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PROCEEDI NGS (9:00 a.m)

Agenda Item: Call to Order

DR, STULTING | would like to wel cone you to the
89th neeting of the Ophthal m c Devices Panel. The first
agenda itemis introductory remarks by Sara Thornton,
Executive Secretary.

Agenda Item: Introductory Remarks

DR. THORNTON:. Good norni ng and wel cone to all
attendees. Before we do proceed with today's agenda, | have
a few short announcenments to make, beginning with the break
issue. There will be coffee and break things available in
the restaurant down there where you have probably all had
br eakfast already. Any nessages for Panel nenbers and FDA
participants, information or special needs should be
directed to Ms. Ann Marie Wllians or Qoria Wlianms. They
will either be standing here in the roomor just outside at
t he tabl e.

W would like all the neeting participants today,
sponsors, FDA, and Panel, to speak into the m crophone so
that the transcriber will have an accurate recordi ng of the
conment s.

Now, | would like to extend a special welconme and

introduce to the public the Panel and FDA staff, Dr. Jose
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Pul i do, who recently joined the Ophthal m c Devices Advisory
Conmttee as a consultant. Dr. Pulido is Associate
Prof essor of Ophthal nol ogy at the Medical Coll ege of
Wsconsin in M| waukee. He specializes in the clinical
managenent of retinal diseases, and associated infectious
and i nflammatory processes. Wl cone to our Panel, Dr.
Pulido. To continue, will the renmaining Panel nenbers
pl ease introduce thensel ves, beginning with Dr. Gordon.

DR. GORDON: Good norning. Judy Gordon, Chiron
Vision and the industry representative to this Panel.

M5. McCLELLAND: El eanor Mcdell and, University of
| owa Col | ege of Nursing, Associate Professor, Consumner
Menber to the Panel.

M5. BANDEEN- ROCHE: Karen Bandeen- Roche, Johns
Hopki ns University, Departnent of Biostatistics, Consultant
to the Panel.

DR. MACSAI: Marian Macsai, Professor of
Opht hal nol ogy, West Virginia University.

DR. RU Z: Richard Ruiz, Chairman and Professor of
Opht hal nol ogy, University of Texas, Houston.

DR. STULTING Doyle Stulting, Professor of
Opht hal nol ogy, Enory University.

DR. MANNI S: Mar k Manni' s, Professor of



Opht hal nol ogy, University of California, Davis.

DR. SUGAR: Joel Sugar, Professor of
Opht hal nol ogy, University of Illinois, Chicago.

MR, BULLIMORE: Mark Bullinore, the Ohio State
University Col |l ege of Optonetry.

M5. SONI: Sarita Soni, Professor of Optonetry and
Vi sual Sciences, Indiana University.

DR. H G3 NBOTHAM  Eve Hi ggi nbot ham Professor and
Chair, Department of Ophthal nol ogy, University of Maryl and.

DR. McCULLEY: Jim MCulley, Professor and
Chai rman, Departnent of Qphthal nol ogy, University of Texas,
Sout hwest ern Medi cal School in Dallas.

DR. BELIN: M chael Belin, Professor of
Opht hal nol ogy, Al bany Medi cal Coll ege.

DR. VAN METER  Whodford Van Meter, private
practice in corneal and external disease in Lexington,
Kent ucky.

DR. ROSENTHAL: Ral ph Rosenthal, Director,
Di vision of Ophthal mc Devices, FDA

DR. THORNTON: Thank you and wel cone to you all.
The voting nenber terns of Dr. R chard Ruiz, Sarita Soni,
and that of our Chair, Dr. Doyle Stulting, wll be conpleted

at the end of this nonth and we wish to take this



opportunity publicly to thank themfor their participation
at the nmeetings, in addition to many hours of review tine
t hey have contributed in preparation for our Panel
di scussions. Their commtnent to bringing the best thinking
to our deliberations will be m ssed, however, we are happy
to report that they will remain on as consultants to the
Panel .

The end of October also brings to a close the
terms of the consuner rep, Dr. Eleanor McCelland and
i ndustry representative, Dr. Judy Gordon. W have al
benefitted fromtheir thoughtful contributions to the Panel
di scussi ons and have appreciated their willingness to
participate fully in the process. W want you all to know
that we applaud your effort. Thank you very nuch.

Now | think Dr. Stulting will open the public
hearing portion of the neeting.

Agenda Item: Open Public Hearing

DR. STULTING Thank you. This is the portion
that is open for public statenents. Are there any in the
audi ence who wi sh to nmake a presentation before the Panel
this morning? It looks like this will be a quiet norning.
W w il nove on to division updates. Dr. Rosent hal

Agenda Item: Division Updates
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DR. ROSENTHAL: | do not have anything specific to
say, M. Chairman, but | would like to introduce nmy branch
chiefs who wll update you appropriately. The first is Dr.
Savi ol a.

Agenda Item: Branch Updates

DR. SAVI OLA: Good norning, everyone. The first
iteml!l would |like to update everybody about is PVA
approvals. | have two approvals to announce this norning.
Ri chard Janmes P950008 for Silikon 1000, which was reviewed
by the Panel on January 13, 1997, was approved on Septenber
25.

It is indicated for use as a prol onged retinal
t anponade in sel ected cases of conplicated retina
detachnments where other interventions are not appropriate
for patient managenent. Conplicated retinal detachnments or
recurrent retinal detachnments occur nost conmonly in eyes
with proliferative vitreoretinopathy, proliferative diabetic
retinopathy, Cytonegal ovirus, giant tears, and foll ow ng
perforating injuries. Silikon 1000 is also indicated for
primary use in detachnments due to AIDS-related CW and ot her
retinal infections affecting the retina.

A second PMA for Vitrophage, P910068, the device

known as Vitreon perfluorocarbon Iiquid, which was revi ewed



by the Panel back on October 19, 1995, was approved on
Septenber 30 of this year.

It is indicated for use as an intraoperative
surgical aid during vitreoretinal surgery in patients with
primary and recurrent conplicated retinal detachnents.
Conpl i cated cases include, again, giant retinal tear or
retinal dialysis, PVR PDR tractional retinal detachnments
and blunt or penetrating ocul ar trauna.

This PMA was approved for a single batch of
product since the conpany will be changing the raw materi al
supplier. In order to market other batches, the new raw
material supplier will need to be identified and FDA w ||
have to approve a PMA suppl enent to support that change.

| would Iike to acknow edge the hard work of the
review team nenbers who worked diligently with these two
sponsors in order to bring these projects to conpletion. As
you can tell fromthe tine franes between Panel review and
ultimate approval of the PMAs, there remai ned a nunber of
pre-clinical issues which needed to be resolved. A special
t hank you needs to go to the team | eaders, Ms. Deborah
Falls, and Ms. Eleanor Felton, as well as to the chem stry
reviewer, Ms. Mng Shih, for their efforts, as well as to

our branch secretary, M. Adrienne Burns for her clerical



support on these projects.

The second item | would like to update everyone is
regarding the use of the term All-in-One with nultipurpose
contact |lens solutions. A nunber of contact |ens
mul ti pur pose sol ution manufacturers have submtted trade
conpl ai nts about a single conpetitor's nultipurpose solution
whi ch has at |east four private |abel distributors using the
termAll-in-One on the product | abel.

| would Iike to extend our thanks for bringing
this matter to our attention. The firmin question received
its PMA marketing clearance prior to reclassification of
| ens care products. The All-in-One statenent was not on the
product |abeling at that tinme. They added it after they
mar keted the device. | want to take this opportunity to
assure those interested parties that the Center's Ofice of
Conpliance is addressing this situation.

| also want to reiterate that our policy on this
topi c has not changed. Qur viewis stated in the May 1,
1997 Cui dance for Contact Lens care products. W take issue
with firms who use the termAll-1n-One on their product
| abel, and we plan to do so in the future.

The third itemfor update is regardi ng standards

review in the 510(k) review process. During the summrer, our
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branch was one of six pilot branches in the Ofice of Device
Eval uation involved in a project to utilize existing
standards in review of Class Il nedical devices. These
woul d i nclude standards by the American National Standards
Institute, the International Standards Organi zation, as well
as standards devel oped by other groups such as USP

Qur task involved assessing the recently issued
May 1 Contact Lens care products guidance to identify
st andards which could be used to address testing nethodol ogy
or performance criteria. W also consider the guidance to
be a type of standard in terns of certain tests as well.

The idea is that ODE i s devel opi ng a program where
an applicant would have the option to include a declaration
of conformance to a particular standard in their 510(k)
subm ssion, rather than provide ODE wth the actual
information covered by the standard. This would translate
into reduced review tine for staff since they woul d not
invest tine in reviewng information covered by the
standard. A declaration of conformance format is currently
bei ng devel oped by the office.

The pilot has since expanded to include all of
CDE. Each branch will be conducting a series of device

reviews to identify applicable standards. In terns of



outcones, we anticipate that an addendumto the care
products guidance will be issued to identify which standards
are applicable. As our group continues work on this
project, the next device for standards assessnent will be
daily wear contact | enses.

The last item]|l want to make a few statenents
about is orthokeratol ogy, also known as Otho-K. | would
like to take this opportunity to state our working
regul atory policy on this alternative refractive correction
method. | would like to stress that | amnot issuing
gui dance at this tine, only updating the public and the
Panel as to where we are on the issue.

As a definition, Othokeratology is the progranmed
application of contact |enses to reduce or elimnate
refractive error, primarily nyopia. This is a acconplished
by mechanically reshaping the corneal curvature to alter the
refractive state of the eye.

The ol der technique was to fit the lens flat
agai nst the cornea, progressively fitting flatter |enses.
Newer techni ques use reverse geonetry | ens configurations
desi gned with peripheral curvature nade to be steeper than
the flat central zone of the lens. This configuration

applies pressure to the md-peripheral cornea as well as to
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the center.

The literature does contain information regarding
safety and efficacy outcones for Othokeratol ogy perforned
on a daily wear basis with | enses designed to fit with
pressure against the central cornea. Safety issues daily
wear Ot hokeratol ogy addressed by prior research, determ ned
that the older fitting techniques did not raise safety
i ssues beyond those associated with daily wear hard | enses
used at that tine.

Al t hough Ot hoker at ol ogy has been practiced since
the early sixties, there have not been any contact |enses
approved by FDA for that specific intended use since the
passage of the Medical Device Anendnents to the Food, Drug
and Cosnetic Act in 1976.

A contact |ens designed for the purpose of
Orthokeratology is considered a different intended use,
since the Otho-Klens is intended to correct refractive
error by mechanically reshaping the cornea. The basic
i ntended use of a standard rigid lens is the correction of
refractive anetropia, achieved by refractive neans;
specifically, to focus light rays incident upon the contact
| ens surface to a point on the retina. Although there is

sone nechanical effect on the cornea as a result of a
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standard contact |lens design for rigid |lens, the intended
effect of an Otho-K |l ens design is fundanentally different
fromthe intent of a standard | ens design.

The Premarket 510(k) Gui dance Docunent for Daily
Wear Contact Lenses does contain policy statements within
the dinical section concerning the Expansi on of Contact
Lens Refractive Powers and Di nensions and Alternate Lens
Design Configurations. The alterations of |ens power and
di nensi on paraneters, such as base curve, optic zone,
bevel s, edges and peripheral curves as they relate to
reverse geonetry |lenses, or other |enses pronoted for
Orthokeratol ogy, do not fall within the scope of these
policies, since they raise significant questions concerning
the safety and effectiveness of these |enses for their
i ntended purpose, to nmechanically reshape the cornea in
order to reduce or elimnate refractive error. The fitting
procedure or efficacy of an Othokeratol ogy | ens desi gned
for nyopia reduction are different fromthose of a standard
rigid gas perneable |ens.

Sone of the newer Othokeratology | ens designs
have been di scussed for overnight wear. FDA is not aware of
any controlled clinical studies incorporating established

protocols to investigate O'thokeratol ogy by way of overnight
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or closed eye therapy, which have been published in the
literature. Corneal reformation while sleeping at night in
a closed eye environnment raises new safety and efficacy
concerns conpared to daily wear open eye use of the |enses.
The subjects are considered to be at risk for mechanica
effects on the cornea, such as warpage and the devel opnent
of irregular astigmatism

At this point, the overnight or closed eye use of
Orthokeratology | enses is considered within the definition
of extended wear, as defined in our device classification
regul ations. This determnation is based upon the
i ndi cations section of currently marketed extended wear
| enses that state | enses may be prescribed fromfive to
seven days between renoval for cleaning and disinfection.

Al though the safety risks of intermttent overni ght wear may
not be as great as sustained overnight wear, there is still
i ncreased risk beginning with the first overni ght peri od.

Therefore, overnight therapy Orthokeratology is
considered to be a Cass Ill intended use for a rigid gas
per neabl e contact |ens, and subject to premarket approval.
Lenses intended for daily wear only are Cass |Il, subject to
premar ket notification, or 510(k), under Cass I

The clinical studies of overnight Othokeratol ogy
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contact | enses are considered to be significant risk
studi es, whether or not the I ens material has al ready been
approved for overnight or extended wear. Therefore, a
clinical study of an Othokeratology | ens designed for use
in overnight therapy would require FDA approval of an |IDE
as well as IRB approval. The clinical endpoints to be
studied are different, conpared to rigid gas perneabl e
contact |enses for extended wear, which are refractively
correcting a person's vision wi thout the intent of
mechani cal |y reshapi ng the cornea.

There needs to be a distinction nade between a
licensed practitioner who may prescribe a specific |lens
design for a particular patient within the scope of his or
her practice, versus the pronotion and sale of a lens by a
contact |ens manufacturer. A licensed practitioner who
desi gns, orders, and prescribes a lens with the intent of
perform ng Othokeratology for a specific patient within his
or her practice is doing so as an off |abel use of that
rigid gas perneable contact |lens. Practitioners who
advertise Orthokeratology in their practice are pronoting
of f | abel use of rigid |enses. Exaggerated and unsupported
clains of safety or effectiveness associated with this

t echni que should not be included in such pronotions. FDA
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prefers to not intervene in the practice of nedicine.
However, we exercise regulatory discretion and reserve the
right, since we have the authority, to take action when
there is a denonstrated risk to public health. At the
present tinme, there are no data avail able to denonstrate the
risk to public health associated with night therapy Otho-K
whi ch woul d cause FDA to take action agai nst individual
practitioners. There is a caveat related to that which |
will address in a nonent.

A contact | ens manufacturer or finishing | ab that
pronotes the sale of specific contact |ens designs intended
for Orthokeratol ogy are no | onger fabricating | enses based
on a licensed practitioner's prescription. Pronotion of a
medi cal device by a manufacturer for a use which has not
been cleared by FDA creates a regulatory issue. In order to
cone into conpliance, the manufacturer would have to file
the appropriate marketing application and obtain approval
fromFDA. Now it is possible for an individual practitioner
to cross over into the definition of a manufacturer. That
woul d i nvolve the marketing of predeterm ned |ens
geonetries, or entering into arrangenents with finishing
| abs to market their lens design to other practitioners.

After 30 years, you may ask why FDA is interested
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in Orthokeratol ogy. The advent of refractive |laser surgery
has noved this issue fromthe periphery and nore into the
mai nstream The addition of exciner lasers to the
refractive surgery field provided consuners an option beyond
radi al keratotomy. The pronotion of Othokeratol ogy as a
non-surgi cal option has also increased in the marketpl ace.

Qur primary concerns deal wth effectiveness and
safety. Accurate, well bal anced product | abeling should
acconpany these devices to clearly state that
Orthokeratology is a tenporary effect. The cornea returns
to pretreatnent status when lens wear is stopped. It is
i nportant to communi cate reasonabl e expectations for this
procedure to the patients. Othokeratology has Iimtations
based on the original shape of the cornea. GCenerally the
effectiveness is considered to be limted to around 3
Di opters, and we wanted to be sure that that information is
in the product |abeling.

From a safety consideration, our concern is
primarily directed toward the ni ght therapy approach.
Currently there are no good data available in the literature
to evaluate this technique. The safety issues for
Ot hoker at ol ogy have generally been addressed by prior

research, which determned that the older fitting techni ques
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did not raise safety issues.

The division has discussed this topic with senior
managenent in the office, as well as with our Center
Director. Qur branch is currently working with a nunber of
Ortho-K manufacturers to bring theminto conpliance.

That conpl etes ny updates for this norning.

DR RU Z: Next will be Dr. Mrris Waxl er.

DR. WAXLER: Good norning. In fiscal 1997 the
D agnostic and Surgi cal Devices Branch reviewed nore than 65
original investigational device exenptions, |DE
applications, and nore than 160 anmendnents and suppl enents
to IDEs. Alnost all of these applications were for
refractive surgery lasers. W received several prenmarket
approval applications and suppl enents, also for refractive
surgery | asers.

We have received 11 IDEs for black box | asers.
Most of the remaining black box | asers have been seized by
FDA or have been di scarded by their owners.

We received nore than 75 premarket notifications
for a variety of Cass | and Cass |l ophthal mc devices.

W will revise our guidance docunent for
refractive surgery lasers, based in part on a consensus

reached at tonorrow s neeting, and on the basis of coments
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submtted in response to the changes published in the
Federal Register. Your comments are wel cone.

DR RU Z: Finally, M. Donna Lochner.

M5. LOCHNER: Thank you. On Septenber 5, 1997,
FDA approved PVMA P960028 for the nodel SA-40 and AMO array,
mul tifocal, ultraviolet absorbing silicon posterior chanber
i ntraocul ar | ens.

Pl ease note that FDA did approve the sponsor to
continue with the designation, multifocal, in describing
their intraocular lens. Not only was a standard found that
defined nultifocal |enses as those producing nore than one
focal point, but it was felt that [imtation to use of the
term nol ogy, bifocal only, would be unduly restrictive.

We have, however, put restrictions on the
advertising and pronotion of the device, which we believe
w || address the Panel's concern about pronotion of the
| ens. Thank you.

DR. RUI Z: That conpletes the update, M.
Chai r man.

Agenda Item: Open Committee Discussion

DR. STULTING Thank you. W will nove now to
open comm ttee discussion of a PMA this norning, and | w |

turn the floor over to Sara Thornton for reading remarks
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into the record, and conflict of interest statenents.

DR. THORNTON:. The foll owi ng announcenent
addresses conflict of interest issues associated with this
meeting and is made part of the record to preclude even the
appearance of an inpropriety.

To determine if any conflict existed, the Agency
reviewed the submtted agenda and all financial interests
reported by the Panel participants. The conflict of
i nterest statutes prohibit special government enployees from
participating in matters that could affect their, or their
enpl oyer's financial interests. However, the Agency has
determ ned that participation of certain nenbers and
consultants, the need for whose services outweigh the
potential conflict of interest involved, is in the best
interest of the governnent.

For purposes of today's neeting, Dr. Walter Stark,
a consultant on the Panel, is excluded fromparticipating in
the intraocul ar | ens premarket approval application, or PVA
di scussi on, however in the absence of any personal or
i mputed financial interest, the Agency has determ ned that
he may participate in today's discussion of general natters
regardi ng intraocul ar | enses.

Alimted waiver has been granted for Dr. Richard



19
Ruiz that allows himto participate in the review and
di scussion of the intraocular |lens PVMA, and the general
matters regarding intraocular |ens, but excludes himfrom
voti ng.

A waiver is on file for Dr. Wodford Van Meter for
his interest in firns at issue which could potentially be
affected by conmttees' deliberations. The waiver permts
himto participate in all general matters before the
commttee dealing with these firns.

Copi es of these waivers nmay be obtained fromthe
Agency's Freedom of Information Ofice, Room 12A-15 of the
Par kI awn Bui | di ng.

W would like to note for the record that the
Agency took into consideration other matters regarding Dr.
James McCul |l ey, Marian Macsai, Eve Hi ggi nbot ham and Walter
Stark. Drs. MCulley, Macsai and H ggi nbot ham reported
financial interests wwth firns at issue that are not rel ated
to the matters before the Panel, therefore the Agency has
determ ned that they may participate fully in the Panel's
del i berati on.

Dr. Stark reported that he received honorarium and
travel fees fromfirns at issue for speaking engagenents

that are not related to the i ssues before the Panel. He
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al so reported that on several occasions he conducted
surgical techniques training for a firmat issue. Since
these matters are unrelated to the specific issues before
the Panel, the Agency has determ ned that he may participate
fully in the Panel's deliberations.

In the event that the discussions involve any
ot her products or firns not already on the agenda for which
the FDA participant has a financial interest, the
partici pant shoul d exclude thenself from such invol venent
and their exclusion will be noted for the record.

Wth respect to all other participants, we ask in
the interest of fairness that all persons making statenents
or presentations disclose any current or previous financial
i nvol venment with any firm whose products they nay wish to
coment upon.

W would like to note for the record that Eve
Lydahl, MD, who is a guest with us today, has reported
several professional relationships with the PVMA sponsor that
are related to the PVA before the Panel, but not directly
related to the portion of the neeting in which she was asked
to participate. Her professional relationships are in the
formof contracts and consul ting.

W would like also to note for the record that Dr.
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Sverker Norrby, Ph.D., who is also a guest with us today,
has acknow edged that he is enployed by the sponsor of the
PMA before the Panel. Thank you.

Pursuant to the authority granted under the
Medi cal Devices Advisory Conmttee Charter dated October 27
1990, as anended April 20, 1995, | appoint the follow ng
i ndi vidual s as voting nmenbers of the Ophthal m c Devices
Panel for the duration of this neeting on October 20, 1997.

Drs. Karen Bandeen- Roche, Joel Sugar, Wodford Van
Meter, M chael Belin, Jose Pulido, and Mark Mannis. For the
record, these persons are special governnent enpl oyees and
are consultants to this Panel, or consultants or voting
menbers of anot her Panel under the Medical Devices Advisory
Comm ttee. They have undergone the customary conflict of
interest review and have reviewed the material to be
considered at this neeting.

Signed, D. Bruce Burlington, MD., D rector
Center for Devices and Radi ol ogi cal Health, dated 10-08-97
Pursuant to the authority granted under the Medical Devices
Advi sory Conm ttee Charter dated October 27, 1990, as
anended April 20, 1995, | appoint the follow ng individual
as a voting nenber of the Ophthal m c Devices Panel for the

product devel opnent protocol recommendation to be taken at
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this nmeeting on October 20, 1997, Dr. Walter Stark.

For the record, this person is a special
government enpl oyee and a consultant to the Panel, or
consul tant or voting nmenber of another Panel under the
Medi cal Devices Advisory Commttee. He has undergone the
customary conflict of interest review and has reviewed the
material to be considered at this neeting. Signed, Dr.
Bruce Burlington, MD., Director, Center for Devices and
Radi ol ogi cal Health, dated 10-08-97. Thank you, M.
Chai r man.

DR. STULTING Thank you very much. We will now
open di scussi on of PMA P960034 for a Heparin Surface
Modi fied Posterior Chanber Intraocular Lens. | will turn
the floor over to Donna Lochner to begin.

Agenda Item: Introduction of PMA P960034

M5. LOCHNER: Thank you. You are being asked to
make a recomrendati on regardi ng the safety and effectiveness
of the Heparin Surface Modified IOLs in PMA P960034 and to
assess | abeling clains being nade for these | enses.

| would like to briefly explain the regulatory
di fference between statenents a sponsor may wi sh to make in
their | abeling that describe the results of clinical

studi es, versus a labeling claim
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As you review the data presented and the
concl usi ons reached, you will assess whether the concl usions
made by the sponsor are supported by the data. Once you
have agreed upon the concl usion and any nodifications to the
wording of a |abeling statenent, you shoul d deci de whet her
the data warrant inclusion of this information as a | abeling
claim

Clains are generally reflected in the Indications
for Use section of the labeling. The Indications section
identifies the target popul ation of the device for which
there is valid scientific evidence denonstrating the
device's safety and effectiveness.

Approval of a claimin the Indications section of
the labeling allows a sponsor to advertise and pronote their
lens for the particular intended use clainmed. It also
all ows the sponsor to apply to the Heal thcare Fi nancing
Adm ni stration for greater Mdicare reinbursenent for their
| OLs.

VWi | e rei nbursenent issues should not influence
your reconmendations today, the exanples of reinbursenent
advertising and pronotion of | enses are being offered to
hel p you to understand the regulatory inplication of

approval of a claim
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Your recommendation about the clains should be
based upon your assessnent of the data provided in support
of the claim Alternately, you may decide that the
concl usions are descriptive information concerning clinical
st udi es conducted by the sponsor but do not warrant a claim

This descriptive information would typically be
contained in the Cinical Trials section of the |abeling.
In other words, if the data does not concl usively provide
evi dence of the device's use in the target popul ation, but
does provide useful clinical information, the |abeling
statenments would not constitute a claim

We have provided to you the sponsor's revised
proposed | abeling clains and later on this norning, Dr.
Lepri will propose to you our specific questions regarding
t hese proposed clains. | provide this infornmation as
background to your discussion of the PMA

| would also like to thank the review team for
this PMA, who worked very hard to bring it before you today.
The team | eader and engi neering reviewer is C audine
Krawczyk, clinical reviewer was Dr. Bernie Lepri, with
consulting reviews fromDr. Rosenthal. Statistica
reviewer, Dr. Wen(?) Jowm?) Chow, toxicology, Susanna Jones,

chem stry, Dr. Kisha Al exander. M crobiology, Susan
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Dejai (?), and manufacturing, Sterling Gerrie. Thank you.

Agenda Item: Team Leader Presentation

DR. KRAWCZYK: Good norning. Thank you, Donna,
for the introduction. Before | pass the m crophone to the
sponsor, | would like to quickly summarize for you sone
i nportant points regarding the premarket approval
application for Pharmacia and Upj ohn CeeOn Heparin Surface-
Modified -- HSM -- which you will probably hear a | ot today
-- Intraocul ar Lenses.

The sponsor has requested approval to place the
heparin surface nodification on all their PMA-approved
pol ynet hyl net hacryl ate, or PMVA, Posterior Chanber
I ntraocul ar Lenses. The |lenses are the sane as those
approved under P810055.

You may have noticed in your reviews of the PVA
that the foreign studies were perfornmed on PMVA | enses
manufactured with ICl's Perspex CQ W PMVA. The U. S
studies were perfornmed on | enses manufactured wth glass(?)
flexes(?), UVEX1 PMVA. Engineering and chem stry anal yses
have determ ned that the addition of the coating on the
firms different PMVA materials will not result in new
safety and effectiveness concerns; therefore, we believe

that the subm ssion of the clinical data fromboth the U S.
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and foreign studies is acceptable.

In addition to the request to add the surface
nodi fication to all their PMVA | enses, posterior chanber,

t he sponsor has al so requested approval to include a claim
in the Indications section of their |abeling regarding the
reduction of foreign body reaction associated with the
Heparin surface nodified | enses.

The sponsor recently proposed a revised claimin
the addition of a cautionary statenent. A fax received from
t he sponsor dated October 15, 1997, which includes the
revised claimand the proposed caution, has been included in
t he packet that you received this norning. Specifically,
the claimcurrently reads as foll ows:

The foreign body reaction neasured by cellul ar
deposits and giant cells, is reduced on CeeOn HSM PMVA
| enses conpared to non-HSM PMVA | enses. This difference is
observed during the first postoperative nonths, but may not
be present at 12 nonths, when the foreign body reaction is
| ess pronounced.

Additionally, information has been included in
their draft package insert in the Cinical section, which
gives sone information regarding the results obtained from

the various studies perforned to evaluate the | enses and the
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surface nodification. The follow ng caution statenent has
been proposed for the | abeling as well:

The effectiveness of this Heparin surface nodified
lens in reducing the incidence of conplications or adverse
events associated with inflammtory reacti ons has not been
est abl i shed.

I n support of their request, the sponsor has
submtted data fromseveral clinical studies. There was one
U.S. study of 411 cohort subjects to evaluate the visua
acuity and conplications with HSM | enses.

To support their clainms and the clinical utility
of the surface nodified | enses, the sponsor has submtted
data fromeight foreign clinical studies perforned by
Phar maci a and Upj ohn, five published studies, and two U. S.
subst udi es, however one of the substudies was di scontinued
before sufficient nunbers of subjects could be enroll ed,
therefore these data were not used by the sponsor to support
their claim

FDA continues to eval uate sonme statistical issues
regarding the clinical data. | would now |ike to introduce
Ms. Toni Elliott, of Pharmacia and Upjohn, who will |ead off
t he sponsor's presentation. Thank you.

DR. STULTING Thank you. VWhile the sponsors are
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comng up to the table -- and you nmay invite any of your
personnel that you wish to cone up for the discussion.

There will be one hour provided for your presentation, and
as you present, please introduce yourselves, |let us know
your affiliation and any conflict of interest that you may
have if you are not a conpany enpl oyee. Thank you very
much. Go ahead.

M5. ELLIOIT: Good norning. M. Chairman, Madam
Secretary, Panel nenbers, Panel consultants, and FDA
personnel. | am Toni Elliott, Regulatory Affairs, Pharnmacia
and Upj ohn in Kal amazoo, M chi gan.

Today we will be presenting information from PVA
P960034 for Heparin Surface Mdified Posterior Chanber PMVA
| ntraocul ar Lenses, otherw se known as CeeON HSM PMVA | OLs.
Over 600,000 of these | enses have been inplanted worl dw de,
except in the United States. Presenting today will be
Stefan Trocnme, M D., University of Texas Medical Branch at
Gal veston, Texas.

He will be discussing the postoperative
i nfl ammat ory response associated with cataract extraction
and IOL inplantation. Kjell Mdsen, Ph.D., Senior Scientist
wi th Pharnmaci a and Upj ohn in Uppsala, Sweden, will be

presenting some pertinent preclinical findings. Eva Lydahl,
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MD., Ph.D., fromSt. Erick's Eye Hospital in Stockhol m
Sweden, will present clinical information from sone of the
i nternational studies which we have conduct ed.

Finally, Dr. Trocme will return to the podi um and
will provide data fromthe U S. clinical trials. Dr.
Trocne.

DR. TROCME: Thank you. Stefan Trocne, Associate
Prof essor at the University of Texas, Medical Branch in
Gal veston. | ama paid consultant for Pharmacia, and | have
no financial interest in the conpany or the product
di scussed today.

A | arge nunber of PMVA | enses have been inpl anted
in cataract patients worldw de and we know that they have
been safe and effective restoring vision to these patients.
Al t hough they are well-tolerated, they are not perfectly
tolerated. There are reports in the literature suggesting
that, indeed, if you study eyes receiving PWA inpl ants,
that there is a foreign body reaction in these eyes, and
i ndeed, this type of reaction may be nore common than
originally anticipated.

How can that be? This is an artist's rendition of
the surgical trauma, and it is hardly surprising that the

entry into the eye, the renoval of the cataract, and the



30
inplantation of an inplant, will cause sone initial short-
lived inflammtion. As surgeons, we know this information
to typically be short-lived, however at tinmes this
i nflammati on may be protracted and | ow grade, and the
i nflammatory medi ators and inflammatory cells, including
neutrophils and nonocytes may gravitate towards the
intraocular lens inplant and attach to it.

We may i ndeed postoperatively at sonme point, early
or late, see the appearance of cells onto the intraocular
| ens, seen here.

How coul d this occur? WlIl, as the bl ood aqueous
barrier breaks down, there is a release of a variety of
inflammatory cells as nentioned, including nonocytes.
Monocyt es, when they identify a foreign body in the eye wll
transforminto macrophages, epithelial cells, and into a
foreign body multinucleated giant cell.

| f such an inplant is renoved, and studi ed under
the m croscope, this is how the nultinucl eated giant cel
can be identified. W know that the presence of foreign
body giant cells signify a foreign body reaction. And I
will now | eave the podiumto Dr. Kjell Madsen, who wll
di scuss this in the context of heparin surface nodification,

and how that can nodify this type of response.
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DR. MADSEN: | amKjell Madsen from Pharnmacia and
Upj ohn Uppsala. | amthe senior scientist at Creightly(?)

Ni chol (?) Ophthal mology. And | will today tal k about what
we have been doing in the preclinical sense, in devel opnent
of this heparin surface-nodified lens, but first I would

i ke to show you another slide on inflamation. It is quite
busy, and inflammation is quite conplex. | would only |ike
to point out certain lancillated(?) points. The

conpl enent (?) system which is a series of proteins, are
quite inportant, and they m ght be activated by the |ens,
and attract, recruit, and activate various white blood cells
which mght attach to the |l ens surface, stay there, produce
ot her factors, which mght contribute to continuing chronic
i nfl ammati on, which mght eventually lead to foreign body
reaction, and the lens surface is one inportant factor in
this reaction.

The heparin surface nodification is a chem cal
attachnment of heparin nolecules at one end to the |ens
surface. The heparin itself is a polysaccharide with a | ot
of sulfate groups on it, so it has a heavily negative charge
-- that is inportant.

The three mechanics that we believe is inportant

in reducing the foreign body reaction is that the heparin
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surface nodification makes the surface hydrophilic, the
surface becones nobile, and we have the negative charge.

This is an old finding that if you plot the
attachnment of cells to a surface against hydrophilicity, you
get the reverse U shaped curve, where you have the highest
solidation(?) in the internediate range of hydrophilicity,
at extrenes both hydrophilic and hydrophobic, you have | ess
solidation(?).

The other two points are illustrated in this
cartoon, which are looking in such a 3-D view on a nol ecul ar
| evel, and as you can see, the surface is kind of hairy or
seagrass-|ike. You have a | ot of heparin nol ecul es
sticking out. These nol ecul es can nove and they contain a
negati ve charge, which nmakes the surface simlar to a cel
surface or other biological surface.

We have done several preclinical assessnents in
t he devel opnent of this surface and in the characterization
of it, and these are sone of the in vitro nmethods we have
been using. The first two are neasurenments on acute
i nflammati on. The activation of the conplenent system The
activation of the granulocytes, and the two others are
assessnents of nore chronic inflammuation, the attachnent of

m crophages and attachnent of fibroblasts.
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This slide shows the experinment with conpl enent
activation. And it was done in vitro with human plasma, in
whi ch we put one intraocul ar lens, incubated for one hour,
measur ed one conponent of the conpl enent system C-3a, which
is split fromthe naned C-3, and as you can see on the
slide, incubating the plasma for one hour results in sone
production of C-3a. Incubating with a PMVA Iens results in
the production of significantly nore C-3a, and the HSM | ens
is simlar to the control serumw thout any lens at all.

For activation of granul ocytes, we incubated human
neutrophi |l granul ocytes with a |l ens, and neasured the
rel ease of oxygen radicals, which you can do with neasuring
the chem | um nescence, and as you can see, the PMMA surface
activates the granul ocytes in a tine-dependent manner, so
you produce oxygen netabolites and in the HSM surface, thus
activate the granul ocytes very little.

For the cell attachment studies we incubated human
nonocytes with the lenses for 24 hours and then visualized
themw th i nmunohi sto chem stry. And as you can see, there
are many nore cells on the PMVA cells after 24 hours than on
the heparin surface. This |ooks |like a different
magni fication, but it is in fact not. It is probably an out

of focus effect because these cells were the only cells seen
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inthe lens, and they were close to the periphery of the
| ens.

These are simlar experinents with fibrobl asts,
which were allowed to attach for 24 hours and then the | ens
was stained with ordinary histological stain, and you see
the cells as dark dots in this | ow power nmagnification
pi cture, and HSM | enses contain nmuch | ess cells.

We also did animal in vivo experinents, and | wll
today present the results fromtwo experinents. The first
one is in the rabbit, it is an acute inflammuation nodel.

You inplant the I ens and you count the nunber of white bl ood
cells in the anterior chanber, and the two other points here
is froma nonkey study, which 16 nonkeys where we inpl anted
one PMWA IOL in one eye, and an HVS ICL in the other eye.

It was done close to clinical practice, but with one
inportant difference; we did not use any postoperative anti -
inflammatory treatnment at all. No steroids postoperatively,
but just |ooking at what is happening.

The next slide shows the results fromthe rabbit
study, the acute study, and as you can see, on Day One, the
first postoperative day, there were indeed an accunul ati on
of white blood cells into the aqueous, and with increase in

time, the anobunts of white blood cells decreased, and as you
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can say, there was a significant difference between the PMVA
IOL and the HSM 1 OL. The HSM I OL, again, had al nost as few
white blood cells as just the surgical renmoval of the |ens
pr oduced.

This is fromthe nonkey study where we used a
pai red approach, with an HSMlens in one eye and a PWA | ens
in the other eye, and as you can see, after one nonth, we
coul d detect cellular deposits on all ICLs in the PMVA eyes,
and about 10% in the HSM group, and with increasing tinme, up
to 12 nonths, the percentages in the PVMA group dropped to
around 50% and the HSM stayed nore or |ess the sane
t hroughout the period. And this was highly statistically
significant. And this study was published in the Journal of
Cat aract and Refractive Surgery in 1990.

The posterior synechiae were simlar. Here you do
not see any definite trend on the synechiae over tine in the
PMMA group, but you had fewer synechiae in the HSM group.

The next slide shows an actual eye in the PMVA
group after 12 nonths, and you can clearly see the cellular
deposits, and you can see the synechi ae nmaki ng the pupi
uneven. You have an attachnment here, for instance. And the
correspondi ng eye, the other eye in the HSM group, is shown

in the next slide, which is very clear and you have no
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synechi ae.

Then | | eave the m crophone to Eva Lydahl who will
di scuss the clinical results.

DR. LYDAHL: Thank you. | am Eva Lydahl, | am an
anterior segnent surgeon at St. Erick's Eye Hospital in
Stockholmin Sweden. And | ama paid consultant to
Pharmaci a and Upjohn. | have no financial interest in the
comnpany.

As the heparin surface-nodified | ens | ooks exactly
like a regular PMWA | ens, we have here the uni que
possibility of doing double-blind controlled, random zed
trials, and a | arge nunber of trials have been perforned --
| amgoing to present a sunmary of the results of sone of
t hese studies.

The first study was started in 1987 at the
Kar ol i nska Hospital in Stockholm w th Professor Bob
Phillipson as the principal investigator. Six surgeons
participated. There have been two publications fromthis
study, one in the Journal of Cataract and Refractory Surgery
in 1992, and one in Ophthal nol ogy in 1990.

The objective of this study as well as of all the
other studies that | amgoing to present was to evaluate the

ef fect of heparin surface-nodification of PMVA intraocul ar
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| enses on the inflamatory response after cataract surgery.
This is the lens design that was used in this first study.

The study was perfornmed according to the standard
FDA protocol. W were exam ning the standard vari abl es, and
the tinme frames for the foll owup were the standard FDA
format. In addition, to neet the objective, we |ooked at
these variables that are all related to inflammation.
Iritis, subjective rating at the slit lanp. Synechiae, cel
deposits, pignent deposits on the lens. Fibrin light
preci pitates, secondary cataract, and corticosteroid
treatnent. The surgical technique was a pl anned
extracapsul ar cataract extraction, as it was routinely
performed in 1987 at the Karolinska.

The postoperative steroid treatnment was
standardi zed, and if additional treatnment was needed, it was
recorded on the case report forns; 129 patients were
included in the HSM group and 138 in the PMVA group. You
can see that the age, the nean, and the ranges are very
simlar in the two groups, and also that the patient groups
wer e conparabl e regardi ng ot her baseline data, |ike
pr eoper ative pathol ogi es and ot her fi ndings.

This is an eye with a PMVA | ens where we can see

cellul ar deposits on the surface of the lens. And this is



38
the variabl e where we have found a significant difference
bet ween the HSM and the PMVA eyes. At three nonths, this
difference i s nost pronounced. W see that 13% of the
patients in the HSM group and 7% in the PMVA group have
cellular deposits on their lens surface, and this is
significant at this level. Later, this difference
decr eases.

When this study was hal fway through, a paper was
publ i shed by Dr. Martin Vansil (?) in Aachon(?) in Gernmany,
where he described a nethod using specul ar m croscopy of
this to evaluate the surface of the intraocular lens in vivo
in the patient. And he also found that nultinucl eated gi ant
cells are very common on PMVA | enses, and al so concl uded
that this nmeans that a foreign body reaction to PMWA is very
conmon.

We anended the protocol to the study at the
Karol i nska and Dr. Vansil taught his technique to the group
at the Karolinska, so specular m crographs were taken of the
53 last included patients in the study, 23 HSM and 30 PMVA
patients. And m crographs were taken at one week, one
nmont h, six nonths, and three years.

And this is the result at one nonth. W found

foreign body giant cells on 60% of the PMVA | OLs, but not on
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any of the HSM Il enses. W also see that the frequency of
foreign body cells goes down with tinme, and at three years,
this difference is no longer statistically significant, but
we only have data from 39 patients here.

Dr. Vansil, whom| nentioned, has witten a book
about specul ar m croscopy of the lens, and this is a picture
fromhis book. 1In this area, you can see cellul ar deposits
as we can see themin the slit lanp, and then there is a
specul ar m crograph taken fromthis area, which shows that
what we are looking at is really nmultinucleated giant cells,
so we are tal king about the sane thing here, it is just two
different nethods to evaluate the sanme thing, it is just
t hat specular mcroscopy is the nore sensitive of the
met hods.

The second study was initiated because we wanted
to broaden the exam ned popul ation. The first study was
bl ond, bl ue-eyed Scandi navi ans, and we know t hat persons
with nore heavily pignmented eyes tend to react with nore
postoperative inflammtion, so this is a study performed in
ten centers throughout the world. There are southern
Eur opean centers, there are two Asian centers. It has been
publ i shed i n Ophthal nol ogy in 1992; 260 HSM patients and 264

PMVA were included. And this is the | ens design.
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We see here a very simlar picture to the one |
showed fromthe Karolinska study. W see a difference
between the two groups that is nost pronounced at around
three nonths. W also see that here the level is alittle
hi gher than in the Karolinska study, probably reflecting the
di fferent population. W had 27%in the PMVA group. In the
Karol i nska study here it is 44. And also in the study, the
difference is statistically significant at three nonths, but
not | ater.

This study al so shows a significant difference
regardi ng posterior synechiae. |If we |ook at the nunber of
pati ents who have noderate or severe synechiae at any tinme
during a one-year followup, we see that there are
significantly nore in the PMVA group than in the HSM group

This study is another study where we wanted to
|l ook at a different patient population, a group of patients
that woul d react nore with postoperative inflammtion, and
here it is patients with diabetes and gl aucoma. It has been
publ i shed in the European Journal of Inplant and Refractive
Surgery in 1995.

This is the lens that was used. There were four
surgical centers. Dr. Vansil was involved here to teach the

techni que and he al so evaluated all the photographs that
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were taken. The primary variables were giant cells,
eval uated from specul ar m croscopy photographs, and cel
deposits seen at the slit lanp; 118 HSM patients and 121
PMVA patients were enroll ed.

We can see that there was a fairly even
di stribution between di abetes and gl aucona. W al so see
that the duration of the disease was simlar in the two
treat nent groups.

These are the results regarding cell deposits seen
with aslit lanp. As in all the previous studies, the
difference is nost pronounced at around three nonths because
the level of the problemon the PMVA |l enses is at its
hi ghest at three nonths, and here we are just under 60% W
see that the PMVA group inproves with tinme, but the HSM
group stays on approximately the sane | evel, around 20%

t hroughout the study, and in this study, there is a
significant difference, also, at one year. This is the
giant cells seen with specular mcroscopy, very simlar
picture. W see that al nost 80% have giant cells in the
PMVA group at three nonths.

Anot her patient population wth nore reactive eyes
seens to be patients with heavily pignented eyes, and this

study was perforned in two Asian centers, one in Ml aysia
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and one in Singapore, and this is the results | ooking at
cell deposits with a slit lanp, and it confirns that the
level is high here. W see a significant difference between
the two groups at three to six nonths and it is still
significant at a year. That is just under 100 patients in
this study.

In summary, the results are very consistent from
study to study. W see less cell deposition on the HSM
| enses at the slit lanp. W see foreign body giant cells on
the Il ens surface with specular mcroscopy. | have now only
present ed percentages of patients who have deposits, but if
we | ook at those who have cell deposits, and conpare PMVA
and HSM we find that the nunber of deposits is nuch higher
on PMVA | enses than HSM | enses, and that is just as
consistent fromstudy to study, and highly significant in
al |l studies.

We do not see a difference regarding iritis. W
have not been able to detect a difference in posterior
capsul ar passification, whether we | ook at the aggrates(?)
or whether we | ook at Elschnig Pearls and fibrosis on intact
capsules. W have not seen the difference in the need for
additional corticosteroid treatmnent.

We have infornmation from sone studi es, sonme of
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them | have not reported here. There is one study that
shows | ess breakdown of the bl ood aqueous barrier with HSM
| enses at six nonths. The bl ood aqueous barrier is
reestablished in the HSM group, but not in the PMVA group in
the study that was performed by Professor Kornyavas(?) in
Qui nbrane(?), Portugal. There are a couple of studies that
show | ess posterior synechiae. There are studies that show
| ess pignment deposition on the | ens surface.

In conclusion, in a standard eval uation of safety
and effectiveness, HSMis not different from unnodified
PMMA, so there are no additional safety concerns. But our
studi es have shown that a foreign body reaction to PMMA is
very common, that is not new, but all these studies have
confirmed that finding, and we have seen that it is nost
pronounced at around three nonths.

We al so have seen that in certain patient groups,
such as patients wth glauconma, diabetes and heavily
pi gnented eyes, this foreign body reaction is nore conmon
and it persists later than in the nornal cataract
popul ation. And we have al so denonstrated that this foreign
body reaction can be significantly reduced by heparin
surface nodification of PMMA I OLs. Thank you. | will now

| eave the word to Trocne for a presentation of the U S
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clinical data.

DR. TROCME: Thank you. Stefan Trocne, University
of Texas, Medical Branch. | will report results fromtwo
US. clinical trials. The first US. clinical investigation
tested safety and effectiveness of the heparin surface-
nodi fied PMA 1OLs. First is grid values. There were three
| ens values tested. | will show you their design. Model
UVB9H. Model 720H. And Mbdel 810H

The best case final visual acuity at one year of
20/ 40 or better exceeded grid values for every age group
Al sight-threatening conplications wwthin grid values, with
t he exception of the cunul ati ve hyphema

In terns of adverse events, eight patients were
reported with adverse events. None were deened to be |ens-
related. Al adverse event rates were within grid val ues.
This led us to conclude that the first U S. clinical study
denonstrated that there was a reasonable -- there is a
reasonabl e assurance that the HSM I OLs are safe and
effective for the visual correction of aphacia.

Now to the second study, the U S. clains study.
This is the |l ens used, Mdel 815HS. The objective of this
trial was to evaluate the effectiveness of the CeeOn HSM

PMVA i ntraocular Iens in reduci ng postoperative inflanmation
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follow ng cataract surgery in routine patients and in
defined risk groups, nanely, diabetic patients and gl aucoma
patients. This was a parallel, double masked, random zed
mul ti-center investigation including eight study sights.

These are the inclusion criteria. Routine
patients with visually significant cataract requiring
surgery and justifying primary inplantation of a posterior
chanber I OL to diabetic patients with significant cataract
requiring nedical treatnment with either insulin treatnment or
tablet treatnment for the diabetes, but patients w thout
significant retinopathy.

A third group is the glaucoma group that required
a diagnosis of primary open angle gl aucomm, including
pseudoexfoliation. These patients were required to have a
gl aucomat ous optic discupping(?) or a characteristic visual
field defect.

Here we have the postoperative foll ow up schedul e.
One week, one nonth, three nonths, six nonths, and twelve
mont hs. At each postoperative visit, these patients were
subjected to a routine postoperative exam but in addition
to that, they had a dilated slit |anp exam nation in order
to enable the investigator to scan the entire intraocular

lens in order to determ ne presence or absence of cel
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deposits. This was an investigator determ nation at the
slit | anp.

There was al so specul ar m croscopy with the
dilated pupil, wth a standardi zed protocol for photography.
First, a | ow power survey photograph of the intraocul ar
| ens, then followed the high-power specul ar m crographs at
t hese given locations. These photographs were submtted to
a reading center with one single certified reader at the
Jones Eye Institute at the University of Arkansas.

These are the primary efficacy assessnents.

Det erm nati on of occurrence of giant cells on the |ens
surface, by specular m croscopy, and second, determ nation
of presence of cell deposits by slit |anp exam nation on the
i ntraocul ar | ens.

Safety assessnents. Presence of postoperative
conplications were recorded. The presence of postoperative
ocul ar pat hol ogi es and adverse events were al so recorded.

We enrolled 220 routine patients, 58 glaucoma
patients, and 89 diabetic patients into this study.

Denogr aphi cs. HSM and non-HSM treat ment groups were
conparable in each of the three patient popul ations.

Qperative characteristics. A vast majority in

both treatnment groups in the routine, glaucoma, and diabetic
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patients, had phaconul sification, utilized visco-elastics,
and the |l ens was placed in the back.

Si ght -t hreat eni ng conplications conparabl e bet ween
HSM and non- HSM patients in each of the three patient
popul ati ons. Adverse events. None reported in the routine
patient group. One reported in the glaucoma group. Two
reported in the diabetic group. And none were deened to be
| ens-rel at ed.

Here we have the bar graph depiction of the
results, and occurrence of giant cells in routine patients.
Note the considerable difference in favor of HSM | enses in
terms of occurrence of giant cells, and here at three nonths
-- sorry, at one nonth -- we have a 52% occurrence on PMVA
versus a 7% occurrence on the heparin surface-nodified |ens.
From one week through six nonths, this difference was
statistically significant in favor of HSM I enses.

Looking at cell deposits, we again see this
difference in favor of HSM Il enses. This difference achieves
statistical significance at the three-nonth study visit.

Cccurrence of giant cells in glaucoma patients,
again, the sane pattern of difference in favor of HSM
| enses. Here we have 10% versus 48%at the three-nonth tine

point. This achieves statistical significance.
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Cell deposits. Simlar pattern. The difference
bet ween HSM and the PMVA achi eves statistical significance.
The pattern is seen throughout the evaluation period. G ant
cells occurrence in diabetic patients, again, |ess
occurrence of giant cells in the HSM group at all tine
points, and in this group, this achieves statistical
significance at all time points eval uat ed.

A simlar pattern with the exception of the one-
week eval uation period for cell deposits in diabetic
patients. The difference is seen here, achieves statistical
significance in favor of HSM at the three-nonth eval uation
tine.

Subj ecting these findings to a sinultaneous --
that is, evaluating all tinme points at once, evaluation, a
| ongi tudi nal data anal ysis shows statistically significantly
| ess occurrence of giant cells in the HSM group for routine
patients, glaucoma patients, and di abetic patients.

Looking at cell deposits, a difference in favor of
HSM achi eves statistical significance in the routine
patients and gl aucoma patients.

The findings fromall clinical trials lead us to
conclude that there is a reasonabl e assurance that the CeeOn

HSMIOL is a safe and effective lens for the visual
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correction of aphakia. Two, that the CeeOn HSM | OL reduces
the foreign body reaction as neasured occurrence of deposits
in giant cells on the intraocul ar |ens surface.

These findings together support the clains
statenment that clinical studies denonstrate that foreign
body reaction, neasured by cell deposits and giant cells, is
reduced in the CeeOn HSM PMVA | enses, conpared to non- HSM
PMMA | enses. This difference is observed during the first
post operative nonths, but may be present at 12 nonths, when
the foreign body reaction is |l ess pronounced. Thank you.

DR STULTI NG Does t hat concl ude the

presentation? kay, thank you very nmuch. It is now 10: 25,
roughly. | would like to take a 15-m nute break. If we
could reconvene here in 15 mnutes, we will begin the

di scussion of this PMA
[Brief recess.]

DR. STULTING | call the neeting to order once
again. W would like to hear the clinical reviews, then the
primary Panel reviewers and after that we will ask the
sponsors to return to the table for a question and answer
session before we vote. So, the floor now belongs to Dr.
Lepri for presentation of a clinical review

Agenda Item: Sponsor Presentation:
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Clinical Review

DR. LEPRI: Thank you, M. Chairman. | am goi ng
tolimt nmy cooments today to the issues that will present
information to the Panel that should be considered in the
pl acement of clainms and clinical information in the
| abel i ng.

This PVMA is conprised of the reports of 15
studies, two conducted in the United States and 13 conduct ed
internationally. The two United States studies consist of
the primary study and substudy Model 815HS. The primary
study was for a duration of approximately two years with 686
patients enrolled and a 411 cohort.

The substudy Mddel 815HS had a duration of greater
than two years with 367 patients enrolled and recorded.
There was no cohort.

The primary U S. study satisfactorily neets
current grid guidelines as discussed by Pharmacia in their
presentation, and denonstrates the performance of the IO.s
for the correction of aphakia, but do not address the
clinical utility of heparin surface-nodification.

St udy 815HS was a random zed, controlled 12-nonth
study conparing HSM and non-HSM | OLs for the presence of

giant cell and cellular deposits. It was discontinued in



51
Cct ober of 1996 for adm nistrative purposes.

The study enrolled 367 patients, there was no
cohort reported. O these 367 patients, 220 were routine
cataract patients, 15 had gl aucoma, and 89 were diabetic.
There were eight sites and ei ght investigators.

Visual acuity is the primary efficacy endpoint of
any | OL study. Even though the ICLs studied in this PVA
have al ready been proven to be safe and effective for the
correction of aphakia, visual acuity still bears nentioning
in consideration of heparin surface nodification.

This first slide depicts the visual acuity of
t hose patients having 20/40 or better, who were routine
patients. At 12 nonths postoperatively, 90% of the non- HSM
patients have visual acuity of 20/40 or better, and 91% of
the HSM patients have visual acuity of 20/40 or better. The
gl aucoma patients, 94% of non- HSM and 82% of the HSM had a
visual acuity of 20/40 or better at 12 nonths. For the
di abetic patients, at 12 nonths, 83% of the non-HSM and 83%
of the HSM di abetes patients had visual acuity of 20/40 or
better.

The visual acuity results clearly reflect that
visual acuity is not affected by applying this heparin

surface nodification to these 1OLs. Statistically
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significance testing was conducted for substudy Mddel 815HS.
Each popul ati on was anal yzed separately and adjusted for
potential center effects, and all anal yses were conducted at
the .05 |l evel of significance.

There were no statistically significant
di fferences detected between HSM and non-HSM patients for
the categories of age, race, or gender within the individual
groups of routine, glauconma, and diabetic patients.

Thi s next chart depicts -- somewhat graphically,
and I will explain ny codes to you -- the presence of giant
cells on the | enses. Yes stands for, yes, there was
denonstrated statistical significance. No neans no.
Denonstrated statistical significance. RGD stands for the
patient's subgroups of routine glaucoma and di abetes.

You will see that there is clearly a trend in the
routine patients of sone denonstrated statistica
significance for week one, nonth one, nonth three, and nonth
six. The diabetic patient showed and denonstrated
statistical significance for all postoperative periods.

d aucoma, however, only denonstrated sonme statistica
significance at the three-nonth interval

For cellul ar deposits, the only denonstrated

significance that was consistent was at three nonths for al
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t hree pat hol ogy groups, and for glaucoma there was al so sone
denonstrated statistical significance at the sixth-nonth
postoperative interval. Wat we need to look at is, what is
the clinical significance of these findings, and that is one
of the questions that is posed to you today in the renmai nder
of this presentation.

Moving onto the international data sources,
Phar maci a conducted ei ght international studies,
di stingui shed as Goup | and Goup Il with four in each
group. Goup Il studies were published reports by
i ndependent aut hors.

G oup | studies included over 1100 patients for
i nvestigations ranging anywhere fromone to two years in
duration, and you can see it there with the clinical
variations that were eval uated.

Goup Il studies were for three to twelve nonths
in duration and report results for a total cohort of 239
patients.

Goup Il was conprised of five studies ranging
from3 to 16 nonths in duration with a total cohort of 249.
Three studies were uncontrolled and two studi es used
hi storical controls of PMVA and conparabl e patients.

The first European study that | wll reviewis the
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Karol i nska study, and it was a controlled double-blind study
conparing HSMwith PMVA in patients havi ng undergone
extracapsul ar cataract extraction with IOL inplantation.
The postop inflamuatory responses eval uated by Pharmaci a
were giant and cel lul ar deposits, and al so, a conparison of
iritis will be made.

The popul ati on was 267 patients for enroll nent at
whi ch 248 were cohort, 127 assigned to PMWA and 121
assignment to HSM Patients also had two mlligranms of
bet amet hasone vi a subconjunctival injection, in addition to
topical steroids for four weeks in this particular study.

The early postop period showed no mgj or
di fferences between HSM and PMMVA | ens groups. There was a
not abl e i ncrease in percentage of giant cells and cellul ar
deposit for three nonths and later, being statistically
significant at three nonths, which was the first postop exam
after steroids had been discontinued. This comment is not a
conclusion but rather a note of curiosity for your
consideration in evaluating the | abeling clains.

At two to three years, little difference was seen.
Iritis was evident in both groups early on and not at all at
the six-nonth exam In the study, the sponsor states,

Consequently, there is no reason to believe that the
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difference is an effect of heparin surface nodification.

The next international study was also from G oup
I, and it was a random zed doubl e-blind study in a patient
popul ati on characteri zed by havi ng di abetes and/or gl auconsa.
Its duration was one year; 239 patients were enrolled and
188 were cohort. In the cohort, 89 received PMVA and 99
received HSM | enses. Once again, giant cells and cellul ar
deposits were eval uat ed.

In this particular study it is noted by the
sponsor in their presentation, 64 patients of the 239
enrolled were not included in the analysis; 7 for operative
conplications, and 57 because there was uncertainty of photo
identity for the specular mcroscopy results.

At three nonths, giant cells were observed in 73%
of the PMMA and 22% of HSM patients. At one year, it was
reduced to 32%in PMMA, and 17%in HSM For cellul ar
deposits, at three nonths we have 54%in the PMVA
popul ation, and 19%in the HSM popul ati on. At one year, 38%
in the PMMA and 18% for the HSM patients. There were no
observabl e differences in visual acuity function, and no
observabl e di fferences between di sease groups.

The last study is a Goup Il study which was a

doubl e-blind, parallel random zed study, also. |Its duration



56
was six nmonths, and its purpose was to eval uate the recovery
of the bl ood aqueous barrier in postop patients by using
anterior segnent fluorophotonetry; 64 patients were
enrolled, and 61 were cohort; 27 had the PMVA | OLs, and 34
had the HSM | OLs.

At six nonths, the HSM patients had reestablished
t he bl ood aqueous barrier, and the PVMMA patients' bl ood
aqueous barriers were still elevated. There were no
statistical differences shown at one week or one nonth for
either cell deposits or synechi ae.

Summary comments. The early postop periods show
no maj or differences between HSM and non- HSM groups. The
general trend observed is that statistically significant
di fferences are established at the three-nonth postop
interval, no major differences at one year or in the patient
function as neasured by visual acuity perfornmance. Sone
variation in results occurred between pathol ogy groups.

HSM shows a clear trend of reduced inflammation.
This is obvious at three nonths when steroids have been
di sconti nued for about eight weeks, and adverse events and
conplications neet current grid values for 10O.s for HSM and
non-HSM I OLs in this study.

In preparation for presentation of the questions,
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| have this note to the Panel nenbers. The purpose of
Question 1 is for the Panel to provide their opinion on the
pl acenent of the claimin the proposed | abeling. The
information is as foll ows:

G ant cells and cellular deposits were the
efficacy variables of Study 815HS in Routine, D abetic, and
A aucoma patients. Statistical significance of differences
bet ween HSM and PMVA | OLs showed variable results between
patient groups and over tine.

Question 1A. Do the clinical data neasured in
this PVMA support the labeling claimthat "The foreign body
reaction, neasured by cellular deposits and giant cells, is
reduced on CeeOn HSM PMVA | enses conpared to non- HSM PMVA
| enses. This difference is observed during the first
post operative nonths but may not be present at 12 nonths,
when the foreign body reaction is |l ess pronounced."? O

Question 1B. |Is this statenent nore appropriately
placed in the "Cinical Trials" section of the |abeling?

Question 2. Do the clinical data in this PVA
provi de reasonabl e assurance of the safety and efficacy for
t he visual correction of aphakia wth heparin surface-
nodi fi ed PMMA intraocul ar | enses?

Question 3. Do the clinical data in this PVA
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support the proposed Caution Statenent: "The effectiveness
of this heparin surface-nodified Il ens in reducing the
i nci dence of conplications or adverse events associated with
i nfl ammatory reactions has not been established."?

Thank you, and | would like to particularly thank
Phar maci a and Upjohn for the very thorough and exhaustive
job they did of presenting all of the data so that it was
very | egible and understandable and easy to find in such a
| arge study. Thank you.

DR. STULTING Thank you very much. Primary Panel
reviewers for this PVA were Joel Sugar and Martin Mannis.
will ask Dr. Sugar to present his coments.

Agenda Item: Primary Panel Reviews

DR SUGAR. | would like to thank the sponsors and
Dr. Lepri for their excellent presentation of data and Dr.
Lepri's excellent review. | have little to add.

| was distressed by a few things, one, the
preoperative pathol ogy was a supposed exclusionary criteria
for entry into the study, yet 25% of the cohort patients had
preoperative pathol ogic conditions |listed as excl usionary
criteria. That does not alter the final conclusion.

| was distressed in Study 901 EO1 which | ooked at

patients with glaucoma and di abetes -- this is one of the
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Eur opean studies -- and found less cells on the HSM I enses,
more fibrin and fibrin-like deposits on the HSM I enses, but
they did not look at clinical iritis in these patients.

It raises the question in ny mnd whether | ooking
at cellular deposits on the lenses really says sonething
about the ability of the | enses to introduce inflammtion,
or nerely says sonething about the electrostatic resistance
of the | enses to adherence of macrophages and gi ant cells.

My conclusions are that the data provided by the
sponsors support approval of this lens for correction of
aphaki a. The package insert lists the indications with the
| ndi cations statenent -- and this has al ready been partly
dealt with -- that the CeeOn HSM | enses have been shown to
reduce foreign body reaction to the I ens surface and
therefore increase bioconpatibility of the intraocul ar |ens,
followng inplantation in both routine and high risk
patients, particularly during the first postoperative
nont hs.

The data certainly support the devel opnent of
fewer deposits on these inplants. Overall, however, they do
not support or refute in any way, except earlier
reestabli shnment of the bl ood agueous barrier, a higher

"bi oconpatibility" of the |ens.
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It would probably be preferable for the statenent
be made that these | enses have been shown to induce |ess
| ens deposits, and to allow nore rapid reestablishnment of
t he bl ood aqueous barrier without a specific statenent about
bi oconpatibility.

Anot her concern -- mnor one -- in the package
insert is the statenent that YAG | aser capsulotony, it is
recommended that it not be performed on patients inplanted
with HSM nodified | enses earlier than six nonths
post operatively.

The support for this recommendation is uncertain,
and it is of concern to nme that, if there is adverse effect
associated wth earlier capsulotony, that has not been
presented, and many if not nost surgeons are likely to do
capsulotomes earlier in their patients.

In summary, | agree with approval of the lens for
correction of aphakia with the nodifications discussed
above, and the answers to Dr. Lepri's questions are 1A, yes;
2, yes; 3, yes.

DR. STULTING Dr. Mannis.

DR. MANNI'S: Thank you very much, Dr. Stulting.
First, | would also Iike to thank the sponsors for a lucid

presentation of their data, and particularly to Dr. Lepri
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and his teamfor providing us with very good information on
whi ch to base our summari es.

To save tinme for everyone, | would say that |
agree al nost conpletely with Dr. Sugar's assessnent in
| ooking at the U S. studies. | believe that the study
desi gn, the nunber of participants in the study, provided us
wi th good information that HSM | enses denonstrate safety and
efficacy equal to unnodified | enses. And that the safety
data suggests there is no increase in conplications or
adverse reaction when using these nodified | enses.

Looki ng at the non-U.S. studies as a congl onerat e,
| think the assessnent is sonmewhat nore conplex, and that
has to do with the fact that these studies are really quite
het erogeneous in terns of sanple size and adequate controls.
And what we can conclude fromthem then, cannot be quite as
expansi ve.

Taken cunul atively, | felt that the non-U. S.
studi es did suggest that HSM | enses are not associated with
increased norbidity, even in eyes with Uveitis, but did not
conclude that the data suggested that they were superior to
unnodi fied | enses.

| think that the data particularly as presented

this norning suggests that HSM | enses do cause a decrease in
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cel lul ar deposition, but as suggested by Dr. Sugar, the junp
fromcellular deposition to whether or not that is truly
beneficial in ternms of mtigating inflanmmatory response,
clinically, is yet a second junp. So, ny concl usion woul d
be consistent with Dr. Sugar's and that is that we recommend
that these HSM | enses appear to be safe and effective for
t he visual correction of aphakia, and that the | abeling be
al tered as suggested by Dr. Lepri's team

DR. STULTING Thank you. Last, the sponsor and
anyone you would like to cone to the table for questions and
answers. And the floor is open for discussion. Perhaps we
could we begin with the question posed by Dr. Sugar about
the recommendation for a six-nonth wait before performng
YAG capsul otony. And for the record, once again, please
state your nane before you speak so that the
transcriptioni st can get that information accurately.

M5. ELLIOTIT: | will attenpt to answer Dr. Sugar's
guestion. The Caution Statenent in the labeling is there
because it was requested to be there. The Agency, because
we had not done a specific YAG | aser study, determned, if
the heparin effect was conprom sed in any way by the YAG
| aser, they recommended that we put this cautionary

statenment in the |abeling.
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We do have a YAG | aser study that shows the damage
done by a YAG |laser and HSMlens is no different than that
that you see on a non-HSM PWA | ens. | have sone
transparencies if you would like to see the results of the
damage. Because the lens is surface-nodified, there is no
addi ti onal cracking or phasing or anything |like that that
you see. It looks just |like a PWA | ens.

The conpany is in the process of providing a
rationale to the Agency in order to be able to do away with
this particular cautionary statenent.

DR. SUGAR: The inplication fromyour statenment is
that the |aser renoves the surface nodification. |[|s that
accurate or inaccurate or unknown?

M5. ELLIOIT: At this point, we do not think it
does; it is unknown because we have not done that particul ar
type of study, although the pitting that you normally see is
such that it is so small that we really do not think it does
affect that, but we cannot state that, scientifically.

DR. STULTING Any other comrents on this issue?

MS. McCULLEY: | have one that ties to it, maybe.
| maybe mssed it. What is the l[ife of the heparin on the
lens and so howlong is it present in a heparin-like form

where one woul d expect it to continue to have its activity?
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And then another question is the eludibility of the heparin.
And this may be really ignorant, but |I renmenber from nedical
school, heparin is an anticoagul ant and your hyphema rate
was higher than the grid, so is there any possibility of any
cause and effect there?

MS. ELLIOTIT: | think we have |ike a two-part
gquestion here.

M5. McCULLEY:  You do, .

M5. ELLIOIT: |If we could have slide nunber 43,
pl ease. And Dr. Madsen will address this question, the
first part of it.

DR. MADSEN: Ckay. Kjell Madsen. This is the
results of a stability study in vivo in the rabbit, where we
conpared -- yes, in this study, we inplanted HSM | enses into
a rabbit, and then took them out at various tines and
conpared themw th chem cal anal ysis how nuch of the heparin
remai ns on the lens surface? And as you can see, there is
essentially no difference throughout the period of two
years. And there as no difference between the | enses taken
fromthe shelf or taken fromthe eye. W conclude that the
heparin surface layer is stable for at |l east two years in
the rabbit eye.

DR. STULTING | do not know the protam ne nethod
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and | amnot certain how you did this. You could have
heparin-like material still on the lens, do you know that it
is still heparin?

DR. MADSEN: W are not absolutely certain that it
is chemcally unnodified, but it is simlar enough to bind
the protamne, which is a fairly specific nethod.

DR. STULTING Wuld that -- ny inpression of what
you have shown with this lens is that cells do not adhere to
it, just as Dr. Sugar said, so that it is not -- the
principle benefit is that cells do not adhere, so nonocytes,
macr ophages do not adhere. They then are not there then to
becone giant cells, and that that is what you have shown.

s how | interpret your data.

DR. MADSEN:  Yes.

DR. STULTING Do you know that the protam ne
binding site and the cell -- or the tendency not to bind or
allow cells to bind, are the sanme?

DR. MADSEN: W have no information on that.

DR. STULTING So you do not know that you stil
have an active nolecule over tinme, for the initial benefit
t hat you have denonstr at ed.

DR MADSEN:  No.

DR. STULTING And that initial benefit that you
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have denonstrated could very well be only the binding of
cells during the initial, early postoperative period, and
everything el se that you have shown is sinply an ep
phenonenon rel ated to that.

DR. MADSEN:. That is a possibility, yes.

DR. STULTING To ne it looks like it is a
probability, but --

MS. ELLIOIT: As to the second part of your
gquestion concerning the hyphema patients -- Toni Elliot. In
the original U S. study, there were 18 patients reported
wi th hyphema. O those patients, all were reported at Form
1 or 2, wwth the exception of one patient that was reported
at Fornms 1, 3, and 4.

That particular patient had preoperative
pat hol ogy, operative conplications, and postoperative
conplications, which would have contributed to the reporting
of hyphena.

The reports were felt to be related to the
surgi cal procedure rather than any type of inflammtory
reaction to the | ens.

DR. LYDAHL: Eva Lydahl. If | may add, the anount
of heparin is also so small, and as we have shown, the

heparin stays on the lens surface. There is no reason to
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believe that the heparin would cause the bleeding in the
eye.

DR. STULTING Dr. Hi ggi nbot hant?

DR. H Gd NBOTHAM | have a series of questions
just toreally clarify in nmy mnd sone of the aspects of
your dat a.

DR. STULTING Excuse ne. Are you going to get
ont o anot her subject besides the YAG capsul otony issue?

DR H G3 NBOTHAM  Yes, | am

DR. STULTING Could we bring that to cl osure?
have one nore coment of ny own to add about that and that
is that the labeling as it now stands may have nedi cal | egal
inplications and inplications in patient care.

| do not see any strong reason to |label this |ens,
not for -- in such a way that capsulotony is precluded
before six nonths, and | can inmagine that if a physician
determ ned that this was necessary and perforned a
capsul otony and there were sone conplication, then the
| abeling m ght be used in a court of law to show that he had
done sonet hing that was outside of the standard of care, and
that rai ses sone concern in ny mnd.

| would i ke to see, were there other coments

fromthe Panel that m ght support that statenent.
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DR. McCULLEY: In conplete agreenent with you.

DR. STULTING So, would it be the Panel's feeling
that this statenment should be changed to be nore consistent
with clinical care? | am seeing head-nods and heari ng
yeses, so we should then probably renenber to put this as a
condition with our recommendation at the end. | amsorry,
Dr. Hi ggi nbot ham pl ease proceed.

DR. H Gd NBOTHAM  Thank you. Regardi ng your
gl aucoma patients, as a glaucoma surgeon, it is not unusual
to see these deposits on | enses postoperatively, however
many of ny patients really have no conplaints, and |
wondered if you did any other questioning besides just
measuring visual acuity, glare testing, surveys, etcetera,
just toreally determne if there was any clinical benefit
to providing an intraocular |ens that nmay not have these
deposits.

My other questions relate to whether or not you
actually could determne if there was any correl ation
bet ween previous types of antiglaucoma neds and the greater
preval ence of nonocytes and giant cells on the | enses,
perhaps pilocarpine-treated patients may have had greater
nunbers of these giant cells.

Anot her question relates to the inclusion of
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pi gnentary gl aucoma patients in your cohort. 1In the United
States study you indicated that you included exfoliation
patients, but | wonder if pignmentary glaucona patients were
al so i ncl uded.

Also -- and this is ny last question -- whether or
not you could identify, particularly in the glaucoma cohort,
i f mani pulation of the pupil was related to the nore
resi stant cases of patients that did not seemto respond to
your lenses in ternms of the routine as well as the diabetic?
| think that is it for me for now Thank you.

DR. TROCME: Stefan Trocne. Wth regards to the
first question regarding further tests, the answer is, no
gl are test was done, nor were there any questions regarding
patient confort provided through the U.S. clinical trials,
al t hough this m ght have been of considerable interest,
obviously it was not a part of the protocol, to ny
know edge.

In regards to the second. Question about
i nclusion of pignentary glaucoma. Toni, correct ne if | am
wong, this may have been considered M D. and not incl uded,
it was primary open -- yes, but pignmentary -- vyes.

| do not believe that any pignentary gl aucoma

patients were included in our study popul ation, correct?
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M5. ELLIOIT: For the nost part -- and | would
have to go back and check -- | would say probably 99% of the
patients did not have exfoliation, they were strictly open
angl e gl aucoma with visual field defects or gl aucoma optic
di sconfort.

DR. TROCME: The third question regarding
medi cation -- Dr. Trocne -- and manipulation of iris. This
is actually a very good question, and was not part of the
original protocol to explore, however it is information
avai |l abl e through our record. | would like to rem nd you,
t hough, that the glaucona group was the snall est group that
we had. And this may introduce sone additional statistica
difficulties in making certain determ nations of
subcat egori es.

DR, LYDAHL: Eva Lydahl. If I could add regarding
t he European study, which was |arger, alnost 250 gl aucoma
patients, patients with pseudoexfoliation glaucoma were
included. There were a substantial nunber of
pseudoexfoliating glaucoma, but no pignmentary gl auconas were
i ncl uded.

In that study, there were no attenpts to neasure
visual function in any other way than visual acuity. And we

did not |ook at manipulation of the pupil. It is definitely
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probably the nost -- well, it is probably one of the reasons
that we see lots of dispersion of pigment in cells but it
has not been | ooked at.

MS. ELLIOTIT: Toni Elliott. Regarding your
question concerning the nedications that the glaucoma
patients were on. W have not done that type of analysis,
however those data are available and with a small patient
popul ati on, we would be able to put together sone
information for the Agency within the next two weeks to
possi bly answer that question.

DR. McCULLEY: Is it fair to say that you have not
shown -- you have shown a phenonenon that there are fewer
deposits, but you have not denonstrated any clinical
rel evance.

DR. TROCME: That statenent is true -- Dr. Trocne
-- that statenent is true if you | ook at the standard
perineters of efficacy, it is a correct statenent.

DR. McCULLEY: But you show no harm either.

DR. TROCME: Correct.

DR. McCULLEY: And you did show the phenonenon.

DR. STULTING Any other coments? Yes.

V5. BANDEEN- ROCHE: Karen Bandeen-Roche. | would

like to followup on Dr. Higginbotham s satisfaction
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question. In particular, | noticed that there was nore than
a 25% preval ence of post-capsul ar haze, persistent haze, so
my two questions: |Is this consistent with non-heparin
treated | enses? Could it have been caused by the heparin
treatnent, and is there informati on on whether patients were
bot hered or not?

M5. ELLIOIT: Toni Elliott. W saw no differences
bet ween the HSM and the non-HSM patients in regards to the
occurrence of posterior capsule passifications. The
percent ages were very stable between the two treatnment
groups in all three patient popul ations.

| have a chart here if you would like to see it |
will be glad to put it up for you.

DR, PULIDO  Jose Pulido. | agree with Drs.
McCul | ey and Sugar, that what you have shown is that the
anount of cellular deposit in giant cells is reduced, but
t hat does not necessarily nean that the foreign body
reaction is reduced. And what | would like to knowis, if
you are trying to show that it has anti-inflammtory
capabilities, why fluorophotonetry data was only fromthe
Eur opean centers, and there were actually two centers that
had fl uorophotonetry dat a.

You did not nention the results of the other
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center, which really did not show nuch difference, correct?

DR LYDAHL: No, that is correct. There was a
study perforned at St. Thomas' Hospital in London by M.
David Sporton(?). That study -- it was not possible to
denonstrate any difference in the breakdown of the bl ood
aqueous barrier. There was a large variation of the risk
cells. You could not denonstrate a difference.

DR. PULIDO And so you did not progress with
those studies in the United States, correct?

M5. ELLIOIT: That is correct.

DR. PULIDO So that neans that you have sone
guestions about the breakdown of the bl ood aqueous barrier
and the efficacy of breakdown of the bl ood aqueous barrier
wi th HSM | enses?

DR LYDAHL: Eva Lydahl. Well we are two
scientific studies, one shows the difference and the other
one does not, so it is up to interpretation. Wat we know
is that the study that denonstrated a difference was
performed by the father of the nethod, Professor Kunyavas(?)
and so he was very well acquainted with the nethod, and that
possi bly could be a factor, that results were better and
|l ess a variation of the results. Could be.

DR. PULI DO  Specul ation
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DR LYDAHL: Specul ation, | agree.

DR. STULTING Dr. Macsai, you had a question.

DR. MACSAI: Yes. It seens that this |ens does
i ndeed have |l ess cells deposited on its surface, so one
woul d presune that if there are inflanmatory cells in the
anterior chanber, that those cells mght gravitate towards
the trabecul ar meshwork, and in the U S. study you only
reported one patient with persistent secondary gl aucoma, but
| am wondering if you | ooked at whether or not there was an
el evation of intraocular pressure in these patients
postoperatively, who received this I ens, of even a snal
Il evel, and in the gl aucoma patients, was there any need for
addi tional glaucoma nedications? For exanple, if they were
on a beta bl ocker, was an al pha agoni st needed in addition?

M5. ELLIOIT: The answer to your first question --
now | forgot your first question.

DR. MACSAI: It involved the nonitoring of the
i ntraocul ar pressure, postoperatively in these patients.

MS. ELLIOIT: | amsorry, yes. Thank you. W did
not nonitor -- we collected that data, we have not anal yzed
that data. W would be glad to do that and, again, provide
that information to the Agency. Now, as far as

post operati ve nedi cations for the glaucona patients, we
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| ooked at all the concomtant nedications that were taken by
both groups. W found no differences in any of the patient
groups regarding the additional nedications that were
required for their conditions, whether that be glaucoma or
di abet es, postoperatively.

DR. MACSAI: Do you agree that there would be the
sane inflanmation postoperatively in the hands of the sane
surgeon, using the sanme technique in different intraocul ar
| enses, so that those inflammatory cells are still within
the anterior chanber sonewhere, and reasonably could be
affecting the facility of outflow in those patients?

DR. MADSEN. While we do not have any hard data on
this, it is known fromthe behavior of mcrophages that to
becone fully activated, they have to stick to sone surface,
and in order to be transfornmed into foreign body giant
cells, they certainly have to have a foreign body to react
t o.

If there is no sticking to the |lens, presunably
the cells drift away, probably nost of them through the
trabecul ar meshwork, where they mght stay for awhile, with
their coll eagues, taking up various dust and debris in the
trabecul ar nmeshwork, and then eventually | eave the anterior

chanber to universal circulation, as the other macrophages
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in the trabecul ar neshworKk.

M5. ELLIOIT: Excuse. Dr. Mcsai, we have found
sone | OP data. Dr. Lydahl?

DR. LYDAHL: W have | ooked at 1OP in the European
gl aucoma study, and there was no difference between the two
treatment groups regarding postoperative IOP at any tine in
t he postoperative course, and at visit one, which is the
first postoperative day, 15 -- no, it is not the first. It
is one week, sorry, 15.2 in the PMVA group and 15.1 in the
HSM group. Mean val ues.

DR. STULTING Dr. Ruiz.

DR RUZ Well, it is alittle bit off the focus,
but just of interest. You can recall early on in the
i ntraocul ar | ens uses, before visco-elastics, there were
devast ating nmechani cal effects on the endothelium of the
cornea, if there was contact wwth the PMVA. Have you-al
gai ned any data as to whether or not this heparin surface
nodi fication affects that?

DR. LYDAHL: Yes, we have. W are just getting a
couple of slides up. Endothelial cells were done in two
studi es, the Karolinska study, we have data from 76
patients, preoperatively and at three years. And the cel

| oss(?) at three years is 17.3% in the HSM group, and 20.8%
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in the PMVA group. So there is no significant difference
bet ween the treatnent groups.

The ot her study that | ooked at endot helial cel
counts is the study by Edson Thomas' Hospital with 54
patients, a conparison between preoperative and three-nonth
data; 7.5%versus 6.8% which is also not different. So,
there is no sign that the heparin would be harnful to the
endot hel i um

DR RU Z: Actually, | was addressing it fromthe
ot her standpoint, that is, with nechanical touching of the
endot hel i um does the heparin protect it?

DR LYDAHL: It is hydrophilic, so if you actually
touch it, there have been studies performed with touching
the lens to the endothelium and you rip off the cells with
t he naked PMVA surface, but not with heparin surface-
nodi fied. But in a clinical situation wth the use of
vi sco-el astics, we do not see it.

DR. RU Z: Fine, no, | was actually -- so there
have been sone experinents actually done where you bring the
heparin-treated surface in contact wth the endot helium and
it does not tear it off.

DR. LYDAHL: OCh. Ckay.

DR RU Z: No, | am asking.
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DR. MADSEN: Yes, we have been doing that, others
have been doing it also, and the results are essentially
that HSM does not rip off the corneal epithelium however,
the clinical significance of this is doubtful

DR RUZ Well, I -- it is still protective.

DR. MADSEN:  Yes.

DR. RU Z: Thank you.

DR. STULTING Dr. Pulido.

DR. PULIDO One other question. There was one
study where there was an increase in the anmount of patients
with noderate iritis. There was anot her study, a European
study, where there was an increase in the nunber of patients
with severe iritis in the HSM group, is that correct? In
conparison to the PMVA group?

M5. ELLIOIT: Was that -- do you recall, was that
in one of the international studies, because | --

DR. PULIDO  Yes, they were both internationa
st udi es.

[ Pause whil e physicians revi ew not es]

M5. ELLIOIT: | apol ogi ze because of the nunber of
studies, we are having difficulty finding that.

DR. RU Z: 901EO02 nore severe iritis. 871E02,

when reported at any tinme, 14.2% PMVA patients conpared to
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27.3% HSM patients were reported wth noderate iritis, 90
PMMA patients conpared to 80 HSM patients were reported with
mldiritis. The difference between groups was
statistically significant.

DR. STULTING Let's take a | ook at these one at a
time and, Dr. Pulido, if you could give us the page and
vol ume nunber so we can all be |ooking at the sane dat a,
maybe that woul d be hel pful.

DR RU Z: Volune |, page 358.

DR LYDAHL: Yes, we do, it is correct, that on
the first postoperative day, there was nore noderate iritis
reported in the HSM group than in the PMA group, but after
the first day, there was no -- that difference was gone.

DR RU Z: But it says, when reported at any tine.

DR LYDAHL: Yes, but that -- that is cunulative
fromthe first day, which neans that these that were
reported on the first postoperative day, wll be included at
any tinme. So, it is only first postoperative day, and the
significance of this -- | do not know, but we do not believe
that it is related to the heparin surface nodification. It
has not been seen in any other studies, it is just this
st udy.

DR. PULI DO There was one other study where there
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were nore severe cases of iritis with the HSM | enses, and
t hat was 901EO02.

DR. STULTING Wat is the volunme and page on
t hat ?

DR. PULIDO | amfinding it right now Page 655
of Volume I1; 4.7% of HSM patients had severe iritis, versus
2.4% of the PMVA | ens group. Ganted, they were smal
nunbers, but --

PARTI Cl PANT: Just one patient and two patients,
so it is --

MS. ELLIOTIT: Yes, there were just one and two
patients, and unfortunately when you are working with smal
nunbers |ike that, you will get skewed percentages. Again,
they were reported only at Form 1, and when you | ook at the
data as a cunul ative effect, you include those patients at
Form1, so | do not know that it was a big red light.

DR. PULIDO Well, there are two different reports
now where there were maybe nore cases of iritis wth the HSM
group than wwth the PVMMA group, reported at any tinme. Does
that rai se concern about the possibility that it is actually
nore inflammatory?

MS. ELLIOTIT: No, again, with these -- Study

901 EO2, you are tal king about one patient and two patients,
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and only at Form 1. Because we state, we are |looking at a
cunmul ative iritis, we have to look at it fromthe very
begi nning, fromthe very first postoperative visit, all the
way through. So, | think mainly it is at the Form1 that
skews the informati on where we stand at any tinme during the
st udy.

DR. STULTING Dr. Bandeed- Roche.

M5. BANDEEN-ROCHE: | just think it is worth
reiterating the point that for subgroup-specific conparisons
and for long termoutcones, as you have noted, the sanple
Sizes are not great, there is sone selection, and so we
shoul d be bringing a | ot of biologic know edge to bear to
eval uate safety in those cases.

DR. STULTING Are there other comments or
gquestions?

DR. VAN METER M. Chairman, follow ng up on what
Karen just said, many of the paraneters that appear in this
study are largely variable to surgical technique, and in
many cases | think the surgical technique probably has nore
bearing on the clinical outconme than the intraocul ar |ens
itself.

For exanpl e, clear cornea versus sequel (?)

tunnel (?) is going to have a far greater effect on hyphenma
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t han probably what lens is used. A patient that has been on
chronic nyotics nmay have a nuch greater prostaglandin
rel ease, and many patients that have their pupil forcibly
dilated for cataract surgery will have nore deposits and
cells than a patient that m ght not have been on chronic
myoti cs preoperatively.

Fluorites and ultrasound tine nay have a |l ot nore
to do with corneal edema, and then there are other
conplications that are |listed, such as macul ar degenerati on,
and posterior capsular passification that have to do with
cortical clean-up and are not related to the |ens.

Interestingly, two of the patients in your study
that actually got worse had a reason given that they had
posterior capsul ar passification, and when | finish, | would
like an answer, is this just because the study termnated --
t hese patients ended before they could have their YAG | aser
done within the six nmonths, or was there another reason why
t he YAG was not done?

MS. ELLIOIT: Could you tell nme which study you
are speaking of ?

DR. VAN METER: Look on -- and this is in Appendi x
| provided by you and it is patient's nunber 665, who is

bet ween 60 and 69 years of age. And the other is patient
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351, who is over 80.

MS. ELLIOIT: 1Is this in the 815HS study, Doctor?
Up at the top of that page, in the table?

DR. VAN METER: It does not say. This is Table
24.

DR. STULTING That is the Appendix -- isn't that
t he Appendi x --

DR. VAN METER: This is the Appendix --

[ si mul t aneous di scussi on]

DR. STULTING That is the FDA Appendi x, not the
sponsor's.

DR. VAN METER. Ckay. Well -- okay, it -- but |
would like to get back on this, that in trying to track down
the clinical evidence that is provided here, | agree with
the reviewers that it is pretty clear that this lens is safe
and effective as a correction of aphakia, but |I have a hard
time making the junp between cellul ar deposits on the |ens
and clinical inflamation when all of these other surgical
paraneters are largely unidentified and clearly can wei gh
nmore on the outcone than the type of |ens.

DR. STULTING Maybe you could | ook up the exact
reference, if you want to pursue that, or if you would

rather drop it, having made your point that you nmade --
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M5. ELLIOIT: | just wanted to nmake a statenent on
this. That particular study was an open | abel study. W
did not have a dual population, if | amthinking -- if it is
the right -- if it is the study I amthinking of. If it is
the original U S. study, all patients in that study received
an HSM | ens.

DR. VAN METER Ckay, but | nean, were you
consci ously avoi di ng doi ng capsul otom es on these patients?

MS. ELLIOTT: No, we were not, and it is very
possi bl e that that patient did not undergo YAG capsul ot ony
until after the study was done.

DR. VAN METER  Ckay, that is perfectly plausible.

M5. ELLIOIT: | can -- if you -- | can find out
for sure when and if the patient did have --

DR. VAN METER: It is patient 351 and patient 665.

M5. ELLIOIT: | can provide that information after
t he break.

DR. VAN METER:. Ckay. Thank you.

DR. SUGAR: One point in what he nade -- is that
there were 40 investigators accruing the 411 avail abl e
patients, which is | think a bit of a problemw th inter-
center variability. Sonmewhere -- is it in the PDP where you

tal k about there being a m nimum of 25 avail able patients
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per center?

PARTI Cl PANT: Yes. That is right.

DR. SUGAR: So that is prospective, okay. In the
future | think that would be an appropriate issue for us as
a Panel to discuss.

DR. STULTING Are there other comments? By ny
count, we have two peopl e who have not nmade any comments.
Three, excuse ne.

DR. McCULLEY: | have a question if no one el se
has one.

DR. STULTING Dr. MCulley, go ahead

DR. McCULLEY: This is froma conpletely different
perspective. You did bilateral intraocular |ens or cataract
i ntraocul ar | ens surgery on nonkeys. \Wat power intraocul ar

| enses did you put in those nonkeys?

DR. MADSEN: | do not -- really, |I do not have the
data there [sinultaneous discussion and | aughter] -- but the
| enses were rather special. Since human intraocul ar | enses

do not fit into the nonkey eye, we nade special scal ed-down
versions of the posterior -- the power | do not recollect at
t he nonent, but --

DR. McCULLEY: But did you determ ne power

appropriately for those nonkeys so that they could function
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vi sual | y?

DR. MADSEN: | do not think so.

DR. McCULLEY: M question was not frivol ous and
you know the nonovision -- | nean, that aside. You do not
think -- yes, it is funny, but this is not a funny issue, |
amsorry. You then put intraocular |enses in nonkeys
W t hout determ ning the appropriate optical power -- we have
a human advocate here -- that did not necessarily allow
t hose nonkeys visual function?

DR. MADSEN: Yes, | believe so. | amnot ceratin
at this nonent.

DR. MACSAI: That would never pass the IRB in the
United States nor any --

DR. McCULLEY: Well, this is animal rights, and |
think that if you did not determ ne appropriate optical
power for those nonkeys, and you did bilateral surgery, | do
not know what the FDA's position and philosophy is on this,
but for ny personal philosophy, | think that is terrible.
And that there should be insurance that things |ike that do
not happen, if indeed that is what you did, which was in
effect blind the nonkey.

DR. MADSEN: Yes. Ckay.

DR. LYDAHL: | would like to comment on that.
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saw t hose nonkeys. | did the surgery. And they functioned
-- | nmean, you could see themin their cages and that they
were functioning just as well after surgery as before, so |
am conpl etely convinced that we did not blind the animals,
and the study was of course approved by the | RB before
initiation.

DR. McCULLEY: Well, | nean, by the Animal Rights
-- or the Animal Commttee. | think that you may have
lucked into it. Your assessnent of their visual function
may not be accurate, it may be accurate, but | would think
that it should be required that when bilateral surgery is
done on aninmals, especially a primate, although it could be
argued that it should be any animal, that the surgery is
done in such a way that the power of the inplant that is put
in wll |leave the nonkey visually functional.

M5. ELLIOTT: We will certainly keep that in mnd
the next tine we have need to performan ani mal study.
Thank you very nuch.

DR. STULTING Dr. Hi ggi nbot ham

DR. H G3 NBOTHAM  Thank you, M. Chair. | wonder
if the primary reviewers could maybe respond to my concern
that | have been nmulling over for the | ast several m nutes,

and that is this issue about glaucoma patients.
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| wonder as we contenplate the answer to Question
1A, considering the fact that we do not really have a | ot of
data on gl aucoma patients and this popul ation, at |least in
the review of the studies by the FDA, there was only a
statistical difference in the nunber of cell deposits at
three nonths, so it is not an overwhel m ng response in this
popul ati on of patients.

| wonder if there m ght be sone added, not
necessarily caution, but added statenent that the benefit of

these lenses in glaucoma patients has not been clearly

indicated by data. | nean, you certainly have reviewed the
data in nmuch nore detail than I, but based on what | have
heard this norning, | do not really see there is nuch of a

di fference, generally.

DR. SUGAR:. Do you want ne to respond, or do you
want --

DR. STULTING If you would |ike --

DR. SUGAR: The request was for inplantation for
correction of aphakia, other diseases not discussed. And
the data do not support or refute you using this lens in any
ot her disease, including iritis. And there is no evidence
in any of the data presented that | can see that this |lens

is any better or any worse in the long run for patients who
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have correction of aphakia, including glaucoma patients.

DR MANNIS: | would agree, | think the data
suggests parity, not superiority.

DR. STULTING Dr. Belin.

DR BELIN. If we look at the fax on COctober 15
fromthe conpany, | know we are dwelling on this for a |ong
time, but the conpany has not asked for |abeling that shows
clinical superiority. | think what they are asking for is
what we have been di scussi ng.

| just kind of want to make a comment that |
realize we are tal king about a very snmall thing, we are
tal king about it at three nonths, at six nonths, at one
year, there is less giant cell formation, but occasionally -
- | amnot saying that this is the case -- inprovenents in
nmedi cal care occur at very small steps along the |ine.

If we |ook at cataract surgery in general, when we
switched fromintracap to extracap, the comment back then
was, well, there was really no difference between the two,
and then fromextracap to phaco(?), again there was,
initially, no difference between the two. And then from
standard lenses to foldable I enses. But if we go back to
intracap now, to clear corneal foldable, I think we can see

that there has been an inprovenent.
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| do not have a problemw th what they are asking
for. I think it is safe and effective, but | think we do
have to, in the back of our mnds, renmenber that sonetines
changes occur with very, very small steps. And that is all,
just a comment.

DR RU Z: WMy | say sonething, M. Chairman?

DR. STULTING Yes, Sir.

DR. RU Z: M experience has been that these
deposits on the lens rarely cause nmuch difficulty, but I
have had probably four cases over the years in which they
caused a lot of difficulty, and this was a chronic, |ong-
standi ng thing, where we actually used the YAG | aser to bl ow
them of f the surface of the | ens because they really
interfered with vision. So that the long termresults on
this I ens may be nuch better than the -- nore inpressive
than the short termresults. Thank you.

DR, STULTING Alright. W had diverse coments.
| would like at this point to try to nove on. Let's
restrict our cooments to significant concerns and issues of
| abeling. Are there any other questions at this point of
the sponsor? Alright, I would like to ask the sponsors to
return to their seats at this point so we can conpl ete our

di scussion. | would like to give you an opportunity |ater
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to respond to any issues that may occur during this portion
of the proceedings, that you would |li ke to comment on, just
to allow you a fair chance to speak, if you need to.

There is one other issue that | had that | would
like to bring up for discussion before we nove toward a
vote, and that is the issue of Weitis. The sponsor, at
least in this instance, has nade sone effort to present sone
data about eyes with Weitis that have been transpl ant ed,
and this is different fromthe usual PMA that we receive for
an inplant, where patients with Weitis are specifically
excl uded.

I f you |l ook at the standard | abeling, this appears
to be the standard | abeling that we normally see with an
intraocular lens. On page 246 of Volune |, there is a
caution there. Patients with anterior segnment inflammation
of unknown etiology -- And on page 247, at the top, there is
anot her nention, the safety of the intraocul ar |ens
i npl antati on has not been substantiated in patients with
preexi sting ocular conditions, and anong those listed is
iritis.

Furt hernore, physicians considering |ens
inplantation in such patients should explore the use of

alternative nethods of aphakic correction and consider |ens
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inplantation only if alternatives are deenmed unsatisfactory
to neet the needs of the patients.

| am wondering whether with the data in front of
us today, these are appropriate labeling -- this represents
appropriate labeling for this lens, since nost
opht hal nol ogi sts are | ooking for |enses that can be
inplanted in UWeitis, and in fact that is what we do
frequently, as a matter of practice today. Yes, Dr.
Rosent hal ?

DR. ROSENTHAL: May | comment? As you know, in
Europe, this |lens has been touted as being respectable to
use in patients with Weitis, and in fact, in England, where
| worked for many years, it was taken as dictumthat the
| ens was superior to the routine PMMA lens in patients with
Weitis.

| think there is nothing nore that the Agency
woul d lIi ke to have denonstrated in the appropriate study,
than that in fact this lens is superior to PMMA | enses in
patients with various forns of intraocular inflammuation, but
unfortunately, the study has not been done in which they
have taken a group of patients with Weitis and studied the
two different types of lenses. Only the single type of |ens

has been studi ed.
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| should like to, with your encouragenent,
encourage the conpany to do a study of that sort, follow ng
t he deci sion made here today, so that sone claimcould be
made, or sone decision could be made, about a claimrelating
to its superiority in patients with Uveitis.

DR. STULTING | agree. It is unfortunate that
the data presented were conpletely uncontrolled. Coments
fromthe Panel about this issue?

DR. MACSAI: Perhaps if such data could be
obtained in a cohort future study, the labeling could be
nodi fied in the future.

DR. STULTING Wuld the information fromthat
single uncontrol |l ed study be included in the |abeling as
part of the clinical data that is presented in the back
portion, just for information?

DR. LEPRI: M. Chairman, no, it is not included
in the study. The sponsor has not indicated that they w sh
to target any specific pathol ogy groups for which this
heparin surface-nodified lens is indicated, and that
i ncludes Wveitis patients, also.

DR. STULTING Okay. Any other comments fromthe
Panel ? As best | can sunmarize what has gone on so far, it

woul d appear that no one has any nmj or concerns about the



94
safety and efficacy of the lens, conpared with its PMVA
equi val ents, and the issues mainly center on the | abeling at
this point.

Let nme give the sponsor one opportunity to make
any comments that they would |ike to nake.

MS. ELLIOIT: As you know, we did begin a study of
Weitis patients, and we did provide the FDA wth basically
a data listing fromthat particular study. The study was
di scontinued after two years.

We had originally planned to enroll 80 patients in
the study, and at that two-year tinme point, we had only been
able to enroll 28 patients. Because of the conplexity of
the protocol, we had difficulties with the random zati on
procedure. W had difficulties keeping certified
phot ographers avail able for the patients, and we just
basically had difficulty enrolling patients.

The final nunbers that we ended up with were 28
patients, nine of whomreceived HSM | enses, 18 of whom
received PMMA | enses. So we have a disproportionate nunber.

| have taken the tine to summari ze the data from
t hose patients, and have found that in the Weitis
popul ation, there were no significant differences in the

visual results, visual outcones, or in the conplication
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rates for those patients. However, there is a remarkably --
| cannot say significant -- because we have not run
statistics onit, but a remarkable difference in the anount
of giant cells on the lenses in favor of the HSM patients.

There has al so been a study done in France using
Weitis patients, whereby they used the sane |lens, certain
patients received HSM and ot hers recei ved the non-HSM | ens.

DR. LYDAHL: As well, | would like to coment on
that French Weitis study. W have sone slides. That was
anot her attenpt --

DR. ROSENTHAL: Has that been submtted in the
PMA? | amsorry, but as you know, we cannot present data at

this nmeeting that has not been submtted in the PVA

DR LYDAHL: Sorry, | -- okay --
MS. ELLI OIT: | amnot sure that article was -- |
think that article was subm tted. It is the Jones article.

DR. ROSENTHAL: Jones article from France?

M5. ELLIOIT: Yes, it is. Yes.

PARTI Cl PANT: Jones is included.

DR. ROSENTHAL: Jones is from Engl and.

MS. ELLIOTIT: The article was witten by Jones.
DR. ROSENTHAL: Nick Jones from Manchester? Well,

| amnot sure. Certainly, that article was included with
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serachrom c(?) keratocyclitis(?), in which there were no

controls used, in which they ssif that the |l ens could be

used, but | amsorry. If --
DR LYDAHL: No, that -- that is not the right
paper. The Jones article is -- that is a non-controlled

study, but the publication --

DR. ROSENTHAL: | amsorry, but unless it was
presented --

M5. ELLIOIT: That is fine, I amsorry.

DR. STULTING Okay, well, thank you. | wll ask
the sponsor to return to their seats. And so the nessage
is, we would like to have controlled studies for these kinds
of clainms, and | think the ophthal mc conmmunity woul d
certainly appreciate that as well, because there is a desire
to have an inplant that is denonstrated to do better in
t hese patients.

| would i ke to call your attention to the
guestions that we have so kindly been given by the Agency,
that is in the back of your hand-out containing the agenda
for today. It is |labeled Cinical Questions for Panel
Di scussion. They are also up on the screen for you to | ook
at, and we are required to provide an answer for this to the

FDA.
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The first question is,

G ant cells and cellular deposits were the
efficacy variables of Study 815HS where Routine, D abetic,
and 3 auconm patients were studied. Statistica
significance of the difference between HSM and PMVA differed
bet ween patient groups and over tine.

G ven these differences, do the clinical data
measured in this PMA support the labeling claimthat "The
foreign body reaction, neasured by cellul ar deposits and
giant cells, is reduced on CeeOn HSM PWMVA | enses conpared to
non- HSM PMVA | enses. This difference is observed during the
first postoperative nonths but may not be present at 12
nmont hs, when the foreign body reaction is | ess pronounced."?

O, alternative B, Is this statenent nore
appropriately placed in the Cinical Trials section of the
| abel i ng?

Those of you who believe that Ais the correct
answer to this question, please signify by raising your
hand. There should be 11 hands for voting nenbers.

DR. McCULLEY: | do not understand, what is the
rel evance of the placenent, | do not -- | do not know.

DR. STULTING W are answering questions that

have been posed to us by the Agency, and we are required to
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DR ROSENTHAL.:
DR McCULLEY:
to know the rel evance of
DR STULTI NG
given to us once before,
mention it?
DR McCULLEY:
it, I amsorry.
DR STULTI NG
for clarification.
DR ROSENTHAL.:
it once again,

M5. LOCHNER

the i ssue of whether the sponsor

since you do it nore eloquently than
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May | comment? May | comment --

In order to answer it, | would Iike
t he pl acenent.
Ch, |

amsorry. The rel evance was

during the -- Donna, didn't you

She did, but |I did not understand

Alright, let's do it again, just
Donna, would you like to nmention
woul d?

think the question is speaking to

has provi ded evidence to

support a labeling claim which is sonmething that would go

into the Intended Use section of the |abeling.
that the | ens has been shown to have a purpose that
indicated for a particular

A claimhas different

in ternms of how they may advertise and pronote their

potentially in terns of

t he | ens.

|t means

IS
popul ati on.

inplications to the sponsor

| ens,

rei nbursenent they may receive for



99

One way to think of it, sort of on a practica
basis is, does the statenment -- if you believe the
concl usi on has been adequately supported, do you believe it
bel ongs in the Indications for Use section of the |abeling?

DR. STULTING The bottomline is, can a detai
man cone and tell you this, and can they put it in their
print advertisenment, am| correct?

M5. LOCHNER: That is an inplication.

DR. STULTING  Ckay.

DR PULIDO. Dr. Stulting?

DR. STULTING Yes, Sir.

DR. PULIDO. Point of clarification. Wat if one
does not agree with the first part, the foreign body
reacti on nmeasured by, but rather it should say, the anount
of cellular deposits and giant cells is reduced on CeeOn?

DR, STULTING Well, that was actually in ny m nd.
W are free, as | understand it, to nodify the wordi ng so
that it can then be placed where you think it would be
appropriately placed. AmI| correct? Ckay.

DR. PULIDO | would propose changing that.

DR. STULTING Alright, so there is a proposal
that we keep it in the Cains statenent, but nodify its

wor di ng slightly?
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DR. McCULLEY: Well, those are two different
guestions. | |ike the wording change, but fromthe evidence
presented and the absence of clinical relevance, | would
rather see it in the Cinical Trials section rather than in
the C ains section.

DR. STULTING Ckay, | propose that we work out
the wording and then figure out where it goes.

DR. McCULLEY: Alright.

DR. STULTING |Is that acceptable?

DR. McCULLEY: That is acceptable.

DR. STULTING Dr. Pulido, would you like to
suggest your alternative wording?

DR. PULI DO The anount of cellular deposits and
giant cells is reduced on CeeOn HSM PMVA | enses conpared to
non- HSM PMVA | enses.

DR. STULTING (Ckay, does everybody understand
that proposal? |In other words, we are just renoving the
foreign body reaction portion of it -- [sinultaneous
di scussion] --

DR, SUGAR(?): Just cellular deposits and gi ant
cells are reduced.

DR. STULTING But are you proposing to delete the

second sentence in that, or |l eave that in?
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PARTI Cl PANT: No, you want to leave it in.

PARTI Cl PANT: Leave it in.

DR. PULIDO  No, and continue with the next --

DR. STULTING He is fine with the rest of it, but
wants to get rid of the foreign body --

DR. McCULLEY: Right, and | woul d suggest addi ng
anot her sentence that is in effect, the clinical relevance
of this is uncertain, as a third sentence in that.

DR. STULTING Is that materially different from
the Caution Statenent?

DR. McCULLEY: It seens to be the same as Nunber
t hr ee.

DR. STULTING Let's see. Well, the Caution
Statenent that was proposed then in this --

PARTI CI PANT: Yes, in the fax -- [sinultaneous
di scussion] --

DR. STULTING Wiat is it, three here? | believe
those are all the sanme now, am| correct? Al the materials
we have the sane statements, the slides and the letter and
the program are the sanme, correct?

DR. McCULLEY: | still would propose it there. It
is not as strong in Nunber Three as the clinical rel evance

of this is uncertain. And it puts it in proximty.
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DR. STULTING Ckay, well, let's get the content
correct and then we will do the placenent, because if it
noves to a different place then it will all be together.

OCh, Dr. Lepri.

DR LEPRI: Excuse ne, M. Chairman. As a point
of information for all the Panel nenbers, the quote pl aced
here in Question -- | amtal king about Question 1A, is that,
t he sponsor proposed on their |abeling, their nodified
| abeling -- it begins with, clinical studies denonstrate,
have denonstrated that the foreign body reaction as neasured
by cellular deposits is reduced.

We changed that in our proposal to, the foreign
body reaction, rather than clinical studies denonstrate,
because of the inplications for the |abeling.

DR. STULTING So, this is the correct statenent
that we are --

DR LEPRI: This is what the Agency is proposing,
yes. Thank you.

DR. PULIDO | would also Iike to delete, the
foreign body reaction is | ess pronounced at the end, as
well. But may not be present at 12 nonths. Peri od.

DR. STULTING \Wen the differences are | ess

pronounced, so when -- Dr. Belin.
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DR. BELIN. | want to reiterate. | think what Jim
was saying is, | would want to -- and since we are talking
about this, we cannot not tal k about the second part -- but
woul d want to have the Caution -- what is now called the

Caution Statement incorporated into this statenment, maybe
for different reasons, because | think a Caution Statenent
alerts a physician of a potential nedical problem

VWat we are doing here is we are taking sonething
that says, it is not any better, but clearly not any worse,
and saying, that is a caution. | think that is the
i nappropriate use of a caution statenent.

| think this all needs to be in one statenent,
whether it ends up being in Trials or Clainms, | would rather
see it as one conplete statenent.

DR. STULTING Okay. Let's see, Dr. Pulido, did
you by chance jot down --

DR. MACSAI: | have it.

DR. STULTING WMarian, fantastic. Could you read
what you jotted down?

DR. MACSAI: As point of clarification, Dr. Pulido
has recommended del etion of the follow ng words from 1A:

Forei gn body reaction, nmeasured by -- and in the

second line, is, and changing it to read as foll ows:
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The anount of cellular deposits and giant cells
are reduced on CeeOn HSM PWA | enses conpared to non- HSM
PMMA | enses. This difference is observed during the first
post operati ve nonths, but may not be present at 12 nonths.
Period. Deleting, when the foreign body reaction is |ess
pr onounced.

DR. PULI DG Thank you, Dr. Macsai

DR. STULTING Okay. |Is everyone confortable with
that statenment? Are there any other coments or
recommendat i ons?

DR. McCULLEY: | still would like to see the
sentence, The clinical relevance of this is uncertain,
foll ow ng those two sentences that Marian just redid.

DR. STULTING Ckay, well, let that be the next
i ssue. Does anybody have any problem w th what has been
read, so far? kay, let's go on and work out the content of
this third one, and then we will deal with where it is
pl aced as the final issue, alright?

DR. MACSAI: So, then, Jim what you would like to
do is just add the statenent made in Nunber Three --

DR. STULTING No. No, actually --

DR. MACSAI: -- to be part of this statenent?

DR. McCULLEY: | like ny statenent better than the
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ot her one. The other one can be used sonewhere else. Mne
is real sinple. The clinical relevance of this is
uncertain. Fewer words and pretty clear.

DR. STULTING Okay. You need to have anot her
word other than this, and you mght want it to read, the
clinical relevance of this reduction, which refers back to
t he previous sentence.

DR. McCULLEY: Agree.

MR. BULLI MORE: Rel evance seens a little strong.
How about ram fications -- [simultaneous discussion] W al
under st and rel evance.

DR. STULTING The proposed statenent is, The
clinical relevance of this reduction is uncertain. | hate
to get into the granmar and the exact wording, but it is
probably appropriate here because we are dealing with sonme
i ssues that are the major concern for this Panel --

DR. McCULLEY: Well, the only thing there is that
the reduction that we would be referring to could be the
reduction in the first sentence, or the reduction in the
second, the absence of the phenonenon. So, | nean, | think
the neaning is there, and | would rather let the FDA play
with the grammar.

DR. STULTING Is the Agency clear about what it
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is that is being recomended, and can you take care of the
granmar and structure okay?

M5. LOCHNER: Ckay, | think we are clear of the
words. W are clear of the words, we still need your
recommendati on regardi ng the placenent.

DR. STULTING Ckay, | want to go back to the
recommendation by Dr. Belin and Dr. MCulley, that the
statenent that we have just considered be placed i nmediately
after the two sentences that we have al ready deci ded upon.
| s there general consensus that that is appropriate?

PARTI Cl PANT:  Yes.

DR. STULTING Any dissension? kay, | see no
di ssension, and so the recommendation is that the three
sentences we have just constructed be presented together,
and now we should nove onto the issue which was originally
presented to us as to whether these are appropriately put in
the Cains portion or the Cinical Trials portion of the
| abeling. Dr. Belin?

DR. BELIN. | just want to get back to the issue -
- | just want to make a comment. | actually prefer the
proposed wordi ng supplied by the conpany over what Dr.
McCulley said. Not that there is a big difference, but |

think we are getting into an area where -- to give an
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analogy -- if we have a lens that turns out to be nuch
easier for a physician to insert in an eye -- nuch easier.
Ni ght and day difference -- but, the patients still turn

out to have the sane 20/20 rate, sanme conplications rate,
are we going to have a statenent saying, this has no

advant age?

It does have an advantage. | think they showed an
effect. Period. | think to say it is not clinically
relevant to nme is a little strong. | think what they say

here is, they have not shown a statistically significant
reduction in the incidence of conplications or adverse

events associated with inflammatory reactions.

| think that is actually -- [sinultaneous
di scussion] -- | like the wording of the conpany, that is
all --

DR. MACSAI: | agree. | agree with Dr. Belin.

woul d rather see that statenent put in.

DR. STULTING Ckay. State your recomrendati on
once again, please?

DR. BELIN. That the two statenents be joined --
nmy recommendation is that the wording in the, quote,
proposed Caution Statenent, which is not how !l would like to

see it, remains the sanme. The effectiveness of this heparin
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surface-nodified lens, in reducing the incidence of
conplications or adverse events associated with inflamuatory
actions, has not been established.

DR. STULTING Ckay, so essentially, we have two
proposals for the third sentence, is that correct? Are
there comments -- would anyone |ike to speak for or against
those two proposal s? COkay, let's try to cone to an
agr eenent .

The first proposal is that the third sentence be,
The clinical relevance of this reduction is uncertain -- or
simlar wording. The second proposal is that the wording
remain as included in the letter from Pharmaci a under
proposed Caution Statenent.

Those in favor of the first proposal, please raise
your hands. That is one, two [counting] -- that is five.
And those in favor of the statenent as presented by the
sponsor, please raise your hand.

PARTI Cl PANT: You get to break the vote.

DR. STULTING No, that is six, as | count them
Ckay, there were six votes for the proposed Caution as
included in the letter fromthe sponsor, and five for the
proposed change. So, the sense of the commttee is that it

remai ns as stated here.
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[ The notion to accept the proposed Caution
statenent as included in the letter fromthe sponsor was
approved by a vote of 6 to 5.]

DR. STULTING | think we still have not been
cl ear about whether we are confortable having those two -- |
tell you what, let's first consider whether the first two
statenents belong as Clains statenent or as Cinical Trial
st at ement s.

DR. ROSENTHAL: Could I just clarify --

DR STULTING  Sure.

DR. ROSENTHAL: That you are happy with renovi ng
the first three words of the first statenent, everyone is
happy wth that?

PARTI Cl PANT:  Yes.

PARTI Cl PANT:  Yes.

DR. STULTING That is ny interpretation, we wl|
clarify it. Understand that the first phrase, Cdinical
studi es denonstrate that -- are not included in the wording
as we are voting on it so far. Fully understood?

DR. SUGAR: No, no, no. The foreign body reaction
measured by is del et ed.

DR. STULTING And the foreign body reaction

measured by is al so del et ed.
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DR. ROSENTHAL: Have you all agreed that it wll
start -- the anobunt of cellular deposits and giant cells is
reduced on --

PARTI Cl PANT:  Yes.

DR. ROSENTHAL: Followed by, this difference is
observed during -- followed by, Nunber Three questi on.

DR. MACSAI: You want ne to read that into the
record?

DR. STULTING Are there any questions? Marian,
go ahead.

DR. MACSAI: Can | just nake a notion?

DR. STULTING Sure, you can nmake a notion any
time that you have the floor, and you now have the fl oor.

DR. MACSAI: | would like to nove that the
foll ow ng statenent be placed in the Cains section. The
anmount of cellular deposits and giant cells are reduced on
CeeOn HSM PMMA | enses, conpared to non- HSM PMMA | enses. The
difference is observed during the first postoperative
nmont hs, but may not be present at 12 nonths.

The effectiveness of this heparin surface-nodified
lens in reducing the incidence of conplications or adverse
events associated with inflammtory reacti ons has not been

est abl i shed.
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PARTI Cl PANT:  Seconded.

DR. STULTING |Is there a second for that notion?

PARTI Cl PANT:  Seconded.

[ The notion was duly seconded. ]

DR. McCULLEY: Point of clarification. Marian has
taken our statenent that we were working on agreeing on, and
placing it, all in the sane --

DR. MACSAI: Yes. Yes. Let's nove along --

[ si mul t aneous di scussi on and | aughter] --

DR. McCULLEY: Well, but what if | agree with half
of you but not the other half?

DR. STULTING Well, you can speak for or against
the notion at this point.

DR. MACSAI: Then vote against it -- [sinultaneous
di scussion] --

DR. McCULLEY: | would like to see us decide,
unl ess we want to go ahead now -- | think there are two
issues. W need clarification that the statenent as read is
what we want. And | amin favor of that.

Then we need di scussi on about where it is going to
be placed. So if we can -- you know, | amnot still
conpletely certain of the appropriateness of the placing.

My gut instinct is that it should go nore in Clinical Trials
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than in Cains, but I amnot 100% sure of that. But | do
i ke the statenent.
DR. STULTING That is an appropriate comrent,
since her notion includes the placenent, so we will just
continue that discussion, if that is alright with everybody.

Go ahead, M chael.

DR, BELIN. | would leave it in Cains. | think
these are -- prior to the surface nodification -- correct ne
if I amwong -- these are basically | enses that are already

approved, right? So, the conpany has done a | arge nunber of
studies, not to put sonething in Cinical -- | nean, it is a
claim They have done a ot of them A lot of work. And
the reason they did the work, is to get a, quote, Claim

And their claimwas proven.

We have addressed the fact that it may not be
clinically relevant -- going back to your word -- but it
does belong in the Cains section, in ny opinion.

DR SUGAR: | agree with Dr. Belin.

DR. STULTING Could the Agency clarify for us --
| think I know the answer to this -- but, if we pass the
notion as recomended, would that nean that they can now
advertise this, but they have to have a footnote that has

the third statenent in it, or sonething to that effect?
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M5. LOCHNER: \Whatever words you agree to, if it
includes this third sentence, if you recomrend that those
words be included in the aim that is then what the firm
islimted toin their advertising. So in other words, it
woul d have to carry through all the statenments in their
adverti sing.

DR. STULTING Ckay. |Is there further discussion
on the notion on the floor? Judy.

DR. GORDON: Just a brief comment. | do think
that the placenent in Cains has nedical |egal inplications
for the users of these | enses and of other PMVA | enses.
will Iimt my coment to that, but | think it is worth
consi derati on.

DR. MANNI S: Wat do you nean?

DR. STULTING | am not sure what that neans

DR. MANNI S: Wat do you nean by that?

DR GORDON: | think it relates back to the
comments nmade before, relative to identifying, for exanple,
a certain population and inplying that, then if you -- what
does it translate into if you do not use this lens in that
popul ation? | think having it as a claimraises those sorts
of issues.

DR. STULTI NG Oh, | see. | have to have stuff in
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real basic English, | ama southern boy, here. You are
worried because people will get in trouble for not putting
this lens in people, is that correct? Alright.

DR GORDON:  Yes.

DR. MACSAI: But the statenent that was previously
a caution is nowa claim

DR SUGAR: It is saying that relevance is
unknown.

DR. MACSAI: Saying that the relevance is not
clear, so how could that beconme a nedical caution?

DR. GORDON: And that may be adequate. | amjust
rai sing the question -- | do not have an answer.

DR. STULTING Yes, it is probably a good issue to
bring forward. In other words, would everybody feel
confortabl e defending their decision not to use this |ens,
based on the labeling? AmI saying that correctly?

DR. GORDON: | think that is exactly the issue
that is worth addressing.

DR. MACSAI: If | may comment, though | know we
practice in a very nedical |egal society, we have been asked
here, on the basis of our scientific opinions, and not
necessarily our |egal ones, so | would I eave that to the

| awers at the Agency to --
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PARTI Cl PANT: They do not al ways watch out for us,
t hough.

DR. STULTING Is there further discussion of the
nmotion on the floor? | see no further discussion, would you
pl ease repeat it, Dr. Macsai?

DR. MACSAI: The notion?

DR STULTING  Yes, M am

DR. MACSAI: | nove that the foll ow ng statenent
be placed in the O ainms section of PMA P960034:

The anount of cellular deposits and giant cells
are reduced on CeeOn HSSM PMVA | enses, conpared to non- HSM
PMMA | enses. This difference is observed during the first
post operative nonths, but may not be present at 12 nonths.
The effectiveness of this heparin surface-nodified lens in
reduci ng the incidence of conplications or adverse events
associated with inflammatory reactions has not been
est abl i shed.

PARTI CI PANT: | would |ike to second that.

DR. STULTING It has already been seconded, and
we are ready to vote, unless there is further coment.

Those in favor of the notion as stated, please raise your
hand. That is 11 for. Those opposed -- there should be

none. And there are none opposed.
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[ There was a show of hands and the notion was
approved unani nously. ]

DR. STULTING So the notion passes, and we have
now commented on points one and three of the questions that
we were submitted. | interpret Question 2 to be approval,
recommendation for approval or not, am|l correct about that?

PARTI Cl PANT: That is correct.

DR. STULTING So, we have addressed these
comments. Are there any other questions fromthe Agency
that Dr. Rosenthal or anyone else would like to bring up,
that we shoul d address here during this discussion, before
we nove to a vote?

M5. BANDEEN- ROCHE: | just want to know if the
Panel is happy with the visual acuity data that appear in
the dinical part of the label, particularly, it is a best
case visual acuity.

My concern arises fromthe fact, both that the
cohort acuity was noticeably better than the non-cohort
acuity, and that there was noticeabl e variation anong
providers in the acuity that was achi eved, and so, | would
propose that both overall and best case acuity be presented,
and that a description of precision of the estinmte be

devel oped that include the design which was a very
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i nhal anced split anong providers.

DR. STULTING | believe that, overall and best
case are always presented, am| incorrect about that? |Is
that right?

MS. BANDEEN-ROCHE: Did | just mss it?

M5. LOCHNER: No, actually, currently, usually
just the best case is presented.

DR. STULTING Ckay, | stand corrected, then.
What woul d the Agency's reaction be to that reconmendation?
In other words, it seens to ne that if we are going to do
that, it should be standard for all inplants.

M5. LOCHNER: Yes, | think we would want that
point of clarification. W certainly can recommend it for
this PMA, but we would be interested in the clarification
whet her you want this across the board.

DR. STULTING In other words, those kinds of
things are wise all the tinme, and | think it -- in ny
opinion, at least, would be that it is unfair to require it
of one manufacturer and not another, so it would be a
generic recommendation for the Agency, | think. Maybe we
should -- would it be appropriate to discuss that in the
Gui dance docunent ?

M5. LOCHNER: Yes.
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DR. MANNIS: Yes, exactly.
DR. STULTING Alright, let's nove that discussion

to | ater today.

DR. MACSAI: | have a second issue before
approval. Are we going to address Dr. Sugar's concern about
YAG at six nonths, in |abeling or -- what are we going to do

about that?

DR. STULTING Let's see, it has been di scussed
already. | think there was a consensus. Maybe it woul d be
i ncluded in the recomendati on for approval or not approval.

DR. MACSAI: That that be nodified, correct?

DR. STULTING Ckay, is there any other
di scussi on? Alright, I will turn the floor over to M.
Thornton for coments before we nove to a vote.

DR. THORNTON:  Your reconmendation options for the
vote are as follows: Approval, there are no conditions
attached. The Agency action, if the Agency agrees with the
Panel recomendation, an approval letter will be sent to the
appl i cant.

The second option is approvable with conditions.
You may recommend that the PMA be found approvabl e, subject
to specified conditions, such as resolution of clearly

identified deficiencies which have been cited by you or by
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FDA staff. Prior to voting, all of the conditions are
di scussed by the Panel and listed by the Panel chair.

You may specify what type of followup to the
applicant's response to the conditions of your approvable
recomendati on you want. For exanple, FDA response or Panel
homewor k assignnment. Panel followup is usually done
t hrough honmewor k assignment to the primary reviewers of the
application, or to other specified nenbers of the Panel. A
formal discussion of the application at a future Panel
meeting is not usually held.

| f you recommend post-approval requirenents to be
i nposed as a condition of approval, then your recomrendati on
shoul d address the foll owm ng points:

The purpose of the requirenent. The nunber of
subjects to be evaluated. And the reports that should be
required to be submtted. The Agency action. |If the FDA
agrees with the Panel recomendation, an approval wth
conditions letter will be sent.

The third option is not approvable. O the five
reasons that the Act specifies for denial of approval, the
followi ng three reasons are applicable to Panel
del i berati ons:

The data do not provi de reasonabl e assurance that
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the device is safe under the conditions of use prescribed,
recomended or suggested in the proposed |abeling.

Reasonabl e assurance has not been given that the
device is effective under the conditions of use prescribed,
recomended, or suggested in the |abeling.

Based on a fair evaluation of the material facts
and your discussions, you believe the proposed |abeling to
be fal se or m sl eadi ng.

I f you recomrend that the application is not
approvabl e for any of those stated reasons, then we ask that
you identify the nmeasures that you think are necessary for
the application to be placed in an approvable form

| f FDA agrees with the Panel's not approvabl e
recommendation, we wll send a not approvable letter. This
is not a final Agency action on the PMA. The applicant has
the opportunity to anend the PVA to supply the requested
i nformation.

The anended application will be reviewed by the
Panel at a future neeting, unless the Panel requests
ot herw se.

Tabling. In rare circunstances, the Panel may
decide to table an application. Tabling an application does

not give specific guidance fromthe Panel to FDA or the
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applicant, thereby creating anbiguity and delay in the
progress of the application, therefore we di scourage tabling
of an application.

The Panel shoul d consider a not approvable or
approvable wth conditions recommendation that gives clearly
described corrective steps. |If the Panel does vote to table
a PVA, the Panel will be asked to describe which information
is mssing and what prevents an alternative recommendati on.

Foll owi ng the voting, the Chair wll ask each
Panel menber to present a brief statement, outlining the
reasons for their vote. Thank you, M. Chair.

DR. STULTING Dr. Sugar.

DR SUGRAR: | would like to recommend approval
with the nodifications in the | abeling that we have al ready
di scussed.

DR. STULTING It has been noved and seconded t hat
we recomrend PMA P960034 for approval with the nodifications
in |abeling that we have di scussed and those include the one
referencing YAG | aser capsul otony, and the one that we have
di scussed regarding the cl aim

DR. THORNTON: Am | to understand that he is
proposi ng an approvable with conditions?

DR. STULTING That is correct. Well, it is
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approvable wth | abeling changes, there are no conditions
bei ng i nposed on the sponsor.

DR SUGAR: Yes, | think it is full approval wth
changing the wording. That is not really conditions. They
do not have to cone back to us with anything. |Is that
correct?

DR. STULTING It is unconditional approval wth
recomendations for |abeling. Any further discussion?

DR. MACSAI: | second the notion.

DR. STULTING It has already been seconded, |
believe, but we will take another second. W wll| take a
third --

DR. ROSENTHAL: Excuse nme, M. Chairman, | am
informed that that is actually a conditional approval, but
we understand the sense of the notion and --

DR. STULTING Ckay, | stand corrected.

PARTI Cl PANT: Call the question.

DR. STULTING Okay. Those in favor, please raise
your hand? | count 11 for. Those opposed, please raise
your hand.

[ There was a show of hands and the notion was
approved unani nously. ]

DR. STULTING There are no hands raised, so now
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we have to poll those voting, and we are required for you to
make a statenment as to why you voted for it. In this case,
none against. And that statenment nay be very brief, so we
wi |l begin over here.

DR. VAN METER. The data showed it to be safe and

effective. | think that the surface nodification is
hel pful. The clinical relevance is yet to be determ ned.

DR. STULTING Thank you. Dr. Belin.

DR BELIN:. | agree.

DR. McCulley: Couldn't have said it better.

DR, H G3 NBOTHAM | agree.

M5. SONI: | agree, too.

DR SUGAR  Sane.

DR MACSAI: | agree.

DR. STULTING Dr. Bullinore, sorry, we mssed
you.

MR. BULLIMORE: | just wanted to agree with Dr.
Sugar .

DR. MANNI'S: | agree.

DR. STULTING Dr. Macsai?

DR MACSAI: | agree.

MS. BANDEEN- ROCHE: | agree.

DR. PULIDG | have nothing el se but agreenent.
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DR. STULTING Have we conplied with the Agency's

DR. ROSENTHAL: Yes, you have, M. Chairman, as
usual . Thank you very nuch.

DR. STULTING COkay, as | see it, it is about
12:30. We will have a couple of announcenents.

DR. THORNTON: Just in case there are those of you
who are going to be leaving at this point -- those in the
audi ence, | mght add, not the Panel -- | did want to
announce for you the 1998 Panel neeting dates that we have
tentatively schedul ed. Those are February 11, 12 and 13.
April 23 and 24. July 23 and 24. And October 22 and 23.

Those dates are on the FDA Wb Page. The address
of the Web Page is www. FDA. gov. Changes or cancel |l ati ons of
those dates will appear as well as the draft agendas of
pl anned neetings approximately two nonths prior to the
meet i ng.

I nformati on on planned neetings can al so be
obt ai ned fromthe Panel hotline nunber, 1-800-741-8138. The
Opht hal m ¢ Panel code when pronpted by the recording is
12396. Thank you.

DR. STULTING Dr. Belin, you have a --

DR. BELIN. Were can we put these?
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DR. THORNTON: | amsorry. | amsorry. For those
Panel nenbers, | would like to just ask you to | eave your
docunents on the table so that they may be collected. |If
you do not want -- anything you want collected, please |eave
on the table. |If you want to take your packets, put them on
your chair or over here, they will not be collected. Yes,
Eve, sorry.

DR. H G3 NBOTHAM  Quick question. D d I

understand you to say that the February neeting is three

days?

DR. THORNTON: Yes, you did.

DR. H Gd NBOTHAM Not here, | hope. Another
Hol i day | nn.

DR. STULTING Ckay, we are adjourned for |unch,
to reconvene at 1:30, please.
[ Wher eupon, at 12:30 p.m, a recess was taken

until 1:30 p.m the sane afternoon.]
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PROCEEDIL NGS (1:52 p.m)

DR. STULTING |I'd like to call the neeting to
order once again. The topic for discussion this afternoon
is the FDA Gid for intraocul ar |enses, and the PDP for
intraocular lenses. |'ll turn the floor over to Donna
Lochner to begin the festivities.

Agenda Item: Proposed Revision of FDA Grid for
Intraocular Lenses - Donna R. Lochner

M5. LOCHNER: Thank you.

We have provided to the panel nenbers and the
audi ence, copies of material that was prepared as background
for today's discussion of an update to the FDA historical
Gid of data. This information was prepared by Susanna
Jones, and | would like to take this opportunity to thank
Ms. Jones for her data anal yses and excellent presentation
of the data.

Unfortunately, she was not able to be here today,
however, we are fortunate to have with us Drs. Eva Lydah
and Sverker Norrby. FDA invited Drs. Lydahl and Norrby
because they both played pivotal roles in the devel opnment of
i nternational standards, organization standards for |QOLs.

Dr. Lydahl provided clinical expertise in

devel oping the 1SOI1QOL clinical standard. She is with St
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Eric's Eye Hospital in Stockhol m

Dr. Norrby is the convener of the | SO working
group under which the international |SO standards were
devel oped. He is director of applied research at Pharnmacy
and Upjohn in the Netherl ands.

We have invited Drs. Lydahl and Norrby to
participate in the discussion so that they may answer
guestions you may have about the |SO standards.

By way of background, | would like to explain that
FDA has undertaken several initiatives in order to harnonize
our requirenments with international requirenents.
Specifically, in the device approval area we are striving to
nove as an organi zation towards greater recognition of
standards in our review processes. Wthin the Division of
Opht hal m ¢ Devi ces we have participated extensively in the
devel opment of the SO I CL standards in nmeetings spanning
over about seven years.

Because of the collaborative efforts of experts
t hroughout the world, we believe the standards contain the
state-of-the-art in I1OL testing nethodol ogies and criteria.
In all areas of substance, we agree with the recommendati ons
made in the I CL | SO standards.

| do not plan to go through in detail, the
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background i nformation that has been provi ded concerning the
revision of the Gid, but would |like to highlight sone of
the information provided. | would like to begin by going
t hrough sone of the differences between the nethodol ogi es
outlined in both the I SO standard, and in FDA s draft
gui dance docunent, and previous FDA gui dance, because the
clinical data collected under these studies will be conpared
to future Gid updates.

First is the reporting formats. As can be seen,
| SO has tightened up the reporting tinme periods for the
postoperative visits, including elimnation of the previous
Form5 tine period. | would like to point out one
difference in this slide fromthe materials that were handed
out to you, and that is in the Form4 visit. There is a
proposal that is being brought forward to SO to revise the
Form 4 from 90- 180 days to 120-180 days. This again wll
tighten up the visit schedule, and nay be a nore appropriate
time franme for assessnent.

Sone of you may renenber that many years ago FDA
agreed to allow sponsors to shorten their Tier B studies
fromone year to six nonths or Form4 if the results at six
mont hs were acceptable. [If a sponsor were to shorten their

study, we ask that they manage their Form4 visits so that



129
patients were seen at 120-180 days. |In the years since we
al l oned that change there has been confusion regarding the
actual time frame at Form4. This proposal will nove al
studies to a Form4 visit of 120-180 days. W would like to
hear your comrents about this proposed change.

Also in the I SO standard, at |east 300 subjects
are required to be seen at each visit, therefore, we believe
studi es conducted according to the 1SO requirenments wll
potentially report nore instances of adverse events, and so
data coll ected using these nethods can be appropriately
conpared to the Gid.

Next we presented the effects of |owering the
sanple size from500 to 300. This slide provides the |ower
detection limts for visual acuity for 500 and 300 sanple
size. These rates represent the maxi nrum VA rates detectabl e
as statistical less than the 1983 Gid rates.

Next 1s the upper detection limts for a sanpling
of adverse events representing the range of rates in the
1983 Gid, and the probability of observing at |east one
occurrence of an adverse event that occurs at the rates
noted on the slide. Again, we believe that reduction of the
sanple size from500 to 300 does not have a significant

effect on the detection limts, and still results in a
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reasonabl e assurance of safety and effectiveness.

" mgoing to skip over the next two sections in
t he handout, nanely the elimnation of certain adverse
events, and the definitions of adverse events, since these
areas Wi ll be discussed in the questions to the panel.

Clinical data were collected fromrecent |QL
experience for soft and PMVA posterior chanmber | COLs and for
anterior chanber I CLs. The posterior chanber data is
present ed separated by soft versus PMVA, and with the soft
and PMVA dat a conbi ned.

This slide shows the total nunber of subjects
avai l able for analysis. These slides provide the updated
data without the detection [imt information included. The
data anal yses provided in the handout include the detection
limts for a 300 patient study, and a 100, or Level B study.

First, for posterior chanber |OLs, the expected
i nprovenent in overall and best case VA was seen in the PMVA
data, and generally nore so in the soft material data.
Lower rates of adverse events were seen for the conbi ned
cunmul ati ve adverse event data, with the nost marked
i nprovenent in the rate of surgical reintervention

Persi stent adverse events rates again, are |ower

for recent experience when conpared to the 1983 Gid val ues,
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particularly persistent iritis and persistent corneal edema

The anterior chanber data is sonmewhat nore
probl ematic, as explained in the background materi al.

First, the visual acuity data were not an inprovenent over
the 1983 Gid values. Both the cunul ative and persi stent
adverse events in the updated data were soneti nes an

i nprovenent over 1983 val ues, and sonetines worse.

Note the increases in cunulative |ens
di sl ocations, persistent nmacul ar edema, and persi stent
secondary glauconma. This |ater experience nay represent
nmore difficult cases using anterior chanber |enses, since
routi ne use of anterior chanber lenses as a first |ens of
choice is not conmon today.

The next slides repeat the questions that we have
asked the panel to address, which we can display as we step
t hrough the questi ons.

At this time, | would like to return the floor to
Dr. Stulting for any comments before we go through the
gquesti ons.

DR. STULTING One comment that | had about this
was the possible confounding effect of grouping | enses by
type, when in fact these types are correlated with the

surgi cal technique used to inplant them Do you understand
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what |' m sayi ng?

Let's suppose that it is true that one surgica
type, let's suppose that just for the sake of discussion
that clear cornea facial enulsification inplantations are
associated with | ower conplication rates and better visual
acuity than extra capsular surgery. |If you don't consider
that in your stratification, and instead only consider |ens
type, then you may incorrectly conclude that fol dable |enses
have a better outcone than non-fol dable, |large, optic |enses
j ust because they are associated with a surgical technique
that provides a different outcone.

| think you need to address that when you | ook at
the outconmes. In ny opinion, it is much nore likely that
the outconmes would be related to the surgical technique than
to the inplant type, given nodern techni ques and nodern
i npl ant s.

M5. LOCHNER: Well, that's true. W are not able
in the data that we have available to us, to separate out
t he surgical technique for posterior chanber |enses in terns
of each of the outcome variables, visual acuity and all the
adverse events. W don't have that data avail able to us.

DR. BULLIMORE: You raise an inportant issue. How

woul d you propose that we would incorporate it into the
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guidelines? Do you just want a line that raises the
awar eness of future panel nenbers and reviewers, or do you
think that really sonme sort of detail ed breakdown and the
devel opnent of a sort of three dinensional, rather than a
two di nensional Gid wuld be in order, or do you just want
to put it in as a caveat?

DR. STULTING Well, the data are available in the
worl d. The question is whether they can be gotten and put
into this kind of docunment. | suppose one way of doing it
is torequest it fromsponsors. | know for a fact that it
was col |l ected, because it is part of data that have been
subm tted for approval of exenpt plans.

So the easiest way | would think, would be for the
agency to sinply request that sponsors who have submtted
PMAs over the last ten years or so, and ask themif they
woul d provide the data. It is to their benefit. The
purpose here is to create gui dance docunents for the
approval of inplants in the future.

Any ot her comments?

DR. MACSAI: | think it would also be for our
future product devel opnent protocols, which I know we are
j unpi ng ahead, but that information be provided to the

panel , and perhaps data be stratified based on that, because
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what you say is probably true. There are going to be | ess
hyphemas for exanple in a clear cornea surgery than an extra
cat.

DR. STULTING W're |looking at updating a Gid
that is over ten years old. | do not believe that the
out cones of cataract surgery today are the sane as they were
over ten years ago. |If the data don't show that, then
think there is sonmething wong with the way it is being
col |l ected and anal yzed.

M5. LOCHNER: Yes, | think what you are saying
makes perfect sense. The question you are getting to is our
guestion nunber four, which | think we want to hear expanded
upon when we get to that, but this issue of for posterior
chanber data, what woul d appropriate stratification be?
think if the data is available, what you are sayi ng nmakes
sense as the way to present it. |If the data are avail able,
| think we would want to hear any alternate proposal.

DR. MACSAI: It's not if they are not avail abl e.
They shoul d be available. The technique used to inplant the
i npl ant shoul d be avail able fromthe sponsors to the panel,
because the surgeons have to report the technique.

M5. LOCHNER: I n sonme instances you are | ooking at

studi es that have been conpleted for a while. Now the
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efforts it wll take the sponsor to go back into their
dat abases and stratify it out in that way, it is probably
doable, but it is, you know --

DR MACSAI: I'msorry, | was referring to future
st udi es.

M5. LOCHNER: Oh, okay. Maybe this can be
di scussed when we get to nunber four also.

DR. STARK: Are we discussing the tine issue al so?
The tinme of foll ow up?

DR. STULTING W probably ought to get sone
organi zation into how we are going to proceed here. Wuld
you like to -- are you finished with your presentation?
Wul d you like for us to go ahead and di scuss, or would you
like for us to discuss one itemat a tinme as you go through
it, or what?

M5. LOCHNER: Well, we have a |ist of questions we
do want you to address. The question that Dr. Stark is
bringing up is in the first section, where we have outlined
the basic differences between what we have required in the
past in the 1SO. So if you wanted to step through the
background, at |east step through Section I, and then from
there on out, we've got our questions outlined. | nean,

it's a suggestion.
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If there are any questions with Section |, which
are the differences between what we have done in the past
and what 1SO is recomendi ng, at | east we can have that
di scussion now, and | think Drs. Lydahl and Norrby woul d be
able to answer any questions there. Then perhaps step
t hrough the questions, or you could just have open
di scussion, and then go through the questions.

DR. STULTING It has not been clear to ne what
you are proposing, at least fromthe docunent that you have
gone through before. Are you proposing changes in the
reporting intervals to match | SO s?

M5. LOCHNER:  Yes.

DR. MACSAI: It is not clear to me from 120-180
that is on this slide, that wasn't in the handout --

MS. LOCHNER: R ght.

DR. MACSAI: \Which one are you asking us to
approve?

M5. LOCHNER: Qur current proposal for both | SO
and FDA is 120-180. It is not reflected in the materials
you have. This proposal cane after it was mailed to you.

DR. STARK: Can | just say one word? In | ooking
at those nunbers, it is now becom ng nore consistent with

what the tinme followup is of a patient. You follow them
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for two to two and a half nonths, and then you see them
maybe at six nmonths, and then at a year. Wy, since you
have your final followup at really 10-14 nonths, based on
t hose nunbers, why not have the six nonth followup five to
seven nonths to give a little range there?

VWhat you want is six nonths data | woul d i magi ne.
It's not a big issue, but if they mss six nonths to the
day, then you don't get a data point there.

M5. LOCHNER: | think nore than anything that 120-
180 days is comng from previous experience wwth | OLs, where
when we shortened Tier B studies, which are the smaller
clinical studies done on just smaller changes to the device,
when we shortened those studies, we wanted themto be seen
later in what was typically the Form4 visit. So | think
the 120-180 proposal is just comng fromfamliarity with
that time frame that was used for Tier B studies. The Tier
B studies, if the last time they were going to be seen was
at Form4, we wanted it to not go so early.

DR. STARK: And | agree with that, so nmy proposal
woul d be to have it five to seven nonths, which would be
150- 210 days. | agree, 120 may be a little short for a six
month followup. | don't know which standards you are

proposi ng, how they are witten in stone, but it seened to
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me like the five to seven nonths woul d capture the six nonth
better.

DR. VAN METER. | agree with Dr. Stark, M.

Chai rman, because | think the current practice guidelines --
and these are actually in the American Acadeny of
Opht hal nol ogy literature -- that six nonths after your
initial one nonth followup visit, and so seven nonths woul d
be an appropriate extension. | think nost people say, see
you back in six nonths, and this usually conmes after the
four to five week visit.

DR. STULTING | amconfused a little bit
procedurally. The Gidis a collection of data that have
been historically as a guideline for discussion when this
panel | ooks at intraocular |lens inplant applications. Are
we not confusing the Gid, which is a conpilation of data,

w th recomrendati ons and gui dance for submtting PVAS?

M5. LOCHNER: These are sonewhat separate issues.
The reason we chose to go through themin this discussion is
when you created the new Gid, we wanted the panel to be
aware of differences in reporting tine frame so that people
were confortable conparing new studi es that m ght be
conducted according to the new criteria, to this Gid that

was col |l ected perhaps using different criteria.
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Now we have gone through these and assured in our
m nd that they would be still reporting worst case -- if
they met the Gid, that would still be worst case, and the
| ens woul d be performng well. The tine periods thensel ves
have changed in such a way that we'll probably capture nore
adverse events, and so it would be appropriate to conpare it
to this historical data which was collected a different way.

So while this doesn't relate exactly to how you
woul d update the Gid, we felt it would be good to go
through it, because of how that future Gid wll be used.

If | can just bring up one other point that Dr.
Lydahl just pointed out. Wen |SO devel oped their tine
frames, they tried to stay within the previ ous FDA
gui delines. They tightened up the range, but kept it within
the previous, so that you could say you were conparing to
the Gid; you were conparing apples and apples. By changing
the format, it is not as a pure a conparison, but it nay be
appropriate on its own nerits. | think that is what needs
to be considered.

So the current SO, which is FDA's current
proposal , keeps within our previous requirenents. It is
still all within the previous Gid requirenents, and any

updated Gid -- of course those studies woul d have been
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conducted using the previous FDA requirenents, so future
studies that were conpared to it would be equivalent, we
bel i eve.

DR. STARK: Donna, it is very rare that you go
back and conpare Form 4 data with one | ens, and base
approval for another one. Really what you have done is --

M5. LOCHNER: It's cunul ative adverse events.

DR. STARK: Pardon?

M5. LOCHNER: It's only in the sense of capturing
the cunul ati ve adverse events.

DR. STARK: What you have done is conbined 4 and 5
really to cut out one visit. | think it is really inportant
to collect six nonth data, because conpanies may want to
come in at six nonths and begin their process of
negotiation. | think that the | onger out you have that six
mont h, the better. So you are conbining 4 and 5. Straddle
it at five to seven nonths, and then you are collecting six
month data. |If you need to go back and | ook at sone forner
application to conpare, then you could conbine your 4 and 5
foll owups, but | don't think that is necessary.

M5. LOCHNER: Yes, | think that is a point well
t aken.

DR. BULLI MORE: Donna, what is the overal
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notivation here? |Is conformty between FDA and |1 SO, so that
the FDA m ght be able to consider nore international data in
their approval process? O is it just we want to be nore
i ke the Europeans?

M5. LOCHNER: Well, that is probably admrable,
but the FDA is noving their programtowards recognition of
standards. Also, | think you need to be aware that we have
participated for many, many years now with the I SO
del egation in comng to these conclusions, and really
review ng the past studies, and what nmakes nore sense. W
have participated in that way, so we do endorse the 1SO. W
have participated quite a bit in the discussions, but we
don't want to bring studies before you that you are totally
unfamliar with this new net hodol ogy of doing the studies.

DR. STULTING O her comments?

DR. GORDON:  From an industry perspective, | think
the goal would be ultimately to have clinical trials that
are conducted that neet as many of the worldw de regul atory
requi renents, so that you are not doing sonething different,
because then again even for one product you have trouble
conparing. There are not enough research dollars in the
world to do a different study for every country and every

registration. So | think it is a very admrable goal, and
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nmovi ng toward standardi zation is really useful.

DR. ROSENTHAL: May | also comrent that in the new
FDA noderni zation | egislation one of the itens is asking us
to harnoni ze as nmuch as possible with international
standards. So | think that it is an idea that is going to
be very high on our priority.

DR. BANDEEN- ROCHE: | had a question about another
aspect of these changed requirenents which is requiring
every single one of the forns to be included to include a
patient in the sanple. 1Is there any concern that that wll
lead to an extrenely selected group of individuals?
Bringing it to the current discussion, | would imgine it
will tend to be conservative if the people who cone in for
every formare the ones who are having problens, are
especially eager to be seen, but | don't know.

DR. LYDAHL: That is actually a m sunderstandi ng
of the |1SO docunent. W have said in |ISO that we want at
| east 300 forms fromeach reporting period. W want an
intention to treat analysis, which neans that we want all
data reported. So we have gone away fromthe cohort
definition, and said that all data are to be reported, but
to make sure that we have enough data, we want to see at

| east 300 patients at each tine period. It doesn't
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necessarily have to be the sane 300.

DR. BANDEEN- ROCHE: Yes, thank you.

DR. MACSAI: So then why do you have a sanple
size, Dr. Lydahl? [|I'mnot sure | understand that, because
if the goal is to have 300 data points at each form then
300 sanple size would be too small

DR LYDAHL: W want 300 eval uabl e patients.

There is also a recommendation in the | SO docunment on how
many additional patients that you should include to nmake
sure that you have 300 at the end of the one year period.

DR. MACSAI: Ckay, thank you.

DR. STULTING Is it a given that we wll have a
revision of the Gid with updated nunbers of sonme sort for
i nclusion in the gui dance docunent?

M5. LOCHNER  That's what we would |ike to do,
however, we'll go forward with the guidance if we are not
prepared to go out wwth the revision to the Gid. W can
add that in when we are ready. W were hoping after today's
meeting we woul d be prepared to revise the Gid wth updated
data. | guess we don't have to. W would still have our
gui dance and still reconmmend the 1983 Gid.

DR. LYDAHL: It is sonething we have asked for

SO We are aware that the data we are using now is very
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old, and to have sonething nore up-to-date is sonething that
we need. So we are really welcomng this effort that the
FDA has done to collect nore recent data.

DR. STULTING Proceed wth what you would Iike
for us to conment on.

M5. LOCHNER: Wthin Section I, which again,
outlines basically the differences between | SO and what we
have required in the past, were there other questions about
the difference between 1SO? | don't think we have fully
cone to resolution of the question of changing Form 4.

DR. STARK: |Is ISOwitten in stone? Is it
finalized and we're supposed to accept it, or we have a
chance to recommend?

DR. NORRBY: That is one of the difficulties in
i nternational standardi zation. W are not always in sync.
The | SO docunent now is up for voting at a certain |eve
called DIS. That is the first appearance as a printed,
publ i shed docunent.

It can be anended in the next round to follow
depending on the voting results. In that voting, every
country is casting one vote. Qur feeling was that this
change on Form 4 from 90-180 to be 120-180 woul d rather

easily pass that voting procedure. |If we, as you propose,
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increase it fromsix to seven nonths, I'mnot so convinced
that it will go through. The chances that it will becone
approved in the |1SO procedure, and then we will have a
difference which is -- well, | don't like it, but that m ght
be the outcone.

DR. STULTING Wuld you like for us to go through
this docunent? You are asking for questions, but would you
like for us to go through and provide you with an opi nion
about whet her these things are or are not appropriate?

M5. LOCHNER:  Yes.

DR. STULTING Let's define the questions you
would like to address. So |I'mnot sure that these questions
are inclusive of all the information that is in the
preceding pages. So | think it needs to be agreed that
anything that is not discussed, is not necessarily approved.

M5. LOCHNER: CQur |ast question asks for any other
conment s.

DR. STULTING | guess the reason |I'm having
problenms with this is it seens rather disorganized for nme to
go down these questions, rather than sinply going through
t he docunent front to back in an organi zed fashion. Does
anyone el se share those concerns with nme?

DR. MC CULLEY: WMaybe |I'mgetting confused now, or
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maybe |1' m confused and didn't know I was confused. Wy
can't we go down the questions?

DR. STULTING Ckay. Are we going to then discuss
the draft gui dance docunent separately? |Is that what you
want? Then the PDP is going to be a totally separate thing,
correct?

M5. LOCHNER: The draft gui dance docunment was
presented as background material for the PDP. So really for
updating the Gid, we need the answers to the questions on
the Gid. The nmethodol ogy we use to update the Gid really
| guess if you think of it totally separate from how future
studi es are conducted --

DR. STULTING Well, see, that's what | hear you
saying, but the first thing you brought up was an issue of
future studies, which is the reporting tine frame. There is
no way you can change the reporting tinme frame retroactively
for the Gid.

M5. LOCHNER: Right. So regardless of what is
done with the reporting tinme franes, we want to know t he
met hodol ogy to update the Gid. The prinmary reasons we have
gi ven you this background about the nethodol ogies in this
portion of the neeting is so that we could use Dr. Lydahl

and Dr. Norrby to answer sone questions. W weren't able to
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use themduring the reference PDP di scussion.

So to the extent that we can tal k about what the
questions we believe need to be answered so that we can
update the Gid, we would |like to get those answers from
you. Then to the extent that if there are any questions
about the I1SO requirenents, and you can ask these questions
of Dr. Lydahl and Dr. Norrby, we would like to allow that
opportunity al so.

| f you focus on updating the Gid, and the
gquestions we need answered in order to update the Gid, we
m ght be able to nmake sone progress.

DR. STULTING Ckay, but page 2, page 3, and page
4 for exanple, have nothing to do with updating the Gid,
because they are referring to sanple size for future
subm ssi ons.

M5. LOCHNER: That is correct.

DR. STULTING Ckay, | think I"'mgetting alittle
bit clearer on this now. Let's do the questions on V. W
are going to return to the things about data collection
points and sanple sizes later. That is not the Gid.

M5. LOCHNER: That's correct.

DR. STULTING So let's go down the questions

listed on page 10 then, "Please discuss any concerns with
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t he adverse events proposed for elimnation fromthe Gid.
(See Section Il above.)" and then that is page 5.

DR. PULIDG | have no problens dealing with the
elimnation of those, since they are enconpassed in other
data that is being collected.

DR. MC CULLEY: |Is hyphema sonewhere el se? W
coul d argue whet her hyphena needs to be sonewhere el se.
| ooked carefully to see if it was anywhere, and if it is, |
m ssed it.

M5. LOCHNER: We are proposing that the persistent
rate of hyphema only be reported, instead of the cumul ative
rate. By persistent, we have sonmewhat redefined it for this
one particular event, which is that we would |i ke al
reports of hyphema at basically the last two visits.

DR. MC CULLEY: So your feeling is that the
cunmul ative data would be nore related to surgical technique
in patient selection? | guess you have given it a | ot of
t hought. That doesn't just inmediately necessarily junp out
and set right. Stated nore directly, clearly, | would
wonder about retaining cunmul ative hyphena.

DR. STULTING O her comments?

DR. STARK: Well, persistent hyphema will be

extrenely rare, but an eye can fill with blood and be a | ost
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eye from bl ood stain, but w thout a persistent hyphena.
think if it's not too nmuch trouble, it would be good to
include it. The issue was even asked this norning about
hyphema. | think it is probably worthwhile including it.

DR LYDAHL: It is the problemwth the very early
hyphema that is definitely related to the surgery.

DR. STARK: Not necessarily. Say if you have a
| ens that explodes into the eye, or a different insertion
techni que, one can tear the root of the iris and cause a
hyphema. So there are surgical techniques and inplantation
of the intraocular lens, it can cause a hyphema. So your
statenent is not entirely true.

DR. MACSAI: It would seemthat if in the future
when we revise the next step, the PDP, then if data is
stratified by nethod of inplantation, it may elimnate that
i nherent bias or |ogical hyphema that m ght result after
scleral tunnel incision, as opposed to a clear cornea
i nci sion.

DR. LYDAHL: The data is collected anyway. 1In |ISO
we are not proposing not collecting data on hyphema at every
reporting form So it is just a matter of how you anal yze
the data. |If you analyzed it by cunul ative and persistent,

or just one, the data is there.
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M5. LOCHNER: Both cunul ative and persistent.

DR RU Z: |Is there the sense that there should be
no change fromthe treatnment of hyphema fromthe way it is
now, or from other events?

DR. MACSAl: Right.

MS. LOCHNER: Except to also do a breakdown with
the persistent rate, which we didn't previously have in the
Gid.

DR. MACSAI: Yes.

DR. BELIN. If we are going to try to elimnate
let's say an insertional technique-induced hyphema, and
we're | ooking only at cunul ative and persistent, we are
still not going to be able to do that unless we go back and
| ook at the first reporting form correct?

You can have a lens that for sonme reason induces a
| ate hyphema, and it will show up both on persistent, and if
it is persistent and cunul ative, you will not be able to
| ook at that data and determ ne whether it was surgically
i nduced or not. You have to |ook at the Form 1.

DR. MACSAI: Well, it depends on if you stratify
the data by surgical technique.

DR, BELIN. But if a lens is surgical technique-

specific, you are still not going to be able to tell whether
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that was a techni que-induced, or was it sonething inherent
with the material of the lens or anything el se.

DR. MC CULLEY: Well, having the data, to ne it
gives us ared flag if we need to | ook nore carefully. |If
don't have the opportunity to look for that flag, then we
coul d overl ook and not even question whether it was
techni que or |ens or whatever.

DR RU Z Wll, the line gets very blurred
bet ween technique and I ens too. Wen you put it in the
sul cus, and you've got a late erosion, is that technique or
is that the lens? The only |ens-induced hyphema -- | think
true lens induced hyphema were the original anterior chanber
| enses, the ugh(?) syndrone. Oher than that, | don't think
the I ens ever causes a hyphensa.

DR. STARK: The point about that is you will not
see that in six nonths or a year, the ugh syndronme usually,
or lens-induced hyphema is going to be laid out. Wat you
really want to capture is, is there sonething about the
surgical insertion of this lens that is causing damge?

That would be the thing | would be nost interested in, and
the thing you mght pick up. So listing hyphema cumnul ati ve,
if it is a high rate, one could go back and | ook, are they

all at the first forn? 1Is it one investigator that had a
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problem or is everybody getting a high rate of hyphema? It
just mght be to look at it as a little concern, so |eave
it.

M5. LOCHNER: So what |I'mhearing is collect the
cumul ati ve.

DR. STARK: Well, persistent is going to be so
| ow.

DR. LYDAHL: It is not a problem

DR. RU Z: Mbdst of these |late onset sul cus erosion
type things are really recurrent rather than persistent. So
i f you happen to see themon the seventh nonth and they are
clear, then they may have it on the ninth nonth.

M5. LOCHNER: Were there any concerns with the
ot her conplications that were proposed to be elimnated? |
see a |l ot of heads shaking no.

DR. STULTING It looks as if there are no other
concerns on that one.

The second question, "Please discuss any revisions
or additions to the definitions outlined in Section III,"
and they are found on page 6 and page 7. Does anyone have
any problemw th any of those, or any conment?

DR. H G3d NBOTHAM This is al nost predictable, but

secondary gl auconma is not elevation of intraocul ar pressure.
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So | woul d suggest that that be recharacterized to secondary
el evati on of intraocul ar pressure.

DR. MC CULLEY: Wuld you set alimt?

DR. H G3d NBOTHAM That is also a predictable
guesti on.

DR. MC CULLEY: Sorry to be predictable.

DR. H G3d NBOTHAM | don't know how nmuch. You
could analyze this to death, but I would say that we could
characterize it in terns of a percentage conpared to
baseline. | don't know what is feasible here, but say if it
is nmore than a 20 percent increase conpared to baseline,
that would be significant. It all really depends. You
can't pin ne down, |'msorry.

DR. ROSENTHAL: That's why we didn't pin ourselves
down to secondary el evation of intraocul ar pressure.

DR. H G3 NBOTHAM  Anot her way to look at this, in
many studi es you | ook at thresholds of five mllineter
i ncrease versus greater than ten. That could be anot her way
to doit. | amnore concerned about this characterization
of glaucoma as el evation of intraocular pressure, so that we
can nmake sure we keep our definition straight.

DR LYDAHL: Actually, in the |ISO docunent | have

used the term"raised IUP requiring treatnment.” This is an
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interpretation of the old term secondary gl aucoma that was
in the original Gid.

DR. H G3d NBOTHAM | guess | have a concern about
requiring treatnments, because that is up to the
investigator. W want to know if there is any significant
increase. Certainly anything less than five would be
perhaps within the realns of variation, but sonmething nore
than five may not be. It is hard to really characterize
this globally. You have to really consider each individual
patient, as well as the investigator's threshold for
treat nent.

DR. LYDAHL: The problemis that today too with
the definition as it is now, it says secondary glaucoma, and
what do we nean? The data that is collected and that we
base this update of the Gid on, it is collected using the
term nol ogy secondary gl aucoma and nothing el se. W have
the same problem of whether to treat or not in the data that
we have today.

DR. H G3d NBOTHAM Well, that's why we probably do
have to put a nunber on it as Dr. MCulley just whispered in
my ear, but at the very | east we should say secondary
el evation of intraocular pressure, and perhaps start with a

threshold of five as a starting point, and see what coments
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we mght get fromthe comunity fromthat as a definition
Then anot her category m ght be ten or great; five to ten,
and then ten or greater.

DR RU Z: Starts at 11 and goes to 16; that's an
el evation of intraocul ar pressure?

DR. H Gd NBOTHAM By this definition, yes, but by
the sane token, that is probably one that is only going to
survive the first form and won't be present |ater on,
per haps, but we will have that data there. For a patient
that has 90 percent cupping and split fixation, that could
be a significant increase, but for a patient that has a
normal cup and no visual field defect, that is not a
significant increase. So there you have it.

DR. VAN METER: | think it is fairly well witten
the way it is. Al of these scenarios play out here, there
are three key words here. One is secondary gl aucoma, which
means that due to the recent procedure and/or the inplant.
Two is persistent elevated pressure, which is really how you
are going to test for it anyway. Thirdly is requiring
treatnent. |If the patient has 90 percent cupping, then one
woul d be inclined to treat it, rather than watch it.

| believe you could leave it to the surgeon's

di scretion, but |I rather like the way it is witten here.
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think that covers all we need to cover.

DR. STULTING Any other coments?

DR. MACSAI: | think the point that was bei ng nade
is that elevation of intraocular pressure is not glaucona
You need to have sone visual field changes or optic nerve
changes to nmeke that determ nation of glaucona.

DR. VAN METER  That's when you would require
treatnent. |It's not elevated pressure, it is elevated
pressure requiring treatnent.

M5. LOCHNER: The one proposal on the floor was
sinply to change the designation from secondary gl aucoma to
secondary el evation of intraocular pressure. So that is one
thing on the floor. The second thing is the actual
definition, either, and/or. There we go, everybody is
happy.

DR. H G3 NBOTHAM | doubt that w thin whatever
this time frame is, say even six nonths, you are going to
devel op gl aucoma if you have never had it before within a
short period of tinme. So | would just leave it as secondary
increase in intraocular pressure, and then we can decide
later if we want to add sone definitive nunbers and ranges.

DR. STULTING Is there a consensus on that

st at enent ?
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[ Several panel nenbers answer in the affirmative.]

DR. STULTING | think there is consensus on that
| ast statenent.

Any ot her concerns about the definition?

DR. MANNIS: This may be nore semantic than
subst antive, but under hypopyon on the use of the word "pus”
is frequently associated with infection. | wonder whether
it mght be best to put white blood cells, since an
i nfl ammatory response is probably nore |likely what you are
referring to. It's an ugly word.

DR. STULTING Do you gain any additional
information or any different information from hypopyon than
you do from endophthal mtis?

DR. LYDAHL: | think you do. You don't
necessarily have a hypopyon when you have an
endophthal mtis.

DR. STARK: It's the other way around.

DR. MANNIS: Vice versa.

DR. LYDAHL: Ckay.

DR. STARK: It's the other way around, and the
reason it was put in was because we were seeing sterile
hypopyon with the new ethyl ene oxide sterilized | enses. So

t hey usually go together.
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DR. BANDEEN- ROCHE: Under endophthal mtis here it
says confirned intraocular infection or sterile. So it
seens like it is covered right there.

DR. LYDAHL: So maybe we could do away with
hypopyon t hen.

DR. STULTING |Is there consensus that we woul d
recomend doi ng away with hypopyon? Does anybody object to
t hat ?

DR. STARK: | would leave it in, personally.

DR. STULTING You would leave it in? Wat
addi tional information do you gain fromthat?

DR. STARK: You know that you' ve got a marked
inflammatory response. It would just insure that either
that or endophthal mtis was reported, because it says an
inflammation inside the eyeball. It could be sterile or
infectious, and I would Iike to make sure -- you could put
after endophthalmtis, any hypopyon nust be reported.

DR. BELIN. | think the exanple you gave earlier
was just the problemin the past with the sterilization
t echni que.

DR. MACSAI: So then what about the tritus(?)?

DR. STARK: | said you could take off hypopyon

here, but you should just put it in brackets under
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endophthalmtis. |f you have an hypopyon, it has to be
reported as an endophthalmtis. It could be sterile; it
coul d be infectious.

M5. LOCHNER: Do we determne this rate sinply by
addi ng the endophthal mtis and the hypopyon rates?

DR. STARK: You are treating the sane people.
They are the sane case.

M5. LOCHNER So we could do with the
endophthal mtis previous rates as the new Gid rate?

DR. STARK: Yes, it can be confirmed infection or
sterile. For enphases, hypopyon should be reported here,
because that is a sterile endophthalmtis by definition.

DR. STULTING | think the issue is just a
procedural one, whether we have to ook in two places for
the sanme cases or not, or whether the sanme case gets
reported twice. It seens to ne that if you define
endophthal mtis as you have defined it here, it should
i ncl ude every case of hypopyon.

DR. VAN METER. But in truth aren't you interested
in two separate things? One is a sterile hypopyon, which
could just be defined as such, and the other is hypopyon
secondary to infection. You are really interested in two

separate things, so why not ask for them both, rather than
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put themin one category.

DR. STARK: Well, they are already in one
cat egory.

M5. LOCHNER: The reason they were witten this
way, the endophthalmtis definition was witten this way was
to delete the intraocular infection rate that was previously
collected. There was concern that the intraocular infection
and the endophthalmtis could be being confused with each
other. \Whether we have made it any better in terns of --

DR. STARK: The nunbers are going to be snal
enough that if you get a higher nunber that is suspicious,

t hose cases woul d be presented separately anyway. So you
just want to capture it. What you don't want to do is put
in endophthal mtis and have soneone devel op a hypopyon, and
the doctors don't put it down. That is the only thing |
woul d be concerned about by elim nating hypopyon.

DR. SUGAR: Just trying to |l ook at what the data
are --

M5. LOCHNER: The thing to bear in mnd also is
the case report forns thenselves will say endophthalmtis,
and hopefully the doctor will have read the clinical
protocol to be rem nded of what that includes, but six

months into the study when he is just follow ng patients,
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whether it is helpful to have the hypopyon listed separately
as a box to check is another issue.

DR SUGAR: On the cumnul ative data, the incidence
of hypopyon exceeds the incidence of endophthalmtis. So it
is certainly warranted to interpret it the way we are
tal ki ng about it.

DR. STARK: See, that was in the Gid. Wen we
saw sonme of the sterile hypopyons.

DR. SUGAR: They weren't called endophthal mtis?

DR STARK: Correct.

DR. STULTING Yes, but endophthalmtis | think
back then was defined differently. It was defined as an
i ntraocul ar infection, and so people who wanted to enter
that data had no choice but to put it under hypopyon, but if
you redefined endophthal mtis, then it is now included.

DR. STARK: What Donna is saying, six nonths into
the study if it is not an infection, it is endophthalmtis,
it may not be reported if you elimnate hypopyon fromthe
recordi ng.

DR. MACSAI: So let's leave it the way it is.

DR. STULTING I'mnot sure | would call it a
consensus. W need to arrive at one. Wat is it?

DR. MACSAI: | nove we leave it the way it is.
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DR. STULTING Is there any concern over the
definition of macular edema? |If we leave it like it is,
think we are going to get all kinds of rates dependi ng upon
how t hey are nmeasured, and whether they | ook and everything
else. I'mnot sure how you are going to conpare one lens to
another. |Is there any other concern about that except m ne?
Evidently not.

DR. PULIDGO Iritis probably should have after the
comma, possibly causing pain, et cetera, et cetera. You can
have the iritis without any of the subsequent synptons.

DR. H G3d NBOTHAM | have been thinking about your
question about macul ar edema for the |ast few seconds, but |
was thinking about it from another perspective, and that is
if there are other nedications, mght we want to ask the
investigators to nmake a determination if they think it is
| OL related? There could be sone other factors that could
cause macul ar edema such as nedications, and we don't really
want to attribute that to the | ens necessarily. So one
suggestion would be to add the phrase, thought to be rel ated
to the intraocul ar |ens.

DR. MACSAI: | think that would be a difficult
thing for the surgeon to discern, because in many patients

postoperatively there is clinically significant and



163
clinically not significant macul ar edema after cataract
extraction. So that we mght not knowif it is related to
the IOL until there is cunmulative data to determne that, to
see if it is outside the realmof the normal tine of nornal
macul ar edema post-cataract extraction.

DR. H G3d NBOTHAM | guess | was thinking nore
along the lines of a patient who m ght be on chronic propine
for instance. So it wouldn't be related to the IOL, but it
woul d be related to the agonergi c agonus(?).

DR. MACSAI: But wouldn't that nedication be
contraindicated in the pseudoaphakic patient?

DR. H G3d NBOTHAM Not necessarily if there is an
el evation in intraocul ar pressure.

DR. STARK: See these are the kind of things that
if we are going to do a 300 cohort, if you had a higher rate
t han expected, you could go back and anal yze t hose cases.

In fact we did. In one lens inplant 10 or 12 years ago,
they had a nuch higher rate of macul ar edema. Then they
said, well, wait, we think this was all fluorescein macul ar
edema and not clinically significant. So they went back and
reviewed all the records, and yes, if they dropped out those
that were fluorescein positive, but not clinically

significant.
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So | guess what you mean is clinically significant
macul ar edema that would inply reduced visual acuity, where
an investigation is done to | ook for nmacular edema. | don't
know that you can nmake it any better than it is, because it
is going to be each investigator that is going to interpret
that, and if you get a higher rate, you just have to | ook at
t hose patients individually.

DR, STULTING Just to clarify once nore, are we
still talking about the Gid, the reported data? |Is it not
correct that any of this discussion of definition is
superfl uous, because whatever definitions were used when
they were reported is what we have to stick with? |s that
correct?

M5. LOCHNER: Well, the point you are making, you
have to bear that in mnd, because if you narrow the
definition now, and you conpared it to the old rates, you
coul d overl ook | ens-rel ated probl ens because you have
narrowed it to lens-related problens only, and it neets the
Gid, when the old Gid rate had both.

So if you keep it broad and require the anal ysis
that Dr. Stark is suggesting, if you exceed the Gid rate,
you woul d better be able to manage this as an historical

control. It is not really just comng up with the
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definition for future, but then when we conpare it to things
in the past.

DR. RUI Z: There are many ot her confoundi ng
probl ens, |ike surgery in a diabetic, surgery in sonebody
wth chronic iritis, surgery in sonebody who is on propine.
How do you know which one is causing it?

M5. LOCHNER: Well, if you get a rate that exceeds
the Gid, the sponsor will typically do all those
subanal yses to |l ook at the data and see if they have an
expl anation for the pathol ogy or whatever.

DR. PULI DO \What about addi ng "possibly" for
iritis?

DR. STULTING Well, once again, naybe |I'mthe
only person that has this mndset, but if we are talking
about the Gid, which is a conpilation of existing data,
then it would be difficult or inpossible for us to redefine
that data other than the way it was originally reported,
correct?

M5. LOCHNER: Well, | don't think adding a
"possi bly" actually broadens it. It doesn't narrowit.
Before there was no definition associated with the Gid
rate. It was just what was understood to be iritis.

DR STULTING Wll, then that is what has to be
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reported in the Gid, because we can do not hing but accept
what was reported in the past, unless I'mtotally
m sunder st andi ng what the --

M5. LOCHNER: | think what Dr. Pulido was saying
is adding the word "possibly" causing pain, it broadens it
up to all that could have possibly been reported for iritis
in the past.

DR. SUGAR. No, in the cases it would be reported
inthe future, it would be a nore inclusive category so that
you have to have a higher nunber. You could have a higher
nunber than the Gid and still not have a difference in
di sease. If we are not changing the basic principle of the
Gid, we can't change the basic definitions of the Gid if
the principle is to conpare history with each future case.

M5. LOCHNER: COkay, but these definitions aren't
the 1983 definitions.

DR. SUGAR: That's what | didn't understand.

M5. LOCHNER  There were no 1983 definitions, so
what we are trying to do now is sinply provide sonme
definitions for clarity, but we have to recognize that since
there weren't definitions before, we don't want to wite the
definitions so narrow that it is not an appropriate

conparison to what was reported in the past.
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| think what Dr. Pulido is suggesting by adding
the word "possibly" doesn't narrow it.

DR SUGAR: I'min favor of it with the
under st andi ng you just gave us. | thought that we were
t aki ng what was and - -

MS. LOCHNER:  No.

DR. STARK: There were definitions, and they are
clearly as you have witten them here.

DR. STULTING  Should the definitions not reflect
what is actually reported in the historical Gid that is
going to be created?

M5. LOCHNER:  Yes.

DR. STULTING Then why do we not sinply reconmend
that the Gid reflect what was actually reported, whatever
that may be? I1t's not something that we should define here
in the session. It should be what the data are.

DR. STARK: You are trying to give guidelines for
t he future.

DR. MACSAI: | think that if you broaden the
definition, | think you are playing a dangerous gane,
because you will end up with a falsely el evated appearing
i nci dence of a conplication when you take future studies and

conpare themto the historical Gid that exists fromall the
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data submtted up to today. You will get every cell and
every flare in every anterior chanber, and it wll |ike
every I QL that cones before the panel causes 90 percent
iritis, and in the past they only caused 5 percent iritis.
So what is the sponsor doing w ong?

So for that reason alone, you can't broaden the
definition, because then --

M5. LOCHNER: | question whether we are actually
broadening it, since this was not the definition that was
out there in 1983. It was pretty nuch whatever the doctor
thought it was. Now it makes our job nore difficult today,
because we have to conme up with sonething that would
probably be appropriate for the 1983 val ues given that it
was what ever, but that would al so provide gui dance for the
future, so we're at |east making inprovenents towards
getting towards a standard definition.

DR. BULLIMORE: | think that perhaps an
artificially high reporting rate is not a bad thing, because
we can deal with that on panel. Wat we want to avoid is
underreporting. | think if we take a conservative, cautious
approach, and have reasonabl e operational definitions of
these ternms, we just put the FDA and future panels in a

better position. | think | agree with Dr. Pulido's
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suggesti on.

DR. MC CULLEY: The way it is witten now, iritis
woul d have to have all of these synptons to be incl uded.
There weren't definitions before fromwhat you said, so we
are looking to try to come up with clarifying statenents. |
think that the way that this is witten needs to be altered
the way Dr. Pulido suggested to say "possibly."

DR. MACSAI: Well, then you mght just want to
call it postoperative inflammation.

DR. SUGAR: But this is persistent. This is at
one year and at three years. All of them have acute iritis
at Form1. W're talking about Form5, or whatever you now
call one year.

DR. SONI: | think an additional thing that we
need to keep renenbering is that we are reduci ng the nunber
from500 to 300, and that is going to give us |less incidence
of adverse reactions. It is good to have a broader
definition than to go back and to | ook at those subjects
again, rather than narrowm ng it down and m ssing even those
few that we may see.

DR. GORDON: Just one comment for the record. For
the first sponsor that comes through with data using broader

definitions, just a rem nder that whoever is on that panel
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and at that tinme, that is going to be given sone rea
consideration and respect for the fact that a sponsor is
attenpting to capture nore information, but not be bound to
what ever the Gid was, because Doyle is right, the Gid is
the Gidis the Gid.

Until there is another ten years going forward
fromnew definitions on which to start establishing a new
historical control, it is going to be a challenge for the
first sponsor. So I think it is worth noting for the record
that that needs to be a consideration. It doesn't nean we
shouldn't do it, but we have to be thoughtful about that.

DR, BULLIMORE: | agree with you, but | just put
the word "broader"” in quote marks, because we are really
putting down definitions where none previously existed.

DR. STULTING So the discussion so far is with
regard to future definitions of these adverse events. Any
ot her comrents on that?

DR. MC CULLEY: Sone way or another | think we do
need to keep in posterior capsular opacity. Do you not get
rid of it conpletely?

M5. LOCHNER: The reason why we said not to
include that in secondary surgical reintervention was

because it was not included in previous values. It didn't
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i nclude those rates, primarily because the first Gid was
witten at a tine when -- so the question you are asking
really is to add a new entry, because we can't lunp it in
w th secondary surgery, to add a new entry for PC rates.

We actually raised this question to the industry
i n August when we presented updating the Gid to them The
primary concern that they voiced was that it was really nore
of an academc itemof interest, and that it wasn't needed
for determning safety and effectiveness. Wen you consi der
the ranges of PCO that is reported, you re not going to be
able to cone up with a good nunber to conpare it to.

The met hod of neasurenent woul d have to be very
clearly stated up front in the protocol, and then conpared
to the sanme net hod

DR. STULTING You can nake those same comments
about every single itemthat has been brought up so far.

DR. MC CULLEY: Staying to that point, | do think
that there should be a posterior capsular opacity -- and you
can work on what the descriptors would be -- of clinical
significance, because there potentially will be lenses in
the future that stinmulate. There nmay be a conpany wanti ng
to cone in with a lens that decreases the rate, and that

woul d be their claim
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M5. LOCHNER: They woul d have the right to study
that separate of the Gid. The questionis if they want to
study that separate and cone in with a claim versus | need
this endpoint to determ ne safety and effectiveness. By al
means, if they want to claimit, they have to set up the
correct study.

DR. SUGAR. WIIl we still collect the data though?
WIIl they still collect posterior capsule opacification data
even if it is not on the Gid and presented to the FDA?

M5. LOCHNER: If we don't require it, they don't
col l ect.

DR SUGAR: | think we need to require it. Can we
have things for future Gids where we have it, but the
nunber is to be determ ned ten years from now?

M5. LOCHNER: If we did that, we would have to
have a future discussion in terns of |aying out how we woul d
want to collect it, some standardi zed net hods and what not.

DR. SUGAR: Again broadly, in the application we
reviewed this norning there was data on posterior capsul e
opacification; no definition of how that was determ ned.

M5. LOCHNER: Really, | think the assessnent of it
is given a certain anount of -- since the rates that are

reported out there are so broad, you viewthat data a little
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bit which hand is raised higher, what the industry inpressed
upon us, because we proposed and why we sort of backed off
was that was this really needed to determ ne the safety and
efficacy of the lens?

DR. SUGAR. It nmay be.

M5. LOCHNER: O if the wants that claim and then
they study it and send it into us, of course we would review
it.

DR. SUGAR. But what do we conpare it with?

M5. LOCHNER: They woul d have to set their study
up to a conparison, and then their claimwould be whatever
it was that the study was designed to show.

DR. MC CULLEY: | understand your position on
that, but if on the other hand, the other side of it, the
| ens has associated with it an increased rate of
opaci fication, then we need data for conparison. So |
understand that they are going to nake a claim |
under stand what you are saying, the Gid would not be
obliged to deal with that. But if it has an associ ated
i ncreased opacification rate, we need the data.

DR. BELIN. One of the reasons that we are trying
to coordinate 1SO and FDA | gather is that we can utilize

wor | dw de studi es, and not have to go through a ten year
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period of where we really had no data other than ten year
old data. | think we have to collect this information
because nowit wll not require ten years to redo a Gid.

It should be an ongoing thing, and every two to three years
there should be significant nunbers of data to then update
the Gid.

Then if a conpany cones in and we know in three
years fromnow that a posterior capsular opacity rate of 30
percent is expected, and sonmeone conmes in wth a |ens that
has a 4 percent rate, that is appropriate information to
| ook at.

M5. LOCHNER: But information is currently being
captured whether or not a posterior capsul otony was
per f or med.

DR BULLIMORE: | would caution us in terns of
col l ecting PCO data, because we know from |l arge scale, we
know from studies which we reviewed recently there is a
surgeon, a geographic dependence in YAGrates. It varies
fromsingle digits to close to 100 percent, dependi ng on
where you go in the country.

So basing any conclusion on the historical data
relating to YAG capsulotomes is, |I think, not prudent. |If

a conpany wants to show that their | ens produces a | ower
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opacification rate, they need to do it in a random zed
clinical trial. That is the only way we can denonstrate
that, and I would encourage the FDA to go along that |ine,
using historical controls for this type of adverse event,
given its conplexity and common place is really not w se at
this stage.

DR, PULIDG | would recomrend |leaving it in the
Gid, and |likew se for retinal detachnment repair, and I'|
mention why. In the Nature Medicine from Septenber there
was an article |I believe fromEngl and where they were trying
to nodify the -- the researchers there were nodifying I CLs
to decrease the incidence of posterior capsul ar
opacification. So | think we are going to start seeing
those studies in the future, and I think we wll still need
hi storical controls.

Li kewi se for retinal detachnent repair, | can
envision a situation in the future where the | ens designs
may be so different that they could be inpinging on the pars
pl ana and causing retinal detachnment, so | would like to
| eave that as well.

DR. GORDON: Just a comment on the issue of PCH
and the YAG capsul otony. | second Mark's comments, because

we have had our own experience with an intraocul ar |ens that
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we studied in the U S. and in Europe and found very
differing rates of PCO that proved later to be, as we
i nvestigated, trying to understand why the patients who
shoul d have had best case outconmes did not, we investigated
and found that geographically, especially as you go to
international studies, neaning U S., and the goal would be
to do a study around the world, that the differences in when
the timng of performng a YAG capsulotony is subject to the
timng of reinbursenent, and when it is reinbursed, and how
nmuch.

So | agree that to obtain a claim neaning if a
manuf act urer devel ops a product that they believe can
decrease the rate of posterior capsular haze and secondary
YAG capsul ot ony, then one would need a random zed conpari son
where you woul d conpare two groups, a standard lens and a
new | ens, because an historical control is not going to give
you any information other than a broad range based on when
t he procedure can be performed under the rei nbursenent
standards for that geographic area.

DR BELIN. | agree with you. |If sonmeone wants an
indication for this |lens, reduces posterior capsul ar haze,
they need to do a double blinded study, however, | wll give

you a scenario. Suppose the lens that they are using as a
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control, sonmething we did not know of, happens to be
associated wth a higher incidence of posterior capsul ar
haze? They have lens A that they are studying as a control,
whi ch has an 80 percent rate; lens B has a 40 percent rate.

If we didn't know that the historical control was
40 percent, we would conclude that | ens B reduces posterior
capsul ar haze, when in essence the control is an
i nappropriate control. You still need an historical val ue.
The historical value is there for strictly historical
reasons, not to do a controlled study, but in order to
validate the controlled armof a double arm study.

DR. STULTING W have to put this in perspective.
The "Gid" has never been a performance standard. It is
reference data, and has al ways been used that way. W are
not talking now -- as | understand it, and that's why | have
asked several tinmes to clarify this -- we are not tal king
about what we are going to do in the future at this point in
our discussion. W are talking only about conpiling old
dat a.

In ny opinion, none of these definitions, or the
vast majority of themare tight enough for collection from
this point forward, but that is going to be the subject of a

| ater discussion today, am| correct, where we tal k about
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t he gui dance docunent and what people are expected to do
fromhere on
So right now we are tal king about conpiling old

data. There is a certain anount of inaccuracy that we are

going to have to live wwth in old data. | agree with you as
wel |, that when people want to nmake clainms, sinply beating
the Gid, as we maght call it, is not going to be

sufficient. W have probably have already seen an exanpl e
of that today.

M5. LOCHNER: Can | just nmake one other point to
address sonething that Dr. Pulido said earlier? Retina
detachnment repair was |listed under secondary surgical by
sonme sponsors. It was one of the reasons for secondary
surgery that was delineated. W have elimnated it from
that category. There is still a Giditemthat is retinal
detachnment, and so that is just to prevent confusion with
where do | report ny retinal detachnment? Do | report it
under retinal detachnent or secondary surgery?

DR. STARK: So Donna, just one thing for
clarification. If you elimnate it froman adverse
reaction, the information on posterior capsulotony wll
still be collected?

M5. LOCHNER: The current case report forns
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collect the information, and | SO recommends as a question
is the posterior capsule intact? |If intact, the posterior
capsule fibrosis -- these are yes or nos.

DR. STARK: This is at final visit?

M5. LOCHNER: At each form [If not intact, has
capsul e been opened since |last reported visit? So this
basic information is being collected. These are just
yes/ nos.

DR. STARK: So you would be able to determ ne an
hi storical record?

MS. LOCHNER: Sone basic way, Yyes.

DR. STARK: That's the only thing you can get from
this information. | think it is inportant to include in the
data collection, retinal detachnent and capsul otony, because
if you see an unusual high rate of capsulotony it may be
surgeon, it may be 10O, but it may al so influence the other
conplication rates too of retinal detachnment and macul ar
edema. So | think that information should be captured.

M5. LOCHNER: The retinal detachnment repair as an
entry under secondary surgery is being renoved because there
is an entry inthe Gid that is retinal detachment. Then
usually if any rate is high, the conpany goes through the

conpl ete case history of every case and what was done to



180
correct the problem

So it was to prevent potential confusion with
where do | report ny retinal detachnment. It is not that
retinal detachnents thenselves won't be reported.

DR. MC CULLEY: But the capsular data could be
| ost, just as the data collected on that surgery is done,
what surgical technique was done or used, yet you don't have
ready access to that.

M5. LOCHNER: We could begin in our review
process, to ask for the answers to these questions. | think
we are hearing that nmessage |loud and clear. Wether we
develop in the future, nore refined ways of collecting the
data may well be, but to include a Gid rate, well, we can't
do that at this point in tine.

DR. MC CULLEY: | know, but I'mjust saying that
if you lose the reporting of the PCO and YAG rate, then if
you woul d go back to where your surgery is now that you now
want to upgrade.

M5. LOCHNER: Yes, we hear that. W' re not going
to | ose that.

DR. STULTING Any other comrents on that?

DR. H G3d NBOTHAM | don't have a coment about

that. | have another question. This may be a typo. On
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page 7, this is nore along the |lines of revision, you ask
for ciliary block glaucoma, not pupillary block. D d you
mean ciliary block? GCkay, thank you.

M5. LOCHNER: That was just a carry over fromthe
previ ous slide.

DR. STULTING Could you phrase question 3 for us,
pl ease?

M5. LOCHNER: I n question nunber 3 we are trying
to speak nore towards the nethod we use to update the Gid,
both the posterior chanber and the anterior chanber. Do you
want a certain nunber of patients to be used so that we have
a certain anmount of experience, higher denom nator data, or
do you want only recent experience to be used, in which case
we woul d have | ess nunber of patients, but perhaps nore
recent experience?

We sort of arbitrarily went back through so nuch
information and pulled that data for you. It was arbitrary.
So we are sort of asking about our nethods used. Wuld you
rather see only a certain tinme period forward used, or do
you want a high sanple size in the pool of data?

DR. MACSAI: It would seemto ne that sone years
you m ght have conpletion of one PMVMA and sone years you

m ght have conpletion of PMVAS. Is it unreasonable to say



182
every two years you include the data fromthe conpl eted
approved PNA?

M5. LOCHNER  How far back?

DR. MACSAI: So is the question how often we
update it, or how far back, or both?

M5. LOCHNER: Well, right now since this is the
first update since 1983, we need to know how far to go back

DR, STARK: Well, | don't think you ought to go
further back than ten years, because it is too rapidly
changi ng.

DR. MACSAI: | was just going to say if you have
the data in a standardi zed conputer format, it would seem
reasonabl e every two years to update it.

M5. LOCHNER: Add the two new ones in and drop the
two ol dest off, is that what you are saying? O just keep
adding to the total ?

DR. MACSAI: You just go in 1995, you go back to
1985, including everything new from 1993 to 1995. In 1997,
you go back to 1987

M5. LOCHNER: So a proposal is on the table to go
back ten years. Since we are in 1997 now, to only take
studi es that began in 1987 or later, is that correct?

DR. MACSAI: | was assum ng you would go by the
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date they were conpleted, as opposed to the date the began,
but you can change it if you want.

M5. LOCHNER: That is fine with ne.

DR. STULTING Dr. Rosenthal, could you clarify
for the panel where the data are going to cone from and
what is going to be made available? | think there nay be
sonme assunptions here that are not necessarily accurate.

DR. ROSENTHAL: | was going to nmake a statenent
about this tonmorrow, M. Chairman, but if you like, | wll
make it now. The data fromPMAs is the conpany's
proprietary data. The agency cannot use that data in making
determ nati ons about reclassification, guidance docunents,
ot her PMAs.

DR. MACSAI: Excuse ne, Dr. Rosenthal, once it is
public record, could former chairman use it?

DR. ROSENTHAL: Today former chairnmen of this
panel use it. |If he or she made it in conjunction with a
| arge anount of other experiential data, yes, but if they
made it exclusively from PVA data, the answer woul d be no.
It is a very conpl ex issue.

DR. MACSAI: Then why are we having this
di scussion, Dr. Rosenthal? Where else is the data going to

cone fronf
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DR. ROSENTHAL: Well, there is literature.

DR. MACSAI: Well, but the literature is not
necessarily in a standardi zed fornat.

DR. ROSENTHAL: There is another way we can do it,
Dr. Macsai, and that is if we get the conpanies to give us a
wai ver on the use of their data.

DR. MACSAI: Ckay.

DR BULLI MORE: How about we use our Europeans
friends who are sitting over here? |s that another option?

DR. ROSENTHAL: W can use any data that is in the
public sphere. | didn't understand it either Dr. Macsai
but even though the SSE is publicly there, it is still the
conpany's proprietary data. Now apparently in the new FDA
noderni zation legislation, if and when it is passed, there
wll be a provision which will allow the agency to use data
that is six years old or greater in its determnation. This
islaw. I'msorry, it is |law

DR. MACSAI: Let nme go on the public record and
say they are asking us to conpare today's techniques to six
year old data, and in ophthal nology that is not necessarily
an appropriate conpari son.

DR. ROSENTHAL: | woul d suggest you wite the

Congress who are considering this nodernization bill and
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make that point, but that's what the issue is. The conpany
is being protected by the law, and it is their proprietary
data. We can meke deci sions based on a | ot of other
information, and if we get the conpany to agree, we can use
their data, which is what we are going to attenpt to do in
finalizing the Gid, is to the conpanies' approval to
incorporate their data for use in developing the Gid.

DR. MACSAI: For ny historical curiosity, perhaps
Dr. Stark can address this. Ws the conpany's approva
obtained prior to the 1983 Gid creation?

DR. STARK: |'msure it was.

DR BULLI MORE: Since we have an industry
representative on the panel, Judy what is your sense of what
m ght go on here?

DR. GORDON: | think protection of the proprietary
nature of data in a PMA is very inportant relative to its
use in assessing other PMAs, et cetera, but | would support
a broad industry waiver of recent PVA data in establishing a
standard that applies to all lenses, particularly given that
t he outconmes have inproved over tinme, and there is no reason
not to do that.

| think imting use of data in PMAs to those

speci fic purposes has val ue for manufacturers who make
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really substantial investnents in generating these data.

DR. BELIN. How |l ong was the end value for the
original Gid?

DR, STARK: It was around 7,000. It was around
5,000-7,000 for different classes of |lenses. Then we had an
adj unct safety group where there was no formal reporting.

It was supposedly adverse reaction reporting of 200,000, but
we didn't get, | don't think, valid information fromthat
group.

DR. BELIN.  The original question was how far back
shoul d we go, assum ng we do get cooperation fromthe
sponsors. | think you need to conme up with a nunber, which
a statistician hopefully can do and back track. The goal
woul d be to reach the nunber with the nost recent possible
dat a.

M5. LOCHNER: Reach the nunber that was in the
1983 Gid?

DR. BELIN. No, whatever nunber becones -- you now
have an historical basis to try to statistically determ ne
what nunber you should | ook for, and determ ne how far back
you have to go so that you can reach that nunber with the
nost recent dat a.

The problemw th comng up wwth an arbitrary date,
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if you look at let's say the anterior chanber subm ssions,
is that you have had no recent anterior chanber subm ssions.
So for anterior chanber |enses you may have data from 1985
upwards. For posterior chanber |enses you nay be able to
reach that data 1990 and forward, but there is a nunber that
you have to have whi ch sonmeone should be able to work out
based on known conplication rate.

DR. BANDEEN- ROCHE: Certainly it is a bias
vari ance trade off in terns of total error, right? So if
you go too far back, we are biasing towards the overly
historical data. W don't get enough nunbers. W have an
inprecise estimate that isn't very useful. So that's a
conplicated problemin terms of optimzing. | would
nonet hel ess, encourage you to try.

The thing that | think is very, very inportant is
to cal cul ate nmeani ngful precision estimates on the values in
the Gid. That is not necessarily a straightforward
probl em because it not only includes the overall sanple
size, but the amount of clustering, the degree to which
different studies differ for whatever reason, the degree to
whi ch various physicians are nore effective than each other.

So in summary, the amount of between study

variation, even getting nore technical perhaps between
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physi ci an variation, but FDA statisticians should be able to
provi de those val ues.

DR. STULTING |Is everybody clear on those issues?

DR, BULLIMORE: | think it is inportant though --
| can say this, because | have no expertise in the area -- |
think that the panel should attenpt to sort of draw a |ine
inthe sand in terns of the way technol ogy and the practice
of opht hal nol ogy and nedi ci ne has changed, and say 1992,
1987, because that still has to factor into any statistical
anal ysis that cones out of this | think.

DR. BANDEEN-ROCHE: | would say | agree with that.
| agree that, and then just devel op the estinates of
precision carefully.

DR. BULLI MORE: To gi ve anot her exanple, when
sonebody cones to Karen and asks how many subjects do |
need, her first questionis, well, what do you regard as
significant? Wiat is clinically nmeaningful? So | throw
t hat question back to ny coll eagues on the panel.

M5. LOCHNER: Let's pose the question as is there
a particular tinme period we should go back to? How far back
can we go?

DR PULIDO | like Dr. Belin's idea, because it

wi |l depend upon the kind of inplants. He is right, AC
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| OLs, you just won't find good data anynore. So instead of
putting a date, | think using his approach would be the
best; just keep going back until you neet the data.

M5. LOCHNER: Okay, we can work with that.

DR. STULTING Any other coments on that one?
Shoul d we nove to nunber 4, "How should differences in
materials for posterior chanber 1O.s be handl ed? Should the
differences in materials be taken into consideration in the
revi ew process, or should the Gid update include an
anal ysis that accounts for the two material types (i.e.,
separate Gid values for soft vs. PMVA)? Note that Tables 2
and 3 contain data separated by material type and conbi ned."”

The floor is open for discussion. That was a how
shoul d, not a yes/no.

DR. MACSAI: Donna, why did you conbine silicone
and soft acrylic?

M5. LOCHNER: Silicone and soft acrylic? Because
basically we separated them by whet her they could be fol ded
or not.

DR. MACSAI: That is just arbitrary, right?

M5. LOCHNER: Right, and we're asking for your
opi nion on how we should do it. W nade an arbitrary cut of

soft versus hard. The question right now is asking we
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shoul d --

DR. MACSAI: Maybe you shoul d separate it by
mat eri al .

M5. LOCHNER: First of all, it's not feasible to
have a Gid for every material IOL that there is, because
there are sone under devel opnent that don't fit any of those
three categories. Secondly, we are setting nore or less a
control that should be able to be used to nmake reasonabl e
assurance of safety and effectiveness.

It m ght not be reasonable to have one Gid val ue,
given the discussion earlier, sonebody sort of reposed this
question as should it be broken up by surgical technical?

So the question is, do we need a Gid that breaks the
posterior chanber data down by either by material or by
surgical technical or what? O should we just have one
posterior chanber Gid value that is equally applicable to
all materials?

DR. SUGAR: | think there should be one Gid val ue
regardl ess of material. That is, if something is safe and
sonething is effective, it is safe and it is effective.
Effective isn't less inportant if you can fold it and put it
through a smaller hole, and do it in 10 m nutes versus 20

mnutes. So | think that the standard shoul d be across the
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board for a lens style.

The reason for having differences in lens style is
that anterior chanber |enses are used under different
circunstances. ldeally, there should be a single standard
for all lenses. That is, a cataract operation should be
safe and effective, period.

DR RU zZ: But if you have brand new material and
it folds, you can't just lunp it under fold.

DR. GORDON: Why not? 1Isn't the purpose of a Gid
just to establish a threshold for this is how safe al
| enses shoul d be?

DR. RU Z: | think a fundanental question though
is, is the material safe.

M5. LOCHNER: You have to al so consider the
endpoints that are the Gid -- visual acuity. |If it's a new
material, does it have to have a different standard, or is
vi sual acuity the sane no matter what material you are
tal ki ng about ?

DR SUGAR: It can't be a | esser standard.

M5. LOCHNER: This gets back to what Dr. Sugar was
saying. |If you are saying a certain historical control
nunber is the threshold for conparison, what Dr. Sugar has

basically put on the table is that that could be one nunber,
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no matter what the material of the IOl is.

DR, STULTING Renmenber, there are two separate
i ssues here. One is the Gid, which is an historical
conpilation of data to be used during evaluation of |enses.
The other is a performance standard, which is what we think
a lens ought to be doing. | think we are confusing those
two issues. They are two separate issues, and right now we
are tal king about Gid, that is, conpilation of historical
data, am | correct?

MS. LOCHNER: R ght.

DR. PULIDO W need a gold standard, and
regardl ess of what kind of material, we need to ook at it
conpared to a gold standard.

DR. STULTING That is a different thing. Now we
are tal king about performance standards for the gui dance
docunents and t he PDP

DR. PULIDO No, I'musing the Gid as our
st andar d.

DR. STULTING Yes, but that's incorrect. That's
the point | amtrying to make. Now correct ne, Ralph, if |
amm sstating the FDA' s position in what we should be
tal king about. The Gid is historical data that are to be

made avail able during the evaluation of inplants. It is not
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t he standard agai nst which they are supposed to be conpared.
It is not a performance standard. A performance standard is
sonething we are going to talk about |ater when we talk
about the PDP. AmI| correct?

DR. ROSENTHAL: Yes. The two could nerge into
one.

DR. STULTING They can be the sane, but they are
not necessarily, and that's why | keep com ng back to this
so that everybody understands what we are tal king about. W
are now tal king about Gid values, that is, conpilation of
hi storical data which may or may not represent sonething
that we shoul d consider a perfornmance standard in the
future.

M5. LOCHNER: How these data are used is that nost
conpanies identify the historical control, the Gid val ues
as their control in their study. Sonme conpanies are
studyi ng ot her aspects of their lens, and do not identify
the Gid as their control. They enroll a prospective
random zed control, but in nost of the basic just
determ ning safety and effectiveness kind of studies that go
before the panel, in the past nost of the conpani es have
used the historical Gid, the historical control as their

control in their population. So that's how it would be
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used.

DR. STULTING If a conpany happens to exceed a
Gid value, that doesn't necessarily nean the lens wll not
be approved. Simlarly, if they neet the Gid, it does not
necessarily nean that the |l ens woul d be approved.

M5. LOCHNER: That is correct.

DR. ROSENTHAL: My | add M. Chairman, that when
you consider the PDP, you have to consider what standards
you expect these conpanies to neet. You may use the Gid as
your standards, because if they do not neet those standards,
they may be in jeopardy of not passing the PDP

DR. STULTING That is the Catch-22 that we face
as we sit here today, because we do not know how the Gid
wll be arrived at, because we have no way of know ng what
data we are going to get, or where it is going to cone from
So we can't -- at least | can't fromny perspective, say
that this is the gold standard, because | don't know whet her
it is going to represent 1983 data or 1996 data, nor how
many lenses will be in it, or anything el se.

| do know for sure that we need to separate the
di scussion very clearly into those two segnents. This is
Gid discussion.

Any ot her questions about what we are talking
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about ?

DR. H G3d NBOTHAM | guess | was going to speak in
favor of considering soft versus PMVMA. As | recall, one of
the things | had to review was a quad polynmer. As a further
refinement, you m ght consider separating out -- are you
going to tell ne this is not an appropriate comment ?

DR. STULTING Go ahead. | haven't heard it yet.

DR. H G3d NBOTHAM | just had that | ook

One consideration mght be to further define the
group as those that have nore than 50 percent PMMA in their
material versus less. So | think sone of the newer |enses
have less PMMA. As a function of tinme we m ght see | ess
PMVA of | enses, but a lot of the historical controls have
PMMA, so it is good to have that as one group as a
predom nant conponent.

DR. BELIN. M opinion would be that if we
separate the posterior chanber |enses, we do it al ong
insertion techniques not materials, because materials are
constantly changing. An exanple would be the nenory |ens
that got a recent conditional approval. It is soft |ens
when it is warm but it is a conpletely rigid |lens at body
tenperature. So is that a soft lens, or is that a rigid

lens? But it should behave in a surgical technique as a
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fol ded | ens.

The surgery itself is likely to contribute to sone
of the reported rates. W are nore likely to see corneal
edema on day one with clear cornea than if we do a sclera
incision, high firma fromscleral incision. So | think it
is nore valuable to separate it along insertion techniques
than material s.

DR. VAN METER: | second that notion, because the
fol dabl e | enses cane about not because they necessarily
performed better, but because it enabled a different
surgical technique. | think the general consensus is that
the technol ogy of cataract surgery now is probably ahead of
the technol ogy of lenses, and lenses will probably try to
catch up and permt insertion through a smaller and snaller
i nci sion of functional |enses.

So as an historical guide, | think the Gid does
not necessarily need to separate out the PMVA fromacrylic
or silicone lenses, but if you want to sort these out in the
future according to inplantation technique, that is probably
nore appropriate. |'mnot even sure that that is necessary,
because if the Gid is indeed an historical guide for
control purposes, then it doesn't matter how you put the

lens in, it's how the patient perforns afterwards.
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DR, BULLIMORE: |If Dr. Van Meter was indeed
speaking in favor of a single reference Gid, then | support
it. | think being a sinple soul, having one set of nunbers
to refer to, and not regard as a threshold or a performance
standard is where we should be going.

| get alittle nervous with the periodic updating
of a reference standard though. There is a danger that the
bar will creep up, not because of advances in technol ogy,
but just due to the fact that the studies that are going to
be i ncluded down the road are going to be the successful
ones, i.e., the ones that exceeded the reference standard.

| think there is also a danger that we make, but
encour agi ng periodi c update of a reference standard, that we
don't make sort of busy work for the agency, when really
| ooking at this when they feel it is necessary is just a
better way to approach the issue.

DR. STULTING Any other coments? Perhaps we
shoul d nove as fast as we can through this now that the
pur pose perhaps has been clarified a little bit.

Question 5, "Anterior Chanmber |1QOLs: The revised
grid will have separate values for posterior and anterior
chanber I OLs. CQur data analysis shows that the data from

t he nost recant PMA approvals for anterior chanber 10OLs are
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generally not an inprovenent over the 1983 Gid."

"a. In the past, FDA has required anterior
chanber 1OL data to be stratified by indication (primry
| CCE, primary ECCE, back-up use ECCE, secondary
i nplantation). Should the updated Gid include an anal ysis
that accounts for the two materials? Note: This may not
result in an inprovenent over the 1983 Gid val ues, but may
be a nore appropriate conparison.”

"b. As an alternative, we would retain the 1983
Gid values for anterior chanber |enses.”

DR. BULLI MORE: I ndicati ons.

DR. STULTING That's what |I think it should say,
don't you think?

M5. LOCHNER: W corrected that. It is supposed
to say indications.

DR. STULTING Does anyone disagree with that,
that it should continue to be stratified by indication?
That mekes sense to nme. Everybody agrees with that.

As an alternative, we could retain the 1983 Gid
val ues for anterior chanber |enses. In other words, not
updat e anterior chanber | enses.

DR. MC CULLEY: | think we would have to see sone

data to be able to nake sone judgnent, wouldn't we?
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DR. STULTING | could agree with that proposal
Does anybody el se have a conmment on that? You would like to
see the data before answering that?

DR. MC CULLEY: W saw data on these other things.
To be able to respond to that, we would need to see the
dat a.

DR. BULLIMORE: 1Is it true to say that the data
just don't actually exist for these | enses?

M5. LOCHNER: The breakdown by | CCE versus ECCE
t hat breakdown?

DR. MC CULLEY: And secondary, the indications?

M5. LOCHNER: Yes. The breakdown by the
i ndi cations, we should be able to pull that together. Since
in the past we have had an anterior chanber anal ysis that
was overall indications, the tables you have today are just
the overall updated data for anterior chanber. Wen we
| ooked at that overall data, we saw that it was not an
i nprovenent, and so that is what caused the question. W
could either sort of table this until we can show you the
br eakdown by i ndi cati ons.

DR. STARK: | personally think that if you | ook at
any nore anterior chanber |enses, they should be conpared to

t he posterior chanber, because the Gid really reflected a
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wor st case analysis. Wen the studies were originally set
up, you were not supposed to inplant a lens if you | ost
vitreous. Sonehow vitreous | oss wasn't even recorded on the
form back on 1978 and 1979. So we could not determ ne on
anterior chanber | enses when they were used as a prinary
intent or a lens of secondary intent.

So the results were actually worse than one woul d
expect with a good anterior chanber lens. That is a problem
in conparing any future anterior chanber lenses to the Gid.
| think it ought to be conpared to a posterior chanber |ens,
and if they don't nmeet posterior chanber |enses' use as a
lens of primary intent, then there should be a warning on
t hat .

DR. MC CULLEY: But who is going to put in an AC
IOL as primary intent?

DR. STARK: | don't know. | don't know that she
will get any nore.

DR. MC CULLEY: You wouldn't, but there mght be a
better ACIOL to put in for secondary intent that would be
an inprovenent. |If we require that they performas well as
the PCthat is a primary intent, we are never going to have
anot her AS | QL.

DR. STARK: If you are tal king about just
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secondary intent |ens.

DR. MC CULLEY: So we need to see the data based
on the surgical indication.

DR. BULLIMORE: | agree with Dr. Stark. | think
if we are going to have a primary |lens as an anterior
chanber lens, it should conformto the posterior chanber
Gid, or if you like, the current state-of-the-art. If we
have got a secondary lens, if we don't give the
manuf acturers the ability to devel op an anterior chanber
| ens for heroic or secondary or whatever circunstances, we
are going to be inplanting 1985 | enses well into the next
century. So we have to | eave an openi ng, pardon the pun,
for that kind of situation to arise.

DR. SUGAR. But then you can't conpare it agai nst
post erior chanber | enses.

DR, BULLI MORE: Exactly.

DR. SUGAR. The lenses are put in, in situations
where you know you are going to have a higher incidence of
corneal edema or you are going to have a higher incidence of
CVE, maybe hyphema, maybe secondary gl aucoma, and you buy
that trade-off in putting that lens in. You know that. |
don't know what standard you conpare it with, because now

all of the lenses are going to be secondarily intended, and
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| don't know that you have the data in 1983 of enough data
of secondarily intended | enses.

DR. MC CULLEY: Sonewhere in that report we had
secondary | ens inplantation, because | renenber the figure
was a little over 5 percent |oss of 20/40 or better visua
acuity. The nunbers were small, but those are again, 1980
data with secondary lens inplants used then. | don't think
you are going to get the data fromthe literature or from
t he past studies.

DR. STULTING Any ot her conments?

The final question is requesting any other
comments on the Gid.

M5. LOCHNER: |I'msorry, | didn't catch the answer
on the previous question. Dd w leave it as -- we didn't
present this because it's going to be a substantial effort
to go through and find this data, but is that what we are
hearing we'd like to hear? Ckay.

DR. STULTING The consensus | heard was that
there were no data available, and it was difficult to answer
the question in the absence of data.

M5. LOCHNER: O should we just update the Gid
w th worst val ues?

DR. MC CULLEY: Can't we see data?
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M5. LOCHNER:  Ckay.

DR. ROSENTHAL: | thought the consensus was, M.
Chai rman, that you want the anterior chanber |lens inplants
to be evaluated by indication?

DR. STULTING There were two parts to the
gquestion. That was the first one, and that one was settl ed.

DR. ROSENTHAL: W don't have that data for you
because we haven't done it.

DR. STULTING The second was to whether or not
the 1983 val ues should be carried forward, or whether they
shoul d be updated with new information. It was ny
understanding that Dr. MCulley's coment was with regard to
t hat question, which was on the floor at the tine. Am|
i ncorrect?

DR. MC CULLEY: Yes, | think we want to continue
to see things stratified. W said yes to that. To answer
the second part of the question, it is difficult to answer
W t hout seeing data, the stratified data. W would like to
see the stratified data.

DR. STULTING D d anyone el se understand it in a
di fferent way?

DR. ROSENTHAL: Al right, that's understandabl e.

DR. STULTING So the last question was, other
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comments about the Gid?

MS. LOCHNER: About the nethods we are going to
use to conpile the data; any further questions you may have
about the 1SO study format, which was included in Section
of the handout; any other conments?

DR. BELIN. A quick question. You are | ooking
under definitions at cunul ati ve adverse event and persi stent
adverse event. | can think of -- and | want other people's
opinion -- sone validity to | ooking another grouping which
in essence |looks at let's say Form 2 and | ater.

An exanple would be that we have run into a few
tinmes recently where because the cunul ati ve adverse event
reflects really an operative | don't to even call it
conplication, but an operative event, that the cunul ative
adverse event is abnornmally high when we go back and
conpar e.

Though it won't be picked up in persistent,
because it doesn't persist, | think maybe a better indicator
of safety of the lens versus the operative procedure is to
| ook at cumnul ati ve adverse events from Form 2 and after, or
Form 3, whatever is about a one week or a two week peri od,
to get out of the inmediate operative period. So I'm

t hrowi ng out the thought of perhaps adding a third grouping,
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or maybe getting rid of cunmulative, which | think doesn't
tell you a whole |ot.

DR. STULTING Any other comrents?

DR. STARK: Doyle, did we give our sense of
opi ni on to our European coll eagues about Form 4 foll ow up?
| heard what | thought was nore of a consensus that what we
want ed woul d be six nonth data at Form 4, so why not
straddle it at five to seven nonths? Twelve nonth data is
straddl ed 10-14 nonths, so that you get your 12 nonth data.
| would say if you want six nonth data, you go fromfive to
seven nonths, rather than up to exactly six nonths and stop.
It would be nore consistent with our practice patterns al so.

As | understood it, that is subject to vote. |If
it is a consensus that nost of us would prefer it that way,
maybe our opinions coul d be delivered.

DR. LYDAHL: The reason was that we are stil
conparing with data collected during the other tine frane.
So we don't have the data collected at five to seven nonths.
So that is the only reason. W wanted to keep the tine
frame within the tine frames of the data that are coll ected,
and that we are conparing wwth. So we don't have a Gid.

M5. LOCHNER: Because of nodified nodels, that we

only require a 100 patient study, the conpanies only have to



206
foll ow those out to six nonths if the data | ook okay at six
mont hs. So when you do the Grid conparison, which we don't
bring these studies before the panel, but let's say they
want a new haptic material or something like that, we
requi re 100 patients, and the conpany does 100 patients to
six nonths and conpares it to the Gid.

So in the past whenever --

DR, STARK: If they could get it at 91 days, that
woul d be consi dered six nonths?

M5. LOCHNER: No, in the past it was 120-180 was
when they were supposed to do that visit. So that is why
that is the current proposal.

DR. STARK: Four nonths to six?

M5. LOCHNER: Four to six. Is this sonething
ot her people feel strongly about? W can put a
recomrendation forward to |1 SO to consi der 150-210, or we can
keep the consistent definition of 120-180, consistent with
these snmaller studies that firns have done in the past.

DR. RUI Z: But that is not consistent with 1SO, is

»

LOCHNER: Yes.

3

RU Z: They are 90-180.

»

LOCHNER: They have a proposal that is just
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recently -- since that handout went out, they had a proposal
to go to 120-180.

DR RU Z: | don't see anything magi c about six
months, Walt. If that's the way it's going, it's fine.

DR. H G3 NBOTHAM  Your other time points don't
straddle, so | would keep it 120-180, or otherw se have al
your tinme points straddle; not just straddle one tine point.

DR. MC CULLEY: The current |SO standard is 120-
180, or is that the proposed one?

DR. LYDAHL: The proposed one.

M5. LOCHNER: The standard is not yet finalized.
It has not been voted for final approval.

DR RUZ | think it is valuable to all do the
sanme thing, and | don't think there is anythi ng magi c about
six months. | think we ought to try and get in synch.

DR. BULLI MORE: Does that nmean we're going to be
adopting the netric systemtoo?

DR. STARK: So in effect, if a conpany is smart,
it wll be four nonth data, is all I"msaying. So if you
want four nmonth data, then you leave it at 120-180.

Agenda Item: Reference Product Development
Protocol for Intraocular Lenses - Donna R. Lochner

DR STULTING Should we nove on to the discussion
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of the product devel opnent protocol, which is here? | at
| east have two separate copies of the | QL gui dance docunent,
one that is entitled, "Draft |1OL Gui dance Docunent," and the
ot her one that says, "IOL Guidance Docunent,"” draft docunent
that is attached. Now are these totally the sane?

MS. LOCHNER: For the PDP discussion, what you
shoul d have in front of you is a docunent that is entitled,
"Reference PDP," an attachnment that is entitled, "Attachnent
A," which is the FDA gui dance docunent dated 9/5/97. The
third attachnment, "Attachment B," is the ISO draft standard.
For the purposes of the discussion of the PDP, this is what
we want you to have in front of you

DR. STULTING Does everybody have those, so we
are all tal king about the sane docunents?

Do you have a presentation that you would like to
go through to guide discussion on this?

M5. LOCHNER: Yes, | have sone brief comments to
make. We're asking the panel to review a reference product
devel opnent protocol, or PDP, to determine if the PDP
contai ns the nethodol ogi es, endpoints, and success/failure
criteria that you believe are appropriate for the eval uation
of an intraocul ar |ens.

CGeneral background into the PDP process has been
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provided in the handout. Perhaps the nost inportant factor
in the PDP process is the fact that panel review occurs
prior to initiation of clinical studies so that the studies
can be designed up front to contain the information need to
assess safety and effectiveness.

The reference PDP is essentially the framework
that can be used by a sponsor to create their protocol for
their 1OL. As described in the background information
provided to you, if a sponsor were to propose a clinical
study that was substantially simlar to the criteria
outlined in the reference PDP, and if the data net the
criteria outlined, FDA could approve the IOL for marketing.

| f, however, the sponsor proposed a different
protocol, or if unusual results that could inpact upon
safety and effectiveness were seen, FDA would bring this
information to the panel for their review

Before you review the clinical protocols, | would
like to draw your attention to the follow ng points. Sone
of these have been captured in the information provided, and
sone are recent updates to our proposed clinical
requi renents. First, as we discussed earlier, we would |like
to revise the Form4 visit fromthe current |SO requirenent

of 90-180 days to 120-180 days.
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Second, | would like to point out that the
reference PDP that was provided to you contains a
requi renent for all posterior chanber IOLs to be studied for
one year. In the past, when sponsors proposed a new
material |ens, for exanple the first soft material |enses,
we required a post-approval three year study. W have not
found the three year tine period to provide additional
know edge beyond what was | earned at one year, and so we are
proposi ng renoval of this three year requirenent.

Last, to followup froma neeting several years
ago, the panel recommended that the effective | ens position
or ELP be placed on 1OL labels. The effective |ens position
is defined as the expected separation the secondary
princi pal plane of the cornea and the position of the
equi valent thin lens. The ELP was chosen because it is
i ndependent of power cal cul ation fornul a.

Proposed gui dance for determ nation of ELP has
been incorporated into FDA's draft gui dance docunent, and a
copy of this guidance has been provided to you in your
packets this nmorning. While this will not require sponsors
to collect newor different clinical data, it will require
addi tional data analyses to determ ne the ELP

As requested by the panel, data should be
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collected so that the standard error of the nmean ELP is |ess
than or equal to 0.05 mllinmeters. One aspect of our
proposal that is different fromthat recomended by the
panel several years ago is that we are requiring that al
ELPs be determined fromclinical data. The panel had
suggested that the parent |ens ELP be determ ned from
clinical data, and that subsequent nodifications to the
parent | ens be determ ned from engi neeri ng anal yses.

We have conme to believe that it will be difficult
and probably very inaccurate to predict the effective |l ens
position fromthese engi neering anal yses, and so we are
recomendi ng that all ELPs be determ ned fromclinical data.

Finally, the information that we provided for your
review contains clinical protocol information only. The
protocols to be used for preclinical testing, including
optical, mechanical, bioconpatability, mcrobiology, and
physi cal and chem cal testing are substantially simlar to
the SO I CL standards for |CLs.

These protocols, including endpoints and pass/fai
criteria have been extensively reviewed and di scussed with
experts throughout the world at the 1SO neetings. W
believe that these protocols have recei ved extensive review

and so they are not presented today.
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After discussion, we ask that you answer the
questions provided to you, and repeated on the slides. W
will leave the first question up until you are ready to get
to the questions, and I'll turn the floor back over to Dr.
Stulting, who hopefully, can |ead you through the
di scussi on.

DR. STULTING Now we are tal king about proposed
met hods of collecting data, and proposed standards for
conparison. Just to reiterate what Ms. Lochner said, a PDP
is a nethod of analysis and proposed standards for
conparison that would permt the acceptance of a product
wi t hout | engthy panel discussion if it nmet the standards.
So now we are tal king about real standards and things that
we would like future devices to nmeasure up to.

So with that brief preanble, et nme open up the
floor to questions or concerns about the PDP docunent that
you have in front of you

DR. ROSENTHAL: M. Chairman, may | just clarify
one issue, which probably wll be brought up by one of the
panel nenbers. That is, if we do approve a PDP, and the
conpany cones in with their PDP, it has to cone back to
panel for their approval. The generic approval PDP is just

to give us the broad outline basis on which the PDP wll be
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devel oped, but the individual ones, as | understand it now,
the agency has ruled will have to be evaluated by panel. It
may not be in full panel session. It may just be in
homewor k assi gnnments, but each one will have to be eval uated
toinsure that it is correct.

DR. STULTING Ckay, does everyone understand
that? Any questions for Dr. Rosenthal ?

DR. BANDEEN-ROCHE: | have to admt that |'m not
entirely confortable with the 300 sanple size for a couple
of reasons. First, if you think of the wwdth of a
confidence interval on sonething |like 10 percent visual
acuity not net, that interval would have a wwdth of 0.08-0.1
with that sanple size, and | don't know if that is adequate
or not.

Second, given what we saw this norning, if you
requi re 300, then including cohort, you nay not even get
300, so it could even be worse.

Then finally, there seens to be so nuch within
provi der clustering sonetines, that those best case
estimates of precision are probably optimstic. So with
that summary, could you just explain what notivated the 300
sanpl e size?

M5. LOCHNER: Well, let ne speak to your second
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coment, because that is just the sinplest. The 300 sanple
size is how many they nust end up with at each form They
are allowed to enroll additional subjects to reach that 300.
We have kept the criteria on the nunber of additional
subj ects exactly consistent with the 500-700 studies of old,
and the lost to followup rates we have kept the sanme. So
the only thing we have changed is just the nunber, just to
clarify that point.

Now | don't know that ny statistical know edge can
necessarily answer all your questions, but basically as was
sort of laid out in the update of the Gid information, what
we did was we actually did confidence intervals around a
100, 200, 300, 400, and 500 patient sanple size. W did
this when we were working with the 1SO on their standard.

The break in where you see the confidence interval
expand, the range around the value, there was a cl ear break
at 300, where we felt when | ooking at the 300 nunbers, the
interval wasn't that nuch w der than the 500; that it was
still a reasonable assurance clinically, safety and
ef fecti veness, versus when you just saw a clear break |ess
t han 300.

So we basically agreed that | owering the sanple

size shouldn't have a large effect clinically, because what
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you were able to detect wasn't expanded by that nuch.

DR. BANDEEN- ROCHE: Right, | certainly saw that
appropriately in the docunent. | think just as an approach
| would prefer to have sone guarantee of being able to
estimate the key paraneters of safety and effectiveness with
the precision that everybody is confortable with, rather
than just kind of saying let's make it 300.

M5. LOCHNER So to nore or |ess determ ne what
that is, and maybe send it out to you or sonething? | tend
to think that you would be the one, if you were confortable,
everybody el se woul d be confortabl e.

DR. BANDEEN- ROCHE: Ri ght, although | would
certainly appeal to everybody el se, what is a reasonable
precision to esti mte say achi eved visual acuity rates with?
Is it assurance of accurate values within 0.02 or 0.04 or
what have you? That is not sonething that | can deci de.

DR. ROSENTHAL: Could you explain what you nean?
I"'mat a loss to understand it. [|'msorry.

DR. BANDEEN- ROCHE: G ven the way that people cone
in and conpare and say, look, nmy rate is higher than the
Gid, but in fact an estimate this norning could pl ausibly
have ranged w thin about 0.03 bel ow and 0. 03 above given the

anmount of data that went into the estimate, even under the
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best case, which | don't even think the best case was
satisfied. So that is all | nean, is let's keep the
precision of the estimate in m nd.

DR. STARK: | think that's addressed in the
docunent we were just reviewing. The first few pages of
that goes as you |ower the end from 500 to 300, what the
range is going to be of conplication rates that you may or
may not m ss.

M5. LOCHNER: | think though Dr. Bandeen- Roche's
point is we have not laid out what the assunption of
precision is.

DR. BANDEEN- ROCHE: Al though | think you are
right, that certainly does bear on it. So one question
woul d be, | ooking at those, is everybody satisfied with it?
The second is that to ny know edge, you certainly don't
account for clustering within providers in actually making
that standard error cal cul ation.

Now it mght, but | becane alerted to it | ooking
at the proposal fromthis norning where there really did
seemto be substantial differences between providers. Two
of them accounted for nore than a quarter of all the
patients.

M5. LOCHNER: And this would not be captured in
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just the conbinability anal ysis?

DR. BANDEEN- ROCHE: Not in mny opinion.

DR. STULTING Any other comrents?

DR. H G3d NBOTHAM The sane issues fromthe
previ ous docunent | hope will carry over to page 6, because
the sanme issues exist. Just to clarify, the 30 percent
followup at three years, you are still going to have 300 as
a mninmum So 30 percent would nean they probably have 500
patients, but at |east they have 30 percent of those -- or
70 percent of those; at least they will have 300, is that
right?

DR. BANDEEN-ROCHE: Well, it is allowing a greater
nunber of patients to be lost to followup, as in they
couldn't find that patient at all. It is requiring 300 to
be found.

DR. H G3d NBOTHAM That's the main thing.

DR. BANDEEN- ROCHE: Yes, it is still requiring the
300, but it is allowing less to be accounted for. 1In the
one year studies, we require a 10 percent loss to foll ow up,
as in 10 percent that you know nothing | ong-term about, but
we are allowing nore to be lost in ternms of you know not hi ng
about, as long as you have the 300 at three years.

DR. MC CULLEY: | read this reasonably carefully
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front to back, and I only have very few comments. One is on

page 6 as well, and there again under cunul ative adverse
events, | still want to see hyphema. Sonewhere | woul d want
to see the posterior capsular opacity again. | guess you

have the iritis dealt wth.

The only other conmment woul d be on page 8, should
there be additional data analysis for 20/20? | agree that
there needs to be the 20/20 as well as the 20/40. That is
page 8.

Then there were just two other mnor points that |
didn't quite understand. Back on page 5, if the sanple
size, case report Form7 for a three year study is | ess than
300, a sponsor may neke up the m ssing subjects from any
nodi fied core study population. | just don't understand
that. It may not be inportant that | do, but | don't
under stand t hat.

One other m nor point, on page 3 of Appendix A |
assunme that in A you have intended replacenment of the
anterior segnent in the eye, that that is inplied to include
anterior and posterior chanber | enses when you say anterior
segnent of the eye?

M5. LOCHNER:  Yes.

The statenent about nodified core is just that in
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certain instances even given the | essened requirenent for
|loss to followup at three years, sponsors sinply were not
able to get 300 patients at three years. So in those
instances in the past, we have allowed themto go into their
nmodi fied core population to get sufficient experience at
three years.

VWhat the nodified core populationis, is it is an
addi tional nunber of inplants a sponsor is allowed to do
during their study. Once they have conpleted the initial
enroll ment and they are awaiting for the PMA to be approved
to allow the investigators to continue to have experience
with the lens. They are giving sonme additional inplants
whil e FDA and the panel is review ng the PMA

So in the past when they couldn't reach the 500
nunber for three year, we have allowed themto go into a
nodi fied core. Fromthe standpoint of once they have
exhausted their efforts in the core, it is nore inportant to
us to get a sufficient sanple of experience at three years,
to see how the three year data looks. So it is sort of |ike
plan Bif they can't get themall in the core.

DR. MC CULLEY: M comments that were on page 6 we
have al ready di scussed. | hope that they would carry

forward and hol d.
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M5. LOCHNER: | should have said that in ny
comments. All of the comments earlier this norning wll
carry forward.

DR. MC CULLEY: So | don't want to beat that dog
anynor e.

DR. PULIDO Not that | put these in, but when
recalled there were cases of silicone IOLs that may have
di scol ored, turned yellow in the past, does this new PDP
capture that kind of event, where the inplant discolors?

MS. LOCHNER: The case report forms -- a sponsor
woul d be required on the case report fornms, the investigator
woul d have to wite anythi ng unusual that is happening. So
in the sense that there is |like an "other"” on the case
report form it would be captured.

The issue with discoloration of |enses has
primarily been addressed through preclinical testing. Al
t he experience that was gai ned when that was happening, |ed
us to believe that this was an issue that needs to be
captured in the preclinical testing.

So FDA has changed sone of its requirenents;
required further testing, validation that any of the
possi bl e reasons why the | enses discolored, and they were

all basically sonmewhat different reasons, we have required
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that to be captured in the preclinical testing, which is not
to say that if it occurs clinically we don't want to know
about it, but we think it is a much rarer occurrence now,
and probably doesn't need a force choice itemon the form
al t hough we woul d i ke your opinion on that.

DR. H G3 NBOTHAM Page 8, the various anal yses
that you listed, and one of those is gender bias anal ysis.
| would think that a race anal ysis woul d probably be nore
i nportant than gender. W saw this norning the data
regardi ng Asians versus non-Asians, and their various
di fferences between African Americans and Caucasi an
Aneri cans regarding the preval ence of system c di seases that
could influence inflammtion can be a difference. So |
woul d suggest that there could be sone other anal yses that
aren't listed here, specifically raised.

M5. LOCHNER: Yes, actually we have required that.
Unfortunately, the catch-all phrase "gender bias analysis,"”
has been carried forward throughout the office sonewhat, but

we actually intend race, age; basically the denographic

i nformati on anal yses. |In our updated guidance -- this
guidance is literally being updated week by week -- we have
gi ven exanpl es of what we nean by that. It does include al

the itenms you just listed, so we would make this clearer in
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any reference PDP. W probably should change the nane to
make it even nore clear.

DR. H Gd NBOTHAM Just as a rem nder, drugs al so
have a big difference in terns of their efficacy in terns of
iris color, so that may carry over in terns of how we dea
wi th some of the adverse events, and how they m ght report
out, et cetera.

M5. LOCHNER: Well, now that's one thing we have
not done before for ICOLs, is any analyses by iris color.

DR. H G3 NBOTHAM  Actually, I'"mnot sure what the
termwould be statistically, but often tines iris col or
follows the race issue, so it could be a substitute. | nean
the race could be a substitute for the iris color. |'mnot
suggesting yet another.

M5. LOCHNER: | do think that should be on the
fl oor for discussion, because that is a new requirenent.

DR. MACSAI: Many of ny issues were addressed by
previ ous panel nenbers, but on page 3, nunber 3, we talk
about the nunber of investigators, the m ni num nunber of
subjects to the study popul ation, and no nore than 25
percent. |Is this enough?

What about surgical technique? |1 think that

sonewhere that needs to be specified in this PDP, because if
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alens is only being inserted in trials using a clear cornea
incision for exanple, then it should be | abel ed as such, and
touted as such. Surgical technique, as we have stated
earlier, may affect outcone.

M5. LOCHNER: The issue of sanple is anongst the
i nvestigators, these nunbers were basically arrived at
through help with the statisticians in terns of what woul d
be a reasonable distribution. O course if they don't
exactly neet this, they may be able to do sone statistica
tests to show that the variance is okay, but this is the
bal | park of what a sponsor shoul d be shooting for.

Regardi ng surgical technique, in the past we have
never required surgical technique to be explicitly specified
unl ess a particular technique was required to use the
particular 10.. | nmean we basically left it outside the
paraneters of the protocol. So if what you are sayi ng now
is the need to be nore specific, how specific are you
talking, like for an exanple?

DR RU Z: | just think that a |lot of the things
that we are neasuring bear nore on the surgical technique
than they do on the inplant, and we have to arrive at sone
way of breaking that dowmm. | think it is inportant how | ong

the wound is, and the location of the wound for exanple.
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DR. SONI: I'mgoing to change the topic. |I'm
interested, Donna, in loss to followup patients. |
understand that if you want to finish with 300 subjects at
the end of a study, and you have a 10 percent | oss on a
year, that you probably need 310 or whatever, 330 to begin
with, but how are those subjects that are lost to follow up
going to be dealt with, especially in cases where a subject
had an adverse reaction at the last foll owup? Wat is the
responsi bility here?

M5. LOCHNER: We have al ways required a separate
|l ost to followup analysis, but that was not explicitly
stated in the protocol. W can state that additional
anal ysis nore explicitly in the protocol

DR. MC CULLEY: You didn't have your 90 percent
and only 10 percent in here? | thought you did.

M5. LOCHNER: No, we have the 10 percent, but |
think Dr. Soni was asking for the 10 percent that were |ost,
what do we do with those 10 percent? Do we do an anal ysis?
W do in fact -- we have always required a worst case
anal ysis, what we call loss to followup we typically cal
the worst case anal ysis, but naybe the protocol should
explicitly state that that is required.

DR SONI: | think that is inportant, otherw se
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they may not have that data, and then we will have the sane
sort of discussion that we have had in the past on the panel
-- what happened to those patients? Were are they? How
are we going to check on thenf

| think at the nonent, the way your docunent is,
it is 10 percent loss for the first year. For a three year
study, that would be a 30 percent loss. So if there is 30
percent | oss over a three period, | think that needs to be
docunent ed.

DR. STULTING O her comments?

M5. LOCHNER: |'mgetting away froma coupl e of
coments, |'mnot sure how they were resolved. The surgica
techni que, are you mainly reconmmendi ng that the wound size
be specified?

DR. MACSAI: And pl acenent.

M5. LOCHNER: As far as iris color, were we going
to let that one drop?

DR. H G3d NBOTHAM Wl |, you can analyze this to
death. Fromny standpoint, | guess I'mnore interested in
the race issue just because you have the system c di seases.
D abetes and hypertensi on are much nore preval ent anong
African Anmericans conpared to Caucasians, so it is inportant

to know how perhaps, if not at all, those issues can
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i nfl uence the behavior of this device in the eye, et cetera.

Certainly one could subsequently look at iris
color. |Is it possible to ask the investigators to note iris
color at least at the tinme of the surgery so if we wanted to
back, say if there was sone huge difference in ternms of the
out cone of African Americans versus Caucasians, it could
al ways be retrieved? 1Is that possible?

M5. LOCHNER: It sounds reasonable to ne, but
maybe Dr. Gordon may |ike to comment about how the industry
may feel about that.

DR. GORDON: | guess ny general coment is that
what | think is a positive trend is that the product |ine
that is well established, such as intraocul ar |enses, and
wel | defined, to be introducing new criteria for assessnent
-- like surgical technique is a different issue, because
that is in evolution and it does help, | think, the
manuf acturer separate out what's the |l ens and what's the
t echni que.

But | haven't, in all the years of comng to panel
nmeeti ngs or |ooking at our own data, seen anything rel ated
toiris color. So adding information that hasn't proven to
be useful or needed, | would challenge that. | also think

that if there were a problem one could go back to the
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patients and find out. There have to be problens in
specific patients, one woul d guess.

So again, it's just another field to enter and the
time for the investigator to do it, the cost. It sounds
small, but it is all increnental, and it is inportant to do
that for data that is useful

DR. VAN METER M. Chairman, if | may go back to
the idea of incision |ocation, nmake it clear that this is
not an astigmatic evaluation of whether it's a 12 or a 3 or
a 10. It really is whether it's clear corneal or |inbal or
a scleral pocket. That can be broken down into a check A B
or C. It need not be too conplicated.

DR. STULTING The gist of this is that we want to
make certain that it is an evaluation of |ens perfornmnce,
not of surgical technique performance. So that information
needs to be recorded so it doesn't confound the anal ysis.

DR. H G3d NBOTHAM It is ny understanding that
iris color hasn't been | ooked at, so how you can know if it
is not an issue unless you actually look at that as an
issue? We need to really understand whether or not this
could influence how for instance these | ens deposits may
collect on the lenses. It could be related to iris color.

If it is never noted, we'll never be able to catch the data.
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So all 1'msuggesting is that perhaps on the data
forms we mght capture that data. It could always be | ooked
at if we need to later. Iris color is becom ng nore and

nmore of an issue in ophthal nol ogy for a nunber of reasons,
so it may be a big issue as tinme goes on, particularly as we
| ook at new pol yners and conbi nati ons of polyners. Maybe
per haps different conbi nati ons of polynmers respond
differently with regards to different iris colors. There
are so many unknown questions in the future, we just don't
know.

DR. STULTING W have to renenber that our job
here is to evaluate the safety and efficacy of a device, not
to investigate whatever question that m ght cone up.

Are there other coments about that?

DR BULLIMORE: Well, M. Chairman, | think
woul d the phrase and apply themto the U S. population. |If
our guidelines, be them FDA panel or whatever, ignore
substantial portions of the U S. population, then we are not
ultimately fulfilling our role here. So |I have two
guestions in that regard.

One is for the drug folks sitting in the audience,
is iris color sonething that is considered? The other is

for the FDA. Is there a policy on inclusion of a diverse
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popul ation in these trials?

DR STULTING Wuld soneone fromthe FDA like to

coment ?

DR. STARK: Race is already I|isted.

DR. BULLI MORE: The issue is not included as a
check box. | nean the -- a sinple no, Ralph, is fine.

DR. ROSENTHAL: | know gender is required by |aw.
| do not know about iris color. | certainly agree that

racial diversity should be taken into consideration. |
woul d rather take into consideration racial diversity than
iris color, because that addresses nore the issues of racial
issues, than iris color issues. | don't know what the | aw
is to be honest.

M5. LOCHNER: | don't think we have an office
policy that is quite as specific as what you are sayi ng,
however, we have office guidance that tal ks about designing
clinical trials, and the need to anal yze by certain factors,
such as race, gender, et cetera.

In information we would send out to the industry
internms of how would you col | ect appropriate clinical
trials, this kind of stuff is carried through in explaining
to conpanies how to design a study correctly. Qoviously, it

has never gotten down to the iris color issue, but that is
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an issue that | think what you have to speak to is whether
it is a safety and efficacy perineter you want eval uated, or
if it is just for interest purposes.

| think sonme of what Dr. Gordon was sayi ng about
if you had a problem you could certainly go back and get
this information and see if that was a determnant. It is
one way to look at it. So is this sonething that you need
really to determne if the I enses are safe and effective, or
is it nore academ c and interest?

DR. H G3d NBOTHAM No, it's not academ c.

DR. STULTING It seens to ne that we are obliged
to take the data that we have and to determ ne the safety
and efficacy. |If we don't get data about a segnent of the
popul ati on about which we have questions regarding the
safety and efficacy, then we can recommend that the product
be | abel ed as such. But it is ny understanding that we have
no authority to require that a study specifically evaluate a
certain subpopul ation, although it is understood that there
cannot be a study that is biased on entry into the study,
that for exanple, excludes nen or whatever fromentry into
t he study.

M5. LOCHNER: Keep in mnd that the purpose of

this PDP is to have the sponsors collect what you feel is



231
needed. So right now your authority today is if you believe
it is needed, that is what we wll recommend be in the PDP
and we wi Il probably carry that through into the PMAs. Yes,
if you are recommending that to us today, we can put that on
the fornms, or require conpanies to put that on the forns.

DR. STULTING For exanple, we don't require that
drugs be evaluated in children. W don't require that
devices be evaluated in children. W don't require that
drugs be evaluated in pregnant wonen. They are still
approved, but the products are | abeled so that you don't
have any data to use themin those situations.

M5. LOCHNER: No, it's a little bit different in
that --

DR, BULLIMORE: It is very different. Wiat we are
tal king about is generalizability. W are taking 300 people
and generalizing the results on those 300 people to the
entire population or the entire target population for the
drug, device, whatever.

DR. STULTING If you insist on having --

DR BULLIMORE: | don't insist on anything.

DR. STULTING If we insist as a requirenent on
evaluating efficacy and blue irises and nal es and peopl e who

have a various ethnic backgrounds --
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DR, BULLIMORE: M. Chairman, that is not what |
am insisting on.

DR. STULTING Can | finish ny statenent, please?

DR, BULLIMORE: Oh, | do beg your pardon. |'m
sorry. | apol ogi ze.

DR. STULTING If we insist on doing those things
then we're going to have subpopul ations that are so snall
that we won't have statistical validity, and it will affect
the sanple size in such a way that we will have to have very
| arge popul ations to evaluate the product in the first
pl ace.

If we go this route of requiring these very smnal
subpopul ati ons, then we have to consider what it is going to
do to the availability of these products to the general
public at sonme point down the road.

DR. BULLI MORE: | apol ogize for interrupting you,

M. Chairman. That was rude and unnecessary.

| amnot insisting on anything. | am not
proposi ng subgroup anal yses. | am|[not?] suggesting
stratification. Al I'msuggesting is that there should be

sone verbiage in these guidelines that encourages
i nvestigators, sponsors to include a population that in sone

way reflects the target population for the device.
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| agree with you; | do not want Judy's col | eagues
in industry to have to recruit 300 men and 300 wonen and 300
African Americans and 300 Hispanics. That is not what |'m
insisting on or even suggesting. Al |'m suggesting in our
advisory role on this panel, that there should be sone
mention or some statenent in the guidelines.

Dr. Hi gginbothamraised this to the sponsor at the
| ast neeting, and was given | thought, a rude and
unpr of essi onal and i nappropriate response. So | amjust
encouragi ng the FDA staff to consider drafting these
gui delines in accordance with the suggesti ons nade here.

DR. BELIN. | don't really disagree with anything
t hat has been discussed. | do think we need to keep in m nd
that we are | ooking now at a PDP for a product that is
general ly considered safe and effective, with a | ong
hi storical basis of an excellent safety record.

| think we need to design this so that the
sponsors and the clinicians doing the studies can get the
data out in a manner that is commensurate with them
continuing their practice. You are not going to get people
to do these studies nowon IO.s if the paper work is
cunbersone. This is not a new device. This is an

established device that is |ooking at a new nodification, a



234
slightly new material. | think we have to be careful that
we're not making it so burdensone to the sponsor and the
clinician as to defeat the purpose, which is to get the best
mat eri al possi bl e.

DR. MC CULLEY: This wll be real quick. [If ny
menory serves nme correctly, we used to gather data on iris
color in these patient populations. So nmy own assunption
woul d be that it was gathered and it was found not to be
terribly useful, so we stopped gathering it. M nenory
could be not serving ne correctly, but | think in earlier
studies we gathered it, and | assune it was dropped because
it wasn't hel pful.

DR, STULTING Well, you would sort of think that
with the vast experience of these things so far, we would
have had at | east one or two publications in the literature
somewhere that would lead us to believe that this was an
area for concern.

DR. MACSAI: Well, | had another question, but |
woul d Ii ke to strongly endorse stating sonething about
racial analysis within this PDP, because it is now the
second time on the second device that it has cone up, and
clearly it is information that is |acking concerning the

United States popul ation, as opposed to the Swedi sh
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popul ati on.

But ny question is regarding the study phases. On
sone of the previous applications that we have revi ewed,
after the first 50 patients have reached Form 4, then they
submt the data to the FDA. Then the second phase begi ns.
What if there are nodifications to the device? Because we
have had this in the past where we are | ooking at sonething
that was style one in phase one, style two in phase two,
style three in phase three.

| find that very difficult to evaluate in terns of
safety and efficacy. | would like to see if there is a way
that we could make that not happen in the future through
t hi s gui dance docunent.

M5. LOCHNER: We've never nade really specific
gui dance to conpani es about nodifications, because the
timng of the nodifications and the nature of the
nmodi fications determ nes what the conpany will have to do.
For exanple, if they nmake a significant change early on in
the study, after maybe five or six |enses have been
i npl anted, we wouldn't require themto start over, but if
t hey make a significant change after 200 | enses have been
i nplanted, we may require 300 nore |lenses with the

nmodi fi cati on.



236

So there is really not a sinple answer. It
depends on when the change is proposed, and how significant
it is. If it is a significant change, and we nmeke the cut
on its technical nerits it could inpact safety and
ef fecti veness, we deci de whether the conpany restarts back
at zero and collects 300 nore, or whether they proceed
forward with that change.

Now if they proceed forward, let's say they have
enrolled 50 or 100, and it was a relatively mnor change, we
felt little inpact on safety and effectiveness, we would
probably allow themto make that change and require themto
anal yze the data by pre-change and post-change.

So this guidance doesn't specifically address it,
because it is very hard to cone up with a specific
st at enent .

DR. MACSAI: | guess if it is not going to be
specifically addressed, | would ask that the agency be
rem nded of sone of the problens in the past with
nodi fications.

The ot her question | have is when we are talking
about intraocular | enses here, we are not only tal king about
| enses that replace the crystalline lens are we? Aren't we

al so tal king about potential intraocular |enses that m ght
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be used for refractive --

DR. STULTING No, if the labeling --

DR. MACSAI: Well, they are intraocul ar | enses.
Only for aphakia?

DR. STULTING Labeling specifies that.

M5. LOCHNER: That is clear. W are only
i ntendi ng for aphaki a.

Can | just followup to that nodification
statenent? The concept of the PDP is that you agree up
front what the device is and how you are going to test it,
et cetera. So sone of the PDP is neant to alleviate sone of
your concerns with nodifications, however, the overall FDA
wor ki ng group working on changes that will just naturally
occur during the course of the study, no matter how nuch up
front work the conpanies may do, they will have changes t hat
occur.

The overall FDA working group is comng up with a
sort of policy docunent on changes, and to the extent where
we have seen sone of these general statenments witten about
changes, we have tried to get in ophthal mc-specific
gui dance where appropri ate.

In instance where they are not taking ophthal mc

comments -- in an instance where the overriding office
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policy is to allow a change to be made, but we do not agree
with it specifically for ophthal mc purposes, we have been
writing those changes into our gui dance docunent. So we
didn't actually hand that docunment out to you today, because
again, it is extrenely conplicated. You can't tal k about
changes in a general sort of way, there are so many
speci fics.

We are trying to get in specific what we have
| earned in the past that these kind of changes cause
problems with 10OLs, we're witing that into our guidance
docunent; this kind of a change, you need FDA s approval,
whi ch nore or | ess neans that we woul d assess where are they
inthe clinical study? Do they need to start the study
over, et cetera?

So there is this other docunent being created
about changes. | wanted you to be aware of that.

DR. STULTING | would like to add two comments of
my own before we run out of time. The first is that on page
25, which is actually in the guidance docunent, there is a
section called "Data Analysis.” | think this whole section
is inadequate. Normally when you design a study -- and this
is basic science kinds of things that |I'm about to say --

you design a study and you say what the primry outcone
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measure is going to be. You say what the secondary outcone
measures are going to be, and you say what the criteria are
for acceptance.

This section really doesn't do any of that stuff.
It is sort of a procedural thing that says what is going to
be reported, but it fails to indicate what the primary
indicators are going to be for safety or efficacy. | think
the whole thing really needs to be rewitten. Wen you do
that, what you are going to find out is that when you start
dealing with adverse events for exanple in setting
paraneters for outconme neasures, you are going to then have
to deal with these definitions that we brought up earlier
t oday.

The fine tuning of those definitions is going to
set the acceptance paraneters. For exanple, if you define
secondary el evation of intraocular pressure in one way, then
t he acceptance paraneter is going to be at one level, and if
you define it in another way, then it will be at another
level. So those two things are tied to each other very
closely. | think there is an enornous anount of work that
really needs to go into this.

M5. LOCHNER: Dr. Stulting, the reference PDP does

have the adverse event endpoints added and the definitions.



240

DR. STULTING What is the prinmary outconme neasure
to be for safety anal ysis?

M5. LOCHNER: For 1OLs we have never identified a
primary. It has been all the itens on the Gid.

DR. STULTING That is my point, that we need to
say this is what our safety analysis will consist of. This
is our primary outcone variable; these are our secondary
vari abl es; and here is the acceptance level. This is basic
sci ence.

M5. LOCHNER: Well, fromthe standpoint that we
have outlined all the itens in the Gid. This reference PDP
i ncl udes the nost up-to-date guidance. This information
where we have outlined all the endpoints fromthe Gid wll
be in the FDA gui dance docunent. Unfortunately, it was a
timng issue that you have an ol der version of the guidance.
You have the Septenber 5th edition.

It has al ready been revised to include the
information that is in the reference PDP, which is a listing
of all the adverse events we are collecting information on.
It currently refers the reader to the 1983 Gid, because
that is all that we have publi shed.

DR. STULTING | understand all that.

M5. LOCHNER: So you are saying you want to take
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it one step further and specify one of themas the primary,
and all the rest as secondary?

DR. STULTING Wen you evaluate a drug to treat
cancer, you say ny prinmary outcone neasure is death and
life, and | will accept that it is effective if it reduces
the death rate by 50 percent or sonething like that. W
need an equival ent neasure when we are eval uating devi ces.
We need to define what we are going to accept for an
endpoi nt, what needs to be neasured, and what the criteria
are. | don't know how to say it nore clearly. Am| saying
sonmet hing that no one agrees with?

DR. MC CULLEY: I|I'mnot sure | understand; | m ght
or mght not. W have nultiple endpoints, and |I'mnot sure
that I would necessarily want to pick one as being primary
and rel egate everything el se to secondary and so on.

DR. STULTING It also has statistical
i nplications, because the evaluation of statistical
significance depends upon what criteria you establish before
the study is initiated.

M5. LOCHNER: W included the statistical analysis
for the whole range of adverse events.

DR. GORDON: | think typically you were describing

a drug study. In a drug study you would have a primary
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ef fi cacy outcone and define what the target is, and naybe
al so sonme secondary, but | don't think it's even appropriate
to think of identifying a single adverse event or safety
outcone as a threshold. You would | ook at the overal
i nci dence of each event, the way the Gid does, and the Gid
establishes a threshold of a sort for what is and what isn't
accept abl e.

DR. STULTING The Gid, renmenber, does not
establish that threshold. That's what we have been
di scussi ng.

DR. GORDON: But you also hear that this group
could decide that the Gid does establish that threshold.

DR. STULTING Yes, except we don't have anyt hing
except the 1983 Gid. W nmay not get any future Gid, and
you can't use PMA data as a threshol d.

DR, BULLIMORE: |'Il step up and give a primary
outcone neasure. Primary efficacy outcone neasure is visual
acuity. Primary safety outcone neasure is |oss of visual
acuity.

DR. STULTING | agree. Those are the things that
we shoul d be discussing, and |oss of visual acuity is
different fromtotal adverse event rates, although we ought

to be tal king about where they fit in too, because that is



243
inportant, et cetera, et cetera.

From nmy perspective, there is no fundanenta
difference in a drug study and an I OL study. This is just
science. It is just plain science. You have to set up your
study beforehand, identify your outcones neasures and set up
criteria, and we ought to be going down those |ines.

| have one real concrete conplaint, and that is
somewhere in here the optic dianmeter is given as 4.25. That
woul d be on page 8 in the intraocular | ens guidance draft
docunent appendi x under optical testing, B, clear optic
di anet er.

M5. LOCHNER: This refers to the clear optic
di aneter, the part that is refractive. W are saying
positioning holes haptics can't infringe on the central
4.25. |If they do, additional requirenents may result.

DR. STULTING Do you have a criteria for the
overal |l dianmeters?

MS. LOCHNER:  No.

DR. STULTING |If soneone had a one piece inplant
wth a 4.25 optic, it would fit into this definition with no
posi tioni ng hol es?

M5. LOCHNER: What this is saying is that the

central 4.25s nust be clear. It doesn't say that the optic
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size itself has to be 4.25.

DR. STULTING But if sonmeone submitted a one
pi ece, no positioning hole lens with a 4.25 optic, then it
woul d be acceptable, is that correct?

M5. LOCHNER: W have only allowed down to 5, the
opti c body.

DR. STULTING | didn't see that in here. AmlI
mssing it?

M5. LOCHNER: The optic body dianeter, which |
bel i eve specifies.

DR. STULTING Well, w thout spending a | ot of
time looking for it, | think that nunber is too small, if |
aminterpreting correctly.

M5. LOCHNER: Yes, it's in the section that you
didn't receive. The central 4.25 refers to the part that
must not -- the positioning holes nust not fringe upon. In
anot her part we have a requirenent that the overall optic
Size needs to be 5.5 or less. |If they go less than 5.5,
they may need to do additional testing to show that glare
won't be an issue.

DR. STULTING Ckay. Any other comrents?

DR. STARK: On page 8 it does say 4.25 mllineters

for the optic dianeter.
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M5. LOCHNER: O ear body optic dianmeter, which
refers only to the portion of the optic which contributes
refractive power. W' re saying you can't infringe upon that
portion. \When you get below 4.25 there woul d be additi onal
requirenents for testing. The overall dianeter has to be
5.5 or greater.

DR. BANDEEN- ROCHE: Dr. Stulting and Dr.
Bullimore's cooments just raise a question in nmny mnd. Just
how automatic is this process ultimtely supposed to be? In
other words, | get a little bit of the sense we really want
to streamline things, and that's all good. W'IlIl set up
sonet hing in advance, and if we check things off, then they
are done. That is easier if we can identify a very limted
set of endpoints, but if not, then statistically by chance
we expect findings, at which point it seens that it becones
| ess automatic, and there is iteration needed about
scientifically what's going on.

M5. LOCHNER: FDA will still review the
information that cones in. |If all the standard endpoints
meet the criteria identified, that would be considered a
success. |If an usual result occurred, and we felt that
result could inpact safety and effectiveness, we would bring

that before the panel to determ ne whether there were
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concerns with approval of the |ens.

This is neant to set up a systemwhich with nost
of the studies is just a matter of them neeting the
criteria. W don't always see unusual results.

DR. STULTING Any ot her conments?

DR. HG3d NBOTHAM In the mdst of that heated
di scussion earlier Mark had asked the question about iris
color and the influence that that m ght have on drug
efficacy, and there is definitely an inpact, specifically
w th anti-glaucoma nedi cations.

DR, BULLIMORE: | was aware of that, Eve. | just
wanted to know how the drug fol ks approached that on their
panels. Dr. Chanbers has probably got an answer at his
fingertips.

DR. CHAMBERS: Wlie(?) Chanbers, FDA.

In all drug trials it is required that it be
recorded. The basis for that is we know that it affects a
nunber of different things, both drugs, as well as things
like inflammtion, as well as things |ike pupil dilation.
Your pupil dilation wll affect what sonme of your
post operati ve conplications are.

So if you were to run a trial which had only |ight

color irises, you can expect |ess postoperative adverse
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events to occur in a couple of different categories, and you
woul d never notice it. So it would not conpare agai nst what
you are typically used to seeing. If you don't at | east
record what type of percentage of |ight colored irises
versus dark colored irises you have, you will never knowit.

DR. STULTING How do you handle that? Do you
require inclusion of a certain segnent of diverse iris
colors? O do you just reviewit when it cones in?

DR. CHAMBERS: We review the data when it cones
in. W would not accept a series of studies or a study that
had | ess than -- the general guidance we have given is |ess
than either 20 percent of either all light colored irises or
all dark colored irises. The tines when it has nost
significantly affected things have been the Scandi navi an
trials, where you have virtually all light color irises, and
you see different results occur.

As long as you don't exceed the 20 percent on
ei ther side, we have not thrown studies out, but we do | ook
at that.

DR. STULTING W probably ought to go back and at
| east say sonething, try to cone to a consensus on this,
because it is a big data collection issue. Race has al ways

been col |l ected and al ways been shown, as far as | know, and
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it has always been analyzed, so that is in there.

|s the sense of the panel that iris color should
al so be included and anal yzed?

DR. H G3 NBOTHAM My opi nion woul d be that at
| east it should be checked off in ternms of at |east noting,
so that one could go back and do an analysis if necessary,
but not necessarily ask that the conpanies submt an
anal ysis as part of their package.

| do think this is an inportant issue. | suppose
others on the panel do not, but sincel live alot with this
issue, iris color and now with a new anti-gl aucoma
medi cation that can change iris color, and not know ng what
i nfluence that m ght have in ternms of any I COLs that m ght
conme on the market, we just have so many unknowns here, it
m ght be inportant to at |east include one nore box, not a
whol e page of dat a.

DR. BELIN:. This is a question. | have been told
in the past from sone sponsors that anything that they have
to collect, they have to analyze. |Is that correct?

M5. LOCHNER: M understanding is that after we
collect a report -- about a product from whatever --

DR. BELIN. But you don't have to analyze it?

M5. LOCHNER: You have to do sonething with it.
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DR BELIN | just want to get back to the point.
Real i ze these little things we ask end up having to be
anal yzed. It neans they have to be stratified. It neans
they have to go through statistics, et cetera. So it's a
l[ittle thing to do up front for us to check off, and it may
be valid in drug studies, it may be valid in sone other
studies, but we have a fairly big historical base on ICOs
that it does not appear to be a point of major safety or
efficacy.

DR. GORDON: Maybe | could add one comrent in
regard to an unantici pated outconme or deposits or sonething
that we don't know, that we mght not see in the future with
a new material or something. | can assure everyone on this
panel that when there is a lens that suddenly has deposits,
or | enses that yell owed or discolored, many, many of the
medi cal nonitors, the conpany staff, everybody is |ooking at
that patient. That patient cones in a |lot, and
understanding i s gai ned of what has happened there.

So iris color would be readily identified in those
situations. That doesn't speak to though, understanding the
effect of iris color overall in a lens study, but | do think
that when there is a problemw th a patient, we can identify

iris color, because we are going to see that patient on
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repeated occasions. | don't know if that is adequate.

DR. STULTING At this point we have about 15

mnutes left to go. | want to try to do our job properly
and provide input on this. | wuld |ike to nove to closure
on this one. | think everybody has said what they want to

say, and we're getting repetitive comments now.

| would Iike to just have a vote on this, and then
| would Iike Donna to give us sone feedback about whet her
you think we have properly addressed your questions. W
really haven't stopped and done votes or anything, but maybe
if you could identify sonme specific issues that you woul d
like to have cleared up for you, we could vote on those in
the remaining time. Wuld that be acceptabl e?

M5. LOCHNER: | think so, yes.

DR PULIDO | would like to make a notion that we
recommend that for PDP where there has been no change in the
ki nds of chem cals used, rather m nor changes, that we not
|l ook into the iris color situation, but rather when it cones
to a major change in the chem cal conposition of the |IQLs,
whi ch woul d not be then a PDP, that we ask that iris color
be invol ved and used.

DR. MACSAI: Dr. Pulido, do you nmean not

bi ol ogi cal | y equi val ent ?
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DR. PULI DO  Correct.

DR. GORDON:  Marian, |I'mnot sure everybody heard
you. Could you pl ease repeat that?

DR. MACSAI: | asked Dr. Pulido if he neant for an
intraocular lens that is not biologically equivalent to
t hose previously approved, should we then look at iris
color, and he said yes.

DR. GORDON: Can you define what you nean by not
bi ol ogi cally equivalent? Are you saying a new material ?
You would want to see iris color for new material ?

DR. MACSAI: Substantially different, not
substantially equival ent.

DR. GORDON:  So | woul d propose then that perhaps
for a new material where there would be a phase one, an
eval uation of the first 50 patients, that iris color be
docunented and included. Then if there are no issues or
differences that in further patients there is no need for
addi ti onal docunentation of iris color.

DR. MACSAI: | don't think | can agree with that,
Dr. Gordon, because phase one is 50 patients. On a new
material, | don't know that we can necessarily find a
significant difference with an N of 50.

DR. GORDON: It seens |ike everybody wants iris
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color. [I'"mnot going to say anything nore.

DR. STULTING How many people are in favor of
recording and analyzing iris color for all materials, even
the old ones? | don't see any hands.

How many are in favor of analyzing iris color for
new materials, that is not substantially equivalent to ones
that are now in existence and approved? | see five hands.

How many are in favor of not doing iris color for
anyt hing, even old materials and new materials? That's
five.

| can't remenber for the life of ne what the other
counts were. Did they add up to the right nunber?

PARTI Cl PANT: No, you had 5 out of 12. There are
12 votes.

DR. STULTING There were two abstentions

There is a sheet in your packet that says
"Ref erence Product Devel opnent Protocol for Intraocul ar
Lenses, dinical Questions for Panel Discussion,” that we
shoul d provide an answer to. | think that is what we are
supposed to do during the |last part of the neeting.

The first one is, "Does the reference PDP outline
the informati on needed for an acceptabl e protocol?" Those

that believe that it does, please raise your hand.
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[ Wher eupon 11 nenbers rai sed their hand. ]

Those that believe it does not please raise your

hand.

[ Wher eupon 1 nenber raised their hand.]

DR. BANDEEN-ROCHE: If | could just clarify, |
think the key for me is the word "outline.” | think it

probably does outline the information, but I'mnot sure that
given this docunent, | would be convinced that a given study
using it was going to cone back with any good infornmation.

DR. STULTING  Second question, have the correct
endpoi nts been identified? Those who believe that it has
pl ease rai se your hand.

[ Wher eupon 12 hands were raised. ]

Those that believe that they have not, please
rai se your hand.

[ No hands were raised. ]

There were no hands, so that is 100 percent yes.

The third question is, have the appropriate
pass/fail criteria been identified? | didn't wite the
question. W©Maybe the FDA could explain that.

DR. ROSENTHAL: | don't think we have provided you
with a pass/fail criteria, unless you use the Gid.

M5. LOCHNER: | think what we have provided in the
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current reference PDP is the 1983 Gid, because that is al
we have avail able at this point.

DR. STULTING How many think that the answer to
that is yes? That would be no hands. How many no? One
thinks that the appropriate pass/fail criteria have been
identified, that is two.

[ Wher eupon there were two votes in favor of the
pass/fail criteria.]

How many believe that the appropriate pass/fai
criteria have not been identified? That is eight.

[ Wher eupon there were ei ght votes against the
pass/fail criteria.]

So the nessage is that we have nade progress, but
have not yet identified the pass/fail criteria.

Are there any ot her questions that you would |ike
for us to address on this issue?

DR. SONI: | ammaking a statenment that the
appropriate pass/fail criteria hasn't been supplied to the
panel. Maybe this is an opportunity for the sponsors to set
up and give us the data that they have to be able to put a
new Grid together.

DR. STULTING So what you are saying is that you

woul d i ke to see data on existing intraocular lens inplants
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in aformthat we could use for reference when we do this in
the future? Wuld that be correct?

DR SONI: Yes.

DR. STULTING Since this is probably the fifth or
sixth time that we have said that, | think it should be
fairly clear at this point what it is we want.

M5. LOCHNER: Can | ask this question another way?
The criteria we have outlined are what we have avail abl e
today. The understanding is that these data woul d be
updat ed once we have updated the Gid. | asked have we
outlined the appropriate criteria given what we know t oday,
which is not to preclude it from being updated in the
future.

| asked prinmarily because you reached a deci sion
today on a PVMA and were able to decide that the endpoints
were appropriate. M question or concern is that these
answers seemto be discrepant. Mybe the question wasn't
asked explicit enough.

DR. STULTING Well, let nme just take sone liberty
and make a comment. It was our inpression, including mne,
that we would come here with a presentation of information
that was a conpilation of past studies. W didn't get that.

So you are now asking us to provide this
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information fromother sources. | think many nenbers of the
panel would be willing to go out and glean that information
fromdata that are publicly avail able or published. W
woul d be, | think, happy to do that, but we need to be given
t hat assignnment, rather than the belief that they are going
to be presented to us.

| would recommend that we, as a group, cone back
later with this information, prepared to quote references
and to provide it to the agency fromour own experience, and
fromthe literature

M5. LOCHNER: | didn't want to take it quite that
far. W have conpiled the data that was included in the
information. What we hope to be able to do is to get sone
type of waiver statenent fromthe sponsors saying that they
woul d all ow for the purposes of conpiling an updated G d,
allow this data to be used, not for the purposes of |owering
any other sponsor's requirenent, using their data to support
approval of a new sponsor's PMA, but solely for the purposes
of updating the Gid.

So | guess the framework we were working under is
what we have available today is the 1983 Gid. Wat we
presented to you earlier today was the updated Gid, which

we acknow edge we need further information fromthe sponsors
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to allowit to be released. W presented a proposal in
terms of how the data would be conpiled, and we presented a
conpi l ation of the data.

DR. STULTING W need to address the problemvery
directly. Are we or are we not going to get conpiled data
fromthe FDA that represent past experiences wth
intraocular lens inplants? That is, PMA summary safety and
effectiveness data fromthe FDA?

M5. LOCHNER: If the sponsors allowit to be
released, we will. W should know that naybe even by the
end of the week.

DR. STULTING |1'mjust saying that an alternative
tothis is for the panel to cone to you wth these nunbers
fromel sewhere. Maybe we shoul d di scuss whet her we shoul d
do this.

M5. LOCHNER: O whether the 1983 data that we use
today to assess a lens, is that sufficient?

DR. STULTING | think that the panel has already
gone on record on nultiple occasions to say that the 1983
data are antiquated and not appropriate for today. Am]
correct in stating this? Although we use them that they
are not appropriate.

DR. MC CULLEY: That's the best we have.
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DR STULTI NG Because it's the best we have, but

we would like better. Does the panel support what |'m

sayi ng?

DR. MC CULLEY: Yes, | fully support what you are
saying. | would like to see the FDA conme back to us with
data. | understand that that neans they have to get
approval fromindustry. | would encourage industry to

support the FDA's effort to do. |If they do not, then

think we have to readdress the issue, and our alternatives
woul d be to stay with the 1983 Gid, or to cone in with data
fromthe literature on our own, or with FDA s hel p.

DR. BELIN. | thought one of the original goals of
the PDP was to cone up with a set of performance criteria
that if a sponsor net, the lens did not have to necessarily
conme to panel. To ne there was nothing contradictory in
what happened today. W took what we consider antiquated
data. We listened to a | ens being presented, and we used
our clinical judgnent to determ ne whether that |ens net
what we consider safety and efficacy data for approval.

VWhat we're not confortable in doing is using the
1983 data, and not have the conpany conme to panel for both
an exanple would be let's say if you | ooked at the rate of

hyphema, which we tal ked about. I1t's higher now because of
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the change in surgical technique. W understand that.

VWhat we are saying is -- and it nmakes sense -- we
under st and what you have witten here. W agree with it,
but without the data that reflects nore current reflection
of both I CLs and surgical techniques, we are unconfortable
in not having a | ens brought to panel for our discussion.

If we are confortable with the new data, then the answer
woul d be yes, once we feel that those represent valid
endpoi nt s.

It goes back with what Dr. Stulting was saying
earlier. W don't have these endpoints. W don't have what
is a our primary goal, what is our secondary goal, what is
our safety, what is our efficacy. W really can't because
we don't have the nore recent data. So | don't see a
contradiction to what we are saying in what we did.

DR. ROSENTHAL: | don't either, and | know you
have been hanstrung, and | apol ogi ze that you have been
hamstrung, but that is the | aw, and we have been told we
have to obey the |law, ergo, you had to be hanmstrung, and you
will be hamstrung tonorrow in the sanme way.

What we needed fromyou, | think we have received.
We do understand that you are frustrated in not being able

to have that data. W wll do everything in our power to
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get that data. W didn't really know we couldn't do this
until early last week, and it was inpossible to get even a
| egal opinion relating to the waivers as quickly as we
want ed to.

Hence, we will try to do what the panel w shes us
to do. W are delighted that you have given us the other
option, which is if we cannot do what you would like us to
do, that we cone back to you and ask you do what we need to
be done, and we are delighted that you have given us that
option, so thank you very nuch.

DR BELIN. Is it inappropriate or is it advisable
for us to ask our professional organizations to contact
i ndustry and support this, asking themto basically rel ease
t heir data?

DR. ROSENTHAL: Well, | think we should first try
to get these waivers and see. The industry hel ped us
develop the Gid. | don't know what their response is going
to be when we are asked to use the data fromtheir PMAs to
produce the final Gid. They were there when the new
proposed Gid was established.

DR. STULTING It isn't going to be quite as
sinple as it seens, because of the contenplated definition

changes in sone of these adverse reaction rates, and the
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fact that we are groupi ng sone together, these nunbers are
not going to just fall out of the past data. W are going
to have to think about them when we establish them as
acceptance criteria. | would reconmend getting those out of
what ever we can find early, and allow panel nenbers to | ook
at the literature and try to then get sone good nunbers for

us to work with.

DR ROSENTHAL: | agree.

DR. STULTING I'msorry, | didn't nmean to cut you
of .

DR. GORDON: | just wanted to add a comment that |

agree with Dr. Rosenthal in terns of going to the
pr of essi onal organi zations. Conpani es haven't yet been
contacted provide these waivers, so before there is arm
tw sting, | suggest we be given the opportunity to do that.
Addi tionally, Donna nentioned that within a week
there may be a response. There has been a group that has
been neeting regularly, an industry group on this docunent.
They are neeting for a whol e day pre-Acadeny, and |I'm
guessing that this will be a subject of discussion. |'m
al so guessing that those of us fromindustry who are here
will have a few days to think about it and make the

decision. So it may be quicker than you think.
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DR. MACSAI: | nove we adjourn.
DR. STULTING W don't have to vote on that, |
don't think. [If nobody objects, we are adjourned.
[ Wher eupon the neeting was recessed at 5:05 p.m,
to reconvene the foll ow ng day, Tuesday, October 21, 1997,

at 8:30 a.m]]



