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PROCEEDIL NGS (8:09 a.m)
DR STUWLTING ood norning. |'mDoyle
Stulting. I'dlike to call to order this 88th neeting of

t he pht hal m ¢ Devi ces Panel .

|'d like to turn the floor over to Sara
Thornton for introductory remarKks.

M5. THORNTON  Good norning and wel cone to all
attendees. Before we proceed with today's agenda, | have a
few short announcenents to make.

During the break this norning, there will be
coffee, tea, and pastries available at the Martingayle's
Restaurant, which is just opposite the | obby of the hotel.
Messages for the panel nenbers and FDA parti ci pants,
information or special needs, should be directed through
Ms. Ann Marie Wllians or Ms. Christie Watt. M. WIIlians
is standing right over here by the door. Pl ease contact
her if you have anything that you need to | et us know
about .

W'd like to ask all the neeting participants
here today to pl ease speak clearly into the mcrophone --
don't be afraid of it -- so that the transcriber wll have
an accurate record of your comments.

Now, at this tine I'd like to extend a speci al

nd it ntradiuuca ta t+hao
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9
staff two panel participants who have recently joined the
Opht hal m ¢ Devi ces Panel as consultants and are
participating for the first time in the neeting today.

Dr. Joel Sugar is professor of ophthal nol ogy
and director of the Corneal Service at the University of
I1linois Eye and Ear Infirmary in Chicago, Illinois, and is
also the nedical director of the Illinois Eye Bank.

Dr. Karen Bandeen- Roche is an assi stant
prof essor of biostatistics wth the Departnent of
Biostatistics, the Johns Hopkins University School of
Hygi ene and Public Health in Baltinore, Maryland.

To continue, will the remraining panel nenbers
pl ease i ntroduce thensel ves, beginning with Dr. Judy
Gor don.

DR GORDON I'mJudy Gordon and I'm --

M5. THORNTON W can't hear you, Judy. It nay
be an issue there with the m ke.

DR GORDON  Judy CGordon, vice president of
research and devel opnent and regul atory affairs for Chiron
Vision and the industry representati ve.

Coul d you hear that?

M5. THORNTON  No, it's not on yet. Sorry.

DR GCRDON W're going to start all over.

2
CoorT
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10

Judy Gordon, and |I'mvice president of research
and devel opnent and regulatory affairs for Chiron M sion,
and I'mthe industry representative for this panel.

DR MCLELLAND: Heanor Mdelland. ['mfrom
the University of lowa College of Nursing. |'man
associ ate professor and associ ate dean for undergraduate
studi es and coomunity affairs, and |I'm consuner
representative on the panel.

DR VAN METER Wodford Van Meter in
Lexi ngton, Kentucky. [I'min private practice in
opht hal nol ogy, practice of corneal and external disease.

DR MACSAI:  Marian Macsai, professor and
director of corneal and external diseases, Wst Virginia
Uni versity.

DR GREENIDGE: Kevin eenidge, professor and
chai rman, Departnent of Qphthal nol ogy at the SUNY Heal th
Science Center at Brooklyn, and a gl aucona speci ali st.

DR BULLIMORE: Mark Bullinmore. 1'man
assistant professor at the Chio State University Col | ege of
ot onet ry.

DR BRADLEY: Arthur Bradley, associate
prof essor of visual sciences, Indiana University.

DR STUWLTING Doyle Stulting, professor of

anht hal ] Aoy Ennryv, Lhiviarct thg
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DR MOQULLEY: JimMQlley, professor and
chai rman, Departnent of oht hal nol ogy, University of Texas
Sout hwest ern Medi cal School .

DR H G3d NBOTHAM  Eve H ggi nbot ham pr of essor
and chair, Departnment of Qohthal nol ogy, University of
Maryl and School of Medi ci ne.

DR RUBIN Gary Rubin, associate professor of
opht hal nol ogy at the Wl nmer Eye Institute, Johns Hopki ns
Uni versity School of Medicine.

DR RUZ Rchard Ruiz, professor and
chai rman, Departnent of Qphthal nol ogy, University of Texas-
Houst on.

DR SON: Sarita Soni. |1'ma professor of
optonetry and vi sion sciences at |ndiana University School
of Qptonetry.

DR ROSENTHAL: Ral ph Rosenthal , division
director, Dvision of phthalmc Devices in the Ofice of
Devi ce Evaluation in the Center for Devices and
Radi ol ogi cal Health at the FDA. | assune you renenbered it
all.

(Laughter.)

DR STULTING Al right. This begins the open

public hearing portion of this norning's festivities, and

a1l hoant
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M5. THORNTON  The speakers who will be naking
presentations before the coomttee are doing so in response
to the panel neeting announcenent in the Federal Register.
They are not invited to speak by the FDA, nor are their
comments, data, or products endorsed by the agency.
Schedul ed speakers are given a 10-mnute limt today.
After they have spoken, the Chair may ask themto remain if
the coomttee wishes to question themfurther. Only the
Chair and nenbers of the panel nmay question the speakers
during the open public hearing portion of the neeting. Dr.
Stulting will recognize unschedul ed speakers as tine
al | ows.

The schedul ed speaker for today's open public
hearing portion is Dr. Spencer Thornton.

Dr. Thornton, if you'll come forward at this
time, you may begi n your presentation.

DR THORNTON  Thank you, and good nor ni ng.
' m Spencer Thornton. |'mpresident of the Amrerican
Soci ety of Cataract and Refractive Surgery, and |'ve been
practici ng ophthal nol ogy for nore than 35 years.

The ASCRS is a scientific and educati onal
organi zation representing ophthal mc surgeons in the United

States and abroad. Qur nenbership of over 7,000

anhthal il At ctc Nnarfarne +ho vyact o Ari v, ~Af A~
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refractive surgery procedures in the United States today.

| wanted to take a few mnutes first to thank
the panel for its work which so richly benefits not only
the practice of nedicine but the quality of life for
ophthal mc patients. ASCRS is especially pleased to be
here and to lend its continued support to the panel, since
so many of the breakthroughs in ophthal mc devi ces have
occurred not in academc research but in clinical settings.

ASCRS has enjoyed positive relationships with
FDA and devi ce manufacturers for nmany years. Under our
former nane, the Anerican Intraocul ar Lens | nplant Society,
we worked cl osely on the approval and classification of
intraocul ar | enses, contact |enses, and the early
devel opnent of multifocal |enses. W have al so had success
working with the device nanufacturers in alerting themto
areas of inprovenent in sone products. ASCRS is now
working with FDAin its effort to streaniine the approva
process through its draft intraocular |ens guidance
docunent for use in the submssion of product devel oprent
protocols. W believe that through the conti nuing
evol ution of the docunent and its incorporation into the
approval process of new |l ens technol ogi es, that inproved

materials and devices will be available on a faster

tinnl i na it
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Qur organi zation would |like to thank the
advi sory panel for its careful and deliberate consideration
of the intraocular |ens products that are being revi ened
today. As ophthal mc surgeons and specialists in treating
eye di sease, early regul atory approval of advanced new eye
surgical products are key elenments in our clinical
practi ce.

| would like to enphasize the inportance to the
ASCRS nenber shi p, the ophthalmc community, and the public,
that inportant new technol ogi es nove rapidly to the
mar ket pl ace once they have been thoroughly studied and
their risks and benefits identified and understood. Wile
the FDA plays a critical role in the eval uation of new
technol ogies for safety and effectiveness, it is of equa
importance to the public health that no undue burdens be
pl aced in the progression of such technol ogies fromthe
investigational stage to general availability via narket
approval . Medical practice nust ultimately determne the
clinical utility of newtreatnent nodalities.

As an exanple, one only needs to | ook at the
vast nunbers of I CQLs which are approved, but the snall
nunber which are actually being inplanted today. Yes,
opht hal nol ogi sts today coul d be accused of nal practi ce by
their

aarc 1 f thaov caonti niind + A 1l Aant ol Af +ha | AN
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whi ch were approved in the early years. To ASCRS, this
evol utionary process represents the purest formof peer
revi ew.

Al of us who practice nedicine have been newy
sensitized in recent years to cost-benefit issues. Today
you will see data regarding a new intraocular lens with the
potential to reduce costs to Medicare while increasing
benefits to our patients by | esseni ng dependency on
spectacles followi ng cataract surgery, currently rei nbursed
by Medicare at up to $270 per patient.

Wil e, as an organi zati on, ASCRS takes no
official position with respect to FDA approval of the
mul tifocal lens products, we would like to draw the
advi sory commttee's attention to a conplenentary effort
underway at the Health Care Financing Admnistration. HCFA
is expected to shortly promul gate specific regul ati ons that
may set a fair reinbursenent systemfor advanced technol ogy
intraocul ar I ens products. ASCRS believes that the HCFA
initiative is critically inportant. For perhaps the first
tinme, the Medicare programw |l go on record in favor of a
new cost -savi ng nmedi cal technology. If we hope to bring
Medi care into the 21st century on a solid financial basis,

we need to reward nedi cal technol ogi es that save the

B
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I n consi dering your approval of new advanced
technol ogy 1QLs, ASCRS respectfully requests that FDA
forward the panel's conclusions to HCFAin a tinely fashion
so that they may devel op regul ati ons for advanced
technol ogi es that parallel the inportant scientific
j udgnent of this panel.

It is critically inportant that nedical devices
whi ch could vastly inprove the quality of life for
ophthal mc patients are not unnecessarily delayed in the
approval process. Over the years, it has seened that the
United States, at |east in ophthal mc advances, has fallen
behind the rest of the world due to restrictions and del ays
in the FDA approval process. American physicians and
i ndustry have been faced with falling into a position of
second class to the rest of the world, as we have been
relying on nations in Europe, Asia, and Africa because of
their continual contributions to technol ogi ca
devel opnent s.

The barriers and del ays faced by the United
States nedical community are not as great in other areas of
the world, thus leaving the United States to take a
secondary role in bringing new nedi cal advancenents to our
patients. QGven our current reliance on the internationa

coppant v 1N ~rant N naws traat nant —an L _cinearal v
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hope that this panel and the entire FDA will place strong
i mportance on international data and will utilize such data
to assist in speeding the approval process.

The ophthal mc comunity is very excited by the
i nnovati ve changes and advances we've seen in |lens
technol ogies. W are eager to work with the panel in any
way we can, especially in providing clinical review of
mul tifocal |enses and inplantable contact |enses for
approval in the United States.

Thank you for this opportunity to speak to you
t oday.

DR STULTING Are there any questions fromthe
panel nenbers?

DR BULLIMORE | don't know whether this is
appropriate but 1'd like to know, with respect to the
products nentioned by the speaker, do you have any confli ct
of interest with any of the products you nentioned in your
presentation?

DR THORNTON No, sir. | do not have any
financial interest in any of these products. | represent
the Society only and its interests.

DR BULLIMORE: Thank you.

DR STUWLTING Anyone el se?

LI~ |

(NA r A
\ ~

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




N

o o A~ W

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

24

18

DR STUWTING The open public hearing portion
of the neeting remains open. |s there anyone el se who
woul d i ke to speak before the panel today?

(No response.)

DR STULTING Seeing no particular interest,
we will close the open public hearing portion of the
neeting at this point and turn the floor over to Dr.

Rosent hal for D vision updates.

DR RCSENTHAL: M. Chairnman, panel nenbers,
| adi es and gentlenen, | have two D vision updates. One has
to do with personnel, the other has to do wth excimer
| asers.

Wth regard to personnel, | have happy news and
sad news. The happy news is in January of 1997, Dr.
Anthony Greer joined us as a nedical reviewer. He did his
resi dency at Howard University Hospital in ophthal nol ogy,
had been in private practice in Annapolis for several
years, and had regul atory experience with the Joint
Comm ssion for Accreditation of Health Care Organizations.
You wi Il have the opportunity to neet himthis norning when
he presents PVMA No. P960036.

The sad news is that on June 17, 1997, Bruce

M schou, who was a reviewer in the Dvision of phthal mc

Dovi cac had cad
AoV U A
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reviewer in DSDB, he was an aerospace engi neer who
concentrated his efforts in bionedi cal engineering, and his
prof essional talents and personal charmw ||l be sadly
m ssed by the D vision.

Secondly, with regard to exciner |lasers, this
is an update of the Food and Drug Admni stration policies
regarding lasers for refractive surgery. |It's essentially
a summary of what was sent to every opht hal nol ogi st on June
27, 1997. | wanted to ensure that it was in the public
record and to ensure that all the panel nenbers were aware
of the policies.

VW wote to the ophthal mc community on Cctober
10, 1996, describing two situations in which unapproved
| asers were being operated w thout FDA approval. The first
wer e the unapproved | asers manufactured by the owner, by
sonmeone el se for the owner, or by a corporate entity; and
the second were the inportation of Summt |asers originally
manuf actured in the United States and exploited for use
overseas or nanufactured overseas before the conpany had
recei ved FDA approval to nmarket the devices in the United
States.

VW have uncovered through our own investigation

what appears to be a pattern of serious patient injuries
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t he unapproved | asers nmanuf actured by owner, et cetera.
These injuries fromthese | asers denonstrate the inportance
of evaluating the safety and effectiveness of |asers for
refractive surgery with a limted nunber of patients under
an FDA-approved investigational device exenption and the
oversight of an institutional review board as required by
t he Federal Food, Drug and Cosnetic Act.

Secondly, with respect to the inported | asers,
many of the physicians who inported these | asers
communi cated their belief to the agency that the | asers
were the sanme as the approved lasers. FDA attenpted, in
the exercise of its enforcenent discretion, to resolve the
matter and accommodat e t hese physicians by providing an
opportunity for themto certify that the |lasers were
identical in all relevant aspects to approved | asers. The
agency's experience with certification has led us to
concl ude that the process described in the Cctober 10th
| etter cannot be inplenented legally. Hence, al
unapproved | asers used outside of an FDA-approved clinica
trial violate the Act and are subject to regulatory acti on.

Thank you very much

DR STULTING M. Lochner?

M5. LOCHNER  Thank you.

L _had Aana o
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panel aware that as of March 31st of this year, FDA revoked
the I1CL IDE regulations. As nost of you nay be aware, |1Qs
had their own investigational device exenption regul ations.
They were nainly separated out fromother nedical devices
because the FDA wanted to allow | enses to renain reasonably
avai |l able. Since the 1976 Act, many | Q.s have been
approved, and they are basically available. So FDA has
renmoved the special provision for 1L | DE regul ations, and
ILs will now be regul ated under the IDE regulation that's
used for all nedical devices.

There are a few differences between the two
regul ations, and | thought |I'd just point out a few of
those. (ne is that 1AL sponsors were required to maintain
records for five years under the 1L IDE reg, and under the
medi cal device reg, the retention period is two years.
Simlarly, the 1L reg had a five working day reporting
tinmeframe for reporting adverse events during the study.
Under the medi cal device regulation, there's a 10-day
tinmeframe for reporting adverse events.

There were two provisions under the 1CQL | DE reg
that were unique to I Qs that we have continued to require
under nore general provisions of the medical device |IDE
reg, and those are the requirenent for the I CL inplant
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device IDE regs, and the requirenment that the |abel of the
|CL state the sterility shelf life will continue to be
required.

G her requirenents that will be inposed because
of the nedical device IDEreg relate to sponsors
responsibility with regard to reporting to the FDA use of
their lens wthout infornmed consent when informed consent
had not been received. They're nowrequired to report that
tothe FDA Al so, other reporting requirenents with regard
to the investigators who are participating in the study.

But basically we feel that by bringing | s under the

nmedi cal device regul ations, we'll ensure consistency

t hroughout the office in terns of how we regulate 1Q.s and
ot her mnedi cal devi ces.

| f anybody would like to see any of the details
of the differences, please |et ne know and |I'd be happy to
gi ve you those details. Thank you.

DR STUWTING Thank you

For the record, that presentation was by Donna
Lochner, who is the chief of the Intraocul ar and Corneal
| nplants Branch. | didn't do the proper introduction.

Now, Dr. Morris Waxler, who is acting chief of

the Di agnostic and Surgical Devices Branch, w || present
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DR WAXLER Thank you.

The primary focus of our branch's work is the
scientific and technical evaluation of investigational
devi ce exenption and prenarket approval applications for
refractive surgery lasers. Qurrently, there are eight
manuf acturers with FDA-approved IDE clinical trials for PRK
and LASIK for treating a variety of refractive indications.
They are conducting nore than 20 studies with their |asers,
sone in separate | DEs and others in substudies.

VW have received 34 | DE sponsor/investi gator
| DE applications. Seventeen were submtted for |asers from
manuf acturers with approved IDEs or PMAs. Six of these
| DEs were disapproved, 10 were conditionally approved, and
one is under review Seventeen of these 34 were submtted
by bl ack box or gray box owners, of which nine were
di sapproved, six conditionally approved, and two are under
revi ew.

In order to obtain FDA approval of their |DE
application, all applicants, sponsor/investigators, and
manuf acturers nust submt an investigational plan to
conduct a scientifically valid clinical trial, and al
applicants nust provide an adequate engi neering and

techni cal description of the |aser.
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and a conditional approval is considered an approval -- it
must be conducted within the limts and conditions of the
approved I DE. Sponsors of, and investigators on, FDA-
approved | DEs nmay not treat patients beyond these limts.
Such treatnent is in violation of the Federal Food, Drug
and Cosnetic Act and FDA regul ations. FDA will not approve
| DE applications if there is evidence that the applicant is
treating patients wthout an FDA-approved | DE or PVA for
the laser. Such an applicant nust cease treating patients
and nust state in witing that patients are not and will
not be treated w thout an FDA-approved | DE

Two PMA applications fromsponsor/investigators
have been filed by the agency. W are encouragi ng | DE
applicants to conplete their clinical trials and submt
their data in a PVA application as soon as possible. PMA
subm ssi ons nust have conpl ete technical and engi neeri ng
information on the device, as well as scientifically valid
clinical data.

DR STUWLTING Thank you.

Next is Dr. Bernard Lepri fromthe
Vitreoretinal and Extraocul ar Devi ces Branch.

DR LEPRI: Good norning. | amhappy to be

representing Dr. Saviola today, who could not be present at
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deliver to you now.

Dr. Saviola regrets that he was unable to
attend this session and provide this update. He is just
glad that the follow ng announcenent can be nade before he
becane ol d enough to retire from government service, which
is still along way of f.

(Laughter.)

DR LEPRI: At the July 1995 panel neeting,
there was a presentation of the draft gui dance docunent for
contact lens care products, and while | was not here, I'm
sure you all recall that the following July, at the 1996
panel neeting, there was a presentati on of the commrents to
the draft guidance docunent for contact |ens care products.

At this panel neeting, in July of 1997, there
w |l not be any presentation, only a | ong-awaited
announcenent. Effective this past Mnday, July 7, 1997,
the final rule took effect and contact |ens care products
have now been reclassified fromdass Il to dass Il
This marks the end of a significant era of nedical device
regul ation for these products, and certainly the beginning
of a new chapter.

Onh May 1, 1997, the final version of the 510(k)

gui dance docunent for contact |ens care products was nade

o
T C Tt ocC 11

avall ahl A AN tha DL \AMANK
AV AT 1T N A>3 T NAZL U T VN

-t a Eall anina tha liina +h
A T T LA 2 A2 LER"4BLER"A A ||3 LA >3 J

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




N

o o A~ W

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

24

26
publication of the final rule, a copy was also nmailed to
al | manufacturers hol ding approved PMAs. This May 1, 1997
gui dance is the special control for dass Il regulation of
t hese products and supersedes all previous drafts of the
gui dance.

Through the dedi cation and persistence of the
Vitreoretinal and Extraocul ar Devices Branch review staff,
the existing inventory of PMA docunents under review was
reduced during the final weeks before reclassification,

t hereby m nimzing the nunber of docunments to be
transitioned. The branch was able to reduce the nunber of
transition docunents to one care product PMA suppl enent and
one original PMA which could not be resolved by interna
review before reclassification took effect.

There are al so three PVA suppl enents and two
original PNVA applications for which review had been
conpl eted by staff, but the firns did not receive GW
cl earance and therefore could not be conpleted prior to the
official reclassification date.

The reviews of two annual PMA reports of
contact lens care products were not conpleted prior to
recl assification.

Si nce the nunber of transitional docunents

hicl .  on " o
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there will ultimately be a mninal inpact on the regul at ed
i ndustry.

The staff of VEDB and DCD who participated in
this project would like to thank the panel, the industries,
and agency nenbers who participated in the reclassification
process for their assistance.

As part of the organizational transformation
and reengi neering effort currently underway in CDORH VEDB
was chosen as a pilot branch to participate in a project
with the standards reengi neering team The goal of this
project is to utilize standards in the review process via
acceptance of declarations of confornmance to a given
standard. It is projected that applying the principles of
standards review w || expedite the revi ew process and
t hereby produce a preservation of financial resources as
wel | .

This project involves assessing existing
standards for the products reviewed by our branch and
determning the applicability of these standards to the
review process. Specific device factors related to risk,
performance, and function, which have been identified in
speci al controls gui dance docunents, will be utilized in
creating device-specific profiles. The profile will then
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the standard addressing this specific factor.

VW are anticipating the devel opnment of an
addendumto the May 1 gui dance docunent upon the conpl etion
of the project. The addendum woul d be published in order
to advise applicants of the identified standards accepted
by the branch and agency to be applied in the declarations
of conformance. As part of this project, VEDB will apply
this process of identification and assessnent of standards
to the daily wear contact |ens special control guidance
docunent .

Thank you.

DR STUWTING Comrents or questions?

(No response.)

DR STUWLTING The agenda calls for the
begi nning of the open commttee discussion with a
presentation by Ms. Thornton of remarks and conflict of
interest statenents and whatnot. W are at this point
consi derably ahead of schedule and it nmakes nore sense that
that is connected to the presentation of the PVMAs today.
So | would like to deviate fromthe published agenda and
ask Dr. Rosenthal if he would at this point present his
comrents on the product devel opnment protocol program

DR RCOSENTHAL: Thank you, M. Chairnman.

N Chati rnmn nal ~nrdhaor o L adi ac AN
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gentlenen, | should like to present a brief description of
t he product devel opnment protocol, or PDP, which is an
alternative to the I DE/ PVA process for Aass |1l devices
subject to prenarket approval. It is included in Section
515(f) of the FDC Act.

As | said, it is an alternative process to the
| DE/ PMA approval process, and it is a process which will be
hopeful 'y inpl enented over the next years, and | wanted the
panel to be aware of its existence and its details. It has
not been inplenented during the early years of the program
because of the conplexities related to it, and because the
agency w shed to concentrate on core provisions of the
Medi cal Device Act of 1976 -- i.e., PVMA |DE 510(k), QW
and probl emreporting.

The current process of nedical device
devel oprment for a new dass Il product is well known to
you but, if I may, | should like to reviewit briefly.

First there is a concept, a prototype device, preclinica
evaluation, clinical feasibility, pre-1DE and | DE Food and
Drug Admnistration evaluation, clinical trial, prenarket
subm ssi on, FDA eval uation, advisory panel recomrendati on,
mar keti ng, and post market surveill ance.

The major differences with product devel opnent
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settled up front, and early advi sory panel involvenent at
t he protocol devel opnment phase is required. This is
515(f)2 of the Act.

The advant ages of product devel opnent pr ot ocol
are as follows: it will reduce FDA resources for
established products; it will reduce the tine to market new
Aass Il devices; the application is criteria based;
agreed product changes are built into the protocol;
resources are focused on safety and effectiveness issues;
and it includes both IDE and PVA features, as well as
post mar ket requirenents.

As far as the product devel opnent protocol is
concerned, certain changes wll not happen. The first is
there will continue to be strict evaluation of final
results, the science will not be conpromsed, we wl
continue to nonitor assurance of safety and effectiveness,
and a segnmented review w || continue to be nade.

A proposed product devel opnment protocol mnust
include the following: a description of the device and any
changes that may be nmade; a description of any preclinica
trials; a description of any clinical trials; a description
of manufacturing nethods, facilities, and controls; and a
description of any applicable performance standards. It
pust—al-se—nelade
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relevant to the subject matter of the protocol thought
necessary by the FDA, and the advi sory panel nust concur in
the need for this additional information. There is also a
requi renent for progress reports to the FDA, and when
conpl eted, records of the trials conducted under the
protocol. This is in the Act 515(f)3.

The timefrane is particularly inportant. A
proposed PDP is to be approved or disapproved by the agency
within 120 days unless the parties agree to an extension of
time. This is in Part 4 of 515. The provision does not
provide that the PDP is deened approved if the FDA fails to
neet the 120-day tinmeframe. After approval, at any tine,
the PDP hol der may submt a notice of conpletion explaining
how t he protocol has been fulfilled and setting forth the
result of the trials required by the protocol. This is in
Part 5 of the 515(f) Act.

FDA nay revise and approve PDP prior to its
conpletion (1) if the protocol is not conplied with; (2) if
the results of the trials under PDP differ substantially
fromrequired results; and (3) if results of the trial show
t he device presents an unreasonable risk to health and
safety. Part (f)6A of the 515 Act.

Wthin 90 days of receipt of the notice of
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conpl eted or declare it not conpleted. Not conpleted nmay
be declared only if (1) the protocol is not conplied wth;
(2) the results of the trials under PDP differ
substantially fromrequired results; and (3) there has not
been an adequate showi ng that the device is safe and
effective as labeled. Part (f)6B of the 515 Act.

Now, if |I may just go through the proposed
process. There are still a |ot of questions to be asked
about the process, and details have to be ironed out, but I
think the process is pretty straightforward and | woul d
just like to reviewit for you.

First there would be a presubm ssion where the
applicant consults with the FDA and other parties to
develop this protocol. There is then a filing reviewin
whi ch the applicant submts the proposed PDP and the FDA
determnes whether it appears to be appropriate. The
timeframe of X days is stated because that could vary
tremendously. Then there woul d be the FDA review, which
woul d have to be in 120 days that they woul d performa
substantive review of this PDP, and it is here that the
advi sory panel would be required, their review would be
required and their input sought. The applicant woul d then

devel op preclinical data and report to the FDA as

annraneki At A
uHHl UrJl LI %1 "]

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




N

o o A~ W

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

24

33

Sorry, could we go back one? One nore? SO
this is the preclinical phase, then we would go to the
clinical phase where the applicant woul d devel op their
clinical data and report to FDA as appropriate. As you
see, |'ve placed on the side GW and Bl MO as a question
mark. These are the details that have to be ironed out,
where they will be perforned in the course of the process.
Then there will be a notice of conpletion where the
applicant would conclude the trials, prepare and submt
this notice, and then in 90 days the FDA decision on the
PDP and the product could go to narket.

Now, as far as the D vision of (hthal mc
Devices is concerned, we are currently in the process of
devel opi ng generic-type PDPs for established dass Il
products with highly detail ed, acceptabl e gui dance
docunments and/ or grids and/ or devel oped standards, in three
areas. (ne is the area of intraocul ar | enses, where M.
Lochner is working with the industry to devel op the issues
related to the intraocular lenses. Two is in the area of
excimer refractive lasers for the treatnent of nyopia and
probably astigmati smand hyperopia, and Dr. Waxler's group
is working with the Eye Care Technol ogy Forumin devel opi ng

t he gui dance docunents for this group of devices. And
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days wear, where Dr. Saviola and his group wll be working
with industry to develop a simlar-type gui dance docunent
that could be used up front as the basis for the product
devel opnent pr ot ocol

It should be noted that the panel wll be
required to give their input and opinions relating to al
of these docunents, grids, standards, et cetera, when they
are included in the protocol, and hence | present it to you
today to give you a heads-up as to what we hope the future
wll bring.

Thank you very mnuch

DR STUWLTING Thank you, Dr. Rosenthal. You
don't want the open discussion at this point, do you? |Is
that correct?

DR ROSENTHAL: |'m happy to answer big, broad
questi ons.

DR STULTING Al right. Are there any big,
broad questi ons?

DR ROSENTHAL: For little detail ed questions,
| don't think we have --

DR STULTING If you have little detailed
qguestions, you can submt themin witing and I' msure

we' Il have a chance to review this again.
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do the contact |ens docunent, | suspect we'll be seeing
this again maybe in the future at some point.

DR ROSENTHAL: You will be seeing it in the
future, but we hope the near future rather than the far
future.

DR STUWLTING (kay. The agenda at this point
calls for a break. The best | can tell, we've been working
| ess than an hour, so unless there's a scream ng need for
that, we'll nove on. Wiat 1'd like to do is nove toward
the presentation and di scussion of P960036, and we'll begin
by Ms. Thornton's presentation of conflict of interest
statenents and nove through the sponsor presentation, and
then at that point we'll nake a decision as to whether
that's an appropriate tinme for a break or not.

M5. THORNTON This is the open commttee
di scussion portion of the neeting, and to begin I'd like to
read the conflict of interest statenent into the record for
today's neeting, July 10, 1997.

"The foll owi ng announcenent addresses confli ct
of interest issues associated with this neeting and is nade
part of the record to preclude even the appearance of
inpropriety. To determne if any conflict existed, the
agency reviewed the submtted agenda and all financi al
HAt-ere
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of interest statutes prohibit special governnent enpl oyees
fromparticipating in matters that could affect their or
their enployer's financial interests. However, the agency
has determned that participation of certain nenbers and
consultants, the need for whose services outwei ghs the
potential conflict of interest involved, is in the best
interest of the governnent.

"Alimted waiver has been granted for Dr.

R chard Ruiz that allows himto participate in the review
and di scussion of the intraocul ar | ens prenarket approval
applications but excludes himfromvoting. Wiivers have
been granted for Drs. Kevin Geenidge and Wodford Van
Meter for their interests in intraocular lens firns that
could potentially be affecting the panel's deliberations.
The waivers permt these individuals to participate in al
matters before the panel.

"Copi es of these waivers may be obtained from
the agency's Freedomof Information Ofice, Room 12A-15 of
t he Par kl awn Bui | di ng.

"W would like to note for the record that the
agency took into consideration other matters regarding Drs.
Arthur Bradl ey, Eve H ggi nbot ham Marian Macsai, and Janes
MCQulley. The financial interests reported by these
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panel. Therefore, the agency has determ ned that they 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 participant
shoul d excuse thensel ves from such invol venent, and their
exclusion will be noted for the record.

"Wth respect to all other participants, we ask
inthe interest of fairness that all persons naking
statenments or presentations disclose any current or
previous financial involverment with any firmwhose products
they may wi sh to comment upon."

Thank you. | would like to now read the
appoi ntnent to tenporary voting status.

"Pursuant to the authority granted under the
Medi cal Devices Advisory Commttee Charter dated Cctober
27, 1990, as anended April 20, 1995, | appoint the
followi ng individuals as voting nmenbers of the hthal mc
Devi ces Panel for the duration of this neeting on July 10,
1997: Drs. Arthur Bradl ey, Kevin G eenidge, Gary Rubin,
Kar en Bandeen- Roche, Joel Sugar, and Wodford S. Van Meter.

"For the record, these persons are speci al

gover nnent enpl oyees and are consultants to this panel, or
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Medi cal Devices Advisory Commttee. They have undergone
the custonary conflict of interest review and have revi ewed
the material to be considered at this neeting."

Signed for Dr. D Bruce Burlington, MD.,
El i zabeth D. Jacobson, dated 6/18, 1997.

Thank you, Doyl e.

DR STULTING We'll turn the floor over to M.
Lochner to begin the introductions and the presentation.

M5. LOCHNER  Thank you.

| would just |ike to acknow edge the hard work
of the reviewteamfor this PMAX' Dr. Kesia A exander, who
is the team| eader and perforned the chemstry review, Dr.
Ant hony Greer, who perforned the clinical review, Susan
CGouge, who did mcrobiol ogy; Susanna Jones, toxicol ogy;
Miurty Ponnapalli, who did the statistical review Carnelina
Gonez- Novoa, who did the engineering review, and I'd al so
i ke to acknow edge technical advice provided by Don
Cal oger o.

Wth that, 1'"'mgoing to turn introduction of
the PVA over to Dr. A exander.

DR ALEXANDER  Good norning nenbers of the

Ooht hal m ¢ Devi ces Advisory Coomttee, Ms. Thornton, Dr.

Rosenthal , and guests. M nane is Kesia Al exander and | am
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intraocular lens, referred to as MenoryLens. MenorylLens is
intended to be used for prinmary inplantation for the visual
correction of aphakia in patients 60 years of age and ol der
where a cataractous | ens has been renoved by an
extracapsul ar cataract extraction nethod.

MenorylLens is an ultraviol et absorbing
posterior intraocular |ens nmade froma cross-Ilinking
hydrogel polyner. This polyner is considered a
t her mopl astic which has the ability to change shape when
pressure or heat is applied. The lens consists of a 6
mllimeter biconvex optic, with two supporting bl ue
pol ypropyl ene nodi fied C haptics, yielding an overal
dianeter of 13 mllineters.

Two clinical studies were conducted to
investigate the safety and efficacy of MenoryLens, one wth
the I ens shipped flat in which the physician rolled the
lens prior to inplantation, and one with the | ens shi pped
pre-roll ed.

The PMA contains three sets of clinical data,
two anal yses of the data fromwhen the | ens was shi pped
flat and one analysis of the pre-rolled data. One set of
flat data invol ves a cohort of 523 subjects which were seen
at Form6 that was defined as 12 nonths or greater. The
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whi ch were seen at Form 6 which was defined as 12 to 14
months. The third set corresponds to one year pre-rolled
MenorylLens 1AL, which is the configuration for which the
sponsor is requesting PVA approval

Statistical analysis conparing the various sets
of data was al so submtted in the effort to assure
simlarity of the data sets and to assure acceptabl e
accountability of the core popul ation.

The prinmary panel reviewers for P960036 are
Drs. Geenidge and H ggi nbotham The FDA clinical reviewer
for this PMAis Dr. Geer, who will present his review of
this application after the sponsor concludes their
presentati on.

Thank you.

DR STULTING At this point, we'll nove
forward to presentation by the sponsor.

Wi le you' re comng forward, 1'd like to rem nd
you as you begin your presentations, please introduce
yourselves individually so that the record can be kept
straight by the transcriptionist.

| understand that you have about a 30-m nute
presentation. |Is that correct?

MR FREEMAN Yes. | think it's closer to 40
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DR STULTING Ckay. | don't have any probl em
with that. As soon as we're technically ready, you may
pr oceed.

M5. THORNTON  Does the sponsor want to use the
center table?

MR FREEMAN Yes, please.

M5. THORNTON  The sponsor is allowed up to an
hour to nmake their presentation. 1'd like to have that in
the record, please.

MR FREEMAN Good nmorning. M nane is Bill
Freeman, and | ampresident of Mentor (phthal mcs. W are
here today to present data denonstrating the safety and
ef fecti veness of MenorylLens to support an approvabl e
recommendati on fromthe panel representatives.

By way of background, Mentor (phthalmcs is a
di vision of Mentor Corporation. The division nmanufactures
a wi de range of ophthal mc devices. The other divisions of
t he conpany offer urology and plastic and reconstructive
products.

The product to be approved is the W40A
MenorylLens, which is a posterior chanber | QL nanufactured
of hydrogel naterial. It is pre-rolled in its unique
delivery system To clarify howthis lens is inplanted, |
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The lens is delivered to the OR by the nurse.
She depresses the plunger on the | ens container to rel ease
the pre-rolled MenorylLens. The lens is now ready for
inpl antation. Using standard forceps, the surgeon renoves
the pre-rolled lens fromthe jaws of the delivery arns and
in one step begins the inplantation. The insertionis
begun by placing the | eading edge of the optic into the
incision and allowing the inferior haptic to self-position.
The lens is directed posteriorally in the capsul ar bag and
positioned. The unfolding time depends upon the
tenperature in the eye, which varies with the tenperature
of the irrigating BSS used by the surgeon. Here the lens
is fully opened.

Move to the next slide, please.

There have been two clinical studies perforned
onthis lens. ptical Radiation sponsored the original
study. Then, in 1994, Mentor acquired MenorylLens from ORC
Ment or then sponsored the pre-rolled clinical study. At
the tinme Mentor filed the PVA in Septenber of 1996, the
MenorylLens had approval for sale in 15 countries. Since
that time, the nunber has expanded to approxi mately 50
i nternational conpanies, and over 61,000 MenorylLenses have

now been inplanted in 21 countries. The majority of |enses
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The conpany i s encouraged by the feedback of the |arger
inmpl anters. Al though appropriate quality systens are in
place to nonitor |ens performance, to date the conpany has
recei ved only one adverse reaction report.

VW believe this |l ens represents an i nprovenent
in foldable lens technology. It has a unique delivery
system It is the only pre-rolled | ens avail abl e t oday.

It provides for one-step delivery and is designed for easy
insertion. The surgeon requires no special instrunentation
toinplant this lens. The Iens unfolds gently and does not
spring open. It also permts the surgeon to rotate and
place the lens in the bag before the I ens unfolds fully.

In sunmary, we believe we are able to show t hat
safety and effectiveness has been denonstrated based upon
clinical and preclinical evaluations. The pre-rolled
design allows for single-step insertion through a snall
incision. The material, as wll be explained, was chosen
for its bioconpatibility and its gentle unfol ding
characteristics, which nmake it a desirable lens for
sur geons.

| would now li ke to introduce the speakers who
wll follow First is Dr. TomPaul. Dr. Paul is director

of the Material Sciences Goup for Mentor Research and
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characteristics and significant preclinical tests.

Next is darke Scherff. M. Scherff is vice
president of quality and regul atory assurance for Mentor
Corporation. He will discuss the regulatory path and the
hi story behind the two clinical studies being revi ened
t oday.

Lastly, Dr. James Menmen, the medical director
for the MenorylLens study, will be discussing the clinica
results fromthe studies. Dr. Menmen is a principal with
the G een Bay Eye dinic, attending physician at St.
Vincent and Billing Menorial Hospitals and, anong ot her
affiliations, assistant professor of ophthal nol ogy for the
Uni formed Services University of Health Sciences.

In addition to these presenters, we have Dr.

R chard Chi acchierini, vice president of statistical
services for C L. MIntosh, available to answer questions
related to data anal ysis.

| would now like to turn the discussion over to
Dr. Tom Paul .

DR PAWUL: ood norning. M/ nane is Thonas
Paul. | amthe director of R&GD materials science at Mentor
Corporation. This nmorning | would like to review w th you

the conposition of MenoryLens and rel ate that conposition
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As part of this review, | wll first discuss
the characteristics of the nodel W40A MenorylLens as a
lens, and then review howit is delivered fromthe pre-
rolled delivery system Finally, | will sumarize the
preclinical testing of MenoryLens.

As seen fromthe photograph on the left, the
W40A MenorylLens has a lens design that is very simlar to
that of conventional 1Q.,s. The lens has a 6 mllineter
dianeter optic, and haptics that are 13 mllinmeters in
overall dianeter. |In general, this is a lens configuration
that has proved very successful for hard IQLs. As a result
of its conventional design, the nmechanical properties of
MenorylLens are very simlar to those of conventional |QC.s.

Since the start of the MenoryLens clinical
trial in 1989, the MenorylLens has evol ved as surgi cal
trends devel oped. The first MenorylLens was the nodel
U780A. The present MenorylLens is the nodel W40A. In the
clinical trials of MenorylLens, the first lens to be
inpl anted was the U780A. As seen fromthe table, the U780A
is essentially a larger version of the W40A. The only
differences are that the U780A has a 1 mllimeter |arger
optic and a 1 mllineter larger haptic than the W40A

Bot h nodel s are nade of the same optic material and of the
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conventional |CLs.

The MenorylLens is different from conventi onal
IQLs in that it has a hydrogel optic. The hydrogel optic
all ows MenorylLens to be rolled. Conpositionally,
MenorylLens is a hydrogel because its optic is 20 percent
wat er and 80 percent polyner. The MenorylLenses used in al
preclinical testing and in both clinical trials was the
sane, the 20 percent hydrogel naterial.

The pol ymer portion of MenorylLens hydrogel is
based on substituted variations of the acrylic nononer. In
order of quantity, the nononers that conpose MenorylLens are
hydr oxyet hyl net hacryl ate, HEMA, net hyl met hacryl ate, MVA, 4-
met hacr yl oxy 2- hydr oxybenzophenone, MXBP, the W absor ber
and et hyl ene gl ycol dinethacrylate, EGVA the cross-
linker. 1In general, all of these polynmers are well known
and have been wi dely used in nedical devices. HEMA and
ECDVA have been used in contact |lenses and | O.s. MVA of
course, is the basis of nost hard IGLs. The MBP is a
nmenber of the class of WV absorbers that have been used in
| OLs since the first W absorbers were put into | Qs.

The uni queness of the MenorylLens conposition,
however, is not only in the type of nononers used but in

the stoichionetry of those nononmers. The stoichionetry of
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and also gives it its unique and advant ageous properties.
(ne of the unique properties of MenorylLens is its hardness.
Although it is a foldable I ens, MenoryLens is very firmand
stiff at high tenperature. This is exenplified by the fact
that MenorylLens is too stiff to be rolled at room
tenperature or at eye tenperature. This hardness, we
believe, is a desirable attribute.

The refractive i ndex of MenorylLens optic is
1.473, which is relatively high for a foldable 1Q.. This
allows the MenorylLens to have a relatively thin optic.
Additionally, the MenoryLens optic material is extensively
extracted during its manufacturing process. This results
inan IQL that has a very |low |l evel of extractables and
all ons the hydrogel bioconpatibility of the material to
exhibit itself. Fromthe outset, bioconpatibility of the
MenorylLens was expected to be high, both because of its
hydr ogel conposition and because of its |ow | evel of
resi dual nononer.

In conpliance with the FDA guidelines, Mentor
has tested MenorylLens with the full battery of in vitro and
in vivo testing listed, including the one-year inplantation
in rabbit. MenorylLens passed each of these studies, and

its qualities of a biomaterial were denonstrated.
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is the placenent of its glass transition tenperature. The
glass transition tenperature of MenorylLens is centered at
about 27 degrees Centigrade. Twenty-seven degrees is a
tenperature that is above roomtenperature and bel ow eye
tenperature. This allows the lens to remain rolled at room
tenperature, as seen fromthe photograph on the left.
Since MenorylLens stays rolled by itself, no specia
instrunents are needed to mani pul ate the | ens.
Additionally, the incision size required by MenorylLens is
mni mzed by not needing an additional instrunent or
shooter to hold it folded during insertion into the eye.
Once in the eye, MenorylLens opens spontaneously and gently
fromthe heat of the eye.

Because the stoichionetry of MenorylLens
conposition is very carefully controlled during
manuf acturi ng, the opening speed and recovery tines of
MenorylLens are very consistent and predictable. In
| aboratory testing of MenorylLens, it was found that the
| ens opens very consistently and predictably w thin about
50 seconds at the assuned eye tenperature of 35 degrees
Cel sius. The opening speed of the | ens shows no
significant variation as a function of diopter. Upon
unrol ling, the MenorylLens regains its initial optica

within + h
LA L3 )

[ad
v 1T T

P

fivrct Aoy
1T Ju A

nyr
P

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




N

o o A~ W

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

24

49
appear to have any significant inherent or induced
astigmatismafter it is unrolled.

In the clinical trial of MenorylLens, the
original clinical trial of MenorylLens, the |l ens was rolled
by the surgeon. Al though this gave good results, the
process of rolling the lens required far too nuch tine and
effort on behal f of the surgeon. Because of its unique
materi al properties, however, MenorylLens can be pre-rolled
during the manufacture of the lens and delivered to the
surgeon in its rolled state.

This slide shows the delivery systemt hat
contains the pre-rolled MenorylLens. This is the delivery
systemthat you saw denonstrated in the video. To recap
its use, in the delivery system the rolled MenorylLens is
hel d between the jaws of the roller retainer. The jaws of
the roller retainer are the bulges on the | ower portion of
the white roller retainer arns and are narked by the red
arrow.  In this photograph, the rolled | ens cannot be seen,
but the haptics protruding fromthe roller retainer jaws
identify the position of the rolled |ens.

The rolled lens is presented for use by pushing
the white button at the top of the delivery systemand then
renmoving the glass vial BSS. After presentation, the
1 Ly
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the delivery system A surgical forceps or other
i nstrument can then be used to grasp the lens by the optic
and renove it for insertion into the eye. After renoval
fromthe delivery system the lens can be directly
inplanted. No further nmanipulation of the lens is required
to prepare it for inplantation.

Previously it was discussed that because of
careful control of stoichionetry, the MenorylLens opens and
regains its optical properties in a very predictable
manner. This consistent opening and recovery behavi or al so
applies to the pre-rolled, stored MenorylLens. Laboratory
testing has shown that the properties of the MenorylLens do
not change as a result of storage in the delivery system
for up to one year. The |lens opening times and opti cal
recovery tinmes are unchanged. There is no residual
astigmatismin the lens as a result of storage in the
rolled state. Slit |lanp examnation of stored | enses has
reveal ed no evidence of haze or discoloration of the |ens.

As expected, the MenorylLens has an extensive
history of preclinical testing. In the next several
slides, the mgjority of these tests are listed. Wile the
tests are too nunerous to review individually, they can be
summari zed as being consistent with the battery of
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gui dance and is consistent with ANSI and | SO gui del i nes.

This slide lists the physical testing of
MenorylLens. Hghlighted is the W visible transmttance
curve of MenorylLens. This transmttance curve shown in the
right panel is essentially identical to that of MenorylLens
Mentor's PWVA | enses.

Listed on this slide is the MenorylLens
preclinical toxicology testing. As reviewed on the
previous slide, MenorylLens performed well on these tests.
Also listed here is the preclinical toxicology studies done
on the MenorylLens delivery system This testing
denonstrates that the conponents of the MenorylLens delivery
systemneet all of the requirenents of the USP d ass 6
plastic both initially, after sterilization, and after one
year of storage.

Listed on this slide is the mechanical testing
of MenorylLens. This testing was done in conpliance with
the 1 SO nmechani cal testing guidelines. The results of
these tests indicate that MenorylLens neets the requirenents
of the 1SO guidelines. O particular interest is the
conpression force test. A though MenorylLens has
pol ypropyl ene haptics, they are the thicker 4.0 prol ene

instead of the usual thinner 5.0 prolene. This gives
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conpr essi on decay.

This slide lists the chem cal and YAG testing
of MenorylLens. As seen fromthe |ist, MenorylLens has been
t horoughly anal yzed chemcally. MenorylLens has al so been
anal yzed for its resistance to YAG | aser danage. The right
panel of this slide shows a typical MenorylLens response to
YAG | aser at 5 mllijoules. As seen, the |aser defect is
small and confined, with rounded edges. This is a very
good response to YAG laser and is a result of the
conposi tion and stoichionmetry of MenorylLens.

I n conclusion, we believe that the preclinica
testing of MenorylLens denonstrates that Menorylens is safe
for use as an intraocular lens. Additionally, we believe
that the pre-rolled delivery systemprovides a sinple and
effective nethod for delivering MenoryLens for phaco
cataract surgery.

Now | would like to turn the presentati on over
to M. Oarke Scherff for a review of MenorylLens'
regul atory pathway and an overview of the clinical trials.

MR SCHERFF. ood norning. M name is d arke
Scherff. [I'mvice president for quality and regul atory
assurance for Mentor Corporation. | would like to
delineate the regulatory path Mentor has taken to assure
Hat—Mererykenrs—-s—saf-e
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giving you a breakdown of the two clinical studies that
substantiate the safety and effectiveness of MenoryLens.
The actual data will be presented to you by Dr. Menmmen.

First, the product we are requesting approval
for is the W40A MenorylLens, presented to the doctor pre-
rolled in a unique delivery system The characteristics of
the | ens shown here have been previously presented to you
by Dr. Paul. This slide shows the delivery systemthat
presents the lens to the doctor pre-rolled. As Dr. Paul
expl ai ned, besides the lens, it contains the roller, the
pl unger, and vial wth balanced salt solution. The system
is stored refrigerated between 2 degrees to 10 degrees
Cel sius. W currently have a one-year shelf [ife on the
lens inits pre-rolled package configuration.

The indication for use for MenorylLens is for
the primary inplantation for the visual correction of
aphakia in patients 60 years of age and older. The lens is
intended to be placed in the capsul ar bag.

On Septenber 30, 1996, Mentor Corporation
submtted an original PVA application for MenoryLens. The
PVA contained clinical data fromtwo clinical studies. The
original core study where patients were followed up to
three years contai ned one-year and |ater data on patients
+o6
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rolled clinical study, contained six-nonth data on patients
in the original subm ssion.

Ment or Corporation subsequently received a
letter fromFDA on Novenber 14, indicating the PVA
application was fileable. In Decenber, Mentor net with FDA
to di scuss questions regarding presentation of the clinical
data, which will be explained in two flow charts |ater.

On February 20, Mentor amended the PMA with a
report of the one-year followup data fromthe pre-rolled
MenorylLens study. Therefore, we have two separate clinical
studies on the MenoryLens with one-year or |ater data. The
one-year data will be presented to you today.

In early May, FDA provided Mentor with a |ist
of questions resulting fromFDA s review of the clinical
data. Mentor responded in an anmendnent on May 20, 1997.
Thi s anendnent contai ned a revised sumary of safety and
ef fectiveness, and the |abeling, which you have been given
copies of. Al questions and anmendnents requested by FDA
have been addressed to date.

In addition to the various amendnents provi ded
to FDA, Mentor has perforned audits of the 35 clinical
sites conprising 36 investigators fromthe original study,

and the six clinical sites conprising seven investigators
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to determne if we had all the data avail able for each
patient and if the data that had been provi ded was accurate
by auditing the clinical records at the site against the
case report forns received and entered into the databases
by the conpani es.

As indicated previously, there have been two
clinical studies perforned for MenoryLens. pti cal
Radi ati on Corporation sponsored the original study. The
purpose of this clinical study was to assess the safety and
effectiveness of the newlens material and its rolling
characteristics as an 1Q.. In Qctober 1994, Mentor
Cor poration purchased the intraocul ar | ens division of
Optical Radiation Corporation. This purchase included the
MenorylLens. Mentor Corporation sponsored the second
clinical study which eval uated the new packagi ng system for
the lens. The packagi ng systempresents the lens to the
doctor pre-rolled.

The original study perforned by Qoti cal
Radi ation had a total of 616 patients, with an extended
cohort of 523 patients, and 93 patients who did not neet
cohort requirenents. The extended cohort of 523 patients
includes two sets of patients. It includes 360 cohort

patients that have all the required forns through Form 6,
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Form 6, but have later fornms -- Form7, 8 9, or 10. Based
on a request by FDA, we have based the clinical performance
of MenorylLens in the original study on the 360 patient
popul ation. Therefore, the | abel values for visual acuity
and conplication rates are based on this popul ati on.

In this study, the lens was rolled in the
doctor's surgical suite. This proved to be a difficult
process and tinme-consumng for the physician.

Consequent |y, the new package and delivery system was
designed to deliver the lens pre-rolled to the physician.
The pre-rolled clinical study had a total of 226 patients;
190 are cohorts, and 36 did not neet cohort status. The
only difference between this and the original study is that
the lenses were pre-rolled for the doctor. Therefore, the
clinical study data we will present is fromthe 360

popul ation of patients in the original study where the |ens
was rolled by the surgeon, and the 190 patients fromthe
pre-rolled study. Even though Mentor has not conbi ned the
data fromthese two popul ations of patients, these
popul ati ons represent 550 inplant patients with MenorylLens
inmplants. Both studi es have been conpared to the clinica
values of the Stark grid that recogni ze standard for

conpari son.
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presentation over to Dr. Menmen, who will reviewthe
clinical data results.

DR MEMMEN  Good norning, |adies and
gentlenen. | am Janes Mermen, and | am an opht hal nol ogi st
practicing in Geen Bay, Wsconsin. 1've been involved in
the MenorylLens as a clinical investigator since 1989 and as
a nedical director for the pre-rolled MenorylLens clinica
study since 1996. | ama paid consultant to Mentor
Corporation and a mnor stockhol der.

As nentioned previously with regard to the
clinical trials, there have been two trials to date. These
studies were multisite, prospective clinical trials, and ny
presentation today will substantiate the safety and
effecti veness of the W40A lens. | wll primarily present
to the panel those paraneters and data which are rel evant
to the clinical performance of the I|ens.

First | would like to review the objectives of
the clinical study, followed by the clinical study results.
The clinical study results | wll be discussing include
pati ent denographics, overall best case and worst case
visual acuity, cunul ative and persistent sight-threatening
conplications, and other conplications and adverse

reactions. | wll then present the conclusions fromthe
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The objective of the original core study was to
eval uate the safety and effectiveness of MenorylLens, wth
particular attention to the clinical performance of the
hydrogel material and its rolling and opti cal
characteristics. The objective of the pre-rolled
MenorylLens study was to evaluate the safety and
ef fectiveness of the MenorylLens when delivered to the
surgeon pre-rolled in the current packagi ng and delivery
syst em

This tabl e conpares the patient denographics
fromthe two studies, and essentially they were identical
The average age of patients was approximately 73 years.
There was a hi gher percent of fenales than nales enrolled
in the study. However, analysis of the clinical data show
that results for nales and fenmales were simlar, and
therefore there was no significant gender bias. The
majority of patients enrolled in each study were Caucasi an.

The next series of tables cover the visual
acuity findings for MenoryLens. The overall percentage of
patients with a visual acuity of 20/40 or better at Form 6,
by age, is shown here. 1In the original study, a total of
93. 2 percent of patients achieved a visual acuity of 20/40

or better at Form6. 1In the pre-rolled study, 98.4 percent
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For m 6.

In the original study, the visual acuities
exceeded FDA grids at all ages, and younger patients tended
to achi eve somewhat better results than ol der patients.
This corresponds to the expected decrease with age, as
reflected in the grid which is shown for conparison over on
the right. 1In the pre-rolled study, the visual acuities
al so exceeded FDA grids in all age categories, with both
younger and ol der patients achieving very good results.

The overall visual acuities at Form6 for the
patients in the original study are presented here by age,
with a breakdown. |t can be seen that 43.7 percent of
patients achieved a visual acuity of 20/20 or better, and
agai n younger patients tend to achi eve better visual
acuities than ol der patients. The percentages of patients
with visual acuities worse than 20/40 were very low. The
overall visual acuity results at Form6 in the pre-rolled
study were simlar: 55.8 percent of patients achieved
visual acuity of 20/40 or better.

The percentage of patients with visual acuities
worse than 20/ 40 were very snall, at 0.7 percent. Also
note that the two patients with a poor visual acuity in the
60- 69 year group here -- this represents one patient in
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one patient required a retinal detachment repair.

The percentage of best case patients who
achi eved visual acuity of 20/40 or better at Form 6, by
age, are shown here for both studies. Best case analysis
excl udes any patients who had preoperative ocul ar pat hol ogy
or postoperative macul ar degeneration. 97.6 percent of
patients, best case patients in the original study, were
20/ 40 or better, and 99.3 percent of best case patients in
the pre-rolled study achi eved 20/ 40 or better acuity at
Form6. Al of these results exceed the grid, which is
noted on the right.

Visual acuity results by age at Form 6 for best
case patients in the original study showed that 51 percent
of patients achieved a visual acuity of 20/20 or better,
and only 2.4 percent had visual acuities worse than 20/ 40.

For visual acuity results at Form6, the best
case patients in the pre-rolled study showed that 57.7
percent of patients achieved a visual acuity of 20/20 or
better, and again only 0.7 percent had visual acuities
wor se than 20/ 40.

Wr st case anal ysis includes patients who had
preoper ative pat hol ogy or postoperative nacul ar

degeneration. The visual acuities of worst case patients
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pati ents achieved a visual acuity of 20/40 or better. A
total of 24 patients in the original study and three
patients in the pre-rolled study had visual acuities worse
than 20/40. O the 24 patients in the original study, 10
had macul ar degeneration. The reasons for the reduced
visual acuity in the renaining 14 were varied. O the
three patients in the pre-rolled study, one had a retina
det achnent, one had a corneal transplant, and one had
di abetic retinopathy.

The follow ng set of tables cover the various
conplication categories for the two clinical studies. The
curmul ative rates of sight-threatening conplications which
occurred during the clinical studies are listed in this
slide. Al of the conplications occurred bel ow FDA grid
rates, with the exception of cumul ative hyphema in the
original study, and we al so want you to note the conparison
of that in the pre-rolled study.

Fourteen patients in the original study were
reported to have hyphema. Al the reports of hyphena
occurred at Form1. Twelve of the reported cases resol ved
by Form2, and two patients not seen at Form2 had resol ved
by Form3. Thirteen of the 14 patients achi eved a vi sua
acuity of 20/40 or better at Form6. The renaining patient
had
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capsul ar haze, and the patient's visual acuity inproved to
20/ 25 after YAG capsul ot ony.

The rates of persistent sight-threatening
conplications occurring during the clinical studies are
shown in this table. Al the conplications occurred bel ow
FDA grid rates with the exception of persistent secondary
glaucoma in the original study, and once again al so pl ease
conpare that to the results in the pre-rolled cohort.

Five patients in the original study reported
secondary glaucoma at Form6. O these five patients, four
had O colon, an investigational viscoelastic know to
i ncrease intraocul ar pressure, used during surgery. If the
data fromthese four patients are excluded fromthe
analysis, the rate of persistent secondary glaucoma is 0.3
percent, which is below FDA grid rate.

G her conplications at Form 6 which occurred
during clinical studies were reported in lowrates, with
t he exception of posterior capsular haze, and 15.56 percent
of patients in the original study and 51.58 percent of
patients in the pre-rolled study reported posterior
capsul ar haze at Form6. | would like to call the panel's
attention to the fact that patients wth any degree of
posterior capsul ar haze were reported.
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are two critical objective pieces of data to consider in
attenpting to determne the clinical relevance of PCH
rates. ne, YAG capsulotony rates, and two, visual acuity.
It can be seen fromthis slide that despite the higher rate
of PCHin the pre-rolled study conpared to the original
study, the patients requiring YAG capsul otony were | ower in
the pre-rolled study than in the original study. These
rates conpare very favorably to the reported literature
rates of 4.8 percent to 40.6 percent for capsul otony. From
t he perspective of the requirenent for capsulotony, PCHIis
less clinically significant in the pre-rolled study than in
the original study.

This slide illustrates the visual acuity
profile for patients with PCH at Form6 for both studies.
These patients had not received a capsul otony. N nety-five
percent of patients in the original study and 99 percent of
patients in the pre-rolled study who had PCH achi eved a
visual acuity of 20/40 or better. Cdearly, these results
indicate that the reported increase in PCH rates for the
pre-rolled lens patients had little effect on visual
acuity.

In general, while the reported case rates for
PCH fromevery |l ens appear to be highin the pre-rolled
st
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the rate of posterior capsulotony and visual acuity
indi cate a superior clinical perfornance.

The rates of adverse reactions in the two
popul ati ons were bel ow FDA grids, with the exception of the
one report of intraocular infection in the original study.
There were no reports of hypopyon, infection, or acute
corneal deconpensation in the pre-rolled study.

VW believe that the clinical data have
denonstrated that the MenorylLens perforns in a safe and
effective manner, based on the following. The visual
acuity results neet or exceed grid values in both
popul ation studies. Conplication rates were below grid
values in both studies, with the exception of cumulative
hyphenma and persi stent secondary gl aucona in the origina
study, which were not felt to be lens-related. Adverse
reaction rates were below grid with the exception of one
intraocular infection in the original study.

I n concl usion, based on the data presented
t oday, we have denonstrated that MenorylLens perforns in an
acceptabl e manner. The clinical data have shown that pre-
roll ed MenorylLens, for which we are seeking approval, is
safe and effective when used for its intended application.

Ve therefore believe that the data support an approval
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Thank you very nuch.

DR STUWLTING The next itemon the agenda is
to open discussion on the PMA  Wuld you like to take a
break now so we don't interrupt that? GCkay. W'Ill have a
15-mnute break. Please return to your seats within
fifteen m nutes.

(Recess.)

DR STULTING W would like to reconvene the
nmeeting. W are discussing P960036, the MenorylLens from
Ment or Corporation. The next thing we need to do is the
clinical review, Dr. Anthony Geer.

DR GREER (Good norning again to the menbers
of the phthal mc Devices Advisory Commttee, Chairnan
Stulting, Dr. Rosenthal, M. Thornton, and other guests.
amD. W Anthony Geer. | served as the principal FDA
clinical reviewer for the PMA we now refer to as
MenorylLens. | will now present the D vision of phthal mc
Devi ces teamclinical review of the MenorylLens.

PVA application for the MenorylLens Posterior
Chanber Intraocul ar Lens Mbddel WI40A is under discussion.
Sonme of this material was previously covered. Continuing
with the device characteristics, the principal one of
thernoplasticity is of note in that above body tenperature
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shape sets wi thout being restrai ned when cool ed to room
tenperature. This allows the lens to be rolled into a
smal l er insertion profile wthout danmage to the |l ens. The
lens is also fully hydrated in the rolled and set
configuration. The optical naterial is nmade up of a
quadpol ynmer that has ul traviol et-absorbent properties.

The | ens background. The clinical study of the
MenorylLens Mbdel U780A began in Cctober, 1989, and was
sponsored by the ptical Radiation Corporation. Model
U780A was initially inplanted in a flat configuration. The
firm subsequently received FDA approval to inplant the | ens
inarolled configuration through a snaller incision.
Model U780A was rolled by the investigator using a | ens-
rol ling device.

Model W940A was added to the study in My,
1991, and followed a simlar pathway of initial flat
configuration insertion, wth subsequent approval for the
investigator to roll the lens and inplant through a snall
incision. The W40A wth its snaller profile, allowed
insertion through a snaller incision. Mentor Corporation
pur chased CRC i n Oct ober, 1994.

The clinical indications, as has been noted for

the posterior chanber intraocular |ens, prinary
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patients 60 years of age or ol der, placenent into the
capsul ar bag, designed for use in a small incision,
extracapsul ar cataract extraction nethod.

Patient inclusion criteria are as follows. For
the IDE inclusion criteria, the patient should be in good
general and ocul ar health, the patient should have a sight-
reduci ng cataract, the patient desires an intraocul ar |ens
insertion, the patient should also be willing and able to
conplete all required post-operative visits, and the
pati ent should be a patient who may not be able to tolerate
or manage contact |ens, or would otherw se be an unsuitable
candi date for cataract spectacle correction.

The firms IDE exclusion criteria are as
foll ows. An uncooperative patient or one who does not
desire an intraocul ar lens, a patient wth whom previous
i ntraocul ar surgery has been perforned, a patient in whom
mul tiple surgical procedures were schedul ed at the tine of
cataract extraction, and a patient under 18 years of age.
Also, it's noted, a patient with the follow ng ophthal mc
pat hol ogi es.

The obj ectives of the IDE clinical
investigation. Evaluate the safety and efficacy of the

devi ce, determ ne postoperative visual acuity, conpare
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that of the reported scientific literature, and identify
any subgroups within the study popul ation that are at high
risk for particular conplications.

The outcone neasures are as noted on this
slide. The visual acuity for the pre-rolled MnoryLens
study was reported as corrected, uncorrected, and pi nhol e
acuity, the better visual acuity of whichever paraneter was
used. The best visual acuity outcones excluded patients
with preoperative ocul ar pathol ogy or a macul ar
degeneration di agnosed at any tinme postoperatively.

A brief review of the FDA formvisit schedul e
IS necessary to understand the various cohort groups
anal yzed in this PVA application. The usual FDA
intraocul ar | ens review protocol is denonstrated in the
following slides. O note is the Form6 visit, from12 to
14 nmonths postoperatively. The Mentor Corporation
subm ssion deviated fromthe usual data collection protoco
in that a significant nunber of subjects did not have a
Form6. That is, the 12- to 14-nonth postoperative exam

The FDA usually requires a three-year foll ow up
formcalled Form 10 for study for the new naterials, and a
two-year visit is included, which is the same as Mentor's
Form8. It is to be noted, in the conparison of the FDA
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the Mentor extended cohort, for the patient populations in
which the Form6 visit was absent the FDA Form 6 visit was
substituted by a Form6 or a later visit. That is, a Form
7, 8 9 or 10 visit.

Three sets of clinical data were evaluated in
this PMA The original PVA was submtted on Septenber
30th, 1996, for nodel W40A It had data from 616 subjects
inmplanted with MenoryLens in a flat configuration or a
configuration rolled by the surgeon, and 224 subjects
inmplanted with a pre-rolled current delivery system of
whi ch Mentor is now seeki ng PVA approval .

Thr ee- hundred sixty patients qualified as
standard FDA | L cohorts out of the 616. Five-hundred
twenty-three subjects of the 616 qualified for the extended
cohort population. That is, they had Form1l, 2 or 3, Form
4 or 5, and an examafter the Form6 |evel.

It should be also noted, if we can just go back
for a second on the pre-rolled, that 190 of the 224 in the
pre-rolled configuration qualified as standard FDA cohorts.

Anal ysi s assessing the pool ed data was
performed for key efficacy. It |ooked at visual acuity,
best corrected visual acuity, and safety measures. That

is, sight-threatening conplications.
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statistically significant differences between the 360
standard cohort popul ati on and the 523 extended cohort
popul ation? Statistical analysis perforned by Mentor and
reviewed by the FDA statistician confirmed that there were
no statistical differences. The question was al so asked,
can the data be pool ed, and statistical anal ysis indicated
that the data coul d i ndeed be pool ed.

Conti nuing, the second question with regards to
the pooling of data was whether there were statistically
significant differences between the rolled MenorylLens --
that is, the 190 cohort population -- and the 360 standard
cohort, and/or the 523 Mentor extended cohort popul ation.
Various statistical analysis were used to determ ne that
the Wl coxon test was statistically significant at a P of
0. 0003.

V& nove to review ng sone of the clinical data
This is a bar chart that denonstrates the pool ed data, the
523 extended cohort, the 360 standard cohort, and the 190
pre-rolled cohort. Wat is of note in this graph is that
the -- excuse ne. The pool ed data bar chart is absent in
this slide, but we can get a good idea of what ranges the
pool ed data bar chart woul d be by | ooking at the bars of

the individual groups. Wth the exception of the 523
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Menorylens data exceed that of the FDA grid in al
cat egori es.

In a conbi ned best case visual acuity of 20/40
or better, again, it can be noted that the MenorylLens data
exceeds the FDA grids in every category. That includes the
pool ed, the 523 cohort, the 360, and the 190 cohort
popul ati ons.

Looki ng at the adverse reactions in the pool ed
data, there were 10 patients. N ne standard MenorylLens and
one pre-rolled MenorylLens experienced at | east one adverse
reaction, for a 1.2 percent. The data was the sane for
Form4 and Form6 lens. Percentage of patients with at
| east one occurrence of intraocular infection was 0.2
percent. It was higher than a Stark grid of 0.1 percent,
but equal to that of the previous five FDA silicone and
sulfacritic I OLs approved. Again, |ooking for adverse
reactions, the MenoryLens rate was |ower than that of the
Stark grid.

I n | ooking at the cohort popul ati on of N360 for
post operative conplications cunul ative, there were no cases
of pupillary block, endophthal mtis, reported for the
MenorylLens cohort. Wiat is of note is the cases of

hyphenma, in that the MenorylLens has a rate of high
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per cent .

O note inthis slide in the cohort popul ation
of N360 is the rate of glaucoma, cunul ative gl aucona cases.
The MenorylLens had 1.4 percent conpared to the grid of 0.5
per cent .

Moving to the cohort popul ati on of 190,
curmul ati ve sight-threatening conplications, sight-

t hreat eni ng conplications on or before Form6 for cohort
190 conpared to the FDA grid are noted in this slide.

There are no reported cases of hyphema, endophthal mtis,
pupillary bl ock, |ens dislocations, cyclic nenbrane, or
betritis. They are not noted. C note would be the
secondary gl auconma rate of 4.74 percent for the MenorylLens.

In the cohort population of the 190 pre-roll ed,
the persistent sight-threatening conplications, there are
no reports of corneal edema, secondary gl aucoma, cyclic
nmenbranes, or betritis in Form6 in that popul ation.

Moving to posterior capsul e opacification, in
response to an FDA request, Mentor Corporation provided an
anal ysi s of age-adjusted posterior capsular haze rates for
the MenorylLens study. It was noted previously Mntor
bel i eves that the higher incidence of posterior capsule

haze for the pre-rolled -- that is, the 190 popul ation --
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posterior capsul ar haze at any tinme and did not undergo a
YAG | aser procedure are nmuch higher in the pre-rolled than
in the 523 or the 360 cohort popul ati on.

The second reason is that investigators in the
pre-rolled reported the incidence of posterior capsular
haze when it was very slight and did not affect visual
acuity. Patients with posterior capsular haze in the pre-
rolled had a higher visual acuity than patients in the 523
or the 360 popul ati ons when they were reported.

VW can nove through the next two slides.

The questions that the FDA teamrevi eners had
for the panel are noted in the slide. Question 1. Based
upon the 360 cohort eyes and/or the 523 extended cohort
eyes, has Mentor provided a reasonabl e i nsurance of safety
and efficacy in this device for the visual correction of
aphakia in patients 60 years of age or ol der where a
cataractous | ens has been renoved by extracapsul ar cat ar act
extraction net hod?

Panel question nunber 2. The cumul ative rates
for secondary gl aucoma and hyphenma of the MenorylLens exceed
the cunul ative rates for secondary gl aucona and hyphena
recorded in the FDA Stark grid. Are the explanations of

the increased cumul ative rates of the secondary gl aucona
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Panel question nunber 3. The firmis seeking
approval for the pre-rolled configuration only. Do you
believe the clinical data for the pre-rolled configuration
provi des adequate assurance of safety and efficacy?

The final question. |s there any additi onal
information that the panel would like to see in the
| abeling for this ophthal mc device?

Thank you very nuch.

DR STUWTING Thank you very much.

|'d like to nove forward with comrents fromDr.

H ggi nbot ham who was one of the prinmary reviewers for this

PVA.

DR H G3d NBOTHAM  Consi dering the detail of
the previous presentations, |I'll keep ny comrents rather
brief. 1 have prepared for the panel a four-page document

and | hope all the panelists have that in front of you.

As you've heard, this is a quadpol yner, and
based on the description that was provided by the conpany
as well as reviewed by staff, this certainly appears to be
very safe, considering that these material s have been used
i n ophthal mc products previously.

As you know, there are three cohorts that we
are considering, but it's really the last cohort, the 190
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concern here.

Regarding the first cohort, though, | think
it's inportant to point out that |ong-termdata indicates
that these patients did quite well in general, and I'11
refer you to the bottomof page 2 of ny comments, that over
tine the percentage of patients with a final visual acuity
of 20/40 or better increased to 97.9 percent. There was
only one adverse reaction not thought to be related to the
lens, and that was dislocation at the tine of nydriasis
exam nation. In that second paragraph, | listed all the
ot her sight-threatening conplications, and you can see that
t hose percentages are all quite | ow

Moving on to the second cohort, the 360, I'1]l
direct your attention to the mddl e of the page because
there are three issues that we have in front of us of
particul ar concern. That's the hyphena rate, the gl aucona
rate, as well as the posterior capsule opacification rate.

Let's first discuss the hyphema issue. O the
360 patients, in the second cohort again, 14 were di agnosed
with hyphema. There were several predisposing factors
which were listed in Volune 4 of the stack that we received
inour mail. Three underwent an iridectony. Three had
conpl i cated surgeries, including rupture of the posterior
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However, in all 14 cases, as you' ve heard
previously, the visual acuity after the hyphema resol ved
was better than the preoperative acuity, and 13 of the 14
pati ents achieved an acuity of 20/40 or better.

This nmorning we have heard that there was sone
difficulty inrolling that | ens and perhaps there could
have been sone difficulty related to the insertion of the
lens to account for the hyphena. That's only conjecture,
but nevertheless, we didn't see this rate of hyphena in the
pre-rolled cohort, which is the 190.

Movi ng on to the next paragraph, which is the
long-termfoll owup, overall the visual acuity was quite
favorable in the 360 cohort. One patient suffered a
dislocated lens during a dilated exam The rate of corneal
edema was less than the Stark grid and there was persi stent
uveitis that ranged fromO to 0.28 percent, quite |ow, as
wel | as persistent macul ar edema which is also quite | ow
That resolved in all but three patients by Form 10.

Now, the glaucona. There were five patients in
cohort 2 with secondary gl aucona, four of which had the
i nvestigational viscoelastic, which we've heard previously,
QG colon, which is thought to have contributed to the

increase. |If one elimnates those four patients, the rate
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with that explanation, know ng that this particul ar
vi scoel astic was known to cause a secondary gl aucoma when
it was used by several investigators.

Moving on to the cohort 3, and on to page 4,
"Il direct your attention to patients wi th conplications.
Again, of the 190 cohort patients, 166 experienced at | east
one sight-threatening conplication, and as you'll see
listed, these were all quite lowin terns of overal
percentages. Just to also point out, the rate of macul ar
edema was bel ow the Stark rate.

Now, let's end up with the posterior capsul ar
opacification. 1In the three cohorts, the rates of
posterior capsul ar opacification was, in the first cohort
of 523, 18.5 percent. In the second cohort, 360, was 15.8
percent, and the |ast was 51.58 percent. Considering, as
you' ve heard, that the final visual acuity of the |ast
cohort was greater than the other two cohorts, the
difference in the reporting behavi or anong the
investigators is a possible expl anati on.

Certainly as you saw, the rates of performng
capsul otony was certainly within the range of acceptable
clinical practice, but in spite of that, we had such a
significant reporting, so it's conceivable that for a
moaninml A~
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manuf acturer that this was opacification that was noted in
clinical exam Since there are really no controlled
clinical trials examning the rates of posterior capsular
opaci fication as a function of age and conorbidities, | was
quite satisfied with the reported findings, and | doubt
that there is any causal relationship associated with the
| ens.

The rate of glaucona, | didn't see anything in
Volune 5, as | saww th the second cohort, in terns of the
frequency of trabecul ectomes. Just to backtrack a bit, in
the 360 patients there were three secondary
trabecul ectomes that were done as a result of the use of
that viscoelastic that | alluded to. [It's ny understanding
that trabecul ectomes were not done in the third cohort,
and so | question whether or not this may have been just an
increase in pressure that was called gl aucona, as opposed
toreally frank gl auconma that requires surgica
intervention. So again, there may have been an el enent of
overreporting as relates to the gl aucomna.

Wth all these considerations, keeping al
these considerations in mnd, | do believe that this is a
safe and effective product and can be considered for visual
correction for those patients undergoi ng cataract
¥t+act-er—whe
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DR STUWLTING Thank you

I'd like to l et Kevin have an opportunity to
comment and we'll open the floor for comrents, questions,
and di scussi on.

DR GREENI DCGE: Thank you.

At this time, | would Iike to keep ny coments
concentrated on safety and efficacy concerns. First, |I'd
like to address effectiveness. The postoperative visua
acuity results fromthis study were conparable or better
than the Stark grid. This was the case when the results
were anal yzed by age and at each postoperative period for
all study groups.

Post operative conplications. | would like to
concentrate upon the two conplications that have received
the nost attention, that of hyphema and secondary gl aucona.
Al hyphenmas were docunented in the i medi ate postoperative
period, with a najority resolving by three weeks. At 12 to
14 nmonths postoperatively, 13 of the 14 patients with
hyphema had a visual acuity of 20/40 or better. The
fourteenth patient was docunented to have a visual acuity
of 20/ 25 follow ng a posterior capsul otony.

After review, the sponsor has stated that the
etiol ogy of the hyphenmas were not related to the |l ens, but
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surgery, preoperative conditions that nay have nade the
patient nore prone to conplications associated with
bl eedi ng, the patients having multiple procedures performnmed
during cataract surgery, and patients with nore surgica
trauma. The sponsors had submtted data to support this
claim

| would like to go on to secondary gl aucona.
The patients studi ed have a much greater rate of secondary
gl aucoma than the Stark grid. This event is of concern
because of it's potential and imredi ate |ong-termeffect on
visual acuity and visual function. The definition of
secondary gl aucoma was not found, nor the |evels of
intraocul ar pressure required to nmake the di agnosis or
nmedi cations utilized inits treatnent.

The concern for this conplication is based upon
its occurrence rate in four subsets: 3.4 percent in the
U780A lens, 2.7 percent in the U’80A | ens that was roll ed,
5.5 percent in the W40A rolled, and 4.7 percent in the
WO40A pre-rol l ed, conpared to the cunulative 1.6 Stark
grid.

The variable tinme of onset was noted at four
weeks, seven nonths, one year, and in one case greater than

14 nmonths postoperatively. Three patients, as we have
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requi red surgical trabecul ectony. The sponsor states that
the maj or cause of the secondary gl aucoma noted throughout
the study may be this particular viscoelastic, and if these
patients were renoved fromthe data, then the rates of
secondary gl aucoma woul d be conparable to the Stark grid.

However, if we're going to use the Stark grid
as the basis of conparison, and | do believe thereis --
when you | ook at the Stark grid, they do differentiate
bet ween persistent sight-threatening conplications for
which they had a rate of 0.5 percent and cumnul ative sight-
threatening conplications for which the Stark grid
percentage is 1.6 percent. |If you look at all of the
subsets, including the pre-rolled subset, the rate of
gl aucoma exceeds both of these rates as set forth by the
Stark grid.

It is ny inpression that this device has been
shown to be effective, in that the visual acuities are
quite satisfactory and neet all known criteria. However
there is a safety issue regarding the glaucoma. The
question that | would raise is should this safety issue
regardi ng glaucoma, if we do not hear explanations that nay
or may not offset what |'ve said today, be reflected in the

| abeling. Individuals at risk for glaucoma or wth
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risk.

Thank you.

DR STUWLTING The floor is open for coments
and discussion. Dr. Ruiz?

DR RUZ W don't have a lot of information
about surgical techniques in terns of the |ocation of the
incision and so on, which | think would have -- and we've
heard sone expl anati on about surgical conplications,
peripheral iridectomes and so on, which of course would
have much nore inplication in terns of hyphena than the
lens. | really don't think the | ens has anything to do
with the hyphenas.

The capsul ar haze is an interesting thing.
What were the criteria for haze? At least in ny case, |
think it's about 100 percent if you're tal king about the
whol e posterior capsule. There just aren't any w thout
sonme haze. |If you're tal king about the central 2
mllimeters or so, then | think the capsular haze thing is
really not a very inportant issue here.

The viscoel astic sort of intrigues me. Ws
this stuff washed out? This new viscoelastic that is
inplicated as a cause for sone of these gl aucoma probl ens?

DR MEMMEN The viscoelastic in cases both
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with Ocolon were all renoved as nuch as possi bl e by the
surgeon according to the usual standard techni ques.

DR STULTING My | rem nd you, when you
speak, please give your nane first because the
transcriptionist can't figure out who it is.

DR MEMMEN  Janes Menmen.

DR RUZ Now, the other thing that interests
me is the U780 lens with the 7 mllineter optic and the 14
mllimeter haptics. |Is that |ens going to be avail abl e?

DR MEMMEN  No.

DR RUZ What are you doing if you need to
put this lens in the sul cus?

DR MEMMEN  The design of the study was
intended to --

DR RUZ For inthe bag. |If the posterior
capsul e breaks -- for exanple, in some of these cases they
went and inserted the | ens anyway, not in the bag.

DR MEMMEN There were 14 patients in the
study who had sul cus inplantation and they did not
decenter. The experience we've had has been that sul cus-
fixated | enses have not decentered, but that was not the
proposed indication for the |ens.

DR RUZ Raght. Do youthink it's desirable

ta havun o 7 mllinmotar ANt~ and A 14 m 1l it ar hant ~
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avail able in the event that the capsul e ruptures?

DR MEMMEN M/ own opinion is yes. The
pur pose of the U780A | ens was designed in the | ate 1980s
when people were still considering sulcus fixation as a
viable primary alternative for cataract surgery. It still
is for unconplicated surgery. Now, in the era of patients
who are having capsulorhexis, it certainly would be a
viable place to put a PACQL in the case of a capsul ar
pr obl em

DR RUZ Capsul es do rupture.

DR MEMMEN Yes, sir, they do.

DR RUZ Both anterior and posterior, and
there is a need for a backup lens to go in the sulcus. |
was j ust wondering what the conpany's plans were in terns
of that.

MR SCHERFF: M nane is darke Scherff.
Qurrently, in the new packagi ng delivery systemthat the
lens will be delivered in, we do not have a systemto work
with the larger lens size. That's sonething we can
consi der down the road, but that's not sonething that we're
wor ki ng on today.

DR RUZ (oviously, if the 6 mllineter optic

inal3 mllineter haptic works fine in the sulcus, then
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bi gger one shoul d be better.

DR MACSAI: No. Excuse ne, Dr. Ruiz. Are you
tal king about theoretically the bigger optic or the
bi gger --

DR RUZ Haptic.

DR MACSAI: Haptic dianeter?

DR RUZ Theoretically, the 7 mllineter
opti c because it can accommodate for any decentration,
since in the sulcus it's nore likely to decentrate slightly
than it is in the bag, and the larger haptics, because of
the | arger span necessary.

DR MACSAI: But technically the sulcus is 12.5
mllimeters in dianeter, so a 13 mllinmeter haptic dianeter
woul d be nore advant ageous for sul cus fixation.

DR RU Z Than the | arger one.

DR MACSAI: Than the larger one. As far as
optic size, | agree, but not haptic size.

DR VAN METER Wody Van Meter. There is also
sone advantage, | guess, to having a 7 mllimeter lens if
there's retinal pathology or in diabetic patients, but I
believe the 13 mllineter haptic is acceptable for sul cus
or capsul ar inplantation.

DR STULTING (o ahead, Mari an
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questions for the sponsors. M understanding is that this
hydrogel optic requires storage or refrigeration from2 to
10 degrees. Is that correct?

DR PAUL: TomPaul. Yes, that's correct.

DR MACSAI: So it's not kept on a shelf, but
rather in a refrigerator?

DR PAUL: Yes, it is kept in a refrigerator.

DR MACSAI: Have you done studies in the event
that the refrigerator should drop bel ow 2 degrees? 1l.e., O
degrees. Wat happens to a lens if it freezes? Wat
happens to the lens if the refrigerator fails? Is
refrigerator nonitoring required with a continuous tine
monitoring and an alarmsystemfor this |ens? Because that
sort of a refrigerator, to ny know edge, is usually
avail abl e i n bl ood banks, eye banks, and bone tissue banks,

but not usually available in operating roons.

DR PAWUL: TomPaul. To answer the questions
in order, first, nothing happens to the lens if it freezes.
In [aboratory testing, when the |lens delivery system and
vial have been frozen, the lens recovers its full optica
properties and is totally unharned. |If the |lens freezes,

the lens vial may break, for which you have an obvi ous
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bei ng damaged and i nadvertently bei ng used.

Wth regard to the tenperature nonitoring, the
tenperature nonitoring is on the side of the unit box.
There are two tenperature dots on the side of the box that
nmonitor the storage conditions. One is a cunul ative dot
that keeps track of tinme and tenperature. The other is a
34 degree dot, which puts a cap on the tinme and
t enper at ur e.

So with that dot systemto protect the |ens,
there is no need to have a recording systemon the
refrigerators. Any refrigerator will work.

DR MACSAI: Can you clarify this for ne? So a
dot changes color if it reaches higher than 34 degrees?

DR PAUL: Yes. |If it reaches higher than 34
degrees, or if it exceeds the tinme-tenperature storing
conditions of the storage tenperature, then the dot and
unit box will turn blue, turn color. The |ens has been
thoroughly tested to denonstrate that the dot will turn
color before the lens is danaged or altered in any of its
properties.

DR MACSAI: So would that require speci al
shi pping conditions fromMentor to the user?

DR PAUL: Yes. CQurrently, these are shipped
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peri shable, so it does have a special shipping.

DR RUZ Wuat happens to the lens if the
tenperature is exceeded? It's being held in this hol der
where it can't unroll. Wat happens to it?

DR PAUL: Wll, if the tenperature is
exceeded, the time tenperature dots will go off so the
| ens, you would not use it. You would have to heat it to a
tenperature consi derably above the 10 degrees for the | ens
to be damaged. Wat will happen is that residual crease
traces will take a longer tinme to go away. For instance,
if this lens were stored at 104 degrees Fahrenheit for
about a week, what woul d happen, it would take 11 days for
the last crease trace to go away, and that is a cosnetic
crease trace.

DR RUZ But they do go away.

DR PAUL: They do go away. The lens is not
danaged.

DR RUZ Wiat if it's kept at room
t enper at ur e?

DR PAUL: That has not been validated. The
one-year shelf life of the 2 to 10 degrees is our validated
shelf [ife. | believe that the |l ens can be validated for

hi gher tenperatures storage, but it has not.
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you could keep it at roomtenperature?

DR PAUL: Yes, it woul d.

DR RUZ You didn't investigate that?

DR PAWUL: Those studies had been prelimnary
investigated. | believe that can happen, but that has not
been val i dat ed and approved yet.

DR STULTING Yes, Dr. Sugar?

DR SUGAR Have there been any lens fractures
on insertion, or if the lens were to unfold prematurely,
can it the rerolled without heating it? O if you attenpt
tofold it like an acrylic lens, wll it fracture?

Two, you said that the unfolding tine was 50
seconds in a controlled environment. You didn't say what
it was in the clinical circunstance.

DR PAWL: In the pre-rolled study, we have not
seen any broken |l enses or any lens artifacts. | believe
that's because we roll the lens or are in control of the
quality of it. 1In the surgeon-rolled lens, we did see a
nunber of human-induced failure nodes, which having it pre-
rolled in the delivery systemcorrects.

The |l ens cannot be rolled at roomtenperature
or eye tenperature. So if that lens is prenmaturely

unrol l ed, you cannot roll it in the surgical theater.
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Regarding it unfolding, if it's at roomtenperature and
roomtenperature is below certainly 25 degrees Centi grade,
it will not unroll at all. So it really isn't a problem
It will just sit there. |If you are operating in an un-air-
conditioned situation in the tropics where the tenperature
-- or Washington, D.C. for that nmatter, where the
tenperature mght exceed that, then you mght have a
situation where it would very slowy unroll

VW have certainly seen and had significant
experi ence where we have actually placed the lens in the
wound and then watched to see what woul d happen, because
that was one of ny concerns. The lens unrolled so slowy
that you can place it in the roomand sit there and watch
it. | wouldn't recomrend doing it for extended periods of
tinme, but you can certainly do it for mnutes, and then
place the lens in. It does not unroll while sitting in the
wound.

The unrolling tinme in the usual circunstance is
for it to be -- 80 percent unrolled is really about five
mnutes in nost cases. That is ny experience. | tend to
use chilled bal anced salt solution and I was not nonitoring
the anterior segnment tenperature.

DR MACSAI: D d you say eight mnutes, sir?
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DR MACSAI: (nh, five mnutes.

DR SUGAR Do you feel you have to sit there
and watch it for those five mnutes? At what point do you
feel that it is sufficiently stable where you are not
concerned that you are going to catch capsul e or have sone
di spl acenent of the position of the | ens?

DR MEMMEN Since the lens is rolled about the
axis of the haptic insertion, once both haptics are in the
bag, you do not have to watch it at all, any longer. The
overall length of the lens will be placed in the bag. It
is folded with the fold underneath, facing the posterior
capsule, so when it unfolds, it unfolds like this.

The longitudinal axis is in the bag, so you
don't need to sit and watch it, except for confort |evels
initially when you are putting it in. There is no way that
it can, for instance, grab an anterior capsule |leaflet as
it unfolds. It can't engage that because it's unfolding
posterior to anterior direction. So it cannot engage the
anterior capsule leaflet.

DR MACSAI: Are those insertion instructions
clear? | guess | msunderstood. | thought it could be
also inserted, since it's biconvex, this way.

DR MEMMEN It's 10 degrees posteriorly
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DR MCSAI: So it's this way.

DR MEMMEN So it's always inserted this way,
yes.

DR PAWUL: TomPaul. 1In the pre-rolled
condition, since it is pre-rolled, there is only one way of
inserting it. That's taken care of in the pre-roll.

DR H G3d NBOTHAM  Eve H ggi nbotham I n Vol une
5 you will see the inplantation technique.

| have two questions, actually. The first
rel ates somewhat to this last issue. Do you have to have a
perfect capsul orhexis? W know that sone | enses
specifically ask you to have a perfect capsul orhexis before
inserting. |Is this sonething that should be added to this
lens, or can you insert it if you have an i nperfect
capsul or hexi s?

DR MEMMEN Qur experience is that, first of
all, when we were doing this procedure for the origina
core study, that was pre-capsul orhexis, or the study
occurred during the devel opnent of capsulorhexis. So we
were inplanting these | enses in 1989, and certainly
capsul orhexis didn't come into regular use until about '91
or so.

So clearly the lens can be inserted in a
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capsul orhexis. W did not have decentration problens in
patients in whomwe used can opener capsul otony.

DR H G3I NBOTHAM M second issue relates to
the glaucoma. | just would like to explore that just to
make sure that | understood your data correctly in these
five volunes. MNow, in the second cohort you have four out
of the five patients that received the experinental
viscoel astic material, is that right?

DR MEMMEN  Yes.

DR HGINBOTHAM And if you elimnate those
four, the rate drops belowthe Stark grid in terns of the
gl aucona rate.

DR MEMMEN  Yes, ma' am

DR H G3d NBOTHAM Now, noving on to the | ast
group of patients, the 190, can you tell me a little bit
nore about the 4.7 percent that had the secondary gl aucona?
D d you have in that |ast group of patients anyone that
underwent a trabecul ect ony?

DR MEMMEN To ny know edge, no patients in
t he second cohort underwent a trabecul ectony. And, in
fact, all of those patients only had increased intraocul ar
pressure reported, which is any intraocul ar pressure above

21 mllimeters of nmercury reported on Form1, and all of
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DR HGINBOTHAM So the 4.7 percent really
relates to the first two forns. So by Form6 it was down
to what percentage?

DR MEMMEN There were no reports of patients
wi th persistent glaucoma in the pre-rolled 190 cohort.
There was only about 4 percent of the patients who did have
a transient intraocular pressure rise associated with
surgery. They had pressures over 21 at Form1 and they al
resol ved, every single one resolved at Form 2.

DR H G3I NBOTHAM And do you recall or do you
know i f those patients that did devel op a transient
increase in intraocul ar pressure had pre-existing gl aucona?

DR MEMMEN  Excuse ne, | have to ook for just
a second.

DR RUZ Wasn't that one of the criteria for
inclusion in the cohort, that they not have pre-existing
gl aucona?

DR MEMMEN That was not an excl usion
criteria. They could have nedically controlled gl aucona.

For the 190 cohort, | don't have the data
available and | don't really believe that we | ooked at it,
mai nly because it was a 4 percent rate of patients who had
an intraocul ar pressure spi ke that resol ved by Form2, and
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recall looking for it. Wether or not they had reports of
el evated intraocul ar pressure in FormoO --

DR HG3INBOTHAM | think that woul d be
hel pful to know, though |I agree with you that since it
resolved, it is not aclinically significant issue but it
woul d be clinically helpful to practitioners to know that.

DR MEMMEN If you'll give ne a second, we can
try to find that information for you.

DR STULTING Can you handle it if we nove on
to other issues while sonebody on your teamis | ooking up
that data? Is that all right with you?

DR MEMMEN  Yes.

DR STUWLTING QOher questions?

Vody?

DR VAN METER | have three questions that |
would Iike to ask the sponsors. In the first group of
patients it was noted in both reviews that we saw t hat
those patients had had one sight-threatening conplication
identified, at Form6 all had a hi gher percentage of 20/20
vi sion than those that had no sight-threatening
conpl i cati ons.

M/ question is, if that's the case, thenis

this a reasonable way to collect data, or does it nake any
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they did better than those patients that had no sight-
t hreat eni ng conpl i cations?

DR MEMMEN Janes Mermen again. | amnot here
totell the FDA what data they want to collect or not.

Sone things are considered sight-threatening conplications.
Qur corneal edena and any neasure of corneal edena after
cataract surgery we certainly see -- in perfect surgery, if
you are sensitive you are going to see sone corneal edena.
You are going to see a fewcells in flare in perfect
surgery, SO you are going to have a report of iritis.

Those are associated with the cataract surgery itself.

DR VAN METER That's fine. | was interested
in your explanation for that data.

The second question | have is that in your
presentation, you nmentioned that 61,000 | enses were
inplanted in 20 countries. Wre all of these the
MenorylLens, or were these just Mentor |enses?

MR SCHERFF. This is Qarke Scherff. Al the
| enses were in the pre-rolled | ens configuration, and they
were all the MenorylLens WA40A nodel

DR VAN METER A second question then is,
since this is shipped in refrigerated capacity, do you have
a guesstimate on the rate of, for lack of a better term
how, nmnyvy ra ro
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those at no charge if they, for one reason or another,
exceed the tenperature guidelines, or if they can't be
i npl ant ed?

MR SCHERFF. CQurrently, if the issue is with
the shiprment that the conpany is naking, then we do repl ace
those. If it is mstakes that are nade by our
distributors, then that's a negotiable issue with those
distributors internationally.

DR VAN METER  Thank you very nmuch.

One final question. 1s explantation of this
| ens performed like you would a standard PMVA | ens?

DR MEMMEN | would assune. This lens is very
far in the eye. So | would assune -- | have never
expl anted one, but | woul d assune that one woul d want to
bi sect the haptics and renove it.

DR VAN METER  Thank you.

DR STUWLTING Kevin?

DR GREEND&E | have two questions. |In your
initial presentation, you nentioned that the | ens had very
| ow extractables. | would just like a further
clarification as to what an extractable is.

DR PAWUL: Yes. This is TomPaul. Wen the

lens is polynerized with the four nononers for the quad
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pol yneri zation is never 100 percent. |In the manufacturing
process the lens is then extracted with acetone and with
water to flush out those residual nononers that are left
fromthe pol ynerization.

DR GREENDEGE So is an extractabl e sonething
t hat has been washed out and is now gone, or is an
extractabl e sonething that has been washed and it's left to
cone off at a later tinme?

DR PAUL: No. An extractable is sonething
that is in the lens that at sonme time could cone out. But
extracting it in the manufacturing process, we make sure it
cones out during the manufacture of the lens. So when the
lens is a final device, there is nothing inside that can be
extracted out.

DR GREENDGE So once it gets to the patient,
it's not a very low extractable, it's a zero extractabl e?

DR PAWL: It's in the level of very few parts
per mllion.

DR GREENIDGE: The next question | woul d just
like to reviewis, and maybe it's because it's sonething I
spend a lot of time with, is glaucona. | would just |ike
toreviewthe data for the W40A rolled. It is ny

inpression that that is the identical |ens as the W40A
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physi ci an and the other comes rolled. 1s that assunption
correct?

DR MEMMEN  Yes.

DR GREENIDCGE: The data that you present as
far as secondary glaucoma in those patients -- and that was
a slightly larger group than the 190, | believe it was a
study group of 260 patients -- | do not believe that this
is the group that received the questionable Orcolon. 1Is
that correct? This did not receive the investigationa
vi scoel asti c substance.

Wil e you are checking that, | would just |ike
to raise ny question and naybe you can answer this for ne.
Wien | ooking at the various forns which we have seen
correspond to vari ous postoperative periods, on Form1l we
have a rate, and | would just like to use -- and there are
only two nunbers | have for the grid standard. One is a
1.6, which is cunulative, and the other is a 0.5, which I
believe is after one year.

So ny interpretation is that any rate above 1.6
that's persistent is greater than the cunmulative rate. At
Form1 we have a rate of 4.62 percent. Just noving
forward, Form3, which is four weeks, we exceed the Stark.

W have a rate of 1.73, and actually the study is a nunber
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patients and we are below the Stark rate at 1.43.

However, at Form5, new patients start
appearing and we again go up to and above the Stark rate of
above 3 percent. At Form6 we are still at above the Stark
rate at 2.6 percent. At one year we are above the Stark
rate at 3 percent. The nunber of gl aucoma patients
persists to Form 10.

M/ question is, in the pre-rolled group for
whi ch you are seeking approval, all of the secondary
gl aucomas and the rate was simlar to in this group, all of
it resolved in Form 1.

| would just like to have a possible
explanation as to why in this large a group with the sane
| ens, the gl aucona seens to conme and go, and throughout
Form6 into Form7 you are well above the Stark grid
per cent age.

DR MEMMEN First of all, 1'd like to answer
Dr. H gginbotham's question -- this is Janes Mermen agai n
-- whichis, inthe pre-rolled study, of the patients who
had transi ent pressure spi kes, one patient was a gl aucona
suspect prior to surgery. Qherw se they were just nornal
patients.

Nunber two, I'ma little confused by this
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inthe pre-rolled study the patients who had transient
i ntraocul ar pressure spi ke, those all resolved by Form 2.
In the W40 patients who were in the original cohort, | am
getting the data mxed up a little bit with what you are
citing, sol amhaving a little difficulty understandi ng
the question, but | --

DR GREENIDGE: If soneone wants to get it for
you, it's Table 34.5.

DR MEMMEN  Because one thing | would like to
clarify is that ny understanding of this is that there is a
Stark grid paraneter for secondary gl aucorma of 0.5 percent
for persistent glaucoma at Form6. | may be incorrect, but
| don't believe there is a grid paranmeter for cumnul ative
gl aucona.

DR GREENDGE But if we use the 0.6, which is
t he one-year data of 0.5, at Form6 your rate is 2.6
percent as opposed to 0.5 percent. At Form7, which is
subsequent, the rate actually increases to 3 percent.

Do you want ny forn®

DR MEMMEN  You have to understand once again
that while this is a percentage of 2.6 percent of this
group subset of patients, it has to be neasured within an

entire cohort of the patients, which was for 523 patients.
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V¢ have a total basically of four patients here
with the 2.6 percent and five patients at Form7. | am
going to try to actually address exactly which patients
those were right now, so | can give you a reason. But what
| suspect is that those are, by chance, our O col on
patients.

Because this was the | argest subset, the rolled
940 l ens was the | argest subset, and those patients were
done at the end of the study -- | amgoing to get those
pati ent nunbers, but | believe those were --

DR GREEND&E  Yes, | would like that, because
of that group of five, at |east one of those patients of
this data is a new patient that just entered at that point.
It was ny inpression that of the Orcolon patients, that
three of those four received trabecul ect om es.

DR MEMMEN Early on, right.

DR GREENIDGE: Early on.

DR MEMMEN  There was anot her patient who --
wel |, basically of the patients who had secondary gl auconma
in the original study, a substantial nunber were O col on
patients. The other patient was a patient who had recei ved
steroids into the study to treat arteritic ischemc optic

neuropathy and had a pressure rise as a result of that.
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| ooking at the same grid, there are five patients reported
at Form5 as well.

DR GREENDE&E M inpression is that the
reason why we used the Stark grid -- and | have seen sone
comrents nmade that the date of the study of the Stark grid
was so | ong ago and techni ques have changed so much t hat
actually common practice is to have conplication rates
| oner than those in the Stark grid.

But ny inpression is that the reason why we use
that study is because of the extrenely | arge study group
that it reported on and that various occurrences |ike
arteritis, steroid use, et cetera, would wash out in the
fact that that was such a | arge study group.

M/ only concern, and | just wanted to hear sone
answers, is it seens that when you | ook at each individua
group -- the 780 flat, the 780A rolled, the 940 rolled --
that the rates exceed the Stark. This was just one. The
expl anation that was originally offered was that of the
viscoelastic. |I'mnot quite sure that, at least in this
table, that -- and I am hearing other responses now as to
what it mght be, but that may not be consistent with this
tabl e here.

DR MEMMEN  Wien you are quoting the different
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Section 6 and Section 5 in Volunme 17?

DR GREENDGE  Actually, it's going through
and picking up the various points. | do not have the exact
page nunbers for each one of those rates, but it was in the
dat a.

DR MEMMEN  Because you have to renenber, one,
Stark grid tal ks about persistent secondary gl aucoma, not
about cumul ative incidences of glaucoma. So | think when
you break out the different rates here at 3.4 percent for
the U780 flat, 2.7 percent for the U780 rolled, 5.5 percent
for the W40A rolled, those are not persistent reports of
el evated intraocul ar pressure. Those are cunul ative
reports of elevated intraocul ar pressure, and so they
reflect single incidences. There is no Stark grid for
nmeasuring those. The Stark grid is only for persistent.

DR GREENNDGE: | would just defer to Miurty --
|'msorry, Mirty, if |'mmspronounci ng your nane --
Ponnapal | i, who in his report does cite a cunulative Stark
grid percentage of 1.6 percent. | was using that as the
ref erence point.

DR MACSAI: DMarian Macsai. | also was
wondering if you could tell us in these nunbers, the five
patients, then four patients, then five patients on the
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And are you just reporting an incidental
pressure nmeasurenent of 23 at one visit, or are you
presenting gl auconma as defined by optic nerve changes,
visual field changes, and/or el evated intraocul ar pressure?
Because | am sonewhat confused by those two issues, if
these are the sane patients, and what is your definition?

DR MEMMEN Wll, one, we're going to find out
who these patients are right now because we do have the
backup and we can find that out. | suspect that in this
particul ar subset of patients, that they are the sane
patients. There are four or five there that we wll
exam ne.

The second thing is that the classification for
glaucoma is quite sinply a neasurenent of increased
i ntraocul ar pressure exceeding 21 mllineters nercury,
peri od.

DR RUZ Wat percentage of the preoperative
patients had gl auconma, by definition? Not a pressure 21,
whi ch doesn't nean gl aucona at all, but had gl aucona. How
many of these patients? And they are all in this group.

DR MEMMEN (Once again, it depends upon the
definition you use. Patients were not excluded fromthe
study who did have glauconma if it was nedically controlled,
so—dependin e—deH-hiH+onr—reu—Hse—+s
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determni ng the nunber of patients you are going to cal
had gl aucona.

DR RU Z Those that were under treatnent with
a di agnosi s of gl aucona.

DR HGINBOTHAM | think it is helpful to
approach this data in three different cohorts because |
think there is a pattern of overreporting that clearly
i npacted the posterior capsule opacification rate, that
probably al so i npacted ot her observations, such as the
"gl aucona i ssue. "

So I'mnot sure where this 260 table that has
been tal ked about cane from but the 190 | think is the
group that we need to tal k about because that is the group
that had the 4.7 percent increase, right? And that had
just a transient elevation in intraocul ar pressure that was
resolved by Form2, correct? That's also the sane group
that had the 50 percent posterior capsul e opacification
rate, correct?

In ny mnd, | consider those two sonmewhat in
the sane vein in the sense that there was probably sone
overreporting, that these were not actual glaucoma patients
but this was a transient elevation in intraocul ar pressure,

did not require trabecul ectony, which is inportant to point
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a problemfor these patients long term
DR MEMMEN | would agree with Dr.
H ggi nbot ham

| wanted to answer Dr. Ruiz' question.
Seventeen patients in the 360 cohort had preoperative
gl aucoma under treatnent. One patient in the 190 cohort
was a gl aucoma suspect.

DR RUZ And how nmany of those contribute to
this statistic?

DR MEMMEN | amlooking for that right now

DR STULTING Dr. Ferris?

DR FERRIS. | guess | have a rhetorical
guestion, as sonmeone who does clinical trials for a long
tine. That is, if you are collecting outcone variables and
you had this to do over again, perhaps you would identify
your outcome variables in a way that would identify those
that were just intraocular pressure, for exanple, as
opposed to gl aucorma, which ny glauconma friends tell nme are
not the sane thing at all -- posterior capsul e haze versus
clinically inportant posterior capsular haze, and so on.

It seens very easy to develop forns, but for
peopl e that have sone experience doing it, | suspect now

you woul d agree that it's very inportant at the begi nning
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sort out the clinically inportant events from not
clinically inportant events.

DR STUWLTING Part of the problemis that we
are conparing today's results to technol ogy that existed 20
years ago. That's what the Stark grid represents. It was
published in "83 and it represents inplants that were
performed four and five years before that. The definitions
are not what we woul d necessarily |like to use today.

There was a day when we reviewed four or five
inplant PMAs in a day. Since we don't do those anynore, we
are not quite so practiced at ignoring these definitions
that don't have any clinical significance.

But there was a comment nade by this panel a
year or so ago, naybe nore, requesting the FDA to take data
fromrecently submtted intraocul ar |ens inplant studies
and construct a new grid and create outcone vari abl es t hat
do exactly what you say. Perhaps we should reiterate that
recomendat i on t oday.

The Stark grid, for exanple, has a 6 percent
| oss of vision to below 20/40 in a best case anal ysis.

That neans 6 percent |oss of vision to bel ow 20/40, either
as a result of the surgery or as a chance happeni ng t hat
caused it to be lost postoperatively, and | think that's
Hy—hi-gher—than—vi+tuaHr—every
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in recent menory would give you. In ny view of this data,
it is not appropriate to conpare it to the Stark grid, but
to contenporary publications, and to ignore as well the
kinds of definitions that are causing us problens right
nNow.

Ms. Lochner, would you |like to speak?

M5. LOCHNER Yes. | can't speak to the
definition question, but as far as updating the Stark grid,
we have | ooked at recent approvals and we basically got
several breakdowns, but what we do is we | ooked at the |ast
five approvals. They all happen to be soft materi al
| enses, and they span approval times from 1991 to 1995.

As far as secondary gl aucoma itself, we have
data on nmean val ues fromthese |last five approvals, the
mean being 0.2, the nedian being 0.2, and the maxi numrate
being 0.6. The current Stark grid for secondary gl aucona
is 0.5 and that's a persistent rate.

So we do have val ues for several of the other
paraneters, but | think it would be too nmuch to go through
all those now But any others that you m ght want, we
could give you that information now W do hope to cone
out with an updated grid in the future.

DR STULTING Can you clarify for the panel
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gave the percentages for?

M5. LOCHNER They woul d be the definitions
that the conpanies used in each of their individual PMAs.
As | said, |I don't think we ever standardized it back in
the old days to the point of saying it was exactly this
definition. | think it was pretty nuch on a sponsor by
sponsor basi s.

DR STULTING In order for that to be a useful
nunber, we're going to need to know t hose definitions.

DR RUZ | would be surprised —I think
that's a remarkably | ow percentage if you use the criterion
of 21 mllineters nercury. | really do. W're not talking
about gl aucona.

M5. LOCHNER It is a persistent val ue.

DR GREENIDGE: She's tal king about at one
year.

DR STULTING | think it's pretty clear what
needs to be done to hel p resol ve these questions in the
future. Wat | woul d suggest to perhaps address the
panel 's questions that have arisen so far today is, if you
can identify those patients, if you have them now, naybe
you coul d summari ze the cases for the few eyes that had

gl aucoma, say a little bit about what they had beforehand
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were treated and the situation, et cetera.

Coul d we do that maybe?

DR MEMMEN We're working on it right now

DR STUWLTING There is one question | had
before we get to there. It's been said a couple of tines
that four people had O col on who devel oped gl aucona. Do
you al so have the percentages in the group that did not
devel op gl aucona that had Orcolon, so that we can know t hat
t he inci dence O col on use was hi gher?

The second question that | had was did these
pati ents who had hyphema and gl aucona cluster as far as
your investigators are concerned? Because the habitual use
of intraoperative or perioperative glauconma nedi cati ons and
what not can have a significant inpact on a nunber of
transient rises and whatnot as well.

DR MEMMEN  The incidence of O colon use, |
don't know the exact nunbers, but we'll look at that. As
far as clustering for hyphema, there was sone clustering
for hyphenma. The investigational aspect of what we found
was that of the 14 patients with hyphena in the 360 cohort,
12 of those patients had scleral tunnels, and two we were
not able to determne what type of incision was used.

DR STULTING I'msorry, | didn't understand

what thavy had
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DR MEMMEN  They had scleral tunnel incisions.
| think that was a very significant issue. There was sone
clustering, and then there was also the informati on you
gave about traumatic surgery, so that is felt to be
contributory to the hyphena rate.

Wien we switched over to nore of a clear cornea
or an anterior linbal type of incision for the patients in
the pre-rolled study, the hyphenma rate dropped to zero.

DR STULTING D d you say that they were
nostly in one or two investigators?

DR MEMMEN Well, there were actually 36, 37
investigators and 36 sites in the first study, so it really
wasn't one or two investigators. It was four or five
investigators, but there were several nanmes that cane up
nore than once.

DR STULTING So all the hyphenas were in five
investigators, is that correct?

DR MEMMEN To the best of ny know edge --

DR RUZ Al of themused scleral tunnels.

DR MEMMEN O the 14 patients who had
hyphemas, in the 12 that we were able to identify the type
of incision that was used, all 12 were scleral tunnels.

DR STULTING Wat | really want to know is,
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two investigators, so that you can reasonably concl ude that
it's technique-related, and the najority of investigators
did all right with the lens? O are they distributed in a
random f ashi on?

DR MEMMEN It is clustered anong
approximately five or six investigators.

DR STULTING Wen you factor in the nunber of
inplants they perforned, the percentage that they had was
hi gher than expected?

DR MEMMEN  Considerably higher. Yes, sir.

DR MCLELLAND: | have several questions for
t he sponsors froma consuner perspective. In the study
groups, what consideration was given to informng the
subjects in your various study groups regarding the
expectations of outcones? Wat kind of informed consent,
if you will, not just consent to participate, but what
information was given to the participants regarding the
expectations of the outcones?

MR SCHERFF. This is Qarke Scherff. Wat |
recall, and we will need to look at it specifically, is
that the patients were given inforned consents with an
expectation of the outconmes that | believe at that tine
were related to the grid back in 1989, that their outcones
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| enses in the past.

DR MCLELLAND: Did you use information in a
printed booklet forn? Again, thinking of ol der subjects
and perhaps again w th obviously sone conprom sed vi sua
acuity initially, large print patient education booklets,

i nformation booklets kinds of things, were those docunents
used so that your subjects had realistic expectations of
t he out cones?

MR SCHERFF. This is darke Scherff. The
informed consents were a nulti-page 8.5 by 11 format. As |
recall, the print in these booklets was sonewhat | arger
than normal size 12-point print that we would use for
menos, so that patients could adequately read these forns
and under stand what the study was about.

DR MCLELLAND: This is ny |last question
related to this series. Ws the practitioner, the person
who was actually going to be performng the procedure, was
this the person who was responsible for assuring that the
subj ects woul d have this information, or was this del egated
to anot her nenber of the health care tean? How was t hat
hand! ed?

DR MEMMEN Janes Mermen. The inforned

consent is usually given to the patient after verba
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that they are a candidate for inclusion in the study, what
the intention of the study is, what the potential risks,
benefits, and options are for the patient, and ask themif
they would be interested in volunteering for the study.

W also tell themwhat the foll ow up
responsibilities are going to be and what our feelings are,
what data we have regarding the prelimnary studies and so
forth for the patients. W then let them with a famly
menber usually, go through the witten inforned consent.

VW& have a copy here for you to look at. It's a rather
extensive, large print docunent, and then they are asked to
si gn.

DR MOCLELLAND. Thank you.

DR STULTING Joel ?

DR SUGAR Karen wanted to ask a question
earlier. (o ahead.

DR BANDEEN-ROCHE: Yes. | had first a foll ow
up question about the clustering of hyphema, and then a
nore general question about the representativeness of the
cohort.

About the clustering of hyphema, did the five
or so physicians in which hyphenma clustered in the first

study carry over as one of the seven physicians in the
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DR MEMMEN  No.

DR BANDEEN- ROCHE: Secondly, in terns of other
practice variables -- in other words, things that describe
the expertise, or maybe | shouldn't say expertise but
experience and ki nd of practice describing variabl es of
physi ci ans -- how representative were the seven in the 190
in the last study relative to the 35?

DR MEMMEN Al of the seven investigators in
the second study were investigators in the first study.

Al of the investigators in both studies were board
certified. The average nunber of inplants done by surgeons
in the study is sonmewhere around 780 or 800 a year. They
are all experienced.

DR BANDEEN-ROCHE: How wi de was the
variability? The average was 780.

DR MEMMEN R ght. The |owest surgeons in
bot h studi es woul d be around 300 to 350 cases a year, and
sone of themupward of 4,000 cases a year.

DR BANDEEN-ROCHE: And then finally | woul d
say, in terns of the overall cohort, this goes to the
question of safety and effectiveness in patients 60 years
of age and over. So | am concerned about the

representativeness of the study cohort relative to patients
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So exclusion criteria aside, can you describe
these patients in terns of things that mght inpact on
their cataract success, such as their preinplantation
visual acuity or their potential visual acuity? And again,
in terns of provider characteristics.

DR MEMMEN | think that patient
characteristics for success for these patients are the
exact same as patient characteristics for success for any
patient who is having cataract surgery. dearly the lens
perforns very well, and we have inplanted patients in their
30s, and younger patients have been inpl anted extensively
in Europe. Those patients actually did extrenely well.

So | think it is alens that perforns well in
all the age groups where there are printed indications
certainly.

DR BANDEEN-ROCHE: But in particular, this
cohort, can you give nme a rough idea of what the
prei npl antati on visual acuity or potential visual acuity
was?

DR MEMMEN For the 60 to 69 year group in
particul ar?

DR BANDEEN- ROCHE: No, for the whol e cohort,

aver aged over age.
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information as to the exact preoperative visual acuity.
They all had mature cataracts and | really haven't
eval uated that information, although we do have that
information. It's in the PVA

DR BANDEEN ROCHE: Thank you.

DR H G3INBOTHAM This is Eve H ggi nbot ham
(Cne very brief question. As | recall, there was one site
that was outside the United States, is that right?

DR MEMMEN  Two.

DR H G3d NBOTHAM  Two.

DR MEMMEN  Yes.

DR H G3I NBOTHAM But you did not include the
data fromthose two sites in your 190 cohort?

DR MEMMEN  Those investigators were not
included as investigators in the 190 cohort.

DR H G3d NBOTHAM  They were not investigators,
peri od.

DR MEMMEN No. They were only in the 360 --

DR H G3 NBOTHAM They were in the 360. D d
you i nclude themin the 3607

DR MEMMEN  Yes, ma' am

DR H GI NBOTHAM  And were their rates of

conplications any different fromthe rest of the cohort?
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one in Austria and one in Canada and they were both
simlar.

DR STULTING Dr. Sugar?

DR SUGAR Just a brief question. [In your
proposed package insert, you describe a preferred techni que
which is different than what you showed on the tape -- that
is, putting the trailing haptic in hand over hand over the
capsule. You rotated in. | presune that you are going to
provide to the surgeons initially purchasing your |ens some
kind of a tape. | presune that the package insert wll be
changed to include what's in the tape and al | ow both
t echni ques.

DR MEMMEN | can only answer that, in ny
experience, dialing the lens in is the usual and preferred
technique, and it certainly was easier, although you
certainly, with the prolene haptics, can very easily --
they are sufficiently flexible that you can use a forceps
to insert themas well.

Regar di ng the packagi ng i nformation, | am goi ng
to refer that to ny coll eagues here.

MR SCHERFF: This is Oarke Scherff. At this
tinme, the proper renoval of the lens fromthe package and

insertion is in the directions for use in the |abeling.
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part of the |labeling but as part of the marketing
i nformati on.

DR SUGAR But the labeling that you have in
our package does not include dialing the lens in. That's
why | commented on it.

DR STULTING W can nake that recommendation
for an addition to the |abeling when they approve it if
it's the will of the commttee.

Dr. mQulley?

DR MCQULEY: A few quick things. How
mani pul atable is the lens when it cones pre-folded if there
are sone idiosyncrasies with the wound or if one wants to
mani pul ate putting the lens in? O does one have to | eave
it inits pre-rolled state?

DR MEMMEN This is Janes Menmen again. It's
as nmani pul able as a PMWA lens -- not at all.

DR MOCULLEY: And if one tried to manipul ate
it, it presunmably woul d damage the | ens?

DR MEMMEN  Yes, sir.

DR MCQULLEY: Wy are you asking for a m ni num
age of 60 rather than a | ower age?

MR SCHERFF. This is Oarke Scherff. The age

of 60 is the mnimumage in all 1CQL | abel packages that we
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DR MCQULEY: Agreed to by whon? There is a
consensus agreenent in the industry?

MR SCHERFF. It's ny understanding it's on
everybody's | abeling, this consensus agreenent that --

DR MOCULEY: | amaware that there is no | ens
| abel for insertion less than 60. But the questionis, if
you have data on patients bel ow 60, why are you asking for
only 60? | guess |'mjust wanting to be educat ed.

MR SCHERFF. In the original supplenent, we
actually had a lower age. In an agreenent with FDA we
raised that to 60 to be consistent with the industry.

DR STUWLTING So the FDA requested that you
have 60 as the age during the negotiations?

MR SCHERFF:  Yes.

DR VAN METER Do | understand that that neans
that they are requesting of f-1abel use?

DR STULTING Well, it mght be a good topic
for conversation. Since there is no |ens approved for use
bel ow t he age of 60, what are you supposed to do with
peopl e who have cataracts bel ow the age of 60?7 You either
have to nmake t hem aphaki c or el se you have to use a | ens
off-label, and that's a kind of interesting dilema for the

practitioner.
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things that we would |like to recommend as a group.

DR GORDON  Just a comment. Judy CGordon.

DR STULTING I'msorry. He wasn't through
and he's cl ose enough that he can say that. Go ahead.

DR MCQULLEY: Next question, and only two
ot her quickies, | hope. The wi sdomin your study design of
all owi ng a second investigational device -- nost of our
di scussions here related to what | woul d consider to be not
very good study design. Allowi ng a second investigationa
devi ce, the viscoel astic, which has nuddi ed the water
trenmendousl y; and the second, of entering patients that
aren't as clean as they mght be -- i.e., those that
entered with preexisting glaucona -- what are your conmments
about those two issues?

The two study devices in the sanme protocol are
bei ng all owed in your protocol, another study device. And
t he second of entering patients who have pre-existing
gl aucoma, when we have a patient popul ation out there that
we coul d have studied that woul d have been cl eaner.

MR SCHERFF. This is Qarke Scherff. Back in
the 1989-1990 tineframe when that occurred, it probably
shoul d not have been. W shoul d never have two

i nvestigational devices in a single study.
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occurred, but an I RB should not have allowed that to occur,

as well as the conpany should not have allowed that to

occur .

(n the second issue regarding --

DR M CQULEY: dd aucona.

MR SCHERFF. d aucoma?

DR MEMMEN As far as inclusion/exclusion
criteria, ingeneral | think | agree with you. | think it
woul d be an easier, cleaner study. | did not determne the

i nclusion/exclusion criteria for either of these studies.
The overall situation of balancing recruiting wth your
i nclusion/exclusion criteria, we don't disagree.

DR MOQCULLEY: | guess ny point is, you could
have had an adequate nunber of patients to be enrolled if
you had had gl aucoma as an exclusion criteria in that
patient popul ation.

The last question is really for the FDA  Wen
m ght we expect a new grid?

M5. LOCHNER W had actual ly planned to
di scuss, perhaps at the Qctober panel neeting, how you
would like the newgrid to be determned. W have the data
anal yzed several ways on how you would like that to be

det er m ned.
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shelf life.

(Laughter.)

DR MEMMEN |'d like to answer the two
questions that we deferred, the first for Dr. Stulting. W
do not know the nunber of patients who received O col on.

Secondly, regarding the 260 patients and the
523 cohort, of those patients, four of the patients who
cane in at Form5 -- actually, five of the patients who
cane in at Formb5 -- four patients at Form5 were O col on
patients. ne was a patient who had a secondary gl aucona
after a YAG capsul otony, which is the fifth patient at Form
5, and that resolved by Form6. So it drops back down to
four at Form 6.

Then at Form 7, where it goes back up to five,
there is an additional patient who had O col on who did not
devel op significant intraocular pressure until Form7. So
t hose account for the patients.

DR STUWLTING Do you have any idea what the
overal | percent use of QO colon use was in the study?

DR MEMMEN | would guess it was rather snall,
but I don't know.

DR STULTING | wasn't aware that it did it

this long-term
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tolet go of the 60 age limt, which nakes absolutely no
sense at all. W ought to see to get that off of there,
not just for this intraocular |ens, but others.

DR STUWLTING | suppose that we coul d nmake a
| abel i ng recommendati on for this |lens, and then we can nake
an i ndependent generic |abeling recomrendation. | think
that would be wi thin our purview

Are there any other questions that involve the
sponsor ?

DR ROSENTHAL: My | just make a comment ?

DR STULTING Yes, sir.

DR ROSENTHAL: At this point in time the
industry standard is 60, and we would like to keep it at
that |level until we can go through the necessary
di scussions in-house that woul d all ow further expansion.
|'d appreciate it.

V¢ understand and note the panel's coments,
but at this point in time | would think it nost judicious
to just use 60 as the lower Iimt.

DR RUZ | bowto your wisdom Dr. Rosenthal,
but I think you hear us, and there are a lot of patients
under age 60 that go through cataract surgery.

DR ROSENTHAL: Dr. Ruiz, | hear you |oud and
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many years prior to ny arrival

DR STUWLTING | guess what is being expressed
today is that these comrents have been nmade before and we
have heard the same comments fromthe FDA. | think that we
represent the ophthal mc comunity who want sonething el se
done. W would like the record to reflect a clearer
i ndi cation of our recommendati ons and frustrations than it
now refl ects.

Wth all due respect, | may not be speaking for
the panel but | think | am and | think that what's being
said is that ophthal nol ogi sts want the age limt | owered.

It is current practice to inplant |enses in people bel ow
the age of 60. |In fact, some peopl e probably consider it
outside of the standard of care if you fail to do it.

It seens to me that there is not a whole | ot of
mani pul ati on and di scussion that ought to occur in the FDA
before that's recogni zed.

Wul d that be your --

DR RUZ Wl said, M. Chairnan.

DR STULTING Dr. Macsai?

DR MACSAI: Dr. Rosenthal, | would
respectful ly request that you al so consi der setting sone

criteria for the evaluation of intraocular |lenses in
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worns, but if you read the ophthalmc literature, it's
becom ng nore and nore and nore preval ent above the age of
two in unilateral cataracts in children to either
secondarily inplant a PWA ICL, or primarily inplant a PMVA
QL. It seens that while you' re | ooking at this issue,
this should be al so sonething that's included in your
di scussi on.

DR RCOSENTHAL: It has been one of the issues
that we have been discussing, certainly over the past year.
In fact, both of the issues which you have raised today
have been on our mnd over the past year and we do intend
to continue to address them and we do hear the panel | oud
and cl ear.

DR STULTING Dr. Geenidge, did you have your
hand up just a mnute ago?

DR GREEN D& No.

DR STULTING Any other questions for the
sponsors? | want to nmake sure that we are finished with
themand then we can ask themto return to their seats and
proceed. |s everybody confortable we have enough
information to vote?

I's there any ot her discussion we need to have

bef ore proceeding to a vote?
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DR STULTING Yes, but we'll do that in a
mnute. | just want to make sure that there is not going
to be prol onged discussion after we start doing this.

Ladi es and gentl enen, we have been nmandat ed by
the FDA to address specifically questions that they have
formulated for us. So | wll nowread those into the
record.

The first one is, "Based upon the 360 cohort
eyes and/or the 523 extended cohort eyes, has Mentor
provi ded reasonabl e assurance of safety and effectiveness
inthis device for the visual correction of aphakia in
patients 60 years of age and ol der, where cataractous |ens
has been renoved by extracapsul ar cataract extraction
nmet hod?"

Second, "The cunul ative rates of secondary
gl aucoma and hyphena of the MenorylLens exceed the
curmul ative rates for secondary gl aucoma and hyphena
recorded in the Stark grid. Are the explanations of the
i ncreased cunul ative rates of the secondary gl aucona and
hyphena provi ded by the sponsor accept abl e?"

Three, "The firmis seeking approval for the
pre-rolled configuration only. Do you believe the clinical

data for the pre-rolled configuration provi des adequate
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Four, "lIs there any additional information you
would like to see in the | abeling?"

W didn't used to do this but, best | can tell,
if you vote for approval, these questions are all answered
inthe affirmative or that you don't have any problemw th
the question that's raised. Does anybody understand these
any different fromwhat | do?

Ckay. The record will reflect that everybody
agrees that if there is approval, then these questions are
all answered in the affirmative, except for the |ast one,
but we don't need to have anything nore than what we ask
for in the | abeling.

VW need to read into the record the neani ng of
the vote, so | will turn the floor over to Ms. Thornton to
do that.

M5. THORNTON  The Medi cal Devi ce Arendnents of
the federal Food, Drug and Cosnetic Act require that the
Food and Drug Admni stration obtain a recomrendati on from
an outside expert advisory panel on designated nedi cal
devi ce prenarket approval applications that are filed with
t he agency.

The PVA nmust stand on its own nerits, and your

recomendat i on nust be supported by safety and
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publicly avail abl e i nformation.

"Safety" is defined in the Act as reasonabl e
assurance based on valid scientific evidence that the
probabl e benefits to health under conditions of use
outwei gh any probable risks. "Effectiveness" is defined as
reasonabl e assurance that in a significant portion of the
popul ation, the use of the devise for its intended uses and
conditions of use, when |labeled, will provide clinically
significant results.

Your recomendation options for the vote are as
fol | ows:

Approval. There are no conditions attached if
you vote for approval.

The agency action. |f the agency agrees with
the panel, an approvable letter will be sent to the
appl i cant.

Approvable with conditions. You nay reconmend
that the PMA be found approvabl e subject to specified
conditions, such as resolution of clearly identified
defi ci enci es whi ch have been cited by you or by 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
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want -- for exanple, FDA or panel. Panel followup is
usual | y done through homework assignnents to the prinary
reviewers of the application or to other specified nenbers
of the panel. A fornal discussion of the application at a
future panel neeting is not usually held.

I f you recommend post-approval requirenents to
be i nposed as a condition of approval, then your
recomendat i on shoul d address the followi ng points: the
pur pose of the requirenent, the nunber of subjects to be
evaluated, and the reports that should be required to be
submtted. |If FDA agrees w th panel recomendation, an
approvabl e with conditions letter will be sent.

Not approvable.  the five reasons that the
Act specifies for denial of approval, the follow ng three
reasons are applicable to panel deliberations: the data do
not provide reasonabl e assurance that the device is safe
under the conditions of use prescribed, recommended, or
suggested in the proposed | abeling; reasonabl e assurance
has not been given that the device is effective under the
condi tions of use prescribed, recommended, or suggested in
the | abeling; based on a fair evaluation of all the
material facts and your discussions, you believe the

proposed | abeling to be fal se or m sl eadi ng.

-
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approvabl e for any of these stated reasons, then we ask
that you identify the nmeasures that you think are necessary
for the application to be placed in an approvabl e form

|f FDA agrees with the panel's not approvabl e
recommendation, we will send a not approvable letter. This
is not a final agency action on the PVA. The applicant has
the opportunity to amend the PVA to supply the requested
information. The anmended application will be reviewed by
the panel at a future neeting unless the panel requests
ot herwi se.

In rare circunstances the panel nmay decide to
tabl e an application. Tabling an application does not give
speci fic guidance fromthe panel to FDA or to the
applicant, thereby creating anbiguity and delay in the
progress of an application. Therefore, we discourage
tabling of an application.

But shoul d you consi der a not approvabl e or
approvabl e with conditions recomrendati on that gives
clearly described corrective steps -- no. Should, you
should do that. |If the panel does vote to table a PVMA the
panel w Il be asked to describe which information is
m ssing and what prevents an alternative reconmendati on.

Followi ng the voting, the Chair wll ask each
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reasons for their vote.

Thank you.

M. Chairman, you nmay proceed.

DR STULTING Do | hear a notion?

DR HGINBOTHAM M. Chair?

DR STUWTING Yes.

DR HGINBOTHAM | nove for approval of this
PVA.

DR STULTING Wuld you like to attach any
conditions, like to the labeling or any other part of it?

DR H G3 NBOTHAM  No condi ti ons.

DR STULTING Ckay. It's been noved that we
recommend approval of this application.

Do | hear a second?

DR GREEN DGE: Second.

DR STUWLTING (ood. The floor is open for

further discussion.

Kevi n?
DR GREENDEGE | would just |ike to nake one
comment. Inreviewng this application, | saw

docunentation that the sponsor had been given an
opportunity to respond to both safety issues, both the

hyphenma and the secondary gl aucona.
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us satisfactorily addressed concerns regardi ng the hyphena.
However, it did not satisfactorily address the concerns
regardi ng the glaucona. However, after hearing the
response today in the review that we have heard today and
the response to ny specific questions, | feel that this
i nformation was suppl enmentary and nore conprehensi ve, and
certainly nore convincing than what was previously
provi ded.

So | would just like to state that these
concerns have been addressed to ny satisfaction here today.

Thank you.

DR STUWLTING Dr. Sugar?

DR SUGAR This is a friendly anendnent to the
package insert that we tal ked about before, that it include
bot h techni ques for insertion.

DR STUWLTING And you're tal king about
specifically the placenent of the haptic, correct?

DR SUGAR The present package insert as |'ve
seen it in this docunent is only for manually inserting the
haptic and dialing it in. [It's also an acceptable
t echni que.

DR H G3d NBOTHAM | accept that amendnent, M.

Chair.
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recommendat i ons for | abel i ng changes?

Just to refresh your nmenory, there were
questions about sulcus inplantation -- or | should say
t here were di scussions about sulcus inplantation, the size
and type of capsulorhexis, age limts, and a video of the
insertion techni ques.

DR BANDEEN- ROCHE: The current |abeling
indicates insertion either in the capsular bag or the
sulcus. @Gven the discussion at the begi nning of the panel
neeting, | wonder whether it's warranted to state that as
an indication for the sulcus, as well as a small nunber of
patients in which that sort of inplantation was done in
this study.

DR STULTING Ckay. So the issue is raised as
to whether it is appropriate to recomrend for either sul cus
or bag inplantation.

D scussion, pl ease?

M5. LOCHNER | think in the | atest anendnent
the firmhas anended their indication to state the bag
only. | think that was just an oversight that they didn't
correct the insert.

DR STULTING So the current labeling is bag

only.
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DR RUZ Aso, if you break the anterior or
the posterior capsule, you are going to have to go to a
different lens, when there is really not any particul ar
reason to do so.

DR STUWLTING So your recommendation woul d be
to label it to permt either type of inplantation
t echni que?

DR RUZ O not say either place.

DR STUWLTING Further discussion? Dr. Macsai?

DR MACSAI: Even if it is |labeled for capsule,
studi es have shown it may end up in the sulcus in the best
and nost experienced of hands.

Second of all, when you say that it's approved
for sulcus fixation, that may be msinterpreted to nmean
that it is okay for sutured sulcus fixation, and this style
of lens would not be optinmal for that procedure because of
the fact there are no islets on the haptics.

DR STUWTING Dr. Van Meter?

DR VAN METER | think sulcus fixation woul d
be reasonabl e because there are tinmes when the | ens nay
unfold and then you note that one loop is not in the
capsul ar bag. Explantation is obviously a problem |

think it is far nore reasonable to leave a lens in the
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DR STWTING Donna?

M5. LOCHNER | just wanted to give a little
background into the office policy regarding indication
statenent. In the |ast few years we have becone much
stricter in the sense of not allow ng indication statenents
to include uses that weren't specifically clinically
studied. That is why in the |last few years you have seen
the labeling shift to state "bag only."

VW do allow a sort of hedging statenent to be
made to the effect that if the situation is conpromsed, it
nmust be placed in the sulcus. That is up to the surgeon's
discretion to do that, but we specifically require that the
indication statenment itself state what was studi ed.

So | think with the indication stating
explicitly what was studi ed, which was the bag, and anot her
statenent in the labeling that says if there are probl ens
it is up to the surgeon, the surgeon may use sul cus
pl acement, | think takes care of the dil emra.

DR STULTING D. MQlley?

DR MCQULLEY: As a practicing ophthal nol ogi st,
occasionally a lens will end up not where it was intended
to be. If the product labeling is very restrictive and,

looking at it froma nedical/legal standpoint, if it's in
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up in the sulcus, then if the lens is a lens that did have
a configuration that woul d have all owed reasonabl e sul cus
fixation, then we are trenendously di sadvantaged in the
courtroom

DR STULTING | believe, if | amnot m staken
they did have inplantations in the sulcus. They didn't
have 300 of them but they did have them So it would be
incorrect to say that it was not studied. It just was not
studied in a |l arge group.

M5. LOCHNER | can't speak to the |egal issue,
and | think we can raise your concerns, but | think you
have to understand that the Dvision itself is somewhat
restricted in terns of what we can allow, for basically
regul atory | egal reasons.

But | think it is duly noted and we should
bring that fact, that the intended pl acenent isn't always
t he exact pl acenent.

DR STULTING | think one of the jobs of this
panel is to provide you with expert opinion about what
devi ces ought to be approved and how t hey ought to be
approved. So as | understand our role and the law, we are
not required to follow "FDA policy," if we believe that

that policy is not appropriate in the clinical practice

cattinn
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So if the panel believes that it is appropriate
for this lens to be approved for the sulcus, or if they
believe that it is appropriate to be inplanted i n 50-year-
ol ds, then we should nmake that recommendation. |f the FDA
wants to override it, that's fine. But | don't think the
FDA shoul d be dictating to the panel what the
recommendat i on shoul d be based on FDA policy.

M5. LOCHNER No. | apologize. | didn't
intend for it to be understood that way. Ve want your
recommendations. | think given your recomrendati ons and
the weight that they have is the only way that we nay be
able to influence policy that we are forced to work with.

So | think we definitely want your
recommendat i ons, but by way of understanding why it is that
t hose recommendati ons in the recent past haven't been
taken, | offer this background, and | do whol eheartedly ask
that you give your recomrendations so that we can
potentially make changes. But we are bound by what we can
legally do as well.

DR STULTING W understand that. But if
sonebody fromthe outside reads the approval process
transcripts over the past ten years, they have all said 60
years of age or older. |If that is really not the wll of

chaoul A hao
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for approval bel ow 60 years of age. Then when you
investigate that point at a later tine, you wll have some
data to work with, the opinions of the advisory commttee.

Dr. mQulley?

DR MCQULEY: Two things. ne, on the age
thing that | brought up, | personally would Iike to defer
to the request nmade by the FDA. | think it sounds as
though it's being addressed, and I don't think that it is
wi se on our part to interfere any nore than offer the
opi nion we have offered at this tine.

| would like to nmake a plea on the product
| abel i ng, though, that you don't create a situation where
you put us in a nedical/legal malpractice box if alens
ends up in the sul cus.

DR STULTING | think that point is pretty
wel | nade.

| think the issue of sulcus versus bag
inplantation is still on the table. Is there any other
di scussion on that?

Coul d we have that as a notion for anendnent,
and then we can deal with it. The current |abeling says
"bag only," correct? |If soneone would |ike to anmend that

to include sulcus inplantation under specified conditions,

nnmlka that anondnannt
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DR H G3d NBOTHAM  So noved.

DR STULTING Second?

PARTI A PANT:  Second.

DR STUWLTING It has been noved and seconded
that we anend the notion so that we recommend a change in
the labeling to permt sulcus inplantation based on the
data presented, which includes sone cases of sul cus
inplantation, and that the |abeling should be created in
such a way as to indicate that that is not primarily what
the lens was intended for, and that it is not being | abel ed
to permt a sutured inplantation in the sul cus w thout
capsul ar support.

Furt her di scussi on?

DR BANDEEN-ROCHE: Should it be clear in the
| abeling that the actual nunber of sul cus inplantations was
quite | ow?

DR STULTING kay, | think that's acceptable.
And that the labeling also indicate the nunber of sulcus
i npl ants on which this recormmendati on was based.

So there's no further discussion.

Those in favor of that amendnment? Raise your
hands hi gh, those who are voting nenbers. |[|f you are not a

voting nenber, don't raise your hands.
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DR STUWLTING There are 11 yes votes and 11
voting nenbers, so that anendment passes.

I's there any ot her discussion of any amendnents
or any other discussion of the notion on the floor, which
is to recormend approval with the conditions that we have
stated so far? Those relate to dialing inplantation of the
lens and to the labeling for sulcus inplantation with the
nodi fications that we discussed. |s everybody cl ear about
what we are voting on?

|'s there any further discussion?

DR MACSAI: M. Chairman, | call for the
questi on.

DR STULTING Excellent. | have stated the

nmotion with the anendnents, and so we need to nove to a

vot e.
Those in favor, please raise your hands.
(Show of hands.)
DR STUWLTING That's 11 yes votes and zero no
vot es.

W al so have this other little thing that we
have to do according to the new way of doing things, and
that is that we nust poll the panel. Those of you who have

voted need to state your reasons for voting the way you

votad
VA4 A%

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




N

o o A~ W

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

24

1435

Dd 1 correctly represent that?

M5. THORNTON  That's right.

DR STUWTING That can be as brief as you w sh
it to be, but the record needs to reflect that we did that.
So we will start over there with Dr. Sugar and you can say
why you voted the way you vot ed.

DR SUGAR Yes. |It's fine.

(Laughter.)

DR STULTING Excellent.

DR BANDEEN-ROCHE: Yes. | believe its safety
and effectiveness was reasonably denonstrat ed.

DR SON: | voted for approval based on the
sponsor's data and information on safety and efficacy.

DR RUBIN | voted for approval because |
think that safety and effectiveness have been denonstrat ed.

DR HGINBOTHAM The data clearly illustrated
in the last cohort -- that is, the 190 -- supports this
approval, so that is why | voted yes.

DR MCULLEY: Dtto.

DR BRADLEY: | voted yes because | think
safety and efficacy have been denonstrat ed.

DR BULLIMIRE: Denonstrated safety and

ef fi cacy.
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DR MACSAI: The sane.

DR VAN METER Denonstrated safety and

DR STULTING Dd we acconplish that goal ?

Yes, Dr. Rosenthal.

DR ROSENTHAL: M. Chairman, since the panel

isinamod for giving advice this norning, | would

appreci ate hearing fromyou about the issue of how we

shoul d approach the probl emof elevated intraocul ar

pressure,

sust ai ned gl auconma, a single tenporary rise in

i ntraocul ar pressure, because | think in devel oping a new

grid, and certainly in devel oping the PDP issue, it is

going to have to be done well up front, and | don't think

it"'s in the best interest of the conpanies to nake their

own definitions, since they nmay get into trouble.

DR HGEINBOTHAM | think that's an excell ent

suggestion because it's all in the definition, as we know

| woul d suggest that we not discuss this at this tine

because it's a nore conpl ex di scussion, and perhaps a

honmewor k assi gnnent mght be the way to handle that. So

that woul d be ny suggesti on.
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the two gl auconma experts as a homewor k assi gnnent.

DR STULTING That's what | was about to
suggest. | think that's an excellent way to do it. In
fact, as a nore generic issue, as you devel op the new grid,
it mght be a good idea to send worki ng docunents around as
they are developed. As we all cane here, we'd never seen
or heard any information or anything that had been derived
so far, and you have obviously done sonme work on it.

You mght want to send it around so that we can
look at it and find other things that mght stick out in
one person's mnd and see if we can get this done fairly
qui ckly.

DR FERRIS. Rck Ferris. | agree with that
poi nt because |I think there are a nunber of these itens
that are not differentiating clinically inportant events
fromclinically trivial events and that there are ways of
doing that. | would be happy to help.

DR STUWLTING Yes. In fact, Dr. Ferrisis
probably a good person to review these as wel |l because
these are subjects of NEl-supported research and they have
t he sanme problens of figuring out what definitions are and
howto follow and what is clinical significance and what
isn't.
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of fer for assistance.

DR STUWLTING Judy?

DR GORDON  Judy CGordon. Just one | ast
comment that | started to nake before. | interrupted Dr.
MCQulley. But again, it is just an easier approach for a
manuf acturer to take to perpetuate what has been done
traditionally. So | think there needs to be a careful and
t houghtful review of all of these issues reviewed by panel,
clear definitions and then a starting point to nove forward
for everyone so that data across | enses and across studies
are conparable, and that all manufacturers have a cl ear
understanding of what is required. The sanme woul d apply
for age change or requirenents for |abeling for scleral
bag, et cetera.

M/ only concern is that there not be as a
result of this increased burdens to manufacturers because
t hese products generally are very well established in good
hi story and one woul d be reluctant to see a nanufacturer
get into a situation of having to establish that to inplant
patients from50 to 60 requires a whol e new study or
sonmething along those lines. It needs to intuitively nmake
sense and to fit in with what is current standard practice

t oday.
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volunteer to review these froma perspective of industry.

DR QGCRDON: Thank you.

DR STUWLTING Any other business? D d you
have sonething to say before | unch?

M5. THORNTON Yes. | would just like to ask
t he panel nenbers to do sonething I know you have been
dying to do, and that is | eave your docunments here with us.
VW woul d |ike to have them back, the ones that pertain to
the discussion this norning. Just |eave themat your
pl aces or bring themdown during lunchtinme so they can be
turned over to the contractor. W would appreciate it.

DR MACSAI: Sally, can we | eave these?

M5. THOCRNTON  Your folders you nay | eave on
the table, yes.

DR MACSAI: Wiat about folders for this
af t er noon?

M5. THORNTON  For this afternoon, |eave your
folders on the table.

DR STULTING You're not going to cone and get
themwhile we're gone, right?

M5. THORNTON  Yes.

DR STULTING They will corme and get them

after we finish this afternoon, so you can | eave stuff here

NDO\AL
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| have a note that says we have to take at
| east one hour, so let's cone back at 1:15.
(Wrereupon, at 12:10 p.m, the neeting was

recessed for lunch, to reconvene at 1:15 p.m)

AFTERNOON  SESSI ON (1:32 p.m)

DR STULTING I'd like to reconvene the
nmeeting and call it to order once again. The subject of
di scussion this afternoon is P960028. M. Lochner will
begi n the presentation.

M5. LOCHNER  Thank you.

Aoaln IL'd lila t
L AT T T A LA LBA>4

148

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




N

o o A~ W

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

24

149
the PM5 review teamfor this PVA the team | eader and
engi neering reviewer, Ashley Boulware; the clinical
revi ewer, Malvina Eydel man; the vision science reviewers,
Don Cal ogero and Bruce Drum toxicol ogy, Susanna Jones;
m crobi ol ogy, Law ence Romanell; statistical, Mlvin
Sei dnman; and | abeling, Carol dayton. Thank you.

Now |'d like to turn the nmeeting over to Ashley
Boul ware who will provide an introduction to the PVA

M5. BOULWARE: Thank you, Donna.

Good afternoon nenbers of the panel, M.
Thornton, Dr. Rosenthal, |adies and gentlenen. PNA P960028
requests approval for the AMD Array Mbdel SA4O0N Mul ti focal
I ntraocul ar Lens. The sponsor has proposed that the | ens
be indicated for the visual correction of aphakia in
persons 60 years of age or older in whoma cataractous |ens
has been renoved by extracapsul ar cataract extraction or
phacoemul sification and who desire multifocal vision.

The array nmultifocal |ens would al so be
indicated for those patients who desire increased depth of
focus and associ ated near vision wthout reading add versus
a conpar abl e nonof ocal |1 Q., and reduced spectacl e
dependence and usage when conpared to a nonofocal |Q,

particularly with bilateral inplantation; and for whomthe
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are accept abl e.

The lens is intended for placenent in the
capsul ar bag.

The clinical study and this PVMA was conduct ed
on Mbdel SSVMP6NB. However, the sponsor is requesting
approval for Mdel SAAON, a Tier A nodification of the
clinically studied nodel. The differences between Mdels
SAAON and SSMP6NB i nclude a change in the type of
ul traviol et-absorbing silicon optic naterial fromSLM1 to
SLM 2, both of which have been clinically studied; a change
from pol ypropyl ene haptics to extruded PMVA haptics; and a
change to a nearly constant center thickness design to
provi de nore consistent folding characteristics.

The multifocal optic itself is unchanged, and
the identical nonofocal version of the proposed | ens has
been PVA-approved. The lens has a 6-mllimeter optic
dianmeter and nodified C haptics, which result in an overal
dianeter of 13 mllineters. The bi onedi cal engi neer has
determned that the differences between the clinically
studi ed and proposed nodel s shoul d not have a significant
effect on either the optical or nmechanical properties of
t he | ens.

The primary panel reviewers for P960028 are
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has been advi sed of the questions and concerns raised by
the primary panel reviewers and FDA's clinician, Dr.
Mal vi na Eydel man. Representatives fromAl lergan will now
present data fromthe PMA.  Follow ng the sponsor's
presentation, Dr. Eydelnman will summarize issues from her
clinical review, and | wll discuss issues raised in the
Vi si on sci ence reviews.

Thank you for your attention.

DR YARGSS. (ood afternoon. M/ nane is Marcia
Yaross, and |'man enpl oyee of Allergan. Today I'll be
presenting data and information from PVA P960028, which is
for the AMD Array Miltifocal Intraocular Lens, Mdel SAAON
As Ms. Boulware has indicated, it is a silicone, WW-
absorbing, nultifocal posterior chanber |1Q..

The Mbdel SAAON is a three-piece, fol dable
design. It is a 13-mllinmeter overall dianeter |ens, and
has a 6-mllineter optic. The optic and haptic materials
have been previously established as safe and effective, and
the lens is otherwi se identical to currently marketed
nonof ocal nodel Sl 40NB, except for the optical design

The optical design is what is unique to the AMD
Array Miultifocal IQ.. The lens has a zonal progressive

mul tifocal optic. The design is distant-domnant for
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Next, this slide presents a schematic di agram
of the changes frombase power, which is indicated with the
X axis, in each of the concentric zones of the optic. The
concentric zones provide a power range that corresponds to
either distance, internmediate, or near powers. |nportant
considerations of this design is its snooth, continuous
surface. The lens design is weighted to provide
approxi mately half of the light to distance, and snaller
percentages to near and to internmedi ate at typical pupi
Si zes.

Again, as Ms. Boul ware has indicated, the
rel ati onshi p between the SAM0 and nultifocal, for which we
are seeking approval, and the clinically investigated
SSM26NB has been deened to be a tier A variation of the
clinically investigated nodel. Tier A status was approved
under our IDE in accordance with the January 1995 FDA draft
gui dance docunent.

The optical design of the SMONis identical to
that of clinically investigated SSM26NB, and the
differences are again the higher refractive index of the
SLM2 material resulting in a thinner |lens, and the
constant center thickness and PWA hapti cs of established

monof ocal nodel SI40NB. The SI40NB | ens has been
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Dr. Tarantino wll now discuss the clinica
st udy desi gn.

DR TARANTINO (Good afternoon. M nane is
N ck Tarantino, and I'man enpl oyee of Allergan. Wat I
would like to present this afternoon are the basic aspects
of the clinical study that was conducted to support this
PVA.

A total of 456 subjects were enrolled into this
study. Over the one-year period, only about eight
subjects, or less than 2 percent, were |lost to foll ow up.

O the 456 subjects, 400 achi eved cohort status, and of

t hose, 392 achi eved best case. One hundred and forty-seven
subjects were inplanted bilaterally. Their second eyes
were treated as non-core. Second eyes continue to be
enrolled in the study as the subjects request.

Several substudies were conducted in order to
hel p better understand the clinical performance and risks
and benefits associated with this particular multifocal
QL. Wiat 1'd like to do nowis briefly discuss the
obj ecti ves, design, and sone of the denographics relative
to these eight substudies |isted here.

The nonof ocal fellow eye control consisted of

123 core subjects, and of those, 102 cohort subjects. In
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multifocal 1AL, and the fellow eye was inplanted with a
simlarly designed SI26 as a control. This was
particularly done in order to nmake paired-eye conparisons
between the multifocal 1AL and the nonofocal |QL.

In the contrast sensitivity study, there were
239 multifocal eyes and 67 nonofocal eyes fromthe study
|isted above. This study was actually done in two
different ways. For distance, the Regan contrast charts
were used, with 96 percent, 50 percent, 25 percent, and 11
percent contrast. This was performed with BAT of f, BAT
low, and BAT nediumto sinulate different variations of
glare. For near, the CAT charts were used at 100 percent,
50 percent, 25 percent, and 12.5 percent, using the sane
BAT illumnations to simulate the glare as well for those.

The contrast sensitivity data were validated by
way of a contrast sensitivity reproducibility study with 14
mul tifocal eyes. The vision field substudy was a paired-
eye conpari son whereby, in a masked and random zed fashi on
the investigator and nmedi cal nonitor reviewed the different
visual fields taken froma multifocal eye versus a
nonof ocal eye to see if any difference coul d be detected.
I n the fundus phot ography study, again paired-eye
phot ogr aphs were eval uated in a random zed and eval uat or -
nnclcad ~anmn
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judge the clarity of the photographs. The objective was to
determne if any clinically significant |oss of inmage
resolution in the fundus photographs coul d be detected.

In the depth of focus study, 10 subjects, again
in a paired-eye conparison, were eval uated, and def ocus
curves were run on these 10 subjects with three different
pupi | sizes per eye. This was done in order to be able to
determne if an increased depth of focus could be realized
through the multifocal 1Q.. An additional supplenental
depth of focus study was conducted when we were asked to
take a | ook specifically at those patients that were able
to achieve 20/ 20 distance and J1 plus near through distance
corrected lenses, to see if the depth of focus matched the
theoretical depth of focus that could be performed through
this particular |ens.

A quality of |ife study was conducted with a
mul tifocal -specific quality of life instrument that was
devel oped and validated in conjunction with Dr. Jonat han
Javit from Georgetown University. In this study, a
nodi fied version of the cataract-type spec was used as the
instrument -- however, with nultifocal -specific questions.
This particular study was a parallel group conparison

bet ween 100 bilateral nultifocal subjects and 103 bil ateral
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inquality of life could be determ ned.

A driving simulation study was conducted with
33 bilateral multifocal subjects and 33 bilateral nonof ocal
subjects in order to evaluate any inpact of |ow contrast
driving performance and safety that this nultifocal 1Q. nay
have. Again, this was a parallel group conparison study.
VW'[l gointo this particular study in nuch greater detai
alittle bit later on.

DR BRADLEY: Excuse ne. Could you speak up a
little bit?

DR TARANTINO | wll, vyes.

V¢ believe the studies have determned the
safety and effectiveness of the AMD Array Miultifocal Lens
relative to the following indications: for the visua
correction of aphakia in persons 60 years of age or ol der
and who desire nmultifocal vision; for those patients who
desire increased depth of focus and associ ated i ncreased
near vision w thout reading add and reduced spectacl e
dependence and usage, particularly with bilateral
inpl antation for subjects in which the potential visual
effects associated wth nultifocality are acceptabl e.

The results denonstrating the safety and

effectiveness relative to these indications will now be
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Steinert.

DR STEINERT: Thank you, N ck

M/ nane is Roger Steinert. |'man assistant
clinical professor of ophthal nol ogy at Harvard Medi cal
School, and in practice at Qohthal mc Consultants of
Boston. | amthe nmedical nonitor on this study and have
been a paid consultant to Allergan in that capacity. |
have no financial interest in this lens, nor do | have any
financial interest in Allergan itself.

| thank you for the opportunity to speak and
present the clinical efficacy and safety data in sumary
fashion. These, of course, are only the highlights of the
many vol umes of data that you have. The first set of
slides that I'd like to present relate to our intention of
having an intraocul ar lens that preserves the prinmary
benefit of conventional nultifocal |enses -- nanely,
correction of aphakia.

In this slide, you see the cohort patients
represented here, and the best-case patients represented
here, the rate of 20/40 or better being 98 percent for al
cohort patients, conpared to 88 percent in the historica
FDA grid; 99 percent 20/40 or better in the best-case

patients, conpared to 94 percent for best-case in the
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little over 70 percent for each of these groups.

In addition, we |ooked at the ability to see at
the level of J3, shown here, or J1, shown here, again for
the cohort patients or the best-case patients with
additional add, if required, again simulating the
ci rcunstance that occurs with current nonofocal |enses.

You can see how high a rate we have, in the high 90s, of
achieving that; and fully 100 percent of the patients do
achieve J3 or better in the non-macular-limted cases.

Now, beyond that, of course, we want to see
what the specific benefit of this lens is with regard to
its multifocal properties. This first slide here shows the
increase in uncorrected near acuity, or near acuity when
di stance corrected, with multifocal eyes, in each case
achi eving a mean acuity of 20/33, conpared to the md 20/50
| evel for nonofocal eyes; in other words, an approxi nately
two-line inprovenment in near visual acuity -- highly
statistically significant in both cases.

I n anot her way of |ooking at this, to go
forward then, is that the patients really want to see, of
course, well in the distance and well at near
si mul taneously. So now what we're | ooking at are the rates
of being 20/40 or better, and sinultaneously J3 or better
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t o nonof ocal eyes.

Now, this data cones fromthe substudy of
patients who had a unilateral inplant of the nultifocal
| ens, and then nonofocal in the other eye. You see 77
percent for the multifocal, having simltaneously 20/40 in
J3, conpared to 46 percent for nonofocal. Indeed, we were
surprised at that high level. | think nost people feel
that that's higher than actually is the usual clinica
experience for nonofocal lenses. |It's renarkabl e that,
despite this high level, again there is this big
difference, and it achieves a high |l evel of statistical
si gni ficance.

Mor eover, when you now | ook at patients who had
bilateral inplantation of the multifocal |ens, and again
| ook at the sane criteria of 20/40 and better, and J3 or
better uncorrected or distance corrected, or additional add
i f needed, 98 percent of subjects bilaterally inplanted,
w t hout any correction whatsoever, are simultaneously at
| east 20/40 and J3. This incremental inprovenent shows the
added benefit of bilateral inplantation.

Now, a particular analysis was perforned on the
smal | nunber of patients who were 20/40 or better at

di stance, and yet at near were not J3. Ve |ooked at a
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none of those variables in fact could explain this finding.
However, we wanted to present one particul ar one, nore out
of interest than having an answer, which is that we | ooked
at domnance. It is remarkable that there is a greater
proportion of non-dom nant eyes seeing better than 20/40 in
the di stance, and yet worse than J3 at near

This is without any distance correction; this
is wth distance correction. You can see that there are
many nore falling into the non-dom nant eye than the
dom nant eye group

Neverthel ess, it's inportant to note a couple
of things. (e is that nore than half of these peopl e who
are not J3 are just one line worse. Al nost 90 percent of
themare within two lines of J3, neaning at about the 20/60
or better level at near. So it's not that they're falling
way off the map.

Beyond that, though, we don't really know what
to make of this, because dom nance, first of all, is a
bi nocul ar test, not a nonocular test. Finally, you have to
understand that the determ nation of dom nance, although it
was part of the protocol, was done on patients with
bilateral cataracts. It was not at all clear that in fact
we effectively did determne which eye was dom nant, since
t
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at least just for your interest.

Now, clearly we want to be able to denonstrate
an increased depth of focus in a multifocal |ens. |ndeed,
that was achieved. This analysis |ooks at the depth of
focus when the patients are deliberately defocused fromthe
refractively determned point of emmetropia. You see here
the depth of focus where vision is 20/40 or better for
mul tifocal eyes, or for nonofocal eyes. This is where we
cut it off fromplano and only de-focus in the m nus
direction; in other words, to work into the plus side.

This is the full range of testing, which actually went from
+5.0 to -5.0. You see that, no nmatter which way this
analysis is done, there is approxi nately one di opter

greater depth of focus where the patients see 20/ 40 or
better -- again, highly statistically significant.

This is a curve that is not used clinically,
and therefore may look a little unfamliar. But what this
represents is that de-focusing process, starting at +5.0
and working through -5.0, and neasuring visual acuity.

Now, we did the visual acuities with the high-contrast
Regan chart, which is why this says "Regan line." But
functionally, you can think of this in terns of visual

acuity. The green line here represents the nmean of the
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nmonof ocal eye in the other eye, of the subset of patients
who have one lens in each eye and who are specifically
recruited for this specific test as a |l ater substudy.

This clearly shows the inpact of the nmultifoca
optic, as the mnus forces the patient's distance vision
into the area of the nmultifocality instead of the nornal
di stance area, and the | ower curve here representing the
| oner confidence interval. So the area in which there is a
statistically significant inpact of the add power that is
inthe Array lens is indeed from-2.0 to -4.0.

An addi ti onal suppl enental substudy was
performed on a very snmall nunber of patients at one site
who were true best-case patients. The point of this was to
identify patients who would not have a retinal limt to
their acuity, because if there's aretinal limt, then you
wll not see the true performance of the inplant. The idea
was to see what the performance of the inplant would be
where there was no retinal limt or other limt to the
acuity. So these are patients who are at |east 20/20 at
di stance, and at least J1 plus at near. Wen you do this
sanme de-focusing kind of test, you see that in fact their
nmean vi sion at di stance goes above 20/20, and they retain
the 20/ 40 vision out to -4.0.
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area, is not as high as the distance area is a reflection
of the design of the lens, which is distance dom nant, as
Dr. Yaross discussed at the begi nning.

Now, another way of | ooking at increased depth
of focus is also to |ook at the through focus in the
clinical version of that, to see the patients who are 20/40
or better at distance, J3 or better at near, and al so 20/ 60
or better at internediate, which is the generally accepted
useful level for internediate distance. You see that
mul tifocal bilateral inplant patients have that occur --
|'msorry. This is not bilateral, this is unilateral.

Si xty-one percent of the nmultifocal eyes achieve that,
conpared to only 39 percent of the nonofocal eyes. Again,
this was highly statistically significant.

This, in turn, if we' ve achieved what we're
setting out to do, should translate into decreased
spect acl e dependence. In fact, we can denonstrate this
quite dramatically. In this case, we are show ng you data
fromthe bilateral inplanted patients, bilateral multifocal
subj ects, or bilateral nonofocal subjects when they were
asked to rate how much they wear spectacles, whether they

either said, "Always," "Never," or sonething in between.

In fact, you see that 12 percent of the
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patients said they never wear glasses -- highly
statistically significant. On the flip side, 34 percent of
t he nonof ocal patients are always weari ng gl asses, whereas
only eight percent of the nultifocal bilateral inplants
al ways wear gl asses.

Anot her way of | ooking at decreased spectacl e
dependence is to ask the patients -- and there was a survey
done at several of the postoperative intervals that asked
themto report their overall score on a scale of 1 to 5
here of their perception of their overall vision, their
overall global quality of vision, whatever that woul d mean
to them

These, then, are again bilateral multifoca

versus bilateral nonofocal patients fromthe quality of

life study. You see that w thout glasses -- highly
statistically significant -- a higher quality rating for
the nultifocal patients conpared to nonofocal. But even

when they were then asked to rate the quality of their
vision with glasses, the multifocal patients rated their
quality as higher than the nonofocal. In this survey, that
mai nt ai ned statistical significance.

This now | ooks at the patients who were
bilateral mnultifocal inplants and asks if they can function
cor-ortably—wHhout
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t hese nunbers get higher and higher. E ghty-one percent at
near, junping to 93 percent for intermediate, and no
difference at distance. So with the bilateral multifoca
inplant, they feel just as confortable w thout glasses at
intermediate as they do in distance.

So in summary, regarding efficacy, we believe
that this study has shown that the nmultifocal inplant can
achi eve a fundanental correction of aphakia that is
equi valent to the nonofocal inplant. 1In addition, there is
an increased near |level of acuity without the readi ng add
that is typically needed for nonofocal inplants. W've
denonstrated an increased depth of focus. It's as defined
at the level of 20/40 or better vision, conpared to
nmonof ocal ; and we have denonstrated decreased spectacle
dependence and usage and an overal | perception of an
i nproved quality of vision conpared to nonofocal inplants.

|'d like to shift to consideration of the
safety data. In turn, we'll consider conplications,
contrast acuity, driving sinulation testing, optical
synpt ons, and adverse events.

First of all, |ooking at persistent sight-
threateni ng conplications, we see that the study data at

one year is all within the historical FDA grid for these
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lens i s PMA-approved inplant.

Now, shifting to contrast acuity at distance,
we | ooked at contrast acuities, you' ve heard, with the
Regan contrast acuity tests. Wat we're presenting here is
t he best corrected nonocul ar di stance contrast acuity
wi thout any induction of glare, and a medi um si zed pupil
so that the multifocal elenent is at play. Wat you see
here is that, for high contrast and nediumcontrast, there
is no difference between the nmultifocal and nonof ocal
patients at distance.

Wien you get down to 25 percent contrast, a
statistically significant snall difference occurs. Then at
11 percent contrast, that difference becones slightly nore
accent uat ed.

Not all of you may be famliar with these
charts or exactly what this means, so we brought al ong two
of them This is the 25 percent contrast acuity chart. |In
this illumnation, you may have sone troubl e seeing that
' m hol di ng anything other than a white piece of paper.
Just to give you relevance on this, the difference is that
this is the nean acuity level for the nonofocal patients;
this is the nean acuity for the nultifocal patients. That

is the difference at the 25 percent |evel.
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DR BULLIMORE: Wat test distance is that
referred to? Is that for the 10 feet, 20 feet?

DR STEINERT: This is 10 feet.

This is the 11 percent contrast chart -- even
foggier. As you can see, everyone is noving up because al
patients, all normals have reduced acuity as the contrast
goes down, this now being the nean | evel for the nonofocal,
this being the nean level for the multifocal -- again,
approxi mately a one line difference.

VW al so | ooked at contrast acuity at near,
where there has recently in the past few years been the
devel opnment of contrast acuity charts. This is sonewhat
equi valent to the Regan charts designed for near, designed
by Jack Holiday, | believe. 1In near acuity, it's
interesting. Actually, the multifocal slightly out-
perforned the nonofocal at the 25 percent level. The
difference only shows up at the |l owest |evel, which in the
near charts happens to be 12.5 instead of 11 percent
contrast. Then there is a statistically significant
difference at near.

VW then specifically | ooked at patients where
the multifocal eye -- these are patients again fromthis

multi in one eye, nmono in the other subset, where the
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nmonof ocal eye with the contrast chart. You see that, as
just shown, there is an increase in the percentage of
subjects wth a nore than two line disparity as you go to
| ower |evels of contrast, and that al so goes up slightly
with induction of glare with the BAT tests of either |ow or
medi um

Looki ng at the sane type of analysis with the
near chart again, there is an increase as you go to | ower
contrast, and a little bit with higher glare as well, for
the near charts; again, particularly notable only for the
very | ow contrast near chart.

I'd now like to ask Dr. John Bloonfield to
present the driving sinmulation study.

DR BLOOWFI ELD:  Thank you, Roger.

M/ nanme is John Bloonfield. |'mthe principal

research scientist and nanager of the Human Factors G oup,

the lowa Driving Simulator. |'mhere as a consultant for
Allergan. | have no financial interest inthe lens or in
t he conpany.

VW' re going to begin by show ng you sone vi deo,
and I'"'mgoing to talk over that. Qurrently there are two
operating advanced driving simulators in the world. Gne of

these is the Damer Benz Sinmulator, which is located in
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research. The other is the lowa Driving Simulator. There
is athird device, which is the National Advanced Dri ving
Simul ator that is under devel opment. That, like the |owa
Driving Simulator, will be located in the University of
lowa in lowa Gty.

The lowa Driving S nmulator is operated out of
the University Center for Conputer-Aided Design. It is
used to investigate future highways to study collision
avoi dance warni ng systens, and for nedical investigations,
including studies of the effects of A zheiner's di sease and
the effects of antihistam nes.

There are two versions of this real-tine,
interactive, state-of-the-art simulator. One of themis a
nmovi ng base version. It utilizes a hydraulically actuated,
60- degr ees- of -freedom Stuart platform The second, which
is a fixed-base version, was chosen for this substudy,
where we | ook at the Allergan AMD Array Mil tifocal
I ntraocul ar Lens. This second version was chosen for the
study because of its enhanced graphic resol ution
capabilities, which were essential to the investigation and
t he vi sual conponents subst udy.

The obj ective of the substudy was to determ ne
the inpact of the nmultifocal intraocular |enses on driving
+—R-ght
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in low contrast conditions.

VW just froze this for a nonment so | could
explain. The person who is very blurry to the right is
actually an actor. He is not one of the subjects. The
subj ects were not shown because of privacy reasons. The
person to the left is our experinmenter, who was with the
drivers throughout all of the sinulated runs.

Each test subject who participated in the
subst udy sat behind the wheel of a nodified Ford Taurus.
This vehicle responded realistically when the subject used
the steering wheel, the brake, and the accel erator pedal.
The subject got to viewa virtual world that was projected
onto a screen that was nine feet in front of his or her eye
point. Fromthis point, the continuous visual field
projected onto the screen fromthree col or projectors was
60 degrees w de and 20 degrees hi gh.

Wil e driving, each subject heard the sounds of
the vehicle's engine and tires in appropriate pitch and
vol urme, further enhancing the realismof the driving
experi ence.

Although it's difficult to read the signs here
on this screen, the resolution seen by each subject was

substantially better than you see here.
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of the simulation. Pre-test measurenent and post-test
anal ysis of the sign recognition data denonstrated that the
simulator's projected letter resolution didn't limt the
sign recognition distances. The signs were presented so
that the angular signs in color conformed to U S. federa
hi ghway st andar ds.

Now, to simulate driving at night when there
was a glare froman oncom ng source, the subject’'s face was
illTumnated with five |luchs, which approxinmates two
headl i ghts at about 50 feet. This is based on field
nmeasurenents. The | owest contrast environnent invol ved
driving in fog, which you see here. W sinulated the fog
using a customfeature of the sinulator's inmaging system
whi ch effectively increases the optical density as the
obj ect noves further away.

Now, could you freeze this one for a nonent,
pl ease? Wien this comes back again, you re going to see
four different shots. The shot that's to the top right is
the frontal view of the subject that's taken froma canera
that's nmounted inside the vehicle on the dash. Below that,
there's another shot of the subject which is taken fromthe
side view To the lower side on the right there is a shot

of the subject's feet, so you can see the accel erator and
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three that is shown to the subject when they're driving
al ong.

The fog |l evel that we chose for this experinent
was based on a published, observational, on-the-road study
of driving in fog. W chose a level that elicits about a
25 percent reduction in vehicle speed. Each subject
carried out, in sign recognition, hazard avoi dance tasks in
all three environnental conditions.

W eval uated the performance of 33 bilaterally
i npl anted AMD Array subjects, and a control group of 33
bilaterally inplanted nonof ocal subjects.

| should nention that, in addition to these 66
peopl e, there were eight other subjects who were elimnated
fromthe study. Five of themwere elimnated because they
suffered fromsinmul ator sickness. Three of those five were
nmonof ocal subjects, two were nmultifocal, and the other
three who were elimnated were elimnated because they were
unable to conply with the instructions.  those three,
two were nonofocal s and one was nmul tifocal.

Pre-test evaluations confirmed that the tests
and the control subjects were wthout pathol ogy and had no
clinically significant posterior capsul ar opacification.

In addi tion, they had uncorrected or best corrected
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this correction while they were in the sinulator if they
typically used it when they were driving. In addition,
they drove at least 1,500 mles a year.

Each subject drove on a two-lane rural road and
a six-lane expressway. They drove these roads under the
three environnental conditions, at night in clear weather,
at night wth glare, and in fog. Al three conditions were
presented in randomto each subject.

The driving performance neasures that were
collected electronically included traffic sign recognition
di stances, and hazard detection and hazard avoi dance dat a.

G her perfornmance data, such as the ones described here,
speed and steering, were also collected. |In addition, we
used video recordings to anal yze the subjects' responses to
t he roadway hazards.

The sign recognition task was conducted first.
For this, a series of 15 signs appeared at the side of the
road. There were five guidance signs, five regulatory
signs, and five warning signs. As soon as the subject knew
what each of the signs said, he or she woul d press a button
that was on the steering wheel. Wen this button was
pressed, three things would occur. First, the witing on
the sign woul d di sappear. Second, the di stance between the
Si re—t-he—dr-rer—was—ecorded—FHhe—t
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t he experinenter what the sign said.

Two neasures of perfornmance were recorded for
this sign recognition task. They were the percentage of
signs that were currently recogni zed and the sign
recogni tion di stance.

In the data analysis that we did after we'd
collected this informati on, when the sign recognition
di stance data were cal cul ated, they were corrected to take
account of the button-press reaction time of each subject.

The second driving task invol ved hazard
detection and avoi dance. (One hazard situation involved a
car which cane onto the road fromthe shoul der and then
signalled it was turning left. The others were stationary
objects on the road. They included a gray ball, a nedium
contrast blue suitcase, and a bright orange traffic cone.
You just saw the suitcase.

Three neasures of performance were recorded for
t hese hazard situations. They were the percentage of
hazards bei ng recogni zed as present, the initial hazard
recognition distance, and the subject's ability to avoid
t he hazard.

The subj ects' physical reactions recorded on
video were used to establish the initial hazard recognition
eh-stanee- eet+ron€
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t he subjects' success at avoi di ng these hazards.

Now, in summary, this was a technol ogically
sophi sticated, state-of-the-art driving sinulation
experinment. W neasured the distance in which each subject
coul d recognize 15 different road signs. W also collected
hazard detecti on and hazard avoi dance data for four
potential hazard situations. These data were collected
fromeach of 33 test subjects and 33 controls in three
randomy presented environmental conditions.

Now | ' Il nove over and tal k about sone of the
results fromthis study. W had essentially 30 nmeasures of
performance that involved sign recognition, hazard
detection, and hazard avoi dance. There were no
statistically significant differences between the
mul tifocal test subjects and the nonofocal controls for 26
of these 30 neasures. For four of the 30 neasures -- that
is, for 13.3 percent -- statistically significant
di fferences were obtai ned.

The experinment provided sufficient resolution
to detect the theoretically expected differences between
the test and control subjects -- they were based on
contrast acuity results -- as well as those based on age

and driving conditions.
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the results. The first set that we see here, these show
t he percentages of signs that were correctly identified by
the multifocal test subjects and the nonofocal controls for
each of nine conbinations of three sign types and three
environnmental conditions. You'll see fromthis chart that
we have a nunber of NSs on here. E ght of the nine
conparisons, in fact, were where we found no significant

di f f er ences.

You'll see that, therefore, the guide signs in
all three of the environmental conditions -- night, night
and glare, and fog -- and for the regulatory signs for al
three conditions -- also, you'll see there were no

significant differences between the groups for the warning
signs in night with glare and in fog.

Now, there is one significant difference on
there. W have to take a look at that. This is for the
warning signs in clear weather at night. Here there was a
statistically significant difference. This is the first of
those four main neasures where we found a difference. Wat
you'll see here is that the nonofocal subjects did identify
a hi gher percentage of warning signs under these conditions
than the nonofocals. This is true for the younger of the

drivers and the older drivers as well.
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subjects who currently identified the warning signs under
these conditions, there was no corresponding statistically
significant difference in the sign recognition distances
when we conpared the test and the control subjects.

This next slide shows another set of
conparisons. This time it's for sign recognition
di stances. Again, we're conparing the nmultifocal test
subjects wth the nonofocal controls. 1In this case, you'l
see that for night tinme, when it was clear, which is this
up here, there are no significant differences for any of
the three signs. Simlarly, for night when there's glare,
there are no differences between the signs. A so, if we
|l ook at the regulatory signs in fog, there are no
di fferences here.

So again, there are seven places out of the
nine where there are no differences between the two sets of
subjects. W do have differences for the fog for these two
situations, and we're going to take another ook at those
NOw.

So, first of all, we're |looking at the
recognition distance for guide signs in fog. Wat you'l
see is that the recognition distances are |onger for the
nmonof ocal controls. The nonofocals are gray; the test
re—yeH-eow—Fhi-s—i
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VW have the ol der group, and we have essentially the sane
di fference between the groups for both of these.

Now, it should be noted, however, that the
federal guidelines are that the drivers shoul d have
recognition tinmes of about 1.5 to 3 seconds. Here, when
they were driving in fog, the drivers were going at 35
mles an hour, which is about 51 feet per second, which
means that even in the worst cases here for this group and
this group, the drivers had over 3 seconds in which to
respond to the signs. So, essentially, even though there's
a difference in the recognition distance, the subjects
woul d have had plenty of tinme to respond to these signs
anyway.

If we |look at the other difference -- this is
for warning signs in fog. This tine we don't have them
split by ages, we just have the conparison of all drivers.
This time we have 95 feet recognition distance for the
mul tifocal test subjects, and 112 for the nonofocals. In
this case, they woul d have had approximately 1.9 seconds in
which to respond. So this is again within federa
guidelines. This is a statistically significant difference
that has no particul ar operational significance.

Now, in addition to the main 30 neasures of
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post hoc tests that focused on individual signs. The sign
that's illustrated here, which is a | oose gravel sign in
fog, proved to be the worst case. For the ol der subjects,
the sign recognition was 26 percent shorter for the
mul tifocal subjects -- that's this block here -- when we
conpare that with the nonof ocal s.

In terns of the federal guidelines, there's no
problemfor the group of data over here, for the younger
drivers, or for the nonofocals. For the multifocal drivers
here, they woul d have had about 1.3 seconds to respond if
they' d been traveling at the average speed of 35 mles an
hour. This is slightly less time than is recomrended by
the guidelines. However, it is reasonable to assune that
t hese subj ects nmay have been driving sl ower than average
and shoul d have had sufficient tine to respond to this
si gn.

Now we're going to | ook at another post hoc
conparison. This tine it shows you a case where the
mul tifocal test subjects, who are in yellow, had better
scores than the nonofocal subjects. There were sone cases
where this occurred. Here, the recognition distances are
extrenely long, so that there's no probl em about

recogni zing the signs, although we do show this difference.
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tests on individual signs to the |ast set of main neasures
of performance. Now, these are the neasures that were
obtained in response to potentially hazardous situations.
One thing | should nention is these situations were
sel ected deliberately so that sonme of the potential hazards
woul d be difficult to detect. As we go fromthe ball,
through the traffic cone and the suitcase, to the
aut onobi |l e, they get easier to detect.

In spite of this range, what we find is that
there's very little difference between the nmultifocal and
nmonof ocal . W found no statistically significant
differences for the hazard rate -- that is, the percentage
of times at which they detected the hazard -- and no
difference -- and this one's actually nore inportant.
There's no difference in their ability to avoi d hazards.

VW do find that when we | ook at hazard
detection distance for one of the cases -- this one's the
suitcase -- that there is a difference between nono and
mul tifocal, and we're going to take a | ook at that.

Actual Iy, when we do, we'll look at the ball and the cone
at the sanme tinme. Here's the statistically significant
difference for the suitcase. These differences are in the
sanme direction. They are non-significant.
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nmonofocal s in fact are performng better than the
multifocals. As | said, although the detection distance is
different here, the inportant point about this data is that
when it cane to avoi ding these hazards, there were no
di fferences between the two groups, even though it was
possible for the nonofocals to see thema little sooner.

Now, in sumrary, we can say what we had here
was a high-resolution driving sinulation experinent. There
were 26 of 30 cases where there were no statistically
significant differences found between the nultifocal test
subj ects and the nonof ocal controls.

VW did find sone differences between these two
groups. However, it's inportant to point out that, froma
driving safety perspective, these four statistically
significant differences did not translate into operationa
significance. There was nothing to indicate that the
mul tifocal test subjects would drive any | ess safely than
t he nonof ocal controls.

Nonet hel ess, draft |abeling describes the
results and recomrends that nultifocal patients may need to
exerci se caution when driving at night or in poor
visibility conditions. Hstorically, such caution has been

deened adequate to address the potential risks of other
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driving safety.

Dr. Steinert will now continue.

DR STEINERT: Thank you, Dr. Bl oonfield.

The driving sinulation study was an attenpt to
bring into the real world these issues of contrast
sensitivity and glare that we are all interested in, and
yet in the clinical |ane, when we neasure it, we're not
quite sure what it all means.

Anot her way of |ooking at these issues is in
fact to look at the patients' reporting of optical synptons
that mght be related to night driving and hal os, et
cetera. So this slide represents the cohort subjects who
spont aneously reported the observance of night flare and
hal o of any severity. At any point in time, the cunulative
rate is 44 percent; the persistent rate of the cohort
patients of one year is 27 percent.

There is no control on this. There is no
historical control at all that we're aware of that we coul d
really use for conparison on this. So we then went to the
subj ective questionnaire and asked patients to
differentiate between the multifocal and nonof ocal eye, and
we | ooked at the percentage conplaints of noderate to

severe halo, glare, and flare, or night vision, conparing
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You can see in each of those cases, indeed
there is an increase in each of these conplaints, although
it is notable how many of the nonofocal patients also will
say that they' re having noderate to severe difficulty with
t hese problens with conventional, currently accepted
nonof ocal i npl ants.

To try to ground us even nore in reality, we
then | ooked at the multifocal cohort subjects who reported
havi ng severe hal os at one year. That anmounted to 59
patients. Interestingly, of those 59 patients, 33 said
they'd like the inplant again, and 46 said they were happy.
So again, how do you ground this inreality? This is just
one of the attenpts to do that.

Looki ng at adverse events -- again, these are
the maj or adverse events fromthe FDA historical grid. You
see we have none of themin the study, either within the
first year or after one year, up to the date of the PNA
closure in May of 1996, with the exception of secondary
surgical intervention, which runs at about the | evel of the
grid, with 10 secondary interventions in the first year and
then four nore reported up to the point of the PVA closure.

Surgi cal explants are obviously one of the key
neasures that you want to look at in this type of a study.
Si—et—the—ten
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for arate of 1.3 percent. W believe in |ooking at the
case histories, that four of those, or 0.9 percent, were
related to the multifocal lens itself.

Three of the four were for optical synptons,
such as the night flare, halo, starburst, or a perception
of haze, and one was due to a secondary surgical procedure.
Two, at a rate of 0.4 percent, were unrelated to the
multifocal lens optic itself, but rather appeared to be due
to bionmetry errors in the A scan and the patient being
unhappy with the endpoint as far as spherical equivalent.
These explant data will be provided in the suggested draft
| abel i ng.

In particular, we're interested in the issue on
t hese secondary interventions of those performng the
posterior pole to see whether there is any inpact of the
mul tifocal optics. There were, in fact, seven
vitreoretinal procedures reported for patients in the core
study who had a nmultifocal |ens, consisting of one repair
with vitrectony and repair of nacul ar hole, one argon | aser
reti nopexy, one scleral buckling procedure, one periphera
cryopexy, one subject having three |aser vitreolysis
procedures, one patient having conbi ned vitrectony and sone

formof laser vitreolysis, and one patient having a
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Since that tine, and since the subm ssion of
the PMA -- as a matter of fact, just several weeks ago --

Al lergan first was inforned of one additional renoval of an
epiretinal nenbrane in a patient wth a multifocal inplant.
|'d like to discuss these cases next.

There was no difficulty with stereopsis or
visualization of either the posterior poll or the
peripheral retina reported in six of the seven posterior
procedures that | just reviewed. So |asers, peripheral
cryopexies, scleral buckling -- no difficulty reported.

However, there was one case of an epiretina
nmenbrane peeling, the first of the two of these cases,
where the surgeon said that he had difficulty naintaining
stereopsi s and experi enced occasional diplopia. It was the
opinion of that vitreoretinal surgeon that this was due to
the multifocal optic, and he requested that the nmultifoca
| ens be exchanged, which it was, for a nonofocal |ens.

That surgery was done uneventfully. The patient then had
conpl etion of the epiretinal menbrane peeling.

Subsequently, we had this recent case that
actual ly was done in January, although not reported until
June 23rd. | have been in comunication with that surgeon
and he has subsequently witten a report on that. That has
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successfully performthe epiretinal menbrane peeling
without difficulty. He did feel that he perhaps was
working a little harder to maintain a good focus but that
he could in fact do that. He did not experience diplopia,
and he did not have any difficulty in getting dow to the
retina and peeling the nmenbrane attributable to the
i mpl ant .

Nevert hel ess, we pursued this further and
created a rabbit nodel for retinal visualization. Three
vitreoretinal surgeons were asked to performyvitrectomes
and sinul ated epiretinal nmenbrane peelings on rabbits who
had a nultifocal inplant in one eye and a nonofocal in the
other. The surgeons did not know which eye had which
i mpl ant .

In all cases, the surgeons were able to perform
the vitrectomes and the simul ated maneuvers, which
consi sted of things such as putting small fragnents of
suture material directly against the retina and then goi ng
in and picking it up wthout damagi ng the retina, et
cetera. They were able to performthose through the
mul tifocal lens wthout difficulty.

But again, they did feel that perhaps there was

amlddifference invisibility between the multifocal and
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their adequate view of the retinal structures.

| was present at one of these as well, and
| ooked nyself. Although I'mnot a vitreoretinal surgeon, |
could not see the difference, nor did | feel it would have
been an issue for me, foraging around in the posterior pole
as an anterior segnent surgeon.

What does this all nmean? Because that's really
what this is all about. Wat does this nean to the
patients to have a multifocal inplant? 1'd |ike to just
show you three sumary versions of that. Ohe is fromthe
subj ective patient questionnaires, asking, "Are you
satisfied with your surgery?" The percentage of cohort and
bilateral multifocal patients said that they were
noderately to very satisfied with this surgery. 1t goes
from95 percent for the entire cohort to 100 percent of
those having bilateral inplantation.

| f asked, "Wuld you have the nultifocal
i npl ant agai n?" the nunber saying yes was 85 percent for
the cohort and 98 percent for those receiving the bilateral
mul tifocal |ens.

Finally, fromthe quality of |ife substudy done
by Dr. Javit, et al., this is an analysis of patients with
bilateral nultifocal conpared to bilateral nonofocal.
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rate. Nowit's a score of zero to 4, instead of the
earlier zero to 5| showed you, but zero being not
satisfied and 4 being extrenely satisfied. Mean score for
the multifocal patients, overall satisfaction with vision,
was 3.6, conpared to 2.9 for the nonofocal -- highly
statistically significant.

I nterestingly, though, when these patients were
t hen asked, "For those of you who wear gl asses, what is it
now |l i ke with your gl asses?" -- so that the nonof ocal
pati ents had both distance and add, if that was what they
had, and the subgroup of the nmultifocal patients who said
they occasionally use glasses -- these nunbers cone up.
The nonof ocal cones up to the nmultifocal |evel but does not
pass it. In ny opinion, on a clinical basis, that neans
that the patients with the multifocal |ens do not perceive
that the benefit that they get fromthe nultifocal |ens has
cost them in terns of their overall quality of vision.

Now |'d like Dr. Yaross to conclude the
presentati on.

DR YARGSS: Thank you, Dr. Steinert.

In order to provide physicians with a sumary
of the pertinent clinical data, which we've just touched on
in this presentation, we have prepared draft physician
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risks and the potential benefits of this nmultifocal IQ..
This draft |abeling has been provided to the panel in their
revi ewer packages.

In addition, we have also drafted a patient
brochure. This brochure has been created in order to
provi de a basic discussion of cataract surgery, a
conpari son of the risks and the benefits of the nonofoca
versus the multifocal 1A, and al so provi des conputer
representati ons of sone scenes at near and distance to
permt visualization of the tradeoffs of each of these
nodalities for the correction of aphaki a.

In summary, we believe this clinical study has
presented valid scientific data denonstrating the
effecti veness of the AMD Array Miltifocal I CL for the
proposed indications for use. Potential risks have been
identified and are outwei ghed by the potential benefits in
the vast ngjority of the indicated population. 1In
addi tion, |abeling has been drafted to all ow patients and
physi ci ans to nake informed choices as to which type of QL
is in the best interests of an individual patient.

The AMD Array nmay represent the nost thoroughly
studied intraocular lens to date. W believe it provides a

new option for patients who understand the risks and the
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Al ergan believes this PVA has net the
statutory threshold for a reasonabl e assurance of safety
and effectiveness, and consequently for PNA approval .

V¢ woul d be happy to answer any questions that
the panel may have at the appropriate time. Thank you very
much.

DR STULTING W need to have you vacate that
table. We'|Il have you cone back in just a mnute. These
are the new rul es.

DR EYDELMAN | would like to thank the
sponsor for providing me with a copy of their presentation
prior to this neeting, allowing ne to avoid redundancy in
ny presentation. Today | will therefore only highlight
sone points for panel consideration and will not present a
conprehensi ve review of the clinical studies in this PVA

No statistically significant difference was
found between nultifocal and nonof ocal eyes in either
uncorrected or distance-corrected intermedi ate visua
acuity results. It is inportant for the surgeons and
patients to be aware that this multifocal |CL does not
i nprove visual outcones at intermedi ate di stances.

The sponsor proposes that AMO Array Miltifoca
Lens be indicated for those patients who desire near vision
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presentation, indeed, a significantly |arger percentage of
mul tifocal eyes achieved a visual acuity of J3 or better
than did the nonof ocal eyes both with and wi thout distance
correction. However, 11.6 percent of subjects who were
abl e to achieve 20/40 or better with di stance correction
did not achieve J3 or better with distance correction at
the one-year visit.

Even though the sponsor states that 43 of these
subjects were able to achieve J3 or better at sone visit
t hroughout the study, appreciation of the near focal inage
was not a lasting benefit for these subjects. There was no
good expl anation provided for these subjects' inability to
appreci ate the near focal inage.

Chronic drop mosis was an exclusion criterion
in this study. Thus, the mninmum pupillary size needed to
appreci ate any benefit frommultifocal was not studied
directly. Considering the nmultizone design, one can see
that as pupil size decreases, the lens will performnore
i ke a nonofocal. Some subjects with centered | enses and
pupils smaller than 2.5 mllineters nay not have enough
near vision areas of their |ens exposed to be useful.

Thus, subjects' pupillary size under the usual |ighting
conditions nust be an integral part of all preoperative
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Optical visual synptons nost frequently
resulting in noderate and severe difficulty were hal os.
Qumul ati ve incidence of hal os was 44.3 percent; and
persi stent incidence, 26.8.

Even though 49 percent of subjects who reported
severe hal os were very satisfied, and 32 were noderately
satisfied wth their results of this surgery, nmean hal o
scores were significantly | ower for subjects who indicated
that they would elect the multifocal QL again, conpared to
subj ects who woul d not.

Based on the subjective assessnent, the visua
effect appears to be nost noticed by subjects under |ow
illumnation conditions, with driving at night being the
primary activity affected. The nost common reason subjects
i ndicated that they would not receive the multifocal |ICQL
again was problens with hal os at night.

Additional risk associated with this ICL is the
reduction of visual acuity under |ow contrast conditions.
Even though the real -world inpact of differences found
bet ween nonof ocal and nultifocal eyes at the | ow contrast
| evel may be mninmal for sone patients, perfornmance of
visual tasks at |ow contrast |levels mght be inperative to

ot hers.
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perceived difficulty with performng a nacul ar peel in one
mul tifocal subject was reported in this PVA and descri bed
in the sponsor's presentation. Aninal study consisting of
vitreoretinal surgery performed in rat eyes which had been
inplanted with the AMO Array and ot herw se conpar abl e
nonof ocal | enses was perforned to evaluate this potentia
pr obl em

(ne of the two surgeons in a substudy reported
that while the views during surgery were equally good for
mul tifocal and nonofocal 1Q.s, the inage quality and depth
of field did not appear as good through their Array IQL as
t hrough the standard silicone | Q..

On July 1, FDA becane aware of another report
associated with epiretinal nenbrane peeling procedure. The
surgeon reported that during the surgery, the focus on the
retina shifted and the eye had to be repositioned nore
frequently than is usually done.

The effect of decentration of nmultifocal ICL
has nore potential visual conplications than its nonofoca
counterpart. The sponsor reports a total nunber of
decentration in U S. study being 10. Two of these
i nci dences caused adverse events requiring eventual |ens

reposi tioning and 1 QL exchange due to optical visual
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of decentration in US. clinical study provide us with
l[ittle information on effects of decentration of mnultifocal
QL. Follow ng wde distribution of this |ens, however,
one can predict this to becone nore of an inportant issue.

Due to the unique design of AMD Array
Miltifocal 1A, it is inportant for the future users of
this lens to be aware that this study did not provide any
data about effects on eyes with vision-limting pathol ogy.
Inclusion criteria specified that visual potential in
operative eye had to be 20/30 or better. Therefore,
whet her there would be any benefit of nultifocal optic
appreciated in eyes with vision-limting pathology is
unknown.

Patient selection for this study ensured that
the total postoperative corneal astigmatismdid not exceed
1.5 diopters. Unlike its nonofocal counterpart, mnultifocal
| QL could potentially create incapacitating visual
aberrations for the subjects with large astigmatic errors.
This study did not address the efficacy and/or
conplications of multifocal IQL in subjects with
significant astigmatism

It is a coomon clinical practice to aimfor
slight nyopia when inplanting QL in previously nyopic
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this lens needs to be targeted for emetropia at distance.

In the clinical trial, the mgority of both
mul tifocal and nonofocal eyes required +1.75 to +2.5 of add
to achi eve the best possible visual acuity. The fact that
the appropriate add power, when required, is expected to be
the sanme as for nonofocal is not intuitive and should be
communi cat ed.

Ashl ey will now di scuss the depth of focus and
the driving simulation substudies.

M5. BOLWARE: | would like to continue by
di scussing the depth of focus and driving sinulation
subst udi es performed by the sponsor. | would also like to
add that ny presentation is based on the vision science
reviews perforned by M. Don Calogero and Dr. Bruce Drum

The initial depth of focus study invol ved
testing 10 subjects with one nultifocal and one nonofoca
eye at three different pharnacol ogi cal |l y-i nduced pupi
sizes. Data generated fromnultifocal eyes with pupi
Sizes smaller than 2.5 mllineters resulted in small or no
near peaks, as predicted by an analysis of the | ens design.

However, the individual curves were both
broader and | ower than theoretically predicted. FDA staff

hypot hesi zed that the results may reflect fatigue, chart
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At the agency's request, the sponsor tested an
addi tional 15 multifocal eyes at the naturally-occurring
pupil sizes in an attenpt to mnimze these artifacts.
Wil e the individual peaks were still broader then
expected, the multifocal eyes with pupil sizes greater than
or equal to 2.5 mllineters achi eved an average near peak
of 20/34, closer to theoretical prediction.

Looki ng at both studies, 8 percent of the
mul tifocal eyes with pupil sizes between 2.5 and 4
mllineters appeared to receive no near benefit fromthe
lens, confirmng the clinical near acuity testing.
Interestingly, of the 25 multifocal eyes tested, 18
achieved J1 or better in the clinical near acuity testing,
but only three denonstrated near peaks of 20/25 or greater
in the depth of focus testing.

Turning now to the driving sinulation substudy,
it isinportant to note that the study was designed to
detect a 25 percent difference between the multifocal and
nmonof ocal groups under best-case or clear nighttine
conditions. The sponsor has stated that, for a nunber of
conditions, no statistically significant differences were
found. However, this nay be due to the small sanple sizes,

not because |arge differences were not present.
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the nunbers of signs correctly identified and for the
recogni tion distances. However, these anal yses nay be
m sl eadi ng. FDA has perforned an anal ysis which elimnates
the situation where nore signs were correctly identified by
one group, but at shorter distances.

FDA' s anal ysis | ooks at the situation where one
group correctly identified nore signs, and identified them
at greater distances. You can see in this graph that for
all targets, the nonofocal group performed significantly
better than the nultifocal group. Wile the sponsor has
reported mean object detection distances that were within
safety guidelines, nean values nay also be msleading. 1In
six of nine hazard trials, on average, 13 percent nore
mul tifocal subjects failed to detect the hazard before they
were closer than 100 feet. At speeds of 30 mles an hour
or greater, a driver would not usually be able to stop
safely within 100 feet.

The two previous slides primarily addressed
whi ch group di spl ayed superior overall performance, but not
the magni tude of the differences between the groups. The
sponsor has stated that the differences were statistically
significant under four of the test conditions. The next
two slides illustrate the magnitude of the differences in
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For the truck crossing sign, under clear
ni ghttine conditions, the nmultifocal drivers failed to
identify the sign in 51 percent of the trials, a 30 percent
hi gher rate than the nonofocal drivers. You can also see
that this higher failure rate occurred at a cl oser average
recogni tion di stance.

This slide depicts the detection rates for the
bal | hazard, averaged over all conditions, and for drivers
under 75 years of age. The nmultifocal drivers failed to
detect the hazard in 57 percent of the trials, an 18
percent higher rate than the nonofocal drivers. Again, the
hi gher failure rate occurred at a cl oser average detection
distance. It should be noted that these differences
di sappear in drivers older than 75.

Based on the results of the driving substudy,

t he sponsor has included a summary of the findings in the
physi ci an and patient |abeling to make nultifocal drivers
aware of the differences so that they nay attenpt to
conpensate, for exanple, by slow ng dow. Another outcomne
of this substudy has been the addition of |anguage to the
| abel i ng whi ch advi ses patients to exercise caution when
driving at night or in poor visibility conditions.

The follow ng are questions the agency woul d
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First, do you believe the sponsor has
adequat el y defined and denonstrated an increased depth of
focus as stated in the |abeling?

Both depth of focus testing and Jaeger near
acuity testing were perforned on 25 cohort subjects. Wile
18 subj ects achieved J1 or better in the uncorrected near
acuity testing, only three of these subjects had a near
peak on the depth of focus curve which was greater than or
equal to 20/25. Do you think the sponsor's explanation for
this discrepancy is adequate, and should it be included in
| abel i ng?

Do the results of the contrast sensitivity and
glare testing and the reports of optical/visual phenonena
provi de reasonabl e assurance of safety and effectiveness?

Do the safety and effectiveness outcones
support approval for the proposed indications?

Do the indications, warnings, and precautions
in the current draft physician and patient |abeling
adequately reflect the data and experience fromthe driving
si mul ati on subst udy?

Do you feel that the follow ng information
shoul d be communi cated to the physician and patient? |If

so, in what nmanner? First, the sane degree of near benefit
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depth of field through the nultifocal 1QL nay potentially
i mpact vitreoretinal surgery. The clinical study involved
patients with potential visual acuities of 20/30 or better.
No data are avail able on the performance of the multifoca
lens in patients with [ ower potential visual acuities
and/ or ocul ar pat hol ogi es.

An anal ysis of the I ens design predicts that
patients with pupil dianeters less than 2.5 mllinmeters may
have a | esser degree of near benefit. There are no data
avail abl e on the performance of the nultifocal lens in
patients with final postoperative astigmati smexceeding 1.5
di opt ers.

Finally, limted data are avail abl e on subjects
w th poor preoperative best spectacle corrected visual
acuity.

I's there any additional information you believe
shoul d be included in the physician or patient |abeling?

Thank you for your attention.

DR STULTING Can we have the lights up,
pl ease?

W have a choice of taking a break now or
taking a break in the mddle of discussion. How nany of

you fol ks would like to have it now?
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DR STULTING How many would like to have it

| ater?

(Show of hands.)

DR STULTING Cone on, let's have sone
consensus.

Al right. Let's go ahead and have it now.
W' Il have you back here in 15 mnutes, please.

PARTI G PANT: That's too | ong.

PARTI G PANT: Make it shorter.

DR STUWLTING Ten mnutes, please.

(Recess.)

DR STULTING 1'd like to reconvene the
neeting. W'Il nove into the panel review and di scussion
phase.

The first presenter will be Dr. MQII ey.

DR MCQULEY: | think I'mgoing to paraphrase
ny comments a good deal. | do want to conplinent the

conpany on a job very well done. Your accountability
approachi ng 90 percent, the manner in which you presented
your data -- it was sonething that deserves separate
conpl i nent.

|'d also like to conplinent the FDA revi ewers,
Drs. Eydelman, Drum and Cal ogero, who provi ded excel | ent
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I'min pretty nmuch agreenent with the things
t hat have been presented. Mbst of ny comments are going to
relate to issues related to product | abeling.

| would like to nake one comment before | get
into that, and that is that the patient popul ation
presented here, at least as | read it, probably woul d not
represent the typical HCFA patient population in that 68
percent of the patients preoperatively saw 20/ 40 or better
at distance and 84 percent J3 or better at near. So that's
alittle bit different than what we woul d normal |y
encounter in our Medicare age group.

Cne of the issues relates to the pre- and
postoperative astigmatismin that patients were excl uded
who had nore than a diopter and a half, either pre- or
postoperatively. The product labeling, as | read it, wll
put the onus on the physician to ensure that there's not
greater than a diopter and a half of astignmatism That
w Il include any astigmatismthat m ght be induced
postoperatively. So | will comment a little bit further on
sone product | abeling and warnings for physicians as wel |,
and that we don't have data over a diopter and a half. The
onus, as | read it, is put on the physician to ensure that

there is not nore than a diopter and a hal f.
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patients do not appreciate the bifocality of this |ens.
I'"'mnot certainif | read it as 5 percent in one pl ace,
11.6 in the other. |'mnot sure which it is, so | would
like a clarification on exactly what percentage of patients
do not appreciate the bifocality of the |ens.

| think it is inportant to stress to physicians
that they stress to their patients that this | ens does not
lead to a significant increase in internedi ate vi sua
acuity. It is very inportant to stress to patient and
physician that there is no appreciation of the bifocality
of the lens in pupils that are less than 2.5 diopters. It
is very inportant for physicians to neasure the pupillary
di aneter preoperatively to ascertain whether their patients
are apt to get inprovenent or not.

The contrast sensitivity levels that were
denonstrated to be | ower under certain conditions | really
don't think are a major problem at least as | read it as a
clinician. | do think it needs to be stressed to patients
that when driving at night and under low visibility
conditions, they may appreciate a difference, so that they
can nake an informed decision prior to surgery as to
whet her they want to accept those mninmal decreases or

t hose m ni mal defi ci enci es.
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patients cunul atively and 27 percent persistently did have
increased problens in driving at night, and that 29 percent
cunul atively and 8 percent persistently -- I'msorry. That
was the driving at night. The prior nunber was for hal os.
This lead to a 0.7 percent explantation rate. Again, |
think the issues here need to be directed toward inforned
consent, both for patient and surgeon.

There was only one patient that required
explantation relative to vitreoretinal surgery. | am not
quite certain about this, based on the data that was
presented, as to whether this really is a problemor not.
It doesn't sound like it's an overriding or a najor
probl em but, again, sonething that needs to be stressed
prior to surgery.

Decentration may prove to be a bigger problem
It was 2.5 percent in the U 'S population, 11 in the
international study. This was in a study done by high
vol urme, presunably highly skilled surgeons in the United
States. |I'mnot certain that that 2.5 percent decentration
rate will bear out in the normal popul ation of surgeons.
There was at | east one patient that had only a mllineter
decentration that led to synptons sufficient to require

expl antati on.
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this lens is not perfectly centered, not only does one | ose
the benefit of the lens, but one potentially has major
problens with the lens. So | think it needs to be stressed
extensively that this I ens nust be centered either
sul cus/sul cus or bag/bag -- and preferentially bag/bag, of
course -- and that there aren't existing conditions that
t he surgeon mght anticipate that mght |ead
postoperatively to decentration of the |ens.

The emmetropi a i ssue would al so seemto be a
big one. |If emmetropia is not obtained, then the benefit
of the lens, or many of the benefits of the lens are |ost.
Again, this will be stressed or will be in the product
| abel . The physicians are going to have to understand that
if they don't hit emmetropia, the benefit of the lens is
not going to be achieved, and we don't hit emmetropi a 100
percent of the time. So again, this is a warning not only
to patient but to surgeon.

| think the di stance and near visual acuities
have been tal ked about enough. | could go into this nore.
| think the acuities that are attained with this lens are
acceptable. There are sone neasurable differences. 1In one
of the nmeasured differences, it was a 0.33 line difference;
in another it was a 1.5 under dimrer |ighting conditions.
—t-hi-rk—these—are
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go back through them anynore.

| was very surprised. | saw that Roger had 46
per cent of nonofocal eyes saw J3 or better at near. | had
49. So anyway, sonewhere in that 45 to 50 percent of
nonof ocal | enses seeing J3 at near. That was really quite
a surprise. I'mnot quite sure what to say about that.

The ot her remarkabl e thing that has al ready
been stated I'"'mgoing to restate, and that is that 98
percent of patients with nmultifocal |enses saw 20/40 at
di stance and J3 at near. That really is pretty renarkabl e,
that with bilaterality the multifocal |ens has a
substantially inproved visual function over nonofocal in
one eye and multifocal in the other.

| do have one question, and then | do have
something I'll read briefly. The specific questionis, are
there any issues related to doing a YAG capsulotony wth
this lens that the person who's going to be doing the | aser
needs to be aware of ? There was a 25 percent YAGrate,
which is in an acceptable range. But are there any speci al
things that we need to know about relative to doing a YAG
and not damagi ng the | ens?

Then | do have one paragraph |I'mgoing to read.

Miultifocal lenses will create a new and nmuch
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t hough di stance vi sual acuity conpares favorably to
nonof ocal |enses, the higher expectation will exist on the
patient's part above previous |evels of expectations not
only with regard to nultifocality in near vision, but for
di stance vision. W need strong product |abeling and
warni ng for the surgeon because of sone of the
characteristics of and expectations with this |ens.

VW' ve gone froman era of "the doctor knows
best” to one of inforned consent. Now we're approaching
one of informed expectations. The concept of caveat enptor
that could be sonewhat tied to the era of inforned consent
must now i ncl ude caveat venditor. The inplanting physician
must be very aware of the product |abel and clains, as well
as anticipated outcones based on data and potenti al
problens that may arise with this lens that coul d have gone
unnoti ced wi th nonof ocal |enses. The surgeon nust not only
calcul ate for emretropia, but have emmetropi a achi eved
postoperatively in order to have the patient get ful
advant age of this |ens.

The postoperative astigmati smnust not be
greater than 1.5 diopters, including any conponent that
m ght have been surgically induced. The |ens nust be

absol utely centered, not only to get full benefit of the
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Patients nust be inforned that even when
everything is perfect, a percentage will not appreciate the
bi focal characteristics of the lens, and that in such
situations, the decrease in contrast sensitivity and acuity
at lowlevels of light intensity will still exist.

| ssues of caveat venditor for the conpany
shoul d be effectively dealt with in the product |abeling.
| woul d hope that these issues relative to the surgeon wll
be aided by a patient brochure that clearly states al
issues and limtations and which the surgeon will be
required to provide to the patient preoperatively.

DR STUWLTING Thank you

Wat |1'd like to do, if no one objects, is to
let the other primary reviewers present, and then we'll ask

t he sponsor to cone up and do a question and answer

sessi on.
Dr. Bullinore?
DR BULLIMORE:  Thank you, Dr. Chairnan.
To follow ny col |l eague's exanple, |l
par aphrase ny own coments. | just quickly want to comrend

t he sponsor on the level of rigor and accountability that
they've exhibited in this PMA They're to be commended on

t hat .
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presented data suggests that patient satisfaction is good,
and the device appears to achieve what it intended to. 1In
nost patients, supplenmentary spectacle usage is as mght be
pr edi ct ed.

There are sone di screpancies in the visual
acuity data. Basically, that found on the patient cohort,
and that what m ght be expected fromtheoretic predictions.
This al so conmes out in the depth of focus data, which are
per haps nore di sappointing and | ess conpelling. According
tony interpretations of Figures A8 in the submssion, a
clear bifocal effect is observed in three of the 10
patients with small pupils, five of the 10 patients with
medi um pupi s, and six of the 10 patients with | arge
pupils. So clearly, there's a great deal between-subject
variability which, as previous speakers have said, should

be reflected in the | abeling.

As far as safety concerns, |I'll speak mainly
about the driving data. Again, | comrend the sponsor on
the rigor. | acknow edge that the 66 patients were a

sanpl e of conveni ence, and of course the visual acuity is a
l[ittle better than for the cohort as a whol e.

| tend to take a fairly pragmatic approach to
the driving data. Overall, | regard the reduction in
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when consi dering response time or distance. This could be
conpensated by the patients adjusting their speed by the
appropriate anount. It's therefore disappointing froma
scientific point of viewthat we're not presented wth any
speed dat a.

Getting back to that 20 to 25 percent reduction
in performance, it's interesting that that corresponds to
the one line lost that we see for sone of our |ow contrast
nmeasures. (ne could argue that that, if you like,
validates the | ow contrast acuity neasures that the FDA has
been asking sponsors to undertake. | think actually the
sponsor is a little conservative about sonme of their
conclusions. | think the correl ati ons between recognition
di stance and contrast testings are actually good. Again
resorting to a pragmatic approach, | don't think getting
bogged down by conparisons of individual conditions, signs,
and conparisons of those give rise to what is particularly
fruitful.

So in summary, the sponsor has conpleted the
appropriate studies in a satisfactory fashion. M genera
inpression is that the device is safe and effecti ve.

A ven the generally good preoperative acuities

of the cohort, the generalizability of the results to the
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addressed in the |abeling.

Wt hout wanting to question the judgnment of the
surgeons and investigators, it should be noted that the
preoperative visual acuities in many cases were actually
better than 20/20. Indeed, |ooking at Table A5-3, at |east
four subjects have visual acuities, preoperative visua
acuities, in the 20/10 to 20/15 range. | think there
shoul d be sone clarification whether this device is
intended as a treatnent for cataract or presbyopia. This
shoul d be addressed in the |abeling, | think.

In summary, | woul d support approval, but there
must be conditions, at least 1 through 9 as listed by Dr.
Eydel man. There shoul d be sone comrent as proposed by the
sponsor about night driving.

Two other remarks I'd like to go on the record
with before | hand over the m crophone to ny col | eague.
First, standardized quality of life instruments should be
used in future studies where appropriate. Instrunments such
as the NEl-VFQ and the VF14 have been shown to exhi bit good
repeatability and validity. They are appropriate to a
range of di seases, interventions, devices, and procedures.
| suggest that the FDA consider adopting a standardi zed

quality of life instrunent in future trials, so that in 10
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have data anong quality of life.

Second, for the specification of near visual
acuity, deviation fromthe Jaeger notation and greater
attention to testing distances is encouraged. | was
confused, as probably some ot her people in the audi ence,
when Dr. Steinert -- | apologize for picking on you, sir --
j unped back fromJ3 to 20/50, and so on and so forth.

An observation is, the Jaeger scal e doesn't
consi st of equal step sizes. Likew se, the use of 20/20 at
near or 20/40 at near assunes a constant test distance. So
therefore, sonething |ike the use of an Mnotation --
which, for those not famliar, is equivalent to the
denomnator in the traditional Snellen fraction neasured in
meters -- would nmake the procedure consistent with the
di stance visual acuity testing procedures that we now
followw th some rigor. Adopting a notation wth which the
investigators are less famliar mght even inprove the
validity of the data, and avoid sone of the paradoxes that
we see between the clinical data and theoretica
predictions and t he substudi es.

DR STULTING D. Rubin? I|I'msorry. Dr.
Bradl ey is next.

DR BRADLEY: [I'Il be happy to wait for Dr.
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| guess |'d be repeating what the previous two
panel nenbers have said, but | was extrenely inpressed wth
the quality and the quantity of the data presented in this
proposal. Trying to get a handle on the safety and
efficacy of nultifocal visionis not a sinple task. |
think the conplexity of the task was reflected in the
conplexity of the study that was actually carried out, in
this case by the sponsor. | think their quantity and
quality of data are inpressive, and certainly appropriate,
given the nature of the problemthat they' re dealing wth.

| have four areas in which I'd |ike to comrent
on. Maybe the sinplest one first would be the patient base
for whomthis lens is designed. Again, there was a
comrent, | think on one of the slides earlier on, that the
patients were those who "desire nmultifocal vision." It's
hard for me to imagi ne pati ents who have never experienced
mul tifocal vision claimng that they desire it. | think

that's an inportant thing to think about. Does a patient

cone in saying, "Yes, I'dreally like to have multifoca
vision"? | nean, is that a patient who desires multifoca
vision? By that definition, | suspect there are no

patients out there for which this lens is appropriate. So

who are the patients you re going to use was the question

had
TTUAU .
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That was the patient base. Second, | think
safety is the next issue. | think largely of safety as how
much wil |l distance vision be degraded in order to provide
the increased depth of focus or near vision? | think nost
of the data ook quite inpressive, and it | ooks as we m ght
expect, that there is a small reduction in the quality of

di stance vision. That snmall reduction nanifests itself in

alot of things -- visual acuity, contrast sensitivity,
slightly worse performance on the driving test -- but
overall 1 thought these differences were relatively mnor.

That's the main comment on safety.

Efficacy. Efficacy | think in terns of how
much near vision does the lens provide? Does it really
provide the patient with what we're essentially claimng it
does? That is, this allows you to see at near. That wll
be ideal, | think

There are a nunber of things that came up with
regard to that. First of all, in trying to decide whether
or not adequate near vision is provided by the lens, the
rule of thunb that was presented here, the J3 at near, it's
nice to have such a sinple rule of thunb, but the fact that
whether it was 46 or 49 percent of patients w th nonofoca
| enses passed that criteria indicates that a stricter

oritard
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because if half the patient base can see perfectly well at
near, by this criterion then obviously bifocal spectacles
woul d not be very successful, but they are. So it's pretty
clear that that rule of thunb criterion was not an
appropriate choi ce.

Sone oddities in the data regardi ng efficacy.
| was very puzzled when | read the proposal, and al so when
| saw the presentation today, when describing the data
obtained wth the BAT tester, the statenment was nade t hat
at near VA the nonofocal VAs were basically equivalent to
the multifocal VAs. That would indicate that no additi onal
near benefit was provided by the nmultifocal |lens. That was
a bit puzzling. It would be nice to have sone answer to
t hat .

Finally, on efficacy, if we look closely at the
data on the through focus data, there are a coupl e of
things that puzzled nme there. The first one, which | think
is the sinplest one to address, there was a slide presented
today with a very nice plot. A visual acuity is a function
of lens power, which is a classic through focus visual
acuity plot. W saw a peak acuity at distance, and a
secondary sort of plateau at near, which is exactly what

the lens is designed to do, and what you mght expect it to

do
AU
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The thing that was different is that on that
slide that was presented, that plateau at near gave acuity
of better than 5 or better than 20/40. Five is the Regan
chart line. | think that's equivalent to 20/40. So it was
provi di ng better than 20/ 40.

Now, the figure that | had originally, which is
Figure V1-16 -- and that's on page V1-273 of the origina
proposal -- has a simlar shaped curve, but the plateau
occurs at the Regan line score of 4, which | believe is
worse than 20/40. | just wondered what the di screpancy was
there. It would be nice to have a comrent on that.

The second comrent with regard to the through
focus data really is a repeat of what the two previous
panel nenbers have asked you about. That is, when you | ook
at the individual through focus functions, there are a
consi derabl e nunber of patients whose through focus data
with the multifocal |ooks alnost identical to the through
focus data with the nonofocal. The other panel mnenbers
have asked that patients undergoing this surgery and havi ng
this lens inplanted should be alerted to the fact that
there is a chance that the Iens will not behave as a
multifocal in their eye.

|, as a scientist, would be curious to know
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lens is not behaving as a multifocal in these eyes, because
it's not arare occurrence. It seened to be a relatively
frequent occurrence.

So those are the questions regarding efficacy.
Final topic, the brochure and instructions given to the
patient. This | think is a very difficult task for
Al lergan, in the sense that we're tal king about inforned
consent. The question is how do we informthe potentia
patient of what they are about to receive in this case? |If
t hey' ve never experienced nultifocal vision, telling them
that their acuity mght drop one line, or |ow contrast
targets mght be slightly nore difficult to see, or they
m ght be able to read | abels on a nedicine bottle at near,
these are the sort of general descriptions that we provide
for other sorts of optical products.

But I think with bifocal vision, Alergan
clearly appreciates that those sorts of informed pieces of
information, | guess, for the patients, wll be inadequate.
| have to conplinent Allergan in comng up with quite a
creative solution to this problemof howto informthe
patient of what they' re about to see through this |ens.

They' ve cone up with a solution which is their

conputer nodeling, what they call visualizations. There
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exanpl es of what vision will be like with a nmultifocal
versus what it would be like with a nonofocal. | think
this is a very creative and excell ent idea.

| just wanted to nake a coupl e of comrents
about the details of that actual visualization analysis or
procedure you have. The idea of visualizationis, in ny
opinion with multifocal vision, perhaps the only way that
you can really provide inforned consent for this product,
in the sense that how else is the patient going to know
what they're getting into if they've never experienced
multifocal vision? So | think this is a very, very good
i dea.

However, | think it should be obvious that if
you're going to do a conputer sinulation of what it wll
| ook |ike through multifocal optics, the value or the only
way that that sinulation can really provide informed
consent for the patient is if the visualization or the
simulation is accurate. There are a couple of things that
make me believe that the sinulation, as perforned, as
presented to us, has a couple of errors init. The errors
are fairly easily rectified, | believe. So | believe that
the nethod will work, but the current approach that is
taken by Allergan is not quite correct.
Ll |
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cal cul ating optical transfer function and using these
calculations to conpute these nultifocal inages is the
right way todoit. | think there will be no doubt about
t hat .

A couple of errors. The two errors that | see
in your current nethod, one may not be that inportant.
That is that you' ve seem ngly only used the nodul ation
transfer function as opposed to the conplete opti cal
transfer function. |In technical terns, there nay be a
phase shift or a position shift that can happen due to the
mul tifocal optics that mght be inportant. It seens
reasonabl e to expect that in the simulation.

| think nmuch nore inportant, though, you have
effectively -- and | was a bit puzzled by this. [I'mstil
a bit confused exactly what you did, but sonehow you ended
up with your nultifocal distance MIFs being superior to the
nmonof ocal di stance MIFs. | think everybody woul d
appreciate that is inpossible. |1'mgetting a questioning
| ook fromover there. Let ne just give you the table
reference for that.

DR BULLIMORE: Cone back to that.

DR BRADLEY: Yes, I'll conme back to the table.

Look here. Miltifocal distance MIFs exceed that of

—erot-ocal—di-stance—MHs—I+—s—TFable 32 6rpage B 9—
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That's clearly inpossible, and it's due to an error in the
way you cal cul ate these.

That error is perpetrated or continued through
to your final analysis of these inmages. Wat you end up
doing, effectively, is creating an equal high spati al
frequency content in the multifocal and the nonof ocal
images, which is a direct result of the earlier error. You
end up with presenting nultifocal inages as being better
than they really are. | think that's inportant to rectify
that, but it's easy to rectify, so that's not a problem I
t hi nk.

The other thing | personally would like to
see -- and fromny own experience with this problem-- is
that the nultifocal optics seemto interact with the
optical aberrations of the eye. | think it would be worth
considering including these in your multifocal simnulation.
Again, the reason being you're trying to create the nost
accurate representation for the patient as possible, in the
sense that you want your patients to be truly providing
i nfornmed consent.

| think w thout these sinmulations, it's going
to be hard for themto do that, so | would encourage you to
work hard to ensure the accuracy of your conputer
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| had one point about the driving sinmulation.
| guess this is a question for Dr. Bloonfield. Is it
possible to get one of those for ny son?

(Laughter.)

DR BRADLEY: He would really enjoy having one
of those at hone.

DR STULTING Dr. Rubin?

DR RBIN Inthe interest of time, I wll try
to extract only the different cooments that | have conpared
to those that have cone before. So | will not spend the
lengthy tinme I had pl anned congratul ating Al ergan on the
very difficult job they did, but nove right into the
howevers.

(Laughter.)

DR RBIN | would like to begin with a
consi deration of sone weaknesses of the study design that |
think are of consequence and not nerely cosnetic. First of
all, the cohort was 99 percent Caucasian, and in one of the
nost critical substudies, the multifocal eye/fellow eye
substudy was 81 percent fenmale. | think that it is quite
unfortunate that the study was not better bal anced with
respect to gender and race. The sponsor contends that it

is unlikely that there are significant differences
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been shown that African-Amreri cans and Caucasi ans differ
with respect to glare sensitivity. This nmay be an issue.
In fact, it may work even in the sponsor's favor.

Anot her issue about the conposition of the
cohort, as has been pointed out, the cohort had remarkably
good preoperative vision. For exanple, depending on where
you | ooked, 85 percent denonstrating J3 or better near
acuity. On the one hand, this points out the question as
to whether the cohort was representative, but on the other
hand, it points out the utter inappropriateness of the
current standards used for denonstrating effectiveness,
since by the standard of J3 or better near vision, the best
treat ment woul d have been not to renove the cataracts
rather than to have renoved themand gotten a | ower
percentage in sone cases of J3 or better near acuity.

Anot her issue or question that | have that |
think may relate to one of our previous reviewer's
guestions about the BAT testing being the same for the
nmonof ocal and the multifocal eye, as | understand it, al
contrast acuity testing was done with spectacle correction
if needed, and therefore, we are unable to determne if
there may have been an interacti on between the contrast

sensitivity | osses, which we expect, and the defocus that
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Finally, the study design was such that there
are no conparisons of the occurrence of visual synptons, as
far as | could tell, using bilateral nonofocal patients
conpared to bilateral nmultifocal patients. Instead, we
nmust conpare the nonofocal eye with the nmultifocal eye
within the cohort. It may be very difficult for patients
to assess synptons by considering one eye at a tinme when
the real conditions of inportance in daily life are with
bot h eyes.

Movi ng on to questions of effectiveness, while
it istrue that the ngjority of the participants, the
overwhel mng nmajority, have excellent distance vision and
accept abl e near vision, and that many nmultifocal patients
can function at near w thout gl asses, while few nonofoca
patients can, and while it is also true that the average
satisfaction and quality of life are greater in nultifoca
patients than nonofocal patients, many of the inportant
i ssues are obscured by | ooking solely at average data
conpari ng averages between groups.

W're not interested in what the average
performance is of the group, and whether there's a
statistically significant difference between average

performance. Rather, we are nost interested in whether or
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anot her group that have an unfortunate or unacceptabl e
outcone. Looking at the proportions of people, the nunbers
of peopl e who, for exanple, do not achieve the desired
goals would be nore illumnating than nmerely | ooking at
nean differences. That also applies to the driving study,
as well as the other conponents of the study.

So concentrating then instead on average data,
rat her on percentages of people who nay fail to achieve
desired goals, we see that, for exanple, 14 percent of the
mul tifocal eyes failed to achieve J3 without add. oing
along with this, depending on where exactly you | ook, 63
percent bilateral multifocal patients use spectacles for
near activities at |east sone of the tine, 40 percent use
spectacles for reading, 19 percent report being unable to
function confortably at near w thout spectacles, and 23
percent in the quality of life substudy reported wearing
gl asses all or nost of the tinme for near tasks. So sone
one-quarter of the patients in the study report wearing
gl asses all or nost of the tinme for near tasks.

In the issue of safety, contrast acuity and
glare, while we heard that there were very snall and
possibly clinically insignificant differences between the
nmean contrast sensitivities of the nonofocal and nultifocal
H—-s—Apert
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mul tifocal patients lose a clinically significant anmount of
contrast sensitivity, or actually contrast acuity, even
with glasses, and that is lose two or nore lines. This
occurs even at levels of 25 percent contrast under sone
gl are conditions, which are not unreasonably | ow contrast
levels for relating to daily activities.

Regardi ng the driving substudy, | had not
pl anned to nmention very much until sone of the data that
were presented earlier this afternoon which raised the
significant question of -- well, sonetimes they're called
speed/ accuracy tradeoffs. But in this case, they're
di st ance/ accuracy tradeoffs.

Because the data were anal yzed separately for
the detection recognition percentages and for the
recognition distances, there is a serious possibility,
which | think was illustrated in some of the data presented
by the FDA nenbers, that both a reduction in detection
accuracy and a reduction in detection di stance may have
been conpoundi ng an effect which, |ooked at separately, for
ei ther alone, does not seemto be of particular
significance. | think that there needs to be a
mul tivariate analysis that takes both distance and
detection into account simultaneously.
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think it is again inportant to point out that there were
significant differences between the multifocal and
nmonof ocal eyes. There are many ways to cut it. The place
that |'ve chosen to cut it is at those who have reported
severe vision problens, unlike the sponsor who has | unped
toget her severe and noderate. I|f we look only at those who
reported severe difficulty, we find that, for exanple, 11
percent of nultifocal eyes reported severe difficulty with
glare versus 1 percent of nonofocal eyes. Fifteen percent
of multifocal eyes reported severe difficulty with hal os,
versus 6 percent of nonofocal eyes. E ght percent of
mul tifocal eyes reported severe difficulty with blurred
near vision, which is not much different than 6 percent of
nmonof ocal eyes.

dven all of these considerations, | think that
there are sonme changes that need to be nade in |abeling to
make it clear that, while the device is generally effective
and safe for nost patients, there are a significant nunber
of patients for whomthe benefits will not be recognized,
and for whom sone safety issues may be raised. | think it
was already nentioned, and | would reiterate, that there
needs to be careful avoidance of any suggestion of benefit

at intermedi ate working di stance. Such suggestions do
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current labeling. | think that needs to be elim nated.

Unl ess and until the visualization exanpl es can
be determned to be valid, which they have not and there
may be errors with them and unless they can be extended
not only to the best case, which | believe is what we have
now, but to a cross-sanple of representative cases, | don't
think that these visualization exanpl es shoul d be incl uded.
That is, unless they can be vali dat ed.

| think that there needs to be a clear
indication of the probability that the multifocal benefit
will not be realized. That is, the proportion of people
for whomit will not be realized, and the visual cost of
mul tifocal optics, in terns of excess severe synptons of
hal o, glare, and the |ike.

DR STUWTING Thank you

It is 3:50. W need to structure our
di scussion fromthis point onward so we can get finished
wi th our business and | eave at a reasonable tine. |
suggest that we ask the sponsors to return to the table,
and we ask them questions, but we restrict those questions
to issues that woul d i npact on our decision to reconmrend
approval or di sapproval.

Havi ng heard the four primary reviews, it
H—the
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approval, but with various conditions. |If we're going to
approve this, | think we need to reserve enough tine today
to nake sure that those conditions are appropriately
discussed. | don't want that to be left at the end without
good di scussi on.

So if there are no objections to that kind of
process, I'd like to nove on with it, and open the fl oor
for questions of the sponsor that are of material interest

in the approval or no approval decision. So the floor is

open.
Mari an?
DR MACSAI: Marian Macsai. | have a question
for the sponsor. |It's not clear to nme, sone things in this
study. |If 83 percent of the patients could see J3

preoperatively, and 19 percent of the patients were unable
to function at near w thout spectacles, are those 19
percent including the 17 percent who couldn't see J3
before? O did people who could see J3 before they had
surgery, w thout anything, wthout any surgery, end up not
able to see J3 after placenent of this multifocal 1QL? Do
you under stand the question?

DR STEINERT: | need a little clarification.

The peopl e who couldn't see J3 post-op that's not --

— PR—MAGSAH—\WH-heut—glasses—wi-theut—glasses——

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




N

o o A~ W

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

24

229

DR STEINERT: Wthout gl asses, yes. Now, |
don't think we have the data on seeing J3 uncorrected,
except for nyopes pre-op. There were no uncorrected pre-op
visual acuity --

DR MACSAI: No, with correction pre-op. |
guess what | want to know is, 83 percent of these people
coul d see J3 before they had surgery.

DR STEINERT: Wth correction.

DR MACSAI: Wth correction. Then they have
surgery, so that they can see J3 without correction. Now,
19 percent are unable to function w thout correction. $So
who are those 19 percent? Wre they better off with their
add before surgery or not? Does anyone el se under st and
this question? Do you get it?

DR STULTING Do you want us to vote?

(Laughter.)

DR MACSAI: Do you get it? Wat | want to
know is, were the patients better off, because the way I
read this study they weren't.

DR STEINERT: If | could address the bigger
i ssue, because it concerned all of us about these good
preoperative visions, which | really think is the

under | ying question here. W did not anticipate, let me
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contrast acuities as good as they were. The entry criteria
for patients in this study was di stance vision worse than
20/ 40 best corrected, or worse than 20/40 with glare, or
pati ents who conpl ai ned about their quality of visionin a
way that was attributable to cataract. As you know, that's
very nultifactorial. That obviously opened up this group
of patients.

Near vision was not an entry criteria pre-op.
Near vision was not measured uncorrected preoperatively.
There is no patient, other than sonebody who picked up a
post-op pat hol ogy, but correct ne if |I'mmssing sonething
here, but | believe no patient, other than the nacul ar
pat hol ogy patients, saw better preoperatively with gl asses
t han postoperatively with glasses. They didn't |ose
anything through this, the near vision.

DR MACSAI: They didn't lose anything in the
nmeasurenents of near vision, but they may have in contrast
sensitivity and driving function, fromwhat |I'm gathering
fromthis study.

DR YARGSS: If | may, this is Marcia Yaross.
What may help with your question -- | believe you were
tal ki ng about the percentage of patients preoperatively

that saw worse than J3 with correction

DR MNACSAL - Yac
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DR YARGSS. In terns of the population -- and
this is in Table 2 of the physician | abeling, on page M>
5 -- with additional add, after surgery in the final data,
that's actually 99 percent that saw J3 or better. So if we
conpare with correction pre-op to with correction post-op
with additional add, in the best-case population it was
99.5 percent that saw J3 or better

DR MACSAI: So it inproved from83 percent to
99 percent?

DR YARCSS:  Yes.

DR BRADLEY: Wen you qualified that with
addi ti onal add.

DR YARCSS: That's correct, which is the
appl es and appl es conparison, | believe.

DR BRADLEY: So with the multifocal, you' ve
given themthe additional add, if needed.

DR YARCSS: |f needed. Wthout that, it was
87.9 percent.

DR BRADLEY: O course, if you give themthe
addi tional add, you are essentially testing their distance
vi si on.

DR YARCSS. R ght, but what I"'msaying is, we

don't have the nunber right now uncorrected preoperatively
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DR MACSAI: The second question | have for you
is that, though this is called a nmultifocal Array lens, it
appears to be a bifocal |ens, because the internedi ate
di stances, the nonofocal and nultifocal did the same. So
really it's like a bifocal, not a nmultifocal, unless I
m sunder st ood.

DR STEINERT: This is Roger Steinert again.
W are not claimng that there is an additional increnental
benefit at internedi ate di stance conpared to a nonof oca
lens. The difficulty intermnology is that, for exanple
in spectacles, the word "bifocal"” inplies a binodal with a
gap in the mddle.

There's no gap here. It's not down, up, down.
There's no increnmental blur at armis length and out there
conpared to nonofocal or conpared to anything. It comes
down flat. There's the mnimal, and you saw it on the
t hrough focus curve, the mni mumslightest hunp there, but
there is good retention of functional vision out at arms
length at internediate distances. So that is the reason
for choosing the termnology of multifocal instead of
bi f ocal

DR BULLIMORE I'mgoing to take exception to

that. Wen we first showed maybe the second slide of your

racant at 1 AN
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lens. It's an optical neasure. There's not a question of
functionality or patient perception. It's a staircase
function. | nean, it's a step function. It goes from+3.5
to 0, +3.5to 0. It's a bifocal

DR STEINERT: Doctor, actually I'mnot the
optical expert on this. You are correct that there is nore
of the near at the +3.5 intraocul ar power than there is at
any other place. Absolutely, that's domnant of the near
portion, but the step function is that it wasn't a vertical
slope. It was a slant to that. As you go in the
transition of these ripples, there is sone internedi ate
range there.

DR TARANTINO This is N ck Tarantino
speaking. In addition, in the central 2 mllineter portion
of the lens, there is sone internediate as well as distance
in that portion as well, if you recall.

DR BULLIMIRE: Wuld you care for the record
to actually sort of put a figure on that, because certainly
| ooki ng at your power profiles, | would guess that it's a
very small fraction of the lens is designed to be
significantly different fromeither 0 or +350.

DR YARCSS: There are tables in the first part
of Section 6, which | believe is in -- yes, that's not the
et —FoF—Hrt-erred
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centered can vary, again depending on pupillary aperture,
fromroughly 8 percent -- well, for a centered lens, at 2
mllimeter aperture, we're show ng about 16 percent of the
light to internediate; with a 3 mllineter aperture, about
11 percent of the light to internediate; with a 5
mllineter aperture, 11 percent of the light to
i nt er nedi at e.

DR BULLIMIRE: So to repeat ny previous
statenent, it's not athird. It doesn't even approach the
third. So you have close to 90 percent of the |ight being
di stributed between the two primary foci.

DR YARCSS: W did try to make sure that the
bulk of the light went -- that the | argest percentage
al ways went to distance, then near. Then internediate is
30.

DR STUWLTING This was a topic for discussion
sone years ago. Wuld one of FDA's staff care to comrent
on what the resolution was as far as nonencl at ure?

M5. LOCHNER If | recall, | think at the tine
years ago when this was di scussed, there were nmany sponsors
sponsoring bifocal or multifocal |DEs, some conpani es were
calling thembifocals, and some conpani es were calling them

mul tifocals. The consensus of the panel at the tinme was

2
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ei ther.

Now, if you can separate that issue of what
they're called with what any potential clains in the
| abel i ng t hensel ves woul d show -- and | think, as AMD has
said, they're not claimng any intermediate vision -- the
question gets back to the increased depth of focus, but at
the time, we had a discussion about the termnol ogy of
mul tifocal versus nonofocal, with the understandi ng that
none of the | enses were designed to have enough energy at
the internedi ate focal plane.

DR TARANTINO | can also address the criteria
that was used for the endpoint of internediate vision. W
had, after looking in the literature, determned that the
typical resolution required is sonewhere in the vicinity of
about 20 to 22 mnutes of arc is the typical internediate
target. That's taken froman ANSI docunent, as well as an
article by Sheddy, which indicated fromvisual display
term nal s.

That would relate to somewhere in the vicinity
of about a 20/80 type of inmage. Wiat we decided is that we
t hought that we would go | ower to 20/60. About 20/60 is
the internediate vision requirenent that we determ ned
woul d allow for internediate vision. Based on that, we

an that' c Ann ~f
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t he bases that we have for our multifocality.
DR BRADLEY: Just a comment, that if the goal,

by using the nane "multifocal,"” is to avoid using the term

"bifocal," that seens reasonable to nme. | guess the
panel's concern, though, is that the patient will be msled
into thinking that there is sonme special property of this
lens that will bring into focus internedi ate distant
objects. (Cbviously, the |l ens doesn't have that power, so
that's the probl em

DR MACSAI: Raght. It nakes it like a
variable addition in bifocal. M concernis that it gives
one the inpression that the lens is equal to a variable
addition in bifocal.

DR STULTING Wody?

DR VAN METER | agree that it could be
confusing to call this a multifocal lens. W' ve nade a
nunber of m stakes with bifocal contact lens fitting in the
past. Hstorically, we've used nultifocal and bifocal,
bifocal to nean two, and nultifocal to refer to an aspheric
lens that actually does provide a nore conti nuous
transition between di stance and internedi ate.

M. Chairman, if | may add a coupl e of other
comments that concern ne, | see three potential problens
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efficacy issues. (ne is, in contact lens fitting over the
| ast 10 years, success rates under the best of
ci rcunst ances, using experienced fitters with contact |ens
wearers who have worn contact |lenses for a long tinme and
becone presbyopi c, have ranged between 60 and about 80
percent in best published series. The 80 percent success
rate usual ly cones froma segnented | ens that can clearly
transl ate between di stance and near. The sinultaneous
bi focal |enses tend to achieve a | ower success rate, and
actually are anong the poorer patient satisfaction
per cent ages, usually about 60 percent in the best series.

What this nmeans is there are about 40 percent
of patients who have been dissatisfied with their
si mul t aneous bi focal contact |enses and chosen not to wear
them Usually the reason they quit is because of decreased
near vision. |It's often because they think the |ack of
near vision is conplicated sonme by the problens with
di stance, like driving and glare sensitivity, that we've
seen.

So | think the fact that potentially it's
easier to take out a bifocal lens than it is a lens
inplant, and this is a serious problemin ny thinking, that

we're going to subject patients to sonething that they
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A second point is the driving sinulation
studi es. You woul d expect sonme of the nost sensitive tests
to nore clearly show a difference between these two | enses
than tests that mght not be sensitive. For exanple, there
was a statistically significant difference denonstrated on
a clear night in recognition time of objects on the road,
and on sign recognition. The sign recognition was
statistically significant in cases of fog, and fog is where
you | ose contrast. The third one is detection distance of
objects on the road. | believe that all three of these
woul d suggest that there's a potential driving problemfor
elderly patients that have these | enses inpl anted.

The third issue that | have is there are sone
things out of the surgeon's control, conplications that are
goi ng to happen even though you try to avoid them such as
| ens decentration, erroneous power cal cul ations,
postoperative astigmati smthat mght exceed 1.5 diopters,
and a small pupil size, that have to be included into the
overall evaluation of this lens. This is discounting the
fact that retinal procedures will be nore difficult,

di abetic lasering will be nore difficult, and there's a
potential |oss of near vision that nany patients are going

t o experience.
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informed consent, but | think it's difficult for us to say
that this lens does it all, when you can get many of the
sane effects by undercorrecting a nonofocal intraocul ar
lens inplant by a half or three-quarters of a diopter, and
patients will still have acceptable vision at distance and
at near.

DR STULTING Qher comments or questions?

Dr. Ferris?

DR FERRIS. | have a comment about this issue
of multifocal versus bifocal, because | think | agree with
Mark. As | |ooked at what was presented, it |ooks Iike
you're attenpting to get essentially bifocal, and you' ve
done a good job of providing sone internedi ate vision.

But Arthur said earlier that patients don't

come to himand say they want multifocal vision. Sightly

revised, | think all the patients | see over age 45 or 50
say, "I want nmultifocal vision." Wat they nean by
multifocal visionis, "I want ny vision to be the way it
used to be."

The problem | have, | guess comng froman area
where there are a lot of inplied clains -- ocuvites, eye
caps, Nutrivision, Eye Quard, and so on -- the multifoca
sounds like an inplied claim | think it's very inportant
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devel opi ng new ways to provide both di stance and near
vision. W're never going to do it if we don't approve
products. | just amworried, as Dr. MQulley said, that we
don't oversell it. In our zeal to sell the product, that
we don't oversell it. So that's the caveat.

DR MCQULEY: Actually, to cone up with ny
little Latin phrase, | had to call three different
attorneys before | got an answer. Everyone knows caveat
enpt or.

PARTI G PANT: That's expensi ve.

(Laughter.)

DR MCQULEY: They were friends. Maybe that's
why it took so | ong.

Caveat enptor is buyer beware, but caveat
venditor is seller beware. | amvery nmuch in favor of
approval of this lens, but I think that things have to be
nmade very clear, by the conpany, to the physician. |I'm
concerned about the physician in this situation not fully
understanding what is inplied with this lens. The things
that Wody stated are the sanme things | stated, pupillary
size, astigmatism centration, emretropia being hit, and so
on. The physician nust be very inforned hinsel f about what
he or she then is going to then be informng the patient
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has to be dealt with very explicitly, and not left to
chance.

DR YARGSS: If | may comment, M. Chairnman, we
certainly agree that the physicians and patients need to be
well infornmed. W' ve been working with FDA, and will
continue to work with FDA, to try and cone up with the
best, nost bal anced presentation to achi eve that end.

DR STULTING Dr. Sugar?

DR SUGAR In this same regard, it seens from
the patient cohort preoperatively that the surgery was done
prophylactically to prevent themfromgetting cataracts.

M/ concern is that this lens, with the inplication of its
multifocality, will lower the threshold for surgery because
physi ci ans who, even if you wite it out, and patients may
request -- that the physician may feel, and the patient nay
expect, that somehow you're going to make it like it used
to be, like Rck Ferris said. That's a serious concern,
and | don't know how any wordings can avoid that. | don't
think that that should be reason not to approve the |ens,
but it's a concern.

Spencer Thornton this nmorning said that this
woul d save noney for the government, which is not our task
to decide here. | suspect that it won't. A significant
stHH—wore
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a significant portion of the tinme, and nore pati ents maybe
wi Il have surgery because of this.

That aside, the question was asked about YAG
| asers, non-sequitur. Wat about YAG | asers doing this?
Can you focus the | aser between zones? Do you get pitting?
Do you have difficulty naintaining your focus with the
| aser?

DR STEINERT: This is Roger Steinert. To
answer the YAG | aser question, Joel -- and | was going to
talk to Jimafter --

DR MCQULEY: | assume you don't want to
address the other one.

DR STEINERT: No, | can say anything you want.

(Laughter.)

DR STEINERT: But | thought that was the
directed question. There were no reports of the clinicians
who di d YAG posterior capsul otony of any | ens danage, to
their extent of deciding what that nmeant. The technique is
identical. There is no nodification. There is no
interference that anyone has perceived fromthe variabl e
focus in terns of focusing the YAG

| personally have done only one YAG | aser on a

patient with an inplanted Array | ens, but found no effect
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DR MACSAI: Marian Macsai. Roger, is there a
mni mal size YAG opening that's required to achi eve the
benefits of this lens? Has that been | ooked at?

DR STEINERT: Well, it hasn't been examned in
a rigorous way, Marian, but |I think that it is fair to say
that you presunmably would want to do what you presunably do
now, which is to nmake the opening the size of the pupil, as
long as it's not outrageously big, because otherw se you're
going to be denying sone of the nore peripheral optics. |If
you restrict it, and you nade a 1.5 mllineter opening, it
will be purely the center area, for exanple.

DR MACSAI: | guess what |'masking is, do you
need to dilate these patients before you do a YAG so that
you get the opening bigger than the pupil, so you can get
the effect, or no?

DR STEINERT: | don't think you have to alter
your technique at all. If you re used to doing them
undilated, unless it's a particularly snall pupil for sone
reason, no, you woul d not have to.

DR STULTING Go ahead.

DR BULIMRE | would actually like to get
sonme input fromthe sponsor on the question of is this a
treatnent for presbyopia? It's been raised by nyself, and
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20/ 10 acuities being operated on at the age of 50 just to
cure their presbyopia? O is there going to be specific
| abeling to cover the issues for cataract surgery only?

DR YARGCSS: The indications for use that we've
proposed are a nodification of standard class indications
for use that were in fact discussed this norning. It's for
subjects for the visual correction of aphakia, and subjects
60 years of age and ol der, in whoma cataractous |ens has
been renoved, plus. Then the plus is in terns of those
addi tional benefits that we believe will be achieved, but
certainly our indications are for the sanme cataractous
popul ation that is currently addressed by nonofocal |ens
i ndi cati ons.

DR BULIMRE | have one other sort of
safety-rel ated question. There was a news item nmaybe three
weeks ago. The NISB, National Transportation Safety Board,
attributed a Delta incident, an accident with one of their
aircrafts last year, to a pilot inappropriately wearing the
nonovi sion contact |lenses. | wonder whether there is any
regul ations on the statute at the nonent that would relate
to the prescribing of this lens in a pilot, truck driver,
or simlar person.

Dr. Rosenthal, are you aware of any?
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DR BULLIMRE: |Is that something we should
consider, at least, adding to the | abeling? Are there any
pr of essi ons you want to di scourage?

DR MACSAI: | think that raises a significant
safety issue, not a |abeling issue.

DR STULTING There is already a line in the
| abel i ng that addresses peopl e who have to have excel | ent
visual acuity for their tasks.

DR MACSAI: No, but if what you're saying is
that with this lens you' re unable to safely drive, operate
an airplane, drive a truck, that's a safety issue. That's
not a | abeling issue. You can't control when the fog sets
in, and you can't control when it starts to rain.

DR RUZ But they have criteria that they
check themfor in order to qualify to be a pilot or a truck
driver and so on. |If they pass it, they pass it.

DR BULLIMORE: That was not where | was goi ng.
Are we satisfied that there are adequate statutes within,
say, the FAA, et cetera, that would cover this eventuality?

DR MACSAI: Wll, I'mnot tal king about | ust
the FAA. [I'mtalking about a car. After you have cataract
surgery, you don't have to retake your driver's |icense

test.
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for us to ask whether or not people can drive safely with
this.

DR MACSAI: Rght. That's what |'m asking.

DR STULTING If that's a concern, then we
need to discuss it.

Al ong those lines, one of the questions that
rose inny mnd as | reviewed this, and have listened to
the di scussion today, is you can drive legally in Florida
if you have 20/70 vision in one eye. | didn't see any
conpari son in here about what happens to your perfornance
on the simulator if you have a nornal eye, but your visual
acuity is only 20/60, or 20/60 in one eye. | also didn't
see any data about what happens to normal people at the age
ranges, except for the fact that you don't see so much
di fference between the | enses as you grow ol der.

M/ suspicion is that age effects and reduced
vision effects that are still within the real mof |egal
driving in nost states will cause effects that are at |east
as big as what we saw between multifocal and nonofocal. Do
you have that data or have you seen it?

DR YARGSS: | think regardi ng the question of
different acuity levels, we had a mnimumacuity required

for inclusion in the driving substudy. So we can't
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DR STUWTING Just as a general comment, if
you had an opportunity to do this again, | woul d suggest
putting a few people in there who were 80 years ol d, but
still had 20/20 vision, and a few people who were 40 or 50
years old, but had 20/60 best corrected, and run them on
the simulator so that we coul d understand where those bars
woul d fall under those circunstances, because those are
people that are already out on the roads with us and are
driving legally.

PARTI G PANT: Do you want that in the grid as
wel | ?

DR STUWLTING This should be on the grid.

QG her questions? Don?

DR CALOEERO | can potentially address that a
little.

DR STUWLTING Qeat.

DR CALCGERO | tried to do an analysis, and |
| ooked at their data, and | took a subgroup of the ones
with the worst VAs, and conpared themto the group with the
best VAs, sonething |ike 20/ 10s versus 20/30s. There's no
predictive value. In a lot of cases, the ones with the
best VAs were performng worst in terns of these night

t asks.
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literature, in terns of we've got the German driving
experience. In the German driving experience in Gernany,
the licensing requirenments, especially for certain
occupations, are very severe. They do fields. They do |ow
contrast acuities. The nultifocal subjects in Gernany are
failing the licensing testing at a rate of about 15 percent
hi gher than the nonof ocal subjects.

Then additionally, fromthe literature in
Europe, we find that the best perforners are actually the
subjects that still have their crystalline lens. They
outperformthe ones with even the nonofocal |ens, and then
the nmultifocal are, of course, below that.

Those are ny conmmrents.

DR STULTING That's interesting. In Gernany,
you don't have quite as nuch tinme to avoid the --

(Laughter.)

DR STUWLTING -- road hazards. | can vouch
for that.

Kar en?

DR BANDEEN- ROCHE: Karen Bandeen- Roche. Just
followi ng up on the driving issue, | amvery concerned

about how to communi cate to patients what their

expectations about driving can be. This includes not only
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considering the data as a whole, both in terns of the
tradeof f between di stance and correctness, and al so across
tasks. In particular, what is a realistic, reasonable risk
that a person will end up essentially so inpaired that they
wll have difficulty driving?

So the two parts of that question is do you
have any analysis to address that issue? Secondly, | think
we do need to think about how to comruni cate that to
patients fairly in a brochure.

DR YARGSS: In terns of difficulty driving at
night, there was subject perception of difficulty driving
at night inthe quality of life data. W can pull that
data if that's what you're interested in.

|'mnot quite sure --

DR BANDEEN-ROCHE: That's really fromthe
simulation. So in other words, on a nost sinple |evel,
what woul d be the proportion of patients who fail enough
signs that they would be a hazard on the road, at sone
reasonabl e tradeof f between di stance and correct ness?
That's just a sinple exanple.

| think ultinmately analysis needs to go well
beyond that. Even if the task-by-task conpari sons are not
very large, if there is 20 percent of these patients who
tHhat—s—berrg—rasked—because
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we're | ooking at everything task by task, then that's a
concer n.

DR YARCSS. Wll, again, by design sone of the
tasks were intended to be difficult enough that sone woul d
fail, because you need that to have the resolution to pick
up differences. So again, it's hard for us to set the
arbitrary criteria, other than the types of concl usions
we've drawn, which is that where differences have been
found, as Dr. Bloonfield pointed out, in nost of the cases
they do appear to be within the range of safe driving.

V¢ do agree that both physicians and potentia
patients need to be informed about these differences, and
that subjects should be cautioned to exercise due care in
driving, and be aware of the fact that they nmay have nore
difficulty in recognizing traffic signs, particularly in
poor light or poor visibility conditions.

DR RUBIN This is Gary Rubin. | think that
the comment that the data denonstrate that while there are
differences in the driving situation, that nost of these
differences are well within what is operationally
significant, is a msleading statenent, because there are a
proportion of individuals for whomthat is not true.

What we need to know is what are the proportion
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safety in the multifocal group and the nonofocal group? If
it's a significantly higher nunber of people -- not just
average difference in detection ratios, but if there's a
significantly higher nunber of people who would fail,
according to sone criteria, then that becones a safety
I Ssue.

DR YARGSS: | think where we attenpted to | ook
at that was in the collision rates. There was no
significant difference found in the collision rates. That
is one place where we did attenpt to anal yze that, because
that's clearly a significant measure.

DR RUBIN But if | recall correctly, for sone
of the avoi dance tasks, 50 percent of the people didn't
detect the obstacles. |Is that correct?

DR BLOOWI ELD:  It's probably worth saying,

t hough, we were selecting things that were difficult to
see. Now, these include sone hazards like a traffic cone
and a ball where, if you don't see them it's sort of a
nui sance if you actually hit them But when we go to
hazards that are in fact rather dangerous, they tend to be
nore noticeable. They're things like the car that pulls
onto the road, and then weaves out to the left. That's an

obj ect where it beconmes very serious if you don't see that

faVaVal
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So actually, what's very difficult to dois to
tal k about which of the things that you should require
peopl e to do, because, for exanple, if there are things
like the ball, and they fail to detect it at night, it's
true it's a hazard, and they nmay be upset if they bunp into
it, but it probably doesn't natter at all. So fromthe
poi nt of view of danger, we have to | ook very carefully at
whi ch of these things we can include in that criteria.

DR MACSAI: There are two different issues,

t hough, fromwhat you' ve said. One is the danger to the
driver of suffering harmby inpacting on a | arge obj ect
with a collision. But the other is the danger to the
object with which they collide. For exanple, a person or a
small child in the road, they're not going to be as big as
a car. They may not be seen in tine to be avoided. Since
we are charged with protecting public safety, this sounds
like a safety issue.

DR BLOOWIELD: | think this is a safety
issue, but it's a safety issue for everybody driving in | ow
light level at night. 1t's not specifically to people who
have had this kind of surgery. There is a danger for
anybody who is driving in these particul ar situations,

whet her they're patients in this study or not, in hitting
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t hat distingui shes between -- this doesn't seemto be to be
an appropriate conparison to nmake here, with things |ike
the ball.

DR MACSAI: Then | guess | need nore
clarification, because if your 15 percent of multifocal |IC
patients are not passing their driver's tests, and 94
mul tifocal patients hit or can't avoid a ball, versus 120
nmono -- | mean, the feet, the distance was 94 for
mul tifocal versus 120 for nonofocal --

DR BLOOWI ELD: This is a difference in
detection, but not in avoi dance.

DR MACSAI:  You need to detect before you can
avoi d.

DR BLOOWI ELD:  That's right, but we found
that there were significant differences in detection
di stance, but not in avoi dance behavior. |[If you | ook at
the last colum there, there's no difference in the ability
to avoi d the hazards.

DR STEINERT: This is Roger Steinert. If |
coul d just hopefully not nuddy things further, but naybe
even help a little, froma clinical point of view we
struggle with this all the time. The problemis what

you' ve bunped into. You're totally correct. W are now
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Anybody who practices nedici ne, or anybody who
studies this scientifically, knows full well that 20/40
hi gh contrast vision in Massachusetts, or 20/70 in Florida,
is an inadequate test of sonebody's visual ability to
drive. There is no test whatsoever of any of the other
critical functions, |ike decisionnmaking and refl exes, and
nmotor strength, and nentation, as you just indicated,
Mar i an.

It woul d be wonderful to have sone kind of a
simulation that was the equival ent of what jet pilots have
to do to get back in the saddl e again, but we're way over
the edge of what we know. W have no standards what soever.
In the European study that was just referenced, we don't
know how nmany ot her variabl es are goi ng on, including which
multifocal lens did they have? Wat are the pathol ogi es
present? W' ve just got unanswerable things that are
beyond where we are in July, 1997.

DR FERRIS. Excuse nme, M. Chairman?

DR STUWLTING Yes?

DR FERRIS. It strikes ne that we can't get
past this, other than it's a concern. It seens to ne
obvi ous by your presentations that the people with the

multifocal lens overall did alittle bit worse than the
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woul d have done conpared to when they had cataracts in
their eyes and they were still driving around, or how nmuch
testosterone was running around in teenagers. | nmnean,
there are all these other factors, as everybody has all uded
to.

| don't see how you can do nore than just warn
t he physicians and the patients that, if you have this kind
of lens in your eye, you're going to have to be alittle
bit nore careful than you woul d be otherwise. W can't
tell themthey can't drive, or that they can't have this
| ens because of that, because by all the tests that have
been done, they seemto be able to avoid these objects.
They don't see themquite as quickly, but they can avoid
them |If they slowed down, they would be able to avoid
t hem

DR STULTING Look, | want to focus this a
little bit. W' ve used up 40 of our mnutes. Now, | want
totry to get finished by 5 o' cl ock

Let's tal k about issues that woul d i npact on
t he approval / di sapproval process. Wat |'mhearing nowis
recurrent and repeated expressions of concern about one
thing or another. |If you have concerns, just figure out

whet her they are things that can be addressed in the
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addressed in the labeling, then we'll address themlater.

Dr. Soni?

M5. THORNTON  Excuse ne. Doyle, is this the
end of the questioning of the sponsor period?

DR STULTING | don't think so. Do people
have ot her questions that they would like to address?

DR VAN METER M. Chairnman, before we get off
of the question, could | just ask for clarification?
Earlier | was trying to nmake the point that sone of the
driving simulation tests were nore sensitive than ot hers.
Am| correct in assumng that, for instance, recognition
tine on a clear night is a fairly sensitive issue that
m ght accurately discern a difference between nonof ocal and
mul tifocal |enses? The second difference was sign
recognition in fog. The third difference where you found
the significant difference was in detection distance.

Wul d not, for instance, detection distance be nuch nore
sensitive than avoi dance behavi or ?

DR STULTING |Is this sonething that woul d
refl ect on whether you woul d approve or di sapprove?

DR VAN METER It's just a yes or no question.

(Laughter.)

DR STULTING That wasn't what | asked, but at
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DR BLOOWI ELD. Wen they're driving in fog,
this is anore difficult task. You mght expect that to be
nore sensitive. W didn't necessarily find that the harder
tasks were nore sensitive. That is what we mght have
expected. That didn't happen.

DR STUWLTING Sarita, you had your hand up a
little bit. Go ahead.

DR SON: Myving off to another topic, since
pupi | size and decentration of the lens is inportant,
wouldn't it nake nore sense to put it as a nunber 12
precaution, rather than burying it in your clinical data?
This is going to |labeling. You have, under |abeling, under
"Precautions,” you have 12 itens listed. Pupil size seens
to be a real inportant issue. |If you want to address it
and nmake sure that people, physicians and patients, see
that, then | think it would be nore appropriate to put it
under precautions.

DR STULTING Any other pertinent coments?
Yes, Dr. Bradl ey?

DR BRADLEY: Perhaps to reiterate what Dr.
Rubin said earlier, one of the problens we're having with
the data is that we're seeing, for exanple with the

driving, that nmean performance is a bit lower. The
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here? It's very difficult for us to judge that. There are
two things that you mght be able to do which would all ow
us to evaluate whether or not there is a safety issue.

Bot h have been suggest ed.

First of all, convert the nmean data to what
proportion of people' s performance falls bel ow sone
criteria that will give us an idea of that proportion of
the patients who have nultifocals who are going to suffer
potential hazard. | think that's a very good i dea.

But the question is what standard do we adopt ?
The suggestion has been made by Dr. Stulting that we have
sone out there that we could use, or you could use. There
are people driving around who are 80 years ol d that have
20/ 20 acuity, and those who are 40 years old that have
20/ 60 acuity.

If these people are allowed to drive, then
presumably if your subjects with the nmultifocal perform
better than people who are already driving, then you could
argue that in fact, if there is a hazard here, it is snall
enough to all ow these people to drive. That mght allow us
as a panel to be able to say, yes, the hazard or the risk
here is sufficiently snall

DR STEINERT: This is Roger Steinert. Dr.
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tested. No one knows the answer.

DR BRADLEY: Scary.

DR STUWLTING Any other questions?

DR RUZ Let ne just ask, | assunme sone of
the patients who had the nonofocal |enses under perfornmed
sone of the patients who had the multifocal |enses.

DR YARCSS: Absolutely.

DR RUBIN But that's not the issue. The
issue is the percentage of people who have multifocal
| enses. W have distributions.

DR RU Z They gave us the percentage.

DR RUBIN That was only for the avoi dance.

V¢ coul d take the driving distance. You
proposed what is a reasonable -- or what was it? -- the
reasonabl e di stance to be able to stop or sonething |ike
t hat ?

DR BLOOWI ELD: It's not the reasonabl e
distance to stop. It's the time required to react.

DR RUBIN Rght. You could conpute that for
each subj ect under each condition fromyour data.

DR BLOOWI ELD:  You can do that based on the
speed they travel ed at, and the di stance at which they saw

whatever it was. That's true.
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or questions?

(No response.)

DR STULTING Ckay. I'mgoing to let the
sponsor |leave the table if there are no other questions for
the sponsor, and I'mnot going to | et them cone back.

(Laughter.)

DR STULTING |Is that clear? So we're
finished with the sponsor, right? Last chance.

You all can | eave. Thank you

W have this list of questions that we have to
sonmehow get into the record. Wat I'mgoing to do is take
themout of order, so that they don't interfere with
ordinary thought patterns and science, and the way we ought
to do busi ness.

Let's | ook at nunber 4 first. You have these
in your packets, so please pull themout. It's P960028.
Let's look first at nunber 4.

The question is, "Do the safety and
ef fecti veness out cones support approval for the proposed
indications?" | would add to that, for understandi ng that
if you vote yes, that neans that there are sone
ci rcunst ances under which you think it shoul d be approved.

That nmay be a conditional approval, where you have | abeling
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Recall, as well, Ms. Thornton's reading this
norni ng of what an approval vote neans and what a
di sapproval vote nmeans, as you say yes or no to this. So
it can be approved with conditions, is what |I'm saying.

I s there anybody who is unclear about what
we' re supposed to do? W' re supposed to answer this
question. Those who believe the answer to question nunber
4 is yes, please raise your hands, of those that are
legally voters.

(Show of hands.)

DR STUWLTING | count six yes.

Those who believe the answer to question nunber
4 is no, please raise your hands.

(Show of hands.)

DR STUWLTING Three. It was six yes, and
three no, by ny count. Wo abstai ned?

(Show of hands.)

DR STULTING That's one. W're still one
person short.

DR RUZ | didn't vote.

DR STUWTING Everybody who thinks they can
vote, put your hands up.

(Laughter.)
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DR STULTING That's 11.

Now, of those who just had their hands up,

t hose who believe the answer to question 4 is yes, please
put your hand up once agai n.

(Show of hands.)

DR STULTING E ght. Now we have ei ght yes.

(Laughter.)

DR STULTING W'd better stay away fromthe
driving sinulator.

(Laughter.)

DR STULTING Those who believe the answer to
question 4 is no, please raise your hands.

(Show of hands.)

DR STULTING That's three. Ckay. W have
ei ght yes, and three no.

Is it appropriate for us to take that as a
recommendation for approval ? Do we now have to have a
formal notion?

M5. THORNTON:  You have to have a noti on.

DR STULTING The Chair would entertain a
nmotion that we recommend this PVA for approval .

DR MOCULEY: So noved.

DR STULTING Could | have a second?
DD
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DR STUWLTING | understand that this sounds
i ke the same question, and | believe it's the sane
question, too, but we have to have the record reflect it
differently.

DR SUGAR Does this preclude approval wth
condi tions?

DR STULTING No. Wuat 1'd like to do to nake
it real clear for the record what we're approvi ng and what
the conditions are is first to approve it, and then add one
at atine the conditions, so we state themvery clearly for
t he agency and for the record.

M5. THORNTON  As anmendnents to the notion.

DR STULTING Well, by parlianentary
procedure, you can't do that.

DR SUGAR You can't approve the notion and
then amend it. You have to amend it before you approve it.

DR STULTING That's right.

Wuld it be acceptable to you if we -- like |
say, these cause a |lot of trouble. You can't do that until
you have the conditions, and you can't answer this before
the conditions are stated out.

DR MOQCULLEY: How are we going to resolve

this?
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it. That's why |I've got a problem

Wul d you withdraw the notion so we can do this

better?
DR MCQULEY: Wuld it nmake your life easier?
DR STUWTING Yes, please.
DR McCQULLEY: [I'Il w thdraw ny notion.
DR MACSAI: | have a nmotion. | have a notion.

| nmove that we di sapprove this PVA

DR STULTING Is there a second?

DR VAN METER  Second.

DR STULTING It's been noved and seconded
that we di sapprove the PMA  No di scussi on?

(No response.)

DR STUTING Those in favor of the notion,
pl ease rai se your hands.

(Show of hands.)

DR STULTING That's two for disapproval.

Those opposed?

(Show of hands.)

DR STUWTING That's nine opposed, so the
notion fails.

Can we direct our attention to additional

questions? Let's try at this point --
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appreciate it, M. Chairman, if you could go through them

DR STULTING Nunber 1 is, "Do you believe the
sponsor has adequately defined and denonstrated an
"increased depth of focus' as stated in the |abeling?"

Those who believe they have, pl ease raise your
hands.

(Show of hands.)

DR STULTING That's five yes.

Those opposed?

PARTI G PANT: There were nore than five.

DR STULTING kay, if | mssed it, those in
favor, please raise your hands.

(Show of hands.)

DR STULTING Seven for.

Those opposed, please rai se your hands.

(Show of hands.)

DR STULTING That's two -- three against.

Those abst ai ni ng?

(Show of hands.)

DR STULTING One abst ai ned.

DR BRADLEY: M. OChairnman?
DR STUWLTING Yes.
DR

BRADLEY: Just a point of clarification for
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sone people, and not for others. | voted no because it was
not for others. | could have voted yes because it was for
sone. | was a bit unsure of howto vote.

DR ROSENTHAL: GCould we have a very brief
di scussion on the issue for those who voted no, so we may
have the issue laid out before us? In the final discussion
with the sponsors, we need to know.

DR STULTING Gkay. W will poll the table.
VW will go around and | et everyone who voted explain their
posi tion.

DR BULIMRE M. Chairman, if we do this for
every question, we're going to be here until 8 o' cl ock.

DR STUWLTING That's exactly ny understandi ng,
which is why | would like --

DR ROSENTHAL: No, | don't need that. | only
need the ones you di sapprove. |f you approve, you approve.
But if you disapprove, |I'd like to know why.

DR BULLIMRE: Well, can we do that when we
vote on approval with conditions, which is where we're
headi ng? Can we take these questions in a fairly sort of
cursory manner? Then, once we' ve gone through them as
requested by Dr. Rosenthal --

DR RCSENTHAL: But | would like a
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of the issues, so that when we cone to lay out the
| abel i ng, discuss the |abeling, with the sponsor, we have a
full conprehensive understandi ng of the panel's feeling
about the issues that have been asked, so you could give
your feeling about.

DR BULLIMRE: Can we defer that to the end,

t hough?

DR ROSENTHAL:  Yes.

DR STULTING That was actually the way |
wanted to do it to start with, but | wasn't able to quite
proceed with that. So if it's okay with you, we will do
these in a cursory manner, and then at the end, we'll --

DR ROSENTHAL: Exactly.

DR STUWLTING -- do the discussion. [I'Il give
then FDA staff an opportunity to ask about any issues that
they do not feel will be clear in the transcript part.

DR RCSENTHAL: Fine. Thank you.

DR STULTING Question nunber 2. "Both depth
of focus testing and Jaeger near acuity testing were
performed on 25 cohort subjects. Wile 18 subjects
achieved J1 or better in the uncorrected near acuity
testing, only three of these subjects had a near peak on a
depth of focus curve which was greater than or equal to

ar'c avnl anat 1 AN fAr +h o
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di screpancy is adequate and should it be included in the
| abel i ng?"

Those of you who believe the answer to this
question is yes, please raise your hands.

DR RUBIN That's two questions here.

DR STULTING W'll do themone at a tine.

The first question is, "Do you think the
sponsor's explanation for this discrepancy is adequate?"
That will be the question that we're going to address now.
Those of you who think the answer is yes, put your hands
up, pl ease.

DR MACSAI: Excuse nme, Dr. Chairman. | don't
think I heard an expl anation fromthe sponsor about this
di screpancy.

DR BULLIMCRE: You shoul d probably vote no,
t hen.

DR MACSAI: Perhaps | mssed it in the
di scussion, and one of ny colleagues could clarify this for
ne.

DR STULTING Wuld anyone like to continue to
di scuss this?

DR MACSAI: O explainit to ne, because |

mssed it.
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| was prepared to vote yes, or did you want to hear their
answer ?

DR MACSAI: W' re asking about the sponsor. |
was wondering if you heard an explanation fromthe sponsor?

DR RUBIN Yes, that's what | neant. | heard
an adequate explanation. Adequate for ne neans, | don't
think it's an issue.

DR MACSAI: Could you tell ne what that was?

DR RUBIN No. | nean, because | don't think
it's an issue, I'mnot waiting for an answer.
DR ROSENTHAL: | think what you're saying, Dr.

Rubin, is you' re not worried about the question.

DR RUBIN |'mnot worried about the question.

DR ROSENTHAL: (kay.

DR RUBIN The way it's stated here. | think
it comes up el sewhere.

DR ROSENTHAL: Ckay. Fine.

DR STUWLTING |Is everybody prepared to express
their opinion on this question? Those who believe the
answer to that is yes, please raise your hands.

(Show of hands.)

DR MACSAI: There was no answer.

DR MOCULEY: | concur with what Dr. Rubin

[(¢)
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answer is yes. Those who think it's no, please raise your

hands.
(Show of hands.)
DR STULTING That's three.
Those abst ai ni ng?
(Show of hands.)

DR STULTING That's five abstai ned.

The next subquestion is, "Should it be included

in the | abeling?" Those who think the answer is yes,
pl ease rai se your hands.

(Show of hands.)

DR RBIN No. Sincel don't believe that the

issue is clear in this formulation, | don't think it shoul d

be in the labeling. The discrepancy between these two
things is a conplicated issue, and | don't think it's a
| abeling issue. That's just ny opinion.

DR BULLIMORE Call for the question.

DR ROSENTHAL: Excuse ne. | gather what

you're saying is, you don't feel it should be included in

the | abeling or excluded fromthe | abeling.

DR RUBIN R ght.
DR ROSENTHAL: It's a non-issue.
BR—RBH-N—-As—-er-rul-at-ed—here—yes-
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DR MOCULLEY: How would you formulate it to
make it an issue?

DR RUBIN VWell, I"'mnot quite sure what
they're getting at. |1'mnot sure what the issue is that
the FDAis really trying to get at. But here, to ne, the
fact that there's a discrepancy between two things isn't
necessarily -- there are lots of reasons it could be.

M5. BOLWARE: That was the question, the fact
that there was a di screpancy between the near acuity
testing wth the Rosenbaumcard, and the near peaks seen in
the depth focus data. The fact that there was a
di screpancy, the explanation that the sponsor provided, did
you feel that it was an adequate expl anati on?

If this was a discrepancy, if you thought that
either the clinical near acuity results were overesti nated,
overstated, were perhaps nore than are supported by the
depth of focus data, or perhaps the depth of focus data did
not adequately reflect what was really happening in the
clinical setting, perhaps what was in the | abeling shoul d
be adjusted to reflect this. That's what we were trying to
get at with this question.

DR VAN METER M. Chairman, this is al nost

the same thing as nunber 1, in that some patients did not

roacalva n 1 neoran 1
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some of themdo not. | see that intimately tied to
questi on nunber 1.

DR STULTING Yes, | believe you' re right.

DR RUZ There isn't any explanation, is
there, that anybody knows of ?

DR STULTING It didn't actually ask whet her
there was a valid explanation. It just asked if the
sponsor's expl anati on was adequate, and should it be
included in the | abeling?

DR BULLIMRE: Can we vote on the second --

DR STULTING I've tried to do that. |['Il be
glad to nove forward --

DR BULLIMRE: Call for the question.

DR STULTING -- to do anything except vote.

The second question is, "Should it be included
in the | abeling?" Those who think the answer is yes, put
up your hands, please.

(Show of hands.)

DR STULTING Those who think the answer is
no, put your hands up, please.

(Show of hands.)

DR STULTING That's eight. That's zero

yeses, eight no.

Thoca ahct a1l N N~
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(Show of hands.)

DR STULTING Three abstentions.

Question nunber 3, "Do the results of contrast
sensitivity and glare testing, and the reports of
opti cal /vi sual phenonena, provide reasonabl e assurance of
safety and effectiveness?"

Those who think the answer is yes, please raise

your hands.

(Show of hands.)

DR STUWLTING That's six yes.

Those who think the answer is no, please raise
your hands.

(Show of hands.)

DR STULTING That's four no.

Those who abstain, please rai se your hands.

(Show of hands.)

DR STULTING That's one.

Nunber 5 is "Do the indications, warnings, and
precautions in the current draft physician and patient
| abel i ng adequately reflect the data and experience from
the driving simnulation substudy?"

Those who think the answer is yes, please raise

your hands.
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DR STULTING W already did 4. W did that
first. W' re voting on nunber 5, and we're doi ng yeses.

(Show of hands.)

DR STULTING | see one hand.

Those who think that it's a no, put your hands
up.

(Show of hands.)

DR STUWTING Seven.

Abst enti ons, pl ease.

DR MCQULEY: ['mabstaining. | need
reiteration to --

DR STUWLTING You nean you don't understand
t he question?

DR MOCULEY: 1'd like to have soneone state
-- no, | understand the question. | don't remenber what's
in the | abeling.

DR STULTING Well, eventually, we'll do that
because it'll be down here. W'Il get to it.

Nunber 6. "Do you feel that the follow ng
i nformation shoul d be comuni cated to the physician and
patient? |If so, in what manner?" So now we have to do two
answers to each of these questions. W will first discuss
whet her we feel the information shoul d be comuni cated, and

chaonl A hao
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comuni cat ed.

The first one is "The sane degree of near
benefit was not achieved by all patients.” Do you think
that shoul d be communi cated? |If yes, please hold your hand
up.

(Show of hands.)

DR STUWTING That's 11 yeses.

I n what nmanner?

DR RBIN In witing.

(Laughter.)

DR MOQCULLEY: | think, you know, adequate
product labeling, and to insure that the physician has
gotten it, so that the patient then gets it, a required
pati ent brochure.

DR STULTING Well, that would be ny opinion
and that is question 7, which is what | wanted to do
second, but I've been forced to go down through the |ist
here, and so that's what |'m doi ng.

DR MCULEY: Wll, that's ny answer to how

DR STUWLTING Then what you can say on each of
these is by the physician and patient brochures, and then
we can nove through them

DR MCQULEY: Probably. But | think that it's

wet 1l ahal i nay And
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a required patient brochure, would be ny answer probably to
all of these. Certainly, to that one.

DR RUZ M. Chairnman?

DR STULTING Yes, sir

DR RUZ Can | nake a statement? Isn't it
covered by the fact that we're going to very clearly and
explicitly state that sonme of these people will not be able
to read?

DR STUWLTING Yes, sir, | believe it is, and
wanted to cover nunber 7 before going through these, but I
was asked not to do it by FDA staff, and so that's why
we're taking the time to do this. |'msorry.

DR MOULLEY: | respect both views, but I
think that's the answer that | would use for this, and we
can still answer 7. 1t mght have sonme other inplications,
but ny answer to these in general is going to be what |
sai d, adequate product |abeling and a required patient
br ochur e.

DR STULTING Well, let's just say that really
qui ckly, so we can nove al ong.

DR MCQULEY: | just saidit.

M5. LOCHNER Can | just nake one ot her

distinction? If there are any of the itens, either in the
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the other thing that we would want to know is do you want
to see it put into a warning? Do you want to see it put
into the data tables? Do you want to just see it as a note
somewhere in the clinical study section? So keep that in
mnd as al so what we're | ooking for.

DR STUWLTING Say those again. Warning --

M5. LOCHNER There are just various places
t hroughout the |abel you can put this. You can put it as a
war ni ng.

DR STULTING Tabl es.

M5. LOCHNER  You could put it as text in the
clinical section describing the visual acuity data tables,
so we want -- and precautions. You know, we want to know
the level of inportance that you place on the different
statenents as wel |.

DR MOCULLEY: Well, maybe it woul d be
reasonable -- | still say the same thing, |abeling and
brochure, and I would say on this first one it woul d be
warning. So if we didit that way, if we went this --

M5. LOCHNER It's that type of --

DR MOQCULLEY: -- and said what |evel you
wanted, that mght --

M5. LOCHNER That's | think what we're getting
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downpl ayed nore, a statenment in the clinical section of the
| abel, or if you want it to have the inportance of a
war ni ng.

DR VAN METER Since we are here as a
multifocal lens and since it is advertised as a multifocal
or bifocal lens, | think a warning would be very
appropri at e.

M5. LOCHNER  Thank you.

DR VAN METER Because that's why you woul d
use the lens.

M5. LOCHNER  Thank you.

DR STULTING And you think it should go in
t he physician and the patient?

DR VAN METER  Yes.

DR MOCULEY: Yes, sir.

DR STULTING It's been sort of suggested that
this be a warning and that it appear in both the physician
and the patient materials. Let's seeif that's a
consensus. Those who woul d agree with that, put your hands
up.

(Show of hands.)

DR STUWLTING Eeven yes, and so we're

recomendi ng a warning in both the physician and the
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The next one is "The inmaging quality and depth
of field through the multifocal 1L may potentially inpact
vitreoretinal surgery.”" Do you think that that should be
comuni cated to the physician and patient?

DR MCQULLEY: Yes.

DR STUWTING Those who say yes?

(Show of hands.)

DR STUWTING That's 11 yeses.

In keeping with the request, would you like to
have this go -- I"'msorry.

DR BRADLEY: | abstained on that one.

DR STUWLTING Sorry. Yes 10, and one
abst ai ned.

VW need to figure out where to put it and how
to enphasize it then. Do you think it should go in the
patient thing or the physician thing or both?

DR M CQULLEY: Both.

DR STULTING Both.

DR MQULEY: In a warning.

DR STULTING |I'mhearing a consensus bei ng
bot h and a war ni ng.

DR RUZ Wuat's it going to nean to the

patient?
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informed, so if their surgeon has to take their |ens out,
t hey' ve been war ned.

DR STULTING Let's see. How can we do this
nost efficiently? Wo thinks that this ought to be in the
physi ci an docunent ?

(Show of hands.)

DR HGINBOTHAM | didn't hear the question.

DR STULTING W're dealing with 6b, and we've
decided that it belongs in the comunication, and we're
asking whether it needs to be in the physician or the
patient letter. W' re discussing now the physician one.

Do you think it ought to be in the physician one?

(Show of hands.)

DR STULTING Ten yes.

Are you abst ai ni ng?

DR BRADLEY: Yes.

DR STUWTING Ten yes, 10 for the physician
and one abstenti on.

Are you abstai ni ng because you think it ought
to be sonewhere el se?

DR BRADLEY: No.

DR STULTING kay.

How many think that this ought to be in the
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(Show of hands.)

DR STUWLTING That's seven yes.

You wanted the level, too. | forgot to do that
for physician. Let's do it for the patient first. That's
what level. Do you want it in text, tables, warning, what
level ? Big black letters? That's what you want to know,
right?

PARTI G PANT: It's a warning.

DR RUZ Wwy? It's not going to apply to but
1 percent of --

DR STULTING It seens that the thing that I
have heard nost spoken is warning, so let's vote on
warning, and we'll see if there's a |lot of dissension. |If
there is, then we'll discuss it alittle bit and figure out
whet her it ought to be sonewhere el se.

Those who think it belongs in the warning,
pl ease say yes. No, no. Put your hand up.

(Show of hands.)

DR STULTING That's six yes for warning.

How many think it ought to be in text?

(Show of hands.)

DR STULTING Dd | dothat right? Dd | ask

war ni ng?
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as a warning. Those who didn't believe that it ought to be
as a warning and still believe that it ought to be
i ncl uded, where do you think you ought to put it?

DR GREENDGE Is one option text?
STULTING  Yes.

GREEN DG&E:  Text.

3 3 3

STULTING Text, and the mnority wanted it
as text.

V¢ need to go back to the physician. Do you
think it ought to be in the physician as a warning? How
many think it ought to be a warning for the physicians?

(Show of hands.)

DR STULTING That's eight.

PARTI G PANT: N ne.

DR STULTING N ne as a warning.

Those who think it ought to be sonething el se?

(Show of hands.)

DR STULTING N ne as a warning, one as a
text, and anybody el se have an opi nion? And probably an
abst ai n.

The next one is "The clinical study involved
patients with potential visual acuities of 20/30 or better;

no data are available on the perfornmance of the multifoca
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ocul ar pat hol ogi es. "

Do you think that should be comrunicated to the
physi ci an? Those who believe yes, hold your hands up.

(Show of hands.)

DR STULTING That's 11 yes.

And at what |evel? Everybody who thinks it
ought to be as text, please raise your hand.

(Show of hands.)

DR STULTING That's 11 as text.

Do you think it should be comunicated to
pati ents? Those in favor or think yes?

(Show of hands.)

DR RUBIN Excuse nme. Question?

DR STUWTING Yes.

DR RUBIN |If the patient does not neet this
criteria -- | thought it wasn't in cases of patients who
didn't nmeet this criteria, and therefore would there be a
purpose in informng then?

DR McQULLEY: Yes.

DR RUBIN Ckay. That way, you'll get
around - -

DR STULTING Those who think yes?

(Show of hands.)

LO
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Those who believe it should be in text?

(Show of hands.)

DR STULTING | see 10.

Are you voting, Wody?

DR VAN METER |I'mvoting for warning.

DR STULTING | see. So it would be 10 for
text and one for a warning.

Dis "An analysis of the lens design predicts
that patients with pupil diameters less than 2.5
mllineters may have a | esser degree of near benefit." Do
you think that needs to be comuni cated to the physician?

DR RWBIN Point of clarification. | think
that should be changed to "will not have the benefit" or
somet hi ng much stronger.

M5. THORNTON  Coul d you speak into the
m cr ophone, pl ease?

DR RUBIN | would propose that that be
changed to "An analysis of the | ens design predicts that
patients with pupil dianeters less than 2.5 mllineters
w Il not have any benefit." "Predicts that patients wl|
not have any benefit" -- is that correct? Ckay. "My not
have any benefit."

DR STUWLTING Malvina, you' re shaki ng your

oy
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need to say here?

Dr. Drun?

DR DRUM This is Bruce Drum FDA. The
problemis the pupil size interacts with the centration of
the lens. |If the lens is decentered even a little bit,
then a 2 mllimeter pupil may still hit a significant
portion of the near zone, so you may have a distribution of
peopl e, sonme of whomw ||l not see any near benefit and some
see only partial near benefit.

It's a conplicated i ssue. The question is how

shoul d we communi cate this to the patient and the

physi ci an.

DR STUWLTING Do you accept that, Dr. Rubin?
Do you still want --

DR RUBIN | still wouldn't want to say
"l esser degree.” | would still say "may not have any near
benefit."

DR STUWLTING That's kind of a conprom se.
That's "may not have any" --

DR RUBIN "Near benefit."”

DR STULTING "Near benefit." [Is that
accept abl e to everybody? How about on the panel ?
Everybody happy with that? FDA happy with that?
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changed to "less than 2.5 mllimeters may not have any near
benefit." Qoviously, we think that that should be
communi cated, or we wouldn't have paid any attention to
rewording it. Do you think it needs to go to the
physi ci an?

(Show of hands.)

DR STULTING W're going to say yes, it goes
to the physician, right? Wody, are you abstaining or are
you voting yes or are you voting no?

DR VAN METER |' m abst ai ni ng.

DR STUWTING That's yes 10, abstain one.

Those who think it ought to be as a warni ng?

(Show of hands.)

DR STULTING As a warning, 10.

PARTI G PANT:  H even.

DR STULTING Heven for a warning, so
consensus is it should be communicated to the physician as
a war ni ng.

Do you think it should be communicated to the
patient ?

(Show of hands.)

DR STUWLTING Heven think that the patient

needs to know.
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As a warning or text? As a warning? Those in favor of a
war ni ng?

(Show of hands.)

DR STUWLTING That's eight who say yes.

Those who say no?

(Show of hands.)

DR STULTING That's one.

Abstai ning? Two of you put up your hands,
pl ease.

(Show of hands.)

PARTI G PANT: | voted no.

DR STULTING So | mscounted it. How many
no? Two no. Sorry. The count, then, is eight for a
warning, two for something el se, and one abstenti on.

Now we're on to 6e. "There are no data on the
performance of the multifocal lens in patients with fina
post operative astignmati smexceeding 1.5 diopters.™

Do we think that should go to the physician?
If so, please hold your hand up

(Show of hands.)

DR STULTING That's 11 yes, think it goes to
t he physi ci an.

And at what | evel ?
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| think really needs to be highly stressed to the
physi ci an, because it is in there that it's going to be to
the patient not 1.5, and that the physician has to
understand that it's also at the end of recovery from
surgery, that they' ve got to understand that if they induce
astigmatism-- well, they' ve got to avoid i nduci ng
astigmatismif they can, or they' re going to have to face
the piper if they do.

DR STULTING So the recommendation is for
including it into the physician |abeling and enphasizing it
significantly, so that they understand that even induced
postoperative astigmatismw || make the |evel of
perfornmance | ess than optinal .

Does everybody agree on that?

DR SUGAR W don't knowthat it will. That
it may.

DR STUWLTING My make the performance | ess
than optinmal. | can that as a matter of faith that if you

have three or four doctors, astigmatism probably won't work
as well, but we can put "may" in there.

DR MQULLEY: You can well bet it's not going
to work as well.

DR GREENDGE But they don't have data.
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stand on the railroad track and a train hits nme, |'mgoing
to die, but I"'mpretty sure that's what's goi ng to happen.

(Laughter.)

DR BULLIMORE Call for the question.

DR STULTING W can let it be nade to refl ect
our |ack of data about 1.5 diopter.

Is that agreeable to everybody and accept abl e?

(Show of hands.)

DR STUWTING |s anybody opposed to that?

(No response.)

DR STUWTING |s anybody abstaining fromthat?

(No response.)

DR STUWLTING Then that's 11 yeses.

Then we need to figure out if that needs to go
to the patient. Do you think the patient woul d understand
this?

DR VAN METER No, and | think it's a
potential liability issue, too.

DR STULTING In that if the patient reads
this and they don't get a good result, that it probably was
their surgeon's fault.

DR RUZ | don't think they can understand as

wel |l as they are about the pupil.
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DR STULTING It's been voiced froma couple

of corners that this should not be in the patient brochure,

so let's vote on that.

pati ent brochure, put your hands up, please.

(Show of hands.)

DR STULTING Three.

No, please put your hands up.
(Show of hands.)

DR STULTING Seven

Abst enti ons?

(Show of hands.)

DR STULTING One.

DR RUZ It certainly could be used as an

Those who think it belongs in the

explanation to a patient if they didn't achieve the result

they wanted and they had 2 diopters of astigmatism

DR STUTING W're dowh to 6f. "Limted data

are avail abl e on subjects with poor preoperative best

spectacl e corrected visual acuity."

physi ci ans?

Do we think that this should be communi cated to

How many thi nk yes?
(Show of hands.)

DR STULTING No?
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DR STULTING |Is that a yes that you just
m ssed? Ckay. So that is yes would be 10.

Abst enti ons?

(No response.)

DR BRADLEY: Wody's in the bat hroom

DR STULTING Yes. That's nine yeses, one no,
and one absence.

DR RUZ M. Chairman, that's the sane thing
as 6¢c, isn't it?

DR SUGAR It's just peopl e who had denser
cataracts than were in the study. Isn't that right?

DR STULTING So that goes with the
physicians. It's recommended for inclusion in physicians.

At what |evel should we include it? As text?
Those in favor of text?

(Show of hands.)

DR STUWTING Those opposed to that
recomrendat i on?

(No response.)

DR STULTING And those abstai ni ng?

(No response.)

DR STUWLTING Maybe | mscounted. Dd

everybody who's sitting here vote yes? Then that's 10

vacac n roviaoncl g
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Now, we're at 7. "Is there additiona
information you believe should be included in the physician
or patient |abeling?" Let's open the floor for inclusion
of those things.

DR McQULLEY: | think sonmething in the
| abeling for the physician to be warned relative to the
absol ute necessity of achieving centration to achieve
maxi mal benefit of the lens, and potential detriment from
the lens if it's not centered, and that emmetropi a nust be
achi eved to obtain maxi mal benefit of the lens. Two for
t he physi ci an.

DR STULTING |Is that one thing or severa

t hi ngs?

DR MCQULEY: It's two, centration and
emret r opi a

DR STULTING Need for centration and the need
for enmmetropia. | think emmetropia’ s already in there,

unless I'mincorrect.
DR MCQULEY: No, it's not.
DR STUWLTING For the physician?
DR MCQULEY: No, it's not -- or it nay be.
DR STULTING Well, it'll take less tine to
vote on it than it will to look it up
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DR STULTING The need for centration and the
need for achi evenent of emmetropia. |In other words, you
nmean that the | ens power cal cul ations need to be set for
emet ropi a, as opposed to nyopi a?

DR MOQCULLEY: And emmetropi a nust be achi eved
to get the maxi numbenefit of the |ens.

DR STULTING So cal cul ated and achi eved
emret r opi a.

DR ROSENTHAL: This is already designated on
page --

DR STULTING That's what | thought. Ckay.
So that one's already in there.

DR MQULEY: |It's adequately in there?

DR ROSENTHAL: It says, "This lens is designed
for opti mumdepth of focus when emmetropia is targeted.”

DR MCQULEY: M point with this is that needs
to be stressed very strongly to the surgeon, that he nust
target and achi eve emmetropia to have naxi nal benefit of
the lens. | think that just burying it in the text is not
adequate in this situation.

DR STUWLTING Those in favor of that proposal,
pl ease say yes, or if you have any questions about it, we

can deal wth that. | didn't mean to push this through,
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The proposal is that the physician | abeling
i ncl ude a warni ng about the needs for centration and the
possibility that the lens won't function well if it
decenters, and the need to calculate for and achi eve
emretropia or the lens won't deliver as it's designed to
del i ver.

DR GREEND&E  It's just that ny concern is
how many warni ngs we're putting there, and if you have 17
war ni ngs whet her or not you'll read any of them

DR MCQULEY: You better read themall.

DR GREENDGE  And how do we distingui sh sone
warnings so that they're read? | hope you understand what
' m sayi ng.

DR MACSAI:  You nean red the color or read --

DR STULTING Well, that's what we're being
asked to reconmmrend.

DR GREENIDGE: So | guess ny question was, is
this a red warning or a bl ack warni ng?

DR MACSAI: This is a red warning, R E-D, not
RE-AD O both.

DR MCQULEY: | vote for strong warning on
that, both of them

DR STUWLTING [It's been suggested and proposed
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appropriate typeface that woul d match that recommendati on
and that level. Those in favor, please raise your hands.

(Show of hands.)

DR STULTING E even yes.

The floor is open for other |abeling
i ncl usi ons.

DR RUZ M. Chairman, it seens like it's a
good opportunity just to list all these warnings under a
separate title there. That would, | think, catch the
attention of the physician.

DR STULTING So it was suggested that we put
these all |isted under one set of warnings.

Anyt hing el se that people need to go in?

DR MOULLEY: | have a question. Does the
| abel i ng adequately address the | ack of inprovenent in
intermedi ate di stance? And does it adequately -- | guess
it does adequately address hal os, glare, decreased night
driving, lowillumnation function ability.

DR MACSAI: But | would think you want to
i nclude the percentages there, not just that you can have
them but that 15 percent, for exanple, had severe hal os
and 11 percent had severe glare. Those are very high

per cent ages.
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DR MCQULEY: | guess the point is that we do
think it ought to be very well stated in the |abeling, and
| think that it al so needs to be very well stated for
physician and patient that there's no benefit in
i nt er medi at e di st ance.

DR STUWLTING | thought that the glare nunbers
were already in there. AmI| not correct about that?

DR RWBIN M. Chairman, | think that the
glare nunbers that are in there possibly are msleading, in
t hat they have conbi ned severe and noderate, which
di m ni shes the difference between the two groups. | think
if we stick with severe --

DR STUWTING Yes, you nade that point before
It was on ny notes to get back to.

How can we devel op a consensus here? It's been
recommended that the percent of patients who experience
severe optical synptons be included in the physician
| abeling. Wuld that be the right wording, do you think?
That woul d be glare and hal os and doubl e vi sion and things
like that. W' re now tal king about physician |abeling. W
can tal k about patient in a mnute.

Is that a consensus? Any other suggestions?

Those who believe that ought to be on there, please raise
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(Show of hands.)

DR STUWTING Ten.

Art, are you abstai ni ng?

DR BRADLEY: | was distracted, Doyl e.

DR STUWTING Ten yeses and one di stracted.

(Laughter.)

DR BRADLEY: | was trying to see if | was
going to mss ny flight.

DR STULTING Sotoclarify it for the agency,
there was concern about the way these things were
tabul ated. |1f you tabulate frequencies that are high by
conbi ni ng noderate and severe, then the differences appear
to be less, and what we want to do is enphasi ze t he nunber
who have significant severe ones.

DR SUGAR They're specifically in here.

DR STULTING That's what | thought.

DR SUGAR Yes. It says no difficulty,
noder ate, severe.

M5. THORNTON  Can you use the m crophone? The
transcriber and summary witer can't hear.

DR RUBIN | would direct your attention to
page PT-7, unless I'mlooking at the wong thing. "Revised

June 17th, 1997."
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one, which is M 15.

DR RUBIN |'msorry.

DR STUWLTING |Is anybody unhappy with what is
in MD>15? Then maybe what we're tal king about is putting
it in the patient brochure.

DR RBIN |I'msorry. You' re correct on that.

DR STULTING Do you think it ought to be in
the patient brochure? |s there general consensus that it
needs to be in the patient brochure, the severe synptons?
Those who believe yes, please rai se your hand.

(Show of hands.)

DR STULTING Was that 11? kay. So we think
this ought to go in the patient.

DR ROSENTHAL: | understand your concern in
putting the severe conplications in the patient brochure,
but a table of that conplexity may not be in the best
interest. W can assure you we'll put the severe
conpl i cati ons on.

DR STULTING That would be ny interpretation
of what was bei ng recommended.

DR RCOSENTHAL: Fine. Thank you very nuch.

DR STULTING That it be pared down.

DR ROSENTHAL: Ckay. Thank you very mnuch.

E : bid : his- .
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that the patient brochure al so doesn't say that sonewhere
around 1 percent of the |enses were actually renoved
because of visual synptons, and | personal ly think that
ought to be in there, too.

I's there consensus on that? |Is there anybody
who woul d vote no or abstain?

(No response.)

DR STUWTING Then that's 11 yeses to include
the renoval s

Let's see. There were sone other coments,
too. Internediate distance. The point that internediate
di stance is not necessarily inproved by the lens. Should
that go in the patient brochure, that's what you' re asking
about ?

DR M CQULLEY: Physician and patient.

DR STUWLTING Physician and patient?

DR SON: | think for the patient we can
probably add that to the table of conparisons. Under range
of vision and under nonofocal, it says required for near
work and internmediate. W can probably add internediate in
there just to clarify that internedi ate doesn't inprove
t hat much nore.

DR VAN METER Is this an appropriate place to
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| ens?

DR STULTING Not right this instant. W'l|
get toit inamnute. W're talking about the
internediate distance, so let's put that in, and then we'l
tal k about what to call it.

DR FERRIS. Doyle, can | just nake a commrent
-- thisis Rck Ferris -- about what's in the patient
brochure and what's in the physician brochure? 1| think we
need to be careful about any kind of paternalistic approach
that patients won't understand this. | also think it's
inmportant to not overload the patient brochure with a whole
bunch of stuff that patients won't understand, and the
suggestion that I nake as a conpromse to that is the bulk
of the patient brochure ought to be ained at the things
that patients are interested in, but | think an appendi x or
sonet hing of these are warnings and infornation that were
given to your physician of a nore technical nature, but
that they' re there sonepl ace, mght be consi dered.

|'mnot sure exactly how to best do this, but
I'ma little bit concerned about the idea that you tell a

physi ci an sonet hi ng, but you appear to be keeping it a

secret fromthe patient. |'mnot sure that's a good idea.
DR MACSAI: | think you can nmake a patient
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and we shouldn't underestinate the ability of our patients
to understand and be concerned about these possible
consequences or side effects. So | have no problemwith it
bei ng quite conplicated.

DR STUWLTING | think the concern is just |ike
when you and | get a whol e bunch of mail during the day.
You know, we're going to select stuff that we're going to
read and stuff that we're not, and if they get a huge one
that's got relevant and irrelevant stuff, they'll have a
hard tine sifting out what they need. | agree with you,
but I do think that the issue is not really protecting them
frominformation, but selecting information that we can
comunicate to themefficiently, and stuff that natters.

DR ROSENTHAL: M. Chairnman, we do have a
group we work with in the agency on patient infornation,
and | think they will probably have simlar feelings that
t he panel has about these issues. | frankly would like to
defer it to themin the final nakeup of the I abel or
pati ent brochure.

DR STULTING kay.

DR ROSENTHAL: The | anguage.

DR STULTING Let's see. W were on the

internediate thing. | think we got distracted before we

finichad that
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DR SON: Can | go into that one?

DR STULTING Sarita.

DR SON: Yes. | think that whol e question
about internediate vision can be and shoul d be addressed in
the conparison table that the sponsor has put together. A
nunber of places, the word "internmediate" is left out.

Let's go back to what | was tal ki ng about
earlier, range of vision and under nonofocal. It talks
about vision. "The ICQL generally gives good di stance
vision, but glasses are usually required for near work."

It should probably say "near and internedi ate work," and
t hen when you nove over to the nmultifocal text, it talks
about "The IQL is designed to give you vision at both far
and near distances |like the natural |ens of the younger
eye." That's what Arthur doesn't want, and | certainly
don't want that in there, which inplies clear vision al
the way through, so that shoul d be taken out.

So in this particular conparison table, | think
there are a lot of errors, especially to do with
intermediate vision, that need to be really | ooked at
carefully. W can go through themone at a tine or we can
just leave it with the agency.

DR MCQULEY: Bottomline was that conparing
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ininternmediate vision, so we just leave it to themto be
certain that that is effectively comuni cated and | abel ed
for physician and patient.

DR STULTING | agree with you. 1| have
serious concerns about sone of this wording here, and |
actually think these are nore inportant for us to focus on
than sonme of the things that we've been | ooking at. |
really think that we ought to get into sone of that before
we | eave today.

Since you' ve brought it up, maybe everybody
shoul d pull out patient page 7 of the nost recent |abeling,
which is in this thin thing -- that's Volume 1 of one -- at
the end, and we're looking at the table, which is what you
brought up, over there under the Array.

"The 1L is designed to give you vision at both
far and near distances |like the natural |ens of the younger
eye. The I QL generally gives good distance vision, but it
may not be quite as sharp as with a nonofocal. You can
expect near vision to be better than with a nonofocal 1Q.,
but there may still be some circunstances where" -- you
know, to nme, | think that's msleading in a couple of ways.
| don't think you should nention that it's |ike the natura

lens and |' mnot convinced that it's better than nonof oca

at noaar
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DR BULLIMRE | nove that we strike the words
"li ke the natural |ens of the younger eye."

DR BRADLEY: Second.

DR RUZ M. Chairman, do we need to do this
or can't the agency do that?

DR STULTING Well, apparently we do.

DR RUZ | think they've gotten the nessage
of whatever Dr. Rosenthal wants.

DR STUWLTING |Is that what you want ?

DR BRADLEY: | would al so make a nodification
of the third sentence, instead of "You can expect near
vision to be better than with a nonofocal 1Q.," to "Mbst
peopl e can expect near vision to be better."

PARTI G PANT:  Sone.

DR BRADLEY: | think it's nmore than 50
percent, so | think that is nost.

DR BULLIMRE: | accept Dr. Bradley's friendly
amendnent .

DR STULTING Wich was?

DR BULLIMORE That the final sentence shoul d
begin "Mdst patients can expect."

DR STUWLTING |Is there general agreenent about

that? Do people object to that? Does anyone object to

that 2 Lf con n
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(No response.)

DR STULTING | don't hear anything, so the
transcript will reflect the comrents there.

| actually think that this is inportant for us
to get the labeling right because --

DR ROSENTHAL:  Absol utely.

DR STULTING That's what | was trying to do
since we started, |looking at the --

DR ROSENTHAL: | realize that.

DR STULTING Because | thought we were going
to approve it, and what we really need to do is nake sure
t hat peopl e understand howto use it and what the risks are
that they're facing, so as far as I"'mconcerned this is the
nost inportant thing that we' ve done today.

DR MACSAI: Can | go on to the next part of
gl asses?

DR STULTING Absol utely.

DR NMACSAI:  You know, this is somewhat
dependent on what the person's doing during the day. For
exanple, if they're draning insulin into their syringes,
there is not a high probability that they will be able to
do this without glasses. The data showed that 24 percent

of patients still required an add for near tasks, and 43
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DR BANDEEN- ROCHE: Even as stated, | believe

it's msleading because | believe that was the nunber for

always, right? For the always category. It was not? Then
maybe the overhead was -- exactly what category is that
for?

DR YARGSS: That was occasionally plus al ways.

DR MACSAI: It's not reflected in the data.

In the data, | understood that 14 percent of patients still
required an add to achieve J3 vision, and 24 percent were

still requiring an add for near tasks, so 92 percent woul d
be a m sl eadi ng nunber.

DR BRADLEY: Could we recommrend to the FDA
that they insure that statistic is correct when it's posed
in this brochure and nove on?

DR STUWLTING So the recommrendation is that
the nunber be verified and that it include percentages.

Can we stop with that? Ckay.

| guess, while we're on it, any other comments
about this page?

DR FERRIS. But this percentage of
occasionally, | think that's very nmuch a matter of
interpretation of the question. | think a lot of elderly
peopl e think they use their reading gl asses occasionally.
-hi-rk—the—reasen—t-hi-s—
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havi ng the discussion here, is because | don't think there
are 92 percent of this popul ation who don't need add, so |
think the agency needs to look at it and reflect -- | worry
about nunbers. That's ny quirk. |'mnot sure we need
nunbers, but it looks to nme |ike a significant nunber of
peopl e are going to need additional help for near work.

DR STULTING Down at halos and glare, | found
this one to be, once again, unbal anced and msleading.
the right, they tal k about visual aberrations with a
multifocal, and it says you may get accustoned to them you
may continue to notice them but you al so may have to have
the I ens cone out because of it, and that happens in 1
percent of eyes. | would recommend that be put in. Any
obj ections to that?

DR MACSAI: | would agree with that, and
woul d al so say that the data they showed on the screen
didn't showthat with a nonofocal there was a 29 percent
chance of -- is that 29 percent correct?

DR MCQULEY: Forty-nine. Forty-nine saw J3.

DR MACSAI: No, I'msorry. W're talking
hal os and gl are for the nonof ocal .

DR BULLIMRE: If you look at Table 10 on page

MD-15, it's 26 for noderate halos, 6 for severe halos in

tha nonaof ncal it + o 20 O
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DR RUBIN W already discussed switching that
to the severe anyway, | think

DR FERRIS. But that's the point, because here
the inplied relative risk is something |i ke a 40 percent
increased risk on the one hand, and then severe it's a
doubling of risk, and so | think the inportant point here
is to concentrate on the severe, because that's where
you' ve got a two or three tines risk. Wien you | ook at
this noderate plus severe, it nakes it ook |ike, well,
you' ve got a little bit nore risk, but not a |ot.

DR MACSAI: That's what | nmeant to say.

DR BULLIMORE: \We've already voted on that.

DR STULTING The recommendation is that al
of those things that we said about severe and how to report
them bel ong in these boxes. |s that consensus? Ckay.

Let's see. There were sone other things that
we had about the | abeling before. There was a comment.
Dr. Bradl ey, you conpl ai ned about the way they cal cul at ed
and did their pictures, right?

DR BRADLEY: Yes. | think it would be
mandatory really for the conputer sinulations, the
visualizations for the patient, to be both theoretically

and enpirically verified. It's ny judgenent that they are
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have not been validated. oviously, if they are incorrect,
they will mslead the patient into what to expect after
surgery.

DR STUWLTING Wen you say validated, can you
expl ai n what that woul d be?

DR BRADLEY: There are two levels. ne is in
theory and the theory seened to nme incorrect at the nonent
and | know they can correct that. | can advise them if
t hey woul d be interested.

Empirically, how do you validate? Actually,
you have to put |lenses in people' s eyes, and essentially,

i f you have a nonof ocal cohort, you can have them | ook at
your simulation with their nonofocal eye and | ook at their
nmonof ocal simulation with their bifocal eye. The question
is, do they look the sanme? |If they don't, then your
simulationis inerror. | believe that's the way to do it.

DR STUWTING Does everybody understand this
and agree with it? The proposal is for correction of the
theoretic formulas in the conputer simulations with
val i dati on using the nonofocal /multifocal groups, people
who had i nplants of each ki nd.

Any ot her discussion on that? |Is there genera

agreenent that that be part of the recommendations?
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(No response.)

DR STULTING No speaking parts, so we wll
consi der that a unani nous approval .

DR SUGAR (ne other thing on the
visualization --

M5. THORNTON  Joel, could you use the
m cr ophone?

DR SUGAR Sorry. Joel Sugar. Page H6, wth
the visualization of the nighttinme halos and glare, it says
they are reported 10 percent nore frequently with the
multifocal inplant. The relative risk for severe is two
and a half tinmes. | think that that's a nore accurate
st at enent .

DR STULTING So the recomrendation, then, for
Figure 4 is to express it in the frequency of severe.

DR SUGAR  Yes.

DR STUWTING And give the two percentages,
rather than a difference. |Is that correct?

DR SUGAR O the relative risk, yes.

DR STULTING O the relative risk, how many
tinmes nore frequent it is.

I s there general agreenent on that

recommendati on? Ckay. There was no objection to that.
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recomrendati on regarding the simulations. Once the
programmng's set up, it's very easy to put any nunber of
obj ects or images through the simulation, and it's ny
experience that the quality of bifocal vision can be --
let's say varies with the actual object that you're | ooking
at, and a particular one that patients often report having
trouble wth is high contrast letters that they' re reading
at near. It mght be good to give a sinulation of that.

DR STULTING | actually had sonething that's
alittle bit like that. | had sonme concerns about page 4,
because one of the alternatives is not here, and that is
nonof ocal with readi ng gl asses, so they don't get a
conparison of what it would be like if they had a nonof oca
with glasses, and | think that ought to be in there to
fairly present it.

| s there any di sagreenment on that anong the
panel ? Can we take that as a recommendation? | don't hear
any di sagreenent bei ng voi ced.

DR BRADLEY: | thought that woul d be a good
idea, in the sense that, as AMD has suggested, there is a
tradeoff here, and we've seen the benefit by going from
nonof ocal 1 QL at near, which is defocused, to multifocal

It'"d be nice to see the cost, in the sense of what you

worl d | ncn
VAL A L AW | LI~ = A )

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




N

o o A~ W

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

24

312

DR VAN METER M. Chairman, on page 7 at the
end, in bold type --

M5. THORNTON Dr. Van Meter, woul d you speak
into the m crophone?

DR VAN METER Wodford Van Meter. On page 7,
patient page 7, the | ast sentence under |ow contrast
driving is "You may have nore difficulty recognizing
traffic signs," et cetera. Mght that be anended so you
say "You may need to take extra care when driving,
especially in poor |ight conditions"?

DR STUWLTING Does anybody object to that
recommendat i on?

DR BRADLEY: (ood i dea.

DR STUWLTING Anything el se that people
bel i eve belongs in the labeling or things that are in the
| abeling that need to conme out or that are
m srepresentations of the |ens?

Kar en?

DR BANDEEN-ROCHE: | just have two nore
things. One is | think very mnor. One page MD-8, the
contrast sensitivity results are introduced, but | don't
see any sunmmary. It's just the tables on the next page and

there's not a sutmmary, so it'd be helpful if a sumary |ike
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The second one | think is nuch, much nore
important, and that involves the recommendati ons that were
nmade several tines about including sone information about
driving that summari zed the potential for not being able to
drive effectively, conparing multifocal and nonof ocal
| enses.

DR STUWLTING Are you talking about the bar
graphs that we saw with recognition and di stances on them
or sonething el se?

DR BANDEEN- ROCHE: |'mtal ki ng about a
recommrendati on that was nade, | think very effectively, by
Dr. Bradley, | think it was, about a nethod that m ght be
used to summarize -- or maybe it was Dr. Rubin. | forget,
but one nethod that was forwarded was a percentage of
participants who were not able to stop the car in
simul ations fast enough to satisfy standard safety
requirenents. It doesn't have to be that, but just some
sunmmary statistic describing a nore gl obal neasure of risk
of not being able to drive appropriately.

DR CALOGERO Excuse ne. Wuld you be | ooking
for, say, one exanple --

MB. THORNTON  Don?

DR CALOEERQO This is Don Calogero. Wuld you

ha |l ookt na f or < 1 n tha | ahal i "D
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Because we could go into the test data that the conpany's
performed. Cbviously, we can find one exanpl e where it
woul d be an unsafe situation for the multifocal and woul d
be safe for the nonofocal, but that's not truly
representative of the entire body of data.

DR BANDEEN-ROCHE: No, | feel very strongly
that it shouldn't be an itemby itemsort of conparison
but this bears on the discussion that we had about needi ng
to summari ze the data in sonme way that effectively gives
peopl e sonme way to assess their risk of having a really bad
driving outcone. | thought the summary statistic of
per centage of people in the simulation who woul d not have
stopped in a safe distance -- maybe a nmean over tasks --
was one good idea. It would not have to be that one, but I
just feel that as it is I'"'mnot sure the patients are
getting a fair assessnment of kind of a catastrophic risk

DR RUBIN Gary Rubin. So you said possibly a
mean over task, the nean percentage of patients over task
or sonething like that, is nore of a summary statistic?

DR CALOCGERO In the FDA presentation, we had
done sone of those anal yses, and Dr. Drum had done one
anal ysis where he | ooked at the percentage that actually

had failed or had success in recognizing various objects or
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going faster than 30 mles per hour you didn't have
sufficient time to react and stop in this 100 feet. Sone
sort of analysis like that coul d be added to the |abeling.

DR STULTING Has a sense of the commttee and
t he comments been transferred adequately do you think?

DR ROSENTHAL: Yes, it has, but | would |ike
to get back to one issue which has to do with the
i ndi cations, which was actually nunber 1, which I was
pushi ng you on and which we never really got. 1'd like to
refer you to page 3 of your indications for use in your
packet. Page 3, "Indications for Use." It follows the
questions. If you could just look at that, it follows the
guestions you' ve just been considering in your packet.

DR STULTING It's the thing that got |eft
out.

M5. THORNTON  Yes. |It's the thing | faxed to
you that | told you I'd provide in your packet. |It's about
two paragraphs at the top of the page.

DR ROSENTHAL: It's "Indications for Wse." It
has to do with the issue of multifocal bifocal depth of
focus. It says, in the second part, "The AMD Array
mul tifocal lenses are indicated for those patients who

desire increased depth of focus," et cetera.
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adequat el y defined and denonstrated an increased depth of
focus? This is the issue you' ve been tal king about wth
internedi ate distance, with nultifocal versus bifocal, and
we need to have a sense of feeling fromthe panel how best
t hey shoul d discuss the issue of increased depth of focus.

DR BULLIMRE Dr. Chairman, | believe we
voted seven to three in favor of that first question. Wat
el se do you want us to do?

DR ROSENTHAL: You believe they' ve adequately
defined and denonstrat ed?

DR BULLIMIRE: According to ny notes, we took
a vote in favor, seven to three, in terns of question 1.

DR ROCSENTHAL: And yet, you said at anot her
tine that they did not denonstrate any inprovenment in
i nt ernedi at e di st ance.

DR MCQULEY: Rght. Yes. | think we've said
that we think that they' ve denonstrated good function at
di stance, good function at near, but stress that they have
not denonstrated any increase in function in any
internediate zone with this |ens.

DR RUZ And that they have not denonstrated
even with near in 100 percent cases --

M5. THORNTON Dr. Ruiz, | can't hear you.

DR DL 7 L thinl that hac hann dAanmnnct r ot Ad
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that it increases the depth of focus, that a certain

percent of people, greater than 50 percent -- what is the
percent age? Seventy? -- can read w thout spectacles at
near. |It's been denonstrated.

DR MOCULEY: Well, with bilateral nultifocal,
it's 98 percent could see J3.

DR MACSAI: Wth add.

DR MCQULEY: Wthout anything. Wthout
anything --

DR RUZ So it has been denonstrated. It's
not 100 percent.

DR MCQULEY: N nety-eight with bilateral
multifocal lenses. | don't like the multifocal, but
multifocal lenses is nore than one, so it's multi, | guess,
but that 98 percent of patients with bilateral multifocal
| enses saw 20/ 40 or better at distance and J3 or better at
near, and that is --

DR SUGAR And that's at Mb>-6. It's 82.6
per cent .

DR STULTING Are we correct in quoting that,
Mal vi na?

DR MACSAI: No, it's not right wth add.

DR STUWTING Bruce, you want to add sone
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DR DRUM Bruce Drum FDA. I'dlike to try to
clarify the problemthat we're having with this set of
issues. It seens to us that there's, if not an actual,
than an inplied inplication fromincreased depth of focus
to saying that there's an inprovenent in internediate
function. 1In other words, it's not clear how you can have
an increased depth of focus wi thout sonme effect on
intermediate function. Even if you can define it in such a
way that technically you have an increased depth of focus,
it gives the inplication to the patient and the physician
that there's an inprovenent in vision throughout a range
fromdi stance to near, and so that's why we're asking the
question about the increased depth of focus as part of the
i ndi cati ons.

DR MACSAI: My | suggest that if you renove
the first five words of that statenent, you elimnate the
I Ssue.

DR BULLIMRE Yes. |In spite of what | said
earlier, | could support taking it out of the indications,
but we were asked the question had they shown it. [f you
want it out of the indications, | could support that.

DR STULTING Help nme with understanding this.
To ne, depth of focus nmeans the distance at which objects

ra vwithi n cAnn nnt ar 20/ 40 or
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better, 20/20 or better, or sonething, that it's the
di stance range at whi ch you achi eve that acuity.

DR DRUM R ght.

DR STULTING Odinarily, we consider that to
be conti guous.

DR DRUM R ght.

DR STULTING But inthis case, it nmay not be,
because you' ve got an inprovenent here, an inprovenent out
there, and no inprovenent in the mddle.

DR DRUM R ght.

DR STULTING So what you're concerned about
is the fact that it's not contiguous and people mght infer
t hat .

DR DRUM R ght. The depth of focus inplies
an i nprovenent over the entire range.

DR RUZ Wy do you have to use the tern?

DR DRUM You can define depth of focus -- in
fact, the standard definition of the depth of focus is that
you achieve at |east a certain acuity, but in this case the
criterion that you pick may have a big effect on the
result. |If you choose 20/40, you may just barely skim
under the depth of focus curve through the entire range,

but if you go to 20/ 35, suddenly there's no difference
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m sl eadi ng.

DR MACSAI: My | nake a proposal ?

DR STULTING | think | understand the issue.
Does everybody el se understand the issue?

DR MACSAI: Yes. My | nake a proposal ?

DR STULTING |It's been suggested that we
renove the first five words.

DR MACSAI: That's right. That's what 1'd
i ke to suggest.

DR STUWLTING Wuld everybody agree on that?
Si X wor ds.

DR MACSAI:  Six.

DR RUZ Soread it, M. Chairnan.

DR STULTING I'msorry. It's six words.
W're going to renove the first six words, so that it reads
"increased near vision wthout reading add versus a
conpar abl e nonofocal 1Q.."

DR SON: | don't think we need the word
"increased" either, actually. "The AMO Array multifocal
| enses are indicated for those patients who desire near
vi sion w thout reading add.”

DR STULTING Well, you re probably right, I

woul d guess.
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vision. |If the patient's happy with J10, then they still
have -- | think we have to inply that there's sone val ue
added here, and | think the word "increased" shoul d stay,
but I think we're down to the point of semantics, and woul d
be happy to defer to our em nent coll eagues over there.

DR STUWTING That suggestion wasn't nmet with
enthusiasm As we get longer, we take fewer votes.

Now, we do need to go back. W prom sed that
we woul d go back and tal k about the feeling that people had
who voted no on these other topics.

Are there any other issues that we need to deal
with | abeling now?

DR ROSENTHAL: | don't think we need --

DR MOCULEY: W need a notion for the PVA

DR ROSENTHAL: For the PMA. | don't think we
need that anynore.

DR STULTING Wat | suggest that we do,
eventual Iy, when we get finished with this, then we can
make a notion for the PMA to be accepted with the
conditions that are included in the transcript or reflected

i n our discussions.

DR ROSENTHAL: Correct.

DR STULTING |Is that right?

DR DOSENTLIAL - Corroct an wooara noan hannyg
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with all your discussions of all the points, albeit in the
order that we had asked them

(Laughter.)

DR MOCULEY: | nove what he said. | nove
what he said.

DR STUWTING The agency has expressed
pl easure with the discussions so far. |s there anybody on

the panel who is unconfortable in any way or displ eased or
has sone degree of displeasure or feels |ike sonething el se
needs to be sai d?

DR MACSAI: W haven't discussed bifocal
versus multifocal wording, but I don't know that we can.
Ve didn't finish.

DR STULTING W need to handle that, | guess.

Donna, what | was actually asking you was if
there was sone standard or sone rule or sone determnation
had al ready been put in place at the agency, or is this
still up for discussion? Bifocal versus multifocal.

DR RUZ M. Chairman, it seens like, in
keeping with the fear of using the term"depth of focus,"
that bifocal fits this better than nultifocal.

M5. LOCHNER | do think we're at a crossroads

here. W have had a policy that we' ve all owed conpanies to
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studies, but | do feel we're at a point where this could
potentially be the first lens that's approved for
marketing, and so | think any recommendati on you have in
this regard woul d be appreci at ed.

DR FERRIS. Well, especially since down the
road there's likely to be a nultifocal.

DR STULTING If we nmake a decision, we need
to set a specific criterionon it soit's clear what we did
and why we did it, and so that everybody el se can play by
the sanme rules, it seens to me. | fear that that woul d
lead to a big discussion about optics and exactly what
portion needs to be in focus, and what portion of the optic
needs to be devoted to this, that, and the other. You
know, if you have a trifocal, is that a nultifocal, et
cetera? But | guess we need to deal with it.

DR BULIMRE M. Chairman, | think multi
inplies nore than one. | think the concerns that were
rai sed about nultifocal really pertain to internedi ate
vision and clains pertaining to increased internedi ate
vision. M sense is that we' ve adequately taken care of
that in the labeling. | would, for one, be prepared to |et
the term"multifocal" stand in the nanme of the device and

nove on.
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DR VAN METER | would like to dissent,
because | think other designs nmay becone available in the
future and for the consuner, patients as well as
physicians, | think it would hel pful to differentiate a
potentially -- for instance, an aspherical design, which
woul d give you a snooth internedi ate range, should be
differentiated froma trifocal or bifocal or nmultifoca
lens. It mght not be appropriate to discuss that here,
but it probably should be discussed at sonme point. |
foresee confusion if other lens designs that are al so
mul tifocal |enses becone indistinguishable to either the
pati ent or the physician.

DR STULTING Well, one of the concerns that
we' ve expressed is that multifocal inplies sone advantage
over bifocal. It's entirely possible that a | ens such as
you are describing would not truly be advant ageous, and so
the i ssue becones as to whet her you shoul d assign a nane
that we're concerned about inplying functionality to a |l ens
that may not be nore functional

DR VAN METER Wth contact |enses, there is
definitely difference in function and satisfaction with
patients that are provided with internedi ate range over
bi focal range. Again, it's a |abeling issue, and as |ong
at-en i
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internedi ate distance, it's fine.

DR STULTING | was listening to your
comrents, but I'mnot sure that they are pertinent and
transl atabl e, because an intraocul ar |ens inplant doesn't
nove relative to the pupil, we hope, and a contact does.

DR VAN METER  However, the sinultaneous
desi gn of contact |enses, which effectively don't nove --
nost soft bifocal |enses don't nove on the cornea.

DR STULTING But the conparison one does.

DR RUZ M. Chairman?

DR STULTING Go ahead.

DR RUZ There's probably been two hours'
worth of discussion today on not saying that there's any
internediate focus here, that there are two foci. ne's
di stance and one's near. That means bi.

DR STUWTING There are al so peopl e who woul d
say bi is multi because that's nore than one, so there are
a lot of argunents here.

DR RUZ A this point, it neans two.

DR STUWTING Joel, do you have sonme w sdom
for us?

DR SUGAR No, | haven't yet, but the term

"array" also inplies a spectrumof, rather than two, so the

Arravz nliic milt i fAanal 1o A ralnfAarcl ny Af +ha gl 0 Al A5+
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| would like to let themuse the term"array" because
that's not our job, but to nake it bifocal.

DR STULTING Qher comments?

DR BRADLEY: Just a comment on the technica
definition of bifocal versus multifocal. As you saw w th
this lens design, it's not 100 percent either near or
distance. There is sonme internmediate foci, if you want to
think about it that way, and that's true for just about
every design. The only one that | know that does not have
that would be a birefringent lens, but all the ones that
are either defractive or use this zone approach al ways have
sone boundary zone.

So it becones a matter of degree. Well, how
much of the pupil area has to focused at internedi ate
distance for it to be called multifocal ? It becones a
difficult nmatter of degree, | think, and I don't know --

DR SUGAR It needs to be nore than they have.

DR STULTING M blurred nenory of the
previ ous di scussion is now comng into better focus.

(Laughter.)

DR STUWLTING | can renenber flat |ens
di scussion, why it was such a disaster.

Can we get sone gui dance? Do you want a rea

i+ hic?D L thinl t+hat ¢! olnao -t n
L CTIT I . T CTIrrimns CTTCAL LY U

o Fal
SAERY ASANLELY BN

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




N

o o A~ W

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

24

327
anmount to an up/down vote, because there are a nunber of
argunents for one side and anot her, and everybody pretty
much knows them| think at this point.

M5. LOCHNER |If you want to see the | abeling
reflected with one word or the other, you have to nake a
recommendation. |If it's not something you feel is
i nportant enough to change the | abeling, we'll just take
your comments under advi senent, but if you want to see the
| ens advertised a certain way or |abeled a certain way, we
need your recommendation in that regard.

DR BRADLEY: | recommend that they be all owed
to use multifocal, but it be very clear in the patient
information brochure that this does not inply anything but
a near add, basically.

DR BULLIMORE: | second.

DR STUWLTING Is there further discussion of
this point?

DR SON: Wll, why do we want to do that?
Because everything we've done this afternoon, we've tried
to stay away fromthat. W've tried to elimnate the word
"Iinternedi ate" or at |east address that issue. So why not
make it very clear what this lens is?

DR MACSAI: Wiy not take a vote?

DR STLLTI DN [RaYal
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sone pertinent information that's not al ready been brought
to the floor?

DR BULLIMRE Yes. | don't want to cloud the
issue any further, but I"'msure there nust be ANSI
standards for what are progressive spectacle |l ens or
bi focal spectacle lens or multifocal spectacle |enses.
Donna' s shaki ng her head. Ckay. | was wong.

DR RUZ Let's take a vote.

DR FERRIS. Just a quick comment. It seens to
me that it wouldn't be inappropriate to say that this was
-- if they want the AMO Array near and di stance silicone
posterior, rather than nultifocal, and as a semanticist, |
actually think that multiple probably usually in nornal
context means nore than two.

DR STUWLTING If there is no one here that
feels that their opinion can be swayed, then we shoul d
probably vote. Is that the case? Al right. Those of you
who believe that this |l ens should be | abeled as a
mul tifocal, please raise your hand.

(No response.)

DR BRADLEY: Could we allow the vote to be on
whether to let A lergan choose what nane?

DR STULTING Those who believe that the vote

Ld ha that t+hao | Aanc o
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| ens, pl ease rai se your hand.

(Show of hands.)

DR STUWLTING | saw eight hands for bifocal,
and that nmeans that there were three abstentions. Wuld
t hose who abst ai ned pl ease state your position? Dr.

Bul linmore? That's one abstaining. Dr. Bradley?

DR BRADLEY: Yes, | abstained for the reasons
|'ve al ready said.

DR STUWTING Karen?

DR BANDEEN-ROCHE: | abstained for exactly Dr.
Bradl ey' s reasons.

DR STULTING There were three abstentions and
eight who felt that it should be a bifocal. 1Is that clear
enough?

Are there any other comrents about the PNA?
Any ot her thoughts about the labeling? | think |I've gotten
everything that was on ny notes taken care of. Anybody
fromthe FDA that would like to see us touch on ot her
things or things that are not clear that we need to bring
out ?

DR ROSENTHAL: No, sir.

DR STULTING Eve?

DR H G3 NBOTHAM To be consistent with our

Lan thic mrnt Ny o~ toarne Af +h ~
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bag versus sul cus, can we just adapt the sane kind of
wording for this | ens?

DR ROSENTHAL: The answer is yes.

DR STULTING Let's see. W can entertain a
notion now, sort of in the formthat it be approved with
the | abeling suggestions and the conditions placed on it,
including the one that just recently was nade, and that is
that the verbiage regardi ng capsul e and bag fixation be
attached to this one just |like the one fromthis norning.

DR MOCULEY: 1'd like to nmake a notion for
approval along those |ines.

PARTI G PANT:  Second.

DR STULTING Oficially, the notion has been
nmade and seconded that we recomrend conditi onal approval
with the conditions that were attached in the di scussion.
Those in favor, raise your hands, please.

(Show of hands.)

DR STULTING That's 10 yes.

Those opposed?

(Show of hands.)

DR STUWLTING That's one opposed.

VW need to go around the table and state your

support for your vote, whichever way it may have been

loal 2
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DR SUGAR | voted yes because | think we've
adequat el y di scussed the conditions and the reasons why
t hose conditions should be there. Wth those conditions, |
think it's acceptabl e.

DR BANDEEN-ROCHE: Yes, | agree. | believe
that safety and efficacy has been denonstrated, subject to
all of the conditions that have been di scussed.

DR SON: | agree with both of them

DR RUBIN | agree for the sane reason.

DR HGINBOTHAM Dtto.

DR MCQULLEY: Sane.

DR BRADLEY: | voted yes because | think, with
t he recommendati ons we have nmade, it's possible for
patients to gave their inforned consent to become
mul tifocal or bifocal, whatever we want to call it.

DR BULLIMRE Al of the above.

DR GREENDGE Al of the above.

DR MACSAI: | voted to disapprove this PVA for
the AMO Array Miltifocal Intraocul ar Lens because, despite
a skewed, perhaps noncat aractous, patient popul ation, the
benefits do not appear to outweigh the risks. [If the
benefits of this lens are J3 vision at near, as said by the

sponsors, and the pre-op vision at near was J3 in 83

narcant of nati antc and 1 mnrovac A Q0 narcant it h adAd
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postoperatively, the 16 percent increase in near visionis
not sufficient to warrant the possible risks.

These risks include 15 percent severe hal os, 11
percent severe glare, decreased acuity with | ow contrast,
decreased ability to detect signs, roadway hazards, and
driving in fog. These risks present a potential safety
problemfor multifocal 1QL patients when they are driving
and to other drivers or pedestrians.

The lens is really a bifocal lens. There is no
i nprovenent in internediate distance and there is only a
two-1ine inprovenent, which could equally be achi eved by
cal culating the power of the ICL to undercorrect the
patient by 0.5 to 1.0 diopter. Doing so does not carry the

risks of with safety to driving. Fourteen percent of the

patients still require add to achieve J3 vision at near, 24
percent still require add for near tasks, and 43 percent
still wear gl asses.

| would feel nore confortable w th approval of
this PMAif the pre-op vision of the cohort was not 70
percent 20/40 at di stance and 83 percent J3 with
correction, so that a nore significant benefit could be
denonstrated. Al so, the potential safety issue regarding

mul tifocal patients driving needs further clarification and
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DR VAN METER Wodford Van Meter. | voted
for conditional approval. The objective data presented
suggest to ne that the inprovenent in near vision does not
easily outweigh the |l oss of distance vision and associ at ed
conplications, nost noticeably driving. |In the average
cataract popul ation, troubled driving is probably a serious
concern and what makes peopl e have cataract surgery. The
difficulty with driving under adverse conditions bothers ne
because these patients had cataract surgery for that very
reason

Medi cal problens that may require surgica
intervention of the posterior pole and the potenti al
adverse effect of decentration, power calculation areas,
pupi | size, and astigmatismall rai se questions about both
safety and efficacy to ne. However, there are a
substantial nunber of patients who have benefitted from
this lens and have done well. | believe that this lens
shoul d be available for judicious use in carefully sel ected
patients with appropriate inforned consent.

DR STUWLTING |Is everybody happy?

That shoul d concl ude today's proceedings. |'l1
remnd you to pl ease | eave your docunents fromtoday's

di scussions here in this roomand FDA staff will pick them
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because they w || di sappear overnight.

Are there any other announcenents?

(No response.)

DR STUWLTING (kay. The neeting is adjourned.
Thank you very mnuch.

(Whereupon, at 6:06 p.m, the neeti ng was
recessed, to reconvene at 8:00 a.m on Friday, July 11,

1997.)
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