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Inamed Corporaﬁon

. . PMA P020056
‘ *McGhan Siﬁcone—ﬁlled Bmst Implants
CONFIDENTIAL
Zag o S e i s L EST Dy :§' v~
_SUMMARY OF SAFETY AND EFFECTIVENESS DATA
LINFORMATION )
Device Generic Name: Gel-Filled Mammary Prosthesis ,
Device Trade Name: McGhan BIO(fEIL@ Textured and Smooth |
Silicone Filled Breast fmplants
Applicant: Tnamed Corporation

Santa Barbara, California 93111
Premarket Approval (PMA) Application Nomber: TBD

Date of Panel Recommendation: TBD é
Date of Good Manufacturing Practice TnSpectxons March 19 21, 2003 and Tume 9- 12, 2003
Date of Notice of Approval to Applicant: TBD
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II. . INDICATIONSFORUSE

Breast implants are indicated for femzles for the following indications: ~ o

* Breast Augmentation. A woman ranst be at least 18 years old for breast augmentation.
» DBreast Reconstruction.

s enszin \iNbi“'I‘(IJOAN\’S B I N A A C L IR IR G

Patient Groups in which the prodact is co?g
o TInfection. Active infection anywhere in th

® Breast Cancer. Existing malignant ot pre-ﬁaahgnant disease of the breast without adequate
treatment,

o Pregnant or Nursing. Aungmentation in women who are currently pregnant or nursmg

Surgical Practices that could compromise t}w praducr’s mtegnty
e Alteration. Donot alter the Jmplant

»  Stacking of implants. Donot place more than ¢ one Jmp]ant per breast pocket.
IV. WARNINGS -

1. Closed Capsulotomy )
DO NOT treat capsular contracture by forceful extemal compressxon, which may result i m
m:pla.nt damage, deflation, folds, and/or bematoma.

Lo gl oy 8o
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. (contmued)

2. Reuse
Breast implants are intended for mglg_gs_e_g_nlu Do not rcstenhze

3. Avoiding Demage during Surgery o
» Care should be taken not to damage the prosthesis with surgical instruments.
» Do not insert or attcmpt to repair a damaged prosthesxs.
» Use care in subsequent procedures such as open capsulotomy breast pocket rev:szon, ,

hematoma/seroma aspiration, and bmpsylmmpectomy to avoid damage to the rmplant shell
or valve.

¢ Do not contact the implant with dmposable, capaqtor-type cautery devxces

4. Microwave Dzathemzy

The use of microwave diathermy in pauents with breast 1mplants 1s not recommended as it has
been reported to cause tissue necrosis, skin. erosxon and extrusion of the 1mplant.

V. PRECAUTIONS
1. Specific Populations
" Safety and Effectiveness have not been estabhshed in pat:enfs with:
* Autoimmune diseases such as lupus and sclerorimm.
¢ A compromised immune system (e.g., currently recewmg mnunosuppresnve therapy)
» Patients with conditions or medications, which interfere with wound healing ability (such as
poorly controlled diabetes) or blood clotung (such as concurrent coumadin therapy).

e Reduced blood supply to breast tissne.

2. Mammography
Breast implants may complicate the & mtezpretauon oi: mammogmph:c nmges by obscunng
underlying breast tissue and/or by compressing overlymg tissue. Accredited mammography

centers and vse of displacement techniques are needed to adequately visualize breast tissue in
the implanted breast.

Presurgical mamenography with a follow-up mammogram 6 months to 1 year followmg
surgery may be performed to establish a baseline fcr future routine manmmgraphy

3. Radiation to Breast '

Tnamed has not tested the in vivo effects of radmnon the.rapy on tissue of patients who have
breast implants. The Jiterature suggests that radiation therapy may mcrease the hkehhood of
capsular contracture, neCIOSIS, and extrusion.

4. Long Term Effects
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(contmued)

been established. Tnamedis momtormg ;the long—term (1 e., 10 year) nsk of xmplant mpture,
reoperation, implant removal, and capsular contracture

Y
S S

5. Instructions to Patienis:

» Reoperation — Patients should be adwsed} that ad&monal surgery to their breast andlor
implant will be Iikely over the course of thei :

¢ Explontation - Patients should be advised lmplams are not consldered hfenme
devices and they will likely undergo implant removal, with or w1thout replacemem, over
the course of their life.

*  Mammography - Patients should be mstimcted to mform their mammographers a‘fxm! the’
presence of their implants.

» Lactation ~ Patients should be advised that breast mplanm may mterfere thh the abxhty
to successtully breast feed. 1

*  Breast Examination Technigues - Patients should be mstructed o perform breast self-

examinations monthly and be shown how to dlshngmsh the unplant ftom their breast
tissue,

The McGhan Silicone-Filled Breast Implant shells are constructed ﬁ'om
medical grade silicone elastomer with a L
patch posmoned on the posterior side. “The nnplants have shells \made’
froma smgle or double lomen. There are round smooth and round or shaped textured \
(BIOCELL®) surface fmplanits. The mbdﬁi  Toxtuting covers the entire shell except for
the patch area. The minimum shell thicknessis ~  for the smooth xmplants and  for
the textured implants. : Lo

The breast implant styles are as folows:

TR [aw]
10 Smooth Round _ Moderate Projection
20 Smooth Round | Full Projection | 120-800cc
40 | Smooth | Round |Standard (Moderate) Projection | 80-560cc
45 Smooth | Reiind Full Projection 120-800¢cc
110 Bm® Round ModeratePro_]ecuon | 90-510cc
120 B}rm@) Round |~ Full PmJectxon j ‘, © | 180-650cc

S i S S e e R e R
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153 | Texmwed | Shaped | Full Height, Full Projection |360-720cc

The following diagrams illustrate the hexght and pro;écuonof a:nnnp f: o

o\

A =Width & Height; B =Projeciion A= Width; B = Height; C = Projection
Deight; B = Proje bt; C =1

All implants are provided sterile. The jmplants are sterilized by dry heat. “The sterilizaion method ~
is validated for a sterility assurance level (SAL) of 105,

“es g
v o3
P

Alternative treatments include, but are not limited to, external implants; autogenous tissue grafts; tissne

flaps (e.g., transverse rectus abdominus m@éléfm&;‘féﬁéﬁus; dorsi muscle, gluteal muscle),
Or no treatment. An alternative treatment way also be to receive saline-filled implants,

[ I TN P
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Silicone-filled breast implants are preamendment devices that have been used since 1963. In 1975,
Inamed began marketing gel-filled mammary prostheses. On July 9, 1991, Inamgdwsubrjmttedl PMA
P910044 i response to the final rule published in the Federal Register on April 10, 1091 (56 FR
14620), requiring manufacturers of gel-filled breast implants to submit PMAs within 90 days,

gt . B s e R 2 AR Yo A A

On January 6, 1992, the FDA éalled’

implants until new safety information could be reviewed by an advisory panel. Inamed complied
with the moratorium. : ' _ A

i

On February 20, 1992, the General and Plastic ‘Surgery Devices Advisory Panel recommended that
breast implants be made available only on a limited basis whder ¢ refully controlled clinical studies.
After a careful evalnation of the public health need, ‘the aliernatives T silicone gel-filled breast
implants, and the known, potential, and suspected risks, the FDA Commissioner adopted the Pane)’s
recommendation on April 16, 1992, and FDA lifted ihé volintary moratcrium. Subsequent to the

T g 'tr».m:«\&umw»\ PR TR SGE P SER gy L s o s
ratorium on the use of silicone gel-filled breast
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lifting of the moratorium, Inamed elected to dxscontmue the manufacture and sale of gel-ﬁlled breast
implants i in the Umted States A , ; U .

I

As part of the Advisory Panel raling, and ‘based on pnbhc hcalth naed, on Aprxl 16 1992 FDA "
indicated that silicone gel-filled breast fmplants could continue to be available for onegmsigg‘ ng
breast reconstruction in a study identified as an “Adjunct Study“ Onﬁ“ ch 30, 7998, Toamed
received approval for the McGhan Ad;nnct Study (PMA P910044/AZ4) and the manufacgne and
sale of McGhan Silicone-Filled Breast Tuplants was remsntutcd in the United States -

PO ADVﬁRSEeré s S S

The following is a list of potential adverse events that ynay oceur vnth any breast unplant surgcxy

The risks include: implant mpmrelleakage, additional surgery, capsular contracture, infection,
Toxic Shock Syndrome, necrosis, hematoma, seroma, extrusion, breast pain, chamges in nipple
sensation, changes in breast sensation, dissatisfaction with cosmetic resu!ts (vmnkhng, “folding,
displacement, asymmetry, palpability, vxs“bi]xty, ptoszs), calcxfic depos:ts untauon/mﬁammanon,
delayed wonnd healing, hypertrophic scamng, , breast | ussue atrophy/chest wall defonmty.
difficulty/inability in breast feeding, and inability o adequately visualize breast lesions with.
mammography. ,

In addition to these potential adverse cvcnts, there have been concems w:th cenam systemxc
diseases.

P T R SR T

¢ Connective Tissue Disease ‘
Concem over the association of breast xmplants to  the development of autoxmmnne orF
comnective tissue diseases, such as lupus, scleroderma, or theumatoid atthntts. was raised
because of cases reported in the literature with smaﬂ nmnbers of women with nnp]ants A
review of several large epxdennologzcal smdxes of women W:th and wnhout 1mplants indicates
that these diseases are no miore cokiHch in women | with 1mphmts tban those in women wnhout
1mplants. ‘ .

Published studies mdwatg: that breast cancer is no more common mn women thh xmplants than
those without implants. o

o Second Generation Effects
There have been concemns raised regardmg potenual damaging effects on ch;ldren bom of
mothers with implants. A review of the pubhshed Ineramre on this issue suggests s that the
information is insufficient to draw deﬁmnve conclus:ons

T
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The pre-clinical studies are divided i into three sections: chemistry, toxxco]ogy, and -
physical/mechanical testing.

[

A. Chemistry Data

1. Materials L
The device is composed of silicone gel encasec? ina sxhccne el

shell contains a patch, made from silicone elastomer, ‘
results when the shell is removed from the mold durmg mamxfacture Durmg manufactm-e,

the gel is injected tbrbugh the patch anf the f{!f hofe is sealed u usmg a small amount of
silicone adhesive, .

The gel is manufactured from a formulation ¢ ihat § is appromnately ' "by” weight sﬂio;t}né o
polymer with some chemically reactive molecules along the polymer chain. When heated,
the reactive components on the polymex combine to\?om{ Mmslg&ked three d;mensxonal
network. This reaction is catalyzed by the addition of a platinum-silicone corplex present
in ppm quantities. The gel conimnéyapprpmmately by weight

polyduncthylsﬂoxane polymei: void of chemlcaﬂy reactive components, that i is extractable
using powerful organic solventsksuch 125} éme This po”I?mer swells the crosshnkeil
network to provide the gel with the consxstcncy to mimic ‘soft txssue.

The device shell is mantfactured vsing two dxffexent elastomas Bqtl; ag;;omers are ,
categorized as two-part platinum cnre elastomers. These elastomcrs tilize 2 mixture of high
molecular weight vmyl containing siloxane polymer a low molecular weight metfxyfhyarogen
containing siloxane crosslinker, a volatile organic compound that serves as areaction inhibitor
and a platmumrsﬂxcone complcx catalyst, When heatcd the polymef chaﬁz react fo forma

A e

fumed silica to enhance toughness. he shell cb‘nsists of
around a "barrier layer” designed to nnpede the d:?fus fc components of the gel through the
shell. All layers of the shell are prodﬁced using'a copolymer of ‘

siloxane. The barrier layer differs from the base layer in that 1t contains
a higher percentage of .. inthe copolyma

The patch is manufactu:ed from tw0 typgs ‘of silicone elastomer. The mner Iayer of the patch is
a two-part platinum cure elastomer sxmnlar to the shell material, e.xtept ‘the ‘polymer is

- siloxane ccpolymer The outer layer of the patch is a
peroxide cure . silicone elastomer. The adhesive used to seal the fill hole in the
patch is

T T2
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2. Extent of Croslmkmg )
Shell and Patch Materials - The physical strength (tens:]e strcngm) and elasuczty
(elongation at failure) of the shell and patch matedals is a a result of the extent of
crosslinking achieved durmg the vulcanization process. The phys:cal properties of cured
samples of all elastomer lots vsed for breast implant sheils and patches are measured to

ensure they meet or exoeed pxe-estabkshed material specxﬁcatxons pnor to bemg released \
for use in the manufachire.

The results of this testing ensure the conformny of cross?ink”d si ty actoss lots of n:nylant } YY ’

shell and patch materials, To adilmonwﬁé p‘ﬁ?slcal propemes of the device shell, for three
material lots under a variety of p procmmg conditions, were measured during process
validation testing. This testing ensures not only the conszstency in the extent of crosslinking
across material lots, but also ensures that the process used by Inamed to produce the implant
shell is adeguate to achxeve a crosshnk ensuy that assnres the strength and elasticity of the
implant shell meets or exceeds specxﬁcatxons “This testing ‘demonstrated the extent of \
crosslinking of the elastomers used in the device shell is ‘sufficient to assure all shells meet a
specification of 2 minimum  Ib break force and e]ongatxon “

Gel Materials - Every lot of gcl recewed by Inamed is tested to snre the crosslmk densxty
conforms to predetermined spec:ﬁcauons, using penetrormeter testmg, prior to bemg released for
use in the manufacture of breast mp]ants In addition, every batch of mixed gel is penetrometer
tested’ to ensuxe the cmsshnk - density conforms to predetemned specxﬁcabons

The penetrométer testing on mixed gel lots occ‘ g \[exy ot of
McGhan Silicone-Filled Breast fmplants produced by Inamed. ?eneﬂometer samples are
obtained from the same batch as is wsed to fill the implants and are cured ailong with the
implants in the same oven. The \m:foa;mty of the crosslink density across afl lots of gel nsed
“in McGhan Silicone-Filled Breast Impfaiﬁs is thus ensured by this testing performed on each
and every breast iroplant ot produced. Al lots of gel nsed in Tnamed’s McGhan Silicone-

Filled Breast Implants have an extent’ of crosslmkmg sufﬁcxent t ch;e'\fe a penetrometer
reading of ~mom, o V ; :

i

3. Chemical Analyses of Low Moleenlar Weight Components. Present in ﬁxe Device f
Finished sterilized devices were analyzed Tor extractables, In addition, virgin shens, wh:ch had
been patched and sterilized, bt not yet gel filled, were also extra ed to provxde mformauon
about the mtezacnon between the  gel and the shell foaterials. The followmg table-gives the
amounts of vanous low molecnlar weight components present in tha sub_]ect dewce

The techniques used to detect these comporents mc]nde solve.nt extraction followed by gas

chromatography, using both a mass spectrometer (GC-MS) and a flame ionization detector (GC-
FID), and by gel- penneauon chromatography Complete metal analyses were prbvxded Only 2

DRAFT August 31, 2003
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few metals of & importance , ... welistedin
Separate chemical analyses on the shell (includiog patch) a i

The highest level of extracts was isolated usmg bexane asthe extxaclmg solvent Everythmg
detected in the extracts using the poIar solvent (1sopropahol). was also detected in the extracts
using the non-polar solvent (hexane). Table 1 also lists'the ¢ concentrauon of the various
oligomers quantified from hexane extract.’ PDMS from D9 D, were detected and
analyzed from extracts of both the shell'and gel.’ . LetoLjgwere
detected in hexane extracts of the gel and shell that had been exposed to gel. The presence of

siloxanes in the gel-exposed shell, whic! Te not present in the vugm shell, indicates that
components of the gef dissolve into the shell. Gravimeiric - analysis indicates ‘hat the gel dissolves
in the shell at approxmlately by wexght of tﬁe shell. In addition, containing siloxane
components were found in the hexane extracts of the sbell and gel. These
siloxanes are present in the shell as a result of the process vsed to produce the

polymer used in the shell elastomer formula. The presence of

small ambunts of siloxane componcnts inthe gelindicatesthat | intheshell
migrate into the gel, since no containing polymers are used in the gel fomnﬂanon

.(V»ﬁ»uA‘« vy

Concentrations of Low Molecular Weight Components

"fq’

P3| 22

D4 296 " ND<69 ND<8

D5 370 F ND<6 ND<1

D6 444 i ND<6 ND<I

D7 518 . - _ND<6 ND<1

D8 592 ND<38 ND<1

D9 666 ND<8 6 .
. D10 740 ND<8 12

D1 814 11 21

D12 888 32 94

D13 962 64 62

D14 1036 237 186

D15 1110 366 278

D16 1184 491 351 317
D17 1258 593 432 328
D18 1332 - 729 527 342
D19 1406 678 601 0
D20 1480  }.. 735 605 212
D21 1554 | 668 474 129
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Concentrations of Low Molecular Weigh : pone nts
“Detected (in ppm by component weight) (continued)

L10

L1

L1z

L13

1124 103

L4

1198 132

L15

1272 169

ND<1

L16

1346 183

106

Np<1

L17

1420 161

137

ND<1

L18

1494 | 1717

128

ND<1

siloxanes

o e

mixed | 242

985

2762

‘Concentrations of Metal Contents Detected (in ppm)

Antimony

‘] ND (<0.1)

Arsenic

ND (<0.1)

Barium

2

Beryllivm

ND (<0.1)

Cadmiom

ND (<0.1)

Calcivm

ND (<10)

Chromivm

18

Cobalt

Copper ‘
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Tron f _ND(<0.) 02 __
Lead 207.19 ND(<02) | ND(<02)
Magnesiom 2430 ND(<10) | ND(<10) | ND(<10) | ND(<i0)
Manganese 5494 ND (<0.05) | ND(<0.05) | 0I5 _[ND (<0.05)
Mercury 20059 | _ND(<D ND(<)) | ND(I) | ND(<})
Molybdemum 9594 | ND(<05) | ND(<0.5) | ND(<0.5) | ND (<05)
Nickel 58.69 ND (<02) 1| 07 [ND(<02)
Potassium _ 39.10 ND (<1) 8 1| ND(<D)
Selenjum 7896 | ND(<0.D | ND(<0.1) | ND(<0.1) | ND (<00}
Silver 107.87 "ND (<0.1) 02 ND (<0.1) | ND (<0.1)
Sodinm 22.99 ND(<10) | ND(<I0) | ND(<10) | ND (<I0)
Thallium 20438 ~ 1"'ND(<) | NDD | ND(<1) | ND(<))
Vanadium 5094 | ND(<04) | ND(<04) | ND (<04) | ND (<04)
Zinc 6340 0.12 ND (<0.05) 39 0.2

[, B A T LT I A

Concentrations of Catalyst Metals Defected
o (in pm by compon’egtwei t)

TR

005 |
330

19508

In House Report 104—659,wh1chaccompameda 1§97 aﬁpibj;ﬁ;ﬁbns bi]], Congrm : saske(ithe o /

U.S. Department of Health and Human Services (DHIS) to sponsor a study of the safety of
silicone breast implants by the Tstitute of Medicine (TOM) of the National Academy of
Sciences. In 2000, the Institute of Medicine réleased a report on the Safety of Silicone Breast
Implants. This report was compiled by the Committee on the Safety of Silicorie Breast N
Implants, from the Division of Health Promotion and Diseasé Prevention. In general, the |~
committee conclnded "that a review of the toxicology studies of silicones known to be used in
breast implants does not provide a basis for concern at expected exposures.” The committee
also indicated that "evidence is lacking for an association between platinum in silicone breast
implants and local or systemic health éffects in women who have these implants.” B

i
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McGhan Silicone-Filled Breast Implants

1. Pharmacokinetics
A literature discussion was provided regardmg the pharmacokmencs of sﬂ:cone
elastomers, gel, fluids, and low molecular weight compcmnds The mvxewed htmtgre .
included pnbhshed joumal artlcles and pubi:cly available Dow Commg studics. The
Titerature indicated that silicone matenals appear 16 have low moblhty, typically remammg
where implanted; eliciting only a local response.

“.'1

Tu addition, a phaxmacokmencs study of sxlxcone gel was pe:formed “The smdy dcsxgn S

consisted of three female rats that wm:e subcutaneously nmplamed thh approxxmately 3. 4
grams of carbon 14 radiolabeled silicor f

individual glass metabolis
dioxide, potential expired v&au‘jw, 1 ,
study period. Low amounts of the radzolabel
were measuxed cum\ﬂanvely in expm::l air (() Y

ood was &:gm &roughout thf ' .N )
dm%“fﬁ 0.01¢ :

X fespecnvelj') The vast majomy
f dose), thus demonsu'anng that the
gel was encapsulated, with mmxmaf movament away from the sxte - of mplanmuon

2. Cytotoxicity- : o
Minimum essential woedium (MEM) extracts of test articles tcpreSentatwe of elastomer and
gel materials used in gel-filled devices were evaivated for cytotoxic effects on mouse
fibroblast cells (If929) The muffs showed that the t test arhcles were noncytotoxxc

3. Trritation e ; .
Sahne, sesame seed oil, polyethylene glycol (PEG), and a]c_oh' salme. (1 10) extracts of

fedvd

articles were not irritants.

L .

Ly
4. Acute Systemic Tmm’

articles were not toxic.

5. Hemocompatibility

‘Whole rabbit blood in saline was exposed for 1 hour at 37°C to gest ] les representauve
of elastomer and gel materials used in gel-ﬁlled ‘devices. TheU d a

| saline mlxtuxe was

DRAFT August3l,2003
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exammed Spectroscomcally for cell 1yszs. The results showed tha.t the test amdes were
hemolyuc

6. Pyrogenicity
Saline eluate of test articles representative of elastomer and gel matenals used m gel-ﬁlled
devices was injected intravenously vid the margmal gar vein of T rai?‘bns “The temperature of
the animals was monitored. The eluate did not produce a fever x response: The results
showed that the test articles were non- pyrogemc.

7. Immunclogy ’ o Lo , S

Test articles representative of elastomer and gel matenals use& in gel filled devzces were
evaluated fori 1mmxmoto:ncny and dermal sensx

» Immunotoxicity — Mice were $ "b_cutaneously lmplanted with st arhcles and
evaluated by standard xmmupélogical methodology. The parameters mcluded
spleen and thymous weights, thymus histopathology, bematological measuzements,
spleen JgM anubody response to the T-dependent antigen, T cell and T cell su:Bsets
and B cell enumeration, mixed. leukocyte response to allogenic spleen cells, and
natural killer (NK) cell activity.

Exposure to the implant shell did not aﬁ'ect the m)munologlcal functmns of the study :
aniroals. Although there was a statistically sxgmﬁcam increase in the antibozfy
forming response observed between groups in the study, this was considered related
to the }nstoncally low response of the control group, as compared toan actual
change in activity due to test article expos\ne In the gel evaluauon, tbere were no

statistically significant dxfferences between the test article and comrol groups for the o
nmumologic assays. L : e

Although not cons:dercd funcnonally relevant, there were nsncally sxgmﬁcant
mumeric differences associatsd with the cen—typmg assay ‘when the patch test article
was compared to the control, ;For another patch related elastomeric test m;hcle, there
were some statistical differences between the middle dose ntrol g&iﬁ& As
these differences were not also observed for the Ingh dose ¢ Woup the findings were
not considered bm]oglcally relevant. For the test arhclc containing RTV' adliesive,
the height a and therefore, surface ; area ar 1h it were substanha]]y
\ equenfly; at the time of implantation

,the s tched tightly in the surgical atea and
the incision sxtes did not ﬁﬂ}y close, whi delayed he "In'this RTV adhesive
study, there Were stansucally sxgmﬁcan ences between the test amele and -
control groups for ﬁxe namral kﬂler cell as “ﬁ’nce natural kﬁfer cell aclmty can '
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associated with the xmplant s1tes Overall, the data mdu:ate that the test arncles d1d
not adversely affect the Immume system. .

»  Sensitization - Saline and sesame seed oxl extracts of !he nest articles were used to
evaluate the sensitization potential in guinea pigs by the Magnusson and Kligman
method. The results showed that the test articles were not sensitizers,

:

1

8. Mutagenicity

Test articles representative of elastomer and gel matenals used 1 in gel-ﬁlled dev1ces Were '
evahuated for nmtagemcxty using sc‘veral standard assays

presence and absence of meta'bohc act:vauon T}ze resul b owcd that the test
articles were not mutagenic.

» CHO/HGPRT Forward Mutatlon &ggx Ethanof exlracts of e]astomer and gel test

articles were evaluated for mutagemcxty in the presence and absence of metabolic
activation, The results §howed that the | test amdes were not nmtagemc

CHO Cells - Ethanol e extracts of elastomer and gel test arhcles were cvaluated for

mutagenicity in the presence ‘and absence of metabolic acfivation. The results
showed that the test articles were not mutagenic. ’

. MouseL homaMu enic}

elastomer test article were evaluated for mntagenicity in the presexfce and

RO e

absence of metabolic activation. 'I‘he results showed that the test arucles were'
not mutagemc ‘

.
4

. Unscheduled DNA Sy:gthesxs Assax - Salme and DMSO extracts of an
- elastomer test article were ¢evaluated for mutagenicity in the 1 presence and

absence of metaBohc acnvation The results showed that the test artzcles were
not mutagemc.

° Cell Transformation Assax Salme and DMSO extracts of an elastom&r test
article were evalnated for nmtagemcuy in the presence and absence of
metabolic activation. The 1 results showed 1 that the fest articles were not
mutagenic, In addition, cell transformation assays were performed by Dow
Corning vsing culmre mecha and ethanol extracts of silicone ‘gel. The results
showed that the gel test amcle was not mutagemc

PR
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9, Muscle Implantatlon

Test articles 1 represenmnve of elagtor;eg and gei matenals used in gelfi illed devxces were
evaluated in 90-day muscle xmpf me guf”on studfes that were conducted in New Zealand Whme’
rabbits. Test asticle implantation sfies were macmscomcally and histologically assessed, as
compared to 2 low-density polyethylene contml 'I‘he 8ross cbservations were classified as
either non-reactive or shghtly reactive, and the mm scopic observatzons were given an
overall toxicity rating of zero ) for each fest arncle _The results s owed | that the test articles
were non-foxic. Additional implantation testing Was also performed, as is discussed below
under the subchronic i'.hromc toxxcny!cmmogemmty sections. The findings of all
studies wexe that the test axhcles d1d not ehczt 2 foxxc response.

eeeee

10. Subchromc Toxmty

,,,,,,

those typ:cally assoclated with ¢ Lffnpi’anta on o? test article and included fibrovs
encapsulation. The hi téf cal findings i non-mmplant site tissues were consuiered
typical Tor the animals at tbeu' age and occurred in simnilar incidences and seventy among
the control and implanted groups.

. «1
'

«cles did not produce subchronic tox:clty in mts.

The results demonstrated that the tést

Silicone gel was evaluated in a 6-Week subchronic t toxicity stidy in fomale Fischer 344 rats

that primarily focused upon the histology of the jmplantation sites. The gel was )
encapsulated with connective tissue, without evidence of a granufomatous mﬂammatory
reaction. Inresponse t6 gel, the conpective tissue septea swrrounded but did not penetrate
the gel. The physxo]og:c response to ihe pulvérized low-densnty polyethylene conlxol
consisted of connective tissue septea that penetrated between separate pulverized pamcles.
Additionally, Iong—term expo.v.ure periods were mcorporated into the toxicity assessnient of
the chronic toxxc1tylcarcmogenicny testing, The results showed that the test amdes Were

non-toxic.

1%. Chronic Toxiclty and Carcine cxty ’
Test articles representative of elastog:er and gel materials used in  gelfilled devices were
subcutaneously imoplanted in female ts. ; tqmers were pulvenzed prior
to implantation. No evidence of syste ny or carcmogemcxty, tban solid state

tomorigenicity, was observed in association v thh the test art:cles The mcxdence and type
of histologic findings otﬁér : tl;pse related 10 the presernce of a forsign body re reacuon
were typical of Fischer 344

4 rats and were not conmiered test article related. Encapsulation
of pulverized low-density polyethyl: icle

from that of the gel due to their dﬁfering physxcal (cﬁaractensncs. Whereas the connecnve
tissue septea penetrated between separate pulvenzed polyethy}ene ore!astomenc pame]es,
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the conmective tissue septea snrronnded but dxd not penetmte thc gcl. As prewously stated,
solid state nnnorgemmty was observed in the stadies. This is a typical finding for this type
of study, as it is a known rodent-specific respons to the mplantanon of materials.
Reproductive Toxicology S L ‘
A literature discussion was provided regardmg reproducnvc vel
studies on silicone elastorers, gel, fluids, and low molecul; ght cbmpounds The .
reviewed Kterature inclided published i joumal articles and publicly available Dow Cornt
studies. The Tlteranne md:cated that ti:e sxhcone matenals are nejther reprodncnve nor
developmental toxins. , ‘ : '

,,,,,

e . > L. e

In addition, an “extended Fl-generau cvalnanon was performed by Inamcd ln that
evaluation, F;-generanon rats were expOSed to the test a:uc]e in utero. Female

generation animals were also implanted with thc test ax:txcle We resulhng manng indices

demonstrated that the F,-gcneranon animals in bot test a:rtxclc and the sham control
groups were capable of successful breedmg and suBsequent bn—tfnng of tive pups.
Furthermore, there were no s1gmﬁcant hxstologlcafl d}fferences observed between the test

article and sham control groups with respect to the rcproductxve organs of male and female
F,-generation rats. ‘ .

I Loooa
e
'

Developmenial Toxxc:ty (Teratology)

. Sificone gel was subcutaneously implanted in fernale Sprague-Dawley rats. ‘The afmmals B

wers exposed to either 0.62, 7.28 or 14.70 g/kg test article. There were no bxo]og;ca!ly
significant differences observed bctween the controls and the nnplanted groups for the
maternal dam and fetal pup paramgt uated mc]udmg pregnancy rates, dam organ
weights, and feta] survival, weight, sex and morphological development. The results
showed that the gel did not producc developmental effects o L

‘;{

Tn addition, test articles representat:ve of elastomer matena]s used in gcl-ﬁl]ed devxces,
were pulverized and subcutaneously unplanted with 2  o/kg test article in female Sprague-
Dawley rats. Again, there were no bxologlcaﬂy significant differences obsmcd between
the controls and implanted groups for the maternal dam and pup péxametcrs
evaluated, including pregnancy rates and fetal survival, weight, sex an morpho}oglcal

i 2

development. The results demonstrated that tﬁe test articles did not produce teratologm
effects,

. : Ca i e P P
D .
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Static Rupture ‘

Ultimate blow testing assesses the forcc to fadure duetoa smgle cmnpressxon ofan
implant. Standard production Style 40 and Style 110% unplants, representative of Iuamed
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gel-filled devices, were tested. The testing was perfom:pdbased on worst case device

. testing. The following styles were identified as being worst case:
TR
40 | Smooth s
110 | BIOCELL® Textured 90 | 0018

) 4»-4»\«)‘;,“»‘4.:#;/.1;‘/)“"! A 4 i

. - 1”: R o ‘w M? ;s 43# .
This testing was perforraed on three devices of each Style (40 and 110), using a 50001b
load cell. The measored average forces at failiuxp were: T '

[ER R A

It is expectéd that the load used for this testing is mich greater that what would be
experienced in vivo, . - '

FOL R FAEN SR T LN N LR P R ) . 3

2. Fatigne Rupture ( A
Fatigue rupture testing assesses the number of cycles af specific applied loads that a device can
endure without rupture, until a rupture occurs, Standard production Style 40 and Style 110°
implasts, representative of Inamed gel-filled devices, were tested. ‘The testing was performed
based on worst case device testing, The following styles were identified as being worst case:

A

| s 0013
110 | BIOCEI¥®Textured | 90 0018 .

The testing was conducted with equipment capable of applied Joad control, For &us testing,

three implants of each Style (40'and 110, were tested at each applied load level (20, 30, 40,

and 55 1bs), vntil failure or 6.5 million cycles was reached. The ranout results are provided
in the following table. : : _ i

Applied load averages werocalelsted fox ll pple load e ycis nd AP cirves were
generated, threshold force, below which an implant can undergo an unlimited number
of cycles without failure, was determined for Style 40 implanis to be 55 Tbs applied force

‘ ’ ‘4;« ’ ”Z& Y ; s \\’“‘,\’3‘ ,,f‘,‘ (\5011\4 .,4/:’,\

o g

A
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and 30 Ibs applied force for Style 110 dev:ces It is expected tbat these Joads are mucfl
greater than what would be experienced in vzvo ,
3, Gel Bleed

Gel bleed testing assessed the d1ffusmn rates of ‘cone gel through the. shell. Standard
production Style 40 and Style 110 implans, represe ntative of Inamed | gel-filled dewcm,
were tested. The study design was consistent with ASTM F703 and involved the use of the
silicone disk methodology. The normal:ze;d we:ght gain values obtained from devzces over

the 8 week course of the study were O 0152g/cr for smooth surface devices and 0. 0048
glem? for textured surface devxces ‘

4. Gel Cohesivity

Gel cohesivity and penetration testing assess the cohesive and cure charactensncs of
silicone gel, respectively. For the gel cohesmty smdy, data from the evaluanon of ge1~ﬁlled
devices associated with Final Product Release ’l[‘esnng (FPRT) were ‘obtained. The smdy
design was consistent with ASTM FJ03, specxfzcally the gel pendent section. The gel
cobeston values were well below the 4. Sem maximurm identified in ASTM F703 and ranged
from for 31 FPRT lots, which comprised a total of 112 packaging lots. For the
gel penetration stndy, the penetration data was tollected during standard production and
consisted of the data from 112 gel assembly Iots The penetratxon values ranged from
penetrometer units.

. :M“S, 2 g

5. Shelf Life

A five year accelerated shelf life srudy was performed the largest sizes of McGhan Style 45

(smooth round) and Style 153 (textured shaped) silicone-filled jmplants. “These devices were
representative of the Style 10, 20, 40,45, 110, 120'and 133 product lines. Prior to aging and

testing, all samples were subjected to a slnpymg simulation in accordance with ASTM D41 69 ‘ ~

Mechanical testing of the xmplants mcluded testmg for she}l ulnmate break force, shell |
ultimate elongation, shell tensile set, patch joint mtegnty, and gel cohesion. Addmonally,

Style 153 implants were also tested for bladder Jomt integrity, since they were the only
models with that design.

; -

Packaging testing included viseal & mspecnon, thcrmoform peel force and dye penetratlcm Dye

penetration testing was performed in accardance with ASTM F1929. ASTM F1970 has gone

through consensus review and votmg and has been vahdated through round-robin tesl:mg
proceduxes for repeatablhty and rcptoduc:bxhty

Based on the results of the accelerated’ shelfhfe festing, there is no Stahsucally s:gnﬁcant
decrease in phys;cal propertxes after five years of accelerated aging. Therefore, this testing
supports'a five year expiration date for McGhan Style'if) 20, 40, 35 116, TZO and 153
silicone gel-filled 1mplants N
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The safety and effectivencss of McGhan Silicone-Filled Breast Implants were evalnated in _
three multi-center clinical stadies: the 1990 McGhan Medical Corporation Mammary Fmplant
Study, the McGhan Medical Corporation Silicone-Filled Breast knplant Core Clinical Stdy
(Core), and the McGhan Medjcal Corporation Silicone-Filled Breast lmplant Adjunct Clinical
Study (Adjonct). Becauss the 1990 Study wilized devices and surgical practices that are not

current, those data are not reported below. L I P

i
P u

The Adjunct Study was designed as a prospective S-year open enrollment study to assess'safety
outcomes for 2 large number of patients. Patients are those seeking breast reconstruction or
revision of an existing implant for medical reasons. Patients must have.adequate tissue
available to cover the implant and be willing to follow study requirements, and saline implants
must be deemed unsuitable for medical reasons such as thin skin. Patients are excloded from

the study for the following reasons: currently pregnant or nursing, advanced fibrocystic disease
considered premalignant without subcutaneous mastectomy, existing carcinoma of the breast
without mastectomy, abscess or infection in the body at time of enrollment, any disease
including uncontrolled diabetes koown to impact wound healing, tissue characteristics
incompatible with mammaplasty (¢.g., tissue damage from radiation, compromised vasculari
or niceration), any condition that may constitute an wnwarranted surgical sisk; inappropriate
psychological characteristics, and wnwillingness to undergo further surgery for revision if
medically required. Follow-up visits occur post-operatively at 1, 3, and 5 years. Safety
assessments consist of complication rates and rates of reoperation. Paient enrollmentand

follow-vp in the Adjunct Study is currently ongoing. :
The Core Study was designed as a prospective study of patients aged 18 years or older seeking
silicone-filled breast iroplants for augmentation (i.e., unilateral or bilateral breast hypoplasia,
breast ptosis, asymmetry, aplasia), reconstrction (i.c., mastectomy for cancer or breast trauma,
prophylactic mastectomy, and contralateral asynumetry for the mnaffected breast), or revision of
an existing implant. Patients oust have had adequate tissue available to cover the implant and

be willing to follow study requirements. Thie exclusion criteria for patients in the Core Sthdy
were identical to those in the Adjunct Stndy. . .

Tuopesb e

Patients’ medical history mcluding breast disease and breast cancer information were collected
at baseline. Follow-up visits oceur post-operatively at 0-4 weeks, 6 months, and anmally
through 10 years. Serial MRI to detect silent apture of the implant for a subset of patients
occurs subsequent to the annual follow-up visits at 1, 3, 5, 7, and 9 years post-implant. Safety
assessments consist of complication rates and rates of recperation. Additionally, post-implant
zeports of connective tissue disease and breast disease were obtained. Effectiveness
assessments consist of patient satisfaction, breast size change (augmentation patients only), and
measures of patient quality of life. Pat llow-np ir e | ; in

S SR AT Sy & i b e

DRAFT August 31, 2003 ‘ Pagel8

. ' + : 3 -
R %



Inamdw Corporaﬁonw o
‘ ' I 'PMA P030056
: ~\McGlmn Sﬂfeone-l"iﬂed Breast Implants ,

CONFIDENTIAL

sy 2

o e e e Ll g ng.&m (Mnued)

MMMMM

B. Patient Accountmg and Baseline Demographic Proﬁle e
The Adjunct Study envolled 15,465 reconstuction patients and 9,881 revision patients through ' A
1,272 Investigators at 2,355 sites as of the data extract for this report, with new patient
enrollment ongoing. Of those mcgq;sggucuon patients who have reached a scheduléd follow-up
visit time point, 5,537 (53.8%) fe ) Tel for their 1 year visit and 670 (27.0%) retumed for their
3 year visit. For revision patients, 3, 180 (43.9%): retnmed for their 1-year visit tand 460
(19.9%) returned for thexr 3-year visit. There were 68 panent deaths i in the Adjunct Study all
of which were unrelated to the unplants orthe unplant surgery.

The Core Study enrolled 494 augmcntauon pauents, 221 recc)nslmctwn panents and 225 o
revision patients through 33 i mvesugators at 46 sites. All patxents have reached the 2-year

scheduled follow-up visit time point, witha compliance rate of 90% for the augmentation

patients, 95% for the reconstruction patxents, and 87% for the n rev:sxon patients. There were 12
panent deaths in the Core Study, all of Which were unrelated to the u:aplants or the xmplant
Demographic mformnon obtained from the eAdJ\mct Smdy revea.led that approxnnately 60%

of participants were married, more than 40% were! employed in professxonal occupauons, ‘and

more than 70% had at Jeast some colleg& educauon The median patxent age was 44 ycars for

both reconstruction and revision pahents.

B R N
Gt & ¢
e e

Demogxaphxc mformanon obtamcd ﬁ'om the Core Study reveal d l:ha; over 80% of patients
were Caucasian and most study pamcxpants wexe mamed (49 agmgmentauon patients, 75%
of reconstruction pauents and 64% of revision pauents) AppmmeaIely half were cmployed
in professzonaI occupations and more than three | fourlhs had at least some college education.

The median patient age was 34 years for : augmentation patients, 50 years for reconsn'uctJon
patients, and 44 years for revision panents

With respect to surgical baselme factors in the Adjunct Smdy, for both reconstrucuon and

revision patients, the most frequently used dev:ces were rourid with a fairly equal d:smbuhon
of smooth and textored surface,

With respect to surgical baseline factors, n 'rhe Core Study, for: augmenmtlon pat:ents the most
frequently used devices were round, witha smoolh surface somewhat more common than
textured. The most common incision sites were mframammary and penareolar, and the most
frequent placement of the mplant was submuscular, For reconstruction pauents, the most
frequently used devices were shaped wuh atextured surface, the most common incision site

was the  mastectomy scar, and the most ﬂequent placement of the implant was submuscular

For revision patients, the most ﬁ'equemly used devices were round, and the textured surface
(round and shaped) was more ¢oxtiition than smooth. The most common incision site was ’
mﬁamammary and the ) most ﬁequcnt placemem of the amplant was submuscular
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C. Safety Outcomes for Adjonct Study

The cummlative Kaplan-Mejer s xisk of fifst occmrence of comphcanons (and 95% conﬁdence
intexval) is shown in the table prov:ded below, based on indication.
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Adjunct: 3-Year Cumnlative First Omm Ka

pl»j -M fgwrlComplicahon Rxsk Ratos' o
@5 % Conﬁdence lnterval), By Patient and B

3 3 “-'.J«a%"* 0% 2 T 05 %, i

) 44 1% (420% 462%) 37.2% (35. 5% 38.8%)] 34.5% ﬁl 9% 37 0%)| 28.1% (26.3% 299%)
ImplantRepIaccment 28.2% (26.1%, 30. 3%)| 21.9% {20.3%, 23.5%)) 24.1% (21.7%, 265%)} 195% (17. 8%, 21.1%)
/Removal e L
Capsular Contractre | 17.6% (15-7%:19.4%)& 12.7% '(11.5%, 14.0%)] 20.0% {17.6%, 22.3%) 152% (13.6%, 16.8%)
Asymmetcy 16.3% (14.4%, 18.2%)] N/A . 9.8% (7.9%, 11.6%) N/A

Implact Palpability! | 11.8% (102%, 134%)| 94% (3.3%, 10.6%) | 13.6% (11.4%, 15.8%)| 104% 0%, 11.8%)
Visibility s

Wrinkling 9.4% (15%,108%) | 7.3% (63%,83%) | 10.6% (8.7%, 125%) | 83% (7.1%, 9.6%)
Tmnplant Malposition | 8.5% (7.1%, 9.9%) 6.1%---(52%, 7.1%) 7.3%  (5.6%, 8.9%) 4.8% (3.8%, 5.8%)
Breast Pain 7.9% (65%,9.3%) 5.5% (4.6%, 6.4%) 1.8%  (6.1%, 9.4%) 5.6% (4.5%, 6.6%)
Loss of Nipple 7.1% (5.8%, 8.4%) 6.1% (5.1%, 7.0%) 55% (4.1%, 6.9%) 4.53% (3.6%, 55%)
Sensation/ Nipple

Paresthesia/

Hypersensitivity ) o L

Hypenrophxc 34% (2.6%,4.3%) 3.1% (2.5%,3.8%) 2.0% (1.3%,2.7%) 15% (1.1%,20%)
Scarring —

Capsule Calcification | 3.0% _(23%,4.2%) | 2.3% (3% 29%) | 34% 23%,45%) | 24% (170%.3.1%)
Skin Paresthesia/ 30% Q2%.37%) | 26% (.0%32%) | 20% (12%,28%) | 13% (8% 13%)
Hypersensitivity

Swell__igg 2.3%  (1.8%,2.9%) 1.7% (1.4%,2.1%) 1.9% (1.4%,2.5%) 14% (1.1%, 1.7%)
Other Complications | 2.0% (1.2%, 2.7%) 1.5% (1.0%, 2.0%) 1.0% "\(0 5%, 1.5%) 0.6% (D.4%, 0.9%)
Implant Rupture 1.6% (0.9%, 2.4%) 1.1% (0.6%, 1.6%) 27% (1.4%,3.9%) 1.8% (1.0%, 2.5%)
Implant Extrusion 1.3% (0.6%, 2.0%) 09% (0.5%, 1.3%) 0.6%_ (0.3%, 1.0%) 0.6% (0.3%, 0.8%)
Redness 1 12% (0.8%, 1.7%) 08% (0.5%, 1.1%) 1.0%_ (0.6%, 1.5%) 0.6% (0.4%, 0.9%)
Tnfection N 1.0% (0.6%,1.4%) | 0.7% {0.4%, 0.9%) 0.7% (0.3%,12%) 0.4% (0.2%, 0.7%)
Trritation ; 1.0% (0.5%, 1.5%) 0.6% (0.3%, 0.9%) 04% (0.1%, 0.8%) 03% (0.1%, 05%)
Preumothorax 1.0% (0.4%, 1.7%) 0.7% (0.4%, 1.1%) 0.5% (0.2%, 0.8%) 04% (0.2%, 0.7%)
Delayed Wound 0.8% (0.4%, 1.2%) 0.6% (04%, 0.9%) 0.6% (0.2%, 1.1%) 0.4%. (0.1%, 0.6%)
Healing o s e
Bruising 09% (0.4%,1.1%) | 0.6% {0.4%, 0.8%) 0.7% (0.4%, 1.1%) 0.5% (0.3%, 0.7%)
Seroma . 0.7%__(0.4%, 1.0%) 0.4% (0.2%, 0.6%) 0.5% (0.1%, 0.9%) 03% (0.1%,0.5%)
Skin Rash . ‘ 0.6% (0.2%, 0.9%) 0.5% (0.3%, 0.8%) 0.6% _{0.0%, 1.3%) 04% (0.1%, 07%)
Hematoma 04% (0.2%, 0.6%) 02% (0.1%, 0.4%) 0.5% (02%, 0.8%) 02% (0.1%, 0.4%)
Lymphadenopathy 04% (0.1%, 0.8%) 0.2% (0.0%, 0.5%) 0.3% (0.0%, 0.6%) 0.1%  (0.0%, 0.3%)
Tissue or Skin 03% (0.1%, 0.5%) 02% (0.1%, 9.3%) 0.2% (0.0%, 0.6%) 02% (0.0%, 0.5%)
Necrosis — ) . ¥
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D. Safety Outcomes for Core Stndy

Safcty outcomes assessed in the Core Study are mponéd for augmentahon, recoﬁs&uction and
revision in the tables provided below. o Co

1. Cuolative Kaplan-Meler Risk 6f First Oy
The comulative Kaplan-Meier nsk of first occmxence of comphcauons (and 95%

confidence interval) is shown below

Core Augmentahon

3—Year Cumulatwe First Occurr

eﬂKaplan-Meier Compﬁicaﬁon

p \ ) £ (14.1%, 19.0%)

Capsular Conlmcmre o 8.3% (5.8%, 10 9%) 63% (4.7%,7.9%)
Jmplant Replacement/Removal 1.5% _(5.0%, 10.0%) 1.0% (5.3%, 8.8%)
Swen'glg‘ 6.8% (4.5%, 9.0%) S5.6% (4.2%,7. 1%)
BreastPain 6.2% (4.0%, 8.4%) 44% (3.0%, 5.7%)
Loss of Nipple Sensatxonl . - 3.9% (2.2%, 5.7%) 3.1% (2.0%, 4.2%)
Nipple Parestﬁes:alﬂypersensmmy , N \ e
Implant Malposition e 3.1% (1.5%,4.8%) 24% {(1.3%, 3.4%)
Asymmetry 28% (1.3%,4.4%) N/A N
Hypertrophic/Abnonmal Sca:rnng 2.3% (1.0%,3.7%) 1.8% (1.0%,2.7%)
Ptosis d s | 13% (06%,3.1%) | 1.7% (0.8%,5.5%)
SkinRash 17% (0.5%,2.8%) 1.6% (0.8%, 2.3%)
Loss of Skin Sensation/ 17% (05%.2.8%) | 14% (0.6%.21%)
Skin Paresthesia/Hypersensitivity o ) L
Other Nipple Related Observanon 1.3% (0.3%,2.3%) 1.0%  (0.3%, 1.6%)
Bruising e 1.2% (0.3%,2.2%) 1.0% (0.4%, 1.7%)
Implant Rupture o 1.2% (0.1%, 2.2%) 0.6% 0% _(0.1%. 1. 1%)
Redyess L weees | 11%  (0.1%, 2.1%) 08% (0.2%, 1.4%)
Delayed Wound Healing L1% (0.1%,2.1%) 0.7% (0.1%, 1.2%)
Seroma/Fhuid Accumulation 1.0% (0.1%,2.0%) 0.6% (0.1%,1.1%)
Hematoma oo | 08% (00%,1.6%) | 04% (0.0%,08%)
Wrinklig/Rippling 0.7%_(0.0%,1.6%) | 05% (0.0%, 0.9%)
Tinplant Palpa‘oxhtyN:sxbility 0.6%_ (0.0%, 1.3%) 04% (0.0%, 0.8%)

««««««
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Core Angmentahon

3-Year Cammlative Fi F’rst Occnmnee Kaplan-Meier Comphcatmn
RJSk Rates {95% ("ﬂnﬁﬂ&;on ntervall, 'lh: Padtar < B

TS V2 . ARl

T
Capsule Calcification s 0.2% (0.0%, 0.7%) 0.1% (0. 0% 0.3%)
Lymphadenopathy 02% (0.0%, 0.7%) 0.1% (0.0%, 0.3%)
Infection e 02% (0.0%, 0.6%) 02% (0.0%, 0.5%)
Tmplant Extrusion 0.2% (0.0%, 0.6%) 0.1% (0.0%, 0.3%)
Lymphedema e . 02% (0.0%,0.6%) 0.1% (0.0%,0.3%)
Tissue or Skin Necrosis | 0.2% (0.0%, 0.6%) 0.1% (0.0%, 0.3%)
Trritation e 0.0% — pe, | 00% —
Prenmothorax o 0.0% -~ i 0.0% —
Other Complications 0.0% — 0.0% —
Core Ree econsiruction P
' 3-Year Camulative FirstOﬁéﬁfr&ceKaplamMexer Compﬁcanon ,
msk‘Rates t9f% Cox{ﬁdence Inferval), By Patient and By Iraplant

Reoperanon . . ,(38 6% 53 3%) 38.2% (32 6% 43.8%)
Doplant Replacemcnthemoval (18.5%,32.0%) | 18.7% (14.0%, 23.4%)
Capsular Contracture - (10.7%,21.6%) | 11.2% (7.6%, 14.8%)
Asymmetry {10.1%, 20.5%) N/A o
Jmplant Rupture (2.8%, 9.8%) 4.2% (2.0%, 6.5%)
Breast Pain P (2.2%, 9.8%) 4.3% (1.8%, 6.8%)
ImplantMalposmon . (2.2%, 8.2%) 44% (2.2%,6.5%)
Other Nipple Related Observatlon (1.6%, 7.3%) 3.6% (1.6%,5.6%)
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Tissue or Skin Necrosis

(1.1%, 4.7%)

e KR

Swelling

(1.1%, 4.5%)

Wrinkling/Rippling

"10.9%, 6.0%)

(0.8%, 4.1%)

Hypertrophic/Abnormal Scarring

__(0.9%, 5.8%)

(0.7%, 4.0%)

Infection

A B Sy

%._(0.3%, 4.3%)

(04%, 3.0%)

Delayed Wound I;Iééimg ~

(0.3%, 4.3%)

02%, 2.7%)

Seroma/Fluid Accmnulanon

_(0.1%, 3.6%)

(0.0%,2.2%)

Bruising

(0.0%, 2.9%)

(0.0%, 2.2%)

Skin Rash ‘ e

_(00%,2.9%)

(0.0%, 2.2%)

Other Abnormmal Searring __

0.0%,24%)

0.0%, 1.5%)

Plosis

(0.0%, 2.3%)

% (0.0%, 1.4%) _

Redness ) i e 1.0% (0.0%, 2.3%) 0.6% (0.0%, 1.4%)
Pneumothorax 03% (00%, 1.5%). 0.3% (0.0%, 0.9%)
Implant Extrusion 05% (0.0%, 1.4%) 0.3% "(0.0%, 0.8%)
Other Comphcatxons o 0.5% (0.0%, 1.4%) 03% (0.0%,09%)
Hematoma e s 0.5% (06:0%, 1.3%) 0.3%  (0.0%, 0.8%)
Tnoplant PalpablhtyIV xsiblhty 0.5% (0.0%, 1.3%) 0.3% (0.0%, 0.8%)
Capsule Calcification 00% — ., 00% — ‘ .
Iritation i s 0.0% — 0.0% — .
Loss of Nipple | Sensatzonl 00% — 0.0% — *
Nipple Pamslhes:alﬁypersensmvny S Z e

Loss of Skin Sensation/ , 00% — 0.0% —

Skin Paresthesia/Hypersensitivity T )
Lymphadenopathy 0.0% — 00% — _
Lymphedema 0.0% — 00% —

= T Ang“sggl, S g gheni
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Risk Rates (93% @%ﬁ?ﬁce%terval) B

-Core Revxsion
3-Year Cmnulatlve First Occnrrence Kaplan-Mexer Cmnphmhon

y Patie

Reoperauon , FREN - 4% {26.9%, 39. 8%) 26.7% (22 4% 31 1%)
ImplautReplaccmem/Removal 13.4% (8.7%, 18.1%) 11.9% (8.6%.'15.1%)
Capsular Contracture » 98% (5.7%, 13.9%) 54% (3.1%,7.6%)
Breast Pain 72% (3.7%,10.8%) 50% (2.8%,7.1%)
Swelling 6.7% (3.3%, 10.1%) 4.7% (2.6%, 6.7%)
Seroma/Fluid Accomulation _ 53% (22%,8.3%) 30% (1.3%,4.7%)
Asymmetry e 51% (2.0%, 8.2%) N/A i
Wrinkling/Rippling 50% (2.0%,3.0%) 3.8% (1.8%, 5.7%)
Implant"Ma/lbosmon 49% (1.9%,7.8%) 3.3%_ (1.5%,5.1%)
Implant Rupture’ 3.6% (1.0%,6.3%) 2.2% (0.7%,3.7%)
Hypestrophic/Abnormal Sca'mng 32% (0.7%,5.7%) 23% {0.7%, 3.9%)
Implant Palpability/ Visibility 2.0% (0.0%,3.9%) 1.0% (0.0%, 2.0%)
Tissue or Skin Necrosis 1.9% (0.1%,3.7%) 1.0% (0.0%, 2.0%)
Infection 1.8% (0.1%,3.6%) 1.0%  (0.0%, 1.9%)
Bruising iz |7 1A% (0.0%, 2.9%) 0.9% _(0.0%, 1.8%)
Ptosis sy 1.0% (0.0%, 2.3%) 0.7%  (0.0%, 1.6%)
Irritation ) o o 1.0% (0.0%,2.3%) 0.5% (0.0%, 1.2%)
Delayed Wound Héa]in} ) 0.9% (0.0%, 2.2%) 0.5% (0.0%,1.1%)
Hermnatoma e | 09%  (0.0%, 2.1%) 0.5%  (0.0%, 1.1%)
Other Nipple Related Observanon 0.5% (0.0%, 1.4%) 0.5% (0.0%, 1.2%)
Tmplant Eximsmn =] 05% (0.0%, 1.4%) 0.3% (0.0%, 0.7%)
SkinRash =~ 0.5% (0.0%, 1.4%) 0.2% (0.0%, 0.7%)
Loss of Skin Sensation/ 0.5% (0.0%, 1.3%) 02% (0.0%,0.7%)
Skin Paresthesia/Hypersensitivity . . e
| Other Complications | _04% (0.0%, 1.3%) 02%_ (0.0%, 0.7%)
Capsule Calcification , 0.0% — . L 00% —
Loss of Nipple Sensation/ o O.()% — 0.0% —

Nipple Paresthesia/Hypersensitivity )

Lymphadenopathy 0. 0%" — _ 0.0% —
Lymphedema e 00% — 0.0% —
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By Tmplant (continued)

3-Year Comulative First Ocenrrence Kaplan
Risk Rates (95% Confi” dénce%;exv:il)ﬁﬁ

Ry

i Gt

2. Typesof Reoperaﬁqn‘s Thr(mgh 3 Years

Of the 494 angmentation patients in the Core Study, there were 94 patients (19.0%) who
had 112 reoperations during the first 3 years of follow-up. Of the 221 Teconstruction
patients, there were 92 patients (41.6%) who had 127 réoperations through 3 years,
excluding planmed procedures such as nipple reconstruction and nipple tattoo. Of the 225
Tevision patients, there were 70 patients (31.1%) who bad 100 Teoperations through 3
years. The table below shows the types of reoperations performed through 3 years post-
implant in the Core Study based on the total number of reoperations.

. . s el e o A i R
! . ; .

Tk
-

5 Through's Ye:

R

Kniidaiie
% 3

pd A 38 L i b
SR g iy ¥ e T RN e T R
Tmplant 28.6%| 46 36.2% 29
Removal i
Capsule Procedure? 26 232%| 16 12.6% 200 200% :
Mastopexy ' 151 . 13.4% 1 0.8%

8| 80%
Scar Revision . 117 - 98%1 26 20.5% 10 10.0%
Biopsy 1 10 8.9% 0 0% 2 4 2.0% *

! Primary procedure performed :

> Capsnle Procedure inctudes capsulectomy, capsulotomy, and ¢

e o e e T30 L e S e A pres ; B S8 Wi gt 3 e A
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Types of Reoperation?ﬁi-&ﬁéﬁ 3 Years(c ont}fnggd) ‘

Reposition Iaplant 3

Pocket Revision ‘ 3 2.7%
2
1

Wound Repair
Revision of Nipple
Reconstruction/Tattoo ,
Other ) 1 0.9% 2 1.6%
Surgical Exploration of 1 0.9% 1 .8

Breast Azea or Implant :
Removal of Excess 0 0% 4 3.1% 2 2.0%
Tissue/Lesion/Cyst )

Liposuction 0 0% 3 2.4% 0 0%
Breast Reduction 0 0% 1 0.8% 1 1.0%
Total = 112 100% |_ 327 100% 100 100%

3. Reasons for Implant Replacement/Removal Through 3 Years S :
* Of the 494 augmentation patients in the Core Study, there were 32 patients (6.5%) who had

60 implants removed over 3 years; of these, 1 fmplants (§5.0% were replaced. Ofthe ™
221 reconstruction patients, there were 46 patients (20, 8%) Who had 56 implants removed
through 3 years; 51 implants (91.1%) were replaced. Of the 275 revision paticnts, there
were 27 patients (12.0%) who had 46 fmplants removed throngh 3 years; 41 implants "~
(89.1%) were replaced. ‘The primary reason for implant replacementiremoval is shown in
the following table, based on the total number of implants removed.

: 1
3 i
Ch i i
: ) | Y
. v
N 5 %
: i
: : 1
4
(
- y e i L ean e s “ N § S Sk Bty i 1
? Primary procedure performed « \
. et G B S i S P A o it o, s T T N S e Y i;’ Y 5 - B
A - -~ P ol e ¥
DRAFT August 31, 2003 -
\ K .
o ;(1’1 i ),{’y,\ > -
¢ )

C PR N N
[ N S B T ST VR ORI SN cae e :



e iy e

Inamed Cori“?“vﬁw?!‘,v
- McGhan Silicone-Filled Breast fmplan

 cowmema

SUMMARY OF SAFETY AND E

. (continued)

Reasons for Tmplant Replaeementhemova] 'I‘hrough 3 Years : -

L

Capsular Contracture

Style/Size Change ‘ 13

(Patient Reguest)

Malposition o

Media Anxiety (Patient Request)

Asymmetry o i

Implant Rupture

Ptosis ]

Breast Cancer

Extrusiop

Wrinkling

Pain e

Breast Tissue Contour

Deformity

Hematoma/Seroma

Unsatisfactory Scar

- { Injury (Jatrogenic or Traumatic)
Delayed Wound Healing

by
)
&
Y

it
W
&®
WD WOV [Ow
o
R

Infection
Total

,%ocooc QIO =N N Wy
[
&

100%

W
o
]

A [ [ OO O= OO |- [Ofo0
Q
R

S
#®
: gco»‘mt\)
(=4
R

8
R
&

5. CTDand Breast Disease =~ =~ . . SRR
The two tables provided below summarize post-implant observations from the Core
* Study pertaining to'¢otnective tissne/antoimmune disease (CTD) and breast disease
(including breast carcinoma). These data s}i‘oufcf be interpreted with cavtion in that
there was 1o comparison group of similar women without iraplants. CTD reports ,
were based on a diagnosis by a physician. ‘There were no unconfimmed CTD self- 4
reports by the patients. L : ST L S

¥
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s -
N [ S

3 s E."' R w’.
Rhenmatoid s .
Systemic Sclerosis/Scleroderma 0

1
Fibromyalgia 0 L)

Through 3 Years, By Patient

Gy

of Breast Disease

U e

Reports

Unknown Ovteome 2| 04% 2T 09% ol " o%

E. Effectiveness Outcomes for Adjunct Stmfy e o
Effectiveness in the Adjunct Study was assessed by patient reports of satisfaction at 1 and 3
years post-implant. Data'is only included for those patients who have reached the scheduled

follow-up visit interval and for whom satisfaction dafa was obtzined at a follow-up visit.

A total of 5,501 of the original 15,465 reconstruction patients were included in
satisfaction at 1 year post-implant, with92:8% of these patients indicating that they were'
satisfied with their breast iraplant surgery. Of the 732 reconstruction patients included in the
satisfaction analysis at 3 years post-implant, 92.8% indicated that they were satisfied with their
breast implant surgery. =~ i N R R SR A

i

A total of 3,150 of the original 9,881 revision patients were included in an analysis of |
satisfaction at 1 year post-implant, with 90.1% of thess patients indicating that they were'
satisfied with their breast implant surgery. Of the 498 revision patients included in the
satisfaction analysis at 3 years post-implant, 88.2% indicated that they were satisfied with their

breast implant surgery. I . R

F. Effectiveness Outcomes for Core Study S e
Effectiveness in the Core Shidy was assessed by breast size change (augmentation patients only),
patient satisfaction, and patient body image, body esteem, and self concept. These outcomes
were assessed before implantation and at 1 and 2 years after surgery, except for breast size,

which was measured within the first year and a balf after surgery.

ey ey

i i % et ¢ o g e B e O
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A. SEER Study

... (continned)

4 b Biite

For angmentation paticnts, 408 of the 404 pdfi{:ntjs (82.6%) had a breast measurement wétbm

18 roonths after surgery. Of these 408 patients, 165 (40.4%) fucreased their breast
measurement by one bra cup size, 185 (45.3%) increased by two bra cup sizes, and 34 (8.3%)
increased by more than two bra cup sizes, The remaining 24 patients (5.9%) did not increase
their bra cup size post-implant. _ R S

For augmentation patients, 425 of the 494 patients (86.0%) provided a satisfaction rating at2
years post-implant, with 96.0% of these patients indicating that they were satisfied with their
breast implant surgery. =~ 7 ‘ -

At baseline, augmentation patients scored significantly higher than did the general U.S. female
population on the SF-36, which measutes general health-related quality of life and well being.
After implantation, patients had a worséning.of some SF-36 scores; how ever, the magnitude of
‘the differences was small and the post-implant quality of life scores femained well above those
of the general U.S. female populatioh. “There was also a slight decrease post-implant on some
of the subscales for the MOS-20, anothe
well being. Results for the Tennessee Setf-Cons ‘
increase pre- vs. post-implant in patients physical sef-concept. There was no-significant
change pre- vs. post-implant in patient’s seH-esteemn as measured by the Rosenberg Self-
Esteem Scale, or in their evaluation of themselves relative to their breasts. On the Body
Esteem Scale, findings indicated a significant improvement in patients® overall body esteem
post-implant, with the largest increase in the sexual attractiveness subscale. In terms of
patients’ expectation and perceived results of breast imoplant surgery, significant positive
change was observed pre- vs. post-implant in subscales that measured self image, social L
relations, and daily living. On the quality of life measurement of patient satisfaction, there
were significant positive increases post-implant in patient satisfaction with her breasts, breast

~Concept Scale revealed 2 statistically significant

size, breast shape, breast feel, and how well her breasts matched.

i

For reconstruction patients, 177 of the

P -y
P L

221 patients (80.1%) providéd a satisfaction rating at 2

years post-implant, with 94.3% indicating that they were satisfied with their breast fmplanit

Manufacturers of breast implants provided a grant to the Fred Huichinson Cancer Research
Center to perform a stody of breast implant faihwe i a cancer cohort. Cancer patients diagnosed
in 1983, 1985, 1087, and 1989 were identificd through the Swveillance Epidemiclogy End
Results registry (SEER) from threc SEER sites (lowa, San /Oakland, and Seattle/Poget
Sound). Of the 6563 women identified vith early stage cancer

of age, and had been neated”mth mastectomy, 18% (1159) had breast 1

the 1159 |

AT i L
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" (conimued)

women who had reconstruction with breast 1mplant(s), there was mfommhon on the details of the
implant for 1032 women with 1375 implants. ‘The majority of mplants (559) were single furnen
silicone gel filled implants (40.7%), closely followed by 505 sahnelsihcone -gel multilemen
(donble., tnplc, or quadmple lumms) 1mp1ants (36 7%) Slxteen percem were salme breast

The endpoint for the SEER breast nnplant smdy was unplant 1) ;/The removal rate for

any reason for all types of Breast :mplants“by KaplanfMexer analys:s was 24% at 5 years and
39% at 10 years (445 of the total 1,375 fmplants were removed)

Of the 559 single lumen gel-filled implants, 162 (39%) v were removed by 10 years, whlch )
includes implants removed as part of planned reconstmction. After 10 years 397 smgle Jumen
gel devices (71%) were still i implanted, Of the 143 (25.6%) gel implants removed for reasons
other than p]anned reconstmcnon, the g ~<:ommon Teason for removal was capsular
contracture (51 implants; 31 4%) Th;s was followed by aesthetic (32 fmplants; IQW%)

healing (22 implants; 13.6%} ni x (19 implants, 11.8%), media raiscd

s

+4.9%), unksowa/other (8 implants; 4.9%), ad ﬁmnymamma‘zs‘

nde Jrepositioning, g ymmctry{ ’
and contour/size problems Healmg Telated inchuded i infection, improper healing, 1 Tiecrosis,

bleeding and rejection of the implant. Mechamcaff reasons included 1 rupture, leakage, deflation,
and jnjory (accident or puncmre). Media rajsed concems mcluded antoimmune disease or
symptorus, concern or fear/ media repdrt  and aflergic reaction. Removal for unknown/other
reasons included personal preference, -implant refated infection, muscle’ snucture and .
chest wall or mastectomy defectldefomnty Malxgnancy mc]uded recurrent dxsease

B. Literature Summary of Potential Systemxc D:seases : .

CTD/Adverse Immunologic Events - Concern. oyer the relauonsmp of siticone breast ‘ <
iroplants to the development of connectiv tiss such as Sclemaerma, Systemic Lupus
Erythematosus, heumatoid arthritis, undifferent ctive tissue disease, or other
autoimmune discase was raised because of the occumnce of case series reporting the
occurrence of these diseases in wormen thh implants, Sevmal ep:demm]ogxc studies

comparing the occurrence of connccnve ussue dxscase in women with implants to women
without, have been published in th‘” y i exjamre A recent report on the possibility of an
association of commective tissue disease and breast nnp!ants ‘has conclnded that women with
silicone breast implants of‘ghlgﬂkely to develop connective tissue d:sease than women

without them. "The Instifute of Medicime (IOM) concluded in 1959 in their Teport on the safety _

of silicone that, *"There is msuff‘cmnt evxdence 10 support an association of sxhcone breast e
unplant.s with defined connective tissie &isease TheTOM also stated that, *“There ismo

convmcmg evxdencc fot atypzcal connectxve txssue dxséase or the disease or a novel
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constellation of signs and symptoms in women with silicone breast nnplants. Case reports, of
which there are many, do not provide evidence although they may suggest hypotheses that can
be tested.” [Safety of Silicone Breast fmplants. fi;stnmte of Lfeﬂi’cinejﬁanonal Academy Press,

wur e e

Washington, D.C. 2000. {IOM rcport}, chapter 8 pp 215—232]

Cancer - Concem over cancer arose .W the pubhcanon of a paper mdxcatmg thz;t the mjecnon ’
of silicone fluid into the peritoneal cavnyvéf susceptible mice wouold result in the development

of plasmocytomas, a type of immune system (B cell) cancer. The parallel disease in humans is

called multiple myeloma. The IOM reviewed all current studies on the relationship of silicone
jroplants to cancer in 1999 and concluded that “Then  consistent, substantial, long-term base

of scientific evidence bearing on the .  experimental carcmogemcxty and chmcaf breast
cancer experience with silicone and silicone breast nnp’iams Based on its review of
evidence, the committee concludes that the avaﬂable ‘evidence does not support an assocnanon
of silicone or silicone breast unplams with e:q;enmental caicmogenems (other ihan rodent solid-
state carcinogenesis), primary or recnffent breast cancer, ,breast sarcoma or other sohd tumors.
tymphoma, or myeloma.” [IOM r repon chapter 9, pages 233-241]

Tmplants, Breast Feedmg, and Effects on Chil &ren There are two issue that have been

raised about breast lmplants ana breast—feedmg Pirst, is the quality of breast mdi? chang ged by
breast mplants and second :s n mB difficult for a woman with an :mplanted breast tobreast

110 curréit methods for detectmg silicone in breast rmlk,

; gﬁeve}s have been measured in breast milk of women
plants, cows mﬁk, and commerciatly available infant

f silicon were found in the infant formula and cow’s milk than

in the milk of nursing mothers with breast imp 'There were no differences in the level of |
silicon in pursing women with breast lmp’iams compared to those women without. The IOM e
report on breast implants stated that the commitice found convincing evidence 1 ﬂ:at infants /
breast-fed by mothers with silicone gefbreast ‘jmplants receive no higher silicon mtakes from
breast milk than infants brea fé“d%y mothers without breast implants. However, the 10Malso’
noted that several studies hay : many women with breast implants noay not be

able to breast feed their babics because o <:tatv;malr msnfficxency n'one stady cited in the

TOM report, up to 64% of women with breast 1mplants were unable to y saccessfully breast feed
their infants due to lactational msnfﬁmency, as compared to Jess than 10% of women wnhout ‘

breast implants. ’ / o b 3/

Some women with breast smplants bavere})oned healih "”“blemsm theu'brea t fegggﬁ N,
However, studies have not provided evidence that served in c}ﬁ n of It tﬁggx}ﬁé S

with breast Jmplants were related to breas ‘nnplants €0 that evidenc
an association of materal silicone breast implants and chﬂdren“’ ’hEaith ef‘fects is

or flawed.
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SUMMARY OF SAFETY AND EFFECTIVENESS DATA
- (cominued)

Studies on the reproductive and teratogemc effects of snhcme, that is
defects in the offspring of mothers or fathers exposed to various forms of 'éxhcone, havenot
indicated that silicone has either toxic reproducuve or teralogenic effects m expenmema]
animals. [IOM Report, chapter 4, pp.§0~1 13; chapter 11, pp.248- 2631~

Interference with Mammography and Capsu!ar Calcrfieaﬁon Sﬂxcone mpiams may
mterfm with standard mammography because they : are ra&o-opaque that is, the radiation is
blocked by the implant. Subglandular mplants have been observed to obscure from f5—1 00% of
the breast tissue, and submuscular implants somewhat less. While the issue c uinants .
interfering with visualization to some degree is cléar, it is not clear Whethe s“x‘nay resultina
delay in the detection of cancer. In some studies cited by the TOM, women )
larger primary tumors, more positive axxnary noées, or a lower ‘pm-centzi
visible on mammography than women without 1mplants. Others howeve
Regardless of whether an nnplant is stxﬁ in p]ace or whether ith

nnplant capsule. i the”
capsule is left in place, it might Jead t6 fé’(se posmve chagnoses 6? maT: gnancy or false neganves

C. MDR [Pending from FDA}

XD, PANEL RECOMMENDATION [Péiding from FDA]

XIV. CDRH DECISION [Pending from FDA]

XV. APPROVAL SPECIFICATIONS [Pending from FDA]
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