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Dear Mr. Schuliz:

This letter responds to your citizen petition (Petition) dated May 23, 2005 submitted on
behall of several organizations and individuals, You ask that the Food and Drug Administration
{FDA), pursuant to section 51 5{d) of the Federal Food, Drug, and Cosmetic Act (FDC Act or the
Act), deny approval of Mentor Corporation’s (Mentor) and Inamed Corporation’s {Inamed)
premarket approval applications (PMAs) for their silicone gel-filled breast implants.
Specifically, you ask that FDA determine that Mentor and Inamed have not met their statutory
burden of providing reasonable assurance that their devices are safe and effective.

This letter also responds to your Petition supplements, both dated September 21, 2005
{Petition Supplement | and Petition Supplement 2). [n Petition Supplement 1, you ask that FDA
withdraw its approvable letter to Mentor and you reiterate your request that FDDA deny Mentor's
PMA. In Petition Supplement 2, you ask FDA: (1) to reopen the record of the Inamed PMA; (2)
to make any new data and FDDA analysis of the new data publicly available; (3) to permit public
comment on Inamed’s recent PMA amendments; and {4) o withdraw its approvable letter.

Your requests are denied. FDA has approved the Mentor and Inamed PMAs because the
data considered in support of each PMA meet the statutory standard for approval. Under the
FDC Act and FDA's regulations, the agency may approve a PMA where the data in support of
the approval, taken as a whole, provide reasonable assurance that the device is safe and effective
for its conditions of use. 'We are denying your requests because we find your argument that a
reasonahle assurance of safety and effectivensss was not established for these devices
unpersuasive and contrary to the law.

Section [ of this response summurizes the regulatory history of breast implants, discusses
certain chinical hndings about silicone gel-filled breast implants, and sets torth the regulatory
history of the Mentor and Inamed PMAs. Section 1l discusses the apency’s review and anal ysis
of your Petition and 115 supplements. Section [11 sets [orth the apency’s summary conclusion.
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L HISTORY OF SILICONE GEL-FILLED BREAST IMPLANTS

Breast implants were on the market when Congress enacled the Medical Device
Amendments of 1976 (MDA], granting FDA broad authority to regulate medical devices, The
MDA directed FDA to classify every marketed device in one of three regulatory classes
according to its degree of risk and FDA's level of understanding about the device. Following
reports of adverse events in the literature, FDA proposed that all breast implants be classified
mto class 11 (premarket approval), a classification that became final in 1988,

In 19%1, FDA issued a Federal Register notice calling for PMAs for silicone gel-filled
breast implants in sccordance with FDC Act § Slﬂ[l.'r}.] Although FDA concluded that none of
the PMAS submitted at that time contained sufficient data to suppaort approval, the agency found,
in accordance with section 51 5{d)( 1 {B)(1) of the Act, that the continued availability of the
device for patients undergoing breast reconstruction or replacement of existing silicone gel-filled
breast implants (revision) was necessary for the public health, The agency determined that, to
address this public health need, access to silicone gel-filled breast implants for reconstruction
and revision patients should continue to be available through Adjunct Studies. The agency
denied approval of the devices for augmentation,

Both the Mentor and the Inamed Adjunct Studies began in 1992 and were designed Lo
address the public health needs of reconstruction and revision patients. With the approval of the
Mentor PMA PO30053 and Inamed PMA POZ0056, no new patients can be enrolled in the
Adjunct Studies. However, both companies will continue to follow all currently-enrolled
Adjunct Study patients for five years.

A. Early Concerns About Silicone Gel-Filled Breast Implants

At the time FDA restricted the availability of silicons implants to patients enrolled in the
adjunct studies, few valid studies had been conducted assessing the long-term, systemic nisks of
silicone gel-filled breast implants, Particular concems existed about connective tissue discases

(CTD) and cancer, CTDs include diseases such as lupus, scleroderma, theumatoid arthntis, and
fibroamyalgia.

[m the past decade, there have been a number of published epidemiological studies that
have examined whether silicone gel-filled breast implants are associated with having & typical or
defired CTD. Although only a very large study could conclusively rule out any risk of
connective tissue disesse among women with stheone gel-filled breast implants, the published

sradies h:wi not found an increased risk of developing a typical or defined CTD in such
14,561
WO,

o — o — e — i3

' 53 Federal Replerer 23874 (June 14, 1988)
£ 536 Federal Segivter 14620 {Apl 10, IL"!:I‘lj.
¥ Bondurans, 5., V.1 Emster and B, Herdman, Eds, 2000, Sabety of salicone breasi implants. Commitiee on the

Safety of Silicone Breast Implants, Divigion of Health Promotion and Diseass Prevention, Instiule of Meadicine
Washmgton, .0 Mahonal Azademy Press
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Some literature reports have suggested an association between silicone breast implants
and various rheumatolomeal signs and symptoms such as fatigue, exhaustion, joint pain and
swelling, muscle pain amd cramping, tingling, numbness, weakness, and skin rashes. However,
expert scientific panels and analyses of the literature have found no evidence of 2 consistent
pattern of signs and symptoms in women with silicone gel-filled breast implants %1112

Several studies have also assessed the nsk of cancer in women with silicone breast implants and
have not found an elevated rigk, ™! #!*!%V

1. Mentor's PMA

I August 2000, Mentor received FDA approval under section 520g) of the Act for its
Investigational Device Exemplion (1DE) for silicone gel-filled breast implants. The study
conducted under the IDE, also known as Mentor’s Core Study, allowed enrollment of & limited
number of augmentation, revision, and reconstruction patients. Mentor submitted a PMA on
December 12, 2003, under section 515(c) of the Act and 21 C.F.R. 814.20, tor the Mentor
Silicone Gel-Filled Breast Implants. The Mentor PMA included extensive preclinical and
clinical data, FDA issued a mayjor deficiency letter on Apnl 14, 2004, desenbing the additional
mformation that needed to be submitted before the application could be approved.

! lanowsky, B, eral. 2000. Meta- Analyses of the Relation Berween Silicone Breast Implants and the Rask of
Connective-Tissue Dnseases. N Engl. 1 Med. 342011178194,

A Lipworth, LE.E., ctal. 2004, Silicone breast implants and connective tissee discase: An updased review of the
epiemiolopic evidence, Ann Plast, Surg. 52:398-601.

* Tugwell, P, etal. 2001, Do silicons breast implants cause rheumatologic disorders? A systematic review for a
coust-appointed national science panel. Arthritis Bheom, (1102477-84,

" These studies do not distinguish betwesn women with intact and ruptured implants. Only one sudy evalusied
specific conneciive tsmie disease disgooses and symproms in women wilh silem rupbired veraus intact implands, but
it was too small o mle oot a small risk, See Halmich, LI, ei al, 2003b, Sell-reporied dissnses and sympioms by
ruptere statug amadig unselected Tranish women with cosmetic gilicons breast imglanis. Plast Reconstr. Surg.
L10:723-732

"Berner, [, M., etal. 2002, Comparative examinstion of complamts of patients with breast-cancer with apd without
silicone implants. Eus. J Olbstet. Gynecol. Reprod. Biol. 102:61-66.

* Dondurant, 5., ¥.L. Emster and . Herdman, Eds, 2000, Safety of salicons breast implants. Commities on the
Safety of Silicone Breast lmplants, Thivision of Health Fromotion and Disease Prevention, Institute of dedscime,
Washington, 1. Mational Academy Press,

" Breiting, VB, et al. 2004 Long-term health status of Danish women with silicone breast implanta. Plast
Reconstr, Surp, 104:217-26.

" Fryzek, I P, etal. 2001, Sclf-reported symptoms among women after cosmetic breast implans and breas
reduction surgery, Plast. Reconstr. Sarg. 107:206-13.

“ Kjnller, ¥, et al. 2004, Self-reported musculoskeletal symptoms among Dansh women with cosmetic breast
amplams. Ana Plass Surg, 52010:1-7.

o Brinten, LA, et al. 2000, Breasi cancer following aupmentation mammoplasy {(Uobled States), Cancer Cases
Contral, 1I{%H19-27. 1, Long Term Eff Med. lmplants, 1204):27 -9,

" Beyant, H., and Brasher, P. 1995, Breast implonts and breas: cancer—reanalyzis of a linkape stady, M. Engl. J
Med. 332(23):1535-9

¥ Deapen, DA, eral. 1997, Are breast implanis anticarcinogenic? A 14-vear follow-up of the Los Angeles Smdy.
1ast. Reconstr, Surg. 1997 99551 346-53,

"* Herdman, R.C., etal. 2001, Silicons breast implants and cancer. Cancer Invest. 2001;19(8):821-32.

" Pukkala, E.. etal. 2002, Incidence of breast and other cancers among Finnish women with cosmenc breast
implangs, 19701999, 1. Long Tenn BIE. Med. Implants 12(4):271-49.
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It August 2004, Mentor responded to that major deficiency letter with additional data
The Mentor PMA was then presented at a General and Plastic Surgery Devices Advisory Panel
(the Ponel) meeting held on Apnl 11-13, 2005, The Pane] determined that the preclinical and
elincal data were adequate to demonstrate a reasonable assurance of safety and effectiveness,
and recommended, by a seven to two vote, that Menlor's PMA be approved subject to specific
conditions, Information concerning this Panel meeting, including a transcript, can be found at
httpe/ferww. acecessdata. fda poviscripts/cdriviefdocs/cfAdvisory/details efmTmte=593, After the
April 2005 Panel meeting, Mentor provided additional information to FDA. After considening
the Panel deliberations and the additonal information received from Mentor, FDA issued a letter to
Mentor on July 28, 2005, advising that its PMA was approvable subject to Mentor addressing issues
related to pnﬁl-appm'l.-al conditions and labeling.

Mentor submitted a response to the approvable letter on August 16, 2005, after which FDA
continued io develop the post-approval plans and labeling with the sponsor. On Movember 17,
2004, the Mentor Silicone Gel-Filled Breast implanis were approved for use in angmentation
patients who are at least 22 years old and in reconstruction patients of any apge.

. Inaimed's PMVA

In June 1998, Inamed received FDA approval under section 520(g) of the Act for its
[nvestigational Device Exemption (IDE) for silicone gel-filled breast implanis. This study, like
Mentor's Core Study, permitted enrollment of limited members of augmentation, revision, and
reconstruction patients. Inamed submitted a PMA on December 30, 2002, under section 515(c)
of the Act and 21 C.F.R. 814.20, for the Inamed Silicone-Filled Breast Implants. The Inamed

PMA included extenzive preclinical and clinical data, FDA issued a major deficiency letter on
March 21, 2003,

In amendments submatted in March through July 2003, Inamed responded to that major
deficiency letter with additional data, Inamed’s PMA was first presented at a Panel meeting held
on October 14-15, 2003, The Panel recommended, in 2 @ to 6 vole, that Inamed’s PMA be
approvable subject to certain conditions. Information conceming this Panel meeting, including the
transcripl, can be found at
http:fwww, gpcessdata. fida povisenpte'cdriviefdoes/ef A dvisory/details cfmmtg=388. On January 7,

2004, FDA issued a not approvable letler based on safety issues raised during the Panel
deliberations.

On August 20, 2004, Tnamed provided a response to the nol approvable letter, Tnamed's
PMA was then presented at a second Panel meeting held on April 11-13, 2005, The Panel
recommended, in a 5 o 4 vote, that Inamed®s PMA be found not approvable. The major concemns
that the Panel had with the Inamed data were the relatively high rupture rate seen with the Style
153" and the lack of long-term data to characterize rupture rate. The Panel also had concerns

"® Inamed Sode 153 wag & dooble-lumen device consisting of an inner bladder within the suter lumen, hath filled
with silicone gel. The inner bladder wad located &1 the lower pole of the breast implant and its fanction was to
mamntain the curved profile of the style. Style 1533 was withdrawn by Tnamed hased on discussions with FDA
reganding the Core Stody rupiure rates and Style 153 failure modes shown in the retrpeval stucies,


http://www.accessdata.fda.govlscripts/cdrWcfdocs/cdvisoldetails.c?mt388
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about the gel bleed testing, the connective tissue disease (CTD) analyses, and the modes and
causes of rupture studies. Information concerning this Panel meeting, including the transcript, can
be found at http:/iwwow accessdata fda, povisenpte’cdrvefdocs’cfA dvisory/details. cfmTimtg=593.

After the Apnl 2005 Panel meeting, Inamed addressed the Fanel’s first major concern by
removing the Style 153 from the PMA and providing a revised analysis of the data without the
Style 153 data. Inamed addressed the Panel's major concern about the lack of long-term data o
characterize rupture by submitting the resulls from an Intemational MRI Study and a new
lifetime estimate hased on cyelic fatipue data. Inamed addressed the Panel’s remaining issucs by
providing additional information regarding the gel bleed testing and new CTD signs and
symptoms data analyses. FDA determined that the updated data provided by [named about
retrieved implants that had been explanted were adequate to characterize the modes and causes
of rupture up to approximately 10 years following implantation, with additional data o he
collected in a large post-approval study. After considering this additional information and the
Panel deliberations, FDA issued a letter to Inamed on September 20, 2005, advising that its PMA
was approvable subject to Inamed addressing =sues related to post-approval conditions and
labeling.

Inamed submitied a response to the approvable letter on November 1, 2005, after which
FDA continued to develop the post-approval plans with the sponsor. On Movember 17, 2004, the
Inemed Silicone-Filled Breast Implants were approved for use in augmentation patients who are
at least 22 years old and in reconstruction patients of any age

I DATA DEMONSTRATING A REASONABLE ASSURANCE OF SAFETY AND
EFFECTIVENESS SUPPORT THE MENTOR AND INAMED APPROVALS

The Petition's central argument 15 that FDA may not approve the Mentor and Inamed
FMAs because the applications do not contain data to demonsirate a reasonable assurance of
safety and effectiveness, the statutory standard for PMA approval. The Petition argues that data
submitted by the companies since the Mentor major deficiency letter and the Inamed not
approvahle letter could not be sufficient to permit approval and that FDA should not follow the
recommendation of the April 2005 Panel that FDA find the Mentor PMA to be approvahle with
conditions. The Petition also argmuees that FDA has shifted the pre-approval burden for these
P As to post-approval commitments and that, for all of these reasons, approval would constitute

arbitrary and capricious agency action, in violation of the Administrative Procedure Act. FDA
rejects these argurnents,

A. The Statutory Standard For Device Approval Is A Reasonable Assurance Of
Safcety And Effectiveness

The Petition's arguments rely on a reading of the standard for device approval contrary to
the statutory language and inconsistent with FDA's longstanding interpretation of the language.
This interpretation has governed FDA'S PMA approval program since its inception and was
mnplemented in regulations issued shortly after the program's inception. The Medical Device
Amendments of 1976 created the classification system for devices and the requirement that FDA


http:l/~w.accessdata.fda.~ovlscriptslcdrhlcfdocs/cfAdvisory/details.cfm?int~593
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review PMAs for class 111 devices, such as silicone gel-filled breast implants. The legislation
specifies that the review standard for PMAS 15 reasonable assurance of safety and effectiveness
for the labeled indications,' a standard "predicated upon the recognition that no regulatory
mechanisms can %wm.nll:t: that a product will never cause injury, or will always produce
effective results.”™” The statute directs FOA to evaluate whether a PMA meets the standard,

{A} with respect to the persons for whose use the device is represented or intended,
(B) with respect to the conditions of use prescnbed, recommended, or sugpested in the
labeling of a device, and

() weighing any probable benefit to health from the use of the device against any
probable nisk of injury or illness from such use.

FDC Act § 513(a)(2). The FDC Act makes clear that devices subject to PMA approval raise

particular concerns’ requiring a substantial premarket showing, especially regarding the safety
of a device, Congress was equally clear that the stendand incorporates a degree of flexibility in
that the showing must be "reasonable” rather than absolute, evaluated in relation to the intended

population for the device and the labeling, and that the benefis of a device, as well as the
device's nsks, must factor into approval decisions.

1. Safety

FDA interpreted the statutory PMA approval standard in regulations issued in 1978,
which state that a reasonable assurance of a device's zafety exists when:

it can be determined, based upon vahid scientific evidence, that the probable benefits to
health from use of the device for its intended uses and conditions of use, when
accompanied by adeguate directions and warmings against unsafe use, outweigh any
probable risks. The valid scientific evidence used to determine the safety of a device
shall adequately demonstrate the absence of unreasonable risk of illness or injury
asapciated with use of the device for its intended uses and conditions of use,

21 CER, § 860.7(d)(1). The regulation notes that climcal, nonclinical in vitra, animal, or some
combination of these data types might be appropriate 10 demonstrate a reasonable assurance of
safety, but also notes that what constitutes valid scientific evidence "may vary according to the

" Sap pamerally FDC Act §§ 513, 514, 515.
* JLR. Rept, 94-853 at 15 (February 29, 1976).
" Seetion 513(a)(1){C) provides that a device shall be classified into class 111 under the Tollowing corcamsianices;
(1) 1 (1) cammed be classified as a clags 1 device becanss insulficient informadion exis 1o detenmine that the
application of general controls ars sufficient 1o provide reasonable assurance of the salory and effectivencss
ol Lhe d.l:l."&il.':, amd ETE_I camnnl be classified as a clags 11 device becange inguilicient information exisis o
determine thal the special controls described in subparagraph (B) would provids reasonable asswancs of its
safely and sflectiveness, and
(1)1} 1 purported of represented 10 be for a wse in supporting of sustaining huwman life of for a use which 5 of
substaniial imporiance in preventing imparrment of human health, o (1) presents & potertial imreasonatbie
risk of illness or injury.
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characteristics of the deviee, i1 conditions of use, the existence and adequacy of wamings and
other restrictions, and the extent of expenience with its use." 21 CF_R. 360. 7<) 2),(d}2).

2. Effectiveness
The regulation defines the standard for device effectiveness in similar terms, stating that:

[tThere is reasonable assurance that a device is effective when it can be determined, hased
upon valid scientific evidence, that in a significant portion of the target population, the
use of the device for its intended uses and conditions of use, when accompanied by

adeguate directions for use and wamings against unsafe use, will provide climcally
significant results.

The regulatory language defining valid scientific evidence in relation to the device, conditions of
uze, labaling, and experience with the device applies alzo to effectiveness data; however, the
statute and the regulation contain unigue provisions that allow additional Aexibility in supporting
the effectiveness determination. Section 513(aM3) of the Act provides that device effectiveness
shall be determined on the basis of well-controlled investigations, meluding one or more clinical
investipations, unless FDA determines other valid scientific evidence exists,

i which is sufficient to determine the effectiveness of a device, and
(11}  from which it can fairly and responsibly be concluded by qualified experts that
the device will have the effect it purpoits or is represented to have under the

conditions of use prescribed, recommended, or sugeested in the labeling of the
device.

Similar language appears in the regulation, authortzing FDA to consider alternatives to well
controlled investigations in assessing effectiveness where the requirement to conduct such
investipations "is not reasonably applicable to the device." 21 C.F.R. 860, 7(e)(2).

B. The Mentor And Inamed PMAs Provided Data Supporting A Reasonable
Assurance Of Safety

The Mentor and Inamed PMAs contain a substannal amount of data demonstrating a
reasonable assurance of the safety of the devices. A summary of the data is provided in the
Summary of Safety and Effectiveness Data (S5ED) for each PMA. % The primary data FDA
relied on in approving the PMAs were the Core Studies {clinical studies eonducted by the
companies to support approval of the devices) and prechinical data, including chemistry testing,
toxicology lesting, mechanical lesting (i.e., fatigue testing, pel cohesion lesting, gel bleed
testing), shelf life testing, &and modes and causes of mapture studies. Supporting clinical data for
esch PMA included the European studies (Menlor’s Sharpe/Collis Study and Inamed s

* Mentor SSED - g/ www. fda gov/edrhvipd fp030033 ).
Inamed S5ED - hitp:wwow, fdo. povicdrhpdiiph 20056, bunl,


http://www.fda.eov/cdrNpdfl~030053.html
http://www.fda.~ov/cdrhlpdf/p020056.html
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International MRT Study), Adjunct Studies (open access studies for reconstruction and revision
patients), and studies published in the scientific literature.

The Petition argues that these data do not overcome safety concerns about silicone gel-
filled breast implants, particularly those related to rupture and gel bleed. In support of its
argument, the Petition relies on interim analyses of the data in the PMAs and an incomplete
record. We address each of these issues below.

1. Rupture

As the Petition states, the rate at which silicone gel-filled breast implants rupture is one of
the primary issues FDDA was concemed aboul in determining whether these devices arc safe.
However, FDA' view of what needed to be shown with respect to rupture in order to find that
the devices are reasonahly safe has changed over time, reflecting the agency's consideration of
the data submitted and the deliberations of the Panel ™ Initially, FDA expected that a
cambination of preclinical testing and several years of clinical data would be adequate o provide
reasonable assurance of the safety of the devices,™ information similar to what the agency
generally relics upon in evaluating most implantable devices (e g., prosthetic heart valves,
orthopedic implants). Indeed, the approval of saline-filled breast implants was based, in part, on
a combination of preclinical testing and two years of climcal datn establishing the safety of those
devices. However, based on input from the October 2003 Advisory Panel, FDA issued letters
notifying Mentor and [named that long-term Core Study data that measured or reasonahly

estimated the rupture profiles of the devices over their expected lifetimes were needed before the
devices could he approved.

In August 2004, Mentor and Inamed responded to the letters. Mentor provided, among
other things, updated Core Study data (partial 3-year data rather than the 2-year data previously
submitted), the Sharpe/Collis Study to address the long-term rupture rate, extensive modes and
causes of rupture studies that examined the causes of rupture for explanted devices, and an
estimated lifetime of the device based on cyclic fatipue testing. Inamed provided, among other
things, updated Core Study data (partial 4-year data rather than the 3-year data previously
submitted), extrapolated Core Study date analysis to address long-term rupture rate, and

extensive modes and causes of nipture studies examining the known causes of rapture for
explanted devices.

™ This evolution in thinking is documented in review memoranda in the PMA records for each campany.

I the Dot Chnidance for Indusiry and FIA Safft Saline, Sillcone-Gel, and Alternative Breast fmplanis (anwary

20047 {Draft Guidnnee], FIMA noted,
2 wears of premarket clinical data may mof be sufficient 1o evalunte the salery and effectiveness of [breast
implanis], For example, because of the difficalty in detecting ruptre and the risk of extracapsular and
migrnied silicone gel, additional years of premarket follow-up has been recommended for silicone pel-filled
implanta.®

Thae, the Droft Guadance did nod specify the pomber of years of premarket dats necessary o evalssie n PMA, bt
suppested the number could be preater than two
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Based on our preliminary review of these responses, and as noted in the FDA Panel
memoranda™, FDA found that Mentor's Sharpe/Collis Study and Inamed’s extrapolation of its
Core Study data had signiticant limitations, invalving the peneralizability of the resuits and the
way in which the data were collected and analyzed, that did not allow for precise estimation of
long-term rupture rates 2 Hawever, because this was the first time FDVA had requested this
amount of long-term data for an implantable device, we sought the Panel's input n assessing the
data, FDA presented both PMAS to the Panel in Apnl 2005,

With respect to Mentor's PMA, the discussions that occurred dunng the April 2003 Panel
meeting provided FOA with o different framewdrk for evaluating rupture rate. In recommending
that FDA [ind the Mentor PMA to be approvable, the Panel determined that the PMA contained
sufficient data to provide reasonable assurance about the rupture rate out to 10 years despite the
lack of a precise estimation of rupture rate aver the life of the device, FDA considered these
discussions in a subsequent review of the data and concluded thal, in the absence of long term
clinical data showing an unreasonable nzk of illness or injury, clinical data showing a low
rupture rate in the short-term and preclinical data showing no expected increase in rupture rate

due to inherent material or design flaws throwgh 10 years were sufficient to support approval of
the Mentor PMA.™

With respect to [named's PMA, the Panel recommended that the PMA not be approved.
Twao of the principal reasons the Panel cited to explain its recommendation were that the rupture
rates for one of the styles of Inamed's device, Style 153, were unacceptably high and that the data
in Inamed's PMA were insufficient to charactenze long-term rupture rate. [n response to these
concems, Inamed submitted a revised dataset with Style 133 removed, an MED International
Study addressing the long-term rupture rate, and an estimated lifetime of the device based on
cyclic fatigue testing. FDA determined, as it did in approving the Mentor PMA, that, in the
absence of long term clinical data showing an unreasonable risk of illness or injury, clinical data
showing a low rupture rate in the short-term and preclinical data showing no expected increase in

rupture rate due to inherent material or design flaws through 10 years were sufficient to support
2§
approval of the Inamed PMA.

" FN A Panel memos for Mentor and Inumed's PMAs -
E_thn diwwew accessdaia. fds.goviscriptsoden/o fdocs/'ciAdvisony/detsils. ofm?mi g~ 553

The Petition stztes that the Mentor Core Sty is flawed because it only included rupture rate data through 3
years, with MRB1s at years 1 and 2 and that thess data were of limited value 1o characterize the rupmure rase ever tme
{Petitsem at 1R). FIRA aprees thet b s i scientifically sound to exirapolate shigt-term Core Shudy dala mat 1o 14
years, Monetheless, the short-term data i3 robust and, comsidersd with other sources of data condained in Mensor's
P, support the fnding that the PMA provides a reasonable assuroncs of device safery.
T The Petition siates that FOUA found tee Mentor data to be fawed becaige Menll:lr, unlike :|1'|.=.1'|1¢|;|r did mod use the
Core Sady data bo address the nupture rate aver the lifeime of the device (Pettzon ot 18). In cur Panel memo foe
Mentor's PMA we simply poioted out thar Mentor did not attemgt o extrapolace Core Study data (in any Tashion),
FIva did mol request an exirapolation over 1me becanse the agency did oot bebieve such an evaluntion would be
useful. Further, the agency detenmnined that such data were mot necessary 10 show a reasonable assusance of sal=iy
s ddiionnl data fom the post-approval siedies will be used o quanti By long -term repiure rates, and ihe labeling
will be updated & additional dota becomes available.

* additiona] dsta from the post-approval stodies will be wsed to quantify long-tesm ruphare rates, and the labeling
will he updated as additional daty becomes available,
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The major sovrces of data FDA reviewed in characterizing the ruplure rate and the
consequences of rupture’ are described below.

i Core Studies. The Core Study for each PMA provided the most complete
assessment of the rupture rates for these devices. For each Core Study, mupture was assessed for
patients who had scheduled MRIS to screen for non-symptomatic, or silent, rupture (the MR

cohort), as well as for those who did not have scheduled MRIs to screen for silent rupture {the
non-MME cobort).

Mentor's Core Study included rupture rate date from the non-MRI1 cohont {original
sample size of 387 at years 1, 2, and 3, and from the MRI cohort {original sample size of 420) al
years | and 2. There were a total of 8 ruptured/suspected ruptured implants in 6 palients through
3 years, all of which were from patients in the MRI cohort, The rupture rates in the MR cohort
were (.5% for primary augmentation patiénts (augmentation patients receiving their first
implants), 7.7% for revision-augmentation patients (aupmentation patients whose implants were
removed and replaced), 0L9% for primary reconstruchon {reconstruction pabients receiving their
firat implants), and 0% for révision-reconstruction (reconstruction patients whose implants were
remaoved and replaced). Two of the implants were explanted and confirmed to be ruptured; the
remaining & implants were considered suspected ruptures based on MBI evaluation. OF the &
ruplured/suspected mptured implaﬂlﬁ, 4 showed intracapsular gel and 4 showed extracapsulor
gel. There were no cases of migrated gel.”

Inamed’s Core Study included mpture rate data from the non-MRI cohort (orginal
sample size of 451) at years 1,2, 3, and 4, and from the MRI eohort (original sample size of 264)
al years | and 3. There were a total of ¥ ruptured/suspected ruptured implants in 9 patients
through 4 vears, from patients in both the MRI and the non-MR1 cohorts. The mpture rates in
the MR cohort were 2.7% for primary augmentation patients, 4.0% for revision-augmentation
patients, 0% for pnmary reconstruction patients, and 0% for revision-reconstruction patients.
Five of the implants were explanted and confirmed to have ruptured; the remaining 4 were
considered suspected ruptures based on physical or MR evaluation. All Y ruptured/suspected
ruptured implants showed intracapsular gel, and one intracapsular gel rupture progressed into an
extracapasular gel rupture [ollowing exploratory surgery to confirm the rupture. As with
Mentor's Core Study, there were no cases of migrated pel.™  In summary, the Core Studies,
which were the primary source of rupture rate data for the Mentor and Inamed devices, provided
compelling data demonstrating low rates of rupture through 3 and 4 years, respectively

b Preglinicgl Testing, Inamed amd Mentor both provided extensive data to
characterize the modes and causes of rupture of their specific devices to show how the devices
may fail in the clinical setting, The primary sowrce ol imformation regarding the modes and
causes of ruplure sre the studies of explanted devices referred to as retrieval studies. Additional

" Consequences of niphare include mtracapsular rupture (when the gel remaing within (the scar tissue capsuke
surmounding the implant), extracapsilar gel (when the gel moves agtside the capsule i remains within the hreast
tigzued, migrated gel (when the gel moves bevond the breast), and clinical consequencss,

L M eotor S5ED; hopedweaw, Blaoviedrhbreastiimplants!’,

** Inamed SSED; http=!/www. fdagowicdrhbreastimplants!
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sources of modes and causes of rupture information include physical property testing, assessment
of manufactuning processes and surgical techniques that may impact rupture, and a review of the
literature on the durability of explanted devices,

The retneval studies showed that, through approximately 10 years, devices are not
rupturing from pure cyelic fatipue {e.p., normal wear and tear). Rather, the data showed that the
majority of device raptures were surgically related and, thus, should be minimized by adequate
surgeon traimng. Coupled with fatigue testing, discussed below, showing that farlure from pure
cyclie fatigue is not expected for several decades, the retneval studies provide additional
assurances of safety, with no unexpected incrcase in failure rate due to design or materials
defects through approximately 10 :.H:ars..”

Mentor and Inamed performed fatigue testing to assess the mechanical durability of their
devices in order to charactenize the long-term rupture rate. Inamed and Mentor used the raw
data from their fatigue testing in mathematical models that adjusted for the load/stress from
walking, jopging, running, lying face down, and shell wrinkling. The results from these models
demonstrated that the devices can withstand lengthy cyclic loading for decades without failure
caused by inherent design or material Aaws.

C. Supportive Data. In addition (o the Core Studies and the preclinical
testing, FDA considered numerous sources of clinical information about the specific devices
under review and about silicone gel-filled breast implants generally. Although these data sources
have limitations, they were nonetheless useful as supporting information. Specifically, FDA
considered these sources in determining whether the devices present an unreasonable risk of
iliness or injury.

Mentor and Inamed each submitted European studies to further characterize rupture rate
and to provide information about the consequences of rupture.  As stated previously, Mentor
submitted the Sharpe/Collis Study and Inamed submitted the Intemational MR Studies.

The Sharpe/Collis Study submitted by Mentor was intended to provide information about
the rupture rate over a longer period of time than had been cvaluated in the Core Study, as well
as to provide supplemental information on the consequences of rupture. Silent rupture was
assessed by a single MEI on 101 augmentation patients. The average age of the implants was
approximately @ years. Silent rupture was found in approximately 10% of these patients. All
ruptures were intracapsular; there were no cases of extracapsular rapture or migrated gel *

Like Mentor's Sharpe/Collis Study, Inamed’s Intemational MR Sl,u:h-']'FI was inlended to
provide information about the rupture rate over a longer period of time than had been evaluated
in the Core Swidy, as well as 1o provide supplemental information on the consequences of

3 Mentor and Inamed 55 EI'.F::,' htm:f.’n'w.fdu.gbu:'tdﬂu'hrruli:'rip|a.1l.l.*.".
* Mentor and Inamed SSEDs; htp:fwww, fda povicdrivbreastimplants!
" Memor SSED; hitpwarw_fda goviedrivbeeastimplanta’.

a5 Tledém, P, el al, 2006, Prevalence of ruptune i Inamed silicone breast implants, Plast, Beconstr, Surg. 118:3403-
N8


http://~w.fda.gov/cdrhihreastimplants/
http:llwww.fda.gov/cdrh/breastimplants/
http:/lwww.fda.gov/cdrh/breastimplants/

Page 12 - Mr. William B. Schultz

rupture. Excluding 3 patients with Style 153 implants, silent rupture data were collected in a
single MRI on 106 patents (77 augmentation, 11 reconstruchion, and |8 revision). The average
ape of the implants was 11 years. Silent rupture was found in approximately 15% of the
combined group of augmentation, reconstruction, and revision patients. There was one possible
case of extracapsular rupture, with the remainder of the cases classified as intracapsular ruptures.
Mo cases of migrated pel were found ¥

The Petition objects that the Sharpe/Collis Study is of limited value for several reasons
(Petition at 13-19). FDA acknowledges that the Sharpe/Collis Study and the Intermational MR
study are of hmited value in providing a precise estimate of the long-lerm rupture rate.
However, using the same framework discussed by the April 2005 Panel in assessing rupture, we
determined that these studies, which involved the specific devices for which approval was
sought, provided supportive information about the long term risk of nepture and the
consequences of nupture. The studies provided additional assurances, when considered with the
short-lerm data from the Core Studies, the modes and causes of rupture studies, and the fatigue
testing, that the long term risks associated with the devices are not unreasonable. As with the
Core Studies, the relatively few ruptures that occurred limited our ability 1o assess the

consequences of rupture. However, the data we do have suggest that, when rupture does oecur,
there is no gel migmtion.

FDA also conducted an extensive review of the scientific literature on breast implanis.
The studies from the scientific iterature collectively reported a large number of ruptures,
Because these studies did not report device-gpecific rupture rates, FDA did not rely upon them
for information ahout the rupture rates of the devices under review ®* However, these studies are
useful in assessing the clinical consequences of rupture. The local complications reported in
studies of Danish women evaluated with MR that were associated with rupture included breast
hardness, a change in breast shape or size, and breast pain. These are common local

—— = o — | —

7 Inarmed SSED, htipfwww fda goviedrhreastimplanis

' The Petition rofers Lo daga ru'pl:lrlnd in the llerature przdnun_g the Mentor and Inames shodies i_ndx:a,lmga
significant nek of imglant ruptare overall, and an increased nsk over tome (Petition at 8-9, 15-16). The published
articles the Petitson refers Lo, such as the Holnsich, Maroits, and Brown studies, included a wide variety of
manufEcturers and implant sivles, ond demonsirated a wide ronge in results. See Holmich, LR ef &l Incidence of
silicoae: breast implants ruprure, Arch. Surg. 2003, 138 Holmich LR, et al., Self-Heported disease and symploms
by rupture status among unselected Danish women with cosmetic silisone breoss implasts, Plast. Beconsir. Surg.
2003; 1L, Holmech, L. o al., Untreaied silicone breast implant nupbace, Plast Beooesie, Surg, 2004; 114(1);
Marolia, ef ol "Silicone Gel Breast Implant Fatlure and Frequency of Additional Surgeries: Analysis of 36 Studics
Reporting Examinaiion of More than B0 Explanis,” J. Biomed. Mabeninls - Applied Biomaterials 195989:48(3):154-
o4, Brown, 5.1, ¢t al, "Prevalence of ropture of silicone breast implams sevealed on MR imaging in a popalation
of women in Birmingham, Alzbama,” Am, |, Boentgen, 2000; 1754}, The same s true of the 1OM Repon and FD A
Rupture Study dizcussed in the Petibion. See "Safety of Silicone Breast Implants,” Institute of Medicine (National
Academy Press (2000); "Swdy of Rupture of Silicone Gel-Filled Breast Implants {MEF Componeni),” FDa (20003,
FDA theoroughly reviewed this literature ond concluded that rupture rate 15 device-dependent. For this ressoi, we
determined that i1 was oot appropriate o extrapobate the resulis reponted in this Bleratae o the Menlor and named
implants for which approval was sought. FDA believes that the Cors and Furopsan studies, which are device-

specific, in conjunction with the preclinical 1ests supplicd by the companies, provide the strongest mpturs rate data
for the Mentor and [samed producis.
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complications observed, not only in women with ntact silicone gel-filled breast implants, but
also in women with intact saline-filled breast implants, ™

Although rare reports appear in the literature of gel movement to nearhy tissees (such as
the chest wall, armpit, or upper abdominal wall), and to more distant locations down the arm or
into the groin, a number of cpidemiology studics that have evaluated large populations of women

with hreast implants have not shown an Eﬂglﬂl:iut':c-n with the development of connective tissue or
rhepmatic diseases andfor ﬁ}-mpmmg_dﬂﬂtd-.ﬂ

Although the Adjunct Studies were neither designed nor intended to be the muan set of
¢limical data to support the PMASs, they provided useful data assessing local complications
associated with the devices, such as reoperation, capsular contracture, and breast pain, The
studies showed that the local complications reported for women with raptured implants were
similar both in type and in complication rate to those reported for women with intact implangs. ™

In conclusion, FDA's determination that the Mentor and inamed PMASs have
demonstrated a reasonable assurance of safety reflects the agency’s review of extensive clinical
and preclinical data.  Although our perspective on the type of rupture data needed has changed
over time. the standard of review has remained constant. In some cases, the questions we
ornginally had were addressed when the sponsors provided clanification or additional data. In
other cases, our assessment of the data changed based on input from the Advisory Panel. In the
final analysis, FDA determined that, when the totality of the rupture data are considered, both
Mentor and [named have provided sufficient valid scientific evidence to demonstrate a
reasonable assurance of the safety of their devices.

1, Gel Bleed

Mentor and Inamed conducted gel bleed testing to assess the amounts of gel constituents
that bleed through the shell of intact implants. FDA worked with the companies to develop gzel
bleed testing methodology that mimicked conditions in the body. The testing focused on low
molecular weight {LMW) silicones and platinum, a metal used as a catalyst (a substance that
increases the rate of a chemical reaction) in the munufacture of the shell and pel components of

silicone gel-filled breast implants. The results from this testing showed that very small amounts
of gel constituents hleed through the intact implant shell.

* hiipe e, filn povicdrh/breastimplantslabeling/mentor_patient_inbeling 5900 himl,

htpafifwww. ida goviodrhibreastimplanta/lsbeling/inamed_patient labeling 3900 htm)

“Bemer, 1., ¢t al. 2002, Comparative examination of complainis of patients with breast-cancer with and witheut
silicnne implangs, Eur. J. Obstet. Gynecol. Reprod. Biol. 10224 -6,

! Brown, 5.1, eral. M001, Silicons pel breast implant neplure, extracapsulor sihcone, and health stalus ma
populatioan of women. 1. Rheumatal. ZE:996-1003,

“ Hilmich, L.R., es al. 2003b, Self-reporied diseases and symploms by rupture status among unsebecied [anish
women with cosmetic silicons breas: implants. Plasi, Reconsir. Serg, 111:723-32

Twiolfe, F. and Andesson, 1. 1999 Silicone filled breasi implanls and the risk of fbromyealsn and theumatoid
artlaitig. 1, Rheumatol X6:2025-28,

" Meantor and Inamed SSEDs; hgeiiaww fida gn-l.-'.":drh,."hmaxl|m|'||qr|.|n.."_
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Mentor's gel bleed testing was presented at the Aprl 2005 Panel meeting.  Although
FDA believed that the overall methodology used by Mentor was appropriate, at the time of the
Fanel meeting FDA believed that Mentor needed to provide additional techmical details and
explanations of the observed resulls in order to perform a complete analysis of the data. Mentor
provided this additional infermation afier the Panel meeting, and the results showed that

approximately 1% of the LMW silicones and platinum bled through the shell over the course of
the experiment.*”

AL the time of the April 2005 Panel meeting, Inamed had not yet conducted pel blecd
tesling that mimicked the conditions in the body. Subsequent to that Panel mecting, Tnarned did
conduct such testing and provided the results to FDA, The Inamed results were comparable to

Mentor's and showed that approximately 1% of the LMW silicones and platimum bled through
the shiell.

To determine the clinical consequences of gel blead, FDA performed a thorough review
of the scientific literature. Although some studies on breast implants that have been implanted
for a long time have sugeested that gel bleed may be a contributing factor in the development of
capsular contracture’ and lymphadmup&thy,ﬂ the rates of complications reported in these
studies are actually lower for silicone gel-tilled implants than for saline-filled implants. Because
saline-filled breast implants do not contain sitheone gel, this suggests that the observed
complications are not due to bleeding of silicone gel. Furthcrmore, toxicology testing performed
by each company indicates that the silicone material wsed in the Mentor and [named implants
does not cause Loxic reactions when large amounts are administered to test animals.**

There has been some question concerning the safety of platinum. The small amounts of
platinum remaining in the product following s manufacture may enter the body, cither by
diffusing through the intact shell {1.e., through gel bleed) or through an implant rupture, As
noted above, pel bleed testing performed by both Mentor and Inamed showed that over 99% of
the platinum staved within the implant. Based on FDA's review of the pel bleed testing, the
published literature on this topic™, as well as the locompatibility testing and clinical data on the
device, FDA concluded that the low concentration of platinum contained in breast implants is in

—— . —

**“The Petition argucs that the Pane] failed to conssder that the patch covering the mamufactaring pon of the imphant
15 not made of low bleed material and, thua, miy have affected flhe E:vltl! bbeed resubts for the Menbor :|r|1.|1-|a||l:_
However, the Pancl was aware that, althoaegh the mapority of the shell s made with low bleed material, the pateh 1a
mol [a feet, the anformsation providad 1o ihe Panel clearly stated that the deviees used in all preslinical 1estimg,
inelucing the gel biced testmg, were the fnal finished prodoct thatl included the non-low bleed patch, The Panel
hased its recommendation (hat the device be approved on the data obtained from clingzal and preclinical stades
performed on the hnal Himshed prodeat.
* Bondurani, 5., VL. Emster and B, Herdman, Eds. 2000, Safety of silicone breast impiants. Committ=e on the
Safory of Silicone Dreast Tmplanis, Division of Health Promodion and [hsease Prevention, Instinge of Medicine,
Washington, TLC.; Mational Academy Press,
' Katzin, W E., etal. 2005, Pathology of lymph aodes from patients with breast implants: o histalogic and
=Pr=-:1mﬂc-:-|1i: evaluation. Am F Surg Pathol 2904150611,
' Mentor S8ED - hitp/fwwnw, fdagoviedrhy'pd B0 30053 him|

Inamed SSED - heyp:twww, fida.goviedrh/pdfipl 20056 um].
* I Jume 2006, FDUA pested a Backgrounder on its website (hopdiwww. fda gowcdrhvhreastimplantsh, which
provides a brcl summary of soms of the key scientific siudies on platinum and sificons gel-filled breas: implants.


http://www.fda.eov/cdrh/~dE/p030053.html
http://www.fda.~ov/cdrh..pdf/pO20056.html
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the zero oxidation state, or the state associated with the lowest toxicity, and, thus, does not pose a
gignificant risk to women with silicone gel-filled breast implants,™

In conclusion, the data from Mentor's and lnamed's PMAs provided reasonable assurance
that enly a small amount of LMW silicones and platinum bleeds from these devices. Toxicology
studies, along with the studies in the scientific literature, reveal that this small amount of gel
blced is not associated with chnieal consequences, Thus, FDA appropnately determined that
there was reasonable assurance that the devices are safe.

A, Other Tssaes

a fnamed's Sivle 133, Inamed's onginal PMA included varous styles of
silicone gel-filled breast implants. All of the styles were round, single-lumen (single shell)
devices, except for Style 153, Swyle 153 had a sipnificantly different design in that it was a

contoured-shaped device with double lumens (a shell filled with silicone gel within a shell filled
with silicone gel),

Inamed's modes and causes of rupture studies indicated that Style 153 had unique types
of fatlure and the chimical data from the Core Study showed that the rupture rate for Style 153
was higher than for the other styles. Concern about Style 153 was one of the major reasons why
the April 2005 Panel recommended that the Inamed PM A be found not approvable.  After the

April 2005 Panel meeting, Inamed withdrew Style 153 from its PMA and submitted a new
dutaset with Style 153 removed,

The Petition objects that removal of the data on Style 153 raises questions about the
adequacy of the sample size and the generalizability of the data in Inamed's PMA {Petition
Supplement 2 at 3). FDA addressed these issues when the revised dataset was submitted,
recognizing that the largest loss of patients occurred in the reconstruction and revision patient
cohorts. FDA determined that, even with removal of the Style 153 data, the sample size was
adequate 1o estimate the complication rates in the reconstruction and revision patient cohorts

with sufficient precision and, therefore, to provide adequate information on the safety of the
remaining device styles.

FDA also disagrees with the objection in the Petition that, with the removal of Style 153,
the sample size available for the S-yvear and [ (-year follow-up timepoints 15 significantly reduced
(Petition Supplement 2 at 9). Tnamed 15 required, as a condition of approval, to perform biennial
MEIs on all patients in the Core Study (not only on patients who were ariginally in the MRI

cohort) to assess for silent rupture (as is Mentor), Therefore, we believe the sample size will be
adequate for the 5-year and 10-yeur follow-up lirmepoints.

- stein, 1, et al 99, In $ihe determination of the active catalyst in hydrosilylntion reaciions using highly reactive
Py} calalyat precursosd. 1 Am Chem Sec, D215 3693-3708. Chandn, G, et al. 1987, A cowvenient and
nowvel rouie W bis(alkoene)platinemd{)) and other placmemi0) complexes from Speder’s hydroatlylation catalyse,
Orparomedalhics. 6:191-2, Lappert, MLF. and Scotl, F.FA. 1995, The reaction pathway from Speker's in
E.arstedt’s hydrosilylation caabyst, |, Orgaciomel. Chem, 492025011013, Lewas, LM, et al, 1955, Mechanism
of formation of platinumd0) complexes containing silicon-vinyl ligonds, Organometallics. 14:2202-13.
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Finally, the Petition also objects that Inamed manipulated the data in its PMA by
removing the Style 153 data. A% already discussed, the Style 1533 device was very different from
the other devices in the PMA. Beecause of these significant differences, FDA determined that it
was appropriate to exclude the data on that style when Inamed decided not to pursue approval of
the Style 153 device. Submission of a revised analysis without the Style 153 data, therefore, was
not a manipulation of the data,

h. Clindeal Pata per Stple. FDA also disagrees with the argument i the
Petition that the data in the Mentor Core Study were Hlawed because only two of the six styles
under review were part of the Core Study (Petition at 18). It is true that only two of the six styles
were part of the Mentor Core Swdy and, similarly, only four of the eight styles under review
{now approved) were part of the Inamed Core Study (excluding Style 153). However, additional
information 15 not always necessary when a company adds & new style or model to its PMA.
FDA determines, on a case-hy-case basis, what sdditional data are necessary when a new style or
model is added 10 a PMA."

All of the approved siyles of both Mentor's and Inamed's devices were single-lumen,
round devices manufactured using the same method, materials, and specifications, with some
variance in height, width, and/or projection. FDA determined that the differcnces between the
styles included in the climcal studies and the new styles were minor and, therefore, that the Core
Study data were relevant across all the styles under consideration in each company's PMA.*
Accordingly, FDA determined that the data in each PMA provided a reasonable assurance of the
safety and effectiveness of the styles under review in the PMA.

In conclusion, FDA's decisions approving the Inamed and Mentor PMAS were congistent
with the statutory standard for device approval. Valid scientific evidence adequately
demonstrated that the regulatory requirement of absence of unreasonable sk of dlness ar injury

associated with use of the devices was met. Thus, FDA appropriately concluded that the PMAs
provided a reasonable assurance of safety.

C. The Mentor And Inamed PMAS Provided Data Supporting A Reasonable
Assurance OF Effectiveness

Similarly, FDJA has adhered to the statutory standard for effectiveness in approving the
[named and Mentor PMAs. The Petition contests the effectiveness of the products on several
grounds, arguing that the literature does not show gains in Quality of Life (QoL) for either
reconstruction or augmentation patients, that (Qol. measures are an inappropriate source of
effechiveness data for silicone gel-hlled breast implants, and thal wse of such measures to gaupe

*' 11 1% also standard practice that preclnical westing nself cp., chemistry, ioxicology, mechanical) be performad on
representative styles ratbes than on every device for which & sponsor is seekang PMA approval.

" We also disagree with the Petition that Inamed's rupiure data should be sratified by siyle becawse of the
differences in rupture rafe fowsd with Inamed’s Stde |53 (Pelition Supplement 2 at 5.8). Az described above, Style

153 had a significanily different design than the other Innmed siyles, while all remnining models are similar m
desipn.
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effectiveness amounts to an abdication of FDA's responsibility to protect the public from
upknown health risks in favor of increasing consumer choice. The Petition has ipnored other

sources of data considered by FDA and mischaractenzed the basis for the apency's determinabion
of effectiveness.

1. Effectiveness Data

As with the determination of device safety, the statute directs FDA to evaluate a device's
effectiveness in light of the device's lebeled indications. Section 5315(d)( 1 { A) provides:

In making & detcrmination whether to approve or deny [a PMA, FDA] shall rely on the
conditions of use included in the proposed labeling as the basis for determining whether
or not there is a reasonable assurance of safety and effectiveness.

Coupled with the regulatory language directing FDA to evaluate effectiveness in the target
population, according to the labeled indications and conditions of wse, this provision requires
FDA to evaluate whether data in a PMA show that the device performs the function purperted in
the labeling. See 21 C.F.R. 360.7(ed1).

The Mentor and Inamed products are indicated for breast angmentation and breast
reconstruction, The abvious question in assessing their effectiveness, then, is wheather the
products perform as intended by increasing breast size or retuming a breast to its former size
following surgery in significant portions of the target populations. Thus, in addition to QoL data,
both PMAs included data assessing the anatomical effect of the implants. The Inamed PMA
mcluded anatomical effect data only for augmentation patients, reporting an increase in cup size
fior B4 % of the augmentation population measured at 18 months after surgery. The Mentor
PMA reporied an increase of one cup size or more tor 97 % of augmentation patients measured
at three years after surgery and an average increase 0f 2.4, 1.3, and .9 inches for the revision-
augmentation, primary reconstruction, and revision-reconstruction patients measured. Data
submitted by Inamed and Mentor show that these implants are effective in augmenting the
breast. Mentor's data from patients other than primary augmentation patients also support the
effectiveness of the Mentor device in restoring breast size in reconstruction and revision patients.

I addition to QoL and anatomical effect, FDA also considers patient satisfaction in
evaluating the effectiveness of breast implants. Inamed provided patient satisfaction data that
showed high rates of satisfaction in all patiemt groups at four vears afier surgf:rg.r.j3 Mentor
assessed satisfaction by asking patiens three vears after implantation whether they would have
breast implant surgery again and reported similarly high rates of patient satisfaction. ™ Thus, the
PhAs also suppon the effectiveness of the devices in terms of patient satisfaction.

** The perceniages of patients who reported being satisfied with their Inamed silicone breast implanta i fowr years
ware 85 of aupmentadion patkents (346 individuals), 96% of revision-augmentation patiens (46 mdivicheals), 4%
of primary recosstruciion patients {63 indmiduals), and 92% of revision-reconstruction patients (12 indiveduals)

* The percentages of patients wha reported they would have breast implants surgery again at threz years were 98%
of augmentation potients (445 mdividuals], 24% of revision-aspmentation patients (111 individuats), 38% of
primary reconsiruction patients (183 mdividuals), and 98% of revisiop-reconstrue lon patients (47 mdividuals),
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The QoL data that the Petition argues are madequate (o support an effectiveness showing
were but onc of three primary sources of data considered by FDA in reviewing the effecthvencss
of the Mentor and Inamed silicone gel-filled breast implants. The Petition seems 10 argue,
however, that no effeciiveness showing that relies, even if only partially, on the psychosocial
benefit of implants could justify FDA's approval of the PMAs given the "uncertain safety” of
these devices and the availability of saline breast implants. FI}A acknowledges that asscssing
the psychological benefits attributable to a medical produet poses challenges different from those
posed by common endpoints in device studies, such as changes in physical lunctioning and hody
structures, but rejects the supgestion that such benefits provide inappropriate support tor
approval. FDA uses data from psychological assessments in considering the effcctivenecss of
oncological drugs, cardiac devices, and other producis; such assessments provide context to data
reparding the utility of a product in, for example, dimimishing tumor size or replicating a bodily
function. Further, as discussed above, the apency reviewed extensive data related to the safety of
silicone gel-filled breast implants and concluded that the data provide a reasonable assurance of
device safety, For these reasons, the apency disagrees with the Petition's arpament that safety

deficiencics exist in the PMAs or that such deficiencies can only be overcome with an enhanced
showing of effectiveness.

2. Risk-Benefit

The agency further disagrees with the Petition's argument that the availability of saline-
filled implants umlermines the approval determination for sihcone implants. The availability of
alternative products may affect review decisions in cerlain instances; in particular, section
520{m) 23 B) directs FDA to approve a Humanitanan Use Device for limited populations only if
"there 15 no comparable device, other than under this exemption, available to treat or diagnose
such disease or condition.” In the absence of corollary language in the PMA approval

provisions, the availability of an aliernative product does not preclude approval of a product that
meets the statutory requirement for safety.

Rather, the availability of saline-filled implants is one factor among several FDA
considered in the "weighing [of] probable benefit . . . against any probable risk of injury or
illness" associated with sithcone gel-filled breast implants, [n making this assezsment, FDA
considered not only the scientific evidence submitted by Inamed and Mentor Lo support
effectiveness, but other information concerning the relative benefit of silicone implants over
saline-filled implants and the relative risks. These risks and benefits dilfer somewhat among
patient groups and parficularly between reconstruction and augmentation patients,

The risks of silicone gel-filled breast implants for both of these groups are thoze penersally
for silicone gel-Hilled breasl implants; however, features of each of these groups may determine
the likelihood that members of the group will be affected by the risks that have been discusscd in
this Response. On the one hand, reconstruction patients are likely to receive ongoing medical
care, and problems such as implant mipture are arpuably more likely to be detected  On the other
hand, the data conzidered by FDA found penerally fewer incidents of mipture and ather
complications in the augmentation group, which comprised younger, generally healthier
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paherﬂs.“ The risk profile for the two groups, then, was different, but did not clearly point to
greater nsks for one group or the other.

For both reconstruction and augmentation patients, the probable benefits of sthcone
implants are those reflected in the effectiveness data considered in the Inamed and Mentor
PMAs, namely, increased cup si2e or chest circumference and patient satisfaction. In addition,
FDA heard from surgeons and patients during the open public sessions of the October 2003 and
April 2005 Panel meetings that silicone implants provide a more natural and cosmetically-
appealing result than saline-filled implants, an important consideration for reconstruction and
augmentation patients alike. For reconstruction patients, however, silicone implants provide a
unigue advantage over altermatives because some individuals in this group may lack sufficient
native tissue following surgery to allow a natural resull with saline-filled implants.

FDA concluded that the risk-benefit calculation favored approval for both patient groups.
Although the lack of an alternative product for some reconstruction patients may suggest that the
calculation should favor this group, FDA believes silicone gel-filled implants also provide a
benefit over saline-filled implants for some augmentation patients as well because of the
acsthetically supenor results reported by patients and physicians. Further, the agency disagrees
with the Petition's contention that the aesthetic and psychosocial nature of the benefit diminish
its sgnificance and that the benefit amounts to one of consumer choice. Aesthetic, psychosocial
considerations are critical to asscssing the benefits of breast implants, whether used for breast

reconstruction or cosmetic augmentation and appropriately factored into FIDA's assessment of the
benefits of the Mentor and Inamed products.

I Consistent with FDA's authority to require post-approval commitments
concerning approved devices, the post-approval conditions imposed on
Mentor and Inamed appropriately supplement the premarket showing

The Petition argues that FDA has attempied to compensate for deficiencies in the
extensive data considered pre-approval by imposing post-approval conditions on Mentor and
Inamed silicone gel-filled breast implants and notes that the FDC Act does not permit the
substitution of post-approval conditions for a pre-approval showing of reasonable assurance of
safety and effectiveness, The Petition argues further that a history of compantes neglecting post-
approval commtments, FDA' Filure (o take enforcement action against such COTPANIES, A
the nature of the particular commitments for silicone gel-filled breast implants render such
commitments ineffective. These arguments reflect a misunderstanding of FOA's authority 1o
impose post-approval reguirements on devices.

l. FDA®s Post-Approval Authority

FDA's premarket authority over devices is one eritical component of an entire regulatory
scheme, a scheme that includes authority over tnials involving investigational devices, premarket

* See SSED, Mentor 2t 18; S5FD, Inamed at 15, For Mentor, only the primary augmentation group had lower rates
of mupturs and ether complicetions than the otber groups.
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review, and an extensive system of post-market controls tied to the level of risk a deviee poses
and the degree to which risks are understood and can be controllesd. Demonstrating the relevant
premarket showing suflices only for entry to market, bul FDA% regulatory authority extends to
the continued safety and effectiveness of marketed products, For class 111 devices, postmarket
controls include pot only general controls such as good manufacturing practices (GMPs), adverse

gvent reporting, and registration and listing reguirements, but alse post-approval conditions
imposed by PMA order.

FDA has imposed post-approval conditions in PMA orders since enactment of the
Medical Device Amendments of 1976 Several provisions of the FDC Adt, including sections
5154, 519, and 520, support this authorily, which FDA formalized with regulations in 1986,
Under these repulations, FDA may require periodic reports, recordkeeping, and continoed
evaluation of the safety, effectiveness, and reliability of the device. Repardless of the safety
data considered in the PMA, FDA imposes post-approval conditions on all approved devices and
post-approval studies on approximately one-third of all approved devices. The nature of the

conditions imposed will reflect the types of satety and effectiveness 1ssues thal may arise
postmarker

The Food and Drug Administration Modernization Act of 1997 (FDAMA) affected
FDA's post-approval authorily by adding section 513{z)(3HC) to the FDC Act, authorizing the
agency o consider available postmarket controls in reviewing effectiveness data in a PMA.
Section 531 3(a)(3C) provides:

In making a determination of a reasonable assurance of the effectiveness of a device tor
which an application under section 515 has been submitted, the Secretary shall consider
whether the extent of data that otherwise would be required for approval of the

application with respect to effectiveness can be reduced through reliance on postmiarket
conirols.

The provision authonzes the agency, in its discretion, to evaluate whether postmarket controls,
such as long-term post-approval studies of effectiveness, can be used to supplement premarket
effectiveness data in meeting the statutory standaird of reasonable assurance of effectiveness,
The provision docs not, however, affect the requirerment that PMA sponsors demonstrate a
reasonable assurance of safety prior to PMA approval.

FDA has noted that “the primary purpose” of post-approval evaluations 13 "to obtain
inforination on the long-term safety, effectiveness, or reliability of certain devices when, for
example, long-term datz are unavailable when the PMA is submitted."™ The congept of
"reasonable assurance” refiects the Congressional judgment that devices subject to approval
should reach the market only afler concems about safety and effectiveness have been addressed

—

10 Bee 81 Federol Repitter 26342, 26360 (Tuly 22, 1984),
7 8ee 21 CFR, 56 81482 and §14,84
* Ser 71 CFR. § R14.82; see also Draft Guidance for Industry and FDA Staff Procedures for Handling Post-

Approval Studies Imposed by PMA Onder (September 12, 1995}
" See 51 Federal Register at 26159,
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and substantially alleviated, but does not assume that approval may occur only after concerns
about all potential nsks have been eliminated. The agency, therefore, may require post-approval
evaluations when the approval standard has been met but questions about the long-term safety
and performance of the device remain. By providing a mechanism for the agency (o require
additional data beyond that needed (o establish a reasonable assurance of safety, including data
collected over several vears, post-approval commitments serve as an important complement to
the preapproval showing of reasonable assurance of safety and effectivencss

I, The Mentor and Inamed Post-Approval Heguirements

Consistent with the agency’s established authonty, FDA included severs) post-approval
conditions i the approval erders for the Mentor and Inamed silicone gel-filled breast implants.
The basic conditions were the same for both devices and include the following:

» conlinuation of the Core Studies to 10 years, All patients in the non-MRI group dunng
the pre-approval stage will have MRIs duning the post-approval stage and patients
explanted without replacement will be evaluated through ten years. The patient and
phiyzician labeling will be updated to reflect five and ten-year study findings, as well as
any other time point deemed necessary by FDA;

s continuation of preclinieal studies to further characterize modes and causes of rupture

past 10 vears. The patient and physician labeling will be updated to reflect any relevant
findings;

s continued follow up of Adjunct Shwdy patients through five vears (although enrollment in
the Adjunct Studies will cease);

within 90 days, initiation of enrollment in a large 10-year study with endpoints including
long-term local complications; diagnoses of connective tissue disease, signs, and
symploms; diagnoses of neurological disease, signs, and symploms; potential interference
of silicone gel implants with mammography; potential impact of silicone gel implants on
reproduction, lactation, and offspong, rates of swode; and comphance of women with
implants with MRI screening recommendations. The patient and physician labeling will
be updated to reflect five and ten-year study findings, as well a5 any other time point
deemed necessary by FDA;

o reporiing on a patient labeling focus proup study, with information from the report o be
used 10 update patient labeling;

o annual monitoring of the pattent mformed decision process, which inchsdes an
expectation thal patients and their physicians sign forms in advance of surgery stating
they have read and understand labeling and other information; and

restricning access to the implants to physicians who have participated in the approved
physician framing pro gram.
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In nddition, FDA hos ordered tracking for these implanis under zection 519{e) of the FDDC Act.

The Petitton argues that the Pancl’s 2005 recommendation that Mentor undertake
postmarket commitments similar (o several of the ones imposed and, according to the Petition,
similar to the types of studies required for an [DE, demonstrates deticiencies in the premarket
showing in that such postmarket requirements would be unnecessary had the PMAS included
long-term safety data, and argues that FDA in the past required such long-term studies for
silicone gel-filled breast implants. The Drafi Cuidance for Industry and FDA Staffl Seline,
Silicone Gel, and Alternative Breaxt Implants (January 13, 2004) (Draft Guidance)
recommended that the Core Studies be designed for 10 years of follow-up, and supgested that
maore than two years of premarket dala would he needed to support a reasonable assurance of
safety and effectivencss for silicone gel-filled i:mp]mts,"" a sugpestion followed by the Mentor
and Inamed PMAs. More importantly, as discussed above, the safety information included in the
Inamed and Mentor PMAs supports a reazonable assurance of safety (and is consistent with the
types of data considered by the agency in evaluating PMAs for other implants). The comparison
of the studies ordered by FDA as postmarket commitments to [DE tnals overlooks the critical
distinction that FDA has reviewed extensive premarket data establishing the safety and
effectiveness ol the devices that are the subject of the postmarket commilments.

The availability of post-approval conditions did not affect FDA's finding that the safety
information included in the PMAs meets the required standard; instead, the post-approval
conditions imposed by FDA on the Insmed and Mentor products appropriately supplement the
premarket safety data by providing information on the long-term perfornmance and safety of these
products. FDA anticipates that data from these long-term commitments will provide important
information for patients and physicians and may lead to improvements in device labeling,

3. Effectiveness of Post-Approval Requirements

The Petition srgues Parther that FDA cannot rely on the post-approval requirements
because the studies will not produce meaninghul data and compliance with post-approval
commitments has heen poor. Specifically, the Petition refers to Mentor's "poor track record with
post-approval studies™ and deficiencies in FDA's oversight of these studics. The particular
concern raised by the Petiion reparding the Panel's recommendation for a patient registry is
moot because the agency has decided to impose 2 large post-approval study instead of a patient
registry requirement, Further, although, as the Petition notes, FDXA expressed concemns at the
April 2003 Panel meeting that Mentor's proposal for physician training lacked certain
information related to rupture screcning and implant removal, Mentor subsequently provide a
revised physician training program, independent of any professional society overview, which
wis consistent with the lubeling and addressed all of FIDA®s concerns,

Concerming FDA's oversight and enforcement of deviee post-approval commitments, the
agency has acknowledged past problems and undertaken significant changes, These changes

" Bee xupra . 24.
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melude transfemng primary responsibility for the program to the Office of Swrveillance and
Hiometrics, the CDRH component charged with monitoning and assessing the significance of
postmarket events involving devices, greater involvement of epidemiologists in the design of
post-approval studies, and electronic tracking and monitoring of the progress of post-approval
siudies. The agency has commitied itself to improving its postmarket system of controls and
expects this enhanced commitment 1o result in improved compliance with, and better data from,
all postmarket studies, including those imposed in the Mentor and Inamed PMAs

The Petiion also guestions the effectivencss of the labeling recommendation advising
implant patients to undergo peniodic MR1s, noting the high cost of MRIs and the possiility that
some s1licone gel-flled breast implant reciprents may not have medical insurance.™ The Petition
charactenzes the recommendation as a post-approval commutment; however, FDA reviews
proposed labeling as part of the premarket approval determination. The MRI recommendation is
similar to other recommendations, warnings, and contrmndications that appear in the labeling of
approved devices and drugs in that FDA considers the recommendation important information
for the sate and effective use of the product but the possibility or even the likelihood that some
patients will not follow the labeling does not provide a valid ground to deny approval. Approved
labeling for endovascular gratts recommends that recipients receive follow-up screening,
including CT scans and X-rays, on an annual basis. The fact that some recipients may not
comply with this recommendation does not negate a finding ot reasonable assurance of safety
and effectivencss for the device when used in accordance with the approved labeling.

|

Indeed, section 315{d{1){ANI) of the Act dircets FDA to approve a PMA unless, among
other things, "there is a lack of a showing of reasonable assurance that such device is safe under
the conditions of use prescribed, recommended, or suggested in the proposed labeling thereof"
FDC Act § 515(d)(2). The statute makes clear that FI2A must rely upon "the conditions ofuse
included in the proposed labeling” in determining whether a reasonable assurance of safety and
effectiveness has been shown, so long as the proposed labeling is neither false nor misleading,
FDC Act § 315{dH1)(A). [n some instances, the ikelihood of compliance with a labeling
recommendation may be so remote that tying a finding of safety and effectiveness to such a
recommendation would be misleading. [n armiving at its determination, the agency considers the
imporiance of the recommendation to the safety and effectiveness finding and the likelihood that
the recommendation will be followed. Conceming the MRI recommendation in silicone gel-
filled breast implant labeling, FI2A determined that the recommendation, coupled with labeling
disclosures noting that most ruptures are silent and that MRI 15 the only reliable means of
detecting a silen! rupture, enhances the safety of the device by encouraging women to undergo

“The patiem labeling provides the following disclosure comcerning the importance of MR in detecting silont
rupdure and the coat of the procedure:

Muplure |r_,|'-J'|'Ir'|‘:r.lr1rr_E|:|'-_|'Tf|'H'r.l' el :.I'I'rll'.'nfﬂ'hu 15 macaasl cfTenr silens, Thiv means thatl neither FOR IR BT SFTE O will
Erpw thaid pour implanis hove o repiure mast of the me, e foct, the ahilire of o physical examingtion by 2 plastic
saprpe wilta of faoillee with heas! hplaals to defeet silicone pel ﬁnl.l'mn' breosl ionpland ruptiery 11 3% compared o
B9% jor M. You will need fo kave repular soreening MBS expmingtions aver vaar [ifeiime in ovder lo determiiie
i ifens Fapiure 15 present You shondd have vour frst MEFar 3 pears affer powr initiel implant surgery and then
every two pears, thereer, The cost of MR soreening meny exceed the cost of woare faitial surgery over pour

fifetiove. This cost, whick may aod be covered by pour inneance, shoald be conmidered In making vowr dectsion
forrateans omefled)



Page 24 — Mr. William B. Schultz

periedic MRIs. Further, FDDA believes that the physician lraining, extensive labeling, nd
enhanced informed decision making requirements for these devices will encourage prospective

patients to carefully consider all of the consequences of silicone gel-filled breast implants,
including the future costs, before implantation,

E. Approval of the Mentor A_ml Inamed PMAs Is Consistent with the APA's
Requirement of Reasoned Decision-making

By carefully considering the data contained in the Mentor and Inamed PMAs, evaluating
the data against the statutory standard for premarket approval of a reasonable assurance of safety
and effectiveness, and tailonng post-approval studies to long-term questions about marketed
silicone gel-filled breast implants, FDA has met i1s responsibililies under the Administrative
Procedure Act, 5 LLE.C. § 553, er seq. (APA) to engage in 4 reasoned process and reach
decizions on the silicone gel-filled breast implants PMASs supported by the evidence. The
Petition argues, however, that the approvals represent a significant departure from FDA's past
precedents conceming these products; the Petition further argues that in the absence of an
adequate explanation, the departure is arbitrary and capricious under the APA. The
administrative record provides comprehensive information explaining how the sgency arrived at
its approval decisions and addressing circumstances that have affected the agency's approach
und, in some instances, suppoeried changes from past agency statements. The record
demonstrates & reasoned process of decision-making consistent with the APA.

1. Past Policies and Decisions Concerning Silicone Gel-Filled Breast Implants

FDA acknowledges that its approach to silicone gel-filled breast implants has evolved,
reﬂ::tmg the apency’s review of extensive clinical data collected in the years since FDA
acquired repulatory authority over breast implants, several decades of expenience with these
devices and, in s5ome mstances, reevaluation of past approaches in light of this data and
experiepce. A significant development that has occurred since FDA's 1992 decision restricting
silicone implants is the volume of data failing to show a correlation between silicone gel-filled
breast implants and syslemic E:nlll.uquﬁm..ﬂ. This development has appropriately affected FDA'S
thinking about these devices.™ Since early 2004, when FDA published its draft guidance on
breast implants and issued the Inamed not approvable and Mentor major deficiency decisions,
additional developments have affected FDA's review of the two PMAS, [In particular, each
sponsor has submitted an additional year of Core data, long-term data from European studies,
and extensive modes and causes of rupture studies. Mentor has alse submitted a fatipue lifetime
analysis. That the new data submitted by Mentor and Inamed does not include estimated rupture
rales at ten years as recommended in the Draft Guidance reflects FDAs consideration of the new
data in light of the Apnl 2005 Panel discussion, a discussion that encouraged FDA {0 assess
whether the PMAs demonstrated safety and the absence of an unreasonable long-term risk.

* [hscussions n the proposed and fial rales requiting PMAS for shoone breast implants smyphasized the systemic

risks of silicone breast implasts, Fee 33 Federal Register 20568 (May 17, 1990]; 56 Fedeeal Replster 14620 (April
0, [=ary
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The Petitton argues that the APA disallows this evolution in FDA's thinking about
silicone gel-filled breast implants, relyving on several cases that have found agency sction 1o be
arbiirary and eapricious under section 706 of the APA because the apency failed to cxplain
changes from precedent using "reasoned decision-making."  These cases considered departures
from final agency requirements or positions, see Motor Fehicle Mfrs, Ass'n v, State Farm Mu.
Auto Ing, Co., 463 1LE, 20 (safeqy restraint requiremeniz); Wisconsin Valley Imp, Co. v, FERC,
236 F. 3d 738 (D.C. Cir. 2001) (license renewal); Puerte Rico Higher Educ Assistance Corp. v,
Rifey, 10 F.3d 347 (D.C. Cir. 1993) (waiver of funds recovery provision of Higher Fducation
Aery, Dart v US, 848 T.2d 217 (D.C. Cir. |988) (imposgition of eivil sanctions). The major
deliciency and not approvable letters, however, represented FDA's intenim reviews of the Mentor
and Inamed PMAs. Importantly, both of these letters solicited additional information,
demonstrating that the decision process remamed c.pe:n.“

Similarly, the Petition challenges changes in FDDA's data recommendations from those
articulated in the Dralt Guidance. The agency issues drafi puidance documents for the express
purpose of soliciting comments that may result in changes to the agency's position in the final
puidance.” Since issuance of the Draft Guidance, FDA has re-evaluated previous
recommendations, notably the recommendation that PMAs for silicone gel-filled breast implants
contain data supporting an estimated rupture rate over the life of the device, in light of
information submitted by Mentor and Inamed and the discussion of the April 2005 Panel. FDA
determined that, in the ehsence of long-term clinical data showing an unreasonable nsk of iliness
or injury, clinical data showing a low rupture rate in the short term and preclinical data showing
no failure due to inherent material or design flaws through approximately ten years were
sufficient to support approval. FDA documented this evolution in thinking in review memoranda
in the record. ™ This record demonstrates that, in amending its data expectations from those
contained in the Draft Guidance, FDA engaged in "a reasoned analysis indicating that prior
policies and standards are being deliberately changed, not casually ignored.” Springfield v
Buckles, 292 F.3d 813 (D.C. Cir, 2002) quoting Great Boston Televizion Corp, v, FOC, 444 F.2d
RBal, 852 (D.C. Cir), cerl. denied, 403 UK. 923 (1971); ree also Alpharma v, Leaviny, 460 F3d 1,

L1 {DnC, Cir, 2008) (discussing the standard of reasoned decision-making in the context of an
FA approval decision).

The Petitsn arpuEs that ths: dara |!||'|.'|'|.'|11-E|:| hg,r kentor amd Inamed Lt months afler the isuance of the Ja,nl,u]r_:.l
2004 guidance could not be odequente becaess it was submitted so soon alter the puidance was released (Petition at
10 12-14). FDA daes nol communicae owtstanding i2aues 1o o FMA sponsed via gudance documents, FIDA
communicies culstarfing issues vin direct nformal and formal communicatsen. For the Mentar ond Inamed
PhiAs FRA communicated directly with the sponsers, ofien requesting and receiving addinonal informstion, Thus,
the sponsers were aware of many of the ootslanding issies FDA had with the Pz before isuing the deficiency
lztiers amd the puidance docwment. Apari from data nsed i charcierize miptore mie, dats necessacy 1o respond o
these letters, such as additional information o address outsiand ing ssoes with regard 1o the preclinical iesting,
should have been readily awvaibable o or developed in a reasorable tmeframe by the sponsors. Conceming rapture

rate, the combinnticn of addiional data and the agency's re-evaluation of its caslier approach sufficed 1o sddress
FDA's concerns.

't" e MO FR 10015 fora |J|.1|:ripl|.ui| of FIDA'S g'-:,l-:_‘:d EI.L'|IiﬂI'IL'E pracieces,
* Bee Memorsndum of the Director of the Office of Device Evaluntion, Menior review Inamed Beview REREN

Bl
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L. April 2005 Panel Mecting

The discussion dunng the Aprl 2005 Panel meeting hgured prominently in FDA'S review
of both PMAs. The Petition argues that the recommendations of the Apnl 2005 Panel of
gppravable for the Menter PMA and not approvable for the Inamed PMA are inconsistent and
that only the recommendation concerming Inamed comporns with FDDA's past treatment of
silicone gel-filled breast implants. In light of new dats and other changes to the Inamed PMA
tollowing the April 2005 Panel, FDA's decisions to approve both PMAS are appropriate and
consistent with discussions of the Panel,

3. Inamed's Post-Fanel Submissions

As explained gbove, discussions duning the Apnl 2005 Panel mecting showed that a
significant concern of many members was the inclusion of the Style 153 implant i Inamed's
PMA, reflecting in part the higher rupture rate associated with this model. FDA shared the
Panel's concemns aboutl the Style 153; however, Inamed addressed these concerns by excluding
the Style 153 implant from consideration. Inamed addressed other concems of the Panel by
submitting long-tcrm data from the company's Intemational MR study and nonclinical data.
FDA's approval decision, then, does not reflect a failure 1o consider the Panel's recommendation
that FDA deny approval to Inamed but an evaluation of that recommendation in hight of
significan! changes in Inamed's submission to address the concerms of the Panel and FDA.

FDA's consideration of information submitted by Inamed alter the April 2005 Panel
meeting iz proper. Petition Supplement 2, however, sugpests FDDA's history of openness in
idecision-making about breast implants binds the agency to public processes with heightened
review requirements in evaluating the new Inamed data. Important components of FDA's
decision to approve the Inamed PMA were public in that the Apnl 2005 Poanel discussions
provided the framework tor FDA's reevaluation of the rupture data needed to assess the safety of
Inamed's product and specified the types of additional data necessary to make that assessment.
Similarly, FDA issued its major deficiency letter to Mentor on April 14, 2004 without bringing
the PMA to Panel because we determined that the issues maost relevant to that review decision
were not unique to the Mentor PMA and had been discussed at the 2003 Panel meeting. In any
case, neither the APA nor the FXC Act require the agency to withhold a decision reflecting new
information ahout a product until & new Panel can consider the information; indeed, the decision
whether to present a PMA to a single Panel is generally within FDA's discretion, see FDO Act
515(ch(3), and Panel recommendations may result in the submission of additional data and
information that the agency considers without seeking additional Panel input. Nor do these
authorities require FDA 10 solicit public comment on review decisions, which remain
confidential during review under FDA's regulations,”™ The only requirement these authorities
impose is that FLIXA consider recommendations of that Panel in a reasoned approach to evaluating
the PMA, a reguirement FDA complied with by carefully evaluating the panel's

recommendations for each PMA as part of the reasoned decision-making process that led to the
approval of both PMAs.

T

“ Sre 21 CFR.§ 814.9: 21 CF.R Pari 20,
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1.  CONCLUSION

Iin conclusion, the Mentor and Inamed PMAs contain adequate data wo suppont approvval,
The approvals rellect FDA' careful consideration of this data in light of the apency's extensive
review experience with these devices. Although FDA's views of the types of data needed to
meel the statutory standard for approval have evolved i response 10 new data and new
approaches to evaluating the data, the agency has consistently adhered to the siandard of
reasonable assurance of safely and effectivencss and to a reasoned process of decision-making in
determiming whether the standard has been mel. Accordingly, the approvals are consistent with
the requirements of the FDC Act and the APA. For all the reasons discussed above, your
Petition and Petition Supplements | and 2 are denied.

If you have any questions about this response, please contact Ms, Myma Hanna of our
Repulations Staff a1 (240) 276-2347,

Sincerely yours,

S . ko

Linda 5. Kahan
Deputy Dircctor
Center for Devices and Radiological Health



