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DR. WHALEN: We'have a brief amount of
remaining time so if there is anyone, who has not
yet addressed the panel, who wishes to address us
in this public session, would you please so
indicate by raising YOur'hénd right now?‘ I see
none.

This is a convenient time for us to take a
break. I have 10:07. We will reconvene here at
10:25 and resume our activities.

[Brief recess]

DR. WHALEN: I would like to remind the
public observers at this meeting that while this
portion of the meeting is, of course, open to
public observation, public attendees may not
participate unless specifically requested by a
member of the panel.

Before we begin the first presentation
from industry, I would like to ask Dr. Celia Witten
to make some brief remarks about what the conduct
of our day’'s activities is going to be.

DR. WITTEN: Thank you. I just want to
describe what we are going to be doing for the rest
of the day. I will start with just mentioning
something that I think everybody here probably
already knows, which is that at the time that we
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approved the two saline breast implant PMAs several
years ago, we asked the sponsors to continue to
study their product in the form of several
conditions of approval, which have been outlined in
the panel packet.

The purpose of the meeting today is to
give the sponsors an opportunity to describe their
progress in those studies to date, and there will

also be an FDA presentation on each of those

studies. Following that, there is an opportunity

for the panel to commeﬁt on the data and the
studies as presented.

We think it is very important that the
panel get an opportunity to see what the data is
that the sponsors have generated to date, and also
for the public to get an opportunity to see this
data. This is important information and will be
incorporated into the sponsgors’ labeling as part of
an ongoing effort to make sure all the information
is available to physicians and patients.

I would like to thank everybody here on
the panel in advance for your discussion of the
data, and I would like to thank the members of the
public, who gave presentations this morning
already, for their input as well.
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DR. WHALEN: ' Thank you, Dr. Witten. So,
as we proceed, as long as the day flows as we
anticipate, we will have one of the sponsors give
their presentatioﬁ before lunch. There will be
three speakers, and I would ask the panel members
to make note of any questions they have for any of
those speakers. Then, following all three speakers
we will ask them to entertain our questions.
Following that question and answer period and
|comments, we will have FDA’s presentation for that
particular sponsor’s presentation, followéd, in a
similar fashion, by questions, answers and
comments. We will then have a general discussion
on that particular status. Then, we hope to break
for lunch and then duplicate that for the other
sponsor following lunch.

I would ask that we begin with Mentor
Corporation’s presentation, with the three speakers
who are going to address us.

Panel Update Regarding Post-Approval Conditions of
Approval for Saline-Filled Breast Prosthesis
Mentor Corporation

DR. MICHAEL: Ladies and gentlemen, good

morning. My name is Maher Michael. I am the

medical director and vice president of clinical and
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regulatory affairs for Mentor Corporation.
We are here today to update the panel

members and FDA staff on the status of the

conditions of the post-PMA approval for Mentor
gsaline-filled and Spectrum mammary prqstheses.v

First, I would like to give you an
overview of Mentor’'s saline prospective study which
constitutes the basis of our approved PMA. There
were 1680 patients enrolled in this study. That
study was designed for a three-year patient
follow-up. The devices that were used were 30
percent smooth and 70 percent textured. The last
patient was enrolled in September of 1995. The PMA
was approved by FDA on May 10 of 2000, with some
conditions. |

The first condition was the post-approval
study, and the purpoSe”fqr’that:spudy was to extend
the patient follow-up from threé vears to ten years
to collect longer-term safety data. That study was
not designed really to collect any patient
satisfaction data. Today, five-year data will be
presented by Mr. Cliff Kline, director of clinical
programs.

The second condition was the focus group
study, and the purpose;fcr thgt_study wgs‘to
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evaluate the effectiveness of the patient brochure

Jlin communicating information to prospective

implants. The status of that study will be
presented by Ms. Donna Crawford, director of
corporate regulatory affairs.

The third condition was the retrieval
study, and the objective of that study was to
“better understand causes of deflation and further
analyze the failure modes .

The fourth condition was the fatigue

testing study, and the purpose of that study was to

characterize fatigue resistance of the devices
using methods, as requested, in the breast implant
guidance document.

The fifth, and last, condition was the
real-time shelf-life testing, and the purpose of
that study was to support our four-year shelf-life
data submitted in our PMA, and to extend the
real-time shelf-life testing to five years.

The gstatus of the last three conditions
nwill be presented this morning by Mr. Ron Crouther,
vice presidept of advanced development.‘

Now I would like to present Mr. Cliff

Kline who will present and discuss the

MILLER REPORTING COMPANY, INC.
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1 |jpost-approval study. Thank you.

2 MR. KLINE: Thank you, Dr. Michael. Good
3 morning. As Dr. Michael said, I will be presenting
4 fthe five-year clinical results for Mentor’s

5 |post-approval study, of PAS, on our saline-filled
6 Jand Spectrum mammary ‘prostheses.

7 _ I will first briefly discuss study design
8 Jland the chronology of our efforts to contact and
9 i follow-up on the majority of patients. Then,kI

10 fwill provide five-year complication daté.
11 The objective of the post-approval study
12 “was to assess the long-term ten-year safety for

13 }Mentor saline-filled and Spectrum breast implants

14 by assessing the cumulative incidences of capsular
15 jJcontraction, deflation, breast pain, reoperations
16 and explantations.

17 ' Patients were included in this study if

18 fJthey had participated in the saline prospective

13' study and they consented to participaté in this

20 |post-approval study. They were excluded if they
21 jhad died, had all their implants removed or

22 |fdiscontinued by choice.

23 Patients could either complete a mail-in

24 fquestionnaire or they could elect to be seen by

- 25 Jltheir physician. The questionnaires are sent to
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each patient once every year around the anniversary
date of her surgery.:

Mentor has conducted extensive and varied
efforts to contact and follow-up with all potential
patients, and I would like to share these efforts
with you now.

We received PAS protocol approval in May
fof 2000. During July we contacted all saline
prospective study investigators and confirmed with
Lthem that Mentor would contact their patients
‘directly, Three physicians did'deny us direct
access to their patients so those patients were not
contacted about participating in the study.

Prior to the first mailing, we worked with
the participating sites to confirm the patients’
addresses. We also dsed the National Change of
Address database, NCOA, to update this information.
We then initiated a patient mailing of informed
consents and questionnaires, and at the end of 2000
we did a second certified mailing to those patients
who:had not responded, the non-responders.

You will hear me using those two phrases
throughout the presentation, responders and
L‘non-responders. Responders are those patients on

whom we have data, whereas noon-responders are
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those patients who we,hévejnthyet had success in
contacting.

In 2001, we continued to collect an
analyze the data as well as send out annual.
questionnaires. We increased our efforts to
contact non-responders by using the nationwide 411
telephone directory.

This year, we continued to collect and
analyze the data as well as mail out annual
questionnaires. We have increased our contact and
follow-up rate by approaching investigators who
have non-responders and, if they were successful in
contacting these patients, we provided financial
incentive. We also began to correspond with
non-responders via FedEx, which allows tracking and
verification of patient signatures. We did this by
usiﬁg the ChoicePoint,natioﬁWidewdat@bage_toﬁ“
identify all possible addresses for the
non-responders, and thén we followed up by sending,
via FedEx, packets to allkthesewaddresses,

These extra,efﬁor;gwhave,resulgﬁd;i#Mwm
increased contact and follow-up in 2002. As noted
in FDA’'s memo to panel, Table 5(a), currently the
augmentation patient contact rate is 75 percent and

the reconstruction contact rate is 91 percent.
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This graph shows the improvement in
patient follow-up from'March to May of this year.
Augmentation impfoved from 54 percent to 64 percent
and reconstruction from 73 percent to 79 percent.
The rates are different for contact and follow-up
because these;twowaremdéﬁingdméyﬁ£@¥§Q§1Y- Contact
rate is made up of all patients whom we have been
able to get a hold of, whereas follow-up rate only

includes those patients on whom we have data. So a

patient is counted as contacted whether she says
yes or no to participating in this post-approval
study, but she is only counted in the follow-up if
we have data. Please note that the complication
data in this presentation are from the March, 2002
data set.

Before I address complication rates, I
would like to address the issue noted in FDA's memo
to the panel regarding responders and
non-responders. When we analyzed the study data we
did find that non-responders were significantly
different in some demographic and operative
characteristics. Adjustment for these differencgs
showed essentially no change in the cumulative rate

of complications at five years. Therefore, Mentor
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1 ||entire study population at five years. This

2 Janalysis is currerntly being reviewed by FDA.
3 The complication rates were calculated via

4 | Kaplan-Meier analysis. This is a statistical

5 |method used when 100 percent patient follow-up is

not available, and it provides an estimated

7 J|probability of a complication at a given time
8 period.

9 The remainder of this presentation is
10 [divided into the augmentation and reconstruction
11 jcohorts. I first want to talk about the
12 jJaugmentation patients. They are defined as a

13 |patient who is normally healthy and at least 18

14 yvyears of age or older, and desires breast

15 [enlargement. The average age of augmentation

16 ||patients in the saiinekprospective study at the

17 jtime of surgery was 32 years of age. Almost half
18 ||were married. The remainder, 30 percent, were

19 single, and 22 percent were widowed, divorced or

20 |separated, and 80 percent has at least ééme college
21 Jfeducation. |

22 This table,detéils both the three- and the
23 five-year cumulative Kaplan-Meier rates, as well as
24 J95 percent confidence ihtervalskfor the

25 lflcomplications of reoperation, explantation,
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capsular contracture, implant deflation and breast
pain. For each of the complications at five years
the cumulative rate inéreased. For example, h
reoperation went from 13.2 at three years to 20.2
at five years. Capsular contracture, 9.0 to 10.1.
This is expected as this is a cumulative rate.

That is, occurrences of complications that occurred
in years four and five were added to the three-year
cumulative rate.

But it is important to note that for
reoperation, explantation and breast pain there was
no significant change in the complication risk rate
per year during this five-year time period. The
risk rate to the patient for capsular contracture,
Baker grades 3, 4 and ﬁhknown, dééreased; Oniy for
deflation was there an increased risk rate per
year.

If we compare this five-year deflation
rate to the published literature, we can see that
the post-approval study rate is within the range of
published literature which is 0-27 percent. As you
can see, the rate for explantation also falls
within the published rate. Reoperation and
capsular contracture actually fall slightly under
the published rate. Literature rates for breast
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pain were not captured.

This table details the top ten reasons for
reoperation. The first column is categorized by
number of reoperations by breasts; the second
column, reoperation by patient. So, 52 patients of
198 patients and 98 breasts”of the 343 breasts had
capsular contracture as a reason for reoperation.
The top three reasons in both columns are patient
requested size exchange, leakage/deflation and
capgular contracture.

Explants, which are a subset of
reoperations, are discussed in this table. This
details the primary reason for explantation at both
three and five years if the rate occurred at a rate
greater than five percent. The primary reason at
both three and five years was patient request for
size exchange.

Now, before I discuss the reconstruction
data, I would like to more specifically define a
reconstruction patient. This is a patient
undergoing breast reconstruction as a result of
breast cancer or congenital deformity. She could
be expected to face a more extensive initial
surgery and require additional treatment such as
radiatiqﬁ therapy, or chemotherapy. Skin coverage
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1 |over the implant, as well as achieving symmetry is

2 fJmore difficult than in augmentation patients.
3 Saline prospective study demographic data
4 shows that at the time of surgery a woman had an
5 average age of 46 years. Approximately two-thirds
6 HOf the women were married, and almost

7 ||three-quarters of the women had some college

8 education.

[Xe}

l This table details the three- and

10 five-year Kaplan-Meier rates, as well as the 95

11 [percent confidence intervals,for reoperation,

12 explantation, capsular contracture, breast pain and

13 fimplant deflation. Again, this represents a

14 Jcumulative rate so the five-year rates are higher
15 than those at three years. Please note that the
16 ||five-year numbers are updated, whereas the

17 three-year numbers are those as presented at the

18 [[2000 panel.

19 At five years there was no incréased risk
20 jrate per year for any complication, while there was
21 a decreased risk rate per year for implant removal,
22 explantation, and reoperation, as well as capsular

23 contracture Baker grades 3, 4 and unknown.

24 If we compare these rates to those in

- 25 |lpublished literature, we can see that three of the

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




599

10
11
12

13

gi4ﬁ‘

15

16

17

18

19

20

21

22

23

24

25

114

five rates were within the range from the
1iterature5kahile reoperation did have rates above
those in published papérs, it is important to note
that the patient risk rate per year actually
decreased at five years.

We would also like to note that the
cumulative three-year rate, as presented in our
saline PMA, was 40.2 percent. So, in the
intervening two years the rate has increased less
than three percent. Literature rates for breast
pain were not captured.

This table details the top ten reasons for
reoperation. Again, the first column represents
the percentages as categorized by number of reops
by breasts, and the most commonly reported reasons
were capsular contracture, asymmetry and patient
request. The second column, by patient, the top
three reasons were capsular contracture, asymmetry
and leakage/deflation.

This table details the primary reasons for
explantation surgery at three and five years. As
you can see, the primary reason was capsular
contracture.

In overview, patient contact and follow-up

rates have increased. The responders adequately
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represent theuentirejstudy population through five
vyears. The risk rate per yvear for the
complications discussed decreased or stayed the
same for four of five complications in the
augmentation cohort end all five of the
complications in the reconstruction cohort. For
deflation, in the augmentation cohort the rate was
within published literature.

In summary, Mentor’s saline-filled and
Spectrum implants continue to perform in a safe and
effective manner. As presented today, the
complication rates are comparable with published
rates. We will continue to follow patients through
ten years and seek to continue to increase the
total number of responders. ~

Thank vyou. I would now like to present
Ms. Donna Crawford.

MS. CRAWFORD: Thank’you,‘Cliff. Good
morning. My name is Donna Crawford. I am director
of corporate regulatdryfaffairs for Mentor
Corporation.

I will be discussing the focus group study
or the patient informed decision brochure. Mentor
conducted this study as one of the post-approval

conditions of saline breast implant PMA.
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There were four major purposes of the
focus group study. The first was to determine
whether the patient brochure effectively
communicates information about the risks and
benefits associated with breast implants.

Secondly, it was important to assess
whether the information in the brochure is
presented in an understandable way and is clearly
understood by prospective patients.

Thirdly, we wanted to identify any
unintended effects of the brochure and also any
unanticipated effects of the brochure.

Finally, we wanted to obtain patient
suggestions for improvement and identify any
additional information needed by the patients.

The focus grouﬁ‘study was conducted under
an FDA-approved protocol by an independent research
group by the name of Communications Sciences Group.
Four focus group discussions were held, two in
Dallas and two in San Francisco. The focus groups
congisted of reconstruction patients or patients
considering augmentation.» There were eight to ten
individuals in each focus group, and ea?h group was
balanced across age, employment status, income
level and educational level.
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1 Data were collected in two ways. First,

-2 Jthe participants were asked to read the brochure
3 and complete a self-administered survey prior to
4 |participating in the focus group interviews.
5 [|Secondly, the focus group interviews were led by a
6 |moderator who followed a discussion guide which was
7 [|part of the focus grdup“study protocol.
8 Some of the key findings of the study are
9 flas follows. In general, the educational and
10 jinformed decision objectives of the brochure were
11 jmet. The majority of wbmen had a good
12 Junderstanding of the risks and benefits associated

13 |with breast implants after reading the brochure.

 14  Eighty-eight percent of the respondents reported
15 Jthat they had learned new information about breast
16 |implants after reading the brochures, and 85

17 |Jpercent felt better able to ask their doctors

18 Jquestions about breast implants‘after reading‘the
19 |{brochure.

20 Most respondents felt that the brochure,
21 on the whole, was clear and understandable, with
22 |jthe possible exception of the clinical data tables.
23 | Most respondents rated fhe brochure highly on’

24 comprehension and relevanCe,”andV88 perdent felt

25 fthat the information in the brochure was useful to
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1 them.

2 The study identified only one possible

ﬁ unintended effect of the brochure, and that was

4 fthat some of the respoﬁdentS‘felt that coﬁpliCation
-5 Hrates were not to be’taken at face value because

6 ||they were overstated in order to protect the

7 ||manufacturer.

8 Both the focus group discussion and the

9 | survey results found that the brochure was

10 Jleffective in conveying information, and 73 percent
11 |said that the information in the brochure was not
12 jconfusing, and only six percent of the respondents
13 ffelt that the brochure was confusing. There was
14 somé difficulty in undefstanding the meaning of

15 Jcumulative risk rates and interpreting the data

16 tables.

17 The major suggestions for improvement had
18 jto do with improving the layout and format of the
19 |brochure; adding explanatory information to the

20 jJdata tables; choosing the content order to group
21 Jaugmentation data together and reconstruction data
22 jtogether; and adding a glossary and table of

23 |contents. The additional information amounted to
24 small points of clarifi?ation only.

25 In response to the fdcuS“group findings
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and suggestions from FDA, the following changes
were made: A table of contents and glossary were
added. The clinical study section was revised to
separate augmentation andkreconstruction data; and
to simplify and explain the data tables. Some
“minor wording changes were made to improve the
clarity. For example, an introductory paragraph
was added to the clinical study section to explain
how Mentor’s clinical study data may relate to each

patient’s own experience. Sentences were added

prior to each clinical data table to explain what
the numbers in the table mean and how they were
calculated.

The brochure is in the process of being
revised to add the five-year follow-up data from
the post-approval studyf The revised brochure will
be available on the Mentor’s web site and a printed
version will be available in approximately six
| weeks following FDA approval. Therefore, this
condition of approval has been fulfilled.

I would now like to introduce Mr. Ron
Crouther.

" MR. CROUTHER: 'Good morning. My name is
Ron Crouther. I am vicé présidéht of adVanced
development‘fér'Méﬁtor;“ahd"l would like to present
MILLER REPokTING COMPANY, "INC. *
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interim results on three studies, our explant
retrieval study, our post-approval fatigue testing,
and also our real-time shelf-time testing.

First on the explant retrieval study, the
objective of this study was to retrieve 300 devices
that were explanted bedause‘of“deflatibﬁ and
perform appropriate analyses to determine the mode .
of failure. The 300 devices were selected to éover
a range of saline,deVide types, that is, smooth and
textured devices, various shapes, and devices
céntaining our two valve types, diaphragm valves
and Spectrum kink plug valves.

Upon receipt of the explanted devices, we
first captured the déVice descriptive information
and clinical information. This included device
type, date of manufactﬁre,'time ih vivo;andktime'of
surgery. Ail devices were then visually examined
and additional microScopib examinati&n'éf the
surface of the defect area was conducted to better
characterize the type of failure mode. Leak
testing was performed, as was necessary, to confirm
that all leak sites had been located. The last
phase of our testing was physical and mechanical
property testing.

We provided an interim report on 38
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devices to the FDA in August of 2001. We completed
our study of 310 devices and submitted the final
report in our May, 2002 annual report. Because we
have just submitted the final report and the FDA
has not had adequate time to complete its review,
the presentation today is based only on the interim
report on 38 devices.

This table summarizes the failure modes we
saw on the 38 devices for both smooth and textured
devices. The first failure mode is material
separation, a term which Mentor has used for many
years to describe a tear or split in the device
without very;significaﬁt abrasion or thinning at
the site of the defect. Material separation is the
primary failure mode of our Siltex devices. As
supported by a wider study of Siltex devices, most
material separation failures do exhibit evidence of
folding at the site of the defect, often compound
folding in which the outer surface of the implant
is in tension causing the split to propagate from
the outside in. |

The second failure mode is smooth
crease-edge opening or crease—fqld failures on
smooth devices. These ére similarly related to
folding and, in contrast to material separation
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1 ||defects, do exhibit very obvious abrasion and

2 [thinning at the failure site.

3 Sharp-edge openings can be duplicated by

4 Jpuncture with a surgical instrument and are veryA

5 |likely indicative of iatrogenic damage. We also

6 had two reported cases of‘leaking valves, however,

7 ||one could not be confirmed and, if you will notice,

8 [the numbers in the léft4hand”c01umn do not add to
"19 as we had one Spectrum kink plug valve device in

10 [|which the tubing was not fully Withdrawn'ber our

11 jJinstructions for use, and when the tubing waSi

12 j|withdrawn the device did not leak.

13 To summarize, the failure modes that we

14 Jsaw in this interim report reflect what we have
15’ seen in our c¢clinical study information, as well as
16 four product evaluation’or complaint database.
17 | There is evidence of folding present in a majority
18 Jof the failures that did not exhibit evidence of
19 Jinstrument damage. Again, Mentor’s final report
20 fcovering the 310 devices is under review by the
21 |FDA. The general findings in that study are
22 |Jsimilar to what we saw in the preliminary report.
,23 The next topic I will briefly discuss is

24 |IMentor'’s fatigue testing of our saline-filled

25 lbreast implants. Fatigue testing involves cyclic
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compression testing for our implants up to 10
million cycles and utilizes an apparatus that is
schematically represented here. The sample is
located here, between two flat platens, one of them
fixed and one of them movable. The movable platen
oscillates up and down to apply the compressive
force to the implant. kThe implant ié immersed in a
saline bath that is kept at 37 degrees Celsius.

We had two phases and two objectives to
ourbfatigue testing. The first objective was to
create AF/N curves, that is, applied force versus
number of cycles to failure for the various device
types. There were four device types chosen for the
study. Along the Y axis we have the applied force;
along the X axis are cycles to failure. As you can
see, as you decrease the applied force the device
will withstand more cycles until failure.

The second phase of our testing was to
conduct long-term fatigue testing and calculate
fatigue safety factors for each of the four device
types. The fatigue safety factors are calculéted
according to the formula you see here. I am not
going to try to point to it, but it is the force to
achieve 10 million.cycles without failure, what we

call our run-out load, divided by the estimated
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device load during walking, which we conservativély
estimate to be two timés'the dévice Weight. The
safety factor chOsen,for this, in consultation with
the FDA, was greater than or equal to 2.

The protocol was approved by the FDA.
Four device‘types were chosen for the study. Those
four were the smooth and Siltex round diaphragm
HValve devices, smooth round kink valve devices and
contour tall profile devices. The tested devices
include all sterilization methods that we currently
use and that are approved by the PMA.

We chose for the testing the smallest
i
devices of each device type as those typically have
our thinnest wall thickness. We also made special
runs of those devices in which we ran at the
absolute minimum of éur tolerance extreme for shell
wall thickness as well as texture layer thickness.
As such, thiswdevice configuration represents
worst-case physical testing as defined in the FDA’s
breast implant PMA guidance document.

These are the results to date for three of
the four devices completed. This is the phase one

testing, which was the generation of the AF/N

fcurves. Again, along the Y axis we have load

amplitude; along the X axis we have cycles to
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failure. It is a logarithmic scale so, again,
10,000, 100,000, a million and so forth. The thr
devices are the smooth Spectrum device, the Silte
diaphragm valve device and the smooth diaphragm
valve device. ' So, for example, for the Siltex
diaphragm valve deviceia load amplitude or force
applied of 50 lbs requires épproximately one
million cycles to generate failure.

Based on this phase one testing, as well
as other experimental data, a run-out value of 10
lbs was chosen for our second phase of testing,
whi;h,was the long-term fatigue testing. Again,
the goal of that was to withstand the 10 million
cycles without failure at the 10 laboratory load
level. We have successfully completed testing on
three of the devices. Again, if we calculate a
safety factor based on the formula here, the
run-out load of 10 1bs is divided by the estimate
device load during walking, or two times the devi
weight. Since we chose the same size device for
each of the three device types, 125 cc device in
each case, the device weights were very‘close to
the same thing, so ten divided by two times the
device weight for ali three devices turns out to

16.7. Again, if you recall, our acceptance
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1 ’criterionwas a safety factor greater than 2.
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To summarize, three of the four device

types have been completed. The fourth is scheduled
4’ to begin shortly, probably within about the next

5 jjmonth to month and a half. AF/N curves have been

6 ||generated, and fatigue safety factors have been

7 lcalculated for three of the four devices, which far
8 jexceeds the protocol requirements, again using

9 wdrst—case test samplesﬂ
10 The last topic I would like to discuss

11 this morning is our real-time shelf-life testing.
12 [[As Dr. Michael mentioned, this was twofold in terms

13 jof objectives. First, to support our current shelf

14 jlife of four years and then, secondly, to extend

15 jfthat shelf life out to five vyears.

16 The testinggis‘being perfofmed under an

17 |FDA-approved protocol. Seven device types are

18 |[included in the testing in order to cover small and
‘19 fllarge devices; all packaging types and sizes; all
20 {sterilization methods; and all different device and
21 Jcomponent configurations.

22 The testing includes mechanical and shell
23 |ltensile property tests, which include tensile and
24 elongation, tension set, joint strength and valve

25 jJcompetency tests. The packaging seal peel
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1 jstrength, microbial challenge and dye penetration

2 tests are performed to ensure maintenance of
3 |sterility.
4 " ’ Our status is that all devices have been
5 [[tested at the time zero time point, with all
6 |Jdevices meeting all specifications, and the
7 || four-year testing will be completed in the yeaf
8 2005. The five-year testing will be completed in
9 the year 2006.
10 " This concludes my presentation, and I
11 |lwould now like to reintroduce Dr. Michael.
12 DR. MICHAEL: The overall summary of our

13 Jpresentation this morning is that we presented

%i4ﬁ five-year data‘for the post-approval study, and we
15 Jwill continue to follow all our patients through
16 ften years, and we will continue to update the
17 jagency in our annual reports.

18 For the focus group study, the study has
19 |been completed. For thé“retrieval study, we have
20 jcompleted the study. It is under FDA review.

21 Fatigue testing, we tested three out of four

22 |styles. The last style is scheduled to start six
23 |weeks from now. Lastly, the shelf-life testing is
24 Jlongoing through five years.

25 Mr. Chairman, panel members, FDA staff, I

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




599

=

10

11

12

13

14

15
16
17
18
19

20

21

22

23

24

.25

128
would like to thank YOd for:your:éttehtion ana,
after FDA's presentatiQn,'we would be glad to
answer any questions yqu'may'have. Thank vyou.

DR. WHALEN: Actually, if you wouldn’t
mind, we will ask you to answer some questions
before FDA'’s presentatibn and then perhaps again.

DR. MICHAEL: That is fine.

DR. WHALEN: If I cqu;d startroff, Msf
Crawford, the focus groups had relatively small
numbers as most focus groups do, but it was unclear
to me what the composition of that group was
vis-a-vis thinking about having the implant, having
had the implant, having had it and having had it
removed.

MS. CRAWFORD: Yes, the augmentation focus
groups consisted of patients who were considering
augmentation. The reconstruction focus groups were
“primarily patients that had already had
reconstruction with breast implants.

DR. WHALEN: And all of them were still in
place?

MS. CRAWFORD: Yes.

DR. WHALEN: Dr. Dubler, do you have any
questions about the focus gréup results?

DR. DUBLER: 'Yé&, I have one question
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about the focus groupsj‘that is that it seemed to
me that one of the findings was that they really
didn’t understand the data sets and what they said.
Would you agree?

MS. CRAWFORD? There was some confusion
about exactly what the meaning of what a cumulative
risk rate was, and there was some confusion in'
terms of the data tables, which often switched from
identifying data by patient, some by implant, some
by total patient population. Wejhave addressed
that and made clarifications to the data tables to
address that confusion.

DR. DUBLER: Have you left them in table
form?

MS. CRAWFORD: Yes, the data tables sgtill
are included in the brochure, ves.

DR. DUBLER: jHave you translated them into
reasonable lay language, or simply left them in the
table form?

MS. CRAWFORD: It is in table form by
patient and each table has at least a couple of
sentences of introduction to explain what the
numbers are.

DR,~DUBLER: Izhave another question about
the presentation. Would it be appropriate to ask
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it now?

DR. WHALEN: Yes.

DR. DUBLER: I believe it was Dr. Michael
who stated that there were three exclusions from
your follow-up cohort.

DR. MICHAEL: It was Cliff Kline in his
post-approval study preSentation.

DR. DUBLER: The three exclusions were
patients who had died?  What were the three
exclusions, please?

MR. KLINE: The three exclusions were
patients who had died, had their implants removed
or had withdrawn by choice, discontinued by choice.

DR. DUBLER: Discontinued what?

MR. KLINE: They elected not to
participate in the post-approval study when we
asked for their participation and consent.

DR. DUBLER: I see, and what percentage of
your cohort was represented by those three
categories, total cohort?

MR. KLINE: I would have to look and
determine those numbers by those three groups. I
don’t have that information a%ailable at the
moment . |

DR. DUBLER: ‘Why did you decide to exclude
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patients who had removed the implants? One would
think that they would be an important source of
information.

MR. KLINE: You are exactly right, in that
we captured all complications, including removal,
and reported those complications today. After a
patient has her breast implants removed, she no
longer has a study device in her body and,
therefore, she is no>10nger studied; But, of
course, until the device is removed we do study her
and collect and report on all complications.

DR. WHALEN: Dr. McCauley?

DR. MCCAULEY: I just have a question
related to the focus group study. Did these groups
have group leaders, and if they did, how were they
chosen?

MS. CRAWFORD: There was a moderator that
was an employee of Communications Sciences Group
that followed the discussion guide that was part of
the protocol. There wasn’t a leader of the focus
group participants per se, but there was a
moderator who conducted the discussion among the
focus group participants.

DR. MCCAULEY: After your separation out
of the data, was there'significant'improvement in
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the confusion level or decrease in confusion that
some of the participants expressed?

MS. CRAWFORD: Well, since we did the
focus group study on the original versiqn”of the
brochure before the data were separated out, we
haven’t gotten feedbackfon‘the brochure with the
data separated. So, I can’t answer that question.
It was primarily so that somebody undergoing
reconstruction would not have to sort through the
augmentation data that wasn’t applicable to them.

DR. WHALEN: Dr. DeMets, would you have
any questions or comments about the statistics that
were presented to us, or any particular vantage
point on the percent follow-up that they have
vis-a-vis other clinical studies in a population )
similar to this?

DR. DEMETS: Yes, I actually have two sets
of questions, one for Mr. Crouther and one for Mr.
Kline. You said that you recovered 310 implahts
and those reports have been done and submitted.
Why is that we aren’t piivileged to see that today?

MR. CROUTHER: We just submitted those to
the FDA with our annual report and it is still
under review by the FDA.

DR. DEMETS: Is there some regulatory
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reason why we can’t see that data? I mean, you are
giving us 38 and there are 310, or something, that
are available.

DR. WITTEN: We usually review data and
send it to the panel before it is presented in a
panel session.

DR. DEMETS: All right. On the time to
failure, how many actual samples are tested in
that? Is it one sample from each of the devices?

MR. CROUTHER: No, for the long-term
fatigue testing a minimum of three, and for the
AF/N curves three also.

DR. DEMETS: Did you calculate or compute
any time to failure? You only have three but you
presented your data on how many cycles it took, but
is there some way you can translate that into
failure time? |

MR. CROUTHER: Not directly into failure
time. The 10,000 cycles, again, was agreed to with
the FDA and 10,000 cycles represents walking for
eight hours a day at a rate of one Hertz or one
cycle per second.

DR. DEMETS: The remainder of my questions
are for Mr. Kline. Can you explain to me in a
little more detail the process that you went
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1 jthrough to capture information from theipatients

2 just to get responses?
3 MR. KLINE: (Ce¥tainly. In terms of how we
4 got the patients to agree to participate or not?
5 DR. DEMETS: Just the process. I am not
6 Junderstanding the process that you wént through
7 [because the response rate is low relativé to

8 Llstandards that I am used to. So, I am trying to

ék understand what you did do.
10 MR. KLINE: "Well, once we did get protocol
11 jlapproval through working with FDA, we thén

12 contacted first the investigators to see what

13 Jinformation they had on the patients because, as

{§‘ Tii i4  you know, a patient population can move. So,konce
15 Jwe determined first from the investigators that

16 they wanted us to contact the patients directly, we
17 Jthen worked with them to get the addresses. Once
18 jJwe had the updated addresses from them, we then

19 jalso checked with NCOA to make sure that the

20 jdoctor’s address was verified by NCOA. Then we

21 |began to correspond via mail with the patients.

22 ||The SPS study only had patients consented for the
23 three-year study. That:is why in the first mailing
24 jwe included a questionnaire as well as a consent to

25 llask them to participate in the study thrbﬁgh ten
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years. So, the first Step, once we had the aadress
was to see if the patient would cénsent to
participate in this additional follow-up.

DR. DEMETS: Was there a reason that’you
didn’t ask the investigators themselves--not the
investigators, the surgeons to collect this
information from their patients as opposed to doing
it directly from a mailer?

MR. KLINE: It was én option, and we asked
each doctor if they wanted to contact the patients
themselves or they wanted Mentor to, and they all
elected--except for the three that declined any
contact with their pétiénts—Fus to bé their
representative and td contact the patient directly.

DR. DEMETS: And, was the questionnaire
such that the patient would be able to fill out all
of the items accurately?

MR. KLINE: Yes, once they got the
questionnaire, the form was fairly basic but also
had an explanation as to what we were asking them
to do. There was a letter accompanying that as
well as, of course, the informed consent in the
first mailing. If they had any questions, they
could call us. There was a phone number for them
to call. Additionally, if there was something that
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was incorrectly filled but'On‘the form, the
clinical research associate working on that study
would contact the patient directly and get
clarification.

DR. DEMETS: Do you have any insight as to
why the responée'rate is what it is?

MR. KLINE: Well, the response rate, és we
have heard today, has improved. We will continue
to work to improve the number of responders. I
would say that many of the patients are
transient--not transient but have moved from their
location where they were being seen by their
doctors as part of the SPS study. The doctors
sometimes did not know where they were at, or
thought they‘knew and iﬁ turned out that they
didn’t. So, some of it was just finding the
patients, which is one of the ways that we impr0ved
follow-up by using the ChoicePoint database, which
is a database which gives more current addresses
than even NCOA. Then, using that as well as FedEx,
we were able to track the patients down and
determine, if there were three addresses for one
patient, which address was the correct one, if any,
and then work with the patient.

DR. DEMETS: Do you have any sense of what
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1 fyou think you can get this response rate to be, and

2 Jwhat a target should be?

3 MR. KLINE: Well, T don't. I don’t want

4 ||to give a hypothetical because we don’t know, but

5 [fwe are continuing to work even as we speak to

6 improve the contact and follow-up rate.

7 DR. DEMETS: Do you have a sense of what a

target rate should be?

9 MR. KLINE: Well, as in an FDA guidance
10 Jdocument, for a two- or three-year study we would
11 hope 80 percent. Obviously, at ten yvears I would
12 |lestimate we would like to have 60 percent. We are

13 Jobviously somewhere in between there and are

:14/|working to improve both contact and follow-up.

15 DR. DEMETS: So, you think an 80 percent
16 fresponse rate at five years and a 60 percent at ten
17 Jyears would be adequate for your purposes?

18 MR. KLINE: Yes, 80 percent at two to

19 three years and 60 percent at ten years.

20 DR. DEMETS: Do you’havekany sense of what
21 fa typical clinical trial expects in follow-up

22 response rates?

23 MR. KLINE: Just talking about the breast

24 jimplant studies today, the breast implant study

25 Jlguidance document indicates 80 percent follow—up at
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least at two to three years and, of course, we are
enrolling adequate patients in other breast studies
for adequate follow-up for ten years.

DR. DEMETS: Well, I will comment later

but I worry a lot about the adequacy of even those
response rates given the potehtial biases that
exist, and those biases can be very powerful.

I would like to follow-up on a comment or
"a claim that you made that the reSponders are the
same as the non-responders. Could you detail that?
That is a strong statement ydu make and I am trying
to understand that. |

MR. KLINE: That is a very good gquestion,
and I would like to have Dr. Eugene Poggio,

managing vice president and executive director of

biostatistics and epidemiology at ACT, address that

since he is a biostatistician and can more

lcorrectly address your question. Is that okay?

DR. “'WHALEN: Sure.

DR. POGGIO: My name is Gene Poggio and,
as Cliff indicated, I am managing vice president of
biostatistics and epidemiology at APT Associates
Clinical Trials. We aré under contract to Mentor
to do data management‘apd statistipa;/aﬁalysis for
both the original SPS study and the follow-on
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post—approvalkstudy.

I have no personal financial connection
with Mentor, aside ffom the fact that the firm I am
employed by has contractual arrangements. My
travel was paid through that contract by Mentor. I
am not involved in any lawsuits whatsoever, and I
certainly derive no income from implant surgery.

| With regard to the issue of
response/non-response, the way we dealt with that
is we took all the information we had on baseline
characteristics and operative characteristics and
conducted logistic regression. This was done
separately for the augmentation cohort and the
reconstruction cohort. We used logisticyregression'
to identify variables that were significantly
related to response/non-response. I should say
that for purposes of that analysis,
response/non-response was defined as participating
in the PAS versus not participating in the PAS, and
didn’t deal with loss to follow-up before that.

Through that, we identified some variables
that were related. For example, for augmentation
it was age and annual income, and for
reconstruction it was several variables, some
operative characteristics and some demographics.
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Having identifiédythdSé,Véfiables; we thén
stratified the population by that set of variables,
conducted a Kaplan-Meier analysis within each
stratum and then computed a weighted average of the
Kaplan—Meieriestimates with the weights being the
initial number of patients in each stratum. The
result was numbers that were remarkably close to
the original estimaté. The largest deviation of
the:adjusted number to the original number was half
a percentage point.

DR. DEMETS: ”Sé;‘What_percént of those
risk factors that you identified explained the
response/non-response rate?

DR. POGGIO: "'What was the total percent
explained?

DR. DEMETS: I know it is not easy to
answer in a logistic regression but in analysis of
variance you could do that. There are such
measures, by the way.

DR. POGGIO: I don’'t know the answer to
that question.

‘DR. DEMETS: 'So, suppose it didn’t explain
much, Qould your analysis of“your‘adjustmentsibe

useful? You are making a claim that these two
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DR. POGGIO:"I‘QUéSS my statement would be
that we did everything we could to adjust for it.
We looked at the information we had about baseline
it
variables, both demographic characteristics and
operative characteristibs; We‘looked at which ones
related to response/non?response and then adjusted

for those. It is obViously conceivable there is

some other variable that we don’t have access to

that could explain part of it.
“ DR. DEMETS: I am not sure who wants to
answer this, but there was a comment that there was
no follow-up of those pétients in whom the implant
| was removed. Somewhere else it was said that you
used a Kaplan-Meier methodology to censor that
observation. There are some assumptions that are
required to employ the Kaplan-Meier method about
censoring. Can you comment on how that was
investigated in the study?

MR. KLINE: This is Cliff Kline. Dr.
Poggio can explain how the Kaplan-Meier was used in
this setting.

DR. POGGIO: I think you are referring to

some of the earlier comments that we excluded
patients with explants.
DR. DEMETS: Let me be specific. The
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assumption is that the ﬁensofing‘mechanism is
independent of the process that is going on. So, I
am trying to understand how you came to that
conclusion.

DR. POGGIO: Leét me make clear at the
outset that patients that were explanted were
certainly kept in the analysis up until, if‘y¢u_
will, the day after they were explanted. If we had
data after that, all that data'waS'reported to the
FDA. In order to be conservative, we didn’t feel
patients were at risk for the complications once
the_implant was removed. Yoq are not really ét
risk for capsular contracture after removal. So,
if we were to include them after that point the
estimates would actually go down, and we didn’t
think it would be appropriate to do that.

In terms of the issue of the censoring,
yes, obviously the underlying assumption in
Kaplan-Meier is that the people who aren’t censored
look like the people who are censored--rather, the
other way around. Obviously, the adjustment we
made was a refinement on that in that we don't
assume that the censdred peoplé look like all of
the uncensored people. We assume they look like

the uncensored people in the stratum that we
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defined by the variables that we stratified.

DR. DEMETS: I am still not sure I fully
understand the statement you are making. The other
issues I want to ask about have to do with if you
censor the patients at the time of the implant
being removed, do I understand that complications
that may take place after that point are not
captured? I mean, we have heard this morning’s
testimony that some of these complications can
occur--

DR. POGGIO: They are captured in the data
provided to the FDA, in data listings. They are
not‘included in the analysis because we don’'t
feel--I mean, it was really my decision. We didn’t
keep them in the Kaplan-Meier because we don’t feel
they are appropriately included predominantly
because those patients are not at risk for most of
the complications with the device no longer in
place.

DR. DEMETS: That is an assumption, it
seems to me.

DR. POGGIO: I guess if you asked a
surgeon if they could have capsular contracture, a
new case of capsular contracture after the device

was removed, I wouldyassume they would support
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that.

DR. DEMETS: ”But‘my‘quéstion was not about
that; it was about other complicatibns.

DR. POGGIO: As I said; we didn’t feel
they should be included in the analysis because
they are certainly not at risk'fbr‘many:of the
complications.

DR. DEMETS: Which is what the data are
trying to understand, if they are there. Aren’t
you precluding that if you take them out?

DR. POGGIO: If I include them in I assume
that they are at risk and, in fact, I think that
would lower the estimated complication rates. You
could do a special analysis to look at that
question. I would be very reluctant to include
them in a principal analysis when I no longer think
they are at risk.

DR. DEMETS: It seems to me that you get
rid of some of the complications if you don’t
follow them beyond that censoring point.

DR. WHALEN: If I could interject, would
it be a more graphic example to state that
deflation would be rather ridiculous to continue to
measure in someone who has had an explantvbecause
it is hard to deflate:sémething’thétfiSﬁit there?
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Indeed, if they kept those patients in the
denominator it would drématiCa11Y‘lower“Ehé

deflation rate falsely.

DR. DEMETS: I am thinking about other
kinds of complications.

DR. WHALEN: I am only trying to interject
to éay that it seems to me that there have to be
different sets of data of complications, ones that
could continue with the implant in place and ones
that would not.

DR. POGGIO: And, remember that the ones
we are looking at are déflatiqn, capsular
contracture, explantation which, obviously could
only happen if they had a reimplantation.
Obviously, breast pain could. But my view is it
would be reasonable to look at that as a separate
issue but I still would be very reluctant to
include it in a principal analysis because they are
not at risk for some of the complications, and
certainly much lower risk for some others.

DR. DEMETS: My last question is about the
table at five years that you compare to three
years, the denominators are different. In fact,
they are larger at five years than at three years.
Can you explain that?
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DR. WHALEN: Could you give a number that

fyou are looking at so we can make sure we are

3yylooking at the same thihg?

4 - DR. POGGIO: It is Certainly”trué”that'We
5. Jdid get additional three-year data in the PAS study
6 ffalso.

T +“DR. DEMETS: It is‘your'slide,19‘in your>

8 presentation. At five years you report 211

/’patients, at three years you report 138. There are
zldﬁfseveral like that but that is one. |
11 DR. POGGiO: Sure. In that table the N
12 Junder five years, which is 211, indicates the

13 jnumber of implants that had reoperations, whereas

‘i4ijat three years the number of implants invqlved‘in‘

15§;reoperations was 136. Therefore, the denominator

16 |increases because we had more implants involved in

17 | reoperations.

~18 DR. DEMETS: So, are we looking at

19 comparable groups?

20 DR. POGGIO: You are looking at 211

21 jexplants at five years and 136 explants at three
22 years. So, there are obviously more explants5as

23 |time goes on.

24 DR. DEMETS: Thank you.

25 DR. WHALEN: Dr. Dubler?

MILLER REPORTING COMPANY, INC.
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2 fquestion, please, about the focus groups? I am

very concerned about how themresurgery rate‘is
presented and defined. So, cankyoﬁ tell us, and
this may be unreasonable, how that was explained in
your first "informed cohsent" or what I prefer to
call disclosure document, and after your focus
groups how you might'haVeﬁrestated’that? ,So,'if
there is a table about the dhéhée'df”tééﬁféidél”’””"
intérventions?

~MS. CRAWFORD: Yes, I am looking at the
version of thé”brééhﬁiéjthétfﬁéfdid the focus group
study on right now. ‘Thére is a section on
reoperations.. It does give‘the“three—yéar risk
rate of reoperation by patieht and by implant.

DR. DUBLER: So, there is a table?

MS. CRAWFORD: There are tables.

DR. DUBLER: And what do you say about the
tables? Are there declarative sentences?

MS. CRAWFORD: ;Prior'to the tables, for
example, it just indicates that the following are
the cumulative risk rates, first occurrence for the
following complications.

DR:”DUBLER:"SO'that is the text? Could
you read us the particuiar language?

~ Washington, D.C. 20003-2802
' - (202) 546-6666
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1 ] MS. CRAWFORD: Certainly. I just want to

& §  ”f;7i2;fmake sure I am looking at the right place here.
” 3 [ The question at the heading of the section is what
4 Jwere the threeeyear”cumgygpive’cqmplicgt;on risk
5 rates of first occurrence? Then the sentence
6 following that says the cumulative risk rate of
7 first occurrence whidh occurred in at least one
8 ||percent of the patients are shown in the following
9 “tables, including all levels of severity, mild to
10 jIsevere. Then it lists the complications. This
11 particuiar section ig talking about augmentationk
12 [land it lists the complications that were found in

13 | augmentation patients.

14 DR. DUBLER: Are there any other

15 |declarative sentences that surround the table?

16 MS. CRAWFORD: fNot in,theuoriginal

17 Jversion.

18 DR. DUBLER: And in the version that was

19 |modified by the focus groups, is it very different?
20 : MS. CRAWFQRD:;'Yes, the column by implants

21 ||was eliminated, and there were some explanatory

22 |lsentences. I don’t have that right in front of me
23 jJat this moment, but that was added. In the
24 |fintroduction of the whole sectionMQn,CumUlatiYe,”

«:25 frisk there were a couple of sentences explaining

g
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how the risk rate can be interpreted and what it

j means to the patient.

DR.‘DUBLERS'1L§t”mefask'anyone to answer
the following question,'what is your chance of
"going back in for surgery, what is your five-year
chance of going back in for surgery after receiving
a breast implant? That is my question. What would
you say to me? What is your percentage chance?

DR. MICHAEL: Are you talking about
augmentation? | | S

DR. DUBLER: I want to know how you would
translate that table.

DR. MICHAEL: Are you talking about the
augmentation group or the reconstruction?

DR. .DUBLER: ‘Either one, take your choice;
augmentation. What is the chance that you are
going to have another gUrgery in the next five
years?

DR. MICHAEL: Well--

DR. DUBLER: What percentage chance?

DR. MICHAEL: Let’me mention something
here for the augmentation group, in one of the

tables that was presented this morning 30 percent

"of reoperations in the augmentation group was the

patient’s choice for change of size. In the
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reconstruction group 16 percent was the patient’s

||choice for a larger size or a different size, and

15 percent in that cohort was expected because that
was stage reconstruction. So, one-third out of

that.

DR. DUBLER: I want to say to you T know I
may want to decide to change my size but, given all
of the factors that Iead to surgery, what iskthe
chance, including my changing my”mind—-whét is the
chance that I am going to have another surgery in
the next five years?

DR. MICHAEL: Based on what we presented
in our data this morning, the chance, if using the
same mix of the product that was used in the SPS
study, at five years thé probability of having a
deflation is 9.7 percent. o

DR. DUBLERE”“That is not what I aSkedxyou.
What is the chance in the next five years, for any

reason, that I am going to have to have surgery

again? What do your data”show?

MS. CRAWFORD: It shows that there is a 20
percent risk rate at five yéars, aﬁd thé way that
is explained in the patient”brdchuré\isvthat 2O out
of 100 patients williefperiénce at least one

reoperation during five years. That is how it

MILLER REPORTING COMPANY, INC.
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would be explained. Théreyis_anwexample‘given, and

to translate that to a reoperation number, that is

hOW‘it‘WOﬁld‘readp

DR. DUBLER: So, your staﬁemént;is‘thét,M 
there is a 20 percent chance in the next five years
that you will ‘have to have another surgery.

MS. CRAWFORD: That is how it would bﬁwMu, m
interpreted. For example, the brochurefright’now
gives an example for a cumulative risk rate of two
percent for infectioq, ’That‘meagamthatmw
approximately two;patients_outMof_loO will
experience at least one“iﬁfectipqmsometimgwduying
the first yeér, So, siﬁce,éqriﬁi&eﬁfeé£’¥iskmfaﬁé’
was 20.2 percent for repperation, that is hbw,it
would be interpreted.

DR. DURLER: Thank you.

DR. WHALEN: Can I just interject, more in
comment, if a thirdVOf your reoperations are
patient choice for a different size, would it not
perhaps be more appropriate to say there is a 20
percent chance I am going to have’another
operation; there is a 14 percent,éhance,I am_Q@ing
to have to have anotheﬁmqperaﬁiOﬁ? Since the
wordiﬁg you use was ikam going to‘have to,héve
another operation?
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DR. MICHAEL: I would like to take a .
couple of minutes toﬁiﬁﬁrgduéémgﬁ;MRQQGr Ffeedman-
He is a cliniqal”ig§§£uétgyczhﬁwwwwwwNwm;w,,_
DR. WHALEN: For what purpose?
“ DR. MICHAEL: To elaborate on that issue
of the percentage of rebperations based on his

experience in practice..

DR. WHALEN: I don’t think that is
necessary. Thank you. :Dr.yﬁgwpprgér?'

DR. NEWBURGER: I have a question for Mr.
Kline regarding the attempts to contact patients to
Hparticipate in the post-marketing study. How long
is the questionnaire that they are sent?

MR. KLINE: One page.

DR. NEWBURGER: How many guestions on that
"one page?

MR. KLINE: Of course, we ask them to
verify that their name is spelled correctly, but
there is a question on capsular contracture,
explantation, reoperatibn. So, there is just a
Pvery small list of queStiohs to specifically ask
them about the complications we are collecting.

DR. NEWBURGER:f Is there any incentive to
the patient to return the questionnaire?

MR. KLINE: Yes, there is.
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DR. NEWBURGER: And what would thatub€3wWhm

MR. KLINE: I don’t recall the exact

amount. It is minimal. It would be somewhere

under $30.

DR. NEWBURGER:  And, how do you explain
your protection of patient confidentiality?

MR. KLINE: Well) that is explained béth}
,Hin the original letter ;hey'get ag well as the
i informed consent thatﬂpheywsign'Which; of course,

indicates that we will try to protect their

it , o o
confidentiality; it may not be able to be done if,
for example, aggovernment agency such as FDA needs
to review these data. |

DR. WHALEN: Dr. Doyle?

DR. DOYLE: I have a question regarding

the reoperations. How are these women included in

the further data? Is that reoperation gonsidered,a
new start, or is it a continuatiQAwoﬁmthé,patient?
Also, I am confused about your three-year and your
five-year cohorts of women. They are not

necessarily the same patients, is that correct?

MR. KLINE: To answer your second question

first, all post-approval study patients were

*originally SPS, saline prospective study patients.‘ 

DR. DOYLE: But the pepple who answér,at
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five years and the people who answer at three years
are not necessarily the same group of patients. As
you might ordinarily‘expect where you have

attrition, that those who were left at five vyears

fwould have answered at three. In this you have two

separate groups actually who all started together
but the five years may not be in the three—yeér
data and the three Yearé“mAYVnot be iﬁ the
five-year??

MR;VKLINE: I wouldﬁagree with that( but
most of the patients--as the panel members
saw--that were present two years ago, our follow-up

rates were a little bit higher so most of the

PMA were also included in this study.

DR. DOYLE: But some of your five years
[ were not included in your three years.
MR. KLINE: Pardon?

DR. DOYLE: Some of your five years were

not included in your three years.
MR. KLINE: There were a couple of

patients that we were able to collect additional

information on that we didn’t have three-year

information on at the time of the PMa. =~

DR. DOYLE: Okay, and what about how you
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1 |handled the patients with thé reimplantations? Do

2 |they start at year one or do they continue?
3 MR. KLINE: They continue unless the
4 |reoperation--as I said, explants are a subset of
s |reoverations, obviously if they are explanted they
6 [are no longer--
7 DR. DOYLE: No; these are the ones who
8 were reimplanted. They‘start out as year one or

9 continue?

10 MR.. KLINE: They continue.
11 DR. WHALEN: Are there any gquestions by

12 [any of the panelwmemherﬁmahppt_ghewbiomaterials,mWMww

13 | presentation? Dr. Miller?

14 DR. MILLER: I just haVe é coupie of

15 guestions on that. Tenwmilliqnwcycles'in that

16 ||machine, how many years of walking does that

17 represent?

18 MR. CROUTHERE‘VThatwiﬁanﬁ;YearvOf walking
19 feight hours a day, one second per cycle.

20 DR. MILLER: How do you feel that system,
21 | that test that was devised--I know it was all
22 agreed upon by~EDA, bQ?,hQW do;yourfeel‘thaﬁ
23 actually\simulates what that implant is

24 | experiencing, especially considering the fact that

.25 ||lso many failures occurred at the site of a fold?
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Do you think that testing in this way is a good
simulation of what the implant experiences?
MR.‘CROﬁTHER: iIt is a good simulation of
some of,whatuan4imp1ant experiencé is; it is not a
“good simulation to_duplicate a fold failureulikeua,
materiél,separation defect.

DR. MILLER: Which is how most fail.

MR. CROUTHER: ~Correct, most of the
textured devices that are non-instrument damaged
devices fail that way.

DR. MILLER: The,othgrhquestion I had’is
that several Qf the presenterS‘this morning
suggested that there are materiakg_rel§§$Q§@§£Qmw
the device that may be tOXiQ, apd platinum was
mentioned‘seyeralwtim§s ;gg§yQ Is it fair for me
to ask about your reSponSe ﬁo;the manufacturigg
methods thatkemploy pla;inum, and/isvth§s a_cqncern
that you have about the presence of sﬁch trace
matériaIS?

MR. CROUTHER: I am going to ask Phil
Yang, who is our corporate vice président of
technology submissions) to answer that question.

MR. YANG: Phil Yang. We hévezdong a‘risk
analysis based upon tht we know. We do’a;gpeciﬁic

analysis for I believe 20 heavy metalsn_of WhiCh
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platinum is one. We do do that. _That is compared

lagainst what is in the literature for toxicity

data. So, we do Comp?rg that.’ Thatyisfgll pért‘of
the PMA. |

DR. MILLER: When you determined those
materials are:rgléaéeﬂ,wééuY§ﬁmidgkmégvéﬁaimpiantl
subjested perhaps to a type of'environmgnt as
described in your;mechanicalkstudy?

MR. YANG: We can’t do that because |
probably we would find metals from the platens
themselves. So, we do it on sterilized, finished
devices from the package because that is what would
go into a patient.

DR. MILLER: ’IS it/possibie that a device
subjected to the envirqnmgnt in‘vivokwouidkhaVeka
different profile of release of trace elements?

MR. YANG: It is possible. The problem
becomes when you try and analyze for them, you then
have to somehow correct for what the patient
contributed to that device. That becomes very
COﬁplicated- We‘tried;to_do that ianomewca§§§;pu§
the techniques that wewus¢”@xewn9twdesignéd——things
like proteins get initﬁe way. So, it is hard to
do. It is not impossible to do that; some people
have tried to do,that(bu;wphgwquestion‘is how,goéd
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1 |is the analysis, and that has always been a

2 flquestion.

3 DR. MILLER: Thank you.
4 H DR. WHALEN: Dr. Choti?
5 DR. CHOTI: Just a couple of questions,

6 |Mr. Kline. Qne, just to clarify’again the

7 Jfollow-up of the two different cohorts that you
8 l|looked at, you showed a five-year follow-up rate in
9 Jthe new analysis of 60 perdgnt,'50+60‘pechnt on

10 ||laverage I think, depending on whether it was

11 rrecgnstruction or augmentation. What‘was:the 

12 [ three-year follow-up given the new follow-up that
13 |lyou have, a better follow-up, and how does that

s . ,
14 |lcompare to the original PMA data? In follow-up to

15 jthat, when you compared the three—year to the

16 |five-year, why did you use the new follow-up data
17 rather than the original PMA data?

18 MR. KLINE: The follow-up in the PMA was
19 {lapproximately 70 percent for both cohorts.

20 DR. CHOTI: Three years?

21 MR. KLINE: Yes, at three years, the PMA
22 |submission at three years. The analysis that we’
23 did does‘include,allwdatg, whether it is fivéeyear

24 Jor updated three-year. So, the analysis is on all

.25 [l[the data that we have. The numbers for the PMA and
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1 lthe numbers that IwshQW§dw£9xwtbgmphxgg:year

“ 2 columns were just for,cgnsistency’s sake. The

3 flthree-year numbers SHbmiﬁtéd iﬁQﬁhéWPMA jﬁSt V?fied
4 |slightly because of some new patient data that we

5 got. | ;
 6 DR. CHOTI: The other gquestion is
7*“regarding the textured versus the smooth. In the
8”clinica1 data, did you look at differences‘inw

9 |deflation, capsule and reoperation betwéen‘thé‘two"
10 Jgroups? Also, what ﬁere_thewrelativerPé??eﬁtases
11 §lof the two types?
12 MR. KLINE: We did look at the difference

13 |in deflation rates between smooth and what we call

14 Siltex or textured product. The rate for smooth .
15 |products, for all products was approximately 5-6
16 |percent and the rate for Siltex was approximately

17 ‘11—12 percent.

18 DR. CHOTI: As the population as a whole

19 jJof thewtwo,types;'what’didhy¢u”have in the group?
20 | MR. KLINE: We presented that in Dr.

21 Michael's_firstkslide,'30 percent smooth and

22 approximately 70 perCeﬁtutextured,,

23 DR. CHOTI: And how was that changed near

24 fthe end of the trial or more currently?

| | ~
'~~Q25‘! MR. KLINE: You are exactly right, with
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1 [[the current mix of product, with the product mix

2 Jthat we had in the study those were the rates. You
3 know, doctor preferences hayeich@nged. At this
4 ||point it would be appropriate to bring up Dr.

5 |Freedman to discuss the current preference mix that

6 ||he uses in his own practice. As Dr. Michael was .

7 ||lexplaining before, Dr. Freedman’is;a Qliﬂi@§l M

8 instructor for plastic and“rgConsﬁrucEiY§;§uréery

9 “at George Washington University. He is a clinical
10 assistant professor‘for‘plastickandkrecénstrudtiyg;u

11 Jsurgery at Georgetown Univeréity,kénd,a»consultantk
12 fto the Department ofNPlastic”and”Re¢on§§£ugtiY§;WW

13 | Surgery for the NIH.

14 DR. FREEDMAN: My name is Roger Freedman.
15 |Approximately 35 percent of my practice is breast
’16' surgery
17 | DR.kWHALEN:  IWam_sprry to interrupt, but
18 Jcould you identify with the questions?
19 DR. FREEDMAN: Oh, I am sorry. I am not
20 involved in any suits. I have provided my own
21 |travel today. I do put in breast implants and I am
22 |also involved in the core gel breast iWPiant;S?udY
23 {provided by Mentor. So, I do,gét’sbﬁe éompehéation

24 | for that study.

25 My practice consists of approximately 35
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percent breast surgery, which encompasses all

surgery. My implant usage is pretty consistent

with that of the norm for the nation, which is
probably 98 percent to 99 percent smooth round,
with a rare case of using textﬁred today.

I think people have appreciated that there
is more of an incidence of rippling in the textured
implant which, therefore, then gives a potential
for fold failures which you were addressing earlier
and, therefore, by switching over to the smooth
fl round and placing these implants under muscle, that

muscle is then providing pressure on the implant

lwhich has a tendency to help smooth out that

implant even more. That is consgistently the norm
today.

The issue then is the issue of filling an
implant. There are recommendatipns, nominal
recommendations by the manufacturer. It has been
l appreciated that if you under-£fill an implant to
maintain a softer implant there is a higher
incidence of rippling and, again, a higher
incidence of fold failure. So, that is not the

current norm so people typically, including myself,

ﬂfill them to their nominal value or slightly
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1 floverfill those implants, but not beyond the
2 recommendations of the manufacturer. The numbers
3 that I personally experience in my practice are
4 less than those which are quoted in this report.
5 DR. CHOTI: So, can you tell us again the
5 ﬁdifference‘ofustQﬁth§£§u§wEh%wﬁextured in the
7 lstudy as far as the complication rates?
‘8‘ MR. KLINE: We‘stratified,for deflation,
9 “and for deflation smooth is approximately 5-6
10 |percent deflation rate, whereas our textured
11 |product, Siltex, is 11-12 percent through thekfive
12 {years.
15 DR. CHOTI: Other parameters?
\Miiw Reoperation, capsular formation?
15 MR. KLINE: I don’t have that information
16 Javailable right at the moment, but we COPldlwﬁw_
17 certainly look at it and provide it to FDA.
18 DR. WHALEN: Dr. Chang?
19 DR. CHANG: Even though the data was not
20 presented, can anyone give me an‘answerfwiteregard
21 Jto the explanted implants that were examined? Was
22 ||there any relationship between thickness of the
23 |shell in those that were explanted and that did not
24 ||have surgical sharp instrumentation?
25 MR. CROUTHER: Not within a population of
MILLER REPORTING COMPANY, INC.
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a given type. You know, our textured devices are
thicker, for example, than our smooth devices, but
I am assuming you are talking just about the
textured, did those where we had fractures exhibit
lesser wall thickness? And, there was no evidence
of that, nor was there any correlation with
physical properties.

DR. CHANG: My second gquestion is that
previous testimony from public Commgntmjust
mentioned some gquestions about investigators about
good manufacturing practices so I would ask the
sponsor if there are any outstanding questions or
communication with the FDA regarding improvement in
good manufacturing practices that;areiéutgtanding
at this time.

MR. CROUTHER: I will ask Clark Sheriff,
from Mentor, to discuss that.

MR. SHERIFF: Good morning. I am Clark
Sheriff, vice president of regulatory compliance
for Mentor Corporation. At this point there are no
outstanding issues with the FDA. The last
inspection was this last February. There was a
comprehensive GMP inspection by the agency, in
Dallas, and the few issues that they brought up
have been all addressed satisfactorily.
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DR. CHANG: Thank you.

DR. WHALEN: Dr. Dubler?

DR. DUBLER: If I heard the previous
discussion correctly, the textured implants have
twice the deflation rate, approximately twice the
Is there any point in the brochure that makes a
statement that says our textured implants have two
times the deflation rate as the smooth?

MS. CRAWFORD: No, that is not currently
in the brochure. Most of this information was.
developed after the brochure was printed. We can

certainly work with FDA in determining what is

| appropriate,to,add,tohthe_bxpghure;at_thiﬁ,PQint-

DR. DUBLER: So, there is no statement
that reflects those data? |

MS. CRAWFORD: That is correct.

DR. WHALEN: Thank you. We will now
proceed to the FDA's presentation with Ms. Allen
and Dr. Dawisha.

FDA Presentation

MS. ALLEN: Good afternoon. FDA will now
summarize the status of the conditions of approval
for Mentor’ saline-filled breast implant PMA. For
your convenience, we have provided you with a hard

MILLER REPORTING COMPANY, INC.
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copy of FDA’s slides.

“ There are five conditions of approval:
post-approval study; a focus group study; a
lretrieval study; fatigue testing; and shelf-1life
~”testing. Dr. Sahar Dawisha will present_the status
of the post-approval study and I will present the

status of the remaining four conditions of

approval. I will now hand it over-expression to
Dr. Dawisha.

DR. DAWISHA: It is still morning so I can
say good morning. I am a medical officer and I had
reviewed and presented the breast implant
information back in March of 2000. As you recall,
at that time one of the conditions of approval was
that the sponsors provide long-term safety
information on their products.

To meet this condition, Mentor Corporation
has been conducting a post-approval study which is

an extended follow-up of the patients in the saline

prospective study, which was originally designed as
a three-year study, out to ten years postop in an
abbreviated protpcol.

As you just heard this morning, this
protocol consists of annual mailing or a physician

visit, and the endpoints of interest in the study

“ MILLER REPORTING COMPANY, INC.
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include implant,deflation,kimplant rembval and
reason for removal, additional surgery and reasons
for surgery, presence and grade of cagsuygr
contracture, and breast pain related to implants.

As just discussedkby Mentor;vthe protocol
was approved in May of 2000, which is when the PMAs
were approved. Mentor began contacting their
investigators in July of 2000, asking them to
contact their patients or allow the sponsor to
contact them. The initial patient mailing began in
October of 2000. The database that we are going to
be discussing today was closed in March of 2002.

It is FDA’'s goal to update the patient
labeling, the physician package insert and the
summary of safety and effectiveness, which I will
refer to as the 1abeling,'every,few years to
reflect the current complication informétion, We
plan on updating the labeling to reflect the
five-year data that I am going to be discussing in
the next few slides.

Before discussing the post-approval study
or PAS study results, I would like to briefly
review the saline prospective study patient
accounting. Recall that ;he saline’proépective
study served‘as'the,basis,fqr_themPMAm

MILLER REPORTING COMPANY, INC.
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The number of patients living and with
implants by the‘end\Qf‘theksalipgwprospective
study, as shown on this table, was 1252 for

augmentation andk375gﬁqy;regpnstrggp;gpn By the

end of the saline prospective study and before the

start of the post-approval study in October--so,

were a few additional patient deaths and implant
removals, making 1250 augméhtation and,351‘
reconstruction the number of patients available for
participation in the post-approval study. You will
see these numbers in a subsequent table.

With that background, we can now discuss
the patienf accounting for the post-approval study
patients over time, which is shown in tﬁis_;@bleu
for augmentation. Based Qh the actual follow-up,
divided by the expected follow-up where we define
expected follow-up as the theoretically due minus
deaths and removalmofkgllbimplants during the
interval, the follow-up rate is shown here for five
years through ten years postop. For example, the
follow-up rate at five years is 5 percent, 24
percent at 6 years, 45 percent at 7 years, etc.

Because some patients had exceéded;their
five-year follow-up visit at the time of the start
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of the PAS and because the sponsor has recently
improved their efforts to contact patients, the

follow-up rates beyond six years are superior to

that at five years.

The bottom row of this table shows the
number and percent of patients with any data at any
time, where a returned questionnaires are counted
for all previous time points. For example, using
this method the follow-up rate at five years is 54
percent at five and six years.

The patient accounting information for the
reconstruction patients in the PAS study are shown
on this table. As you can see, the follow-up rate
for reconstruction patients is superior to that for
augmentation patients in the previous slide. For
example, the rate at five years is 52 percent, at
six years 59 percent, and at seven years 54
percent.

Because of the low follow-up rate; FDA has
been working with the sponsor to imprbve patient
contact efforts, which are summarized iﬁ this
table. Of the patients expected for participatibn
in the PAS, which is shown in row 1, some patients
were excluded, in row 2, primarily because a few
physicians didn’t want to participate»in'the'PASS,
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which reduced the number of patients to whom

‘|packets were mailed, which is shown in row 3.

Taking augmentation as. an example, of the

original cohort of 1250 patients, approximately

half, which is shown in row 12, have agreed to

participate in the PAS, and 777 patients have some
data reported at least once in thewPAS,kwhich is
shown in row 15.

Of the 351 reconstruction patients,
approximately two-thirds of the original cohort,
which is shown in row 12, have agreed to
participate in the PAS, and 265 have some data
reported at any time, which is shown in row 15.

Rows 6 and 7 are of interest because they

reflect the patients whom the sponsor is pursuing
to continue to contact.

Because of concerns with missing
information and how this would impact the results,
the sponsor was asked to determine whether and to
what extent there was bias in the results due to
misgsing information from patients who were
considered non-responders, and whether and how the
complication information should be adjusted té
reflect missing information from these patients.

~The results of this analysis are currently
MILLER,REPQRTINQ coMPANY; INC.
735 8th Street, S.E.
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under review by us, and additional information has
been requested and is ongoing to further clarify
this issue.

What I can discuss are the results of

|preliminary analysis to answer these questions in
lwhich the baseline demographic and surgical

lcharacteristics were compared between patients who

were and were not responders.

There were no significant differences with
respect to race, ethnicity, marital status,
incisioﬁﬂsizewandwgbgsity, defined as a body mass
index of greater than or equal to 24.

For augmentation, there was a significant
difference with respect to age at the time of
implantation, with responders older than
non-responders.

For reconstruction, there were significant
differences with respect to surgical approach,
implant placement and surface texturing. Again,
these analyses are still being developed.

I will now discusskthe séfety fesults from
the data that we have available from the
responders, first for augmentation and then for
reconstruction. |

Table 5 summarizes,the"Cumulét;V¢w;,u
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Kaplan-Meier risk rate of first occurrence and the
corresponding 95 percent confidence interval of
complications at three and\five’years‘forlthe
augmentation patients. These values represent the
cumulative risk of having the first occurrence and
do not capture repeat occurrences.

The three-year rates shown in this table

reflect the data from the saline prospective study

|| that appear in the current labeling, and the

five-year rates are an update based on the
post-approval study.

While the cumulative risk rates at five =

years are higher than at three years for all the

complications shown here, it is only for
reoperation, implant removal and implant deflation
where the confidence intervals are not overlapping,
suggesting that the rates at theﬁgﬂtime_points are
significantly different.

I would like to point out that we had not
asked Mentor to do any statisticalVahalyses
comparing whether the rates were different at one
time point to another. However, they have a
slightly different interpretationﬁwheré,Fhey‘found
an increased risk only for implant deflation and a
decreased riék,forjcapsular contracture. They
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reached these conclusions based on a separate
analysis where the risk of each complication was

estimated over time for patients who had not had

the complication, and then linear regression was

Jused to determine whether there was a statistically

increased or decreased risk at fiv

e years.

Again, we did not ask Mentor to do these
analyses and the Kaplan-Meier shown here are what
are in the current labeling and will be included in
the updated labeling.

The reasqns,for”reoperation in the
augmentation patients are shown in this slide based
on the number of reoperations. If more than one
reason was reported, then all the reésqnsdap¢WW,
included in this table. Note that the current .
labeling reports the types of reoperation
procedures,,again, begause these,were‘physician
elicited responses rather than the”reésgnawfpymwm__
reoperation, which is what was elicited on the
lquestionnaire.

The three-year information shown here was

provided by the sponsor at our request{to showfthe
progression from three to five vyears. I have
combined the rows for the purposes of projecting

the slide, as described in the footnotes below the

MILLER REPORTING COMPANY, INC.
“ 735 8th Strest, S.E.
Washington, D.C. 20003-2802
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1 table.

*wfﬁf Througthivé,Yeafs’théré'wére;343

3 reoperationswqx‘additignal,proqedures‘reportedAin
4 {1198 patients, involving 312 implants. On a per
5 reoperation basis, the three mbst cdmmon,reasons
6 || for reoperation at five years are cosmesis, and
7’ this includes wrinkling, ptosis, asymmetry and
8 laesthetic revision, approximately 36 percent;
9 [followed by patient request for a size or shape
10 ||change, 28.6 percent; and followed by

11 {{leakage/deflation, 19.2“perceht.

12 The primary reason for implant removal at

~13 three and five years is shown for augmentation in

‘14 |Table 7. If more than one reason was reported, the
15 || same hierarchy was used as that reported in the

16 jJcurrent labeling.

17 Through five years, implant removal was

18 reported for 211 implants in 132 of the

i9 augmentation patients. The four most cohmon

20 fprimary reasons for implant removal at both three
21 jland five years was patient rgguestifqr a‘s;ze or
‘22 | shape change, approximately 30 percent, which was
23 Jlequal to the number of leakage/deflation, also

24 approximately 30 percent; followed by asymmetry,

25 Qwrinkling, ptosis or scarring, 18.5 percent; and

MILLER REPORTING COMPANY, INC.
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then followed by capsular contracture, 14.7
percent.

Moving on to the reconstruction
information, the by-patient Kaplan-Meier values are

shown in this table, with the three-year rates

f|based on the current labeling and the five-year

rates representing the updatéd'information.

While the risk rates are slightly higher
at five years compared to three, the confidence
intervals are overlapping for theée~time points,
suggesting no differences. Noteuthatvthe
overlapping confidence interval is least

superimbosable for the complication of implant

ldeflation compared to the other complications.

The reoperation information, which
excludes planned procedures, is summarized for
reconstruction patients in Table 9. As with
augmentation, the three-year information was
recently provided by the sponsor and is not in the
current labeling. Through five years there were
232 reoperations reéported in 162 patients, and
occurring with 196 implants.

On a per reoperation basis’thrqugh fivek
years, the three most commonly reported reasons are
cosmesis, which includes wrinkling, asymmetry,

MILLER REPORTINGLCOMBAN?;‘INC-
735 8th Street, S.E.

Washington, 'D.C. 20003-2802
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1 ||laesthetic revision and ptosis which is 31 percent;

N

followed by capsular contracture, approximately 29

W

Jpercent; and followed by a scar or wound revision,
4 Il25.4 percent.

,i The implant removal information is shown

in this slide for the reconstruction patients.
7kkThrough five years, implant removal was reported

8 llfor 135 implants in 112 of the reconstruction

9 patients. The three most common primary reasons at
10 ‘

both three and five years is capsular contracture,

11 fleakage/deflation and infection.

12 This concludes the post-approval study
| 13 |presentation for Mentor and Ms. Allen will now
o 14 |lcontinue with the focus study results.

15 | MS. ALLEN1l: The ultimate goal of the

16 focus group study was to improve the existing

17 patient brochure. Mentor already described how an
18 Jindependent study was conducted to obtain feedback
‘19 |lregarding their patient brochure. They also
_Zoudescribed some of the key findings from that

21’ independent study. -

22 FDA considered the independent study

23 reports submitted by both Mentor and Inamed and

24 | required the same types of changes for both

.25 |companies, if applicable. The primary changes to
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Mentor’s patient brochure were as follows:

They made significant modifications to the
lead-in as well as to the content of the safety
tables because most women had difficulty in
understanding the safety data. They stratified

augmentation and reconstruction information, and

fthey added a table of contents and a glossary.

Mentor incorporated all requested changes
|into the patient brochure and received FDA
approval. Therefore, FDA considers this‘condition;
of approval fulfilled. Mentor has just submitted a
revised patient brochure and package insert that’
reflect five-year post—approval‘data. After FDA
review and approvalyof‘thisﬂsupplement,vMentor will
finalize them for public and product use.

The purpose of the retrieval study is to
determine modes of failure. This information may
"lead to changes in manufacturing design
specifications, mechanical testing requirements,
and/or labeling. |

In their 2001 report, Mentor submitted
limited data on 38 explants collected over a
| four-month period. Mentor provided clinical or
physician observations‘cbllﬁctedwétmth§§piméﬂqiWW

explantation. They provided labgpapqry
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observations, or device failure characteristics,
such as smooth and sharp crease-edge opening.

These were noted with respect to whether the device
was deflated or non-deflated.

Based on the limited number of retrieved
implants, Mentor made no conclusions regarding
whether the device failure characteristics were
representative of a true failure or the result of
an artifact, such as shipment, excessive handling
or the method of explantation. Accordingly, no
hypotheses regarding modes of failure were provided
in that report.

Mentor submitted a final report of the
retrieval study which is under FDA review.
Therefore, FDA considers this condition of approval
still open.

The purpose of the fatigue testing is to
determine the fatigue strength of Mentor’s product
line. These data provide additional information on
the expected long-term performance of the device.

T r are 12 styles across the éaline—filled‘andg
Spectrum families. Mentor c¢chose styles 1400, 1600,
2600 and S5000PT as representative of their entire
product line.

Mentor completed fatigue testing on three

MILLER REPORTING COMPANY, INC.
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of the four styles. The resulting endurance load
limit was 10 1lbs at 10 million cycles’runfout for
lthose three styles tested, which did meet the
acceptance criteria.

As part of the test report, Mentor also

supplied the ultimate static rupture results for

those three styles. The results were over 600 lbs

for all three styles, which shows that the implants

failed at static loads much greater than that

expected during mammography, which is about 55 1lbs.
FDA expects Mentor to submit fatigue test

results for style 5000PT as part of their 2003

annual report. Accordingly, FDA considers this
condition of approval still open.

The purpose of the shelf-life testing is
to support a five-year expiration date on the
package label.  Mentor’s shelf-1life protocol
involves real-time package integrity and mechanical
testing performed at year zero or baseline at years

four and five.

In their 2001 annual report, Méntor
provided an interim repbrt with year zero data.
The results were adequate. However, this report
did not include style 5000PT data. An updated

report of year zero testing with style 5000PT data
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has been submitted and is under FDA review.

FDA expects Mentor to submit an updated
report of shelf-life testing year-four data in 2005
| and year-five data in 2005. Accordingly, FDA
considers this condition of approval still open.

This. is an overall summary of Mentor'’s
five conditions of approval. “The”post~approval
study will remain open until ten-year data are
"provided.

The focus group study is complete. Mentor
has already revised their patient labélihg to
reflect the focus group stddnyindings,j |

The retrieval study is currently open,
Fhowever, Mentor has submitted the fina1,report‘and
it is under FDA review.

The fatigue testing is complete on three
of the four styles. Testing on the fourth style is
expected to be submitted in the 2003 annual report.

The shelf-life testing will remain open
until five-year data are provided.

I will now turn it over to the panel for
"discussion.

Panel Discussion

DR. WHALEN: Thank vyou. Questions of Ms.

Allen or Dr. Dawisha from the panel?
MILLER REPORTING COMPANY, INC.
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DR. DEMETS: I have,a,question.‘

DR. MCCAULEY: I do too.

DR. WHALEN: Dr. McCauley, I heard you
first.

DR. MCCAULEY: Based on the focus group
study, initially the brochure revealed that one out
of four of the focus group participants did not
understand the data, or it was confusing, and the
brochure was revised. But this was not taken back
to the focus groups to see if they uhdgrstand that
data before it is approved? 1Is that'not true?

MS. ALLEN: That is correct. The protocol
was for that first feedback on the existing
brochure, approved back in May, 2000. There are no
plans right now to go back and conduct a second
focus group study.

DR. MCCAULEY: Then how do‘you>know if the
consumer understands the data?

MS. ALLEN: Good question. We worked with
ODE and OHIP, Office of Health and Industry, in
order to provide input on making it more in
layman’s terms. I don’t know, maybe Mentor can
provide more input on that.

DR. WITTEN: I would say we think we
addressed the issues that were raised by the focus

MILLER REPORTING COMPANY, INC.
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1 jgroups. As Ms. Allen mentioned, we have someone in

£ "%
g ]
vl

~ 2 Jlanother office who looks at patient labeling
3 specifically for us to address issues related to it

4 |[being understandable to the patient or to the’

5 consumer.
6 DR. WHALEN: Dr. Doyle?
7 DR. DOYLE: I am concerned about the

8 jjfollow-up rate, whether the data is even viable

9 |lgiven the low follow-up rate. 1In addition to that,
10 |20 percent of the patients have reimplantation and
11 jthey are considered in the group that’goes,out to
12 five years rather than starting over as a new

13 implant. Wouldn’t that give falsely low

“ i4: complication rates at five years because these
©15 (women may have only had the implant at one, two or
16 three years and their,second~implant, vet, I think
17 JI understood that they are within the group that
18 Jhas been carried out to five years.
19 DR. DAWISHA: 1If a patient undergoes a
k20 revision, gets their implants removed and gets a
21 second set of implants, as far as I know, they are
22 |Inot included in the Kaplan-Meier values because
23 they are considered revision patients and we héve

24 |reported them separately in the labeling, as a

- 25 |l separate group that gets complications following

MILLER REPORTING COMPANY, INC.
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1 revision.

DR. DOYLE: Perhaps I'misunderstOOd;but I

3 | thought when I asked Mentor this question they said
4 fthey were left back in the data. Maybe I
5  misunderstood.

6 DR. DAWISHA: Well, they continue to
‘7’ follow the patients and they report the study
8 results to us, but they are in a separate table in
9 |ithe labeling. They are repqrtgdﬂas‘patients who’

10 jJhave complications following revision.

11 DR. WHALEN: Dr. DeMets?’

12 DR. DEMETS: Yes, I am bothered by the

13 response rate. I appreciate the challenges and
ﬁ } ‘14 difficulties of follow-up in any study, any

15 |Jclinical study that is done. Having said that, I
16 jam still troubled I guess as much as my predecessor
17 |IDr. Blumenstein was by the response rate, and what
18 jyou can make of any kind of strong conclusion based

19 jon that kind of response rate.

20 There has been some comment by both the

21 FDA and the sponsor about comparing responder and
22 nan—responder at baseline. ’That is nice;kkMaybe it
23 ||is necessary, but it is hardly SUfficientwbecause‘

24 ||the real assumptions have nothing to do with that.

25 |IThe real assumption has to do with the outcomes.
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Are the outcomes in responders the same as in the

Inon-responders? Suppose it turned out that the

patients who didn’t respond all had bad experiences
and were so angry that they threw the questionnaire
in the trash, that is- the kind of bias that you
worry about and until you can begin to address that
you never know with the non-responder is
introducing a bias or not. So, that is why it is
such a problem.

That is why in good clinical trials the
response rate that you go after is in the higher
90’s because nobody believes that non-responéé is
independent of what is going on. If we did that,
we wouldn’t pursue mortality trials to have almost
no loss to follow-up. So, I am really troubled by
this, much, as I said, as Dr. Blumenstein was. I
think this issue of comparing responders and
non-responders at baseline is nice.

The second point about that is when you do
any kind of an adjustment procedures, logistic
regression or anything else;'they,add a little bit
but, you kﬁbw;’ﬁhe?kdonft‘eiplainAmﬁch;mkIf”thdse
regression models explained a lot of the outcome,
then those adjustments would be meaningful but they
don’t explain much, I am guessing. We don’t know;
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we didn‘t hearkthat data;'Bﬁt’th¢y a6ﬁ;E”ékaéin’
much. Therefore, the adjustments are sort of a
very modest correction and, you'know, analysis can
never correct for flawed designs. We need good
design and a low response rate is one of those kind
of design problems we all wrestle with in a’trial.

So, I am very troubled by this response
rate. But I guess my question is, given the
passion that the patients undergoing this procedure
have, it seems like we ought to be able to get 99'
percent response rates. So, I am puzzled by why we
are where we are.

DR. DAWISHA: Well, I would just like to
add I think we share your concern. I am glad you
brought up the issue of the responders and
non-responders and whether or not they have
suffered a complication. I had indicated that the
analyses are under way and we actually asked thék
sponsor that specific question, whether having a
complication at an earlier time predicted whether
someone was Or wasn’'t a responder. I mentioned in
my presentation that the analyses are continuing.
That is one of the analyses. I guess what we do
with that data and how We;adjust'the data or how
much sort of remains tokbguseen7 “But we cerpainly
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share your concern as well.

DR. WHALEN: Dr. Choti?

DR. CHOTI: Dr. Dawisha, it still is not
clear to me. You mentioned certain things that you
asked Mentor to provide you or certain analyses.
Did you specify in this what the response rate
should.be, @hat your minimal expectétioncfor a
follow-up is? I guess the bottom liné is are you
happy, are you satisfied with the data that you
have gotten? You say you are currently working
with it, reanalyzing it so we don’'t have the final
but is this kind of sufficient to address the
concerns of the panel in 2000, the data you got?

DR. DAWISHA: Well, I think our goal is to
update the patient labeling and the labeling
information, and we would like the labeling to be
the most valid information that we have,
Certainly, you know, we are not happy with the low
follow-up rate. We are sort of stuck between do we
put this information'inkthe‘lébeling ana updaté‘it,
or do we not put it in. I think our position is
that we would rather at least put the information
that we have in the labeling, explaining what the
limitations are, just so that at least that
information is available to patients.
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DR. CHOTI: I guess my question though is

|were there some specific metrics that you requested

in this follow-up data set, and were those met,
follow-up being one? I mean, it is possible that
they could ramp up the effort even more to get
better follow-up data if necessaﬁy;‘if it was
specified that this is the information we need at
this follow-up time. Was there some specific
information requested of them?

DR. DAWISHA: There were no specific
follow-up target rates that we had asked the
company to follow. The breast implant guidance
document has some general guidelines, one of which
is that we expect follow-up to be about 60 percent
at ten years. That is based not just on this
product but several other types of products. We

are lucky to get 50 percent:follow—up at ten years

for those types of studies. So, no, there was no
set follow-up rate. There was no target set for
the sponsors. We certainly would like to see high

follow-up rates out to ten years but we may not.

DR. DAWISHA: Dr. Dubler?

DR. DUBLER: Back to my current intérest,
which is this reoperation rate. On Table 8, which
is the Kaplan-Meier risk rate for reconstruction,
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the five-year risk;rate,,a$ Ifread_itgﬂ§sM43%
percent.,

DR. DAWISHA: That is right.

DR. DUBLER: In your revision of the
informed consent document that you were provided,
is that rate stated in that document in any way?

DR. DAWISHA: You mean the patient
labeling?

DR. DUBLER: No, in the brochure, the
company brochure. It is my sense that patients
read labels, the really savvy ones,‘but a lot of
them will rely on the company brochure, and after
the focus groups you have seen a revision.
Correct?

"MS. ALLEN: The company has already
submitted the supplement with the labeling with the
focus groups findings and we approved that. But
they have just recently submitted an updated
package insert and the patient brochure with the
five-year post-approval data.

DR. DUBLER: And does that say 43 percent
of -patients who have reconstruction will have
surgery in the next five years?

MS. ALLEN: Yes, it does.

-DR. DUBLER: It does?.
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1 MS. ALLEN: Yes. |

DR. WHALEN: Seeing no other guestions at

3 Jthis point, thank you. We will,go\into the

4 fJconcluding discussion. I would like to do this by

5 ﬁasking everyone at the table to make their comments

6’ about what we have just heard and, since you were

7 last at the microphone, we will start with Dr.

8 Dubler.

9 DR. DUBLER: This has been a puzzle to all
10 of us for the last decade. Clearly, a woman does
1i have a right to choose. The problem is that she
12 ||has had the right to‘choosembetweeﬁkprocedures‘that

13 Jdon’t appear, by their own data, to be terrific.

14 §So, then the right to choose has got to be
15‘“SUPplemented by information,thatﬂmakes,thaﬁwchoiqem
16 |a truly informed one.

17 I am impressed, someone gave us the

18 [statistic that the industry had spent six million
19 |dollars supporting one of the industry

20 Morganizations. We did hear that figure, didn’'t we?
21 That is a lot of money. And, I would think with
22 Jone fraction of that money and some creative people
23 {{we could come up with a process that would bring

24 Jtogether various independent groups that analyze

25 {jthe data and the company that analyzes its own
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1 fdata, and agree upon the data that a woman had to

““2 fconfront in a form that wasn’t the Kaplan-Meier
3 jfadjusted risk rates, which no lay person, dquite
4 frankly, understands, and come up with a script
5 {which could then be put in an,interactiVe video
6 || format. We could think of lots of creative ways of
7 ||making an informed consent process independent of
8 the physician, who is 1likely to say, "yes, of
9 course, I have to give you this but, hey, I do this
10 all the time; I think it is terrific. I gave my
11 jlé6-year old breast implants for her birthday."

12 There are ways of ensuring that this

13 |lprospective patient, indeed, focuses in the most

“14 constructive circumstance on the data that she has
15 to consider. Once she has considered that, so be
16 ||it. Buﬁ there are ways of presenting it, of
17 ||designing it, of agreeing on what has to be
18 presented that I think we are technically capable
19 jjof doing. I think that a written brochure, handed

20 jJout by the surgeon who does this and thinks it is

21 really quite a good process, is a very 18th century
22 |way of thinking about what to do. We could do a

23 | 1lot better, and I would hope that the FDA would

24 Jwork with~the companies to devise really creative,

25 Jnew, independent solutions to the problem of
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1 |helping a woman confront and analyze the data in

2 fterms of her own values..

3 DR. WHALEN: Dr. McCauley?
4 DR. MCCAULEY: I agree. I think the

kskﬂentixe;issue_wewaxg anling with here is about

6 Jchoice. In order to really make”a‘prqperkchoice

7 Jyou have to have informed consent, and that

8 |informed consent has to be based on reliable data
9 in terms of complications or problems that the
10 |patient may experience.
11 I think that when we start looking at
12 lldata, herein lies the problem and I can appreciate

13 |the fact that certainly for implant surgery, not

14 only in plastic surgery but even in orthopedics,
15 fthe follow-up can .be not quite as reliable as some
16 patients with cander problems, as you havek

17 mentioned. However, I think,it,iskimperative that
18 Jlwe really try to push the envelope here to try to
‘l9’ get as much follow-up as we can in terms of

20 jJpercentage on these patients that have undergone
21 [ these types of procedures.

22 The other issue relates to integrity and
23 perception. I think this has been a problem of

24 some consumer groups that have spoken to us earlier

25 fthis morning. I am happy to hear that the issues
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related to good manufacturing practices have been
addressed and this is no longer an issue.

However, I think it is imperative that the
FDA continues to work closely with Mentor to try to
improve the data collection, and also to improve
the statistical analysis. Certainly’this,issue;of
responders versus non-responders is a crgCial”iS§ue;w

I think, and I am not sure how that can be resolved

but I think it is something that we really need to
take into account.

The last point I wanted to make really
relates to consumer education, and I think that if
we take on a project or the FDA takes on a project
that states that what you have to‘do,isdappropriate
for a study, then for closure would b§,§th§KéﬂFh§t
information back to the focus groups to see if they
understand truly what the risks are. It is a

matter of concern, having a proper consent and

| . . , .
information for the patient to make a proper

choice.
DR. WHALEN: Dr. Dovyle?

DR. DOYLE: I resonate with the idea that

the breast implants really represent a choice for
women. I have a sister who went through
reconstruction surgery for cancer so I know that
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this is a very important choice for women to be

|lable to make. I also believe that the informed

consent process needs to be based on accurate
information and that the important thing is that

the informed consent contain all the information to

lmake a choice.

I am actually not sure an interactive
video is going to alter the fact that once a woman
understands what the risks are that they are still
not going to make this choice. I don’t think we
can protect people from wanting to do something
once they understand what the risks are. So, I
believe the informed consent process is the key
here.

DR. WHALEN: Dr. Miller?

DR. MILLER: If I could just try to
provide some perspective on this, when I look at
what is going on, we have an«uhuﬁuél.Préblem.wiFhv
the breast implant in that we are trying to balance
a benefit/risk ratio where the benefit is extremely
subjective to the patient, and even within a
particular patient it can change over time. So,
getting a handle on that side of the equation is
very difficult. The risk is difficult to get a
handle on.
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1 It is difficult to study this. You can’'t

"~ 2 lldo it as nice and cleanly as you can a drug where

3 |you have a limited number of patients and a limited

4 |number of follow-up time. It is difficult to
”éb conduct a study for ten years in patients who are
6 [|basically healthy, patients who dantmﬂQEFWﬁ9mww,uw
7 lconsider themselves patients, who want to disappear
8 llinto the landscape as soon as they have their
9 fimplants.
10 I mean, these are all challenges to doing
11 Jthis. I think that we have to be careful in how we
12 |look at addressing this inqterms,bf,mgthgdﬁmphagmwe“,

13 [|have become very comfortable with in looking at

" 11 |other problems. That is one thing.
15 On the other hand, we have to do the best
16 |possible job we can do. I share everyone's
17 sentiment about the inadequacy ofkthe studies, the
18 | follow-up. Those need to be done in an

19 |lunassailable fashion so that this is laid to rest,

20 [so that we are not discussing this five yéars from
21 |now. I think we are all weary of discussing this,
22 lland I think a study can be designed where we

23 address this.

24 I don’t know what the follow-up rate is

25 || for pacemakers but I know it is pretty darned good.
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I mean, if you have a patient;With‘a pacemaker that
was put in 15 years ago, you call up a number and
the person on the other end of the line practically
knows the entire life history of that person who
had that pacemaker. _Maybe’that is an extreme |
example because of the nature of that device, but I

think that something needs to be done to not permit

three physicians to say I won’t participate in this
study. I mean, if they won’t participate maybe
they shouldn’t have access to the implants. I
mean, if you have thé implant you have to, as a
responsible citizen of the medical community,
participate in confirming how thesewimplants are
used and whether they are safe or not and
effective. If you don’t want to participate in
that, then perhaps you shouldn’t place any
implants.

I think those sorts of things could
p;ssibly be done. But I;Want to avoid the tendency
to treat this like other medical problems because
it is very unique. I guess that is my main
philosophical point.

DR. WHALEN: Dr. Chang?

DR. CHANG: I think two years ago the
advisory panel and finally the final decision of
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1 ||the FDA was to keep the option of having saline

A *“*45:2 implants available to women for augmentation or

3 {lreconstruction. It wasn’t a decision made without

4 Jcontroversy, and it is ce;painlyygn‘the record‘that
5 there have been many reservations regarding

6 ||lprocess, statistics and other questions which have
7 jled to the conditionsqurjpremarketkapproval.

8 Today is an update of presentation of
sponsors trying to meet these conditions of

10 Japproval and they are in process. I woq;d urge

11 [ sponsors to continue to examine the physical

12 | properties of their product to try to decrease the

13 |preliminary studies of safety, to continue to make

14 improvements and weigh what are the benefits of

15 ‘1essening implant failure with perhaps increasing
16 Ithickness, comparing to the benefits‘of“pliabilitx
17 jand cosmetic effect and perception of pliability.

18 [ So, that is one question and request that I would

19 ||make of the sponsor.

20 The other question, I would second Dr.

21 | McCauley’s comments regarding the focus group.

22 |lAgain, follow-up is necessary to be sure that what

23 |we presume to be understandable by the 1ay public

24 “is, indeed, understood in terms of reading

=25 information provided to them so that they can make
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that informed decision. ... . .
I am astounded, but maybe I shouldn’t be,
that reported comments by members of the focus

group felt that these statistics were not true;

that these numbers were wmerely presented as a_

really couldn’t happen and won't happen as an

individual makes a decision of choosing the saline

implant. So, there is sqmewiS§u@W9fWgxegibiéiﬁy in
terms of presenting this data.

However, I feel that statistically
speaking in terms of percentage of follow-up being
on the far extreme of what normally is acceptable
in a scientific c¢linical study, it is some data to
give us an idea of what happens to these implants
after three and five years. So, there is some data
and, despite good,effo;tg oflsponsor to,collect‘
tﬁis, perhaps higher remuneration, perhaps a larger
bonus for returning the survey might increase the
numbers. Be that as it may, we would say these are
scientifically suspect data just because of the

numbers of responders, but there are some number

and I think that they should continue to be made
available to consumers. =
Finally, my comment is that, yes,
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continued efforts should be made to carry out to
ten years to find out what happens with these
implants, but ultimately I don’t think we are
really going to get an answer until there is a
report by an independent registry that has, again,
good follow-up on the people Whpyare‘req;steredkggy
see what happens to these implants.

DR. DAWISHA: Dr. DeMets?

DR. DEMETS: Well, I have already said

some of the things I have been thinking about. I

am obviously not going to quarrel with the issue of
the right to choice and assegs_the_risk/benefits,
but I worry about information that those decisions
and thoughts are based on.

I would only urge I guess the FDA and the
[ panel to appreciate how sensitive results can be to.
issues of non-response, to excluding patients, to
censoring patients from follow-up. I am a
professional statistician and Iw@mwgﬁillwﬁmEZ%éjéﬁdgg
astounded at times at the power,of’these biases
that work in data.  So, ;“thihk that we really need
to set a higher standard for something that has
| been so controversial, scymuch discussed and is so

important.

I think that if we don’t do something
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1 [|different than we are doing now, at the ten-year

2 |mark we will still be arguing just as much‘as we
'3 are arguing now. Sixty percent as a target at ten
4 |lyears, I guaranty you, is going to bring’more
5 Jcontroversy and discussion,b@qausgtéquefcent
6 |lnon-response is overwhelmingly an opportunity for
7 JJbias to enterwinﬁorgpy kind of results.
8ki The trouble with;numbers,‘if you<produce
9 Jltables such as We have‘today and put 95fconfidence

‘10'"intervalsuonmthem, is that they take on a
11 credibiliﬁy that they sometimes don’t deserve
12 ||because of the power of the biases that are at

it
13 work. So, I am not saying we should not present

14 |the data that we have, but there is a danger to it
15 ||of misleading the perhaps less sophisticated

16 readers of those tables.

17 But I would go back to where I started,

18 that is, the response rates that we are observing
19 here and perhaps other devicegwarewsimply not

i

20 ||lacceptable if the decisions really depend on the

21 | data that comes out of those surveys. So, we may

22 lhave to challenge ourselves across the board and
23 Jlcertainly in this arena with all the interest and

24 {importance this has to do a lot better than the .

‘25' target we set for ourselves.
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1 DR.”WHALENA,WDrkwﬁgﬂbHFQér?

a2 DR. NEWBURGER: As my colleagues at the
3 |panel have expressed their discomfort with what has

4 |been presented, and have constructive suggestions

5 llon how to ameliorate the situation, I join their
. 6 concerns. Augmentation mammoplasty is the second

7 Jmost frequently performed’plasticwsurgical

8 |procedure in the U.S. Something upward of 300,000
’9 were done this last year, 2001. It is
10 |mind-boggling to me that we have so little data
11 llavailable on a procedure that was done in 300,000
12 individuals in one year. The rate is going to

13 increase geometrically as it has’been,,“This is

14 ) from the American Society of Plastic and

15 ||Reconstructive Surgery web site, by the way.

16 So, I would hope that the efforts to get
17 |more accurate follow-up on increasing the nuwmbers
18 Jof patients in this study would be done to the

19 lpoint of maybe sending investigators to really look

20 |for the patients. I am also concerned that the
21 lproducts appear to have a, hlgh rate of product

22 | failure. I think that the high reoperatlon rate
23 ||wouldn’t be acceptable in other type of prosthetic

24 | devices. Iﬂquestion;tWQU§EQHQQQQ§¢_rR§EQaPS

25 |because this is considered to be cosmetic, it is
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1 ||not held to the same exactitude that other

2 Hlprostheses are.

3 DR. WHALEN: Dr. Choti?

4 DR. CHOTI: I echo the comments of my
5“”fellow panel-members. It was clear in the review
6 lltwo years ago there were concerns when this was,

7 |approved, and I commend the FDA and the industry on

8 |working on the conditions of approval. I think we

9 |have learned a lot based on the data of these .
10 |conditions. Yet, it is astounding, particularly
11 Jthe post-approval study, how weak the data is =
12 |still. As we heard, in spite of how common this

13 | procedure is, we still are faced with a procedure

14 lland device that clearly is important, and it is

15 Jclear I think that we do not have sufficient data
16 Jor gooa enough data.

17 So, I really do echo what has been said,

18 that coming upkwith,bet;erwgggistries; independent
19 |data collection so that we really can have the real

20 |answers rather than the data we have been working

21 [[with today, and I am concerned that it is not going
22 ﬁto be improving that much with continued follow-up.
23 - It is interesting that these products have

24 |problems. I mean, we are learning that there is

© 25 device;failuxe.;éTheﬂperformance,iﬁxnggméﬁ,good as
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