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DR. McNALLY: But then we looked at lower

levels and we thought, at’lower‘levels, this is

'still an okay clinical level for it.

DR. PULIDO: I couldjsee why you chose,
what\waé the‘réaéoniﬁg behind the 5 pefcent. But
now have you have a 3 percent iﬁcidence with the
Acuvue‘lens and‘you héve ak6vpercent‘incidence with

this SEE3. So there is a doubling there. What

fwould happen to'that,null«hypothesis‘if YOuvused

greater than or,equal’tor4‘percent?,

DR. McNALLY:» I have to say I am noﬁ sure.

DR. PULIDO: I would like to know that,
though. Did the statistician'do that?

| DR. SUGAR: Dr. Cﬁtter, why don’t you come

to the‘podium.  You‘might be more comfortable.

DR. CUTTER: I doubt it.

'DR. SUGAR: You notice that we are
interested in your comfort. |

DR. CUTTER: T think,,in a way, one could
do that calculation and the numbers Qould come out.
You take a percent difference and divide it out. I

haven’t done it. I suspect I know where it is

going to come out. You specify the hypothesis for

decision-making in advance. You end up making a

decision on the basis of the a priori evidence that
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you set up fof thié <= éfﬁér‘you have observed the
results td,kind of go in. Ibthink you are in an
estimation procedﬁre, ‘

The absolute difference is léss than 3
percent. So I think you have tb look at:whét was
observed and maybe put some confidence intervals on
the diffetence and look at the difference for thé
magnitude and the size of the differehce rather
than really going back tp a hypothesis-testingw
mode .

I am not trying t0~be‘eVasivé,‘but I think
it has fo do with cohceptualization. We plan
trials with the best info:mation that is available

years in advance of when we actually do the

w.

‘analysis. We set up, and we sort of Iive or die by

that proposal.
When you have the data in hand and you can
see’ whether Oor not your assumptions were correct or

whatever, I think it'is.appropriate to look at the

llsize and the magnitude of the absolute difference

or, if you want, proportional differencé, whatever
You.are looking at, and»discués it in those
contexts in terms of what size confidence interval
you have.
DR. SUGAR: Dr. Bandeen-Roche?
MILLER REPORTING COMPANY, INC.
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DR. BANDEEN-ROCHE: Dr. Bandeen Roche.

You did'mention a confidence interval on the
difference in rates. I did a truly back-of-the-
envelope caleulation. That ealculation showed that
a‘95~percent‘cohfidence interval did exclude 0 so
that'the rates were‘significantly different. ‘Does
this agree with jour'calculation |

DR.‘CUTTER: “Yes.

bR..BANDEEN—RquE:. Because mine really
was.back—of-the—eﬁvelope;

‘DR. CUTTER: Yes.

‘DR. pULIDo: So, again, there, is a
difference between the rate with the SEE3 and the
Acuvue, because, frem my quickie thing, too;'it
loekedvto‘me like the confidence int;rvals had'e-
difference in overlap

| DR. CUTTER: Agaih, not to eplit hairs,
the only other thing I would do is that would be --
you‘would~adjust the p-value fpr the multiple-
hypothesis tests you are doing because the primary
hypothesis was a noninferiority test.

~ DR. McNALLY: if I could add a few

comments. When we looked at the unadjusted rates,

and, by that, is the number of patients with an

endpoint infiltrate divided by the number of

MILLER REPORTING COMPANY, INC.
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patients dispensed, and when we do the sort-of

{classical comparison of those, we find no

statistical difference between the unadjusted
rates.

Then, When you perform the iife-table
analysis to take account of all the patients who
discontihued and the other’thingé thét‘happened.
Then you come up'wi;h these other rates and you get
into the discussionbyou were just getting intp.

| But, remgmbef, we excluded from that the
two peripheral ulcers, so thosevwere two of the’
more serious of these endpoints, from . the control
group.b This was a conservative thing because one
statistically throws us out -- you know, it makes
the rate go Eb 5.7 percent if we inciuded fhat last
endpoint for Acuvue.

We thought, you know, this really isn’t
representative for Acuvue to go from a 3.3 to a 5.7
because of a statistical foible, I will say, for
the lifé—table analysis. 'Secondly, we included the
second ulcer -- we didn’t.include the second ulcer
at six months. I think if you include thosebin the
analYSis, I think that the conclusions then change
and you find that there is overlap with 0.

DR. CUTTER: That is correct. And the

MILLER REPORTING COMPANY, INC.
- 735 8th Street, S.E.
Washingtoh, D.C. 20003-2802
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) 1 [foible that‘Dr.,McNéll? Wéé‘talking'about is since
%ﬁ? 22 the number of patignts who are obéerved beyond one
3 |year, the actual date of their exam starts‘
4 diminishing, the life-table rate is based upon the
5 eventbrate in‘the_interval where the event occurs,
6 Jthe nﬁmber.of patientsbthat are still around.
7 ‘, : This really makes the rate probably not
8 representétive of the control éroup so we chose to
9 usé a conservative-?— leaving outbthose other
10 events. ’Sb one could split hairsvaboutvwhether or

11 |not it gets significant or not.

12 If you include the other events that are
5§g ’ 13 [known and occurred, but they occurred outside the
™, . , o
;<TE 14 interval and you. are using é life-table estimate
| 15 fof it -- but we have done the analy;is looking at,

16 if that had occurred at day 365 and what did that

17 do.
18 DR. MATOBA:  This is pertaining to --
19 'DR. PULIDO: It is pertaining -- so,

20 Jlagain, YOu‘are speculating. There was some

21 speculation that is going on. You had mentioned
22 before, Dr. Cutter, that you‘couid épeculate what
23 ||would happen if the null hypothésis had been

24 fchanged to greater than or egual to 4 percent.

25 |What is your speculation on that?

MILLER REPORTING COMPANY, INC.
735 8th Street, S.E.
Washington, D.C. 20003-2802
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1  DR. CUTTER: I hdvén’t done it with all
2 |the events included. Again,‘I‘think, obviously,
3 ||someone would want me to include all the events. I

4 dqn’t knéw‘whé that might be.“But I héven't done

5 ||the calculation where you take éll the events and

6 thén,look at it relative to a 4‘percent difference.
7 |  -DR: PULIDO: You had épecuiated'before?

8 [[Give me:a.speculatioﬁ,p_less than 0.05 or not

9 o Dﬁf'CUTTER:' The abéolute differenée‘is

10 slightlyvover 2vpercent; Yoﬁ‘have got your

11 eﬁvelope. The standard error doUbles. I ﬁhink it
12 fwouldn’t be significant; actualiy, wi;h~4vpercent

13 but,_againn if you are,including‘at least one of

14 the two events that are left out.

15 I If you include both évents,\I.amﬁalmost
16. certaiﬁ‘thét they:are not.

17 DR. PULIDO: If you‘are going to exclude
18 vcertaiﬁ events,,you'aléoréxcluded a severe red eye
i9 as a prqblemhwith ﬁhevSEE3_lens. Nothing}like that
20 ever_happeﬁéd'with the Acuvﬁe lens. So what was

21 this severe red eye?

22 DR. McNALLY: ‘I think i'can address your
23 question,kcontact-lehs acute red-eye, perhaps, as

24 |we explained contact-lens acute red eye. In the

25 Jcontact-lens industry; we tend to put things into

MILLER REPORTING COMPANY, INC.
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little‘definitibns and EOXes which méybe not
everybody agrees with.:'Contaét—lens acute~?ed eye
is, as defined,in our protocol, an acute event
involving infiltrates overnight when this occurs
and they have pain in the horning'and redness and
so forth.

The critical part of that definition is
that there afe infiltrates. Howevér;”what happened
in the study‘is that if anybodY’s eye became
injected in an acute way, thé inveStigators often
marked acute éénﬁact—lens red eye. However, there
were~nb infiltrates aﬁd so it realiy Qidn’t fit
that definition.

So we removed that‘definition but we
includéd them, then. If there were‘;nfiltrates;‘we
included them in the endpoint if it met the
endpoint-ériteria. We included them then in the
adverse events under infiltrativé(keratitis if,
indeed, there were infiltrates. If all there was
was,injection overnight, then they were included in

the appropriate place which would be, 1if it was

grade 4, it would be biomicroscopy greater than

grade 4 in the table.
So they were not excluded. They were in
the table under a more descriptive definition of
MILLER REPORTING COMPANY, INC.
735 8th Street, S.E.

Washington, D.C. 20003-2802
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the findings and‘symétéms that occurred.

DR. MATOBA: Alice Matoba. 'The patients
who were discontinued for.biomicroscopic findings,
they were not inclﬁdédiin your’final analysié; is
that correct? |

DR. McNALLYi‘>Nq; all patients were

included in the final analysis. The life-table

|particularly takes into account patients who are

discontinued.

DR. MATQBA: So the 3.1 percent vefsus 5
percent, that firstHincidence‘of'endpoint |
infiltrates, that includes those five patients in
the SEE3 and thevone patient in the Acuvue group‘
who were discontinued and had endpoint infiltrate

DR. McNALLYw It does. That doesn’t
include the one corneal ulcer that was seen by the

ophthalmologist because we didn’t have infiltrate

data provided, although we had diagnosis of corneal

ulcer as well as a scar later. But that wasn’t
included in that unadjusted 3.l‘percent rate.

V.DR. SUGAR:F I have akCOuple of questions.
One, what was your instruction to the investigator

concerning infiltrates; that is, were they told to

| remove the lens, treat them with a specific

MILLER REPORTING COMPANY, INC.
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medication or do whate&er was standard therapy and
under what‘circumstanéés, if any, werevthey
instructed tQ_cﬁlture?

DR. MCNALLY: Dr. McNally. I haven'’t
identified ﬁySeif. It was standard of care was.
what'we_were using and so if culturing was felt to
bé needed by the investigator, then‘filterihg was
done. | | |

DR. SﬁGAR: Do you khow what theispecific
treatment was in‘té}ﬁsvof medications for the
infiltrative keratitises? | |

| DR. McNALLY: We have included a table
shoWing the different treatments. You can refer to
the tablebfor the different‘eﬁdeiht infiltrates.
ThiSTwas&inclﬁded~in:the réport. ,Nd%mally,
actually,.in the SEE3 there were 9 percent that
were just treated bybremoval and with the control
lens, itvwas é_liptle lésé thah that . I think it
was_maybé 5,’while we are looking for the number.

The reét‘were‘either antibiotic sterqid
combinations or antibiotics, mostly siloxane and
this type of antibiotic was used. But we have
listed this in the table.

DR. SUGAR: And‘YOﬁ also mention a patient
who ﬁad an adverse response‘to Tobradex implying
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that steroid antibiotic cbﬁbinations were used in
éome of tﬁese’"nonmicrobialkeratitises." We don’'t
havé a good definition of microbial keratitis
industrywide, but it says that‘some of thése
patients may, indeed, have had,infiltrativé
keratitis 1f they were not instructea to‘culture
these patients and they were treatéd with the
steroid antibiotic combination.

DR{ McNALLY: Dr. McNally, again. We
tried in the report to list everything we could
know in terms of hdw fastvthey‘résolved, was there
any Qﬁtcomé that was negativé for the wearer. We
did list, in table 12 on page 58 of 85; the wvarious
pharmaceutiéal~agents or other treatmentkfor each
of events, the eﬁdpoint—event infilt;ates that
occurred. | |

DR. SUGAR: Thank you.

Dr. Zadnik? |

DR. ZADNIK: Karla Zadnik. You reported
that YOu did.not find an association between number
of consecutive nights wear before an event;

correct. With that small number of events, what

statistical power did youbhave to find that, if it

existed? Do you know?

DR. McNALLY: Actually, I don’t know if

MILLER REPORTING COMPANY, INC.
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1 Gary can answer that'cneq but we didn’t set up the

study to test that. So I am not really sure what

7 ":6‘;
o
A\

|

L
N

3 the power was.

4 : | DR. ZADNIK: ‘My concern is;that‘You are
5 |saying thefe iS'nd assoéiatioﬁ‘and-really_we.are
6 llstrongly behindAthatvin recommending that language
7 |be removed from the product labeling. What I want
8 to know is what power you got to report that there
9 is no'aséociation befbre éomething as bold as

10 deleting that from the iabeling would'happen. So I

11 [think that is a fairly important number to find

12 |fout.

13 o DR. SUGAR: Dxr. Weissman?

14 DR.‘WEISSMAN:"You reported one case of

15 Thygeson'svand one. case of herpes ke;atitis. Were
16 Jthose paﬁients in which -- I think it was mentioned

17 {fthat the Thygeson’s Was a secondgepisode for ﬁhat
18 |{|particular paﬁient. Was theré‘any reaéén why that
19 patient gét into ﬁhe protbdol? Wouldn’t they have
20 ||failed protocol bykhaving had no history of

21 |previous eye disease?

22 ~ DR. McNALLY:“We didn’tveliminate previous
23 |history of eye disease as one of the -- I don’t

24 jknow the word here, but they could get in the study

L"”’qg‘f . . . .
W W : 25 if there was a previous history as long as the
4 ;
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inveétigator felt‘thét'the~eyes were guiet and that
théy Were suitable'candidaﬁes for'éontact—lens
wear.

| So-iﬁ‘was left to the,investigator's;
decision as to whether they‘feit this was an
appropriate candidatey ’However, the exclusion
criteria —-'I‘thought of the word -- if there was

any active corneal inflammation~orrother things

like that at the time of enrollment, they were not

able to be enrolled in the study.

But a/previoﬁs histéry‘did not exclude
them from»parﬁicipating.

DR. SUGAR: Dr. McMahon?

"DR. McMAHON: Tiﬁ McMaﬁon. Clarify

. R \ : v
something for me, Dr. McNally. The postapproval

'study, the’primary‘endpoint item that will be

loocked at againvwill be infiltrative keratitis or

it will be infectious keratitis?

DR. McNALLY: The goal is to determine the

rate with the proper sample size of infectious

I keratitis. . Because of this problem in terms of is

it or isn’t it;'anything that starts with an
infiltrate, the data will be collected and.
presented and have‘an igdependent review board to
then determine, by a definition set up in advance
MILLER REPORTING COMPANY, INC.
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4

which we haven’t doné yet because that would be a
role of the independénﬁ board ﬁo.say this is the
definition, these are the criteria, thé£ will call
this a microbial keratitis.

Then we will be able to collect the

information. We took infiltrate as an endpoint for

collecting data because that is pretty clear when
there is an infiltrate. It is just not clear in
terms of how ydu would diagnosis or what you would
call that entity.

| So that is the entry ériterion to collect

the data and then that data can be evqluéted by the

‘independent board to determine is it a microbial

'keratitis or is it not.

DR.  McMAHON: Then, as follgw—up question,
as Dr. Holden showed, there seems to be some
cumulétive risk for microbial keratitis in‘
conventional, nonsilicon hydrogels. Why did you
select a follow-up périod of only a year?

DR. McNALLY: My first answer to that is-
that this was the recommendation in the discussions
with the FDA.

DR. ROSENTHAL: Could I just make a
comment?

DR. SUGAR{\ Please.
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DR. ROSENTHAL: Di. Rosenthal. We do
establish; for the new pahel members and for the
old panel members(;these‘criteria that they heve
set up for ﬁhe clinical trial,rofteh many years
before the clinical trial eomes te you. So, seme
of these issues 1like the'hYpotheses end'so,forth
are based on the best information at the time.

One ofvthe}biggest problems that the
agency gets into is when the company deeides to
ehengertheir’hyﬁotheses during the course of the
clinical trial. I would add‘that I thihk that
panel should try eo accept the hypothesis since it
was accepted by us at thebtime.the clinical trial
was designed based on the best information
available. - :v '

DR. SUGAR: Dr. Weiss, Dr. Grimmett. Then
I haﬁe a question.

DR. WEISS: Dr. Jayne Weiss. i wanted
some clarification of the rates of the CLPC. I
understand from the data that the patients Who had
the éEEB lens versus the Acuvue, the SEE3 category
had a much higher rate of having preexistent CLPC.
But, if we remove those, then you have a SEE3
incidenee of 3.2 percent for CLPC versus 0.9

percent for the Acuvue.
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I wanted to find out if you separated out
that group and looked at the onset of CLPC, in the

total droup, you indicated the onset of CLPC was 70

percent within the first three months in "SEE3 group

Versus‘after‘three months in the Acuvue group for
75 percent.

'Invother words, SEE3 had a much earlier
onset. But if you take out those who' had
preexiétent CLPC, was there sti1l an earlier onset
in the SEE3 group which, to me, might imply that
thé polymer, itself, would give you a better chance
of getting CLPC or wefe the onsets, then, similar,

I am referring to page 41 of 58 in table
18. I thihk it iS'in‘part 2.

DR..MCNALLY: - This is Dr. MgNally. I
don’t recollect the answer directly to your
quéstion but'I think, when we 1ooked at our data
overall, we did say that a number of these people

had previous CLPC. We don‘t have enough

lexplanation, perhaps,‘at this time to say whether,

if they did not have that, would they have had a

lesser rate.

So we wanted, in our labeling, to say that
there is a potential increased risk, particularly
if you have had this in the past. We had several
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hypotheses in the'répbrt,‘but theée are jﬁét
hypdtheées.

One hypothesis'wasfpotentially méchanicai
éﬁd’that Qas the‘timefrémé'and tﬁe drawings that

some of the investigators gave as well as some

| experience we have had from our international

trials Where, instead of being‘a ggneralized
capillary conjﬁncti&itis, it'was‘iogélized‘in a
pérticular place like you might'have seeﬁ with thé'
stiﬁches that used to‘be‘used,‘if'they still are; I
don’t know, | |

But itflopkéd like it was of mechanical
oriéin; vThen when you saw when I showed the one
fittihg where‘thé edge was lifted‘a‘;ittle‘bit off
thé edgé} that the inferior -- and Qe ‘are thinking,
with no proof to bringito you,today,vbutvwe are
thinking that if the lens can.iift‘at the upper
part, yéu;might get somé irritatibnfup there as
well. |

But these were hypOtheses. We fouhd no
chreIation with deposits, filming or dirtyilenses
which‘is often the'other thingbblamed_for,CLPC.

‘The other difference'in’the factors is 30
versus 6, and whether that makes a difference, we
are .unable to answer‘at.this>time.‘ So we hoped to
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address this in'the'labelingvbecause we feel this

is not a sight-threatening event. It is an
irritating event. But we hope to address that in
the label.

DR. WEISS: I think it would be, because
this is a new polymer‘Which is basically wﬁy'it can,
be used under the bésis‘it,is, I think it would be
ihteresting~and probably easy for the'company‘to
look at for the 3.2'percent who had ﬁo preexistent
condition in the SEE3 versus the 0.9 percent in the
AcuVue groﬁp to see if the,onset was at similar
timeS~or'much earliér in the SEE3 because, if it is
much earlier in the SEE3 group and it is
statistiéally sighificant, thén that wouid imply
that,-pérhaps, this.is going to_givexyouka higher:
chance of’having thiskcondition‘in theée patients.

That might need to be indicated in the labeling as

well.

-DR; SUGAR: Dr. Grimmett? '

DR. GRIMMETT: Michael Grimmett.> I first
just wanted to cbngratulafe the sponsor for a very
thorough‘presentation and detailed bboklét brought
to panel after‘the study was completed and not in
progress. I thought it was a very nice job.

'I have one observation. In prior reviews
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thét,I have partiéipétéd‘in, generally speéking,
the prescribingrrange matches the testing fange. T
just Wanted to point out that_the testing range for
the lens here is‘+6;00'to‘56.00 and the préscribing
range‘is certainly ﬁuch‘greater.

I.Wanted dlarification én thevexaCt
preécribing‘range sought because, in different
places in the notebook, I was seeing different
numbers; In the summary df safety and
effectiveness the range is liSted from ;20.00 to
+20.00. In the package insert, it is listed from -
20.00>t6 +10.00Jand, ‘in fhe handout of the slide
copies we received today, it is listed as -20.00 to
+10.00. What is the exact~range the sponsor is
seeking?'.‘ , | . : v

DR. ROBIRDS: This is Scott Robirds. The
approval range that wevare seeking is +20.00 to -
20.00. That that will be available for dispensing
is the +6.00 to -10.00, initially. The approval
range would bej+20.00 to -20.00.

DR. SUGAR: Can I ask for clarification’
from the agency? 1If wé approve the lens in a given
range, but tﬁe guidance is that it can be
manufactured and distributed in a broader range; is
that»correct?
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‘DR. ROSE&%ﬁﬁif‘~f must éay I will have to
defer to one of’my'sﬁaff.'b
DR. SUGAR: Dr. Lépri?‘
DR. LEPRI: Dr. Lepri. The agency has
established a polic? bvérfthe yeérs, based on their

experience and the maturity of the contact-lens

technology, that, during the investigation, they do

not need to investigate all the available powefs.
However, at some point,during’the approval

process, they will have to submit to us the effects

of varying thicknesses of the contact lenses in the

whole range of contact.lénseS—availabLe to evaluate

'theksafetyfissue of the oxygen permeability. At

that point,'the agenéy’makes the‘determination oﬁ
the final‘a§pr§val;rangé‘fbr the lenses.

:DR.‘SUGAR: Théﬁk you.

‘Dr. Grimmett.ﬁ

' DR. GRIMMETT: ’I havektWO more,qﬁestions,
just ofrclarification,mdstly. ‘At one point, it was
indicated that about'é percent, 1.9 percent, of the
SEEB‘eyes lost two lines or greater wearing ‘the
Contact lenses. I assume ﬁhey were correétable
with overrefraction or spectacle correction; is
that correct?

DR. McNALLY: Dr. McNally here. That is

MILLER REPORTING COMPANY, INC.
735 8th Street, S.E.
Washington, D.C. 20003-2802
(202) 546-6666
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correct. There wasg ﬁé 168s of two lines of acuity

in any patient through the study.

DR. GRIMMETT: ~Just one more housekeeping
point. ‘Uhder‘adVersefdevice effects, iﬁ.was listed
at one pointvthat,;~patient‘hadfoptic neuritis.' I
am~assuming ﬁhere isbno'implication‘that ﬁhe lens
had:anything to do with that. It:Was listed as a
mattér of all complications seen in all these
patients; is‘that correbt? |

DR. McNALLY: Dr. McNélly; That was in
the control group as well and it Qas listed for
cémpleteness.’ | |

DR. GRIMMETT; Thank you.

DR. SUGAR: Quick questiqn.' You included
in your study that patiehts that wer;'pregnant or
lactating couldvbe enﬁefed.‘rThe draft éuidance
sugééstsbthat,those patients be excludea. How many
suéh patients were entered and weré there any
adversévevents in those patients?

DR. McNALLY: Asg far és reported to ﬁs at
entry, there were none. Over the course. of a year,
there were ten subjeéts in the control group who
became pregnant and two in the SEE3 group. So
there was a differential there.

~ DR. SUGAR: So it does have a birth-
MILLER REPORTING COMPANY,-INC.
735 8th Street, S.E.

Washington, D.C. 20003-2802
(202) S46-6666 -
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1 [control effect. I gusds it depends on where you

2 put the lens.
30 - DR. McﬁALLY: That’s right. We will cover
4 that in the labellng The two in the SEE3 group

5 completed the trial without problem. Of the ten,

6 elght completed the trial, one with an adverse

7 ||event whlch was just a grade 3 staining'which"

8 |resolved just with removing the lens. Two of the

9 |leight in the control group werebdiscohtinued, one
10 becaﬁse she was confined to bed rest at some point
11 ffin thefpregnancy andvthe other just because she

12 [[felt like she didn’'t want to wear the lenses

e 13 [anymore.
»f\mf 14 But there were no adverse events of any

BN

15 significance related to that very smalkl group of

16 |patients.

17 DR. SUGAR: Dr. Jurkus?
18 | ~~ DR. JURKUS: I had some questions for
19 |clarification regarding acuity and poor vision. In

20 |lyour discontinuation rete,'you had indicated and
21 [you had showed the slide of the defect, but I was.
22 éfill wondering, do you have any information about
23 the number of people who discontinued because of

24 |poor acuity who did not have the lens defect.

25 ‘ Second, sort of going along with that, was

g MILLER REPORTING COMPANY, INC.
‘ ‘ 735 8th Street, S.E.
Washington, D.C. 20003-2802
(202) 546-6666
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thereAany corréiatioﬂ between poor lens fit and
poor acuity? ”Werevthéy combinedviﬁ the statistics
or'were,they separated:outspecifically?

DR. McNALLY: ’Dr. McNally, again. I don't
remember‘the exact number-of fits, how that
distributed. It_is,in one of the tables, but in
terms of the rating by the invéstigétdrs,‘the vast
méjority of the fits were rated as optimal. Then,
on,SEE3; they‘tendea~a bit towardS'the‘acceptably
lpose side. We found no correlation with Vision in
that group.v

In thosé who discontinued for lens fit, I
actually didn’t look‘at £hat data to see if that
dropped‘the'vision. We didn’t examine every lens

. ' . v *
that was for a patient who discontinued for lens

acuity, but I tried to look at the data in terms of

when did it occur. It all did occur in. the very
beginning, so if ydu had‘the first of'thé lenses
you wé£e wearing for 30 daYs or your second, this
was something where you‘would say, "Well, this is
unﬁsual," I’wouldn’t Want.to continﬁe.
bBut,if yoﬁ have.cycled through a few
lenses and yﬁu get one that you‘cath see with, you
say, "Well, let me get another one. " So it was all
in-ﬁhe first three months'that we had these’acuity
MILLER REPORTING COMPANY, INC.
735 8th Street, S.E.

* Washington, D.C. 20003-2802
(202) 546-56666
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diseontinuetiens.

| Again,:there,was hevleés of best corrected
acuity. Most of the ratings, as I showed, I think
98 percent were the same at basellne and 83 percent
were 20/20. So there may have been an occasional
patient where they didn’t get good acuity, but I
think it would be no different than any soft
contact lens.

DR. SUGAR: Dr. Matoba andvthen Dr.
Bandeen-Roche.
| -DR. MATOBA : Youuﬁad a‘eiide in your‘

N
presentatioﬁ, Dr.‘McNelIy; that was not in the
original'report and that is the’averege wearing
time for the people in the SEE3 group approached 27
days‘by twelve menths.' I wanted to Lnow‘if that
graph was generated‘from the same tele-diary raw
data that was used for the second table which shows
that only 67 percent of time were the patientebin’
the SEE3 group weafing their lenses for 20 to 31
days.

DR. MCNALLY: This graph was new graph for
you, but,.becaﬁse of the questions, I thought I
should show it. But it was in the trend analysis
profile, table 13. So that is directly taken from

there. This was taken from the report and the

MILLER REPORTING COMPANY, INC.
735 8th Street, S.E. -
Washington, D.C. 20003-2802

’ (202) 546-6666
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1 jcase-report forms when, at each visit, they asked:

2 {what had been your cqntinuous nights in a“row‘that

3 you‘had‘worn the lens. That‘data camevfrom thére.

4 | DR. MATOBA{ So that ié the tele-diary

S5 ||system? It is the same raw data that generated the
6 second t;ble? Is that,what you are saying?

7 e DR. McNALLY: No; the secondbtablevis from
8 ||tele-diaries. The first is from the‘éase—report

9 forms.

10 ‘ DR; MATOBA: Okay, because eyeballing the

11 tﬁo) they‘seem disparaté to me beéause they |

12 achieved average wearing time of almogt 25 days

éﬁg 13 within one month and they stay at that range, 25 to
AT v :
xﬁf 14 27. It seems very different from what the tele-
| 15 ‘diary data reveals. | '
16 | ~ DR. McNALLY;  We looked and we included

17 iﬁ. It wasn;t included in the panel packet but it
18 Was includéd in the PMA application. We looked at‘
19 | the correlatiénrbetween case-report form and the

20 téle—diary_and they matched very closely.

21 Then, to maybe address your question here,
22 |the tele-diary grabh shown there includes all

23 |visits. That is the reports for all visits

24 including the first month and the first week and

T

%WE\ 25 f[the whole thing where, as you see in the graph

SO

MILLER REPORTING COMPANY, INC.
735 8th Street, S.E.
Washington, D.C. 20003-2802
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before, the wearing time avérages‘during that: first
month,weréulower.' i |

So they‘do cbrrélate:bécause we looked
very closely to seé is there a~diff¢rence in the
reporting with ﬁhe teleFdiary"versus the case-
report form»and presented'in’the PMA‘packet_that
they Correlate.

'DR. SUGAR: ‘Can I, just’to understand. If
they tookvthe lens»out and cleaned it and put it
baék in, didn‘t leave'it:out overnight}fthat would
still shorten their‘wearing timevor --

DR. McNALLY: No} that did not. If they
left it out overnight --

' DR. SUGAR: If they left it out overnight,
it did, okay. | -k“ | \Q,_ .

| Dr. Bandeen—Rdéhe?

DR. BANDEEN-ROCHE: First, I would like to

add my congratﬁlations to‘SPOﬁsor~for‘their study

and their presentation. I especially appreciated

ffthe matched design and the wide variety of

investigators and the really good-faith attempt to

‘providé adequate power. So thank you very much.

I have three guestions, one of which is
pretty general and the other two are statistical.
The general one first may follow up on Dr. Weiss'’s

MILLER REPORTING COMPANY, INC.
735 8th Street, S.E.

Washington, D.C. 20003-2802
(202) 546-6666
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comment about this E%iﬁ@ 4 new polymer. So,
éertainly,'you cited‘the decreésed dryness symptoms
in SEE3 but, in conjunétion, there Was én increase
in burning and tearing and i think lens awareness
symptoms. |

It just made we wonder whether there could
be a subgroup of patiénts who don'ﬁ wéli tolerate
the material. I wonder if you could éommeht'on
that. |

DR. McNALLY: Dr. McNally. There may be a
subgrou? that doeén’t‘tolérate it. This'is why we

have stress the first month because‘wq did see --

we were surprised that we had a number of events

happening in the first month.. We tried to look
through the data‘to come to, what cag we find about
that. We found a few things. The_few‘thihgs'We
found, the lens fit.— I think these were the
discomfort and the éwaréness, and these things I
think areveasily explained by‘the'lens'fit.

The burning and stinging, I can’'t explain

directly. So there may be some, I think it is like
most contact lenses. There are lenses that
patients don’t like. In this case, we can’t say,

here is a patient that may not like this lens.

So we really tried to emphasize in the

MILLER REPORTING COMPANY, INC.
735 8th Street, S.E. -
Washington, D.C. 20003-2802
(202) 546-6666
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fitting guides;~and if there are suggestions on how
té better emphasize[_we welcome thesé'-- the first
month follow-up time‘to‘detérmine, first of all,
are yoq comfortable.with it and are you suitable
for a 30-night,indication,

| .DR. BANDEEN;ROCHE: ‘Thank you. And the
two étatistical queétions. The first is that this
was a matched design within investigators. So, to
my}reading/‘the analyses did not account for thé
matching or for correlétion within investigators‘in
any}explicit way; is‘that right?‘

DR. MCNALLY: Yes.

DR. BANDEEN-ROCHE: So FDA, when it
reviews>the ultimate haterials, I think, éhduld
lo@k at analyses that do account forxbhat becauée
it has to do with the bélievébility of the
confidence»intervals,and estimates of incident
difféfencesvwithin‘providef rather‘than across
providers.

The second‘question has to do with the
adverse-event table, all adverse evénts. . I' believe
you referred to adjusted Versus.unadjusted. My
reading is that those wefe not life-table
estimates. They were just -- I think it is
important Eo provide life—table estimates for those

MILLER REPORTING COMPANY, INC.
735 8th Street, S.E.

Washington, D.C. 20003-2802
(202) 546-6666
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as well becausg‘éﬁére was such a difference in the
tiMe atnrisk due to the dlfferential dropout‘of
SEE3 subjects early on,-b
" DR. SUGAR: Dr. Pulido. Then I think we
are going to be ready for’ouf breakfandathé FDA's
presentation after lunch.‘ Go"aheadf Jose.

DR.lPULlDO: Following up on Dr. Bandeen-
Roche, page 1251, which is produot labeling,
Package Insert, rather. It has the adverse device
effects were reported‘at the,following annual rate.
When I add those numbérs'up, it'is‘4.63‘percent.
That isaléos than the annualized rate;estimation
for the primary safety endpoiﬁt which was
6.1 percent. So did ‘I add up improperly?

DR. ROBIRDS: This is Scott Robirds. What
we selected in the labeling wereijSt the corneal
inflammatory event. Thelsubset of the table that
is one page 12 of 21 in your summary of safety and
effectiveness, theyvery first section, where it is
a compreheﬁsive list of adverée device effects.

We elected to focus on just those corneal
inflammatory eventslwhich totals -- that‘total that
you mentioned. But there were other events,
obviously.

DR. PULIDO:  But the primary safety

MILLER REPORTING COMPANY, INC.
735 8th Street, S.E.

- Washington, D.C. 20003-2802
(202) 546-5666

|



at

11
12

13

14

15

16

17
18
19

20

21

22

23

24

25

; 129
endpoint was infilﬁféﬁi@é ﬁératitis; correct?

DR. MCNALLY: It was infiltrates grade 3
or greater or with overlying staining.

DR. PULIDO; Righﬁ.« And you havé an
annualized rate estimation of 6 percent. So how do
you justify saying, later on,‘that the ‘annual raté
is 4.63 percent.

DR. McNALLY: This is Dr. McNally. First,
in the proposedblabeling, Iiwill make the comment
that any recommeﬁdétions the panel will make in_
terms of wha£KYéu iﬁcludé in here, we are very fine
with that. These rates here, they don’t include --
if you léok at them; they don't.include‘the ones
that wererunder‘serious advérse device effect and
perhaps tﬁey should have. | \-
| But there were a couple of cases in there
with anterior-chamber reaction; So‘we pulled these
as a fifst proposal.directly off the table. Wé&
didn;t include,everything in there and we would be
very happy to”inciude‘whichever the panel thinks is
importantQ

'DR. SUGAR: Sally has some comments.

MS. THORNTON : I just yanted to let the

panel know that the lunches that you have ordered

are here. We have reserved room 20G for panel

MILLER REPORTING COMPANY, INC.
735 8th Street, S.E.
. Washington, D.C. 20003-2802
(202) 546-6666
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folks to eat in, and thé Sponsors, we have reserved
room 20H. | |

We would like to advise everyone to leave
the room. We‘have»to’clear ﬁhe room completely
during the lunch break,forvsecuiity purposes.

DR. SUGAR:‘ Everyone, please tryvtovbe
béck here by 1 o’clock; |

o [Whereupon,'at'lzzos p.m., the‘proceedings
were recessed to.reconvene, at 1:00 p.m., this same

day.]

MILLER REPORTING COMPANY, INC.
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1] AFTERNOON PROCETEDTING.S
2 ' : o ‘ [1:05 p.m.]
3 '  DR. SUGAR: We will now proceed with the

4 | FDA presentation on PMA P010019.

5 | , FDA‘Preéentation

6 o ; }ﬁR.‘SAVIOLﬁ: Thank you, Dr. Sugar. At

7 this»ﬁime, I will introduce Myré Smith who is a

8 micrqbidlogist in our branch and thé project leader
9 for this review gréué.‘“Any additional comments I

10 ||will reserve until after we present the quéstions,

11 if you have any questions for us.

.;/,

12 ‘ MS. SMITH: I am Myra Smith. | The primary
yﬁﬁ 13 |panel reviewers for this DPMA were Dr. Matoba and
';Cl« - 14 Dr. Jurkus. The FDA team responsible for review of

A

iS this PMA ihcluded Dr;.Bernard Lepfi, clinical
ig"feview,‘Dr. Gene Hilmantel,.statistiéal review, Dr.
‘17 Daniei Brown, toxicology review, Dr. Jimmy‘Chen,
18  chemistrybreview and mYself*for;the,microbiology
19 |[review.

20 Dr.‘Lepri will now present the clinical‘
21 issues.

22 | DR. LEPRI:‘ Good afternoon, members of the

23 | panel, sponsors and other guests.

24 [Slide.]
25 | I am about to present to you just some key
- MILLER REPORTING COMPANY, INC.

735 8th Street, S.E.
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elements upon whic¢h fvﬁéiiéﬁé yédr review'and
recommendations should foéus regarding this device
for the SEE3 Focus contact lehs.

 [Slide.]
The history bf extended-wear éonta-ct~

lenses is one of low patient satisfaction,

‘unfavorable rates of complications and higher risks

of comblications.

[Slide.]

fThe_primary compiicatioh of concérn, bo£h~
historically and here‘todayfis‘that'of corneal
ulcers. The relationship of hypoxia'and the
development of complicatidns, namely infiltrates
and ulcer development, is'well kﬁown as reflected
in this slide.‘ o N .\‘

[Slide.]

The sponsor believes that the development
of the SEE3 lens,»lotrafilcdn A, éddresses these
issues. Lotrafilcon A is a very high Dk lens. The
Dk of SEE3 is 140. The characteristics of their
device and the sponsor’s presentation emphasizes
the role of bxygen ﬁermeability in its‘performance.

(Slide.]

The range of powér of lenses studied in
this investigation Were from -6;00 to +6.00

MILLER REPORTING COMPANY; INC.
735 8th Street, S.E.

Washington, D.C. 20003-2802
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diopters with a mean of -3.05. Iﬁ the next slide,
one can see that there.is‘a notable'difference in,.
the range ef lens,powers tested in tﬁe clinical
trial as'coﬁpared to the‘ranges available by the
sponsor.

Y{Slide,l

Unlike‘other‘refractive deVices‘whose
ranges ofvaffectedness arevlimited to'those
studied, FDA has establlshed pollcy over the years

\

to deal with thlS technlcal dlscrepancy Thls

'pollcy addresses the issue of the safety with

respect to lens thickness and higher powers as‘
related to oxygen~pefmeability.

[Sslide.]

This has beeﬁ‘established b;"FDA based
upon the maturity_of‘coﬁﬁact-lens technology and
FDA's experience in dealing with this issue. FDA
determines the~appropriate’range of poWer approval
fer extended-wear lenses based upon the effects of
lens thickness on lens permeability. The sponsor
will have to demonstrate these data to FDA before
finai approval. |

[Slide.]

In order to achieve their goal of
marketing the SEE3 lens for 30-day extended wear,

MILLER REPORTING COMPANY, INC.
735 8th Street, S.E.

Washington, D.C. 20003-2802
(202) 546-6666
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|| the sponsor, in c¢oniunidation with FDA, designed a

proé?ective,krandomized open-label clinical trial
for a determination of nbninferiority'to the
control device. | v

A note T would like to add is that; in
conversatioﬁskand communicatibn:with the company,
in the préparatidn of this IDE several years ago,
the wide range of rates repofted in the liﬁerature

were what contributed to their selection of the 8.5§

percent infiltrate rate to use as a benchmark for

targeting a sample size that would yield sufficient
number of patients to provide some reasonable
assurance of safety and effectiveness when combined

with the postapproval study. So it was the attempt
v , N

|| to not have an overly burdensome investigation and

N,

yet.not have'one.that produced so few éétients that
we had ébsolutely no confidence in the data.
| Islide.]
Based’uﬁon the reported Acuvue infiltrate

of 8.6 percent as reported in the literature, this

\

surrogate endpoint was selected utilizing the

‘criteria presented in this slide.

[Slide.]
This surrogate endpoint was chosen because

of its effects upon sample size and due to the fact

MILLER REPORTING COMPANY, INC.
735 8th Street, S.E.-
"Washington, D.C. 20003-2802
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that most infiltratids éfe not infectious.
infiltrate development usually precedes ulcer-
development. This‘eﬁdpoint would provide an
estimete‘of safety upon which a postapproval study
would,be conducted to—attempﬁ to determine the true
rate of microbial keratitis for this device.

'[Siide.] |
| The design was based upon an'enrollment‘
number andlendpoints determined by a per-patient
perspective. 697 test patients were enrolled and
this translates to an enreliment‘of 1,394 eYes for
SEE3rwhich:provided reasonable'sampling to achieve
an estimate of the fate of infiltrates.
[Slide.]
v N
It is unreasonable to speculate that
everyone who is fit with extended-wear lenses could
or should wear them for 30 days. Special
censideration was given to-this'fact in the design
of this study; It was intended that this study
would determine the proportion of patients that
could safely wear ﬁhis'type of contact lens for 30
days. The endpoints in the study were tailored
according to this consideration:
[Slide.]
I am now going to present to you some key
MILLER‘REPORTING COMPANY, INC.
735 8th Street, S.E.

Washington, D.C. 20003-2802
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clinical—tfiai ObSéfVéEi5ﬁ§’that FDA believes
should be taken into conéideration‘in'your
recommendations regarding the SEE3 30-day extended-
wear‘lehs.

[Slide.]

One interesting obsérvatioﬁ in this study
Was thatvén’infiltrate event in one eyé'carriesba
six-times greater risk of a second event in the
same or fellow eyé as compared to having a first
evenﬁ. |

[Slide.]

Another finding is thaﬁ'SEEB infiltrate
éndppihﬁs occurred earlier in the study than did
Acuvue endpoints.‘ Standara contactflensblabeling
generally states that the incidence;f ulcers
increases with the‘iength of wear time. FDA
requests that the panel’s discussion of labelingA
will addressvwhethéx this general warning about
ulcers regarding‘weaf time should be kept in the
labeling or shoﬁid iabeling reflect the findings of
this specific study for SEE3.

[Slide.]

42 .4 percent of the 33 SEE3 subjects who
developed‘infiltrate endpoints experiencea them at
one month whereas only 23.8 percent of the Acuvue

MILLER REPORTING COMPANY, INC.
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subjects did at this time. From the second month

lon, the number of endpoint events was similar in

number and . tlmlng of occurrence with 19 occurrlng
for SEE3 and 16 for Acuvue.

e[Slide.]

For subjects‘thet experienced more than
cne endpoint event which were 10 in number for
SEE3 and 4 for Acuvue, 70 percent of SEE3 subjects
experienced the endp01nt in the first month as
compared to 25 percencvfor Acuvne._ This can be.
inferred to meen tnat'SEchevents occur early on in
wearrwhenvpatients are most closely,mqnitored.

(slide.] |

The study results also‘revealed}that,there
were no differences in gender or ageyfor
infiltrates. For ﬁnis study, infiltrates were not

restricted to dally wear or new lens wearers. 9

out of 13, or 69.23: percent of SEE3 and 100 percent

of the 9 Acuvue sub]ects~who experlence infiltrates,

had‘worn extended-wear lenses on a 7-day basis
prior to participation in this study.

[Slide.]

Adverse events as related to wear time are
a major‘issue in the eraluaticn cf extended-wear

contact lenses. The average wear time in this

MILLER REPORTING  COMPANY, INC.
735 8th Street, S.E.
Washington, D.C. 20003-2802
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study for'al1 completed patients was 27 days at 12
months. This was‘achieved;by 67:2 percent of the
dispensed cohort whO‘had'completed the‘study. Even,‘

28.9 percent of discontinued patients wore the

'lenses for an'average of 27 days.

[slide.]

~Of the discontinued patients, only 2.4
percentIWere discontinued'for positivé
biohicroscopy findings.l‘The majﬁrity were
discontinuedifor lens—fit'discomfort_énd acuity
folldWed by‘lost—to—fol1ow—up."All of these issues
have been addressed in the sponsof’s rRresentation
this morning.

[slide.]

-Some of the most important ;spec£s of a
clinical trial are those that 6ccur between
scheduled visits. In order to attempt to obtain
some‘of this iﬁformatioﬁ, the sponsor included a
patienﬁ—managed daily diary in this investigation.
Review éf this inforﬁatioﬂ by the sponsor‘revealed‘
that "SEE3 patients had fewer complaints of dryness
than the'Acuvue patiehts. l9.8fpefcent of SEE3, as
compared‘to 24 .2 percent of Acuvue patients,‘
reported dryness.‘ |

[Slide.]
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Statistic4al éﬁéi?ées of thesé‘subjective
repérts were found to bersignificant by the
sponsor. MThe sponsor proposes that the 1abeling'
claimvthat SEE3 lenses reduce dryness symptoms
associated to wearing hydrogel lenseé.' The pahel
should addresé the issue of this finding and its
cliﬁical'significénéé in the‘labéling discussion’
here téday. | |

[Slide.]

Question No. 1: do the daﬁa ?resented in
PMA P010019 provide'reasonabié éssurance of safety
and effectivenéss for thefprbposed iﬁdication for
use? |

- [slide.]

This is the'indicaﬁion statéﬁént
concerning the first two issues whichvwe believe
are the focus of this PMA discussion today
regarding the general indication for refractive
conditions and length of wear.

[Slide.]

Question No. 2: does the panel récoﬁmendv

any modification of the proposed wording of the

'indication statement?

[Slide.]

Question No. 3: please discuss the merits
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1 |of including the maximum 30-day time périod in the

2 Jindication statehent. Does the panel recommend‘

3 ~ﬁhat it be included in other sections of’the

4 | product labelingfrather than the indication

5 section?

6" ‘[Slide.]

7 Question No. 4: doeslthe panel have any

8 specific reéommendatidns for the propbsed product:
9‘ labeling in.tefmsvoﬁ warnings,lprecautions,

10 ffclinical data outcomes Or‘practitionér—directed or

11 |patient-directed labeling?

12 , [slide.]
{ﬁ% | 13 : Question No. 5: does the panel recommend
<Lw ‘ 14 |Jthat the sponsor conduct a prospective postapproval

1Y

15 étudy within the U.S.‘population to=gatheff

16 {information on the incidence of’micrbbial'

17 ffkeratitis?

18 : [slide.]

19  : Foliowing that question is No. 6 in topic
20 Jjand in numbér: in consideration of the potential
21 differences in the standard of care and device-

22 usage patterns éutside of the United States, does
23 the;panel have any reéommendaﬁion concerning,thé

24 juse of foreign data in the postapproval study?

25 _ Thank you for your time.
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' DR. SUGAR:  Thaik you. Does that end the
FDA presentation or do you have more?
DR. LEPRI:  That is pretty much it.
DR. SUGAR: Afe there questions for FDA?
Jose? |
DR. PULIDO: Jose Pulido. Dr.‘Lepri,

again, as I try to resolve in my mind what is my

biggest concern, knowing what I had discussed this

morning, do you feel‘that there is a 1.5-fold or
greater risk of infiltrative keratitis for this
lens versus a 7—dax-wear lens?

| DR. LEPRI: The data show that the rates
are definitély higher than they are for 7-day
lensés. But thén; again} that was expected. In
fact; aﬁ the panel meeting wheh'we d;scussed these
issues last November, Dr. Hilmantel's presentation
was asking the panel to donjecture on what X amount
of fold increase would the panel find acceptable
for marketing a new 30-day 1ens.

Those numbers that were récommendea by the
panel were much higher, 2, 3 and 4 times, when he
presented those data. This is actually much lower
than I would have expected to see. But it is
definitely higher than 7-day. It stands to reason.

The longer you wear it, the longer the cornea is
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stressed.

I'would like to maké one‘more comment‘that
I forgot tQ make;

DR. SUGAR:  Go ahead.

DR. LEPRI: Thaﬁ was to‘thank and commend
the‘sponsors for providing me with‘a very concise,
succinct andkfluent document to review and for
their extréme-copperatioﬁ and helpfulhess in
WOrking thfough this entire prdceSs in the past
five years that I have been with FDA.

| DR. SUGAR: ‘Thank you. Are there dther

questions for FDA? If not, the sponsor, if they so

chodse, can make comments. We have ten minutes for
that. Do you wish to retake the floor? Seeing no
desire, we will then proceed -- I thirnk we will

reserve the right‘to question both the agency and
the sponsor if the need arises in our
deliberations. |
| We will now move on tb‘the delibérations,
kCommitteé‘Déliberations
'DR. SUGAR: We are going to begin with the
pfimary reviews, the~first‘of which 1is Dr. Jurkus.
DR. JURKUS: This 1is Jan Jurkus, the
primary reviewer. I would like to start out my

review by saying thank you very much to Dr. Lepri

MILLER REPORTING CQMPANY, INC.
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and Dr. Hiimantel EOr théir excellent, exceilént
reviews that were given to me and also to Ciba for
avvery‘readable andvsortfof,straightforwéfd report:

"Much of my.refiew has been already ﬁalked'
aboﬁt~SO'I will try to make it brief in terms of

the highlights., Things that I find‘to'be‘of major

‘interest in this report include the lens material,

itself, this being a lens that has a

transmissibility of 175 times 10°° in the -3.00

’power{ This certainly, as a high oxygen-

transmissible.lens( does, indeed, exceed the
criteria that was sét‘forth by Holden .and Mertz of
'87 as well as the more'currenticritéria proposed

So the actual oxygen transmgésion is
something that Ivthink[ as a practitioner, we
certainly look forward to. In reviewing the study,
itéelf, some things‘that I found of iﬁterest,
starting with'the'number‘of lenses that were not
dispensed in.terms of the‘trial lenses. There were
39 subjects who did nét get lenses dispensed to
them as part of the study..

Well over -- or actuéllyjaﬁout 50 percent
were due to the inadequate fit. So, changing or

adding an additional base curve would, at least in
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theory, take care of 50 percent of the people that
were unable to have this lens prescribed for them.

In the number that had been discontinued,

again, poor vision, discomfort and lens fit made up

the majority of the ieasons for the lens to be
discontinued. There, toofzthe‘statement that the
sponsor makes that a flat fit with the SEE3 may
also result‘in>small amounts of edge iift, that may
be judged better by subﬁectivelreports of lens
awareness or discomfort than biomicroscopy findings
is one that is very interesting and I think needs
to. be highlighted very‘carefully in the
practitioner manual. |

In the past, as practitionere, we. were
always looking to_fit‘the looeest lepé that was

stable on the eye where here the loosest lens may,

indeed, not be the most appropriate for a

particular patient or a particular‘group of

patients. I think that should be eertainly
addressed in the labeling portion of the
practitioner guide.

When it comes to the safety endpoints, I
agree with Dr. Hilmantel’s assessment that it can
be concluded that the SEE3 lens is not inferior
within a tolerance of 0.05 to the Acuvue lens with
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regard to the primary saféty endpoint.ef corneal
infiltrates with‘staining‘or-grade 3 ‘infiltrates.

The timing,,again,aS'illustrated in all of
the reviews thus far, was something'that I did find
to be very interesting and, again} should be
indicated very much in labeling that the infiltrate
existence was much sooner with the SEE3 than with
the control lens. I thlnk that should certalnly be
hlghllghted and stressed to practltloners

| When lt comes to the percentages of
serious SLgnlflcant adverse events, nonsignificant
adverse events, the study.did show that they>were
really remarkably similar between the SEE3 and the
Acuvue lehses.

" The thing that did stand out,‘as commented
earlier;‘Was the development of CLPC, the contact-
lens-induced papillary’conjunctivitis. This is
somethihg that I think practitioners, again, need
to be made very much aware beceuse GPC as a whole,
or CLPC, had been sort of dwindiing in clinical
practice and now this may be a resurgence to be
checking for, although the incidehce rate of 4.6
percent certainly did fall within the percentages
for extended wear that are included ‘in the

literature. Those that I could find were between 2
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and 16 percent.
So it wasn’t.outrageous but, certalnly,
within the portlons that are currently avallable

When 1t comes to subjectlve symptoms, the

report of dryness‘was 19.8 for~the SEE3 group and

24.2 for the control group Although statistically

that has been shown ‘to be 31gn1f1cant when you

think of it in clinical terms,,it sort of breaks
down to; with the SEE3 group, one out of five
people is going to tell you that they experienced
dryness. With the Acuvue, one out of four people
is gOLng to tell you that they experlenced dryness

From a cllnlcal standp01nt when-you are

in a'busy‘practlce, that one-person difference

v

doesn’t seem to make a huge influence ‘on a

apractitioner’s selection of choice. So I still

have a hard time with the statement that they had

'proposed for,labeling-regarding dryness.

‘When it comes to the;visual outcome, I was
vefy;pleased that the 98.1 percent of the test
group maintained acuity‘mithin two lines of
dispensihg as well as the efficacy outcome that

95.5 were able to wear to lenses for 22 to 31 days.

So I guess, to sort of summarize my review -

of this, when I looked at the whole thing, putting
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it in very simpliSti8 tefrms, what I was hoping this
document’wouid‘answer woﬁld be ﬁwo things; one is
doés the lens work and, secondly, does the lens‘do
any harm.

To answer those two specific gquestions, I
can say that‘thé‘answer to, doeé the lens work,
does it do what they say it is going to do,‘I would
have to say the answer to that has_shbwn to be ves,

that people certainly can see with this lens on and

that it does provide extended-wear capabilities.

The vision measurement to be 20/20 was
achieved by 83 percent of the subjects while
maiﬁtaining Snelling contact-lens acuity within two
lines of dispénéing}was achieved by 98.i percent.
This I thought»was a very remarkablefénd very
laudatory achieveﬁent{

Continuing with that_answer, can people
wear this contactfiens on an extended-wear basis
for up to 30 days, again, the numbers were a little
bit confusing betweeh the 67 percent and the 95
percent, but I would certéihly say that it is safe
up to about ﬁhat 30-day for most people.

Looking at the second question, does this

do any harm, for that part, we are not really sure.

At this point, the study had showed that there was
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no significant hafm done.and_ﬁhat the 5 percent
endpoint infiltrate rate does not seem‘to be
totally different than what is currently availéble.

I do believe &ery'sﬁrongly that the
postmarket surveillance study will give us a much
better ansﬁer‘to that‘particuiar question.

So, atbthis point, invmy'opinion -- I am
not supposed to give my opinidn vet, ﬁntil~wé have
completely discussed this? |

DR. SUGAR: You may.

DR. JURKUS: I can give my bpinion? Okay.
In my opinion, I think labeling certainly can
addresévsome of the issues that we have discuséed

but this has been shown to be a safe and effective

X

lens.

DR. SUGAR:  Thank you.

Dr. Matoba? |

DR. MATOBA: Thank you. I just had a few
relatively minor points. Since many of the points

actually pertain directly to the questions, I

‘thought'maybe I would just go down and discuss each

of the questiﬁns ﬁhat'the FDA has posed.

The first question was do the data
presented in PMA P010019 provide reasonable
assurance of safety and‘effectiveness for the
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1 proposed indications for use. ‘Initially, I Qas
h" 2 jtroubled by'thé fact that only 67 pgrcent of

3 subjects in‘the SEE3 study‘had wornvthe lenses for
4 the 22 to 31l-day period'whéreas 92 percent of
5 subjecﬁs in the Acuvue étudy had worn ﬁhe lenses
6 fbr the 5 to 7—day'period.' So for a basis of
7 comparingjthe incidénce of the endpoint
8 [[infiltrates, it seemed'to me that they‘really havé
9 noﬁ compafed 7-day wear versﬁs 30-day wear and yet
10 |wanted approval for 30-day wear.
1lv | :On the other hand, based on the data
12 presénted'today looked at itkénothér way, the

13 Javerage wearingbtime goes up to 25 days and

14 approaches 28 to 27 days by the énd of the 12-month
15 period. I'am'no'longer as bothered by that
16 (|discrepancy. In terms of‘other gquestions Ivhad

17 regéfding the nature of_the infiltrates that were
18 seen in patients who were discontinued fromvthe
19 study, the‘spoﬁsor has addressed my questions from
20 Jlthe initial review.

21 So my answer to No. 1 woula be vyes.
22 “For 2, would I recommend any modifications
23 in the proposed wo?ding of the indications

24 |statement, I still have a problem with the dryness
i Hli\ )

t;H‘ 25 fsymptom as an indication for use of this
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potentially 30-day exten&gd—Wear‘lené.

If a practitioner were to lookvat that
iﬁdication only and then not go down to look at
contraindidations, it may be construed as
recoﬁmendingvthét a patient with‘potentially
aquéous—tear deficiéncy and related ocular-sufface
disease may bekan appropriate patient for
dispensing of the Bd-day iens; I wouid be very
concerned about that possibility. |

So rewording of this indication or some

other modification, as the sponsor has already

indicated they may be willing to consider, would be
appropriate, I think.

In terms of the third question, I had no
AN

fproblem with the maximum 30-day indication in the

statement.

In terms of the fourth qguestion, proposed
labeling‘changeé, I think that the fact that this
lens did ha?e a statistically significant increased
incidence of GPC ih their study patients should be
included and sponsor has already.indicated that
they would inciude that ih the labeling.

The second thing I woﬁld like to suggest
is that labeling include the fact that once a

patient has had one infiltrate, they are at greatly

MILLER REPORTING COMPANY, INC.
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1 |increased risk for a secdad infiltrate. So . the

2 |lpractitioner should use extra caution in monitoring

3 those patients who have had at least one

4 infiltrate. |

5 ~ In termévof the fiftthuestion{ does that
6 pahel recommend that the spbnsor cqnduct a

7 prospecti#e postapéroval study, I would. The

8 sponsor has alreaay indicated that théy have plans
9 to proceed with that study.

10 - The sixth question waS'afe there any

11 |special considerations for the study outside the

12 U.S.‘ My answer wbuld be no.
ﬁr\ 13 | 'DR. SUGAR: Go ahead Ralph.k
,f\h’ 14\  DR. ROSENTHAL: Dr. Rosenthal. Could I
_ ; N
15 just make two comments about the questions. I

16 ||[don’t know whether you want me to make them now or
17 |whether you want me to make them before you start

18 ||to discuss them specifically.

19 DR. SUGAR: I think it isnfine. Go ahead.
20 DR. ROSENTHAL: Thaﬁk'you. I think I am
21 1getting thié‘right. Jim, correct me if I am not.
22 | DR. SAVIOLA: I am listening carefully.
23 . DR. ROSENTHAL: In the past, we have not

24 |prepared patient-directed labeling with contact

G,
4

‘ifm} 25 lenses. Question 4 specificallyvasks should we
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require the company to p%épare patient-directed
labeling as opposed to just practitioner-directed
labeling. | | |

DR. SUGAR: Could you-define‘that for usé
What does patient—difectéd labelingimean?

DR. ROSENTHAL: As with other deviées, the
patient—infofmationvbooklets ha?e to be made up by
thé company and providéd to the préctitioner'who

dispenses thé lenses. Sorry; that would be if they

| were required.

So Dr. Matoba just brushed by that

question rather gquickly and I want to.be sure you

discuss that issue because I think that - brings up

the second issue is that we really -- if a company
%

is proposing a 30-day approval study and, of

course, we are agreeing that it should be included

as a condition of approval, there are still

quéstions out there about the safety of the lens
over a 30-day .period.

The past has shown that, long before I
came to the FDA, lenses were approved for a certain

period of time and then, because of problems out in

‘practice, they had to reign in the time of

approval. I am not sure you are all aware of that.

I wasn’t in this country when it all happened, but
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apparently it happened'in the '80's.

So there have been issues>in the office
about whether or not the'incidencekShould include
the 30 days when we may, in fact, have to reign it
in after a poseapproval study. That is why we
specifically asked about that issue, if‘the\
postapproval study showsva very incidence’of’
microbial keratitis.

DR. SUGAR: Could~I aek-what our eptions
are? If Wekfeel that this is demonstrated safe and
effective for 30—day use but there is‘a concern
ebeﬁt the pdstapproval stﬁdy,‘what middle ground do
we'have to approve the lene but reserve the'option

which you alwaYs_have, of course, to change the

»

indications in the future.

DR. ROSENTHAL: Correct; br. Saviola will
be happy to answer that for you.‘i

DR. SAVIOLA: Let me take a step back
fifst before I answer that direct guestion. What
Ralph is alluding to is a couple of points. On
Question 4 regarding panel-specific recommendations
for labeling and patient-directed labeling, one of
the things, as;you brought_up; the patient booklets
are passed out te the different doctor offices by
the different account managers, detail pecple,
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whoever.

‘They are not necessarily always passed out
to the patient. " So the thought is, is there some
other Vehicie that peoﬁle shoﬁld perhaps get risk
information about this device and, elong those‘
lines, £he traditionel ones,bas Ralph described,
with the package insert that is directed to the
practitibner,_the practitioner fittiné guide and
the patient information bookleﬁ,.wbge we normally
have seen, but thekconcept, perhaps, of a patient
package“insert might be something that you want tov
think about orvtalk about in the eontext of your
discuseion gsimilar to what you have seen often in
different‘pharmaceutical advertisement,‘the back

A Y

page of an ad will have the patient pdckage insert,

essentielly, which has some information in it that

talks about therfundamental information that is
found in the regularxr packege insert which is |
warnings, precautions, contraindications,ket
cetera, but’not usiﬁg technical terms or technical
terminology to that degree. That was the first
thing.

The second thing Ralph was,talkihg about
was the idea that while the proposed indication has

lots of different elements in it, wear time being
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one of them, the idea that -- andetﬁis is, again,

in‘thevcontext of our questions that we posed to‘
you fcr discussion,‘the idea chat the wearing
period,eor the recommended wearing period, mey or
may not have to be part of that specific
indication.

As it is proposed now, it is written up to
30 days as recommended by YOurkeye—care
practitidner,vaeli, thet second part, as
recommended b?-your’practitioner sort cf gets
forgotten and it becomes‘a-BO—day lens.

‘ So in the context of a failedapostapproval
study where the rate is significantly higher, if we
Werebto have to make an adjuethent later on in the

' ‘ . \
maximum wearing period, thevindicatioﬁ,’if it just
said for correction of refractive error would
remain‘the same, and the modification would occur
in a differeﬁt part of the labeling, such as
prescribing information, wearing time, what have
you.’ *

So, in essence, our guestions are getting
to the”discussion of your clinical viewpeints, pros
and cons of having the maximum 30-day period in the
indications statement as opposed to some other part
of the labeling such as prescribing information.
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DR. SUGAR: Dr. Pulido?

DR. ROBIRbs; Jose Pulido. I don't
undefstand. You are saying that, fine, comes out
ﬁhé pdétapproval study and it shows there may be an
increaSed‘fisk and ybu want to back-off a little
bit, so you have to change it down in your écheme
of things, down where it ééys length of time, but
it wouldﬁ’t‘be iﬁ the indications. |

.~ The way it is set up now, you would just

change it in the indications, so what is the

diffefence?v

DR. SAVIOLA: The other eleﬁent that is --

DR; ROSENTHAL: Lét me just clarify
something. It is not our scheme of things. We are
askiﬁg‘the panel’s recommendation; So. we have not
proposéd eitherf The company has proposed an
indicétion statement including a 30-day lens.' We
have just raised the specter of another

possibility.

DR. PULIDO: The question, still, is

ffwhat‘s this difference.

DR. SAVIOLA: Far be it for ﬁs to lead YOu
iﬁ your determinations. We Qere asked to bring the
idea to you for your comments and, during the
course of the discussion, perhaps alternatives.
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While we do.know that there is reasonable assurance
of safety and effectiveness up'to‘BO days in the
population that has been studied, we know from
experience that these preapproval studies dbn't
translate “into the general population.

So the true incidence of microbial
keratitis in the general population really hasn’'t
been,studied’or established. Having gone down this
road béfore,_we have some‘experience here so, in
thé interﬁal'diécussions in the office, there is a

mix of opinions one of which is that there might be

‘some merit in not including the length of wear time

specifically in the indication statement because,
A, that might push people to wear it as a 30-day

9

lens and forget the.second part,‘"as4dirécted by
your eye-care practitioner."

Two,.becéuée-we don’t really have the full
picture -- we have a;breliminary picture at this
point in'ﬁime and we know from experiénce that the
preliminary‘picture didn’t translate to the general
population. -

DR. SUGAR: ﬁr. Matoba?

DR. MATOBA: Alice Matoba. It seems to
me, whether it is in the:indication or not, if it
is anywhere in the labeiing or the advertising, it
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is going to‘be cOnsidé%éﬁ 36ﬁdéy iens,no matter
where you put it. Mydquestion is, actually,’I was
surprised that yeudallowed data from the patients
who hadn t worn the lenses for 30 days to be
lncluded in yodr study |

If you had problems before, why would you

not have told the sponsor up front that they would

have to design a‘study that WOuld-stfictly compare

7-day versus 30-day wear?
~DR. SAVIOLA: The initial brilliant idea

we had in how to deal with these‘devices the second

jtime around was to allow sub]ects in the study to

wear the lens for whatever period of time that they
would tolerate so we would have a distribution of

7-day, l4-day, 21 to 30-day, a s:raﬁe:of‘outcomes'

Lo get some sense for how often people could really

ltolerate this lens because, again, our sense is

going to be ehat not e&erybody is going to wear
this lens for a month.

That ldea didn’t really pan out because,
in the course of the study, they ramped everybody
up to 30 days. ,So, it didn’t really disturb us

much that there were people who completed the study

'in less than 30 days because that was sort of one

of our original expectations of the outcomes, that
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there be a‘natural'ﬁﬁﬁéfﬁéﬁiéﬁ of pedﬁle who could
tolératékdifferent periods'of wear .

v'We are séeing‘hereuthat that really playgd
out. ‘So, to say yoﬁvmust have'a'BO—day wear period
of bevdiscontinded'fromvsfudy wasn’t really
consistentiwith the way we’were trYing’to gét some
infofmétion about how this WOuld Lranslate into‘the
tofal population. '»
DR. SUGAR: Dr. Zadnik? I'm sorry; Alice.
Did you have a foliow up to that?
© DR. MATOBA: . No. |
DR. SUGAR: Dr. zadnik?
'DR. ZADNIK: I am not sure I understand
Qhovthe pdéta?proval study that‘is proposed is

. Y
going to resolve any of this. If you .enroll 2,000

pebple’for a yearkand’this lens at 30 days, or 20

days):or however long’the people'end up wearing it
or thevpractitioners recommend it is just és’good
as or bad’aé our ekperience has been so far, you
are going to get 4; right?

Dees that mean we are going to be sitting
here and‘saying, well;‘wé got 6, so it 1is a lot
wofse. Is it’going to have to be that we got 40 so
it is a lot worse? Or we got 2, so it is a lot

better? Or we got none out of those 2,000 people

MILLER REPORTING COMPANY, INC.
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in a year so it is a tén beﬁter?‘

You know, I realize theré‘has to'be’a
limitédrscope to‘that'to make it_even‘feasibie, but
I am not-sure doing sémething of a limited scope
for the,sake'of»doing-it if it is not going to
really answer the study questidh'—— thét is, is the
annualized micrbbial;keraﬁitis rate greater than 20
per 10,000 in Focus Night and Day wearers, I don’t
get the point of the pbstmarket‘studyother than us

YHYDR" SAVICLA{ ‘You are correct ﬁhat,‘at
that scope,‘itvwon’t'answer the quést;on. We ask
the qﬁestions'to ydu»for discuséion purposes of
youf opinioné about»é ?ostapproval study. We did
notbwént to get into a whole di&cussion of the
specifics of that simply because it would get
reallyvCOnvoluted very_quickly.

'We had a aiscussion of this at our
November méetihg last fall and got»some sense for
it. We havé already had discussions with the firm.
We hadvdiscussipns with the industry in generél.
There are some‘consideraﬁions'in terms. of how much
it is‘going to cost companies to do these studies.

We are not going to be satisfied with
2,000 people.
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DR. ZADNfﬁ: ‘fijﬁsﬁ want to -- '

}DR.‘RQSEﬁTHAL: Ekcusekme,vDrt Zadnik.
This is Dr7Rosenthal. »This'is~proppsed by"the 
Company. |

DR._ZADNIKQ I understand.

*Dé?”ROSENTHALQQ This has not been agreed
to by>the agency. | |

DR. ZADNIK:  I”just’want to sort of enter
a cautionar?‘noﬁe”tha; if; a$ we have these:
diséﬁssidﬁs, we fall.back in[‘ﬁIt’s okay; theré is
this posthafket studyvand some of these questions
Yill be answéred." 'I am just:noﬁ su?e in my head i
could desxgn a feasxble study that would answer
some of - these questlons until this lens is out in
the hands of practltloners.  | {f

DR. SAVIOLA: nght Our lnltlal goal was

'a 10,000 to 15, 000- -patient study whlch is

31gn1f1cantly expen51ve to conduct It will be

somewhere between l0,000vand 2,000 as an initial

étudy. Then, depending on the outcomes, we go from
there. If it is something that shows consistent
with the preapproval data,'then we. are all set. If

it is something that shows it is questionable,
maybe there is need for additional studies after
the first one. Who knows?
MILLER REPORTING COMPANY, INC.
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But, esjit ieVpreeented to you in‘this
context, this‘is the company{s initialvoffer; so to
speak. |

1DR. SUGAR; The answer to question 6 has
an impact‘ohethet) also, in terms of what other
detevthey‘caﬁerecruit fof dealing with the
qeeseion; |

‘Did you have somethlng else you wanted to
say, Jim?‘ What . we W1ll do is have a little bit
more of this general dlscu551on ‘and then we will go
spec1f1cally‘queetioh through question.

.SallyVWahts to know if you want‘te sit
down, Jim.

DR. SAVIOLA: 'UnleSS.you have any other

ks

questions,”l will sit down.

DR. SGGAR:f‘She is very interested in
everybedy”s comfort today. That is nice to see.
|  -Dr{ Weissmen?
DR.RWEISSMAsz This is Weissman. I ha& a

question specifically about the indication for

‘aphakic use. As far as I'knqw, none of the

subjects in the initial study were aphakic and many
of us who have seen aphakic patients have a bias
that aphakic patients may have a higher rate of

infection.
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SOvthe_queétion I have is why is that on
the table?
| DR. SUGA?: I‘think we can ask the sponsor
tovmake:a brief commgnt on’that, |

DR. McNALLY: This is John McNally with

Ciba Vision. That‘wendid not, indeed, study in

aphakic patients. The~1abeling,‘that is the
standard labeling for‘most contact-leﬁs approvals.
So we did not study it. We think it might be an

interesting thing to study and'proceed with, but we

put that in because that isvthe‘standard labeling

for contact lenses. That is very wmuch open for

discussion. .

DR. WEISSMAN: . It might be impossible to

3

do because there are not many adult aphaks running

around. I just wondered why it was there. It
might be something that the agency might want‘to
consider. | | |

DR. SUGAR: It may be something that we
may'waﬁt~to,‘at the eﬁd, with -- a chénge.in the

labeling.

Dr. Bandeen-Roche? She is just agreeing.

Okay. Other general comments? Dr. Zadnik?

DR. ZADNIK: Dr. Karla Zadnik. Dr.

‘Matoba, you mentioned, I think, the papillary
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conjunctivitis sort of label warning kind of thing.

One of the problems I see in this dataset for

making that*kind of~statement, that either this
lens is riskier]in‘terms of that developing'or'less
so, 1is that the randomizatidn didn’t work for a
previouS‘history of giant pa?illaryrconjunctiVitis.
‘There are a lot more patients in the SEE3
group than in‘the Acuvue group who haa a preVious

hlstory of contact - lens paplllary conjunct1v1tls I

‘thlnk; Isn’t that what the data say° So I think

that to then say thls lens is at lncreased risk, I
think is lmp0551bly confounded, perhaps, by that
historical risk factor.

' DR. MATOBA} Alice Matoba.‘vifthink you
might say something like, "in the st;dy, a greater
1nc1dence of GPC was found.

DR. ZADNIK:,;Could it say something, that,
spec1f1caliy in peonle who had a previous hlstory
of or could it mentlon -- in other words, if you
are ahprevious GPC sufferer, this might net be the
lens for you.

'DR. MATOBA: That would be fine. But I
don’'t think you can just throw it out because you
found a way to explain it, because‘that is the
study that was done and that is what it showed.
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DR. ZADNIK: I think you want to adviseff
patients who shouldﬁand‘who-éhould'not try this

4

lens
B DR. MATOBA: Yes; that would be fine.

'DR. ZADNIK: Maybe that is who shouldn’t

try it.

'DR. MATOBA: Right.
DR. SUGAR: Go ahead, Dr. Weiss?
DR. WEISS: Jayne Weiss. That was the

comment that I was addressing my question to the.

\sponsor before is that when they separated out

those patients who had not had previous GPC, and I
will call;it GPC because it is just3soémuch‘éasier
fcr me,'they‘had an approximéteiy 3 péréenttrate in
N B

the SEE3 category of GPC in those who ‘did not have
a previous history of thié, but-a 0.9 pércent in
the Acuvue.

I don’t know if that is statistically

significant and the sponsdr'evidently didn‘t have

that data. I don’'t know if the onset was earlier.

So it is a question that I think the sponsor should
go back and answer. I don’t know if and how we
should address that particular thing in the

labeling.

DR. ROSENTHAL: Rosenthal. May I just say
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that it is obv1ous ‘that it is 1mportant ‘and if you
tell us you would llke it to be addressed in the
labeling, based upon the comments‘that you have put

forward, we will insure that the company does the

appropriate analysis to insure that the labeling

reflects the various‘iSsues;

DR. SUGAR: At this point, I woula like to
organize dur‘discussion‘arqundthe‘sik questions
that the agency presented us~withL and‘begin‘with
the first question. Dr. Matoba, do ybu want to --
youkhave already,vbut go ahead and just make{é --

DR. ROSENTHAL: Excuse me ;. Rosenthal.
Could_you:takevthé first quéstion last‘because,
essentially,vit.is'Whé£ you_ére going"to:belasked
to vote upon. So»vaould rathef youxi— well( you
can‘dq as you wish.

DR.'SﬁGAR; I amfnct‘sure that that is the
case; I.thlnk that we can deal with the issue and
then deal ‘with the detalls That is what the
subsequent questlons are.

Go ahéad, Alice. Just réstate‘your stance
on the question.

DR. MATOBA: All right. Alice Matoba. I
am going to restate my sténce on the qﬁestion-

| DR. SUGAR: _Thank you!
MILLER REPORTING COMPANY, INC. L
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 DR. MATOBA: Word for word?
DR. SUGAR: ' Any way you'want,

DR. MATOBA-‘ Initially, I was bothered by "

‘the fact that only 67 percent of the subjects in

the SEE3 group wore their lenses for 22 to 31 days

whereas 92 percent of the subjects in the Acuvue

grouprwore the lenses for S_tof7 days, the upper
range of;the wearing tine; | |

SO(lt seemed to me. that there was a bias,
pos51bly due to. thls dlscrepancy But,
subsequently, sponsor dld show‘other data
1nd1cat1ng that the average wearlng time went up to

25 days w1thln 1 month and approached 27, 28_days‘

over‘the next 11 months.

ol

So I believevthat‘there‘wasta‘fair
comparison of_appronimately 3p—day wearing time
Versus Stto 7‘days'for theiAcuvue‘group.- The;
incidenceofthe’enapoint infiltrates, the
surrogate for a microbial keratitis, was lower'than
expected and is aniacceptably‘low range for both
groups.

Other*concerns:I had~regarding the nature
of the peripheral ulcerations’andfinfiltrates in
the subjects who were discontinuea for
biomicroscopic findings were addressedkhy'the
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sponsor. So, at this time, I feel that there has

been provided reasonable assurance of safety and

effectiveness for the proposed indications for use.

.DR. SUGAR: Is thereranyone who feels
otherwigse and would like to discuss it? Please.
Dr. Bandeen-Roche.

DR. BANDEEN-ROCHE: I am Dr. Bandeen
Roche. I am not saying that I feel otherwise, but
I did want to make just a couple of statements
about my view of the data. So I have to rely on my
panel -associates’ judgmentvto some dggree, their
clinical judgment.

The first issue is how good of a‘surrogate
are corneal infiltrates for the outcome that we
ultimately care about, microbial keratitis. I
would be very interested to see what the corneal
infiltrate rate at the grade that has been defined
in this study was in the old time extended-wear
étudies because it would be a real cautionary tale
if the rates were similar and yet things ultimately
didn’t turn out well.

Secondly, I would like to reiterate Dr.
Pulido’s concerns about noninferiority, the
tolerance chosen. It is not unreasonable but, to

some extent, it is arbitrary. I think that Dr.
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Matoba did highlight the more important thing which
is what is the rate, is it acceptable rather than
does it fall within a 5 pércént‘tolerance.

The adverse-event rates are likely
understated in the SEE3 group because a life-table
analysis was not used to develop those rates and
the recofd was such an appreciably higher early
drop out in the SEE3 group than in the Acuvue

group, so this is something that should be taken

"into account in evaluating whether those rates are

acceptable or not.

I am talking about the other adverse-even
rates at this point, and then what other we decide,
I just feel that it is important that patients
understand what we mean by safety and
effectiveness, including the sorts of outcomes that
this study has not established and was not intended
to establish. |

DR. SUGAR: Other comments? Thank you for
those wise comments. I am not‘supposed to make
judgments, but -- okay. We are not going to vote
on the‘answerskto these questiéns, but we are
getting a sense of the panel for the agency’s sake.

| The next., and I think important, issue 1is

do we recommend any modification of the proposed
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wording of the indication statement. Janice, do
you want to comment on changes --

DR. JURKUS: 1In the proposed wording, one
of the -- or, actually, there were a'couple of
things that were not included that I would like to
have included in the indicétion statement. In the
alternative practices and procedures séction, I
think it would be. important that we include the use
of daily-wear contact lenses énd also a different

N

alternative to this would be réfractive surgery
LASTK. |

DR. SUGAR: Is that fér the indication for
the labeling? I think that is more a labeling
issue.

DR. JURKUS: That is more a labeling
issue. Okay. Then, in the indications statements,
as stated right up hefe --

DR. MATOBA: That is not the whole
indications statement, is it?

DR. JURKUS: Yes; that is what was in the
book. |

DR. WEISS: It is on page 1348 of 1314 of
the sponsor’s manual, if you are looking for it.

There are two statements that are missing from that

on the screen.
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DR. ZADNTK: Karla Zadnik. I think the
one that Dr. Jurkus mentioned in her comments was
on this expanded version of it. It is the dryness
issue.

DR. JURKUS:  Right. Dr. Jan Jurkus,
again. The indications for use where they do have
dryness symptoms, that the Night and Day contact
léns may reduce dryness symptoms that are present

with regular hydrogen soft contact lenses. I

object to that. I think it should be eliminated.

They did not truly study what I wbuld consider to
be regular‘hydrogel contact‘lenses. They looked at
one specifié type and there are many other types
that had not had any indications fof study.

So, at this poin?, I Would exclude that
statement. |

DR..SUGAR: Are there othe; agreements,
disagreements? I agree. Jayne?

DR. WEISS: Jayne Weiss. I‘would agree

with that. I also think Dr. Weissman’s comment was

an important one is that the lens was not studied

in aphakic patients; Sd I am not sure that should
be included as an indication, although I think
perhaps, later on iﬁ the labeling, we_can.address
the fact that it may be useful‘in aphakic patients
MILLER REPORTING COMPANY, INC.
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although it was not studied. I feel a little
uncomfortable saying it is indicated for aphakic
persons when there wasn’t one patient ‘in the study
who wag aphakic.

DR. SUGAR: Dr. Yaross?

DR. YAROSS: 1In the context of that, if
that ié; in fact, what is referred to as the class
labeling indication, typically, i1f something is an
acrdss—the—board indication for a class, industry
ldoks to see if there is a specific reason to
exclude a specific pro&uct from the class.

So I think the question‘there‘is is there
some special reason to beliéve that this product is
specifically inappropriate to aphaks. You might
want to consider that as part of this class
indication issue because I would expect that many
of the'other products that carry this indicétion
also have not been specifically studied in aphaks.

DR. SUGAR: Dxr. M¢Mahon? |

DR. McMAHON: =~ Actually, responding to that
issue, Dr. Weissman is correct in that there is
past data with the older form of hydrogels and
extended wear did show a higher complication rate
in the aphakic populétion, particularly in thé

vantage groups. There has been no evidence to
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L .
controvert that with this particular material, so I

wouid support considering removing aphakic. The
next gquestion would be about pseudophakia. I‘am
less worried about that, in addition to the dryness
issue.

DR. PULIDO: Jqst a question. How is
diabetes taken care of in the contraindications.
They have any systemic diseaée which may be
exacerbated by or interferes with‘contact—lens
wear. Then, they have before that, corneal
episthesia.

Do we need to worry about the effects of
diabetes on corneal surface and the ability to use
these lenses? Was that even evaluated? I am a
retina person, so,i am just asking the panel.

DR. WEISS: Jayne Weiss. They have, soon
after that, a contraindication, with any systemic
disease which may be exacerbated or interferes with
contact-lens wear. I’think that would be fairly
global to go through vérious conditions that could
cause, let’s say, decreased iﬁmunity or increased
sensitivity of infection.

We can go through -- there are multiple

diseases, aside from diabetes. But I think they

have good will in terms of trying to indicate that
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7 1 [[there may be other diseases that a practitioner
,kh’ 2 [might want to consider not using the lens.
3 DR. SUGAR: Let’s stay with the
4 ||indications. Dr. Weissman?
5 DR. WEISSMAN: This is Weissman. I agree
6 |with Dr. Weiss that there are an awful lot other
7 immune diseaées. I think covering with a global
8 statement_is appropriate. In the aphakia think, I
9 |want to make it plain that I don’t consider,
10 |[necessarily, this lens to be a problem for aphakic
11 |patients, that aphakic patiénts often have a lot of
12 llcomorbidities that is what maybe has caused the
{TF.» 13 problem in the past. But the data was while not
e 14 ’absolutely convincing, given‘the old statistics and
15 l{the few numbers, guite compelling at the time that
16 ||aphaks did run into an awful lot more trouble
17 attempting\extended wear than phakiks did.
18 DR. SUGAR: Go ahead, Dr. Jurkus.
19 DR. JURKUS: Jan Jurkus. One of the
20 ||reasons, from my understanding that moét of the
21 | aphaks did have more difficulty, could have also
22 been with the oxygen transmission through the older
23 types of lenses where, indeed, this lens, having a
24 much higher oxygen transmission, may actually
Cjﬁ 25 ||benefit that aphakic population as opposed to
o | |
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saying that we shouldn’tVUSe‘it for them.

7 DR. WEISSMAN: I don’'t disagree, Jan, but
i think that neéds to be shown and then the
indidation added. That is what I would like to
gsee, 1if you can find enough aphaks to study. That
is other thing.

DR. SUGAR: Dr. Weiss?

DR. WEISS: Jayne Weiss. I would pose
this question to Df. Saviola in terms of the lens
studies coming through here, what percentage have
indicated that the lens is used for, or can be used
for, aphakia wheh no aphakic patients have‘been
included in the study. If, as you are commenting,
most of the studies have not included aphakic
patients but have included aphakia as an
indication, then we shouldn’t have any higher
requirements for this sponsor than anyone else.

DR. SAVIOLA: As you saw in the Sponsor’s
presentation, they are only making the lens in low-
plus powers. In the protocols that we have seen,
there have been a‘limited power range of people who
were enrclled. The historical perspective, from
our standpoint - - Dr.»Lepri gave you some”
information about how we lbok at power rahges and

permeabilities and things like that based on lens
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thickness.

We have appliéd that, certainly in daily
wear, across the plus, minus-20 power range. If
you can do a +12.00 to +20.00,lit should be for a
aphakic population. Even‘though,it is really hard
to find new aphaks, there are certainly aphaks out
there who need different contact lenses. Other
than rigid lenses, those get‘harder and harder ﬁo
find in the soft-lens arena.

For this particular device, the thing to
consider 1is that they want to stay up to 30 days.
If you feel strongly as a panel that, in anbaphakic
population, there arebsome different
considerations, you might be fine with this up to 7
days for aphakic wear but if, up to 30 days, you
have reservations, weil then we should hear ébout
that. |

Generally speaking, though, we apply the
permeability‘analysis and aecide how high théy can
go‘based on safe levels of oxygen.

DR. WEISS: So justras a follow up, does
the FDA have any concerns that a +10.00 lens or a
+15.60 lens would have ahy higher -- just because

of the lens makeup, have any higher risk than a

+5.00 lens.
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DR. SAVIOLA: I would have to see théir
thickness analysis and look a£ the difference in
permeability before I could answer that gquestion.

'DR. WEISS: It sounds like, from the

clinician’s standpoint and the FDA standpoint, it

'is a big question as to whether this is as safe in

‘aphakia.

DR. SAVIOLA: Again, in light of a 140 Dk
material compared to materials out there that are
in 18 and 28 Dks that are currently approved for
exXxtended wear, they are going to have a pretty

thick lens in order to raise some transmissibility

concerns with us.

DR. SUGAR: Dr. Weissman and then I would
like to --

DR. WEISSMAN: I don’t mean to monopolize
it, but, as a clinician, I would like. to see this
lens availlable particularly for aphakic infants.
But I just think that possibly a different wording
at some point in the labeling might’be appropriate.

DR. SUGAR: So is it correct that the\
sense of the panel is that the word "aphakia"
should be removed from the first indication. Is
there agreement by head nodding or something? We
are not allowed to vote on this. Jayne?
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DR. WEISS: Jayne Weiss. I am reluctant

fteo remove it but I would like to indicate that the

study that was performed was not performed on

aphakic patients. I wouldn’t want to makebitksuch
that a clinician could not use this for an aphakic
patient because of our stringent criteria in the
indications statement. I would like to give the
clinician some leeway at the same time as
indicating that we don’t have any data;

DR. SUGAR: Ralph is bristling there.

DR. ROSENTHAL: Rosenthal. A clinician in
the practice of medicinevcén use ahvapproved device
as they see fit if there is nothing in the -- you
know, unless there is something in the labeling

that warns them they better not use it. Then, of

‘course, even then they can still use it as the

practice of medicine.
So whethexr it is in the indications
statement or not does preclude whether or not a

physician or an eye-care practitioner can use a

lens in a certain population. So it is just not in
the indications statement. It is a regulatory
issue.

DR. WEISS: Jayne Weiss, again.

Clinicians from legal aspects may be a little bit
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more reluctant whén‘it is not included in the
indications.

DR. SUGAR: The sense that I am getting is
that we want to remove the word "aphakic" from this
but add to the labeling a statement that
information on the performance of this lens in
aphakia is not yet available, or something to that
effect; is that correct, or am I misétating ig?

‘Go ahead, Jose.

DR. PULIDO: Jose Pulido. After hearing

this discussion, I feel, in my mind, at least, that

for me I would feel more comfortable leaving the

aphakic there and then, later on in the warnings

‘section, put, "the study did not involve patients

that were aphakic so the results in these patients

should be looked at very carefully," something to

that effect.

Does that satisfy Dr. Weissman and Dr.
Weiss?

DR.'WEISS:v’Jayne’Weiss. I would agree
with Jose’s recommendation.

DR. SUGAR: And Dr. Grimmett? There are
enough nods that I think we can proceed. ~ Are there
other modifications of the proposed wdrdiﬁg for the
indications statement? One was, then, to eliminate
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the fourth bullet which is Focus Night and Day

lénses may reduce dryness symptoms that are present
with regular hydrogen soft contact lenses.

That was what Dr. Jurkus proposed. The
issue is -- I think the issue is, one, does this
imply that the lens is ihdicated more for dry-eye
patients. The other is, 1s this juét a statement
that this lené performed better than another lens.

In ﬁhe earlier discussion, the issue came
up that we are talking about the Acuvue lens, not
all hydrogel soft contact lenses. So one
modification wouid be to make it specific. The

other would be to eliminate this and have it in the

discussion in the labeling. The other would be to
just eliminate this. I think those are the
options.

Would someone like t& champion one of
those?

DR. EDRINGTON: This is Edrington. I
would recommend eiiminating the statement.

DR. SUGAR: Are there those who feel
otherwise? Dr. Grimmett?

DR. GRIMMETT: I would agree with that
because it may be statistically.significant, but T

don‘t think it is clinically‘relevant. So I agree.

\

MILLER REPORTING COMPANY, INC.
735 8th Street, S.E.
Washington, D.C. 20003-2802
(202) 546-6666




at

10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

.181

DR. SUGAR: So the sensé of the panel is
that we would eliminate that fourth bullet.

The other indication, the lenses may be
prescribed fof daily wear or extended wear for up
to 30 nights bf continuous wear as recommended by
thé eye-care professional. I guess thét that gets
discussed in our third questionf Anything else on
the second question? The third éuestion is really
still dealing with the indications; thét is, does
the panel recomménd that the 30-day statement be
included in only other sections of the product
labéling rather than the indications statement,
with the agency discussing the option of removing
the 30 days from the indication and putting it
elsewhere in the labeling, assuming that we require

a package insert to be presented to the patient

receiving the lens.

br. Grimmett?

DR. GRIMMETT: Drf Grimmett. I just want
to point out that, atlleast by my review, I did seé
the statement in‘the package insert, tab 8, part 7,
in the proféssionai fitting guide, tab 9, part 7
and in the patient booklet, tab 10, part 7. So, aé

it stands now, at least as per my review, I saw the

‘statement at least in four locations. So it seems
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like it is all over the pléce.

DR. SUGAR: I think that the issue that
the agency has is with it being up front in the
indications statement and perhaps being a marketing
issue that this is marketed as indicated for 30-day
wear, for wear up to 30 days. This is for us to
discuss.

Karla?

DR. ZADNIK: Karla Zadnik. I guess I
would ask Dr. Saviola would the alternative be to:
make the second bullet say, "the lenses may be
prescribed for daily or extended wear as -
recommended by the eye-care practitioﬁer," because
then they could be 60 dayé, or 120 days, or yearé?

DR. SAVIOLA: That is the other side of
the coin; vyes. It is an extended-wear lens and the
doctor‘decides. In the other parts of the

labeling, as Dr. Grimmett said, the 30-day wear

'period still remains in those sections of the

labeling. It is just not inithe indications
section.

DR. ZADNIK: Or would you recommend an
altefnative that‘said; "for up to 7 nights of
continuous wear?" I mean; I am trying to get sort
of if you reject this, What is the alternative
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option.
DR. ROSENTHAL: Excuse me. Really,

though, that is for you. If you reject this, that

is for the panel to recommend. Please.

DR. SAVIOLA: I am not going to recommend
to you what yéu shbuld do.

DR. ZADNIK: Okay.

DR. SAVIOLA: But, again, the reason this
came up and the time period in the indications, if
you say té us, "we don’t think it should be an
indication but it should be as it stands now in the

other parts of the labeling," well, yes; it still

éould be promoted and sold and whatever as a 30-day

lens. But still, technically it is not indicated
for that.

Wé had a rate number before for the
hydrogels based on epidemiological data that got
published. And we said, "That is too high a rate
number. We can’t live with that rate number, 30."
Everything wént back to 7 days.

Okay; we don’t have the rate number now so
that is part of the problem with saying, "Yes; we-

can go with 30," because we have a missing piece of

the puzzle which you won’t have until . later on.

Again, it i1s up to you to discuss the pros
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and cons of the idea that someoné would run it up
to 2 or 3 months certainly is an issue. 1If you
feel like thét is a strong enough issue to say,
"You guys work out the regulatory details. We
think it should be'30 days," well, then, say that
to us.

DR. SUGAR: This is presented -- we are

réviewing this a 30-day lens. To eliminate it from

the indications, I think, is game-playing and
really eliminates the basic issue. So I,
personally -- am I not supposed to say "I,
personally," anything?

| I am supposed/to vote 1in ties,’but I
personally:think that we ought to leave it in.

Go ahead, Mike.

DR. GRIMMETT: Mike Grimmett. My belief
would be to leave it in the indications statement
as‘well as in the other sections that I already
mentioned, the reason being that} for all practical
aspects, the manufacturer;sponsor would still
advertise it up to 30 days. I don’'t see the
difference in practical terms to the clinician if
you somehow hide it oﬁt of the indications

statement.

The sponsor did do a study up to 30 days.
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So I would leave it in the ihdidations statemeht.

DR. SUGAR: 1Is there anyone that feels
otherwise? DQ you want to comment, Janice?

DR. JURKUS: Just a péssible
consideration. We could change that, instead of up
to 30 days to include use of the lens from 1 to 30
days. That way, peopie would not get the idea that
you have to use it for 30 days. It can be used 1,
2, 3, 4, 5, you know, any number of days at a time.

DR. SUGAR: I am not sure that "up to"
says anythingﬂdifferent than that.

Jayne?

. DR. WEISS: Jayne Weiss._ It is almost as
if there is an elephant in the room and we just
want to ignore the fact that the elephant is
sitting next to us.

DR. SUGAR: That is not Mike that you are
talking about.

DR. GRIMMETT: I have lost some weight
recently. /

DR. ROSENTHAL: So have I.

DR. WEISS: Diplomacy has never beén my
strong suit, as you can tell.

~The sponéor did an excellent study to show

that this can be used in many patients successfully
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e : 1 flup to 30 days. Let’s give them credit for that.
Eﬁ 2 |Let’s put it in the indications. If postmarket‘
"3 [ shows something‘else[ then we will change it.
4 DR. SUGAR: Other comments? We will move
5 fon to Question 4; does the panel have any specific
6 ||recommendations for the proposed product labeling
- - 7 in terms of warnings, precautions, clinical data,
S 8 |outcomes or praétitioner—directed or patient-
9 [directed labeling?
10 Dr. Saviola specifically pointed out the
) 11 joption of patient-directed labeling which -- I need
12 jfto understand this. People, when they geﬁ contact
<ﬂﬁ o 13 ||lenses now, do not have a package insert with the
pt 14 fflens? Is that correct?
& 15 | DR. ROSENTHAL: This is Rosenthal. Have
‘-“ 16 lyou seen the advertisements that are published in
| 17 papers?

18 DR. SUGAR: Sure; on the back of the page,

19 ||they have listed the --

20 DR. ROSENTHAL: Ad infinitum, all the
21 | issues. I think that is a patient-directed
22 advertisement. S0, up to now, there has not been

23 that type of requirement7

24 : DR. SUGAR: For contact lenses.

25 DR. ROSENTHAL: For contact lenses.
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DR. SUGAR: But there is a requirement
that a paékage insert-be given or not?
DR. ROSENTHAL: Oh, ves; of course a
package insert is inéluded in all --
| DR. YAROSS: Avpackage insert and
advertising issues are really quite distinct.* One

falls under the restricted device regulation and

that is distinct from labeling that is disseminated

to the practitioner to then distribute to the
patient.

I guess the question is does any other
contact lens at this time have patient brochures
that are pfovided to the practitioner to provide
the pétient.

DR. ROSENTHAL: There is, apparently, a
patient brochureyrequired -- notvrequired -~

DR. SUGAR: But is not in the package.

When you open the box of your Acuvue lens, it is

not there.

DR. ROSENTHAL: It is not in the package
It is required, but I understand for many years,
is sort of made up‘but no one e&er uses it.

DR. YAROSS: Sponsors do have no'contrbl
over what the practitioners do in that respect.

DR. ROSENTHAL: That(s cbrrect. |
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DR. SUGAR: But if it was required to be
in the box, this would be dispensed, I presume, in
clusters of six lenses or whatever. Then we could

réquest that.

DR. SAVIOLA: Let me just, again, recap.

For current lenses, as the sponsor described

before, there is labeling guidance out there. It
talks about a package insert that is directed to
the practitioner with information to review with

the patient. There is a practitioner fitting guide

and there is also a patient information booklet.

Those are all elements of labeling that we
review as part of the approval for either daily or
extended-wear lenses. | |

The words "patient-directed labeling" that
we put. into the question bring up to idea, do you
think there should be Something else besides those
three elements currently, such as a patientf
directed package insert.

Whether or not that patient-directed
packAge insert gets printed on the back of an
advertisement is a restriction issue aﬁd that is

something that we don’t need to discuss within the

context of panel because we make the decision

whether or not we are going to restrict it under
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502 (q) and (r). So don’t get the two confused. Wé
are basiéally saying, do you think -- and, of
course, we have contact-lens consultants and panel
members so they are quite familiar with thé
labeling that is out there, hopefully,lthat you
have seen it. |

Do you think, in the context of this
thing, a new class of lens device; that there
should be something else besides what is currently
out there.

DR. SUGAR: We are going to have to break
up this discussion into how we are going to change
the labeling and then what we are going to do>with
the labeling.

Go ahéad, Dr. McMahon.

DR. MCMAHON: " Tim McMahon. Currently, we
have extended-wear lenses that are approved out
there already for 7 days. We don’t require
corporations to provide this patient—specific
instructions, if you will.

This proposal is being:held, basically, to
a comparison to those already approved lens
designs. I don‘'t feel that we need to add an

additional burden to them after we have already

pretty much come to a pretty closé consensus that
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they have adhered to that.

So I don’t gee the rationaie( despite the
fact that this is a new class of lenses at this
point, to add that patient-specific label.

DR. SUGAR: Dr.‘Bandeen—Roche?

DR. BANDEEN—ROCHE: I may be
misunderstandihg, but I have to respectfully
disagree. I do feel that there should be patient-
dirécted labeling. Again, maybe I am just
misunderstanding semantics, but I think thelpatient
absolutely must receive certain information given
the history of continuous-wear lenses, that there
has been an unfortunate histqry with them.

We have a promising new product before us,
but I do»think that patients ébsolﬁtely need to see
the data in some understandable form that we have‘
seen here today and they also need to;understand
that the ultimate endpoint has yet to be evaluated.
At léasﬁ, that is my opinion.

DR. SUGAR: Dr. Pulido?

DR. PULIDO: I think that intraocular

lenses are extended wear also. Patients don’t
receive -- do they receive? They don’t receive a
patient --

DR. SUGAR: The physician, with the
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|lpackage with the intraocular lens, receives the

intraocular lens and the package insert that
details the indications, the contraindications.

DR. PULIDO: But nothing for the patient.
It is the doctors --

DR; SUGAR: The doctor chooses to either
give it to the patient or not giﬁe it to the
patient.

DR. PULIDO: So it is the doctor’s
responsibility to let the patient know of the
adverse events, et‘cetéra. I think that there is
nothing more extended wear than an intraocﬁlar lens
and there is ﬁothing speéial done in that
situation.

' DR. SUGAR: Dr. Edrington?

DR. EDRiNGTON: :Edringtoh. Intraocular
lenses, I assume there 1is informed conseﬁt where
the majority of extended-wear patients are not
having informed consent.

DR. SUGAR: - Dr. Zadnik?

DR. ZADNIK: Karla Zadnik. I really think
this patient education has to happen when the
patientkinitially starts With these lenses. That,
almost by definition, has to come from thé doctor

as it should with all other extended-wear products
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vthat are already approved.

Remember, these patients are going to
start getting six packs or two packs or something
of these and they are going to have that same
monster patient—directed.labeling inside every one
for them to pitch over their shoulder because they
are on their third year of wear and they are on
their sixth box of lenses.

So I think for the education to be
meaningful and for the communication to do what it
is supposed to do, it really has to come from the
practitioner and be directed in that way rather
than directed at‘the patient each and every time.

DR. SUGAR: Although we cannot control
that.

DR. ZADNIK: Of course not.

DR. SUGAR: Dr. Bandeen-Roche, and then
Dr. Jurkus.

DR. BANﬁEEN—ROCHE: That would just be my
question. That sounds absolutely right but how do
Qe insure that it happens. I guess the answer is
that we can’t.

DR. JURKUS:  Jan Jurkus. It seems that
the thing that we are looking for is to try to

protect the patient, to let the patient know that
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not everything is absolutely pérfect with this type
of lens or could not be absolutely perfect.

So something to consider might be, on the
package, on the box that it comes with, giving the
patient directions on what to do if they have any
signs of irritation, redness, change in vision or
1ens discomfort, "Take out the lens and see your
practitioner.™

If‘we put that on every box that the
patient gets, hopefully, it would prevent the more
serious complication from happening and it is
something that the patient might actually read

instead of little tiny pieces of paper that they

would throw out.

DR. SUGAR: Dr. Pulido.

DR. PULiDO: Jose Pulido. On page 1247,
it says, the first thing after it says package
insert, Focus Night and Day extended-wear éoft
contact lenses, prescription only. So, whenever
you give a prescription to a patient, you always
tell them -- I mean, you are legally bound to tell
them the risks and benefits.

Whenever I prescribe Timoptic, I don’t
give~them.the package insert of the risks and
benefits of the Timoptic. It is my duty to have
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already told them that. So we are making this much
‘different than we are doing anything else that
comes by‘pfescription~only.

DR. SUGAR: Dr. Weiss?

DR. WEISS: Jayne Weiss. Just to play a
little bit of devil’s advocate, I agree with Dr.
Pulido that we shouldn’t make the rules and
regulations for this any more stringent than
anything else we do and that would be unfair. But,

in my own practice, I see more and more patients

‘ordering lenses by phone or mail and maybe never

eveh inﬁeracting with an eye-care professional.

In that sense, is this lens going to be a
highef risk than the other iens and maybe we should
have a different set‘of criteria. I don’t have an
answer for that. I am just throwing that out.

DR. ZADNIK: But they are not ordering
this different modality of ienses the first time
they get them from Lens Expfess énd Linda Carter;
right? They can’t get theée the first time, I am

/

assuming.

DR. PULIDO: It is prescription only.

DR. ZADNIK: It is by prescription so they
have got to have a prescription for this type of
lens initially. That is where the education from
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the doc comes in and then only when they get their
replacement lenses through and 800 number would
they not be receiving this additional labeling.

But I think Jan’s idea of something that
really gets the message across; "if your eyes hurt
or you can’t see, take your lens out and call your
eye doctor." That is really‘what you want the
message to be. Why not héve the sponsor think
about delivering it in a way that the patient might
actually see it.

DR. SUGAR: 1Is that within our purview to
sﬁggest that to the agency? 'Ralph?

DR. ROSENTHAL: The panel may suggest
whétever they like, Dr. Sugar.

DR. SUGAR: i think we are suggesting
that. Is that the sense that there is not strong
suppért for patient-directed labeling but there is

support for a warning label on the package that

states, "this is prescription only." It already

‘'says that on the package, I think, for all lenses,

for all soft lenses, and that in the event of pain,
redness, discharge, you should seek attention from
an eye-care practitioner.
Dr. McMahon?
DR. McMAHON: I think it is a good idea
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but I have some gqualms about specifically directing
this particular sponsor with this particular
product only doing this. This shoﬁld be something
that goes across the spectrum which I don’t know is
within the purview of this panel.

I have this sort of grumbling feeling that
this is being somewhat unfair.

[Many panel members in agreement.]

DR. JURKUS: Jan Jurkus. I happen to
disagree. We are looking at a totally new modality
that could possibly have more patieﬁt
noncompliance. We are’giving our stamp of approval
to something that is different than what is already
out there. ‘So I would think that, from whatever we
have from this point forward, if it falls into the
same grouping, should have pretty much the same
reguirements.

But this is different than anything else
that we currently have on the market.

DR. SUGAR: Whét I guess I would like to
do is straw poll the panel in terms of how many
feel that there should be special specific package
labeling as we just described; that is, the warning
labeling‘on the package. All those who would like
to suggest that that be done, signify by raising
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your hand.

[Show of hands.]

DR. SUGAR: There are four. Again, I am
not counting and we are not #oting; Those who
would not like to see that done?

[Show of hands.]

DR. SUGAR: Six. So you have a sense that
that issue was raised but there is not overwhelming
support for it.

Go ahead, Dr. Edrington.

DR. EDRINGTON: I would just like to add,
what Karla said about the wayvpatients access
lenses these days. We are starting, in a sense, a
new modality. In the '80's, when we ran into
extended-wear problems, the practitioner was
primarily the one delivering the lenses to
patients.

So, I think when you look at those two
things togethexr, I think the extra 1abeliﬁg is not
a bad idea.

DR. SUGAR: Dr. McMahon, we are going to
move frdm this into the épecific wording of the
labeling.

bR. McMAHON: Tim McMahon. That straw
vote should be recognized as that is pertaining
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just to this. T think it would be interesting to
know how the panel feels about adding that
particular type of warning to all lenses.

DR. SUGAR: Because airplanes leave at
7:00 tonight and earlier for some people,'I would
like to ieave it with the issue at hand and not get
more global. But if someone wants to usurp my
ability to do that, go ahead.

I would like to now ask for suggestions
for speéific changes to the 1abeling.‘ The labeling
is in the back. I have three sections, the
labeling for the physiéian, for the patient and I
don’t know what the third one is.

Things that were brought up include --

DR. GRIMMETT: Dr. Sugar, I wrote them all

down as eacg doctor made recommendations. So, even

‘though they are not voted on yet, I did keep a

record of that.

DR. SUGAR: Why don’t you just go through
those and then we can discuss them one by one.

DR. GRIMMETT: Mike Grimmett. Jan Jurkus
initially suggésted that a looser fit may not be
best. I hope I summarized that éorrectly. Did
anyone else have cohcerns in the labeling that we

should address the issue of making this particular
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lens tighter in select patients?
DR. SUGAR; Why don’t we deal with these
one at a time,-then, So, Janice is suggesting that

the specific fitting recommendations be made in the
practitioner labeling that discuss the issue of the
fact that this lens may be appropriately fit
differently than standard lenses.

DR. GRIMMETT: Due to -the diséomfoftr I
assume, that was experienced with this lens.

DR. JURKUS: Right.

DR. SUGAR: Is there a sense that this
would be an appropriate addition to the labeling?

DR.VEbRINGTQN: Dr. Edrington. I would
probably stay away from‘that, telling the
practitioner, in a sense, to go tighter on the fit.

I think they will, either by word of mouth or at

'meetings, whatever, determine that or by patients’

symptoms of discomfort.

I think if you erfed so that they were
fitting them too tight and went to the steeper base
curve as their default system that, perhaps, other
complications that we are not currently aware of
could occur.

DR. SUGAR: Other comments on that? Dr.

McMahon?
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DR.VMcMAHON:v Tim McMahon. This trial was
done with one base'curvé and all the patients are
basically forced into one particular lens shape.
The sponsor hésyrecognized that they need a
different base cur&e and the data that we are
presented did not give ‘us the opportunity to
determine whether an alternative base curve would
havévhad some influence on those thiﬁgs.

So I agree with Dr. Edrington, we should
probably stay away from it.
| DR. SUGAR: There are statements in the
practitioner guide that talk about how you measure
the fit and the push-up test and that kind of
thing.. So you are‘suggesting that something
different be added.

DR. JURKUS: Jan Jurkus, again. What I am
suggesting is that a statement régarding the
patiént response of, "The lens doesn’t feel right,"

or some discomfort be, in some way, highlighted

'because of the fact that the lens may look perfect

on the eyé'where thé sponsor said that it may all
look.okay but if the patient says that it is
initially not comfbrtable, that you might want to
go to the steéper design wear. 'Patient
stptomatology plays an important pért‘in the
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