths of UCT-treated PVR
eyes versus various retrospective silicone oil studies.
This was done for the last visit as well, as sunmmari zed
previously by the sponsor. Safety was conpared as wel |
Wi th those paraneters that were available in the
l[iterature

Now, as you heard, the sponsor had to change
the raw material supplier. The clinical study with a new
£
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given that the sponsor denonstrates preclinical equival ency
of oil fromUCT and NuSil. This equival ency has not been
establi shed as of today; however, the clinical data
analysis is being presented for panel review, with the
provision that the preclinical equivalence wll be
adequat el y est abl i shed.

Two hundred and three eyes were treated with
NuSi |, out of which 186 conprised the baseline popul ation
of CW and non-CW eyes. At the tinme of approval for
subjects treated with NuSi| under the IDE, it was pointed
out to the sponsor that they should nmake every effort to
have 100 percent accountability for this small group of
patients in order to have enough data to nmake any judgnent
on the clinical safety and efficacy of this new source.
Seventy-three percent accountability for the non-CW
subj ects at 6 nonths was achi eved, 41 percent for CW eyes.

Here the NuSi| efficacy endpoints are plotted,
and as you can see, they're quite close to the UCTs. This
is non-CW by diagnosis at 6 nonths efficacy endpoints.
Emul sification for NuSil also was quite small, 6 percent
for CW eyes, 4 percent at non-CW,; cataract formation of
62 and 70 percent; and hypotony of 8 percent and 15

percent. Corneal opacity was 19 percent for CW and 28
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This was the safety, again, plotted by the
vari ous di agnoses. Even though | created this graph of
NuSi| efficacy over tinme, | would like to rem nd you that
long-termfollowup available is quite limted. There are
only 17 non-CW eyes at 12 nonths avail able for anal ysis at
this point, and two CW eyes.

Both UCT and NuSi| popul ations had a | arge
percentage of pediatric cases. There were 251 eyes treated
with UCT in subjects |less than 20 years of age, and there
were 19 for NuSil.

Conparing UCT and NuSil efficacy endpoints at 6
mont hs, there was no statistically significant difference
in any of the efficacy outcones. Here you see | plotted
CwW, UCT and NuSil, and non-CWwW and non-CW by the two
various oils next to each other, and you can see there's
really not nmuch difference.

Wen we | ook at a safety endpoint, for CW eyes
the 6-nonth rate of corneal opacity was greater for the
popul ati on of NuSil eyes than it was for UCT, 19 percent
versus 5 percent, with a P of .05. However, the 19 percent
rate of corneal opacity for NuSil CW eyes was | ess than
that reported for non-CW eyes treated with either NuSi | or

UCT.
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exam we see that the corneal opacity rates were equival ent
bet ween the popul ation of NuSi| and UCT eyes, 6 versus 4
percent, with a P of .65. There were no other
statistically significant differences found.

Fromthis anal ysis, the sponsor concludes that
the two suppliers, UCT and NuSil, of Silikon 1000 are
clinically equivalent.

Now for sonme additional overall safety
considerations. For UCT oil, 46 CW and 209 non- CW eyes
had a single reinjection. Fromthe two oils, two CW and
10 non-CW eyes had a single reinjection. Most
reinjections occurred prior to the 6-nonth examw th both
UCT and NuSi | .

Ol renoval took place prior to 6 nonths in 232
non- CW eyes treated with UCT and 17 eyes treated with
NuSil. At this point, we have I[imted information about
oil renmoval, but the sponsor has commtted to provide a
t hor ough anal ysis of oil renoval cases to FDA, and ny
understanding is that the anmendnent has been received
t oday.

Just to turn your attention to the |abeling,
this is indications for use as stated in the | abeling: as

a prolonged retinal tanponade in selected cases of

L | oo | | hor :
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are not appropriate, and in AIDS-related CW retinitis and
other viral infections.

| would like to direct your attention now to
t he questions which you have in your packet. Question No.
1: Does the data analysis of the clinical endpoints
reported in the PMA provide for the determ nation of
reasonabl e assurance of safety and efficacy of Richard-
Janmes Silikon 1000 silicone oil for the | abeled indications
for use? |If not, are there additional data analysis which
woul d be recommended for the information currently
presented in this PVA?

Question No. 2: Currently the nethodology to
denonstrate absolute chem cal equival ency of silicone oils
used for retinal tanmponade has not been vali dat ed;
therefore, a confirmatory study was requested of the
sponsor to adequately denonstrate conparable clinical
outconmes fromthe two raw material suppliers, UCT and
NuSi|. Does the data set with the available foll ow up
provi de for an adequate determ nation of safety and
efficacy for the NuSil-based Silikon 1000 oil for the
| abel ed indications for use? |If so, is the follow up
peri od adequate, or would additional follow up data be

recommended? |[|f the current data set is not adequate to
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recommendat i ons?

Question No. 3: Do the indications, warnings,
and precautions in the current draft |abeling adequately
reflect the data and experience with this silicone oil? |If
not, what additional |anguage woul d be recomended?

Question No. 4: Wth the | arge percentage of
pediatric subjects treated with Silikon 1000, would a
separate analysis for pediatric cases be warranted to
better assess risk/benefit ratio for this population? |Is
this anal ysis recommended even if the sponsor does not want
to include in the | abeling any specific information about
pedi atric use?

Finally, Question No. 5: The Adatosil 5000
silicone oil was approved with a condition that a
post approval study be conducted on the rate of oil renoval.
Do you believe that the issue of oil renoval has been
adequately addressed in this application, or should an
addi tional study be perfornmed after the device has received
mar ket approval ?

Thank you very nmuch for your attention.

DR. STULTING |Is the presentation of the
agency's comments conpl et ed?

DR. SAVI OLA: That concl udes our presentation.
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may | eave the table, and the discussion portion of the
meeting is open, and |I'Il ask Dr. WIkinson to begin by
presenting his comments.

DR. WLKINSON:. Thank you, M. Chairman. [|'m
going to condense ny witten conments.

First of all, for the record, | think the
agency shoul d be appl auded for sticking with this
application. | think what you' ve just seen in ternms of how
t hese data were acquired should nake it obvious to everyone
t hat the agency has gone through a trenendous anount of
effort to keep this PMA alive. Those of us who are used to
heari ng the FDA bashed should renmenber this. On the other
hand, it should be noted that the sponsor has finally cone
up with sufficient information for us to judge the PMA, and
for that 1'mvery, very thankful.

The data which are avail abl e denonstrate that
t he performance of this device is conparable to that
reported for other silicone oils, one of which has been
approved, and in spite of a lack of optinmal follow up of
all cases, the literal nunber of eyes exam ned at 6 nonths

was |large, and this is a very definite strength of this

The data denonstrate no surprising findings.
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based upon the retinal reattachnent rates and the frequency
of conplications which are known to be associated with the
use of silicone oil.

We all would acknowl edge it's unfortunate that
a different producer of the raw material is now in place.
This is, as you know, a sign of the tines and certainly
related to the nmal practice situation, the silicone oi
breast situation in our country. | nevertheless think that
for the purposes of this panel we should go along with the
assunption that the preclinical equivalency wll be
di scussed between the sponsor and the agency. | think that
we as panel nenbers should, for the purposes of this
clinical discussion, assune that these devices are
consi dered equivalent on a preclinical basis, and if that's
the case, | believe that the two cohorts can be conbi ned,
as the sponsor has suggest ed.

|'ve nentioned to the agency and would like to
see in future applications the data stratified for cases in
whi ch surgery is successful. | don't think it's
particularly hel pful to know how many eyes have cl oudy
corneas if they're blind anyway. On the other hand, |
think it would be very helpful to all of us if we knew for
eyes that were reattached and doing relatively well, what
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| think the | abeling appears to be generally
appropri ate; however, under adverse reactions, | think sone
statenents should be nodified. In Anendnent 18 there's an
inplication that no conplications other than enulsification
are due to the oil. | think that's probably incorrect, and
yet this is not a big deal, and these things can be
nodi fied quite easily.

| do not believe a separate analysis for
pediatric patients is in order.

| do not believe the issue of oil renova
shoul d be studied further. | think that's a nightmare. |
di scussed this over a year ago with the previous oil which
was approved. The problemis that oil renoval is only
attenpted in eyes that | ook relatively good, and you j ust
don't even know where to start with any sort of data
anal ysi s.

M. Chairman, in conclusion, | would reconmend
that this PMA be considered for approval.

DR. STULTING Thank you

"Il ask Dr. Ruiz to add his comments.

DR RUZ. M. Chairman, |I'mjust going to read
ny witten report.

|'ve reviewed the materials sent to ne on

 ehard e _ - etion.
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silicone has been wdely used in ophthal mc surgery since
the 1960s. There has been an ongoi ng di scussi on and debate
over the advantage of various viscosities. In the past,
there were al so sone questions as to the purity of the
pr oduct .

The use of intraocular silicone has been
reserved for clinically desperate cases consisting of
proliferative vitreoretinopathy, failed retinal detachnent
surgery, giant retinal breaks with detachnent, and ot her
conplicated cases not anenable to conventional treatnent.
The ocul ar conplications of intraocular silicone are well
known, but these conplications are far exceeded by the
advantages in the use of this material in these clinically
desperate cases. Intraocular silicone is usually reserved
as a last line of defense in eyes which are otherw se
dooned to certain blindness.

I n eval uating R chard-Janes Silikon 1000, |'ve
focused ny attention on product purity, toxicity,
contam nation and potential contam nation, as well as any
unusual conplications which have not been previously noted
with the use 5000 centistoke silicone. |In addition, |'ve
noted the efficacy and success rate with this product
conpared to silicone 5000.
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appl i cant provi de reasonabl e assurance of safety and
efficacy of Richard-James Silikon 1000 silicone oil for use
as a prolonged retinal tanponade in selected cases of
conplicated retinal detachnents, and also for prinmary use
in retinal detachnments due to AIDS-related CW retinitis
and other viral infections. Further, the current data set
for the non-CW eyes provides, in ny opinion, sufficient
data to determ ne safety and efficacy for the NuSil-based
Silikon 1000 oil, and that additional followup data are
not needed.

Even though there is a | arge percentage of
pedi atric patients treated with Silikon 1000 oil, | do not
feel a separate analysis for these cases is warranted. The
ri sk/benefit ratio for this popul ation should not vary
sufficiently fromthose of the adult population, and in
view of the fact that there is no alternative effective
t herapy, | would feel that no specific |abeling or
additional data is needed. One nust consider that although
conplications of glaucoma, cataract, corneal clouding, and
hypotony are all significant, they are offset by the fact
that there is no alternative treatnent in these desperate
cases in which the eye will surely go blind without the use

of silicone.
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supplied and the analysis of that data, that R chard-Janes
Silikon 1000 shows a degree of safety, toxicity, and purity
equi valent to that of silicone 5000, that it appears to be
just as efficacious as silicone 5000, and that it is
unquestionably easier to mani pul ate and use than silicone
5000, making it a product which will benefit both patients
and ophthalmc retinal surgeons w thout introducing
addi tional risks or conplications.

DR. STULTING Thank you

Any other comments fromthe panel ?

DR RU Z:. Can | nmake a few additiona
coments? |'msort of perplexed by the use of the word
“clinically equivalent” in a product that should be easy
enough to analyze to be exactly the sane, whether it's from
one manufacturer or another. It seens to nme |ike we've
conplicated the issue here by making a big deal out of the
silicone comng fromtwo different sources, when really the
anal ysis of that silicone ought to be a truly scientific
thing that's easy to do vis-a-vis a clinical study, which
is very difficult to do.

|'d like to ask sonme of the clinicians a couple
of questions. The intraocular pressure data, was that with

or without treatnent at 6 nonths, at 12 nonths, at 24

nont he D
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DR FLYNN: Wth treatnent.

DR RUZ:. Wth treatment. So those
percentages are patients that are on therapy and still
exceed 30 mllimeters nmercury.

DR. STULTING For the record, Dr. Flynn, you
shoul d come up and sit at a m crophone and introduce
yourself so that the record will reflect who answered the
guestion and how it was answer ed.

DR. FLYNN: This is Dr. Harry Flynn fromthe
University of Mam School of Medicine. The answer to the
gquestion was that these eyes were on treatnent at the tinme
that these pressure determ nati ons were recorded.

DR RUZ So let ne ask a foll ow up question.
How many eyes were on treatnent that didn't exceed 30
mllimeters of nmercury? What percentage of eyes were

needed to be treated for any el evated pressure?

DR. FLYNN: |I'mnot sure | can answer that
guesti on.

DR RUZ Qite a few?

DR. FLYNN: | would say that it's probably a

relatively | ow nunber, because the nunber of eyes with
grossly elevated pressure was |ow, and by that | nean

greater than -- our endpoint was greater than or equal to
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in the National Eye Institute study and in our study,
hypot ony was a preoperative condition in, certainly, the
range of 25 or 40 percent, and then after surgery hypotony
was a nmuch greater problemthan el evated pressure. But |
cannot give you a nunber on exactly how nmany patients were
t aki ng gl aucoma nedi cati ons.

DR RU Z: Trex?

DR. TOPPING | would agree, but the data
points were collected as that nunber of patients who had
el evated pressure at that given examnation interval. |If
the patient had i ndeed had normal pressure up until, let's
say, the 6-nonth interval and was neasured as el evated at
that one point, it would appear as a blip as a positive for
el evated 1 OP, even though that patient may then be treated
wi th topical agents and normalized wthin the next several
weeks.

DR RUZ: | nmean, the way the data is
presented, | would alnost interpret it to say that this was
t he percent that were not controllable, because you're

tal ki ng about a | evel of 30 on nedication.

DR. FLYNN: | mght clarify for the conmttee
that this endpoint -- this, again, is Dr. Harry Flynn
speaking -- that this was a one-tine determnation. This
WaS—eRe—evet—Fecorded—auRg—the—postoperative—cotHSes
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That coul d have been at 1 week, it could have been at 6
months, or at a later tine. So it would require evaluation
of the subset of when that pressure el evation occurred. W
have that data, but nost of the pressure rise occurred at 1
week to 1 nonth after surgery, and then on long-term
foll owup the pressure was usually controlled or |ow

DR RUZ: | think the inportant fact that 1'd
like to have is how many of these patients required
gl aucoma managenent afterwards, not how nmany of them had
one spike to 30 sonetinme during their lifetine.

Let me ask another question. Wat were the
percent of scleral buckles that were done in conjunction
with the use of the silicone?

DR. AZEN: This is Dr. Azen speaking. W do
have that information, but | would need to |look for it.

DR. RUI Z: Can you shoot fromthe hip? | don't
need it precisely. Wile you re |ooking for that, let ne
just make a few other comments, M. Chairman, if | can.

You know, | heard Jim Saviola say that we're
going to place the burden of presenting the data on the
sponsors, and | think that's fine. But then do we have to
go over all the data again fromthe FDA? If we're going to
put the burden of the data on the sponsor, let's don't
Lictan +
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On the | abeling aspect, it seens to ne that we
need to make a distinction, as we do here in this product,
over this and, for instance, refractive surgery, in which
you' re tal king about a very different kind of a market.
The | abeling for |ay people or for general physicians |
think is one thing, and the | abel for maybe 1,000 reti nal
surgeons in the whole world that will be using this product
i s anot her thing.

The last thing I'd like to say is, I'd like to
t hank the sponsor for persisting in this to the benefit of
all of our patients, because | can't imagine that this is a
very profitabl e endeavor, nunber one, or a very profitable
pr oduct .

DR AZEN. Sir, |I've found the data related --

M5. THORNTON: Excuse ne. Could you identify
yoursel f, please, for the record?

DR. AZEN. This is Dr. Azen speaki ng again.
Dr. Ruiz, | have found in our eyes in the initial injection
that 25 percent also had a scleral buckle. Sonme of the
eyes had previous vitrectomes, and there was a revision of
t he buckl e.

DR. RU Z: The only reason | was interested in

that is that Dr. Topping said that it was a humane way to
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agree with that. The surgical procedure itself has a |ot

| ess norbidity and so on than a massive scleral buckling

oper ati on.

Thank you very nuch.

DR. STULTING Dr. Hi ggi nbot hanf

DR. H G3d NBOTHAM | have two questions. First
of all, I'd like to thank Dr. Topping and Dr. Flynn for

sharing their clinical experience with us, and it's to
these two esteened colleagues that I'd like to direct ny
first question.

As a gl auconm specialist, |I've seen a |ot of ny
own procedures gravitate frominpatient to outpatient, and
it's ny understanding that this 1000 centi stoke vehicle
coul d be used as an outpatient. Could you comrent on that,
and if you do agree that it could be used as an outpatient,
woul d you anticipate that the efficacy and safety issues
m ght change as a result?

DR. TOPPING |I'm Trex Topping. For the |ast,
| would say, 3 years, virtually every silicone oi
operative procedure | have carried out has been as an
anbul atory procedure, many of themin an anbul atory
surgical facility setting. W have | ooked at outcone
anal ysis, not specifically for silicone oil patients, but
£ Fetral—patients—n reral—+r—beth—the—hes
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operative setting versus the anbulatory setting and in an
anbul atory setting surgery center versus anbul atory surgery
in a hospital OR and have found no significant
di fferences.

| wouldn't anticipate any difference in any of
the paraneters of safety or efficacy that are nonitored
here. 1'd only coment that patients often find it easier
to work through anbul atory surgery.

DR. FLYNN: Dr. Flynn commenting on the sane
gquestion. In nore than 80 percent of our patients, we now
performvitreoretinal surgery as an outpatient procedure.
The factors that influence our decision to bring a patient
into the hospital would include coexisting nedical
di seases, inability to use their nedications because of
blindness in the fell ow eye, and general status of the
patient.

As far as the primary procedure, again, there
may be a coexisting scleral buckle and it nmay be a | onger
operation, which may al so i nfluence our decision. But in
terns of renoval of silicone oil, this is routinely an
out patient procedure in 100 percent of patients.

DR. H G3 NBOTHAM  Thank you

| had one other question. This question is
F +
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that you did not separate out those patients that had
hypot ony that m ght have contributed to the corneal
opacification. |Is that right? That there's probably sone
overl ap?

DR. AZEN. Right. That's true.

DR. H G3d NBOTHAM Do you have a sense in terns
of how many patients did not have hypotony but still had
corneal opacification?

DR. AZEN. Well, we do have a line listing of
all the conplications of the patients, and we coul d count
that for you. | don't have a sense for it on the spot.

DR. MACSAI: Dr. Azen, | was wondering if you
had separated out the patients that had corneal opacity by
t hose who are phakic, aphakic, or pseudophakic.

DR. AZEN. The analysis |I've presented presents
opacities only for the phakic eyes. So at any given tine
we count the denom nator as the nunber of eyes that are
phaki c, and then we | ook at opacities.

DR. MACSAI: So, then, your 42 percent at 24
nmonths followup is in phakic eyes?

DR. AZEN: Only in phakic eyes, yes.

DR. MACSAI: Thank you.

DR AZEN: Oh, I'msorry. | think there's
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clarify that.

DR TOPPING I'msorry. | think you're
di scussing cornea versus cataract opacities.

DR. MACSAl: Right.

DR. TOPPING But we do have stratification, |
woul d trust, of that data, but --

DR. AZEN. |I'msorry, | m sunderstood your
question. Wuld you rephrase it, please?

DR. MACSAI: Ckay. The question as previously
intended to be stated was, have you stratified the nunber
of patients with corneal opacity on the basis of their |ens
status being either phakic, aphakic, or pseudophakic?

DR. AZEN. W have not.

DR. FLYNN: This is Dr. Flynn commenting on
that. | would say the rate of corneal opacity in phakic
eyes wWith successful retinal reattachnent is
extraordinarily low Simlarly, in pseudophakic eyes, in
which there's no emulsification of the oil and the retina
is reattached, the incidence of corneal conplications is
equally low. However, in the setting of recurrent retinal
det achnment or hypotony or chronic glaucoma, corneal opacity
rates go way up, and these factors are intermngled. |
can't give you any data, but | would say that all of these
L it ool £ oo o
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DR, WLKINSON: | think, again, this just
points out the fact that the sponsor could do mankind a
great good deed if you could restratify these conplications
on a basis of anatom cal success or at |east nacul a
reattachnment in, obviously, phakic and pseudophaki c versus
aphaki c.

DR. AZEN. Right. W do have sone of those
anal yses, Dr. WIkinson. Wuld you |like us to show those?

DR. WLKINSON: Not for the purposes here. |
just think in ternms of particularly the labeling that this
in fact would be of interest to the 1,000 vitreoretinal
surgeons that Dr. Ruiz nentioned.

DR. MACSAI: Mrre inportantly, | think it may
be of interest to sone of the patients in whomthis wll be
used, because if they're aphakic preoperatively and the
i nci dence of corneal deconpensation is 90 percent, that
m ght be involved in surgical planning.

DR. STULTING Any other questions of the
sponsor? Dr. Ferris?

DR FERRIS: | guess this is nore of a comment
than a question, and Sandy Brucker is not here, but his --

DR. STULTING | hope you're not going to speak

for him
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DR. FERRIS: | would never consider speaking
for Sandy Brucker. However, | know he and | share a point
of viewwth regard to this -- | guess you could call it a

study, and the point of viewis that this could have been
done at nuch | ess cost, | suspect, because |'msure there
was a huge cost going back and gathering all of that data
that were gathered retrospectively, that it would have been
done nuch better if there had been sone sort of appropriate
study design fromthe beginning.

There's this big pile of stuff, boxes that cone
to me to look at. | don't know what the study design was.
It looks to ne |ike the study design was, "W'd |like to get
an idea of whether this stuff works," and that's the
hypothesis. It seens to ne that in this day and age we
could easily go beyond that. There was a silicone oi
study. You could have done, "W want to know if this | ower
viscosity oil had conparable results to the higher
viscosity oil. Here are the endpoints that were studied in
the silicone oil trial, and we're going to study those sane
endpoi nts. "

For exanple, | don't know exactly what the
definition of "cataract" is.  auconma was discussed here,

pressure greater than 30, uncontrolled before attenpts at
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not. Corneal opacities. Wat was the definition of a
corneal opacity?

Havi ng been in this business for a long tine, |
know these things aren't easy, but at least if |I knewthis
is what the clinicians had -- | suspect the clinicians
didn't have anything. They had little boxes that they
checked yes or no, when they checked themat all.

There's one final comment, and that's with
regard to what appears to be a common practice in these
studies, and that is that there's sone final follow up
time, like 2 years. | don't know what the final follow up
time in this study was. However, | know that there are
patients that should have been available for followup for
4 or 5 years.

It seens to nme that once a study stops, that at
| east attenpts should be made to continue to foll ow
patients for as long as the process goes until it's
approved. | don't think that's too big of a burden.

You're follow ng the patients anyway, and with regard to
the variables that | tal ked about, such as cataract,

gl aucoma, corneal opacity, | think it would be of not just
passing interest to know what the 3- and 4-year rates are,

to the extent that they exist. Ganted the sanple size
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So | suppose that the comment eventual |y cones
down to ny strong reconmendation that a good study design
be devel oped at the beginning, and | don't know whet her the
agency can be nore proactive in assuring that there is a
study design, that outcone variabl es are defined, that
there is sone sort of conparison group or at |east sone
nunber that is being shot at.

|"m finished, and | hope Sandy woul dn't
di sagree too nuch.

DR RU Z. Rick, let me ask you a question. |
t hi nk one of the problens is that you try to go back and
pick up all the data. As retinal surgeons, we've all been
there where you're just desperate to do anything you can
do, and ny question, Rick, is, this would have taken really
not a very large sanple. You probably could have done it
with 100 or 200 patients with a laid-out plan, as he's
saying. So you've got 1,000 patients, and you don't have
any answers, and you say, "W want to get sone answers;
therefore, for the next 250 of them we're going to do it
this way," and then you have a really good study, and you
get the answer.

DR. FERRIS: | suspect Stan Azen woul d agree

with me that the only way to deal with | osses to follow up
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to what happened to those that were lost to foll owup, and
you can do sone anal yses that | ook at baseline
characteristics and say they were general ly conparabl e.

But ongoing quality control as part of the
study is the critical feature, and if a doctor can't get in
a data format the appropriate study visit, | don't think
he should be allowed to use the drug or device the next
time. And that's the way the conpany can -- the conpany
says they can't control these doctors. WlIl, to a certain
degree that's true, but they can control who gets the
stuff.

DR. STULTING Procedurally, we should ask all
of our questions of the sponsor, and then allow the sponsor
to return to the audience, so let ne ask one nore tine, are
t here any additional questions of the sponsor at this tinme?

Go ahead, Dr. Soni .

DR. SONI: | would like to address the loss to
followup even in the NuSi| part of the study, the 17
percent loss. |Is that a normal |oss with these sort of
patients, or is it an unusual |oss? Can you conment on
t hat ?

DR. AZEN. This is Dr. Stan Azen speaking. Was

the 17 percent associated wth the non-CW eyes at 6
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DR FERRIS: That's the non-nortality rate.

One of themwas 17 percent, and one of them was higher than
17 percent.

DR. SONI: One is higher, yes.

DR FERRIS: W'd all agree that if the patient
dies, it's not aloss to followup in that sense, but --

DR FLYNN:. May |? This is Dr. Flynn from
Mam. | wanted to coment, since |'ve worked with Dr.
Ferris on at |east three coronary-constricting NEl studies
during ny career.

| just wanted to say that we did have a
protocol for this study, and it did designate intervals for
followup, and Dr. Ferris is entirely correct that it was a
check mark for corneal edema opacities; it was a pressure
determ nation, which could have been determ ned by a
tonopin or an aplanator, and it wasn't designated in the
protocol how the pressure was neasured; and we did have a
criteria for a set nunber of follow ups, which was extended
to 2 years, as approved by our individual |RBs.

Now, obviously, all of us in our clinical
practices have patients we've followed for 5 years, and we
continue to follow the patients, but according to the study
design, 2 years was the approval tinme that this study
A PR 4
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to allow 72-nonth foll owup on patients, so that, as |
mentioned in nmy presentation, wll be reported in terns of
1000 centistoke oil for conplex PVR detachnents.

As Dr. Ferris pointed out, we did have
deficiencies in these studi es, because on an annual basis
we as physicians need to be rem nded when our followup is
not conplete, and we need to be rem nded where our
deficiencies are and what we need to do, and that was not
al ways done in this study. As a result, we had to gain
many of these endpoints at tines that were not absolutely
consistent wth the protocol.

But since May of 1996 at Bascom Pal ner we have
hired a full-tinme coordinator to work on this study, and we
have conpl eted the available foll owup on about 80 percent
of the patients. Now, sone of the patients do not yet have
a 2-year followup, so we are continuing to foll ow those
patients.

So that concludes ny coments regarding our
mut ual concern with Dr. Ferris.

DR. STULTING Any other questions?

(No response.)

DR. STULTING Okay. Thank you very nuch. You

may return to your seats in the audience.
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anong panel nenbers of the PMA

(No response.)

DR. STULTING Seeing no comments, |'ll take
just a nonent to try to sunmarize what | heard as the
responses to the FDA's questions for panel discussion that
are found in the panel's agenda. What |1'd like to do is
summari ze what | believe to be the consensus, and then
after I'mfinished we can di scuss whet her there are any
corrections or msinterpretations on ny part.

The first would be that the data analysis is
sufficient to allow for a determ nation of safety and
efficacy, subject to the comments about the quality of the
study and the application that have been di scussed at
| engt h.

Second is that the clinical data that we have
recei ved and any other that m ght be obtained should not be
the primary determ nant of equival ency of the product from
the two suppliers, and that instead this should be based on
a determ nation of chem cal equival ence conducted by the
agency.

Third is that the | abeling is adequate, and
that it particularly should reflect the indications for use

by experienced retinal surgeons for specific indications in
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Fourth, that a separate analysis for pediatric
cases is not warranted, and, fifth, that the issue of oi
renmoval is adequately addressed, and that no additi onal
study i s necessary.

There were several comments during the
di scussi on about subgroup anal yses and addressing certain
guestions, such as the nunber of patients that required
| ong-term gl aucoma treatnent and the incidence of corneal
opacities in phakic and pseudophakic eyes. It's ny
understanding fromthe discussion that these were nerely
recomendati ons for the sponsor and for the group's
consultants to publish this information for the useful ness
of the ophthal mc community, but that this information
woul d not be necessary for a decision about safety and
ef ficacy.

s what | have just stated correct? Are there
comments or corrections?

(No response.)

DR. STULTING Okay. Hearing no comments at
this point, 1'll now ask the FDA if there are any questions
that we have not addressed or any information that you
woul d i ke to have brought out in the discussion or
comments fromthe panel
|
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addi tional questions for you to discuss. Based on your
coments, it's ny understanding that the | abeling -- these
addi tional subgroup analyses will not be sonething that you
recommend being included in final product |abeling. You
stated that you would recommend that they be published in
the literature. Could you clarify that, please?

DR. STULTING That was ny understanding from
the panel, but | would imagine that if the data were
avai |l abl e, that physicians would like to see it in the
| abeling. That would be an efficient way of getting it
into the hands of the end users.

DR. FERRIS: They better put it in the
| abel i ng, because this may not be publi shable.

DR. MACSAI: | would say that | would want the

cornea information in the |labeling, assumng it's

avai |l abl e.

DR. STULTING Ckay.

DR. WLKINSON:. And the adverse reactions |ist
shoul d be altered. 1t's not accurate as witten.

DR. STULTING Ckay. So those are sone things
that we can also include as --
DR. SAVIOLA: So that goes back to ny earlier

comments about the need for the additional foll owup so

| L he L abel WY
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information in the package | abeling. That sort of cones
full circle.

DR. STULTING So we probably shoul d nmake that
a provision in the recomendati on.

DR. SAVIOLA: Right.

DR. FERRIS: Well, one other comrent about the
| abeling. Should there be sonething in the | abel about
allergic response to silicone? | nean, that was the one
really bad outcone, and it may be there, but | didn't see
it if it's there.

DR. SAVI OLA: (kay.

PARTI CI PANT: That will be incl uded.

PARTI CI PANT: |Is there sonething in there? |
didn't see it.

DR RU Z: If that was really an allergic
response. It didn't sound like it to ne.

DR FERRIS: | don't know how to deal with it,
because it was presented that way, and | was surprised.

DR RUZ Yes. It did not, just reading it,

sound like a true allergic response. On the basis of one

case, | sure wouldn't put it in the |abeling.

DR FERRIS: [I'mnot so sure about that. |If
there is an idiopathic response to silicone -- if a patient
has—hat—sere—sort—e—bad—+esperse—to—Ss+H+eere—at—teast—
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woul d think that you would need to take that into
consideration. | would want to make sure that the patient
-- if they cane to ne and said they had sone response to a
buckl e or their breast inplant, for that matter, it would
seemto ne that it would be inportant to tell the patient
there was one patient that had a negative response.
Qobviously, the patient's options are difficult, but | think
it's fair warning.

If it's not in the |abel, howw Il the
physi ci an even know?

DR. RUI Z: Reading that, it sounded |like an
i nfl ammat ory response, not an allergic response.

DR. SAVIOLA: So currently there's a warning
concerning silicone intraocular |enses, and there's sone
di scussi on regardi ng your recommendati on for including the
potential for silicone allergy.

DR. STULTING Well, would it be appropriate to
have sone standard verbi age that says you shouldn't use
this device in soneone who has a history of allergic
reaction to silicone in the past? That sort of makes sense
to ne. |If they haven't ever had an allergic reaction,
you're not going to know if they're allergic anyway.

DR. SAVI OLA:  Ckay.
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time for a notion.

DR RU Z: | nove approval.

DR. STULTING W have a notion on the floor
fromDr. Ruiz. Do you want to nodify that with any
ver bi age about the | abeling?

DR. RU Z: Wy don't you state that for ne, M.
Chai r man.

(Laughter.)

DR. STULTING Dr. WIKkinson has a conment.

DR. WLKINSON: 1'm going to propose a couple
of amendnents to the reconmmendation that this be approved.

DR. STULTING Just a mnute. W've had a
notion for approval. First, we need a second for that.

DR. W LKI NSON: Second.

DR. STULTING COkay. Now it's open for
di scussion, and now, if you would |like, you can offer an
amendnent .

DR WLKINSON:. M. Chairman, Dr. Ruiz, | would
suggest adding a couple of caveats: first of all, that the
new device is proven biochem cally equival ent on the basis
of preclinical studies, which will not get into any sort of
clinical data; secondly, the |abeling should reflect the

i nci dence of accepted classical conplications of silicone
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function of anterior segnent status and posterior segnment
success.

DR. STULTING Ckay. W now have an anendnent
that has been offered. Do we have a second for the
amendnent ?

DR. MACSAI: Second.

DR. STULTING It's been noved and seconded
that the original notion be anended as stated so that the
recommendation i s contingent on proven biochem cal
equi val ence of the two products fromthe two suppliers and
| abel ing that includes the incidence of certain
conplications, with stratification. Any discussion?

(No response.)

DR. STULTING Ckay. Those in favor of the

amendnment - -

DR. McCLELLAND: Excuse ne, M. Chair. Froma
consuner standpoint, | would certainly support that
amendnent. | think it's inportant to have that

i nformati on, whether it be in labeling or, as with the
earlier discussion this norning -- and we'll be tal king
about that | ater, apparently -- regarding devices with
ri sk, whether that is part of the informed consent.

It seens to nme that that's an inportant issue,
—Aei-dept—and—th
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conpletely known, that a potential patient determ ning
whet her or not they wish to go forward with this procedure
shoul d have that information. So | would just strongly
support the action in regard to that anmendnent.

DR. STULTING Ckay. O her comments?

(No response.)

DR. STULTING Those in favor of the anendnent
as stated, please raise your hands.

W need to nake sure that everybody who's
voting knows they're voting. Voting nenbers on this PVA
include Dr. Bullinore, Dr. Hi ggi nbotham Dr. Macsai, Dr.
McCulley, Dr. Ruiz, Dr. Soni, and Dr. WIkinson. So those
of you who are on that |list need to be voting, and the
ot her panel nenbers who are not on that |ist are here for
di scussion only today.

So those that are capable of voting, please
rai se your hand if you're in favor of the anendnent.

(Show of hands.)

DR. STULTING Those opposed?

(Show of hands.)

DR. STULTING Ckay, the anendnent passes.

Now, is there any further discussion on the

main notion? The notion is to recommend approval of the

it . . ——
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(No response.)

DR. STULTING | see no further discussion.
Then, we'll nove to a vote on the main notion. Those in
favor, please signify by raising your hands.

(Show of hands.)

DR. STULTING That's seven in favor, and there
are seven peopl e supposed to be voting. So the notion
carries unani nously.

We are now supposed to poll the panel nenbers
so that each person who votes has an opportunity to say why
they voted for or against the notion. |s that correct?

We're being rem nded that we need to read the
voting options, which we didn't before, so why don't you
read them so that we know t hem

PARTI Cl PANT: Thank you, M. Chair.

M5. THORNTON: Thank you, Doyl e.

DR. STULTING Can we rearrange the transcript
at a later tinme?

(Laughter.)

M5. THORNTON: |'mgoing to read the voting
options at this time for clarification. Your recommended
options for the vote are as follows:

Approvabl e, meaning there are no conditions
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recomendati on, an approvable letter will be sent to the
appl i cant.

Approvable with conditions. You may reconmend
that the PMA be found approvabl e subject to specified
conditions, such as a resolution of clearly identified
deficiencies which have been cited by you or by FDA staff.
Prior to voting, all the conditions are discussed by the
panel and listed by the chair. |If the FDA agrees with the
panel recomrendation for approvable with conditions, an
approvabl e-with-conditions letter will be sent.

| f the panel were to have reconmmended not
approvabl e, that woul d have neant that the data do not
provi de reasonabl e assurance that the device is safe under
the conditions of use prescribed, recommended, or suggested
in the proposed | abeling; or reasonabl e assurance has not
been given that the device is effective under the
conditions of use prescribed, recomended, or suggested in
the | abeling; or based on a fair evaluation of all the
material facts in the discussion, the panel believed the
proposed | abeling to be fal se or m sl eading.

| f the panel were to have voted on a not
approvabl e recommendati on, the agency, if they agree with
t he panel's recommendati on, would send a not approvabl e
LAt s
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t hat case, the anmended application, after the sponsor had
an opportunity to anmend the PMA, woul d then be revi ened
again by the panel at a future neeting date.

Thank you.

DR. STULTING Let ne make sure that no one
woul d |'i ke to change his or her votes on the basis of what
you have just heard. |f anyone does, please speak up.

(No response.)

DR. STULTING | hope that repairs the
transcri pt adequately for the transcript police.

|s there any further business for the norning
sessi on?

DR. ROSENTHAL: M. Chairman, could | just get
you to clarify that it is approvable with the conditions in
t he anmendnent ?

DR. STULTING  Ckay.

DR. ROSENTHAL: | don't want there to be any
m sunder st andi ng of what went on.

DR. STULTING The panel has just voted to
recommend approval of P950008 for silicone oil, with two
conditions. One is that there be proven biochem cal
equi val ents of the products that are manufactured, using

raw materials fromtwo separate suppliers; and, to be
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anal ysis, not additional clinical studies.

The second condition is that the |abeling
reflect the incidence of conplications that are seen with
this material, as with other silicone oils, and that there
be stratification, as discussed during a panel neeting.

Now, we still have to poll people so that you
can say why it is you voted for this. Is that okay, Dr.

Al pert, that we don't do that?

DR. ALPERT: | believe what you can do is go
around. |If anyone has a comment to nmake about their
voting, they can do that. But it is an opportunity that we
like to provide to every panel nenber.

DR. STULTING Ckay, then, if you' re happy with
t he proceedings and the statenents so far, you don't have
to say anything. |If you do, then you can say it now.

We'l|l start on the right, Dr. Bullinore.

3

BULLI MORE: No comment.
McCULLEY: No comment.

H GE NBOTHAM  No comment .
W LKI NSON:  No conment .
RU Z: No conment.

MACSAI:  No comment .

SONI: | wish Sandy was here. No comment.
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DR. STULTING He was clearly here in spirit,
because Dr. Ferris helped us with that. So as | understand
it, we have received six-and-a-half no comments, and then
one about one of our previous panel nenbers. But

basically, there's no substantial conmments so far.

Dr. Macsai ?

DR. MACSAI: Well, in Dr. Brucker's absence, |
have to say this. | just want to say that, since this is a
drug -- excuse ne -- a device that has obviously got a

desire to have expedited approval for conpassionate use in
Al DS patients, the sponsors of this and any ot her device of
this sort wi shing expedited approval should bear in mnd
that with much fewer nunbers, and in nore conplete data
collection and data foll ow up, the process could be
expedi ted consi derably.

DR. STULTING Dr. Al pert?

DR, ALPERT: This is Dr. Susan Alpert. |'mthe
Director of the Ofice of Device Eval uation.

| want to thank the panel for making their
comments about clinical trial design. W at the agency
share your concern that trials be the appropriate size for
the questions to be addressed in that clinical trial.
We're working hard, both internally and with the industry,
£
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assure that all of us understand the criteria upon which
clinical trials for nedical devices need to be designed.

| woul d make one comment to a comment Dr.
Ferris, | believe, made during the discussion. That is
that one should continue to follow patients until approval.
| would raise the concern in the follow ng way. Were you
have patients who are going to be exposed for either a
per manent inplant, or where a product of this sort may be
instilled in eyes over the lifetinme of the patient, | think
it is appropriate to determ ne at the beginning of a trial
that you want to follow either all of the patients or a
subset of patients over a |longer duration.

However, it is very difficult in nost clinical
trials to say the trial ends at two years, and then
everybody ought to be followed [onger. W need to be very
clear, again for the burden of proof for the issues that
need to be addressed, that we identify those products where
we need |l ong-termfoll owup when we begin, recognizing that
patients and investigators commt for the termof the
trial. If we believe going into a trial that it needs
| onger-term foll owup, that we can nake a determ nation
about safety and effectiveness wth an interimtinmeframe

but would like to have |onger-term annual follow up, or
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think we need to decide that early.

It's very difficult, and indeed very
burdensonme, both for patients and conpanies, to have that
deci sion made |later in the process. So I think, in
response to your concern, that if that is in fact an issue
up front, then we need to design the trials to have that
type of followup in them But not every product needs
that type of trial. | just wanted to nmake sure that that
comrent got in the record.

There are devices where that is an appropriate
type of followup. There are other situations in which
that kind of annual followup is not necessary. W need to
hel p, and you need to help us nmake those decisions. But we
do wel cone the comments of the panel on trial design and
hope to in fact get the panel nore involved in IDE trial
desi gn as we nove forward.

Thank you.

DR. STULTING Thank you

Dr. Ferris?

DR FERRIS: | don't want to respond to that
because | think we share the sanme point of view

| did have a question, though, regarding the

chem cal conposition of this product and whether it wll be
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not 100 percent this oil. Maybe it is, but maybe it's
99.4, or whatever. WIIl it be a problemfor the agency if
the other .06, or a small percentage, isn't identical
between the two? |Is that going to create a problenf

DR. STULTING | don't know how to deal with
that. Qur decision so far was to rely on chem cal
equi valents. The only issue for us is, do we want a
clinical study, or do we not want a clinical study?

Are there comments fromthe agency?

DR. ALPERT: Yes. | would like to conment on
that as well. | think there's a great deal of difference
bet ween chem cal equival ence, or reasonabl e conparability,
and identity. Wen it cones to products that are sourced
like silicone, where there is a famly of sizes of naterial
in the source itself, it is inpossible to have identity, if
you will. That's true of nbst materials.

So we try to determ ne what the definition of
the material is that supported the studies and nake sure
that the new source -- and this goes across the board,
whether it's silicone or it's a type of netal or plastic,
what ever the issue is, and have no new questions, no
i ssues, no new content, no new materials in the source

material that raise concerns about safety and
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When it conmes to sonething of the sort of these
types of oils where the short-chain nol ecul es have been of
concern to the scientific comunity in terns of their
safety, sonetines we can't answer the question with a
chem cal identity and have in fact turned to a snal
clinical trial as confirmation that there is no high-Ievel
risk introduced by the differences in the source material .
That's a very inportant question here. |It's how you define
what conparability is. W wll [ook very carefully at your
recommendati ons and very carefully at how one can define
these types of products to assure that, as sources change,
whi ch they do, that we don't |ose the safety and
ef fectiveness of the product.

DR. STULTING Are you saying that the FDA is
reasonably confortable that they can performthat type of
anal ysis on the silicone oils and that they don't think
there's a need for additional clinical data?

DR. ALPERT: As | said, one of our questions to
t he panel was whether the panel had any additi onal
concerns. W feel that there are tines when clinical is
what you need to answer the question, when you cannot
answer the question either chemcally or in animal studies.

It happens very rarely, but it does happen.

——————————————————Oodr—gHesten—teo—you—was—whether—there—were—ahy——
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concerns on the part of the experts here at the table about
silicone oils based on what you were told this norning
about these oils, whether you had any additional concerns
that were com ng forward, and whether you felt that, as we
| ook at new sources -- and again, this is not just for this
product, but we have, as was pointed out, other products.
When sour ces change, whether clinical confirnmation,
clinical studies are always necessary, or whether it is at
the discretion of the agency, depending on the chem cal
conparability and the information, the pre-clinical
informati on that we have on those oils.

DR. STULTING Comments on that?

DR RUZ |I'mnot in a position to answer that
question. | nean, if you tell nme that, as far as possible,
these two things are equivalent, wthin physical
capabilities they're equivalent, then | don't think we need
to do clinical studies. If on the other hand you say as
far as we can tell they're equivalent, but we're only this
good at it, then | think you have to double-check it with a
clinical study.

DR. ALPERT: That is exactly where | think I
was hearing you this norning. Thank you very mnuch.

DR STULTI NG I think it would be correct to

—state—that—the—paret—ArerBerSs—are—thaware—of—aRy—khRew———————
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conplications that occur because of typical contam nants in
this type of product. But none of us, as far as | know,
are chem sts that are well-enough educated to really give
you good information on that. So | think the consensus is
that there's no clinical data to raise concern. But we
woul d be relying on chem cal analysis to understand that
these are equivalent in the reasonable sense of the word.

| saw sone hands. Are there other comments?

DR. WLKINSON:. Well, one thing we nentioned,
t he wordi ng was bi ochem cal ly equi val ent, not identical.
Secondly, there are not a substantial but certainly a
significant nunber of eyes that have had the new device.
There appear to be no red flags. W' ve been through this

with intraocul ar | enses before. There nust be sone broad

gui delines that the agency uses. |If it looks like it's the
sanme stuff, | don't think we should nake a trenmendously big
deal of it.

These eyes are sick eyes to begin with, for the
nost part. This material is not tolerated perfectly by an
eye. It's very, very difficult to study these eyes. |
think that there is sufficient data that do not raise
concern, that unless there is sone glaring | ack of

equi val ency, that we should let it be.
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di scussion. Is the low incidence of enulsification that we
W tnessed in sone of these patients arranged from1l to 3
percent in any way possibly due to a quality issue? It
wasn't stratified between the two suppliers?

DR. RU Z: Now, Wody, why are you waiting
until now to bring that up?

DR. VAN METER. Because | don't use the
silicone oil.

DR. RU Z: Does anybody know why you get
enmul sification?

DR. STULTING Now, wait a mnute. W have to
get sonme order here. W' ve had the floor open for
di scussion and there were nultiple chances to add conments
and continue discussion, and we have voted. | think we
shoul d nove on, unless there are serious concerns about the
opi nions that we've rendered thus far.

Are there any of those serious concerns?

(No response.)

DR, STULTING Ckay. Any other comments from
the agency? Dr. Al pert, are you reasonably happy w th what
we' ve done?

| s anybody el se in the agency unhappy w th what

we' ve done?
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w th what we've done?

Ckay. Then | will turn the floor over to M.
Thornton for sonme closing comments before we end the
nor ni ng sessi on.

DR. THORNTON: Since this is the end of the
open session for today, | would like to nake a few short
announcenents. For the remainder of the 1997 panel neeting
season, we have tentatively schedul ed neetings for March
27th and 28th, July 10th and 11th, Cctober 20th and 21st.

Pl ease stay tuned to your Wb site, your hotline, or you

can call me.

The dates that are on the FDA Wb site are
accessible at http:\\ww. fda.gov. Changes or cancellations
of those dates w il appear, as well as draft agendas of the
pl anned neetings. Information on planned neetings can al so
be obtained fromthe panel hotline nunber, which is
1- 800- 741-8138. The Ophthal m ¢ Panel code, when pronpted
by the recording, is 12396.

| would |ike to again thank the panel, and
particularly the primary reviewers, and to thank our FDA
staff who have worked so hard on this presentation this

norning. | would like the panel to | eave on the table
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afternoon on your chairs. Anything left on the table wll

be destroyed.

(Laughter.)

DR. THORNTON: | believe Dr. Stulting is going

to close the open session now and give us our tinme for
reassenbling for the closed session this afternoon.

DR. STULTING The norning session is
adj ourned, and the afternoon session wll begin at 2:00

p.m pronptly, please.

(Whereupon, at 1:00 p.m, the open session was

adj our ned.)
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